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Scientific Session 1: Developing environmental 
recipes for IBD

OP01
Withdrawal of infliximab or anti-metabolite 
therapy in Crohn’s Disease patients in sustained 
remission on combination therapy: A randomized 
unblinded controlled trial (SPARE)

E. Louis J*1, M. Resche-Rigon2, D. Laharie3, J. Satsangi4, N. Ding5, 
J. Preiss6, G. d’haens7, L. picon8, P. bossuyt9, L. vuitton10, P. irving11, 
Y. bouhnik12, S. viennot13, C. lamb14, R. pollock15, F. baert16, 
M. nachury17, F. mathurin18, C. Gilletta19, J.F. colombel20, E. hertervig21

1CHU Liège- Sart Tilman, Department of Gastroenterology, Liège, 
Belgium, 2Inserm U1077, Biostatistics, Paris, France, 3CHU Bordeaux, 
Gastroenterology, Bordeaux, France, 4John Radcliffe hospital, 
Gastroenterology, Oxford, United Kingdom, 5St Vincent Hospital 
Melbourne, Gastrtoenterology, Melbourne, Australia, 6Charite 
Berlin, Gastroenterology, Berlin, Germany, 7AMC Amsterdam, 
Gastroenterology, Amsterdam, The Netherlands, 8CHU Tours, 
Gastroenterology, Tours, France, 9Imelda Hospital, Gastroenterology, 
Bonheiden, Belgium, 10CHU Besancon, Gastroenterology, Besancon, 
France, 11London-Guy’s and Thomas, Gastroenterology, London, 
United Kingdom, 12Hôpital Beaujon, Gastroenterology, Paris, France, 
13CHU Caen, Gastroenterology, Caen, France, 14Royal Victoria 
Infirmary, Gastroenterology, Newcastle, United Kingdom, 15St Georges’ 
University Hospital, Gastroenterology, London, United Kingdom, 
16AZ Delta, Gastroenterology, Roeselare, Belgium, 17CHU Lille, 
Gastroenterology, Lille, France, 18CHU Amiens, Gastroenterology, 
Amiens, France, 19CHU Toulouse, Gastroenterology, Toulouse, France, 
20Mount Sinai Hopsital, Gastroenterolgy, New York, United States, 
21skane university hospital, gastroenterology, Lund, Sweden

Background: Combination therapy with infliximab and anti-metabo-
lites is a standard option for patients with Crohn’s disease (CD). The 
implications of long term use of combination therapy may lead patients 
and clinicians to contemplate treatment de-escalation once steroid-free 
remission has been achieved. The aim of our study was to assess the 
relapse rates and time spent in remission over 2 years, after withdrawal 
of infliximab or anti-metabolite compared to continuation of combin-
ation therapy.
Methods: CD patients treated with a combination therapy of inflixi-
mab (IFX) and anti-metabolite > 8 months and in sustained steroid-free 
remission > 6 months were recruited in 64 centers in France, United 
Kingdom, Belgium, Sweden, Australia, Germany and The Netherlands. 
Patients were randomized into 3 arms - continuing combination therapy 

(arm A); stopping IFX (arm B); or stopping anti-metabolite (arm C). In 
case of a relapse [defined by CDAI and an objective marker of inflam-
mation (CRP or fecal calprotectin)], patients were retreated by resum-
ing infliximab in arm B or the anti-metabolite in arm C, according to 
a pre-defined scheme, including optimization of IFX up to 10 mg/Kg if 
necessary in all arms. The two co-primary endpoints were the relapse 
rate and mean survival time spent in remission over 2 years. A major 
secondary endpoint was treatment failure (complications or not recap-
turing remission).
Results: 254 patients were screened, 211 randomized, 5 withdrew con-
sent and 1 was lost to follow-up, leaving 205 patients for the analysis 
- 67 randomized to arm A, 71 to arm B and 67 to arm C. Demographic 
and clinical characteristics are shown in Table 1. The two-year relapse 
rates were 14% (IC95%: 4–23%) in arm A, 40% (IC95%: 28–51%) in 
arm B, and 10% (IC95%: 2–18%) in arm C (p=0.0003 arm B vs arm 
A and <0.0001 arm B vs arm C) (figure 1). The time spent in remis-
sion was 1.91 yrs (IC95%: 1.83–1.99), 1.89 yrs (IC95%: 1.82–1.96) 
and 1.93 yrs (IC95%: 1.86–2.00) in arm A, B and C, respectively. 
Out of the 39 relapsers, 28 were retreated/optimized. Remission was 
achieved in 1/2 retreated patients in arm A, 22/23 in arm B and 2/3 in 
arm C. Treatment failure was observed in 4/67, 4/71 and 3/67 patients, 
in these three arms, respectively. No malignancy was observed, one tu-
berculosis in arm C and two severe infections (pneumonia and viral 
pericarditis) in arm B.
Conclusion: Infliximab withdrawal, but not antimetabolite with-
drawal, was associated with a significantly higher risk of relapse than 
continuation of combination therapy. Almost all patients who stopped 
IFX achieved rapid remission when resuming treatment. The time spent 
in remission over 2 years was similar across groups.

OP02
The breastmilk proteomics of women with 
Inflammatory Bowel Disease (IBD) and its impact 
on fecal calprotectin and microbiota composition 
in their babies

J. Guedelha Sabino*1, L. Tarassishin2, M. Agrawal3, C. Eisele2, 
A. Barré2, M. Dubinsky4, J. Stone5, N. Nair2, A. Debebe2, K. Hawkins2, 
A. Rendon2, J. Hu2, J.F. Colombel3, I. Peter2, J. Torres6

1KU Leuven, Gastroenterology, Leuven, Belgium, 2Icahn School of 
Medicine at Mount Sinai, Department of Genetics and Genomic 
Sciences, New York, United States, 3Icahn School of Medicine at 
Mount Sinai-, Division of Gastroenterology- Department of Medicine, 
New York, United States, 4Icahn School of Medicine at Mount Sinai, 
Division of Pediatric Gastroenterology and Hepatology, New York, 
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United States, 5Icahn School of Medicine at Mount Sinai, Department 
of Obstetrics- Gynecology and Reproductive Sciences-, New York, 
United States, 6Hospital Beatriz Ângelo, Gastroenterology Division, 
Loures, Portugal

Background: Breastmilk (BM) is a complex fluid that contributes to 
shaping the immune system of the offspring. BM composition depends 
on stage of lactation, maternal health status and diet, environment, 
and genetics. Limited data exists on the composition of the BM from 
women with IBD and its potential impact on the newborn’s microbi-
ome composition.

Methods: The MECONIUM (Exploring MEChanisms Of disease 
traNsmission In Utero through the Microbiome) study is a pro-
spective cohort study including pregnant women with IBD, preg-
nant healthy control (HC), and their offspring. BM samples were 
collected 2 weeks post-delivery. Stool samples from the offspring 
were collected throughout the first 3 years of life and used to assess 
faecal calprotectin (fCal) and gut microbiota composition (16S). 
Targeted proteomics of the BM samples was performed with the 
Olink inflammation panel (92 protein biomarkers). Correlations 
between specific proteins in the BM, fCal and 16S were assessed 
using non-parametric tests. Multiple testing correction was per-
formed with false discovery rate (FDR). MaAsLin2 R package was 
used for multivariate testing.
Results: 236 BM samples were analysed: 174 from HC, 37 Crohn’s 
disease (CD), 25 ulcerative colitis (UC). Thymic stromal lymphopoietin 

(TSLP), a cytokine with an important role in the maturation of T 
cells, was significantly lower in BM of women with IBD vs HC (FDR 
p=0.0017). The levels of TSLP in the BM of the mothers correlated 
negatively with infant fCal at year1 (rho=-0.20, p=0.01), and with the 
relative abundance of Cronobacter (MaAsLin2 FDR 0.1) of the off-
spring at month 1. Chemokine (C-C motif) ligand 20 (CCL20), which 
acts in chemotaxis of dendritic cells and T-cells and B-cells, was also sig-
nificantly lower in women with CD vs HC (FDR 0.013) and in women 
with CD vs UC (p=0.014). Matrix metalloproteinase-1 (MMP-1), a 
collagenase involved in the breakdown of extracellular matrix, was 
also lower in BM of women with CD (p=0.009) and a negative correl-
ation was observed between the levels of MMP1 and fCal at 3 months 
and 1  year (rho=-0.20 and -0.18, p=0.01 and 0.02, respectively). 
Osteoprotegerin (OPG), higher in BM of women with UC (p=0.018), 
was positively correlated with Streptococcus (MaAsLin2 FDR p=0.2) 
and negatively correlated with Bacteroides and Parabacteroides 
(MaAsLin2 FDR p=0.03 and 0.1) in the offspring at month 1.
Conclusion: The proteomic profile of BM of women with IBD is dis-
tinct from that of women without IBD. BM composition may influ-
ence offspring’s’ gut microbiome signatures and fCal level at different 
timepoints. These findings suggest that BM composition may impact 
the offspring’s intestinal immune system maturation and microbiome 
development, and warrant further research.
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OP03
Standardized faecal microbiota transplantation 
with microbiome-guided donor selection in active 
UC patients: A randomized, placebo-controlled 
intervention study

C. Caenepeel*1,2, S. Deleu1, K. Arnauts1, J.F. Vazquez Castellanos3, 
S. Braekeleire1, K. Machiels1, F. Baert4, F. Mana5, L. Pouillon6, 
P. Hindryckx7, T. Lobaton7, E. Louis8, D. Franchimont9, M. Ferrante1,2, 
J. Sabino1,2, S. Vieira-Silva3, G. Falony3, J. Raes3, S. Vermeire1,2

1KU Leuven, TARGID - Department of chronic diseases and metab-
olism, Leuven, Belgium, 2University Hospitals Leuven, Department of 
Gastroenterology and Hepatology, Leuven, Belgium, 3Rega institute, 
Department of Microbiology and Immunology, Leuven, Belgium, 4AZ 
Delta Roeselare, Department of Gastroenterology and Hepatology, 
Roeselare, Belgium, 5University Hospitals Brussel, Department of 
Gastroenterology and Hepatology, Brussel, Belgium, 6Imelda Hospital 
Bonheiden, Department of Gastroenterology and Hepatology, Leuven, 
Belgium, 7Ghent University Hospital, Department of Gastroenterology 
and Hepatology, Ghent, Belgium, 8CHU Liège, Department of 
Gastroenterology and Hepatology, Liège, Belgium, 9Erasmus Hospital 
Brussel, Department of Gastroenterology and Hepatology, Brussel, 
Belgium

Background: Four randomized controlled trials studying faecal micro-
biota transplantation (FMT) in active UC patients showed variable 
success rates. The efficacy of FMT appears to be influenced by various 
factors including donor- and procedure-specific characteristics. We 
hypothesized that the outcome of FMT in patients with active UC 
could be improved by donor preselection on microbiota level, by using 
a strict anaerobic approach, and by repeated FMT administration.
Methods: The RESTORE-UC trial (NCT03110289) was a national, 
multi-centric double-blind, sham-controlled randomized trial. Active 
UC patients (Total Mayo score 4–10 with endoscopic sub-score ≥2) 
were randomly allocated (1:1) to receive 4 anaerobic-prepared super-
donor (S) FMT or autologous (A) FMT (Figure 1) by permutated 
blocks (2 and 4) and stratified for weight, concomitant steroid use, and 
therapy refractoriness.
S-FMTs were selected after a rigorous screening excluding samples 
with Bacteroides2 enterotype, high abundances of Fusobacterium, 
Escherichia coli and Veillonella and the lowest microbial loads (Q1).
A futility analysis after 66% (n=72) of inclusions was planned per 
protocol including a modified intention-to-treat (mITT) analysis using 
non-responder imputation (NRI) for patients receiving at least one 
FMT. The primary endpoint was steroid-free clinical remission (Total 
Mayo ≤ 2, with no sub-score >1) at week 8.

Results: Between March 2017–2021, 72 patients signed the ICF and 
66 were randomly allocated to S-FMT (n=30) or A-FMT (n=36) and 
received at least one FMT. In the S-FMT and the A-FMT resp. 4 and 5 
patients terminated the trial early due to worsening of colitis (4 in both 
arms) or FMT enema intolerance (1 A-FMT). They were included in the 

mITT analysis using NRI (Fig. 2). Both study arms were matched for 
baseline characteristics (Table 1), yet a trend (p= 0.066) towards higher 
concomitant biological use in the S-FMT arm was observed.
After 66% of intended inclusions, the primary endpoint was reached in 
3/30 (10%) S-FMT and 5/31 (13.9%) patients randomized to A-FMT 
(p=0.72).
As the predefined minimum difference between both treatment arms 
was not attained, the study was stopped due to futility. The full set of 
endpoints are summarized in Table 2.Of note, no patients on concomi-
tant biologicals reached the primary endpoint.
There were 2 serious adverse events in the A-FMT arm: dysuria requir-
ing hospitalization and worsening of UC requiring colectomy.

Conclusion: In this double-blind sham-controlled trial compar-
ing repeated administrations of anaerobic-prepared S-FMT with 
A-FMT in patients with active UC, no significant difference in ster-
oid-free remission rates at week 8 were observed. The FMT pro-
cedure was generally well tolerated, and no new safety signals were 
observed.
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Scientific Session 2: Keeping the patient at 
home: Is telemedicine the future?

OP04
Vedolizumab intravenous is effective across 
multiple treatment targets in chronic pouchitis: 
Results of the randomised, double-blind, placebo-
controlled EARNEST trial

S. Travis*1, M.S. Silverberg2, S. Danese3, P. Gionchetti4, 
M. Löwenberg5, V. Jairath6,7, B.G. Feagan7, B. Bressler8, D. Lindner9, 
A. Escher9, S. Jones9, B. Shen10

1John Radcliffe Hospital, Translational Gastroenterology Unit, Oxford, 
United Kingdom, 2Mount Sinai Hospital Inflammatory Bowel Disease 
Centre, Division of Gastroenterology- Department of Medicine, 
Toronto, Canada, 3IRCCS Ospedale San Raffaele and University 
Vita-Salute San Raffaele, Gastroenterology and Endoscopy, Milan, 
Italy, 4University of Bologna- S.  Orsola- Malpighi Hospital, IBD 
Unit- Department of Medicine and Surgery DIMEC, Bologna, Italy, 
5Amsterdam University Medical Centre- Location Academic Medical 
Centre, Department of Gastroenterology and Hepatology, Amsterdam, 
The Netherlands, 6Western University, Department of Medicine- 
Division of Gastroenterology, London, Canada, 7Alimentiv, Alimentiv, 
London, Canada, 8University of British Columbia, Department of 
Medicine- Division of Gastroenterology, Vancouver, Canada, 9Takeda 
Pharmaceuticals International, Takeda Pharmaceuticals International, 
Zurich, Switzerland, 10Columbia University Irving Medical Center/
Herbert Irving Pavilion, Columbia University Irving Medical Center/
Herbert Irving Pavilion, New York, United States

Background: Pouchitis is a common complication of ileal pouch-anal 
anastomosis (IPAA) after proctocolectomy in ulcerative colitis (UC). 
There are currently no approved therapies for chronic pouchitis. Here, 
we report a multicentre trial of intravenous (IV) vedolizumab (VDZ) 
for chronic pouchitis after IPAA in patients with UC.
Methods: EARNEST was a randomised, double-blind, placebo 
(PBO)-controlled, phase 4 study of VDZ in patients aged 18–80 years 
with chronic pouchitis after proctocolectomy with IPAA for UC 
(NCT02790138). Male and female patients with a history of IPAA for 
UC and chronic pouchitis were eligible. Patients were randomised (1:1) 
to receive VDZ IV (300 mg) or PBO on Day 1 and at Weeks (W) 2, 6, 
14, 22 and 30, as well as ciprofloxacin for the first 4 weeks. The primary 
endpoint was modified Pouchitis Disease Activity Index (mPDAI) re-
mission at W14; efficacy was also assessed through other mPDAI/PDAI 
secondary endpoints and endoscopic exploratory endpoints (assessed 
by a central reviewer) at W14 and W34. Safety (adverse events [AEs]) 
was monitored throughout the study.
Results: In total, 102 patients were treated (51 per group). Patients 
had a mean age of 40.8 years (VDZ) and 42.9 years (PBO). mPDAI 
remission rates (comprising clinical symptoms and endoscopy 
domains) were 31.4% (n=16/51) for VDZ vs 9.8% (n=5/51) for 
PBO at W14 (p=0.013; Figure 1). Significant differences in favour of 
VDZ over PBO were also seen in mPDAI remission at W34, mPDAI 
response at W14 and W34, and PDAI remission (comprising clin-
ical symptoms, endoscopy and histology domains) at W14 and W34 
(Figure 1). The rate of sustained remission (defined as remission 
at both W14 and W34) was higher for VDZ vs PBO on both the 
mPDAI (VDZ 27.5% [n=14/51] vs PBO 5.9% [n=3/51]; difference 
21.6 percentage points [95% confidence interval (CI), 6.5–37.0]) 
and the PDAI (VDZ 31.4% [n=16/51] vs PBO 7.8% [4/51]; differ-
ence 23.5 percentage points [95% CI, 8.0–38.8]). Endoscopic ulcer-
ation analysis showed greater reductions in number of ulcers from 
baseline for VDZ over PBO at W14 and W34 (Figure 2). A higher 
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proportion of patients in the VDZ vs PBO group had an improved 
SES-CD score and achieved SES-CD remission of pouchitis (Figure 
2). AE rates were similar between groups and no new safety signals 
were identified (Table).

Conclusion: This is the first and largest randomised, double-blind 
PBO-controlled trial of biologic therapy to show significant benefits 
across multiple treatment outcomes in patients with chronic pouchi-
tis after IPAA for UC. VDZ showed consistent treatment benefits over 
PBO across clinical, endoscopic and histologic endpoints, together with 
safety consistent with its established profile.

OP05
Outcome of induction therapy with vedolizumab in 
children: Results from the prospective, multi-centre 
VEDOKIDS study

Z. Shavit1, R. Stein2, M. Aloi3, O. Ledder4, G. Focht4, D. Urlep5, 
J. Hyams6, E. Broide7, B. Vais8, J. Levine9, D. Shouval10, M. Matar10, 
A. Assa10, J. Rosh11, S. Hussey12, J. Markowitz13,  

A. Yerushalmy-Feler14, E. Miele15, R. Shaoul16, R.K. Russell17, 
D. Turner*4

1Shaare Zedek Medical Center, The Pediatric Gastroenterology 
and Nutrition Institute, Jerusalem, Israel, 2Children’s Hospital of 
Philadelphia, Center for Pediatric Inflammatory Bowel Disease, 
Philadelphia, United States, 3Sapienza University of Rome- Umberto 
I  Hospital, Pediatric Gastroenterology and Liver Unit, Rome, Italy, 
4Shaare Zedek Medical Center- Jerusalem, The Juliet Keidan Institute 
of Paediatric Gastroenterology and Nutrition, Jerusalem, Israel, 
5University Children’s Hospital- Ljubljana, Pediatric Gastroenterology, 
Ljubljana, Slovenia, 6Connecticut Children’s Medical Center, Center 
for Digestive Diseases, Connecticut, United States, 7Shamir Medical 
Center, Paediatric Gastroenterology and Nutrition, Beer Yaakov, 
Israel, 8Sheba Medical Center, Pediatric Gastroenterology, Ramat 
Gan, Israel, 9NYU Langone Health, Pediatric Gastroenterology, 
New York, United States, 10Schneider Children’s Medical Center, The 
Institute of Gastroenterology- Nutrition and Liver Diseases, Petah 
Tikva, Israel, 11Goryeb Children’s Hospital/Atlantic Health, Pediatric 
Gastroenterology, New Jersey, United States, 12Children’s Health 
Ireland- Crumlin, Pediatric Gastroenterology, Dublin, Ireland, 13The 
Feinstein Institute for Medical Research, Pediatric Gastroenterology, 
Northwell, United States, 14Tel Aviv Sourasky Medical Center, Pediatric 
Gastroenterology- Liver and Nutrition, Tel Aviv, Israel, 15University 
of Naples Frederico II, Pediatric Gastroenterology, Naples, Italy, 
16Rambam Medical Center, Pediatric Gastroenterology Unit, Haifa, 
Israel, 17The Royal Hospital for Children & Young People, Pediatric 
Gastroenterology and Nutrition, Edinburgh, United Kingdom

Background: Limited data are available on the use of Vedolizumab 
(VDZ) in paediatric Crohn’s Disease (CD) and Ulcerative Colitis 
(UC). We evaluated the effectiveness and safety of VDZ to induce 
remission at week 14 in the prospective, multicenter VEDOKIDS 
study.
Methods: We enrolled children (age 0–18 years) with CD or UC com-
menced on VDZ with a standardized dosing of 177mg/BSA up to 
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300mg at 0, 2, 6 and q8 weeks thereafter. Non-responders had their 
dose escalated to q4wks at the discretion of the local physician. Explicit 
demographic, clinical and safety data were prospectively recorded via 
REDcap. Clinical remission was defined as steroid- and EEN-free re-
mission (i.e. wPCDAI<12.5 or PUCAI<10) without the need for new 
medications. Complete remission was defined as clinical remission with 
normal CRP and ESR. Predictors of response were explored by Logistic 
regression.
Results: 128 children were enrolled, 60 (47%) with CD, and 68 
(53%) with UC (58 (45%) males, mean age 13.8±3.6, 93 (73%) 
failed previous anti-TNF, median disease duration 2.3 years (IQR 
0.9–4.7)). Using the ITT principle, clinical and complete remis-
sion rates for CD at week 14 were 30% and 20%, respectively, 
and for UC 50% and 38%, respectively (Fig 1). Clinical remis-
sion rates of those receiving VDZ as first line biologics versus 
second line were 57% and 34%, respectively (p=0.019; Fig 2); 
the corresponding complete remission rates were 49% and 23% 
(p=0.004).
In the UC group, disease activity at baseline measured by the PUCAI 
predicted clinical remission at week 14 (OR=0.95, 95%CI 0.93–0.98; 
median baseline PUCAI 15 (IQR 0–30) in those achieving remission 
and 45 (20–55) in those who did not; p=0.002). ESR (OR=0.94, 
95%CI 0.89–0.98; p=0.009) and a trend towards extensive disease (L3 
vs. L1 and L2; OR 0.14, 95%CI 0.18–1.036, p=0.054) predicted clin-
ical remission in CD.
During the 14 weeks, 113 adverse events (AE) were recorded in 
58 children: 28 AEs were possibly related to VDZ, all of which 
were mild-moderate and only 3 (11%) led to discontinuation of 
VDZ (leukocytoclastic vasculitis, myalgia and dyspnea). There 
were 18 serious AEs, only one was graded as possibly related 
to VDZ (headache). There were 18 non-serious cases (19%) of 
upper respiratory infections (pharyngitis, tonsilitis, parotitis, and 
otitis media) and one Campylobacter jejuni which was graded as 
serious.

Conclusion: In this prospective multicenter study, VDZ was safe and 
effective for inducing remission in a refractory cohort of paediatric IBD, 
more so in UC. Disease severity and extent at baseline may predict clin-

ical response.

OP06
The influence of different prednisolone tapering 
algorithms on the effectiveness of infliximab in 
patients with Ulcerative Colitis – A real-world 
cohort study

P.D. Ovesen*1, J.F.K.F. Ilvemark1, M. Attauabi1, J.B. Seidelin1

1Herlev Hospital-University of Copenhagen, Department of 
Gastroenterology and Hepatology, Herlev, Denmark

Background: Data regarding the influence of prednisolone tapering on 
clinical outcomes among patients with ulcerative colitis (UC) are lim-
ited. We aimed to investigate the influence of different prednisolone 
tapering algorithms on the effectiveness of infliximab (IFX) among 
patients with UC.
Methods: This Danish retrospective single-center study included all 
patients with UC who were treated with IFX between 2009 and 2019 
at Herlev University Hospital. The patients were grouped according 
to the prednisolone tapering: standard (≤5 mg/week), fast (>5 mg/
week), or direct discontinuation after an initial course of less than 
one week. Finally, we included a control group of patients treated 
with IFX monotherapy. The primary outcome was corticosteroid-
free clinical remission at weeks 14 and 52 defined as a partial Mayo 
score ≤1. Variables with a p-value ≤0.20 in univariable regression 
analysis were included in multivariable analysis. A  subgroup ana-
lysis containing patients with acute severe ulcerative colitis (ASUC) 
treated with at least 40 mg of prednisolone at initiation of IFX was 
performed.
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Results: The study included 148 patients with UC of whom 81 (54.7%) 
were treated with prednisolone at the initiation of IFX. No association 
between prednisolone tapering and corticosteroid-free clinical remis-
sion with IFX at weeks 14 or 52 was observed (Figure 1 and Table 
2). However, a higher proportion of patients in the standard tapering 
group achieved a C-reactive protein (CRP) level less than 5 mg/L at 
week 14 as compared with the fast-tapering group (23/23 (100%) 
vs. 14/18 (77.8%); p=0.03) and directly discontinuation group (6/10 
(60%); p=0.03). This difference was not explained by prednisolone 
usage. In addition, none of the patients within the standard tapering 
regime (0/24; 0%) had severe activity at week 14 whereas this was seen 
in 4/19 (21.1%) in the fast tapering regime (p=0.03). In the subgroup 
analysis of 33 patients with ASUC, the standard tapering algorithm 
was associated with higher clinical remission as compared with the fast 
tapering regime at week 14 (9/14 (64.3%) vs. 5/19 (27.8%); p=0.02) 
and clinical response or remission at week 52 (12/14 (85.7%) vs. 7/19 
(36.8%); p=0.01, Figure 2).

Conclusion: This study demonstrated no overall impact of prednis-
olone tapering algorithms on short and long-term effectiveness of IFX 
in patients with UC. However, standard tapering resulted in lower CRP 
levels and fewer cases of severe disease activity in the overall cohort 
and higher rate of short and long-term clinical response among ASUC 
patients, as compared with fast tapering regimes. Taken together, the 
data indicate that longer corticosteroid exposure in patients with high 
disease burden might improve IFX responses.

Scientific Session 3: Aiming high with treatment 
goals in IBD: The modern Icarus?

OP07
Exploring disease control by combining clinical, 
biological, and health-related quality of life 
remission with endoscopic improvements among 
Ulcerative Colitis patients treated with filgotinib: 
A post-hoc analysis from the SELECTION trial

S. Schreiber*1, B. Feagan2,3, L. Peyrin-Biroulet4, S. Vermeire5, M. Faes6, 
K. Harris7, A. Oortwijn7, P. Daniele8, H. Patel6, S. Danese9,10

1Kiel University, Department of General Internal Medicine, Kiel, 
Germany, 2Alimentiv, Inc., London, Canada, 3London Health Sciences 
Centre- Western- Western University, Division of Gastroenterology, 
London, Canada, 4University Hospital of Nancy- University of 
Lorraine, Department of Gastroenterology, Vandoeuvre-lès-Nancy, 
France, 5University Hospitals Leuven, Department of Gastroenterology 
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and Hepatology, Leuven, Belgium, 6Galapagos, Nv, Mechelen, Belgium, 
7Galapagos, Nv, Leiden, The Netherlands, 8Cytel Health, Canada, 
Toronto, Canada, 9University Vita-Salute, San Raffaele, Milan, Italy, 
10IRCCS Ospedale San Raffaele, Gastroenterology and Endoscopy, 
Milan, Italy

Background: For patients with ulcerative colitis (UC), both sub-
jectively and objectively reported measures are equally important 
treatment goals. We explored clinical, biological, HRQoL remis-
sion and endoscopic improvements as a combined endpoint (CE) 
from SELECTION (NCT02914522), a phase 2b/3 double-blind 
trial which assessed the efficacy and safety of filgotinib, a once-
daily, oral, Janus 1 kinase preferential inhibitor, for the treatment 
of UC.
Methods: In SELECTION, patients with moderately to severely 
active UC were randomized 2:2:1 to 200mg filgotinib (FIL200), 
100mg filgotinib, or placebo (PBO) for an 11-week induction phase 
followed by a 47-week maintenance period in patients who achieved 
clinical remission or response.1 We defined a CE as achieving all of 
the following: 1)  clinical remission defined as partial Mayo Score 
(excluding endoscopy domain) ≤2 and no sub-score >1), 2)  bio-
logical remission defined as faecal calprotectin <150  µg/g endo-
scopic improvement defined as Mayo endoscopic sub-score ≤1), 
3)  Inflammatory Bowel Disease Questionnaire (IBDQ) remission 
defined as IBDQ >170 and 4)  endoscopic improvement defined 
as Mayo endoscopic sub-score ≤1). We evaluated the CE among 
patients treated with FIL200 vs placebo in induction (week 10) and 
maintenance (week 58) phases. Among those achieving the CE, we 
analysed MCID improvement during induction and decline during 
maintenance on generic QoL instruments (36-item short-form ques-
tionnaire and EuroQol 5-dimension [EQ5D]).2,3,4

Results: Overall population included 381 biologic-naïve and 401 bio-
logic-experienced patients undergoing induction, of which 297 subse-
quently entered maintenance. A higher proportion of patients receiving 
FIL200 achieved CE than PBO by week 10 in the biologic-naïve induc-
tion cohort (17.6% vs 4.41%, p<0.001) and by week 58 in the main-
tenance cohort (22.1% vs 7.14%, p=0.002) (Table 1). Biologic-naïve 
CE achievers had higher MCID improvement across all generic QoL 
scales and domains (Table 2). Patients achieving CE in maintenance 
experienced a lower proportion of MCID decline in EQ5D utility, and 
visual analogue scale.

Conclusion: Treatment with filgotinib resulted in a higher proportion 
of patients with combined clinical, biological, HRQoL remission and 
endoscopic improvements. Among patients achieving this combined 
composite endpoint, clinically meaningful improvements were observed 
in their overall quality of life. Holistic assessment of several subjective 
and objective measures may help achieve better outcomes in UC.

References

1. Feagan BF, et al. Lancet 2021;397:2372–84.
2. User’s manual for the sf-36v2 health survey. Quality Metric, 

Inc; 2009.
3. Stark RG, et al. Inflamm Bowel Dis. 2010 Jan;16(1):42–51.
4. Irvine EJ. J Pediatr Gastroenterol Nutr. 1999 Apr;28(4):S23–27.

OP08
The effects of maintenance therapy with 
upadacitinib on abdominal pain, bowel urgency, 
and fatigue in patients with moderately to severely 
active Ulcerative Colitis: Phase 3 U-ACHIEVE 
maintenance results

S. Danese*1, J. Tran2, G. D’Haens3, D.T. Rubin4, N. Aoyama5, 
W. Zhou2, B. James2, X. Yao2, Y. SanchezGonzalez2, R. Panaccione6

1Gastroenterology and Endoscopy IRCCS Ospedale San Raffaele and 
University Vita-Salute San Raffaele, n/a, Milano, Italy, 2AbbVie Inc., 
n/a, North Chicago, United States, 3Amsterdam University Medical 
Center, Department of Gastroenterology and Hepatology, Amsterdam, 
The Netherlands, 4University of Chicago Medicine, Inflammatory 
Bowel Disease Center, Chicago, United States, 5Aoyama Medical 
Clinic, Department of Gastroenterology- Gastrointestinal Endoscopy 
and IBD Center, Kobe, Japan, 6University of Calgary, Department of 
Gastroenterology and Hepatology, Calgary, Canada

Background: Abdominal pain (AP), bowel urgency (BU), and fatigue 
are debilitating symptoms that reduce quality of life in patients with 
active ulcerative colitis (UC). Results from two Phase 3 induction tri-
als (U-ACHIEVE induction [NCT02819635] and U-ACCOMPLISH 
[NCT03653026]) showed significant improvements in AP, BU, and fa-
tigue following induction with upadacitinib (UPA) in patients with active 
UC who had previously failed conventional or biologic therapy. We evalu-
ated the effects of 52-week UPA maintenance treatment on AP, BU, and 
fatigue in patients who achieved a clinical response after induction.
Methods: Four hundred fifty-one patients who achieved a clinical re-
sponse after 8 weeks of induction with UPA 45 mg once daily (QD) 
were enrolled in the U-ACHIEVE maintenance study and were re-ran-
domised 1:1:1 to UPA 15 mg QD (n=148), UPA 30 mg QD (n=154), 
or placebo (PBO) QD (n=149). Endpoints in this analysis were the per-
centage of patients who reported no AP or no BU at Weeks 0, 4, 8, 20, 
28, 36 and 52, respectively, and the change in Functional Assessment 
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of Chronic Illness Therapy–Fatigue (FACIT–F) from induction base-
line to Weeks 0 and 52 in the maintenance study. Patients recorded AP 
and BU daily via an electronic, handheld device. Lastly, the percentage 
of patients reporting a clinically meaningful within person change 
(MWPC), defined as ≥5-point increase in FACIT-F score from induc-
tion baseline, and normalization of fatigue, defined as a FACIT-F score 
>40 points, were determined at Weeks 0 and 52.
Results: Significantly more patients reported no AP at Week 8 for UPA 
15 mg vs PBO (60.8% vs 48.3%, p<0.05, Figure 1) and at Week 12 for 
UPA 30 mg vs PBO (59.7% vs 43.6%, p<0.01); significant differences 
were maintained through Week 52 (15 mg: 45.9%; 30 mg: 55.3% vs 
PBO: 20.8%, p<0.001). For no BU reported, significant differences vs 
PBO were observed with UPA 30  mg at Week 4 (68.8% vs 54.4%, 
p<0.05, Figure 2) and with UPA 15 mg at Week 8 (64.9% vs 49.7%, 
p<0.01) and were maintained through Week 52 (15 mg: 56.1%; 30 mg: 
63.6% vs PBO: 17.4%, p<0.001). A significantly greater percentage of 
patients achieved MWPC in FACIT-F with both UPA 15 mg (55.4%) 
and UPA 30  mg (58.8%) compared with PBO (35.1%; p<0.001) at 
Week 52. In addition, a greater percentage of UPA-treated patients 
achieved normalization of fatigue (52.0% and 55.7% for UPA 15 mg 
and UPA 30 mg, respectively) vs PBO (35.7%) at Week 52 (p<0.01).
Conclusion: In patients with moderately to severely active UC who 
responded to UPA 45 mg induction treatment, significant and clinic-
ally meaningful improvements in patient-reported AP, BU, and fatigue 
achieved during induction were sustained through 52 weeks of UPA 
15 mg or 30 mg maintenance treatment.
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OP09
Proactive Therapeutic Drug Monitoring is superior 
to standard treatment during maintenance therapy 
with infliximab; results from a 52-week multicentre 
randomised trial of 450 patients; the NOR-DRUM B 
study

K.K. Jørgensen*1, S.W. Syversen2, G.L. Goll2, K.H. Bjørlykke1,3, 
Ø. Sandanger4, J. Sexton2, M.K. Brun2,3, G. Noraberg5, C.M. Ystrøm6, 
K.A. Seeberg7, I.M. Blomgren8, R. Torp9, C. Mørk10, T.K. Kvien2,3, 
N. Bolstad4, E.A. Haavardsholm2,3, J. Jahnsen1,3; The NOR-DRUM 
study group
1Akershus University Hospital, Dept. of Gastroenterology, Oslo, 
Norway, 2Diakonhjemmet Hospital, Division of Rheumatology and 
Research, Oslo, Norway, 3University of Oslo, Faculty of Medicine, 
Oslo, Norway, 4Oslo University Hospital, Section of Dermatology, 
Oslo, Norway, 5Hospital of Southern Norway Trust, Dept. of 
Gastroenterology, Arendal, Norway, 6Innlandet Hospital Trust, Dept. 
of Medicine, Elverum, Norway, 7Vestfold Hospital Trust, Dept. of 
Gastroenterology, Tønsberg, Norway, 8Fonna Hospital Trust, Dept. 
of Gastroenterology, Haugesund, Norway, 9Innlandet Hospital Trust, 
Dept. of Medicine, Hamar, Norway, 10Akershus Dermatology Center, 
Dept. of Dermatology, Lørenskog, Norway

Background: Proactive therapeutic drug monitoring (TDM), individu-
alized treatment based on scheduled assessments of serum drug lev-
els, has been proposed to optimize efficacy and safety of infliximab 
and other biologic drugs. However, it is unclear whether this strategy 
improves clinical outcomes.
Methods: In this 52-week randomised, open-label, multicenter trial, 
adult patients with an established diagnosis of ulcerative colitis (UC), 
Crohn’s disease (CD), rheumatoid arthritis (RA), spondyloarthritis 
(SpA), psoriatic arthritis (PsA), and psoriasis (Ps) receiving infliximab 
therapy for a minimum of 30 weeks were randomly assigned to pro-
active TDM or standard infliximab treatment. In the TDM group, inf-
liximab dosage was adjusted according to an algorithm designed to 
maintain serum infliximab levels within the therapeutic range 3–8 mg/L. 
In the standard treatment group, infliximab dosage was based on clin-
ical judgement.The primary endpoint was sustained disease control 
during the 52 week study period.
Results: In total, 458 patients were randomised of whom 454 (UC 
81, CD 66, RA 79, PsA 53, SpA 138, Ps 37)  received the allocated 
strategy and were included in the primary analyses. The two groups 
were balanced regarding baseline demographics, clinical and treat-
ment characteristics. Sustained disease control without disease worsen-
ing was observed in 167 (73.6 %) patients in the TDM group and in 
127 (55.9%) patients in the standard treatment group. The estimated 
adjusted difference was 17.6% (95% confidence interval (CI), 9.0–26.2, 
p<0.001), favouring TDM (figure 1). Results were consistent in sensi-
tivity analyses. Time to disease worsening was shorter in the standard 
treatment group, hazard ratio 2.1 (95% CI 1.5–2.9) (figure 2). Other 
secondary endpoints reflecting change in disease activity and patient 
reported outcomes from baseline to week 52 did not show significant 
differences between the two groups. During the trial, the mean inflixi-
mab dose (4.8 mg/kg) and median serum level of infliximab (5.8 mg/L) 
were comparable in both groups. Twenty-one (9%) patients in the 
TDM group and 27 (15%) in the standard treatment group developed 
clinically significant levels of anti-drug antibodies (≥50µg/L). Adverse 

events were reported in 137 (60%) and 142 (63%) patients in the TDM 
and standard treatment groups, respectively.
Figure 1

Figure 2

Conclusion: This large randomised controlled trial demonstrates that 
proactive TDM is superior to standard treatment for maintaining 
disease control without disease worsening in patients on maintenance 
therapy with infliximab. These results support implementation of pro-
active TDM as a general strategy during maintenance therapy with 
infliximab and have the potential to change clinical practice across 
specialities.

OP10
Comparative efficacy of biologics for endoscopic 
healing of the ileum and colon in Crohn’s Disease

N. Narula*1, E. Wong1, P. Dulai2, J. Marshall1, V. Jairath3, 
W. Reinisch4

1McMaster University, Department of Medicine Division of 
Gastroenterology, Hamilton, Canada, 2University of California San 
Diego, Division of Gastroenterology, La Jolla, United States, 3Western 
University, Department of Medicine Division of Gastroenterology, 
London, Canada, 4Medical University of Vienna, Department of 
Internal Medicine III Division of Gastroenterology and Hepatology, 
Vienna, Austria

Background: We compared the efficacy of adalimumab, infliximab, 
ustekinumab, and vedolizumab for achieving endoscopic healing (EH) 
in the ileum and colon after one-year of therapy in Crohn’s disease 
(CD).
Methods: A pooled analysis of patient-level data from 344 patients 
with CD from four clinical trial programs was performed. Patients who 
received continuous adalimumab, infliximab, ustekinumab, or vedoli-
zumab throughout the trial and had at least one ileocolonic segment 
with a Simple Endoscopic Score for CD (SES-CD) ≥ 3 at enrolment 
were included. Proportions of patients achieving one-year endoscopic 
healing (EH), defined as SES-CD of 0, using each of four biologics were 
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compared. Multivariate logistic regression was used to model the rela-
tionship between individual biologics and one-year outcomes, adjusted 
for potential confounders of EH, including disease duration, concomi-
tant corticosteroid use, and prior anti-TNF failure.
Results: Compared to vedolizumab [10/77 (13%)], both infliximab 
[29/79 (36.7%), aOR: 3.27 (95% CI: 1.34–8.01), p<0.001] and adali-
mumab [12/40 (30%), aOR: 3.01 (95% CI: 1.10–8.21), p=0.032] were 
superior for achieving one-year EH of the ileum among patients with 
ileal involvement at baseline. No difference was observed between 
ustekinumab [5/22 (22.7%)] and vedolizumab [aOR: 2.75 (95% CI: 
0.76–9.91), p=0.123]. In biologic-naïve patients, ustekinumab, adali-
mumab, and infliximab were superior to vedolizumab for achieving 
one-year EH of the ileum. For colonic disease, in comparison to usteki-
numab [9/31 (29.0%), adalimumab [30/48 (62.5%), aOR: 4.04 (95% 
CI: 1.88–8.71), p<0.001] and infliximab (55/105 (52.4%), aOR: 2.02 
(95% CI: 1.03–3.99), p=0.041] were superior for one-year EH in the 
colon among patients with colonic involvements at baseline. No differ-
ence was seen between vedolizumab [26/87 (29.9%)] and ustekinumab 
[aOR: 1.01 (95% CI: 0.39–2.59), p=0.987]. Similar differences were 
noted among biologic-naïve patients.

Conclusion: In this post-hoc analysis of pivotal clinical trials, TNFα 
antagonists were generally superior to vedolizumab and ustekinumab for 
achieving EH of the ileum and colon in patients with CD. However, among 
biologic-naïve patients, ustekinumab, adalimumab, and infliximab were 
superior to vedolizumab for attaining one-year EH of the ileum.

OP11
Expanded genome-wide association study of 
Inflammatory Bowel Disease identifies 174 novel 
loci and directly implicates new genes in disease 
susceptibility

L. Fachal*1, O.B.O. the International IBD Genetics Consortium1; on 
behalf of the International IBD Genetics Consortium
1Wellcome Sanger Institute, Human Genetics, Hinxton, United 
Kingdom

Background: Genome-wide association studies (GWASs) have identified 
243 loci associated with inflammatory bowel disease (IBD). However, the 
mapping of additional disease loci and causal variants is still limited by 
sample size. Larger GWAS can provide further insights into causal biology.
Methods: We performed a GWAS meta-analysis of 33 cohorts, total-
ling 54,439 IBD patients (N=30,574 with Crohn’s disease (CD), 21,193 
with Ulcerative Colitis (UC)) and 37,054 European controls. Genotype 
imputation was undertaken using the TOPMed diverse population 
panel and association tests were performed using REGENIE. These 
results were meta-analysed with summary statistics from 4 additional 
studies, a Danish cohort, the UK Biobank, deCODE, and FinnGen, 
totalling 73,030 IBD patients and 1 million controls, Fig1.

Results: We identified 174 novel genome-wide significant signals (32 
associated with CD, 36 with UC, 106 with IBD, Fig2).
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Of these, 79 are located >1Mb from any known GWAS loci. We also 
identified two new population specific genetic associations, Fig3.
Six new loci contain genes implicated in monogenic syndromes that 
include colitis: CARMIL2, DOCK8, G6PC3, HPS4, NCF1, PIK3CD. 

Several new loci alter the expression of nearby genes, suggesting that 
aberrant expression of these genes underpins the association. For in-
stance, a new variant associated with decreased risk of IBD increases 
the expression of VSIR in colon Fig4.
VSIR knockout mice have increased expression of IL23 and develop 
chronic inflammation in multiple tissues. Fine-mapping analyses identi-
fied likely causal missense variants at three new loci. DOK2 (ORCD=1.3, 
27p=2x10-12) encodes a protein expressed in macrophages and T cells. 
Loss of Dok2 in mice causes severe DSS-induced colitis with reduced 
IL17A and IL22 expression. The same variant has been recently associ-
ated with CD in a sequencing study. SHARPIN (ORCD=1.2, p=1x10-16) 
is part of the linear ubiquitin chain assembly complex that modulates 
activation of the NF-κB pathway. Loss-of-function (LOF) mutations in 
other proteins in the complex are associated with immunodeficiency 
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and systemic autoinflammation. CARMIL2 (ORUC=1.2, p=1x10-10) is 
required for NF-κB signalling in both B and T cells. LOF mutations 
are associated with primary immunodeficiencies and paediatric forms 
of IBD.
Conclusion: The greatly expanded sample size in our latest GWAS 
meta-analysis has enabled the identification of low frequency vari-
ants with larger effects on IBD susceptibility than the more com-
mon variants typically identified by previous GWAS. The biological 
overlap between Mendelian and complex forms of IBD is demon-
strated by the discovery of common non-coding variants associ-
ated with complex forms of IBD that dysregulate the function of a 
Mendelian IBD gene.

OP12
Segmental vs Total Colectomy for Crohn’s Disease 
of the colon in the biologic era. Results from the 
SCOTCH international, multicentric study

G. Pellino MD- PhD- FRCS- FEBS Coloproctology- FA*1, M. Rottoli2, 
M. Mineccia3, A. Frontali4, V. Celentano5, F. Colombo6, S. Ardizzone7, 
M. Martí8, E. Espín-Basany8, A. Ferrero9, Y. Panis10, G. Poggioli11, 
G.M. Sampietro12

1Università degli Studi della Campania “Luigi Vanvitelli”, Department 
of Advanced Medical and Surgical Sciences, Naples, Italy, 2Alma Mater 
Studiorum University of Bologna- Sant’Orsola – Malpighi Hospital, 
Surgery of the Alimentary Tract- Department of Medical and Surgical 
Sciences-, Bologna, Italy, 3Ospedale Mauriziano “Umberto I”, Division 
of General and Oncologic Surgery-, Torino, Italy, 4Hôpital Beaujon, 
Service de Chirurgie Colorectale Pôle des Maladies de l’Appareil 
Digestif PMAD, Clichy, France, 5Portsmouth Hospitals NHS Trust- 
University of Portsmouth, Colorectal Surgery, Portsmouth, United 
Kingdom, 6“Luigi Sacco” University Hospital, Division of General 
Surgery-, Milano, Italy, 7“Luigi Sacco” University Hospital, Division 
of Gastroentrology-, Milano, Italy, 8Vall d’Hebron University Hospital, 
Colorectal Surgery, Barcelona, Spain, 9Ospedale Mauriziano “Umberto 
I”., Division of General and Oncologic Surgery-, Torino, Italy, 
10Hôpital Beaujon., Service de Chirurgie Colorectale Pôle des Maladies 
de l’Appareil Digestif PMAD, Clichy, France, 11Alma Mater Studiorum 
University of Bologna- Sant’Orsola – Malpighi Hospital, Surgery of 
the Alimentary Tract- Department of Medical and Surgical Sciences, 
Bologna, Italy, 12ASST Rhodense- Rho Memorial Hospital, Division of 
General and HPB Surgery, Rho, Italy

Background: Previous studies suggested a role for segmental colectomy 
(SC) and total colectomy (TC) for colonic Crohn’s disease (cCD). TC 
might reduce recurrence rates, at the cost of impaired quality of life 
and higher stoma rates. We compared the long-term outcomes of SC 
and TC.
Methods: This is an international, multicentric study on data from the 
prospective databases of six centres. All consecutive patients operated 
on between 2000 and 2019 for cCD with SC or TC were included. 
Exclusion criteria were colorectal cancer, previous bowel resections, 
and lack of follow-up data. Disease extension was based on involve-
ment of 1 to 5 colonic segments. Resection of 1–3 segments was classi-
fied as SC, resection of 4–5 segments as TC. Primary aim was surgical 
recurrence after SC vs TC. Secondary aims were perioperative compli-
cations, stoma formation rate, and predictors of recurrence.
Results: Data of 687 (56.2% women) patients were analysed. Mean age 
at diagnosis and at surgery were 30±15.8 and 40.4±15.4 years. Disease 
duration was 10.4 ± 8.6 years. 16.6% of patients were A1, whereas 
most (62.2%) were diagnosed between 17 and 40 years. Isolated cCD 
(L2) was present in 61.1%, ileocolic CD (L3) in 38.9%, and concomi-
tant jejuno-ileal CD (L4) in 3.2%. Most had stricturing (B2) cCD 
(41.9%). Active perianal disease was found in 28.9% patients. SC 
was performed in 285 patients, TC in 402. The latter more frequently 
had isolated cCD, inflammatory (B1) disease, current (37.8 vs 16.5%, 
p<0.001) or previous (56 vs 32.6%, p<0.001) perianal CD, and longer 
disease duration (11.3 ± 8.9 vs 9.2 ± 7.9, p<0.001). Postoperative com-
plications and mortality were similar, but TC patients more frequently 
required 90-day readmission (6% vs 2.1%, p=0.02). Temporary (31.6 
vs 21.4%, p<0.001) and definitive (39.3vs8%, p<0.001) stomas were 
more likely after TC. The 15-year cumulative surgical recurrence was 
36%, more likely in the TC group (44 vs 27%, Log-Rank p=0.006), 
and it was not affected by the number of colonic segments involved 
(23 vs 28%, 1–3 vs 4–5 segments p=0.2) (Fig 1). In patients with 1–3 
segments involved, postoperative treatment with biologics, compared 
to any other regimen, reduced the risk of recurrence (25 vs 51%, 
p<0.001), while early age at diagnosis (p=0.02) and perianal CD 
(p=0.01) increased the risk. Omission of biological therapy (HR 5.4, 
95%CI 5.1–5.8 p<0.001), and paediatric diagnosis (HR 2.1, 95%CI 
2.3–3.1 p<0.001) were the strongest predictors of recurrence in this 
subgroup.
Conclusion: In this study, SC was safe, required less frequently stoma 
and repeated surgery, compared with TC. These findings question pre-
vious data on the topic and might be supported by the efficacy of post-
operative biologic therapy on cCD.
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OP13
Modified 2-stage vs. 3-stage ileal pouch-anal 
anastomosis result in equivalent long-term 
functional outcomes and pouch survival: 
A matched-pair analysis

S. Holubar MD- MS*1, C. Prien1, X. Jia2, D. Liska1, H. Kessler1, 
M. Valente1, A. Lightner1, E. Gorgun1, T. Hull1, S. Steele1

1Cleveland Clinic, Department of Colon & Rectal Surgery, Cleveland, 
United States, 2Cleveland Clinic, Department of Quantitative Health 
Sciences, Cleveland, United States

Background: Long-term outcomes data after modified 2-stage ileal 
pouch anal anastomosis (IPAA), defined as completion proctectomy 
(CP) and IPAA without loop ileostomy, is lacking. We aimed to describe 
long-term functional results, patient satisfaction, and pouch survival 
in a cohort of patients from a high-volume center. We hypothesized 
selective m2-stage can result in comparable long-term pouch survival 
relative to a 3-stage approach.
Methods: Our institutional ileal pouch database was retrospect-
ively reviewed to identify patients who underwent index IPAA sur-
gery from 1983–2019. Adults >18 years of age who underwent CP 
with IPAA were included. At our specialized institution, m2-stage 
is performed selectively based on surgeon judgement. Patients 
were stratified into 2 groups (3-stage vs m2-stage) and matched 
on a 1:1 basis based on age ±5, year of operation ±3, gender, 
preoperative diagnosis, double-stapled vs handsewn, and lapar-
oscopy. Primary outcome was pouch survival, with pouch failure 
defined as permanent diversion, pouch excision, or conversion to 
a Kock pouch.
Results: In total, 2,433 patients were included, of whom 2,198 
(90.3%) underwent 3-stage IPAA and 235 (9.7%) m2-stage IPAA. 
Matching resulted in 223 matched pairs, and long-term pouch sur-
vival (95.5% vs 93.2%, p=0.32) did not significantly differ (Figure 
1). Short-term outcomes in the matched pairs revealed a shorter 
postoperative length of stay in the 3-stage patients (5 vs 8  days, 
p<0.001), but no significant difference in postoperative compli-
cations (12.1% vs 17%, p=0.09) was seen between the matched 
3-stage and m2-stage patients, respectively. Functionally, there was 
no difference in the number of stools/24 hours (7 vs 7, p=0.33) or in 
proportion of patients requiring seepage protection at night (29.7% 
vs 24.6%, p=0.31). However, 3-stage patients required significantly 
more seepage protection during the day (25.1% vs 15.0%, p=0.02). 
Regarding pouchitis, there was no difference in the proportion of 
patients reporting recent symptoms (33.4% vs 33.3%, p=1.0), epi-
sodes in the last year (0 vs 0, p=0.51), or pouchitis requiring con-
tinuous medication (16.7% vs 10.1%, p=0.10). Patient satisfaction 
was similar as no difference in the proportion of those who would 
have surgery again (90.4% vs 93.7%, p=0.34), those who would 
recommend surgery (94% vs 95.5%, p=0.68), or overall patient sat-
isfaction with surgery on a scale of 1 – 10 (highest) (3 vs 7, p=0.07) 
was reported.

Figure 1: Kaplan-Meier curve for pouch survival (matched pairs)

Conclusion: Long-term outcomes were similar in patients who under-
went modified 2-stage and 3-stage IPAA. Modified 2-stage IPAA is an 
alternative for selected patients with limited options if performed at 
high-volume centers in experienced hands.

OP14
Interpreting genome-wide association studies of 
Inflammatory Bowel Disease through the lens of 
single-cell sequencing

M. Krzak*1, L. Taylor1, T. Alegbe1, M. Ghouraba1, M. Strickland1, 
M. Przybilla1, G. Noell1, V. Iyer1, A.X. Cheam2, J. Matte1, M. Parkes3, 
R. McIntyre1, T. Raine3, C. Anderson1

1Sanger Institute, Genomics of inflammation and immunity, Hinxton, 
United Kingdom, 2Cambridge University, UK Dementia Research 
Institute, Cambridge, United Kingdom, 3Addenbrooke’s Hospital, 
Department of Gastroenterology, Cambridge, United Kingdom

Background: Inflammatory bowel disease (IBD) is a complex disease 
characterised by chronic inflammation of the digestive tract. Genome-
wide association studies (GWAS) have identified 241 risk loci signifi-
cantly associated with the two common forms of IBD, Crohn’s disease 
and ulcerative colitis. The vast majority of these risk loci reside in 
non-coding regions of the genome, and we only know which gene is 
dysregulated to increase risk of disease for a minority. This knowledge 
gap makes it difficult to draw insights into disease pathology and iden-
tify new candidate drug targets.
Methods: To improve biological insights from IBD GWAS, we gener-
ated single cell RNA-sequencing data from ileal biopsies ascertained 
from 25 CD patients with active ileal inflammation and 26 non-
IBD controls. We identified 49 different cell types among the ~140K 
sequenced cells (Fig.1), including all major immune, enterocyte, se-
cretory and mesenchymal populations. Our optimized single-cell dis-
sociation protocol preserves the top of villus epithelial cells, which are 
inherently prone to anoikis, enabling generation of high-quality tran-
scriptomes for the first time.
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Fig. 1
Single-cell atlas of terminal ileum biopsies from Crohn’s disease and 
non-IBD individuals.
Results: We identified 797 unique genes differentially expressed be-
tween CD patients and controls, with notable expression differences 
in stem cell, secretory, and enterocyte populations. Genes involved in 
antigen presentation and interferon-gamma signaling were enriched 
among those most frequently dysregulated cell types. In an attempt 
to identify which of these expression differences are likely causal of 
disease, rather than simply a consequence of it, we integrated results 
from the latest IBD GWAS to assess the extent to which genes cap-
tured disease heritability, and in which cell-types. Genes specifically 
expressed in Tregs, monocytes and IL10RA-negative monocyte-derived 
macrophages captured a significant fraction of disease heritability, 
strongly implicating these cell types in disease pathogenesis. We inves-
tigated which genes were driving these enrichment signals and identi-
fied candidate effector genes at many IBD risk loci. Reassuringly, many 
confirmed IBD effector genes known to have a role in the normal func-
tioning of these cell types were found, including NOD2, IL18RAP, 
IL23R, NCF4, and IL2RA.
Conclusion: Single-cell analysis combined with IBD genetics has gener-
ated strong evidence for a causal role of novel disease mechanisms that 
have therapeutic potential. Further experiments are underway to val-
idate this finding. At ECCO we will present an updated version of this 
analysis, including genetic mapping of gene-regulation across cell types 
to identify IBD effector genes and causal variants.

Scientific Session 5: Histology in IBD: What the 
gastroenterologist should know

OP15
A new simplified histology artificial intelligence 
system for accurate assessment of remission in 
Ulcerative Colitis

V. Villanacci1, T.L. Parigi*2,3, R. Del Amor4, P. Mesguer Esbrì4, 
X. Gui5, A. Bazarova6, P. Bhandari7, R. Bisschops8, S. Danese9, 
G. De Hertogh8, J.G. Ferraz10, M. Götz11, E. Grisan12, B. Hayee13, 
R. Kiesslich14, M. Lazarev15, G. Mandelli1, M.A.T. Monica1, 
R. Panaccione10, A. Parra-Blanco16, L. Pastorelli17, T. Rath18, 
E.S. Røyset19, U. Shivaji3, G.E. Tontini17, M. Vieth20, D. Zardo21, 
S. Ghosh22, V. Naranjo4, M. Iacucci3

1ASST Spedali Civili- University of Brescia, Institute of Pathology, 
Brescia, Italy, 2Humanitas Research Hospital, Department of 
Biomedical Sciences, Milano, Italy, 3University of Birmingham, 
Immunology and Immunotherapy, Birmingham, United Kingdom, 
4Universitat Politécnica de Valéncia, Instituto de Investigación e 
Innovación en Bioingeniería- I, 3B, Valencia, Spain, 5University of 
Washington School of Medicine, Department of Laboratory Medicine 
and Pathology, Seattle, United States, 6University of Cologne, Institute 
for Biological Physics, Cologne, Germany, 7Queen Alexandra Hospital, 
Department of Gastroenterology, Portsmouth, United Kingdom, 
8University Hospitals Leuven, Department of Gastroenterology, 
Leuven, Belgium, 9IRCCS Ospedale San Raffaele, Gastroenterology 
and Endoscopy, Milan, Italy, 10University of Calgary Cumming 
School of Medicine, Division of Gastroenterology and Hepatology, 
Calgary, Canada, 11Klinikum Böblingen, Division of Gastroenterology, 
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Böblingen, Germany, 12London South Bank University, School of 
Engineering, London, United Kingdom, 13King’s College Hospital, 
King’s Health Partners Institute of Therapeutic Endoscopy, London, 
United Kingdom, 14Helios HSK Wiesbaden, Department of 
Gastroenterology, Wiesbaden, Germany, 15Johns Hopkins Hospital, 
Division of Gastroenterology and Hepatology, Baltimore, United 
States, 16University of Nottingham, Department of Gastroenterology, 
Nottingham, United Kingdom, 17University of Milan, Department 
of Pathophysiology and Transplantation, Milan, Italy, 18University of 
Erlangen, Department of Gastroenterology, Nuremberg, Germany, 
19Norwegian University of Science and Technology, Department of 
Clinical and Molecular Medicine, Trondheim, Norway, 20Friedrich-
Alexander University, Institute of Pathology- Klinikum Bayreuth-, 
Nuremberg, Germany, 21University Hospitals Birmingham NHS Trust, 
Department of Cellular Pathology, Birmingham, United Kingdom, 
22University College Cork, Department of Medicine, Cork, Ireland

Background: Histological remission (HR) is evolving as a treatment 
target in ulcerative colitis (UC). Several histological indices have 
been developed, however, their widespread adoption beyond clinical 
trials is limited by practical difficulties and interobserver variability. 
Furthermore, the relative complexity of available scores hinders the de-
velopment of an AI algorithm. We aimed to develop a simple histologic 
index, aligned to endoscopy, and apply it to a computer-aided diagnosis 
(CAD) system to evaluate HR.
Methods: 614 digitalised biopsies (WSI) from 307 UC patients enrolled 
into a prospective multicentre study1 were analysed. First, the simple 
PICASSO Histologic Remission Index (PHRI) based only on the 

presence of neutrophils, was developed and validated by expert pathol-
ogists. Table 1
To implement PHRI in a CAD system we designed a semi-supervised 
inductive transfer learning strategy composed of two modules. The 
first consists of a novel deep learning strategy based on a convolu-
tional neural network architecture. This detected neutrophils in areas 
(patches) of a subset of 314 biopsies (172 remission, 142 active), in 158 
of which the presence of neutrophils had been meticulously annotated 
at pixel level. WSI were then divided in training (172), validation (47), 
and testing sets (95).
Following a multiple instance learning paradigm, a second model 
combined the features of all patches of each biopsy into a dichot-
omous result: presence/absence of disease activity. Figure 1 and 
2.  Finally, we compared the AI prediction with the pathologists’ 
assessment.
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Results: PHRI correlated strongly with all endoscopic scores (MES, 
UCEIS and PICaSSO) of the same bowel areas (rectum and sigmoid) 
(Spearman’s ρ= 0.55 to 0.78). Inter-reader agreement between patholo-
gists was almost perfect (ICC 0.84).
In the validation and testing sets our model predicted the presence of 
neutrophils respectively with 61% and 72% sensitivity, 98% and 84% 
specificity, 93% and 75% positive predictive value (PPV), and 86% and 
83% negative predictive value (NPV) respectively (Table 2).
When predicting remission in whole biopsies, in the validation cohort 
the AI system had 65% sensitivity, 93% specificity, 86% PPV, and 78% 
NPV. In the testing cohort the same metrics were 62%, 94%, 90%, and 
73% (Table 2).

Conclusion: PHRI is the simplest histological index in UC and cor-
relates strongly with endoscopic activity. Based on PHRI we developed 
the first artificial intelligence model able to accurately predict histo-
logical remission in biopsies of UC. This tool can effectively expedite, 
support, and standardise the histological assessment of UC in clinical 
practice.
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Digestive Endoscopy, Feltre BL, Italy, 5National Institue of Research 
“Saverio De Bellis”, Section of Gastroenterology II, Castellana 
Grotte, Italy, 6Federico II University, Department of Gastroenterology, 
Naples, Italy, 7University of Milan, Department of Pathophysiology 
and Transplantation, Milan, Italy, 8University of Cologne, Institute for 
Biological Physics, Cologne, Germany, 9Queen Alexandra Hospital, 
Department of Gastroenterology, Portsmouth, United Kingdom, 
10University Hospitals Leuven, Department of Gastroenterology, Leuven, 
Belgium, 11Universitat Politécnica de Valéncia, Instituto de Investigación e 
Innovación en Bioingeniería- I3B, Valencia, Spain, 12University of Calgary 
Cumming School of Medicine, Department of Gastroenterology, Calgary, 
Canada, 13Klinikum Böblingen, Division of Gastroenterology, Böblingen, 
Germany, 14University of Washington School of Medicine, Department of 
Laboratory Medicine and Pathology, Seattle, United States, 15King’s College 
Hospital, King’s Health Partners Institute of Therapeutic Endoscopy, 
London, United Kingdom, 16Helios HSK Wiesbaden, Department of 
Gastroenterology, Wiesbaden, Germany, 17John Hopkins Hospital, 
Department of Gastroenterology, Baltimore, United States, 18University 
of Nottingham, Department of Gastroenterology, Nottingham, 
United Kingdom, 19IRCCS Policlinico San Donato, Department of 
Gastroenterology, Milan, Italy, 20University of Erlangen, Department 
of Gastroenterology, Nuremberg, Germany, 21Norwegian University 
of Science and Technology, Department of Clinical and Molecular 
Medicine, Trondheim, Norway, 22Klinikum Bayreuth- Friedrich-Alexander 
University, Institute of Pathology, Erlangen-Nuremberg, Germany, 23ASST 
Spedali Civili, Institute of Pathology, Brescia, Italy, 24University Hospitals 
Birmingham NHS Trust, Department of Cellular Pathology, Birmingham, 
United Kingdom, 25University of Cork, School of Medicine, Cork, Ireland, 
26London South Bank University- London- UK, School of Engineering, 
London, United Kingdom, 27University of Padova, Department of 
Information Engineering, Padova, Italy

Background: Endoscopic and histologic activity are important therapeutic 
targets in ulcerative colitis (UC). The Paddington International Virtual 
ChromoendoScopy ScOre (VCE-PICaSSO)1 demonstrated that enhanced 
visualisation of subtle mucosal and vascular inflammatory changes cor-
related strongly with histology. However, without adequate training, the 
subjective evaluation of white light (WL) and VCE endoscopic scores var-
ies between observers. We aimed to develop an artificial intelligence (AI) 
system for objective assessment of endoscopic disease activity and predict 
histology related to both white light and VCE videos.
Methods: 469 endoscopy videos (48512 frames) from 235 patients 
representative of all grades of inflammation, from our prospective 
PICaSSO multicentre study1 were used to develop a convolutional 
neural network (CNN). 316 videos were divided into training (254) 
and validation (62) sets. 153 additional videos (78 patients) were used 
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as test cohort. The videos were edited to separate clips with WL and 
with VCE, and assessed using Ulcerative Colitis Endoscopic Index of 
Severity (UCEIS) and PICaSSO, respectively. The classification stage of 
a pre-trained ResNet50 CNN classifier was trained to predict the heal-
ing or active inflammation on video frames. One network was trained 
to predict endoscopic remission (ER) as UCEIS≤1 from WL frames, 
and a second network was trained to predict PICaSSO≤3 from VCE. 
Histological remission (HR) was defined as Robarts Histological Index 
(RHI) ≤3 with no neutrophils in lamina propria or epithelium.
Results: In the validation cohort, our system predicted ER (UCEIS ≤1) 
in WL videos with 82% sensitivity (Se), 94% specificity (Sp) and an area 
under the ROC curve (AUROC) of 0.92. For the detection of remission 
in VCE videos (PICaSSO ≤3) Se was 74%, Sp 95%, and AUROC 0.95. 
In the testing cohort of independent videos, the diagnostic performance 
for both cut offs of ER remained similar.
Our system also had an excellent diagnostic performance for the pre-
diction of HR in the validation set, with Se, Sp, and Accuracy of 92%, 
83%, and 85% respectively, using VCE, and 83%, 87%, and 86% re-
spectively, with WL. In the testing set performance declined modestly 
while remaining good. Of note, the algorithm’s prediction of histology 
was similar with VCE and WL videos. 

Table 1

Table 2

Conclusion: Our AI system accurately recognize endoscopic remis-
sion in videos and predict histological remission equally well. This 
is the first AI model developed to analyse inflammation and endo-
scopic remission in VCE through the PICaSSO score, and the first 
multi-domain system providing a complete endoscopic and histo-
logic assessment.

Reference

1. Iacucci et al. Gastroenterology 2021
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OP17
Maintenance phase propensity score adjusted 
effectiveness and persistence at week-52 in 
biologic-naïve Ulcerative Colitis patients treated 
with vedolizumab or anti-TNF (VEDO IBD-study)

S. Plachta-Danielzik1, R. di Giuseppe2, B. Bokemeyer*3, P. Efken4, 
W. Mohl5, T. Krause6, M. Hoffstadt7, R. Ehehalt8, L. Trentmann9, 
A. Schweitzer10, P. Jessen11, S. Franzenburg1, P. Hartmann4, 
S. Schreiber12

1Kompetenznetz Darmerkrankungen, Studienabteilung, Kiel, Germany, 
2Kompetenznetz Darmerkrankungen, Statistics and Biometry, Kiel, 
Germany, 3Interdisciplinary Crohn Colitis Centre Minden, Crohn Colitis 
Centre, Minden, Germany, 4Gastroenterology Practice, Gastroenterology, 
Minden, Germany, 5Gastroenterology Practice, Gastroenterology, 
Saarbrücken, Germany, 6Gastroenterology Practice, Gastroenterology, 
Kassel, Germany, 7Gastroenterology Practice, Gastroenterology, Iserlohn, 
Germany, 8Gastroenterology Practice, Gastroenterology, Heidelberg, 
Germany, 9Gastroenterology Practice, Gastroenterology, Bremen, 
Germany, 10Gastroenterology Practice, Gastroenterology, Münster, 
Germany, 11Gemeinschaftspraxis im Medicum, Gastroenterology, 
Altenholz, Germany, 12Clinic of General Internal Medicine I, University 
Hospital Schleswig-Holstein- Campus Kiel, Kiel, Germany

Background: In this real-world-evidence (RWE) study we aimed to ana-
lyse the persistence of biologic therapy in biologic-naïve ulcerative col-
itis (UC) patients and to compare 1-year effectiveness of vedolizumab 
(VDZ) and anti-TNF.
Methods: Between 2017 and 2020, 1200 consecutively enrolled bio-
logic-naïve and biologic- experienced patients with UC and Crohn´s 
disease (CD) were prospectively included in the VEDOIBD-Registry 
from 45 IBD-experienced centres across Germany. After exclusion of 
bio-experienced patients, CD and missing outcomes, the final sample 
consisted of 274 biologic-naïve UC-patients with 1-year follow-up 
data. Switchers of a drug were considered as treatment failure (modi-
fied intention-to-treat analysis; mITT) while switchers were excluded 
from per protocol analysis (PP). Clinical response modified (reduction 
of partial Mayo score (pMayo) from baseline to 1-year by >3 points or 
a reduction of at least 30% compared to baseline or reaching remission 
at 1-year) and (steroid-free) remission rates (pMayo ≤1 plus a bleeding 
subscore=0 (and no systemic use of steroids or budesonide at 1-year)) 
were predefined as outcomes. To reduce the effect of confounders, PS 
adjustment with inverse probability of treatment weighting (IPTW) was 
implemented. A weighted logistic regression was used, and the results 
were reported as odds ratio (OR) and 95% confidence interval (CI).
Results: 158 VDZ and 116 anti-TNF (ADA: 27.6%, IFX: 57.8%, GOL: 
14.7%) biologic-naïve UC-patients were included in this prospective 
RWE comparing the effectiveness of VDZ vs anti-TNF. Until week 52 
significantly more patients switched to another biologic-drug in the 
anti-TNF group than in the VDZ group (40.5% vs 16.5%; p<0.001) 
(Fig. 1). In mITT, clinical response at 1-year was significantly higher in 
VDZ than in anti-TNF treated patients (61.7% vs. 40.3%; OR 2.39 
(95% CI 1.39–4.10)). VDZ also tended to be superior to anti-TNF for 
(steroid-free) remission (Tab. 1; p=0.058 (p=0.051)). In the PP-analysis, 
VDZ showed numerically higher 1-year effectiveness, but this did not 
reach statistical significance (Tab. 1). Analysing week-14 induction 
phase responders (Tab. 2), VDZ had numerically higher effectiveness 
rates compared to anti-TNF but without significant difference.
Conclusion: The 1-year maintenance findings suggested, in line with 
our previous induction phase data, only moderate long-term effective-
ness in both groups. However, besides the significant response data, 
VDZ showed numerically higher remission rates compared to anti-TNF 
though only borderline significant. The higher treatment persistence of 

VDZ vs anti-TNF, along with the higher effectiveness, may suggest 
VDZ as a first-line biologic therapy option in UC patients.

Scientific Session 6: Do we see light at the end 
of the fistula track?

OP18
Efficacy and safety of filgotinib for the treatment of 
perianal fistulizing Crohn’s Disease: Results from 
the phase 2 DIVERGENCE 2 study

W. Reinisch*1, J.F. Colombel2, G.R. D’Haens3, J. Rimola4,  
A. DeHaas-Amatsaleh5, M. McKevitt6, X. Ren6, A. Serone6, 
D.A. Schwartz7, K.B. Gecse3

1Medical University of Vienna, Department of Internal Medicine 
and Gastroenterology, Vienna, Austria, 2Icahn School of Medicine at 
Mount Sinai, The Dr. Henry D. Janowitz Division of Gastroenterology, 
New York, United States, 3Amsterdam University Medical Centre, 
Department of Gastroenterology and Hepatology, Amsterdam, 
The Netherlands, 4Hospital Clinic of Barcelona, Inflammatory 
Bowel Disease Unit, Department of Radiology, Barcelona, Spain, 
5Galapagos, NV, Mechelen, Belgium, 6Gilead Sciences, Inc., Foster 
City, United States, 7Vanderbilt University Medical Center, Division of 
Gastroenterology, Hepatology and Nutrition, Nashville, United States

Background: Treatment of perianal fistulizing Crohn’s disease (PFCD) 
is a major unmet need. Filgotinib (FIL) is a once-daily, oral, prefer-
ential Janus kinase 1 inhibitor in development for the treatment of 
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inflammatory bowel diseases. The efficacy and safety of FIL for the treat-
ment of PFCD was evaluated in the phase 2, double-blind, randomized, 
placebo (PBO)-controlled DIVERGENCE 2 study (NCT03077412).
Methods: Patients (18–75 years old) with PFCD (documented diagnosis of 
CD for at least 3 months and 1–3 external openings [EOs] with drainage 
[spontaneous or on compression] for ≥ 4 weeks before screening) previ-
ously treated with antibiotics, immunomodulators and/or tumour necrosis 
factor inhibitors (TNFi) were randomized (2:2:1) to receive FIL 200 mg, 
FIL 100 mg or PBO once daily for up to 24 weeks. Active luminal CD was 
permitted providing that the Crohn’s Disease Activity Index score was ≤ 
300 at screening. The primary endpoint was combined fistula response (re-
duction of ≥ 1 from baseline in the number of draining EOs determined by 
investigator assessment and no fluid collections > 1 cm on centrally read 
pelvic magnetic resonance imaging [MRI]) at Week 24. Combined fistula 
remission (closure of all draining EOs present at baseline and no fluid col-
lections > 1 cm) at Week 24 was a key secondary endpoint. The study was 
not powered for statistical comparisons and was prematurely terminated 
owing to low recruitment rates during the COVID-19 pandemic.
Results: Baseline characteristics were broadly similar across the treat-
ment groups (Table 1). Overall, 91.2% of patients had complex perianal 
fistulae and TNFi treatment had previously failed in 64.9% of patients. 
A lower proportion of patients randomized to receive FIL 200 mg dis-
continued the study compared with those who received PBO (Table 2). 
The proportion of patients who achieved a combined fistula response 
at Week 24 was numerically higher in the FIL 200 mg group (47.1%; 
90% confidence interval [CI]: 26.0–68.9) than in the PBO group 
(25.0%; 90% CI: 7.2–52.7) (Figure 1), with similar results observed for 
combined fistula remission (FIL 200 mg [47.1%; CI: 26.0–68.9] versus 
PBO [16.7%; CI: 3.0–43.8]) (Figure 2). Treatment-emergent severe ad-
verse events were highest in the FIL 200 mg group (Table 2). Adverse 
event rates were otherwise similar across treatment groups.
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Conclusion: In this phase 2 study, numerically higher fistula response 
and remission rates were observed after 24 weeks of treatment with FIL 
200 mg versus PBO in patients with active PFCD and a history of mul-
tiple medical treatment failures. FIL was well tolerated overall. Further 

studies of FIL for the treatment of PFCD are warranted.

OP19
Classifying perianal fistulising Crohn’s Disease: 
An expert-consensus to guide decision-making in 
daily practice and clinical trials

J. Geldof*1, N. Iqbal2, J.F. LeBlanc3, R. Sawyer4, C. Buskens5, 
W. Bemelman5, K. Gecse6, L. Lundby7, A.L. Lightner8, S. Danese9, 
A. Spinelli10, M. Carvello10, O. Faiz11, J. Warusavitarne11, P. Lung12, 
D. De Looze13, A. D’Hoore14, S. Vermeire15, A. Hart3, P. Tozer16

1UZ Gent, Gastroenterology and Hepatology, Gent, Belgium, 2St Mark’s 
Hospital and Academic Institute, Robin Phillips Fistula Research Unit-, 
London, United Kingdom, 3St Mark’s Hospital and Academic Institute, 
IBD unit, London, United Kingdom, 4St Mark’s Hospital and Academic 

Institute, patient representative, London, United Kingdom, 5Amsterdam 
University Medical Center- Gastroenterology Endocrinology 
Metabolism Research Institute, Department of Surgery, Amsterdam, 
The Netherlands, 6Amsterdam University Medical Center, Department 
of Gastroenterology and Hepatology, Amsterdam, The Netherlands, 
7Aarhus University Hospital, Department of Surgery- Pelvic Floor 
Unit, Aarhus, Denmark, 8Cleveland Clinic, Center for Regenerative 
Medicine and Surgery Colorectal Surgery Digestive Disease Institute 
Inflammation and Immunity Lerner Research Institute Center for 
Immunotherapy, Cleveland, United States, 9Vita-Salute San Raffaele 
University- IRCCS Hospital San Raffaele, Milan, Italy, 10Humanitas 
University- IRCCS Humanitas Research Hospital, Department of 
Biomedical Sciences, Milan, Italy, 11St Mark’s Hospital and Academic 
Institute, Department of Colorectal Surgery, London, United Kingdom, 
12St Mark’s Hospital and Academic Institute, Radiology department, 
London, United Kingdom, 13University Hospital Ghent, Department 
of Gastroenterology and Hepatology, Ghent, Belgium, 14University 
Hospitals Leuven, Department of Abdominal Surgery, Leuven, Belgium, 
15University Hospitals Leuven, Department of Gastroenterology and 
Hepatology, Leuven, Belgium, 16St Mark’s Hospital and Academic 
Institute- and Imperial College, Robin Phillips Fistula Research Unit- 
Department of Colorectal Surgery-, London, United Kingdom

Background: Perianal fistulising Crohn’s disease (CD) is an aggres-
sive disease phenotype that can have a significant impact on patients’ 
quality of life. Current biological understanding of perianal fistulising 
CD remains inadequate and previous classification systems have not 
provided clear guidance on therapy in clinical practice nor on defining 
patient cohorts within clinical trials. To counter this unmet need, we 
propose a new classification system for perianal fistulising CD.
Methods: The proposed classification system was developed through a 
modified nominal group technique expert consensus process involving open 
discussion and formal voting on previously defined statements. Consensus 
agreement was defined a priori as 80% voting “strongly agree” or “agree 
with minor reservation”. Participants included gastroenterologists, radiolo-
gists, surgeons active in a tertiary IBD centre and a patient representative.
Results: The classification identifies four groups of patients with peri-
anal fistulising CD. Key elements include stratification according to 
disease severity as well as disease outcome; synchronisation of patient 
and clinician goals in decision making, with a proactive, combined 
medical and surgical approach, on a ‘treat to patient goal’ basis; and 
identification of indications for curative fistula treatment, diverting 
ostomy and proctectomy. The new classification retains an element of 
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flexibility, in which patients can cycle through different classes over 
time. Furthermore, with each specific class comes a paired treatment 
strategy suggestion and description of clinical trial suitability.
Conclusion: The proposed classification system is the first of its kind 
and is an important step towards tailored standardisation of clinical 
practice and research in patients with perianal fistulising CD.

OP20
Perianal fistulas are characterised by expansion 
of interleukin-22 producing invariant natural killer 
T-cells and CD4+ T-cells which drive dysregulation 
of the extracellular matrix

L. Constable*1,2, N. Iqbal3,4, D. Cozzetto1, A. Hart3,4, P. Tozer3,4, 
N. Powell1

1Imperial College London, Metabolism- Digestion and Reproduction, 
London, United Kingdom, 2King’s College London, Inflammation 
Biology, London, United Kingdom, 3St Mark’s Hospital and Academic 
Institute, Robin Phillips Fistula Research Unit, London, United 
Kingdom, 4Imperial College London, Surgery and Cancer, London, 
United Kingdom

Background: Perianal fistulas are a common complication of Crohn’s 
disease (CD) affecting approximately 25% of patients, often predict-
ing a more complicated disease course. Dysregulated immune responses 
and epithelial-to-mesenchymal transition (EMT) are hypothesised to 
contribute to fistulizing disease; however, they have been poorly studied. 
In this study, we investigated the immune phenotype of patients with 
perianal fistulizing disease and its relationship with tissue remodelling.
Methods: Immune cells were isolated from fistula curettage samples 
(n=31) and paired peripheral blood from patients with perianal Crohn’s 
(pCD) or idiopathic fistulizing disease. Multiparameter flow cytom-
etry was performed to evaluate lymphocyte populations including in-
variant natural killer T-cells (iNKTs), gamma-delta (γδ) T-cells, CD161+ 
mucosal-associated invariant T-cells (MAIT), CD4+ T-cells and CD8+ 
T-cells. Gene expression profiling of fistula (Crohn’s n=11, idiopathic 
n=11) and rectal tissue (Crohn’s n=9, idiopathic n=9) was performed by 
RNA-sequencing. Cellular deconvolution of transcriptomic data using 
CIBERSORTx was performed to define the cellular phenotype of peri-
anal fistulas. Cytokine treated intestinal epithelial organoids were used 
to probe the impact of selective cytokines on disease relevant pathways 
in perianal fistulas, using gene-set enrichment analysis (GSEA).
Results: Perianal fistulas were characterised by expansion of iNKTs and 
CD4+ T-cells when compared to peripheral blood. Deeper analysis of 
the phenotype of these populations revealed enrichment of CD8- CD4- 
CD161+ iNKTs producing interleukin-22 (IL22), and CD4+ CD161+ 
T-cells producing interleukin-13 (IL13) and IL22. Surprisingly, pCD 
and idiopathic fistulas displayed similar immunophenotypes. Fistulas 
exhibited distinct transcriptional profiles to rectal tissue, although the 
phenotype of pCD and idiopathic fistulas appeared similar. Pathways 
related to the extracellular matrix (ECM) and EMT were more acti-
vated in fistulas compared to rectum. Gene-set enrichment analysis 
and cellular deconvolution identified an increase in the abundance of 
iNKTs, activated memory CD4+ T-cells, activated NK cells and neutro-
phils in fistula versus rectal tissue. IL13, IL22 and TNFα responsive 
transcripts were enriched in fistula tissue, and in the case of IL22, was 
shown to regulate key matrisome components.
Conclusion: Perianal fistulas are characterised by increased infiltration 
of CD161+ iNKT cells and CD4+ T-cells, producing IL22 and IL13. 
These pro-inflammatory cytokines are likely important drivers of ECM 
dysregulation and tissue remodelling in perianal fistulizing disease.

Scientific Session 7: COVID and non-COVID 
infections

OP21
COVID-19 vaccine-induced antibody responses are 
impaired in Inflammatory Bowel Disease patients 
treated with infliximab, ustekinumab or tofacitinib, 
but not thiopurines or vedolizumab

J. Alexander*1,2, N. Kennedy3,4, H. Ibraheim1,2, S. Anandabaskaran1,5, 
A. Saifuddin1,5, R. Castro Seoane1, Z. Liu1, R. Nice4,6, C. Bewshea4, 
A. D’Mello7, L. Constable1, G.R. Jones8,9, S. Balarajah1,2, 
F. Fiorentino10, S. Sebastian11,12, P.M. Irving13,14, L. Hicks1,2, 
H. Williams1,2, A. Kent15, R. Linger16, R. King16, M. Parkes16,17, 
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A. Hart5, C. Lees8,9, T. Ahmad3,4, N. Powell1,2
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Kingdom, 7Imperial College Healthcare NHS Trust, Medicine & 
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London, United Kingdom, 15King’s College Hospital, Gastroenterology, 
London, United Kingdom, 16University of Cambridge, NIHR 
Bioresource, Cambridge, United Kingdom, 17Cambridge University 
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18Bart’s Health NHS Trust, Gastroenterology, London, United Kingdom, 
19St George’s Hospital NHS Trust, Gastroenterology, London, United 
Kingdom, 20Imperial College London, Immunology and Inflammation, 
London, United Kingdom, 21Imperial College London, Department of 
Infectious Disease, London, United Kingdom

Background: Robust COVID-19 vaccine-induced antibody (Ab) 
responses are important for protective anti-viral immunity. Data are 
urgently needed to determine whether vaccine-induced immunity is 
impacted by commonly used immunosuppressive drug regimens in IBD.
Methods: We prospectively recruited 447 adults (90 healthy controls 
and 357 IBD) at nine UK centres. The IBD study population was estab-
lished (>12 weeks therapy) on either thiopurine monotherapy (n=78), 
infliximab (IFX) monotherapy (n=61), thiopurine & IFX combination 
therapy (n=70), ustekinumab (uste) monotherapy (n=56), vedolizumab 
(vedo) monotherapy (n=62) or tofacitinib (tofa) monotherapy (n=30). 
Participants had two doses of either ChAdOx1 nCoV-19, BNT162b2 
or mRNA1273 vaccines. The primary outcome was anti-SARS-CoV-2 
spike (S1 RBD) Ab concentrations, measured using the Elecsys anti-
SARS-CoV-2 spike (S) Ab assay, 53–92 days after second vaccine dose, 
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in participants without prior infection, adjusted by age & vaccine type. 
Secondary outcomes included proportions failing to generate protective 
Ab responses (defined cut-off anti-S concentration 15 U/mL, which cor-
related with 20% viral neutralization).
Results: Geometric mean S Ab concentrations (figure 1) were lower in 
patients treated with IFX (153U/mL;p<0.0001), IFX and thiopurine 
combination (109U/mL;p<0.0001), tofa (430U/mL;p<0.0001) and uste 
(561U/mL;p=0.013) compared to controls (1596U/ml). No differences in 
S Ab concentrations were found between controls and thiopurine mon-
otherapy-treated patients (1020U/mL;p=0.62), nor between controls 
and vedo-treated patients (944 U/mL;p=0.69). In multivariable model-
ling (figure 2), lower S Ab concentrations were independently associated 
with IFX (FC 0.10 [95% CI 0.07–0.14], p<0.0001), tofa (0.36 [95% CI 
0.19–0.69],p=0.002) and uste (0.56 [95% CI 0.31–1.00],p=0.049), but 
not with thiopurine (0.77 [95% CI 0.54–1.11],p=0.17) or vedo (1.01 
[95% CI 0.61–1.68],p=0.96). mRNA vaccines (3.67 [95% CI 2.72–
4.96],p<0.0001) and older age (0.82 [95% CI 0.73–0.91],p=0.0003) 
were independently associated with higher & lower S Ab concentrations 
respectively. Protective Ab responses were generated by all thiopurine 
monotherapy, vedo, tofa and healthy control participants, but not by 
11% of patients on IFX monotherapy, 13% on thiopurine & IFX com-
bination therapy and 4% on uste.

Conclusion: COVID-19 vaccine-induced Ab responses are significantly 
reduced in patients treated with IFX, or tofa, and to a lesser extent with uste. 
No significant reduction was seen in vedo or thiopurine monotherapy-treated 
patients. Our data suggest that 3rd primary or booster vaccine doses for IBD 
patients might be tailored to an individual’s immunosuppressive treatment.
Financial support was provided as a Research Grant by Pfizer Ltd.

OP22
Antibody decay, T cell immunity and breakthrough 
infections following SARS-CoV-2 vaccination in 
infliximab- and vedolizumab-treated patients

S. Lin*1,2, N.A. Kennedy1,2, A. Saifuddin3,4, D. Muñoz Sandoval5, 
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Disease Laboratory, London, United Kingdom, 14Guy’s and St Thomas’ 
NHS Foundation Trust, Gastroenterology, London, United Kingdom, 
15King’s College London, School of Immunology & Microbial Sciences, 
London, United Kingdom, 16Western General Hospital- NHS Lothian, 
Gastroenterology, London, United Kingdom, 17The University of 
Edinburgh, Centre for Inflammation Research- The Queen’s Medical 
Research Institute, Edinburgh, United Kingdom, 18Royal London 
Hospital- Barts Health NHS Trust, Gastroenterology, London, 
United Kingdom, 19Barts and the London School of Medicine- Queen 
Mary, Centre for Immunobiology- Blizard Institute, London, United 
Kingdom, 20Newcastle upon Tyne Hospitals NHS Foundation Trust, 
Gastroenterology, Newcastle upon Tyne, United Kingdom, 21Newcastle 
University, Translational & Clinical Research Institute- Faculty of 
Medical Sciences, Newcastle upon Tyne, United Kingdom, 22University 
of Edinburgh, Institute of Genetic and Molecular Medicine, Edinburgh, 
United Kingdom, 23Royal Brompton Hospital and Harefield Hospitals, 
Lung Division, London, United Kingdom

Background: Antibody responses following SARS-CoV-2 infection or 
a single-dose of SARS-CoV-2 vaccine are impaired in patients with  
inflammatory bowel disease treated with anti-TNF compared to those 
treated with vedolizumab, a gut-selective anti-integrin α4β7 mono-
clonal antibody.
Here we sought to determine if patients treated with infliximab have 
attenuated serological and T cell responses and an increased risk of 
breakthrough COVID-19 infection following primary SARS-CoV-2 
vaccination.
Methods: Anti-spike (S) receptor binding domain (RBD) antibody 
concentration in 2306 infliximab-treated patients were compared 
to a cohort of 1045 vedolizumab-treated patients. Our primary out-
come was anti-S RBD antibodies 2 to 10 weeks after a second dose of 
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the BNT162b2 or ChAdOx1 nCoV-19 vaccines. Secondary outcomes 
were anti-spike T cell responses, durability of vaccine responses and 
risk of breakthrough infections following two doses of vaccine.
Results: Anti-S RBD antibody concentrations were lower in patients 
treated with infliximab than in those treated with vedolizumab, fol-
lowing a second dose of BNT162b2 (567.3 U/mL [6.1] vs 4601.1 U/

mL [5.3], p <0.0001) and ChAdOx1 nCoV-19 (183.9 U/mL [5.0] 
vs 789.4 U/mL [3.5], p <0.0001) vaccines (Fig. 1). 
Vaccination with the BNT162b2 vaccine compared to the ChAdOx1 
nCoV-19 was independently associated with a 3.7-fold [95% 
CI 3.30  – 4.13] higher anti-S RBD antibody concentration (p < 
0.0001) (Fig. 2).
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There were no significant differences in the magnitude of anti-spike 
T cell responses observed in infliximab- compared with vedolizumab-
treated patients after one or two doses of either vaccine.
Antibody half-life was shorter in infliximab- than vedolizumab-
treated patients following two-doses of BNT162b2 (4.0 weeks [95% 
CI 3.8 – 4.1] vs 7.2 weeks [95% CI 6.8 – 7.6]) and ChAdOx1 nCoV-
19 (5.3 weeks [95% CI 5.1 – 5.5] vs 9.3 weeks [95% CI 8.5 – 10.2], p 
value < 0.0001).
Breakthrough SARS-CoV-2 infections were more frequent (5.8% 
(202/3467) vs 3.9% (66/1691), p  =  0.0032) and the time to break-
through shorter in patients treated with infliximab than vedoli-
zumab (p = 0.0023) (Fig. 3).
Higher anti-S RBD antibody concentrations following a second dose of 
SARS-CoV-2 vaccine protected against breakthrough SARS-CoV-2 in-
fection: overall, for every 10-fold rise in anti-S RBD antibody level we 
observed a 0.8-fold reduction in odds of breakthrough infection ([95% 
CI 0.70 – 0.99], p = 0.035).  
Conclusion: Infliximab was associated with attenuated, less dur-
able vaccine induced anti-S RBD antibody responses and a 50% in-
crease in breakthrough SARS-CoV-2 infection. Further follow-up is 
required to assess whether third primary doses can mitigate the effects 
of infliximab on anti-S RBD antibody responses.

Scientific Session 8: IBD Horizons

OP23
The efficacy and safety of guselkumab induction 
therapy in patients with moderately to severely 
active Ulcerative Colitis: Phase 2b QUASAR Study 
results through week 12

A. Dignass*1, D. Rubin2, B. Bressler3, K.H. Huang4, N. Shipitofsky4, 
M. Germinaro4, H. Zhang4, J. Johanns4, B. Feagan5, W. Sandborn6, 
B. Sands7, T. Hisamatsu8, G. Lichtenstein9, J. Panes10, J. Allegretti11; 
QUASAR Investigators

1Agaplesion Markus Hospital, Department of Medicine, Frankfurt, 
Germany, 2The University of Chicago Medicine, Inflammatory 
Bowel Disease Center, Chicago, United States, 3University of 
British Columbia, Division of Gastroenterology, Vancouver, 
Canada, 4Janssen Research & Development- LLC, Immunology, 
Spring House, United States, 5Western University, Robarts Clinical 
Trials, Ontario, Canada, 6University of California San Diego, 
Division of Gastroenterology, La Jolla, United States, 7Icahn School 
of Medicine at Mount Sinai, Dr. Henry D.  Janowitz Division of 
Gastroenterology, New York, United States, 8Kyorin University, 
Department of Gastroenterology and Hepatology, Tokyo, Japan, 
9University of Pennsylvania, Department of Medicine- Division of 
Gastroenterology, Philadelphia, United States, 10Hospital Clínic 
de Barcelona, IDIBAPS- CIBERehd, Barcelona, Spain, 11Brigham 
and Women’s Hospital Crohn’s and Colitis Center, Division of 
Gastroenterology- Hepatology and Endoscopy, Boston, United 
States

Background: The QUASAR Induction Study 1 (NCT04033445) is a 
phase 2b randomized, double-blind, placebo-controlled, dose-ranging 
study to evaluate the efficacy and safety of guselkumab (GUS), an inter-
leukin-23 p19 subunit antagonist, as induction therapy in patients with 
moderately to severely active ulcerative colitis (UC) who had an in-
adequate response or intolerance to conventional (ie, thiopurines or 
corticosteroids) or advanced therapy (ie, tumor necrosis factor alpha 
antagonists, vedolizumab, or tofacitinib).
Methods: Patients included in these analyses had moderately to 
severely active UC (defined as a modified Mayo score of 5 to 9, 
inclusive) with a Mayo rectal bleeding subscore ≥ 1 and a Mayo 
endoscopy subscore ≥ 2 obtained during central review of video 
endoscopy at baseline. Patients were randomized 1:1:1 to receive 
IV GUS 200  mg, 400  mg, or placebo at Weeks 0, 4, and 8.  The 
primary endpoint was clinical response at Week 12, and major 
secondary endpoints included clinical remission, symptomatic re-
mission, endoscopic improvement, histo-endoscopic mucosal im-
provement, and endoscopic normalization at Week 12. Type 1 error 
was controlled at the 0.05 significance level for the primary end-
point; no other endpoints were controlled for multiplicity. Safety 
was assessed through Week 12.
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Results: Three hundred thirteen patients were randomized in the 
primary analysis population (mean age, 41.6 yrs; male 59.1%, mean 
UC duration, 7.55 yrs; mean Mayo score, 9.2; endoscopy subscore 
of 3 indicating severe disease, 70%; baseline oral corticosteroid use, 
39.6%). Approximately 50% had a prior inadequate response or 
intolerance to advanced therapy for UC. The baseline demographics 
and disease characteristics were generally similar among treatment 
groups (Table 1). At Week 12, a significantly greater proportion 
of patients treated with GUS 200  mg and 400  mg achieved clin-
ical response compared with placebo (61.4% and 60.7% vs 27.6%, 
respectively, both p<0.001). A  greater proportion of GUS-treated 
patients compared with placebo-treated patients achieved the 
major secondary endpoints at Week 12 (Figure 1). The proportions 
of patients reporting adverse events, serious adverse events, and 
adverse events leading to discontinuation in the GUS groups were 
not greater compared with placebo (Table 2). No serious infec-
tions were reported for GUS. No cases of malignancy or death were 
reported.

Conclusion: In patients with moderately to severely active UC, GUS 
induction treatment demonstrated superior efficacy compared with 
placebo treatment. Overall, safety results through Week 12 were 
consistent with the known safety profile of GUS in approved indi-
cations. The efficacy and safety of GUS 200 mg and 400 mg were 
comparable.

OP24
Clinical efficacy and safety of guselkumab 
maintenance therapy in patients with moderately 
to severely active Crohn’s Disease: Week 48 
analyses from the phase 2 GALAXI 1 study

S. Danese*1, R. Panaccione2, D.T. Rubin3, B.E. Sands4, W. Reinisch5, 
G. D’Haens6, J. Panés7, S. Gonzalez8, K. Weisel8, A. Sahoo8, 
M.E. Frustaci8, Z. Yang8, W.J. Sandborn9, A. Afzali10, T. Hisamatsu11, 
J.M. Andrews12, B. Feagan13, on behalf of the GALAXI-1 investigators
1IRCCS Ospedale San Raffaele and University Vita-Salute San Raffaele, 
Gastroenterology and Endoscopy, Milano, Italy, 2University of Calgary, 
Inflammatory Bowel Disease Group, Calgary, Canada, 3University 
of Chicago Medicine, Inflammatory Bowel Disease Center, Chicago, 
United States, 4Icahn School of Medicine at Mount Sinai, Dr. Henry 
D.  Janowitz Division of Gastroenterology, New York, United States, 
5Medical University of Vienna, Div. Gastroenterology & Hepatology, 
Vienna, Austria, 6Amsterdam University Medical Centers, Department 
of Gastroenterology, Amsterdam, The Netherlands, 7Hospital Clínic de 
Barcelona- IDIBAPS- CIBERehd, Department of Gastroenterology, 
Barcelona, Spain, 8Janssen Research & Development- LLC, 
Immunology, Spring House, United States, 9University of California 
San Diego, Division of Gastroenterology, La Jolla, United States, 10The 
Ohio State University, Wexner Medical Center, Columbus, United 
States, 11Kyorin University, Department of Gastroenterology and 
Hepatology, Tokyo, Japan, 12Royal Adelaide Hospital & University of 
Adelaide, Department of Gastroenterology & Hepatology, Adelaide, 
Australia, 13Western University and Alimentiv Inc., Department of 
Gastroenterology, London, Canada

Background: GALAXI 1 is a Phase 2, double-blind, placebo (PBO)-
controlled, multicenter study evaluating efficacy/safety of guselkumab 
(GUS), a selective IL-23 p19 antagonist, in patients (pts) with moder-
ately to severely active Crohn’s disease (CD) with inadequate response/
intolerance to conventional therapies (corticosteroids, immunomodu-
lators) and/or biologics (tumor necrosis factor antagonists, vedoli-
zumab). At Week (Wk) 12, all GUS induction doses (200, 600, and 
1200mg IV) had greater improvements vs PBO for key clinical/endo-
scopic outcomes. We report clinical efficacy and safety of maintenance 
treatment through Wk48.
Methods: GALAXI employed a treat-through design over 48 wks. 
In induction pts were randomized to GUS 200, 600, or 1200mg IV, 
ustekinumab (UST) ~6mg/kg IV, or PBO IV. Pts transitioned to main-
tenance dosing as follows: PBO non-responders to UST ~6mg/kg IV 
to 90mg SC q8w, PBO responders to PBO SC q4w, GUS 200mg IV to 
100mg SC q8w, GUS 600mg IV to 200mg SC q4w, GUS 1200mg IV 
to 200mg SC q4w, and UST ~6mg/kg IV to 90mg SC q8w. Pts rand-
omized to PBO were not included in Wk48 efficacy analyses. Primary 
and major secondary endpoints evaluated efficacy of GUS vs PBO at 
Wk12. Evaluations of Wk48 endpoints were prespecified but not multi-
plicity controlled. UST was a reference arm; the study was not powered 
to evaluate differences between treatment groups with respect to effi-
cacy at Wk48.
Results: Through Wk48, 248 pts in the primary efficacy analysis set were 
randomized and evaluated. Baseline demographics were similar across 
groups (Table 1). Discontinuation rates were low across active treatment 
groups. No dose response was observed across clinical efficacy assess-
ments (Table 2). Proportions of pts achieving clinical remission at Wk48 
ranged from 57.4–73.0% among GUS dose groups. The vast majority 
of pts in clinical remission were also in corticosteroid-free remission at 
Wk48; with rates ranging from 55.7–71.4% among GUS dose groups. 
PRO-2 remission rates ranged from 50.8–69.8%, and proportions of pts 
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achieving clinical response ranged from 67.2–84.1% among GUS dose 
groups. Proportions of pts achieving abdominal pain scores ≤1 or daily 
average number of liquid or very soft stools ≤3 are presented in Table 
2. Outcomes in the reference UST group are also shown in Table 2.
Key safety event rates were similar among GUS dose groups (Table 
3); no opportunistic infections, cases of tuberculosis, or deaths were 
reported in any group.

Conclusion: In this treat-through Phase 2 study of pts with moderately 
to severely active CD, GUS was safe and effective. GUS induction fol-
lowed by SC maintenance achieved high rates of clinical efficacy at 
Wk48. Safety results were consistent with the known safety profile in 
approved indications.

OP25
Patients with moderate to severe Crohn’s 
Disease with and without prior biologic failure 
demonstrate improved endoscopic outcomes with 
risankizumab: Results from phase 3 induction and 
maintenance trials

M. Ferrante*1, Q. Cao2, T. Fujii3, A. Rausch4, E. Neimark5, A. Song6, 
K. Wallace6, K. Kligys7, Q. Zhou8, J. Kalabic9, B.G. Feagan10

1University Hospitals Leuven, Department of Gastroenterology and 
Hepatology, Leuven, Belgium, 2Sir Run Run Shaw Hospital- Zhejiang 
University School of Medicine, Department of Gastroenterology, 
Hangzhou, China, 3Tokyo Medical and Dental University, Department 
of Gastroenterology and Hepatology, Tokyo, Japan, 4British Hospital, 
Gastroenterology Department, Buenos Aires, Argentina, 5AbbVie, 
Clinical Development, Worcester, United States, 6AbbVie, Clinical 
Development, North Chicago, United States, 7AbbVie, Medical Affairs, 
Mettawa, United States, 8AbbVie, Statistics, North Chicago, United 
States, 9AbbVie Deutschland GmbH & Co. KG, Clinical Development, 
Ludwigshafen, Germany, 10Western University, Robarts Clinical Trials- 
Robarts Research Institute, London, Canada

Background: Risankizumab (RZB), a selective interleukin-23 inhibitor, 
demonstrated clinically meaningful improvements in endoscopic out-
comes in patients with moderate to severe Crohn’s disease (CD) during 
two phase 3 induction trials (ADVANCE and MOTIVATE) and the 
maintenance study (FORTIFY). Here, we compared the efficacy of RZB 
in inducing and maintaining improvements in endoscopic outcomes in 
patients with CD who demonstrated intolerance and/or inadequate re-
sponse (IR) to biologic therapies (with prior bio-failure) versus those 
who demonstrated IR to conventional therapies only (without prior 
bio-failure).
Methods: Data included in this subgroup analysis included pooled 
data from patients randomized to receive intravenous (IV) RZB 600mg 
(N=527) or placebo (PBO) IV (N=362) every 4 weeks (wks) for 12wks 
during induction (ADVANCE+MOTIVATE), and data from patients 
receiving subcutaneous (SC) RZB 360mg (N=141) or withdrawn from 
RZB IV to receive PBO SC (withdrawal [PBO SC], N=164) every 8wks 
for 52-wks during maintenance. At Wks 12 and 52, endoscopic re-
sponse, endoscopic remission, ulcer-free endoscopy (absence of ulcer-
ation), and deep remission (Wk52 only) were evaluated both in the 
overall population and in subpopulations of patients with and without 
prior bio-failure. (Endpoints are defined in Table footnotes). Safety was 
assessed throughout the studies.
Results: Approximately three-quarters of randomized patients included 
in this subgroup analysis had prior bio-failure (ADVANCE+MOTIVATE: 
75.4%; FORTIFY: 73.8%). Higher rates of endoscopic response, 
endoscopic remission, and ulcer-free endoscopy were observed at 
Wk12 among patients receiving induction with RZB IV versus PBO 
IV. Subgroup analysis demonstrated treatment effects with risanki-
zumab in patient subpopulations with and without prior bio-failure, 
with greater adjusted differences versus PBO in patients without prior 
bio-failure (Figure). At Wk52, endoscopic response, endoscopic re-
mission, ulcer-free endoscopy, and deep remission rates favored RZB 
SC compared to withdrawal (PBO SC). Again, treatment effects were 
observed in patients with and without prior bio-failure, with greater 
adjusted differences versus withdrawal (PBO SC) in patients without 
prior bio-failure. RZB maintenance treatment was well-tolerated and 
no new safety signals were observed. The safety profile of RZB has been 
reported previously.1,2



i028 Oral presentations

Conclusion: Induction and maintenance therapy with risankizumab 
achieved higher rates for endoscopic endpoints in patients with mod-
erate to severe Crohn’s disease versus placebo, regardless of prior bio-
failure status. However, numerically higher efficacy rates were observed 
in patients without prior bio-failure.
1 D’Haens, G. et al. in DDW 2021 2 Ferrante, M. et al. in UEGW 2021

OP26
Efficacy and safety of mirikizumab as induction 
therapy in patients with moderately to severely 
active Ulcerative Colitis: Results from the Phase 3 
LUCENT-1 study

G. D’Haens*1, T. Kobayashi2, N. Morris3, T. Lissoos3, A. Hoover3, 
X. Li3, V. Arora3, C. Milch3, W.J. Sandborn4, B.E. Sands5

1Amsterdam University Medical Centers, Gastroenterology, 
Amsterdam, The Netherlands, 2Kitasato University Kitasato Institute 
Hospital, Center for Advanced IBD Research and Treatment, Tokyo, 
Japan, 3Eli Lilly and Company, Biomedicines, Indianapolis, United 
States, 4University of California San Diego, Gastroenterology, San 
Diego, United States, 5Icahn School of Medicine at Mount Sinai, 
Gastroenterology, New York, United States

Background: Anti-IL23p19 inhibitors are emerging as promising 
treatment options for ulcerative colitis (UC). Mirikizumab (miri) 
is a humanized, IgG4 monoclonal antibody directed against the 
p19 subunit of IL-23, a key mediator in the pathogenesis of in-
flammatory bowel diseases. We assessed the induction efficacy and 
safety of miri with a Phase 3, multi-center, randomized, parallel-
arm, double-blind, placebo (PBO)-controlled trial (LUCENT 1; 

NCT03518086) in patients with moderately to severely active UC 
(Modified Mayo Score 4–9 points and centrally read Mayo endo-
scopic subscore ≥2) who had inadequate response, loss of response, 
or intolerance to corticosteroids, immunosuppressants, biologic 
therapies, or tofacitinib.
Methods: Adult patients (N=1281) were randomized in a 3:1 ratio 
to receive blinded intravenous administration of 300 mg miri or 
PBO every 4 weeks for 12 weeks. Randomization was stratified by 
biologic failure status, baseline (BL) corticosteroid use, BL disease 
activity as measured by modified Mayo score, and world region. 
The primary objective was to test the hypothesis that miri was 
superior to PBO in inducing clinical remission at Week 12. Key 
secondary objectives were clinical response, endoscopic remis-
sion, symptomatic remission, clinical response in biologic-failed 
patients, histologic-endoscopic mucosal improvement, and im-
provement in bowel urgency at Week 12 (see Figure for endpoint 
definitions). Mixed Model for Repeated Measures was used to 
assess urgency; the Cochran-Mantel-Haenszel test, with miss-
ing data imputed as nonresponse, was used to assess all other 
outcomes.
Results: BL characteristics were balanced across the two treatment 
groups. A  significantly greater proportion of patients treated with 
miri achieved clinical remission at Week 12 (Miri: 24.2%; PBO: 
13.3%; Δ=11.1 [99.875%CI: 3.2, 19.1]; p=0.00006). Miri-treated 
patients achieved all key secondary endpoints, including a signifi-
cantly greater average reduction in bowel urgency severity compared 
to PBO (p<0.00001). The frequencies of treatment-emergent adverse 
events in miri-treated patients were similar to PBO. There were numer-
ically fewer serious adverse events (Miri: 27 [2.8%], PBO: 17 [5.3%]) 
and discontinuations due to adverse events (Miri: 15 [1.6%], PBO: 23 
[7.2%]) in miri-treated patients compared to PBO. There were 2 colon 
malignancies in the miri arm (0.2%) and no deaths during the treat-
ment period.
Conclusion: In this phase 3 UC study, 300mg miri IV demonstrated 
statistically significant and clinically meaningful improvements vs 
PBO in all primary and key secondary endpoints across clinical, 
endoscopic, histologic, and symptomatic measures, with an accept-
able safety profile.



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i029

OP27
A Phase 1 Study Evaluating the Bioequivalence 
of the Proposed Commercial and Clinical 
Formulations of Etrasimod 2mg, and the Effect of 
Food on the Pharmacokinetics of the Proposed 
Commercial Formulation in Healthy Volunteers

C. Lee*1, A. Ramaiya1, Y. Tang1, A. Sapone2, K. Shan3, A. Randle4, 
J. Grundy1

1Arena Pharmaceuticals- Inc., Nonclinical Dev & Clinical 
Pharmacology, San Diego, United States, 2Arena Pharmaceuticals- 
Inc., Clinical Development, San Diego, United States, 3Arena 
Pharmaceuticals- Inc., Biostatistics & Data Mgmt, San Diego, United 
States, 4Arena Pharmaceuticals- Inc., Clinical Operations, San Diego, 
United States

Background: Etrasimod (ETR) is a once-daily, oral, selective sphingo-
sine 1-phosphate receptor modulator in clinical development for 
immune-mediated inflammatory disorders including ulcerative colitis, 

Crohn’s disease, eosinophilic esophagitis, and atopic dermatitis. This 
study evaluated the single-dose bioequivalence of the proposed com-
mercial and clinical formulations of ETR 2mg in the fasted state, and 
the effect of food on the pharmacokinetics of the proposed commercial 
formulation.
Methods: This 3-treatment, 3-period crossover Phase 1 study enrolled 
18 healthy adults (18–55  years: 10 males/8 females). Participants 
were randomized to 6 treatment sequences (3 participants/sequence: 
ABC, BCA, CAB, ACB, BAC, CBA) consisting of Treatment A (single-
dose ETR 2mg clinical formulation, fasted), Treatment B (single-dose 
ETR 2mg proposed commercial formulation, fasted), and Treatment 
C (single-dose ETR 2mg proposed commercial formulation, fed). 
Treatments were administered on Days 1, 10, and 19 to allow 8-day 
washout periods between treatments. In the fed state (Treatment 
C), all participants received an FDA-standard high-fat, high-calorie 
meal. Blood samples for determination of ETR concentration were 
collected at prespecified timepoints to 168 hours post dose. Analysis 
of variance was performed on log-transformed Cmax, AUC0-last, and 
AUC0-∞ values to determine geometric least squares mean ratios 
(GLSMR) of Test/Reference and associated 90% confidence intervals 
(CI) to assess bioequivalence and food effects. Safety and tolerability 
of ETR were also evaluated.
Results:  Bioequivalence: The 90% CI for the GLSMR of ETR Cmax 
and AUC plasma exposure measures, comparing the proposed com-
mercial vs clinical formulations, were within the accepted 80%–125% 
range (GLSMR and 90% CI) for establishing bioequivalence (Table 1). 
Median Tmax for Treatments A and B were both 4 hours. Food Effect: 
The 90% CI for the GLSMR of ETR Cmax and AUC plasma exposure 
measures, comparing the proposed commercial formulation under fed 
vs fasted conditions, were within the accepted 80%–125% range for 
establishing no food effect (Table 2). Median Tmax for Treatment C was 
6 hours. Safety and Tolerability: All treatment-emergent adverse events 
(AEs) were mild (except 1 moderate AE [headache]). One participant 
had an AE leading to study drug discontinuation. There were no serious 
AEs or deaths.
Conclusion: Based on results from this study, the proposed commer-
cial and clinical formulations of ETR 2mg were bioequivalent in terms 
of rate and extent of absorption. No significant differences were dem-
onstrated in ETR exposure for the proposed commercial formulation 
under fed and fasted conditions. All treatments were generally safe and 
well tolerated.
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OP28
A randomized placebo controlled clinical trial with 
5-hydroxytryptophan in patients with quiescent 
Inflammatory Bowel Disease and fatigue (Trp-IBD)

M. Truyens*1,2,3, T. Lobaton1,3, A. Peeters1, M. Ferrante4,5, 
S. Vermeire4,5, P. Bossuyt6, L. Pouillon6, P. Dewint7,8, A. Cremer9, 
H. Peeters10, G. Lambrecht11, E. Louis12, J.F. Rahier13, O. Dewit14, 
V. Muls15, T. Holvoet1,16, L. Vandermeulen17, G.B. Gonzales2,3,18, 
D. Laukens2,3, M. De Vos3

1University Hospital Ghent, Department of Gastroenterology, Ghent, 
Belgium, 2Ghent University, VIB center for Inflammation Research 
IRC, Ghent, Belgium, 3Ghent University, Department of Internal 
Medicine and Pediatrics, Ghent, Belgium, 4KU Leuven, Department 
of Chronic Diseases- Metabolism and Ageing CHROMETA- 
Translational Research Center for Gastrointestinal Disorders TARGID, 
Leuven, Belgium, 5University Hospitals Leuven, Department of 
Gastroenterology and Hepatology, Leuven, Belgium, 6Imelda General 
Hospital, Imelda GI Clinical Research Center, Bonheiden, Belgium, 
7AZ Maria Middelares, Department of Gastroenterology, Ghent, 
Belgium, 8UZ Antwerp, Department of Gastroenterology, Antwerp, 
Belgium, 9Erasme Hospital, Department of Gastroenterology, Brussels, 
Belgium, 10AZ Sint-Lucas, St-Lucas IBD Clinic, Ghent, Belgium, 11AZ 
Damiaan, Department of Gastroenterology, Oostende, Belgium, 
12CHU Liège University Hospital, Department of Gastroenterology, 
Liège, Belgium, 13CHU UCL Namur, Department of Gastroenterology, 
Yvoir, Belgium, 14UCL Saint Luc, Service d’Hépato-Gastroentérol-
ogie, Brussels, Belgium, 15Saint-Pierre University Hospital Center - 
Université Libre de Bruxelles ULB, Department of Gastroenterology 
and Endoscopy, Brussels, Belgium, 16AZ Nikolaas General Hospital, 
Department of Gastroenterology, Sint-Niklaas, Belgium, 17Universitair 
Ziekenhuis Brussel UZ Brussel - Vrije Universiteit Brussel VUB, 
Department of Gastroenterology-Hepatology, Brussels, Belgium, 
18Wageningen University and Research, Nutrition- Metabolism 
and Genomics Group - Division of Human Nutrition and Health, 
Wageningen, Belgium

Background: Fatigue is highly prevalent in patients with IBD inde-
pendent of the disease status but treatment options remain limited. 

A  potential mediator in the pathophysiology of fatigue is trypto-
phan (Trp), a precursor of serotonin. Recently, reduced serum Trp 
levels have been linked to fatigue in patients with clinically and 
endoscopically inactive IBD. The aim of the current study was to de-
termine the effect of oral 5-hydroxytryptophan (5-HTP), the direct 
precursor of serotonin, supplementation on fatigue in patients with 
inactive IBD.
Methods: This multicentre, randomized, double-blind, cross-over, 
placebo-controlled trial included fatigued patients with IBD in clin-
ical and biochemical remission (CRP <10mg/L, calprotectin <250 mg/
kg), treated with immunosuppressants and/or biologicals. Fatigue was 
assessed with the fatigue VAS (fVAS, range 0–10) and defined by a fVAS 
≥5. Patients were treated in a cross-over manner with 100 mg 5-HTP or 
placebo bid for two consecutive periods of 8 weeks, without an inter-
mediate washout period. The primary endpoint was the proportion of 
patients reaching a 20% reduction in fVAS after 8 weeks of interven-
tion (week 8 versus week 0 and week 16 versus week 8). Secondary out-
comes were changes in validated FACIT-F score, scores for depression 
and anxiety and changes in Trp metabolites. The effect of the interven-
tion on the outcomes was evaluated by linear mixed modelling (LMM), 
with the intervention, period and intervention x period as fixed factors 
and study participant as random factor.
Results: A total of 166 patients were included in 13 Belgian cen-
tres between December 2018 and November 2020 (baseline char-
acteristics: Table 1). The dropout rate was 10.8%. The evolution of 
the fVAS throughout the study was comparable between both study 
groups and no difference was observed in fVAS reduction between 
placebo and 5-HTP (Figure 1). The proportion of patients reaching 
≥20% reduction in fVAS did not differ between placebo (37.6%) 
and 5-HTP (35.6%) (p=0.830). The evolution of the other scores 
for fatigue, depression, anxiety and stress were also similar between 
placebo and 5-HTP (Table 2). A  significant increase in 5-HTP and 
serotonin serum levels was observed during 5-HTP treatment com-
pared to placebo; whereas serum levels of Trp and kynurenine were 
comparable. Globally, changes in fVAS were not associated with 
changes in those metabolites (Figure 2). Adverse events (AEs) were 
seen in 29.2% and 34.8% of patients under treatment with placebo 
and 5-HTP respectively (p=0.282).
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Conclusion: Despite a significant increase in serum 5-HTP and sero-
tonin levels by oral treatment with 5-HTP, 5-HTP did not modulate 

IBD-related fatigue. Furthermore, treatment with 5-HTP had no impact 
on depression, anxiety and stress scores.
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Scientific Session 9: Basic Science: From basic 
science to practical approach

OP29
Peripheral blood DNA methylation biomarkers 
accurately predict clinical- and endoscopic 
response to vedolizumab in a real-life cohort of 
Crohn’s Disease patients

V. Joustra*1, I. Hageman1,2, A. Li Yim2,3, E. Levin4,5, J. Satsangi6, A. Adams6, 
W. De Jonge2, P. Henneman3, G. D’Haens1; on behalf of the EPIC consortium
1Amsterdam UMC- University of Amsterdam, Department of Gastroenterology 
& Hepatology, Amsterdam, The Netherlands, 2Amsterdam UMC- University 
of Amsterdam, Tytgat Institute for Liver and Intestinal Research, Amsterdam, 
The Netherlands, 3Amsterdam UMC- University of Amsterdam, Genome 
Diagnostics Laboratory- Department of Clinical Genetics, Amsterdam, The 
Netherlands, 4Horaizon, Bv, Delft, The Netherlands, 5Amsterdam UMC- 
University of Amsterdam, Department of Vascular Medicine, Amsterdam, 
The Netherlands, 6Oxford University- Hospitals NHS Foundation Trust- 
John Radcliffe Hospital, Translational Gastroenterology Unit- NIHR Oxford 
Biomedical Research Centre, Oxford, United Kingdom

Background: Despite the proven efficacy of vedolizumab (VDZ), only 
29% and 36% of the Crohn’s disease (CD) patients present corticos-
teroid-free clinical- and endoscopic remission, respectively. Therefore, 
predictive biomarkers for treatment success would be of extreme value. 
Previous studies have identified aberrant DNA methylation associated 
with CD-specific phenotypes, suggesting that the methylome may be 
useful for classification and prediction of VDZ treatment response. 
Here, we sought to identify such DNA methylation biomarkers that 
can predict clinical- and endoscopic response to VDZ in CD patients.
Methods: We prospectively recruited adult CD patients that initiated 
VDZ treatment following a baseline colonoscopy in two cohorts: a 
discovery and validation cohort. Peripheral blood DNA methylation 
profiles were measured prior to treatment (T1), and after a median of 
22 weeks (T2) using the Illumina Infinium HumanMethylation EPIC 

BeadChip array. Response (R) was defined as the strict combination of 
endoscopic- (≥50% reduction in SES-CD score) and steroid-free clinical 
response (≥3 point drop in HBI and HBI ≤4 AND no systemic steroids) 
and/or biochemical response (≥50% reduction in C-reactive protein 
(CRP) and fecal calprotectin or a CRP ≤5 g/mL and fecal calprotectin 
≤250  µg/g). Twenty-one patients had deep remission (DR), defined as 
a combined endoscopic- (SES-CD≤2) and steroid-free clinical remission 
(HBI ≤4, no systemic steroids). Biomarker identification and classifica-
tion analyses were performed using stability selection gradient boosting.
Results: In total, 64 CD patients were enrolled (discovery 16R/14NR and 
validation 20R/14NR). Both cohorts were comparable for age, sex and 
smoking status. Forty-nine (77%) patients had previously failed an anti-
TNF agent. All patients had measurable serum vedolizumab concentration 
at T2 (median 14.5 (6.9 – 21.3) µg/mL). Through classification analysis at 
T1, we were capable of discriminating R from NR with high predictive per-
formance (25 CpGs, AUC 0.88, F1-score of 0.84, PPV of 0.91 and NPV 
of 0.85). When analysing the methylome of patients in deep remission, we 
identified 23 CpGs with high predictive performance upon independent val-
idation (F1-score 0.80, PPV of 0.71 and NPV of 0.86). Investigating the 
CpGs of interest implicated genes involved in endothelial cell-cell adhesion 
and integrin dependent T-cell homing, corroborating VDZ’s mode of action.
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Conclusion: We demonstrate two novel 25- and 23-feature panels of epi-
genetic biomarkers that accurately predict response or deep remission 
to vedolizumab respectively. Similar analyses on infliximab, adalimumab 
and ustekinumab are currently ongoing as part of the EPIC-CD study.

OP30
Upadacitinib modulates inflammatory pathways 
in gut tissue in patients with Ulcerative Colitis: 
Transcriptomic profiling from the Phase 2b study, 
U-ACHIEVE

B. Verstockt*1, S. Blink Polakow2, N. Mahi2, J. Lee2, J. Wang3, 
H. Guay4, A. Salas5, J. Panés5, R.C. Ungaro6, S. Vermeire1

1University Hospitals Leuven & KU Leuven, Department of 
Gastroenterology and Hepatology, Leuven, Belgium, 2AbbVie Inc, 
Immunology, North Chicago, United States, 3AbbVie Inc, Genomic 
Research Center, Cambridge, United States, 4AbbVie Inc, Bioresearch 
Center, Worcester, United States, 5Hospital Clinic de Barcelona, 
IDIBAPS CIBERehd, Barcelona, Spain, 6The Mount Sinai Hospital, 
Icahn School of Medicine, New York, United States

Background: Upadacitinib (UPA), an oral, reversible, Janus kinase 
(JAK)-1 selective inhibitor can induce clinical and endoscopic remis-
sion after 8 weeks in patients (pts) with moderately to severely active 
Ulcerative Colitis (UC). To provide mechanistic insights into down-
stream effects of UPA in the intestinal mucosa, we evaluated pharma-
codynamic modulation of gene expression in colon biopsies from pts 
with UC in the Phase 2b study, U-ACHIEVE (NCT02819635). These 
analyses aimed to link molecular changes to clinical endpoints.

Methods: Transcriptomic data were collected from rectosigmoid biop-
sies at baseline (BL) and Week (Wk) 8 in a subset of pts in sub-study 
1 of U-ACHIEVE (N=88: placebo [PBO], n=15; pooled UPA 15, 30 & 
45 mg, n=73). Samples underwent bulk RNA sequencing and differ-
entially expressed genes (DEG) (false discovery rate [FDR]<0.05 & 
|log fold change [FC]|>1) from BL to Wk 8 were identified with 
linear mixed-effect models. DEG were analysed with KEGG and 
GO pathway enrichment and clinical endpoint responder analysis. 
Cellular profiling with gut cell deconvolution based on defined cell 
types was undertaken.1

Results: At Wk 8, expression of 695 gut genes was modulated 
(FDR<0.05  & |logFC|>1) from BL after UPA treatment compared 
with no DEG in PBO pts (including responders). Of these genes, 
~70% (n=492) were downregulated and enriched in inflammatory 
pathways including T- and B-cell effector responses, neutrophil-
mediated immunity, and leukocyte chemotaxis. Also, irrespective of 
directionality, most DEG from BL to Wk 8 in UPA-treated pts were 
associated with clinical response and remission, and histologic and 
endoscopic improvement. At Wk 8, deconvoluted cell fractions asso-
ciated with adaptive but also innate inflammatory cells in the gut of 
UPA responders were decreased compared with non-responders; in 
contrast, fractions associated with enterocyte, secretory goblet cell 
and myofibroblast cells were increased in responder gut tissue (Fig 
1). Modulation of genes associated with UC disease activity (OSM 
& S100A8/9 [calprotectin]), Th1 (TBX21, IFNG), Th2 (GATA3, 
IL5RA, IL13RA2), Th9 (SPI1), Th17 (IL17A, IL23A, IL21R), B-cell 
responses (BTK, CD40), barrier function (ESPN, VIL1, CLDN23, 
OCLN, MUC1/2/12/16/20) and wound repair (ANXA1/6/13, 
MMP7/9) were associated with clinical improvement at Wk 8 
(Fig 2).
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Conclusion: JAK inhibition with UPA is associated with transcriptional 
changes in colonic mucosa that are seen with UC disease pathophysi-
ology. Clinical benefit mediated by UPA is associated with modulation of 
molecular biomarkers of UC disease activity, T-helper-cell differentiation, 
B-cell-mediated responses, gut barrier function and wound healing.

Reference

1. Menden K, et al. Sci Adv 2020;6:eaba2619

OP31
Dietary and Multi-Omic characterization of 
new onset treatment naive Crohn Disease 
identifies factors that may contribute to disease 
pathogenesis

Y. Haberman Ziv*1, T. Braun1, A. Amir1, N. Levhar1, A. Malik1, 
S. Neuman1, O. Picard1, M. Yavzuri1, G. Efroni1, R. Hadar1,  
S. Ben-Horin1 for the Helmsley Charitable Trust SOURCE consortium 
investigators
1Tel-HaShomer Sheba Medical Center, Department of Pediatric 
Gastroenterology, Ramat Gan, Israel

Background: Crohn Disease (CD) prevalence is rising world-
wide. As altered genetics are improbable, this phenomenon likely 
relates to environmental-dietary changes linked with gut micro-
biome. We aimed to define host and microbial factors at CD  
diagnosis.
Methods: Multiomics analyses of SOURCE cohort including clinical, 
biomarkers (CRP, fecal calprotectin), food frequency questionnaire 
(FFQ), serum metabolomics, mucosal terminal ileum (TI) transcriptom-
ics, and fecal and mucosal biopsy samples for 16S microbial amplicon 
sequencing.
Results: 25 newly-diagnosed CD and 33 controls (median age 28 years, 
50% males). Gender, age, and BMI did not differ between groups, but 
CRP (p=0.001) and calprotectin (p=E-10) were significantly higher in 
CD. FFQ results showed that compared to controls, pre-diagnosis CD 
patients consumed significantly more added sugar (g/day), starch (g/
day) nitrite (mg/day), and significantly less vitamin K, D, vegetables, and 
olive oil (Fig 1). Microbial analyses highlighted significant differences 
(FDR<0.1) in amplicon sequence variants (ASVs) abundance between 
stool and biopsies samples (73 ASVs) and between CD and Controls 

samples (82 ASVs). Biopsy vs. stool samples were enriched for Veillonella, 
Fusobacterium, Neisseria, and Ruminococcus gnavus. CD showed 
higher abundance of Enterobacteriaceae and Ruminococcus gnavus 
with reduction of several Ruminococcaceae and Lachnospiraceae taxa  
(Fig. 1). Ileal transcriptomics differential expression (FC>1.5, 
FDR<0.05) replicated previous results with significant induction in 
CD of DUOX2, CXCL9, and DEFB4A and pathways linked to innate 
and adaptive immunity, and to extracellular matrix. CD down regu-
lated genes included GUCA2B, SLC10A2, and GSTA1, and pathways 
linked with epithelial transporters. Serum metabolomics highlighted 
significant variations (FDR<0.25) in Linoleic acid, aKG, Tryptophan, 
nicotinamide, Docosahexaenoic acid, oxalate, and GABA between CD 
and controls. We next tested for significant association (FDR<0.25) be-
tween diet and multi-OMICs (Fig. 2). Associations between gut micro-
biome and TI transcriptomics, and serum metabolomics showed that 
Erysipelotrichacea taxa positivity correlated with serum oxalate, and TI 
expression of CEACAM6 and DUOX2. Associations between diet and 
TI transcriptomics and serum metabolomics indicated that B12, trypto-
phan and riboflavin consumptions were negatively associated with the 
bile acid transporter SLC10A2 in the TI, and vegetables consumption 
was positively associated with oxalate degrading Oxalobacter.
Conclusion: Conclusions: FFQ identifies difference in diet at the onset 
of CD that may contribute to pathogenesis. Integration between dietary 
and OMICs layers disclosed novel correlations warranting further 
exploration.
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OP32
Pyroptosis Inhibition Prevents the Cytotoxicity 
Induced by IL-17 Without Impairing Its Beneficial 
Effects

S.N. Hong*1, S. Joo Hye1, C. Dong Kyung1, K. Young-Ho1, K. ji eun1, 
S. Ye Ji1

1Samsung Medical Center- Sungkyunkwan University School of 
Medicine, Department of Medicine, Seoul, Korea- Republic Of

Background: Th17 cells and their main secreting cytokine interleu-
kin-17A (IL-17) are considered as the main pathogenic factors in in-
flammatory bowel diseases (IBDs). However, anti-IL-17 neutralizing 

antibodies, a theoretically curative medication for IBDs, paradoxically 
aggravated intestinal inflammation. The mechanisms by which it medi-
ates the protective and pathologic effects of IL-17 remain unclear in the 
intestinal epithelium.
Methods: The intestinal epithelial responses induced by IL-17 was 
evaluated using the human small intestinal organoid (enteroid) model.
Results: Organoid-forming efficiency, cell viability and proliferation of 
enteroids were decreased in proportion to the concentration of IL-17, 
which did not differ between the enteroids derived from controls and 
patients with Crohn’s disease. Bulk RNA-sequencing revealed the en-
richment of secretion signaling in IL17-treated enteroids. Among its 
components, PIGR was up-regulated significantly as the concentration 
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of IL-17 increased, resulting in IgA transcytosis and protective role 
against pathogens. The IL-17-induced cytotoxicity was predominantly 
mediated by pyroptosis with activation of CASP1 and cleavage of 
GSDMD. Single-cell RNA- sequencing identified pyroptosis occurred 
actively in intestinal stem cells (ISCs) and enterocytes. Anti-IL-17 anti-
body, izekizumab, completely restored IL-17-induced cytotoxicity, but 
suppressed mucin secretion and IgA transcytosis. CASP1 inhibitor, 
Ac-YVAD-cmk, restores cytotoxicity induced by IL-17, without impair-
ing its beneficial effects.
Conclusion: IL-17 induces pyroptosis of ISCs and enterocytes, 
as well as mucin secretion and PIGR-induced IgA transcytosis. 
Paradoxical gastrointestinal effects of IL-17 neutralizing antibod-
ies may be associated with inhibition of mucin secretion and IgA 
transcytosis. The inhibition of pyroptosis using the CASP1 inhibitor 
prevents the cytotoxicity induced by IL-17 without compromising 
its beneficial effects.

Scientific Session 10: Beyond the gut

OP33
Effect of upadacitinib (UPA) treatment on 
extraintestinal manifestations (EIMs) in patients 
with moderate-to-severe Ulcerative Colitis (UC): 
Results from the UPA Phase 3 programme

J.F. Colombel*1, Q. Cao2, S. Ghosh3, W. Reinisch4, W. Zhou5, D. Ilo5, 
L. Shu5, X. Yao6, D.T. Rubin7

1Icahn School of Medicine at Mount Sinai, Gastroenterology, 
New York, United States, 2Sir Run Run Shaw Hospital- College of 
Medicine- Zhejiang University, Department of Gastroenterology, 

Hangzhou- Zhejiang, China, 3University College Cork, College of 
Medicine and Health, Cork, Ireland, 4Medical University of Vienna, 
Department of Gastroenterology and Hepatology, Vienna, Austria, 
5AbbVie Inc, Research and Development, North Chicago- Illinois, 
United States, 6AbbVie Inc, Data & Statistical Sciences, North 
Chicago- Illinois, United States, 7University of Chicago Medicine, 
Inflammatory Bowel Disease Center, Chicago- Illinois, United 
States

Background: EIMs are common in patients with UC and are associ-
ated with impaired quality of life. This analysis evaluated the impact of 
treatment with the selective Janus kinase 1 inhibitor UPA on EIMs in 
patients with moderate-to-severe UC.
Methods: Data were included from two induction studies (U-ACHIEVE 
Induction [NCT02819635] and U-ACCOMPLISH [NCT03653026]) 
and a maintenance study (U-ACHIEVE Maintenance). Patients with 
moderate-to-severe UC were randomised 2:1 to 8 weeks’ induction 
treatment with UPA 45 mg once daily (QD) or placebo. Patients with a 
clinical response to induction were re-randomised (1:1:1) to 52 weeks’ 
maintenance treatment with UPA 15  mg or 30  mg QD, or placebo. 
The presence of EIMs (peripheral arthropathy, axial arthropathy, epis-
cleritis, uveitis, iritis, erythema nodosum, pyoderma gangrenosum, 
Sweet’s syndrome, oral aphthous ulcers, primary sclerosing cholangitis, 
autoimmune hepatitis, venous thromboembolism, chronic obstructive 
pulmonary disease, bronchiectasis, nephrolithiasis and anaemia) was 
captured in the EIM form at the start of induction (baseline) and at 
every visit up to Week 52. The induction study results were pooled for 
analysis.
Results: At baseline, 25.0% and 26.5% of patients in the UPA 
45  mg QD and placebo induction groups had ≥1 EIM, while 
24.3%, 26.6% and 24.8% of patients randomised to maintenance 
treatment with UPA 15  mg QD, UPA 30  mg QD or placebo, re-
spectively, had ≥1 EIM (Table 1). The most common EIMs at base-
line were anaemia, peripheral arthropathy and axial arthropathy; 
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all other EIMs were reported in <2% of patients (Table 1). The 
proportion of patients reporting resolution of any EIM, arthropa-
thy (peripheral and axial) and anaemia at Week 8 was numerically 
greater with UPA 45 mg QD than placebo in the induction studies 
(Figure 1A). Resolution at Week 52 of any EIM in patients with ≥1 
EIM at baseline was significantly increased with UPA 30 mg QD 
(p<0.001), and numerically greater with UPA 15  mg QD, versus 
placebo (Figure 1B). In patients with arthropathy (peripheral or 
axial) at baseline, the proportion achieving resolution of arthropa-
thy (peripheral and axial) at Week 52 was significantly increased 
with UPA 30 mg QD (p=0.010), and numerically higher with UPA 
15 mg QD, versus placebo (Figure 1B). The same was true of an-
aemia resolution in patients with anaemia at baseline (p=0.019 for 
UPA 30 mg QD versus placebo; Figure 1B).

Conclusion: UPA treatment is effective in resolving EIMs in 
patients with UC. EIM symptom resolution was improved versus 
placebo following induction treatment with UPA 45 mg and after 
maintenance treatment with UPA 15 or 30 mg, with the 30 mg 
dose providing statistically significant improvements versus 
placebo.

OP34
Efficacy and safety of advanced induction and 
maintenance therapies in patients with moderately 
to severely active Ulcerative Colitis: An indirect 
treatment comparison using Bayesian network 
meta-analysis

R. Panaccione*1, E.B. Collins2, G.Y. Melmed3, S. Vermeire4, 
S. Danese5, P.D.R. Higgins6, W. Zhou7, D. Ilo7, D. Sharma7, 
Y. Sanchez Gonzalez7, S.T. Wang2

1University of Calgary, Inflammatory Bowel Disease Unit- Division 
of Gastroenterology and Hepatology, Calgary, Canada, 2Medicus 
Economics LLC, n/a, Milton, United States, 3Cedars-Sinai Medical 

Center, n/a, Los Angeles, United States, 4University Hospital Leuven, 
Department of Gastroenterology and Hepatology, Leuven, Belgium, 
5Gastroenterology and Endoscopy IRCCS Ospedale San Raffaele 
and University Vita-Salute San Raffaele, n/a, Milan, Italy, 6University 
of Michigan, Department of Medicine- Division of Gastroenterology, 
Ann Arbor, United States, 7AbbVie Inc., n/a, North Chicago, United 
States

Background: The therapeutic armamentarium to treat adult 
patients with moderately to severely active ulcerative colitis (UC) 
continues to evolve. With this rapid innovation, the comparative 
efficacy and safety of more recent advanced therapies remain 
unknown.
Methods: Bayesian network meta-analysis was used to indirectly 
compare the efficacy and safety of advanced therapies for induc-
tion (6–10 weeks) and maintenance (44–54 weeks post-induction 
response) in adults with moderately-to-severely active UC. Efficacy 
was assessed separately in bio-naïve and bio-exposed populations 
by clinical remission (Full Mayo score [FM] of ≤2 with no subscore 
>1), clinical response (decrease from baseline in FM ≥3 points and 
≥30% with decrease in rectal bleeding score [RBS] of ≥1 or abso-
lute RBS ≤1) and endoscopic improvement (endoscopic score ≤1); 
ad hoc analyses were conducted on upadacitinib (UPA) RCT data 
to produce FM outcomes. Safety was assessed by discontinuation 
due to adverse events (AEs), serious AEs, and serious infections. 
Induction therapies included UPA 45 mg, adalimumab 160/80 mg, 
filgotinib 100 and 200 mg, golimumab 200/100 mg, infliximab 10 
and 5 mg/kg, ozanimod 0.92 mg, tofacitinib 10 mg, ustekinumab 
(UST) 6 mg/kg, and vedolizumab (VED) 300 mg. The maintenance 
analysis included low and high maintenance doses of these thera-
pies. Phase 3 randomized controlled trials (RCTs) were identified 
via systematic literature review. Random effects models were used 
to account for expected heterogeneity in endpoints and study de-
sign. Guidelines from the National Institute for Health and Care 
Excellence were followed.
Results: Out of 31 RCTs identified, 23 were included (18 for in-
duction and 14 for maintenance). Odds ratios vs. placebo (PBO), 
numbers needed to treat/harm, and surface under the cumulative 
ranking curve estimates are presented for efficacy in bio-naïve (Table 
1) and bio-exposed (Table 2) populations and for safety in overall 
populations (Table 4). Intent-to-treat rates of maintenance efficacy 
outcomes adjusted by the likelihood of induction response show 
UPA to be consistently the most efficacious therapy (Table 3). There 
were no significant differences in serious AEs or serious infections 
for any advanced therapy vs PBO. For discontinuation due to AEs, 
only UPA had significantly lower odds vs PBO after induction, while 
UST and VED had significantly lower odds vs PBO after mainten-
ance (Table 4).
Conclusion: In patients with moderately-to-severely active UC, UPA 
45 mg induction and 30 mg maintenance appear more efficacious than 
other advanced therapies/PBO at inducing and maintaining clinical re-
sponse, clinical remission, and endoscopic response, with no greater 
safety assessments vs PBO, over 1-year.
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OP35
Natural history of anal ulcerations in pediatric-
onset Crohn’s Disease: A population-based study

P. Mortreux1, A. Leroyer2, C. Dupont3, D. Ley4, V. Bertrand5, 
C. Spyckerelle6, N. Guillon2, P. Desreumaux1, C. Gower-Rousseau2, 
G. Savoye7, M. Fumery*8, D. Turck4, L. Siproudhis9, H. Sarter2; 
EPIMAD
1CHU Lille, Gastro-enterology, Lille, France, 2Lille, 2 University- CHU 
Lille- EPIMAD Registry, Epidemiology Unit, Lille, France, 3CHU Caen, 
Pediatric unit, Caen, France, 4CHU Lille, Pediatric unit, Lille, France, 
5CH Le Havre, Pediatric unit, Le Havre, France, 6GHICL, Pediatric 
unit, Lille, France, 7CHU Rouen, Gastro-enterology, Rouen, France, 
8CHU Amiens, Gastro-enterology, Amiens, France, 9CHU Rennes, 
Gastro-enterology, Rennes, France

Background: Anal ulcerations are frequently observed in Crohn’s 
disease (CD). Their natural history remains poorly known, especially 
in pediatric-onset CD. The aims of this study were: to determine in a 
population-based study the risk of anal ulcerations in pediatric onset 
CD; to identify risk factors for anal ulcerations; to evaluate the risk of 
progression towards suppurative lesions; to evaluate the risk factors of 
progression towards suppurative lesions.
Methods: All patients with a diagnosis of CD before the age of 17 years 
between 1988 and 2011 within the population-based registry EPIMAD 
were followed retrospectively until 2013. A specific collection of add-
itional data was performed in patients with anal ulcerations at diagnosis 
or during follow-up. The variables collected included: proctological 
examination, diagnostic management (perineal MRI, endoscopic ultra-
sound, examination under general anaesthesia) and treatment (med-
ical or surgical). Multivariate Cox models were used to identify factors 
associated with anal ulcerations and factors of progression towards 
suppurative lesions. An adjusted time-dependent Cox model was used 
to evaluate the risk of progression of anal ulcerations towards suppura-
tive lesions.
Results: 1005 patients were included (females, 450 (44.8%); median 
age at diagnosis 14.4 years (IQR, 12.0–16.1)). 257 (25.6%) had anal 
ulceration at diagnosis. Cumulative incidence of anal ulceration at 
5 and 10 years from diagnosis was 38.4% (CI95%, 35.2–41.4) and 
44.0% (CI95%, 40.5–47.2).

The presence of extra-intestinal manifestations (HR 1.46, CI95% 
1.19–1.80, p=0.0003) and upper digestive location (HR 1.51, CI95% 
1.23–1.86, p<0.0001) at diagnosis were associated with the occur-
rence of anal ulceration. Conversely, ileal location at diagnosis was 
associated with a lower risk of anal ulceration (L2 vs L1 HR 1.51, 

CI95% 1.11–2.06, p=0.0087; L3 vs L1 HR 1.42, CI95% 1.08–1.85, 
p=0.0116). Among the 352 patients with at least one episode of anal 
ulceration, 82 (23.3%) developed perianal suppuration after a me-
dian follow-up of 5.7 years (IQR, 2.8–10.6). The risk of perianal sup-
puration was doubled in patients with anal ulceration compared to 
those who did not have any ulceration (HR 2.0, CI95% 1.45–2.74, 
p<0.0001).

In patients with anal ulceration, the diagnostic period (before or since 
the “biologic era”), exposure to immunosuppressants and/or anti-TNF 
did not influence the risk of perianal suppuration.
Conclusion: Anal ulceration is frequent in pediatric-onset CD, 
with nearly half of patients presenting with at least one episode 
after 10  years of evolution. Perianal suppurations are twice as 
frequent in patients with present or past anal ulceration. These 
results plead for a proactive therapeutic approach in case of anal 
ulcerations.

OP36
Efficacy and safety of combination induction 
therapy with guselkumab and golimumab in 
participants with moderately-to-severely active 
Ulcerative Colitis: Results through week 12 of 
a phase 2a randomized, double-blind, active-
controlled, parallel-group, multicenter, proof-of-
concept study

B.E. Sands*1, B.G. Feagan2, W.J. Sandborn3, N. Shipitofsky4, 
M. Marko4, S. Sheng4, J. Johanns4, M. Germinaro4, M. Vetter4, 
J. Panés5; VEGA
1Dr. Henry D.  Janowitz Division of Gastroenterology, Icahn School 
of Medicine at Mount Sinai, New York, United States, 2Robarts 
Research Institute, Western University, London, Canada, 3University 
of California San Diego, Division of Gastroenterology, La Jolla, United 
States, 4Janssen Research & Development- LLC, Immunology, Spring 
House, United States, 5Hospital Clínic de Barcelona, Gastroenterology, 
Barcelona, Spain

Background: Preclinical data from a murine model of acute colitis sug-
gest that dual blockade of interleukin(IL)-23 and TNFα more effect-
ively prevented the development of colonic inflammation than each 
monotherapy. Guselkumab(GUS), an IL-23p19 subunit antagonist, 
is being studied in inflammatory bowel disease. Golimumab(GOL), a 
TNFα antagonist, is approved for ulcerative colitis(UC). The objective 
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of this study was to evaluate the efficacy and safety of combination in-
duction therapy with GUS+GOL vs GUS or GOL alone in adults with 
moderately-to-severely active UC.
Methods: 214 patients(pts) naïve to TNFα antagonists and refrac-
tory or intolerant to conventional therapy(ie, immunomodulators 
and/or corticosteroids) were randomly assigned to receive GUS 
200mg intravenous(IV) at weeks(wks) 0, 4, and 8(n=71); GOL 
200mg subcutaneous(SC) at wk0 then 100mg SC at wks2, 6, and 
10(n=72); or combination with GUS 200mg IV+GOL 200mg SC 
at wk0, GOL 100mg SC at wks2, 6, and 10, and GUS 200mg IV 
at wks4 and 8(n=71). The primary endpoint was clinical response 
at wk12; the major secondary endpoint was clinical remission at 
wk12. Other key endpoints were clinical remission based on the 
modified Mayo score (mMayo), symptomatic remission, endo-
scopic improvement, endoscopic normalization, histologic remis-
sion, composite histologic-endoscopic endpoints, and biomarker 
outcomes.
Results: Baseline disease characteristics were similar among 
groups(Table 1), however a greater proportion of pts in both mono-
therapy groups had pancolitis vs the combination group. A greater 
proportion of pts who received combination therapy achieved clin-
ical response at wk12(83.1%) vs GUS(74.6%) or GOL(61.1%)
(Table 2). Similarly, the proportion of pts who achieved clinical 
remission in the combination group(36.6%) was greater than that 
of monotherapy groups(21.1% and 22.2%, respectively). Clinical 
remission by mMayo score, endoscopic improvement, histologic 
remission, both histologic remission and endoscopic improve-
ment, and biomarker normalization (calprotectin, CRP) rates 
at wk12 were also greater in the combination group vs GUS or 
GOL. Percentages of pts with endoscopic normalization and both 
histologic remission and endoscopic normalization were nearly 
double with combination therapy vs either monotherapy. Adverse 
event(AE), serious AE, and infection rates were comparable among 
treatment groups. One pt receiving combination therapy experi-
enced a serious infection of influenza and sepsis. No deaths, malig-
nancies, or TB cases were reported through wk12.

Conclusion: Combination induction treatment with GUS+GOL more 
effectively induced clinical response, clinical remission, and endoscopic 
improvement at wk12 than either monotherapy alone. AE rates were 
comparable among the treatment groups.

OP37
Bacterial suppression of intestinal fungi via 
activation of human gut Vδ2+ T-cells

L. Mathew*1, M. Savage1, C. Pardieu1, M. O’Brien1, S.K. Sze2, 
M. Eberl3, A. Stagg1, M. Gasparetto4, K. Kok4, J. Lindsay4, 
N. McCarthy1

1Barts and The London- Queen Mary’s School of Medicine and 
Dentistry, The Blizard Institute- Centre for Immunobiology, London, 
United Kingdom, 2Brock University, Department of Health Sciences, 
St. Catharines, Canada, 3Cardiff University, Division of Infection 
and Immunity, Cardiff, United Kingdom, 4Bart’s Health NHS Trust, 
Department of Gastroenterology, London, United Kingdom

Background: The human gut is colonized by diverse microbes including 
fungi such as Candida albicans, which has been implicated in the patho-
genesis of Crohn’s disease (CD). Intestinal C. albicans typically exists 
as commensal yeast, but can also form tissue-invasive filaments that 
secrete Candidalysin toxin to disrupt epithelial barriers. Commensal 
gut bacteria produce molecules that induce host immunity, including 
phosphoantigen HMB-PP which stimulates Vδ2+ T-cell homing to in-
testine and mucosal expression of IL-22 to promote barrier integrity. 
We aimed to identify mechanisms of gut barrier defence against fungal 
invasion in health and CD.
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Methods: Colonic biopsies / resected tissue were stimulated or not with 
HMB-PP in the presence or absence of anti-IL-22 blocking antibody 
and analysed by flow-cytometry / microscopy to determine extent of 
fungal outgrowth. Fungal isolates were identified using standard mor-
phological and biochemical criteria before assessment of filamentation, 
cell wall composition, and NETosis induction.
Results: Mucosal Vδ2+ T-cell activation with bacterial phosphoanti-
gen HMB-PP, in the presence of epithelial damage-associated cytokine 
IL-15, potently suppressed growth of endogenous fungi in human co-
lonic organ cultures. Vδ2-mediated fungal suppression required IL-22 
and was sufficient to restrict the growth of multiple fungal species, 
including a range of emerging pathogenic moulds as well as archetypal 
pathobiont C. albicans. In Vδ2-deficient CD patients, mucosal biopsy 
stimulation with HMB-PP failed to control fungal growth. CD-derived 
C.  albicans strains also displayed rapid filamentation ex vivo and 
higher levels of NOD2 ligand chitin than were observed in isolates 
from healthy controls. Comparing hypoxic with oxygenated cultures 
that mimic inflamed intestine, pSILAC proteomic analysis of a repre-
sentative CD-derived C. albicans strain confirmed features of invasive 
growth (e.g. DAO1, IHD1), whereas a healthy control isolate exhib-
ited metabolic hallmarks of symbiosis (Jen1p, SCH9). These divergent 
characteristics directly impacted on host anti-fungal immune responses, 
since the CD-derived strain rapidly induced neutrophil extracellular 
traps in vitro, whereas the healthy control isolate did not.
Conclusion: These data suggest that commensal bacteria can activate 
host Vδ2 T-cells to suppress fungal invasion of the gut epithelium via an 
IL22-dependent mechanism that is deficient in CD patients.

Scientific Session 11: Minimising malignancy 
risks: Clinical cases

OP38
Tofacitinib for the treatment of Ulcerative Colitis: 
An integrated summary of safety data from the 
global OCTAVE and RIVETING clinical trials

W.J. Sandborn1, G.R. D’Haens2, B.E. Sands3, R. Panaccione*4, 
S.C. Ng5, N. Lawendy6, N. Kulisek6, X. Guo6, R. Mundayat7, C. Su7, 
J. Panés8

1University of California San Diego, Division of Gastroenterology, 
La Jolla- CA, United States, 2Amsterdam University Medical 
Centres, Department of Gastroenterology, Amsterdam, The 
Netherlands, 3Icahn School of Medicine at Mount Sinai, Dr. Henry 
D. Janowitz Division of Gastroenterology, New York- NY, United 
States, 4University of Calgary, Division of Gastroenterology and 
Hepatology- Department of Medicine, Calgary- AB, Canada, 
5LKS Institute of Health Science- Chinese University of Hong 
Kong, Institute of Digestive Disease- Department of Medicine 
and Therapeutics, Hong Kong, China, 6, Pfizer Inc, Collegeville- 
PA, United States, 7, Pfizer Inc, New York- NY, United States, 
8Hospital Clínic de Barcelona- IDIBAPS- CIBERehd, Department 
of Gastroenterology, Barcelona, Spain

Background: Tofacitinib is an oral, small molecule JAK inhibitor 
for the treatment of ulcerative colitis (UC). Efficacy and safety of 
tofacitinib were evaluated in randomised, placebo-controlled Phase 
(P)2 (NCT00787202) and P3 (NCT01465763; NCT01458951; 
NCT01458574) studies, an open-label, long-term extension (OLE) 
study (NCT01470612) and an ongoing P3b/4 study (NCT03281304). 
We report updated tofacitinib safety analyses from the tofacitinib 
UC clinical programme, with inclusion of a 6-month interim ana-
lysis of data from the P3b/4 study, up to 7.8  years of tofacitinib 
exposure.
Methods: This analysis included 1157 patients (pts) receiving tofaci-
tinib 5 or 10  mg BID from completed P2/P3/OLE studies, and the 
ongoing P3b/4 study (as of 20 Feb 2020; Overall+P3b/4 Cohort). 
Proportions and incidence rates (IRs; unique pts with events/100 pt-
years [PY] of exposure) were evaluated for deaths and adverse events 
(AEs) of special interest. Opportunistic infections (OIs), malignancies, 
major adverse cardiovascular events (MACE) and gastrointestinal per-
forations were adjudicated.
Results: Table 1 shows demographics and clinical characteristics. 
In the Overall+P3b/4 Cohort, 1157 pts received ≥1 dose of tofac-
itinib 5 or 10 mg BID; 955 (83%) received a predominant dose 
of 10 mg BID; 397/1157 (34.3%) pts had received tofacitinib for 
>4.1 years. Median treatment duration was 623 (range, 1–2850) 
days (2999.7 PY of exposure). Table 2 shows safety data for AEs 
of special interest in the Overall+P3b/4 Cohort. IRs (95% con-
fidence intervals) for all tofacitinib doses: deaths, 0.23 (0.09, 
0.46); serious infections, 1.69 (1.26, 2.21); herpes zoster (non-
serious and serious), 3.30 (2.67, 4.04); OIs, 1.03 (0.70, 1.46); 
malignancies (excluding non-melanoma skin cancer [NMSC]), 
0.84 (0.55, 1.24); NMSC, 0.73 (0.45, 1.10); MACE, 0.29 (0.13, 
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0.55); deep vein thrombosis, 0.03 (0.00, 0.18); pulmonary em-
bolism, 0.19 (0.07, 0.42); and gastrointestinal perforations, 0.10 
(0.02, 0.28). IRs for AEs of special interest were similar to prior 
Overall Cohort analyses.1

Conclusion: The safety profile of tofacitinib in pts with UC from the 
tofacitinib UC clinical programme was generally consistent with that 
of other UC therapies, including biologics, with the exception of herpes 
zoster.2 IRs for AEs of special interest have remained stable over an 
extended period of time (up to 7.8 years) with inclusion of final data 

from the OLE study and an interim analysis of data from the P3b/4 
study.1,3

References

1. Sandborn WJ et al. United European Gastroenterol J 2021; 9 (Suppl 
8): Abstract OP152.
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8): Abstract OP494.
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OP39
Shorter disease duration is associated with better 
outcomes in patients with moderately to severely 
active Crohn’s Disease treated with risankizumab: 
Results from the phase 3 ADVANCE, MOTIVATE, 
and FORTIFY studies

L. Peyrin-Biroulet*1, J.F. Colombel2, E. Louis3, M. Ferrante4, 
S. Motoya5, R. Panaccione6, J. Torres7, R.C. Ungaro2, K. Kligys8, 
J. Kalabic9, J. Zambrano8, Y. Zhang8, G.R. D’Haens10

1University Hospital of Nancy- Lorraine University, Gastroenterology, 
Vandoeuvre, France, 2Icahn School of Medicine at Mt Sinai, 
Gastroenterology, New York, United States, 3University Hospital 
CHU of Liège, Gastroenterology, Liège, Belgium, 4University 
Hospitals Leuven, Gastroenterology, Leuven, Belgium, 5IBD Center- 
Sapporo Kosei General Hospital, Gastroenterology, Sapporo, Japan, 
6University of Calgary, Gastroenterology, Calgary, Canada, 7Hospital 
Beatriz Ângelo, Gastroenterology, Loures, Portugal, 8AbbVie 
Inc., Gastroenterology, North Chicago, United States, 9AbbVie 
Deutschland GmbH & Co. KG, Gastroenterology, Ludwigshafen, 
Germany, 10Amsterdam University Medical Centers, Gastroenterology, 
Amsterdam, The Netherlands

Background: An association between shorter disease duration and 
improved clinical efficacy has been shown in post hoc analyses of clin-
ical trial data with biological therapies in Crohn’s disease (CD). The 
efficacy and safety of risankizumab (RZB) as induction and mainten-
ance therapy have been recently reported. Here, the efficacy of RZB 
stratified by baseline CD duration is reported.

Methods: In ADVANCE (NCT03105128) and MOTIVATE 
(NCT03104413), patients with moderately to severely active CD 
received intravenous (IV) RZB induction therapy or placebo (PBO) 
for 12 weeks. Patients with clinical response to RZB IV induction 
were re-randomised in a 52-week maintenance study (FORTIFY, 
NCT03105102) to receive subcutaneous (SC) RZB or PBO (ie, with-
drawal). For this post-hoc analysis, patient subgroups were stratified 
by years of CD duration at baseline (< 2, 2–5, > 5–10, and > 10 years). 
Induction analyses focused on patients who received RZB 600 mg IV or 
PBO for 12 weeks. As all patients who entered maintenance responded 
to RZB IV induction, maintenance analyses were limited to those 
patients who responded to induction and then received RZB 360 mg 
SC for 52 weeks. Clinical and endoscopic outcomes were evaluated 
using nonresponder imputation incorporating multiple imputation to 
handle missing data due to impact of the COVID-19 pandemic. Safety 
was assessed throughout the studies.
Results: The induction and maintenance analyses included 527 
patients who received RZB 600  mg IV and 141 patients who 
received RZB 360  mg SC, respectively. At the end of induction 
(week 12), patients with CD duration of < 2 years achieved higher 
rates of endoscopic outcomes with IV RZB induction vs patients 
with longer durations of disease (Figure 1), and regardless of base-
line CD duration, greater proportions of RZB-treated patients 
achieved clinical remission (defined by stool frequency and ab-
dominal pain), endoscopic response, endoscopic remission, and 
ulcer-free endoscopy vs PBO (P ≤ .05). Clinical remission rates at 
week 12 were numerically higher in patients with CD duration of < 
5 years vs > 5 years (Figure 1). Similar results for improved clinical 
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and endoscopic outcomes associated with shorter disease duration 
were observed at week 52 with RZB 360 mg SC maintenance treat-
ment (Figure 2). RZB was well tolerated with lower rates of serious 
adverse events and serious infections vs PBO in induction, across 
CD duration subgroups.
Conclusion: RZB induction and maintenance therapy was effective and 
well tolerated with a safety profile generally similar across CD dur-
ation subgroups. Achievement of clinical and endoscopic endpoints 
were higher in patients with shorter duration of CD, suggesting that 
earlier introduction of RZB therapy may lead to improved outcomes.

OP40
Efficacy of risankizumab induction and 
maintenance therapy by baseline Crohn’s Disease 
location: Post hoc analysis of the phase 3 
ADVANCE, MOTIVATE, and FORTIFY studies

P. Bossuyt*1, F. Bresso2, M. Dubinsky3, C. Ha4, C. Siegel5, 
J. Zambrano6, K. Kligys6, J. Kalabic6, Y. Zhang6, R. Panaccione7

1Imelda General Hospital, Gastroenterology, Bonheiden, Belgium, 
2Karolinska University Hospital, Gastroenterology- Dermatology- 
and Rheumatology, Stockholm, Sweden, 3Icahn School of Medicine 
at Mount Sinai, Pediatrics, New York, United States, 4Cedars-Sinai 
Medical Center, Gastroenterology, Los Angeles, United States, 
5Dartmouth-Hitchcock Medical Center, Gastroenterology and 
Hepatology, Lebanon, United States, 6AbbVie Inc., Gastroenterology, 
North Chicago, United States, 7Cumming School of Medicine- 
University of Calgary, Gastroenterology and Hepatology, Calgary, 
Canada

Background: In Crohn’s disease (CD), disease location affects treatment 
outcomes.1 This post hoc analysis assessed the efficacy of risankizumab 
(RZB), an interleukin 23 p19 inhibitor, by disease location.
Methods: In ADVANCE (NCT03105128) and MOTIVATE 
(NCT03104413), patients with moderately to severely active CD and 
intolerance or inadequate response to conventional and/or biologic 

therapy (ADVANCE) or to biologic therapy (MOTIVATE) received 
intravenous (IV) RZB induction therapy or placebo (PBO) for 12 
weeks. Patients achieving clinical response to IV RZB induction were 
re-randomised in a maintenance study (FORTIFY, NCT03105102) 
to receive subcutaneous (SC) RZB or SC PBO (ie, withdrawal) for 
52 weeks. This post hoc analysis included patients who received RZB 
600  mg IV in either ADVANCE or MOTIVATE and patients who 
received RZB 360 mg SC in FORTIFY. Clinical and endoscopic out-
comes were evaluated in patient subgroups stratified by CD location 
at baseline (ileal only, colonic only, ileal-colonic) using non-responder 
imputation incorporating multiple imputation to handle missing data 
due to COVID-19.
Results: At week 12, significantly greater proportions of patients 
receiving RZB 600  mg IV achieved the co-primary endpoints CD 
Activity Index (CDAI) clinical remission and endoscopic response vs 
PBO in the colonic only (n = 190) and ileal-colonic (n = 252) sub-
groups (P < .001; Figure 1A–1B). At week 12, statistically higher 
proportions of RZB-treated patients achieved the composite end-
point CDAI clinical remission and endoscopic response, as well as 
endoscopic remission in the colonic only and ileal-colonic subgroups 
vs PBO (P < .001; Figure 1C–1D). At week 52, significantly greater 
proportions of patients receiving RZB 360  mg SC achieved the 
co-primary endpoints CDAI clinical remission and endoscopic re-
sponse, composite CDAI clinical remission and endoscopic response, 
and endoscopic remission vs withdrawal (PBO SC) in the colonic 
only (n = 59) and ileal-colonic (n = 67) subgroups (P ≤ .05; Figure 
2A–2D). In patients with endoscopic remission after 12 weeks of 
IV RZB (week 0 of maintenance), significantly more RZB-treated 
patients achieved sustained endoscopic remission at week 52 vs with-
drawal (PBO SC) in the colonic only and ileal-colonic subgroups (P ≤ 
.01; Figure 2E). At weeks 12 and 52, efficacy rates were numerically 
lower in ileal only CD relative to colonic only and ileal-colonic CD. 
Results for ileal only CD are limited by the small number of patients 
in the subgroup (induction, n = 85; maintenance, n = 15).
Conclusion: RZB induction and maintenance therapy was effective in 
patients with moderately to severely active CD with greater benefits 
observed in patients with any colonic involvement.

Abstract OP39
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DOP Session 1: The Arctic: Epidemiology & 
Genetics

DOP01
A multi-centre study to explore the prevalence of 
Inflammatory Bowel Disease indicators in patients 
with moderate- to- severe psoriasis: Baseline 
results from the EPIC study

B. Hayee*1, S. Ghosh2, B. Carter3, S. Bartlett4, E. Powles4, 
R. Millward4, S. Watcham4, S. Blanthorn-Hazell4, J. Crooks4, 
C. Hansell4, J. Millar5, C. Williams5, S. Migas5, J. Hajne5, R. Warren6

1King’s College Hospital NHS Foundation Trust, Gastroenterology, 
London, United Kingdom, 2Cork University Hospital, Inflammatory 
Bowel Disease and Immunopathogenesis, County Cork, Ireland, 
3King’s College London, Biostatistics and Health Informatics- 
Institute of Psychiatry- Psychology & Neuroscience, London, United 
Kingdom, 4AbbVie Ltd., Medical, Maidenhead, United Kingdom, 
5NorthWest EHealth Limited, Data Analytics, Manchester, United 
Kingdom, 6Salford Royal NHS Foundation Trust- Manchester NIHR 
BRC- University of Manchester, Dermatology, Manchester, United 
Kingdom

Background: Evidence suggests there is an increased incidence of in-
flammatory bowel disease (IBD) in the psoriasis (PsO) population. 
However prior studies may have underestimated the degree of this 
association, by not considering (pre-)clinical markers or symptoms 
of IBD (e.g. elevated faecal calprotectin [FCal] and/or IBD red flags). 
Furthermore, patients with PsO are not typically screened for IBD. 
Here we describe the prevalence of IBD indicators in patients with 
moderate-to-severe PsO.
Methods: This was a multi-centre UK study of adults (≥18 years) 
with moderate-to-severe PsO. Patients were recruited from 12 pri-
mary care practices in Greater Manchester between November 
2019 – April 2021 (in total, 983 eligible patients from an original 
cohort of 3485 were invited to participate). Retrospective review 
of primary care medical records was used to confirm a prior IBD 
diagnosis at baseline. For patients without a confirmed diagnosis, 
FCal monitoring and a bespoke questionnaire derived from vali-
dated measures of gastrointestinal (GI) symptoms and IBD red flags 
(CalproQuest IBD and Red Flag Index) were used to screen for 

IBD risk. Baseline interim data are presented as observed propor-
tions, descriptive statistics, and counts along with 95% confidence 
intervals (CI).
Results: 252 patients were included: mean age was 57 (±15 SD) years 
and 54% were female (Table 1).

Use of non-steroidal anti-inflammatory drug therapy was reported by 
15.5% of patients. In total, 64.7% (CI: 53.4−70.6%) of patients had ≥1 
indicator of IBD risk at baseline (i.e., ≥1 of: IBD diagnosis, FCal ≥50 ɥg/g 
or ≥1 IBD red flag) and 3.6% (CI: 1.7−6.7%) of patients had a confirmed 
diagnosis of IBD. At baseline, 38.1% (CI: 33.5–46.1%) of patients had 
elevated (≥50μg/g) FCal (Table 2), and 34.9% (CI: 30.2−42.6%) of 
patients reported ≥1 IBD red flag. Both elevated FCal and GI symptoms 
were observed in 26.2% (CI: 21.8−33.5%) of patients.

Figure 1 depicts the overlap between different IBD markers in this 
cohort.
Conclusion: The risk of IBD in patients with PsO may be higher than 
previously reported. While 3.6% of patients in this cohort of patients 
with moderate-to-severe PsO had a confirmed IBD diagnosis, approxi-
mately two-thirds of patients exhibited at least one indicator of IBD 
risk (FCal ≥50μg/g and/or IBD red flag[s]). This study therefore high-
lights a population for whom further investigation to confirm IBD may 
be warranted. Prospective follow-up over the next two years will report 
on the outcomes of investigations, the final diagnoses and treatments in 
the identified ‘at risk’ cohort.
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DOP02
Increasing incidence of Inflammatory Bowel 
Disease in a high prevalence country: A nationwide 
study in Finland

K. Kontola*1, P. Oksanen2,3, H. Huhtala4, A.T. Jussila2

1The Hospital District of South Ostrobothnia, Department of 
Internal Medicine, Seinäjoki, Finland, 2Tampere University Hospital, 
Department of Gastroenterology and Alimentary Tract Surgery, 
Tampere, Finland, 3Tampere University, Faculty of Medicine and 
Health Technology, Tampere, Finland, 4Tampere University, Faculty of 
Social Sciences, Tampere, Finland

Background: The burden of inflammatory bowel disease (IBD) in 
health care is high and the incidence and prevalence rates of IBD in 
Finland are among the highest in the world. Our aim was to assess the 
actual incidence and the trends of IBD in Finland during 2000–2020 
using nationwide registry-based data. We also estimated the nationwide 
prevalence of IBD in 2000 and 2020.
Methods: This study included patients to whom IBD reimbursement 
was newly attributed between January 1, 2000 and December 31, 
2021. Data were retrieved from the Social Insurance Institution of 
Finland. Incidence and prevalence rates were calculated by dividing the 
number of annual new IBD cases by the size of the population at risk 
during each calendar year.
Results: A total of 42,498 new IBD cases were identified during 
years 2000–2020; 31,372 with ulcerative colitis (UC) and 11,126 
with Crohn’s disease (CD).The crude annual incidence per 100,000 
increases in CD from 7.5 to 13.4 (IRR 1.02, CI 1.019 - 1.025) and in 
UC from 20.4 to 34.7 (IRR 1.03, CI 1.023 - 1.027) (Fig. 1). The crude 
prevalence of IBD increases from 376 to 972 per 100,000 (PRR 1.05, 
CI 1.046–1.047).Men have significantly higher incidence than women 
in UC (IRR 1.26, CI 1.228–1.284). In contrast, there is no difference 
between genders among CD patients (IRR 0.98, CI 0.95–1.02). In UC, 

the peak incidence occurs in the age group 25–29 (Fig. 2), whereas in 
CD, the incidence is highest in slightly younger patients (Fig. 3).
Figure 1. Incidence of ulcerative colitis and Crohn`s disease in Finland 
during 2000–2020

Figure 2. Annual incidence of UC by age groups during 2000–2020

Figure 3. Annual incidence of CD by age groups during 2000–2020

Abstract DOP01
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Conclusion: During the first two decades of the 21st century, the inci-
dence of UC and CD continues to increase in Finland, and almost one 
percent of the population has IBD.

DOP03
The use and efficacy of biological therapies 2010–
2020 for Inflammatory Bowel Disease in a Danish 
tertiary centre

M.D. Wewer*1, L. Arp1, S. Melek1, F. Oluf Krautwald1, I. Vind1, 
G. Pedersen1, A.M. Nielsen1, M. Kiszka-Kanowitz1, T. Boysen1, 
K. Theede1, I. Nordgaard-Lassen1, F. Bendtsen1, J. Burisch1

1Hvidovre Hospital, Gastro unit medical department, Copenhagen, 
Denmark

Background: Direct health care costs have shifted towards drug-related 
expenditures in patients with inflammatory bowel disease (IBD). 

Frequently, patients will have to switch to a second- or third-line bio-
logical therapy due to no response or loss of response. The aim of this 
study was to describe the use and efficacy of biological therapy in a 
tertiary centre during a 10-year period and investigate the need for 
surgery.
Methods: The study population consisted of all bio-naïve IBD patients 
who initiated biological therapy between January 1, 2010 and February 
19, 2020 at the Gastro unit, Hvidovre Hospital, Denmark. The elec-
tronic medical records were reviewed, and data were systematically 
registered. Failure of the biological therapy as no response and loss of 
response was defined by the need for surgery, steroid or shift in bio-
logical therapy.
Results: The study population consisted of 291 (46.9%) patients 
with ulcerative colitis (UC), 327 (52.7%) with Crohn’s disease (CD) 
and 3 with (0.5%) IBD Unclassified (IBDU), who initiated biological 
therapy with a median follow-up of 3 (IQR=2–5) years from initiation 
of therapy. The annual number of patients who initiated biological 
therapy was increasing throughout the study period.
Most patients (457, 73.6%) received one biological drug, 126 (20.3%) 
received two, and 38 (6.1%) received three or more different types of 
biological drugs during the study period. Systemic steroid was required 
in 99 patients (15.9%) and the 5-year surgery-free survival was 76.5% 
(120 patients with surgery). 302 patients (54.3%) had effect of the first 
biological therapy at one year follow-up.
In multivariate Cox-regression analyses, concurrent treatment with 
thiopurines decreased the risk of failure of the first biological therapy 
in UC patients (hazard ratio (HR) 0.745, 95% CI: 0.559–0.992) but 
not in CD patients (HR 0.969, 95% CI: 0.722–1.300). Male gender 
decreased the risk of failure (HR: 0.677, 95% CI: 0.505–0.908) while 
higher age at initiation of biological therapy increased the risk (HR: 
1.0152, 95% CI: 1.004–1.027) in CD patients. These factors had no 
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impact in UC patients. Prior surgery, disease duration and location 
were not associated with increased risk of failure of first biological 
therapy.

Conclusion: In conclusion, an increasing number of IBD patients 
received biological therapy during the 10-year period at our tertiary 
centre. A considerable part of IBD patients in biological therapy will 
require surgery, additional steroids, or second line biological therapy. 
Our findings suggest a beneficial role of thiopurine in combination with 
biological therapy. Improved identification of patients not responding 
to first line biological therapy is of great importance.

DOP04
Inflammatory Bowel Disease (IBD) and Solid Organ 
Transplantation. Natural history of pre-existing and 
de novo IBD patients. (EITOS study of GETECCU)

I. Bastón Rey*1, C. Calvino Suárez1, A.M. Luque2, B. Caballol3, 
C. Soutullo4, A. Bravo5, A. Castaño6, B. Gros7, L. Bernal8, 
M.T. Diz Lois9, H. Alonso Galán10, F. Cañete11, B. Castro12, 
P. Pérez Galindo13, C. González Muñoza14, I. El Hajra15, 
P. Martínez Montiel16, I. Alonso Abreu17, F. Mesonero18, 
M. González Vivo19, L. Peries20, E. Martín Arranz21, C. Abril22, 
I. Marín Jiménez23, R. Baltar24, M. Vicuna25, N. Moreno26, 
E. Brunet27, C. Rubín de Célix28, I. Fajardo29, N. Cruz30, 
M. Rojas Feria2, A. Fernández Clotet3, M. Gimeno4, Y. Zabana31, 

C. Suárez Ferrer21, I. Rodríguez Lago32, M. Barreiro de Acosta1; young 
GETECCU group
1Hospital Clínico Universitario de Santiago De Compostela, 
Gastroenterology Department, Santiago De Compostela, Spain, 
2Hospital Universitario Virgen del Rocío, Gastroenterology 
Department, Sevilla, Spain, 3Hospital Clinic de Barcelona, 
Gastroenterology Department, Barcelona, Spain, 4Hospital 
Universitario y Politécnico La Fe, Gastroenterology 
Department, Valencia, Spain, 5Hospital Regional Universitario 
de Málaga, Gastroenterology Department, Málaga, Spain, 
6Hospital Universitario Central de Asturias, Gastroenterology 
Department, Oviedo, Spain, 7Hospital Universitario Reina Sofía, 
Gastroenterology Department, Córdoba, Spain, 8Hospital General 
de Alicante. Instituto de Investigación Sanitaria y Biomédica de 
Alicante ISABIAL, Gastroenterology Department, Alicante, Spain, 
9Complexo Hospitalario Universitario A Coruña, Gastroenterology 
Department, A Coruña, Spain, 10Hospital Universitario Donostia 
and Biodonostia Health Research Institute, Gastroenterology 
Department, San Sebastián- Gipuzkoa, Spain, 11Hospital Universitari 
Germans Trias i Pujol. Centro de Investigación Biomédica en Red de 
Enfermedades Hepáticas y Digestivas CIBERehd, Gastroenterology 
Department, Barcelona, Spain, 12Hospital Universitario Marqués 
de Valdecilla, Gastroenterology Department, Santander, 
Spain, 13Complexo Hospitalario Universitario de Pontevedra, 
Gastroenterology Department, Pontevedra, Spain, 14Hospital 
Santa Creu i Sant Pau, Gastroenterology Department, Barcelona, 
Spain, 15Hospital Universitario Puerta de Hierro, Gastroenterology 
Department, Madrid, Spain, 16Hospital Universitario, 12 de 
Octubre, Gastroenterology Department, Madrid, Spain, 17Hospital 
Universitario de Canarias, Gastroenterology Department, 
Tenerife, Spain, 18Hospital Universitario Ramón y Cajal, 
Gastroenterology Department, Madrid, Spain, 19Hospital del Mar, 
Gastroenterology Department, Barcelona, Spain, 20Hospital Josep 
Trueta, Gastroenterology Department, Girona, Spain, 21Hospital 
Universitario La Paz, Gastroenterology Department, Madrid, Spain, 
22Hospital Clínico Universitario de Valencia, Gastroenterology 
Department, Valencia, Spain, 23Hospital General Universitario 
Gregorio Marañón, Gastroenterology Department, Madrid, Spain, 
24Hospital Universitario de Álava, Gastroenterology Department, 
Vitoria, Spain, 25Complejo Hospitalario Universitario de Navarra, 
Gastroenterology Department, Navarra, Spain, 26Hospital 
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Doctor Peset, Gastroenterology Department, Valencia, Spain, 
27Hospital Universitari Parc Taulí, Gastroenterology Department, 
Sabadell, Spain, 28Hospital Universitario de La Princesa- Instituto 
de Investigación Sanitaria Princesa IIS-IP, Gastroenterology 
Department, Madrid, Spain, 29Hospital Universitari Mútua Terrasa, 
Gastroenterology Department, Barcelona, Spain, 30Hospital 
Doctor José Molina Orosa, Gastroenterology Department, 
Lanzarote, Spain, 31Hospital Universitari Mútua Terrasa. Centro 
de Investigación Biomédica en Red de Enfermedades Hepáticas y 
Digestivas CIBERehd, Gastroenterology Department, Barcelona, 
Spain, 32Hospital Universitario de Galdakao and Biocruces 
Bizkaia Health Research Institute, Gastroenterology Department, 
Galdakao, Spain

Background: Limited data is available of the outcome of inflammatory 
bowel disease (IBD) in patients with solid organ transplantation (SOT). 
The aim of our study was to describe the natural history of pre-existing 
IBD and de novo IBD after SOT.
Methods: A retrospective, observational, multi-centre, nationwide 
study was designed. IBD patients with SOT were included. We identi-
fied two separate cohorts: (1) patients with pre-existing IBD at the time 
of SOT and (2) patients without IBD at the time of SOT (de novo IBD). 
The primary outcome was IBD progression, defined by the escalation 
of medical treatment, surgical therapy for medically refractory IBD or 
IBD-related hospitalization during follow-up. Risk factors were identi-
fied using multivariate Cox proportional hazard analysis.
Results: A total of 177 patients (106 pre-existing IBD and 71 de novo 
IBD) from 31 centres were included. Baseline characteristics are shown 
in Table 1. Eighty-six patients with IBD and SOT underwent liver trans-
plantation, while 82 required renal, 4 lung, 3 heart, 1 liver/kidney and 
1 pancreas/kidney transplantation.

Pre-existing IBD patients were followed-up over a median of 4.8 years 
(range 2.6–9.4). At the time of SOT, 61 patients (59.8%) were not 
under maintenance treatment or were treated with 5-aminosalicylates, 
10 (9.8%) were on immunosuppressive therapy and 31 (30.4%) were 
receiving biological agents, of which 8 were on combo therapy. At the 
moment of SOT, only 8 patients (7.5%) had moderate IBD activity 
whereas the remaining patients were in remission. During follow-up 
33.7% of patients with pre-existing IBD had disease progression, with 
a median time between SOT and IBD progression of 2.2 years (range 
1.3–4.6). No differences between Crohn´s disease and ulcerative colitis 
were found (Figure 1).
The median time of follow-up in de novo IBD group was 5.1  years 
(range 2.1–8.2). In this cohort, 55.9% of patients had disease pro-
gression during follow-up (Figure 2), with a median time to flare of 
1.9 years (range 0.8–3.9) from diagnosis.
In pre-existing IBD cohort, multivariate Cox-regression analysis iden-
tified active IBD at the time of SOT (HR=1.80; 95%CI: 1.14–2.84; 
p=0.012) and the presence of extraintestinal manifestations (HR=3.10; 
95%CI: 1.47–6.54; p=0.003) as predictive factors of IBD progression 
after SOT.
Conclusion: One third of patients with pre-existing IBD have disease 
progression, needing medical therapy escalation, surgery or hospital-
ization after SOT. Active IBD at the time of SOT and the presence of 
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extraintestinal manifestations were identified as risk factors for disease 
progression. In de novo IBD cohort, about half of patients showed 
disease progression during follow-up.

DOP05
Morbid obesity, a new susceptibility factor for 
developing Inflammatory Bowel Disease. Results 
of a population-based study

F.C. Canete Pizarro*1, E. Vela2, M. Calafat1, M. Clèries2, M. Mañosa1, 
E. Domènech1

1Germans Trias i Pujol University Hospital and CIBEREHD, 
Gastroenterology, Badalona, Spain, 2Servei Català de la Salut- 
Generalitat de Catalunya, Unitat d’Informació i Coneixement, 
Barcelona, Spain

Background: Some genetic polymorphisms (present in less than 30% 
of patients) and environmental factors, such as tobacco exposure, have 
been identified to increase the susceptibility for developing inflamma-
tory bowel disease (IBD), but it is suspected that there may be other 
still unknown environmental or epidemiological factors. In this sense, 
some studies suggested an increased incidence of IBD in individuals 
undergoing bariatric surgery (BS) for morbid obesity (MO). We aimed 
to assess whether BS or MO are associated with an increased risk of 
developing IBD.
Methods: All individuals resident in Catalonia (7.7 million inhab-
itants in 2021)  with a diagnosis of obesity or MO within the 
period 2005–2020 were identified from the Catalan Public Health 
System Database. Children under the age of 18 and those diag-
nosed with IBD prior to the diagnosis of obesity or MO were 
excluded. Individuals BS and those with a new diagnosis of IBD 
were identified, and the likelihood of developing IBD was ana-
lyzed by Kaplan-Meier survival analysis. A Cox regression multi-
variable analysis was performed to assess independent risk factors 
for the development of IBD, Crohn’s disease (CD) and ulcerative 
colitis (UC).
Results: Three cohorts were identified: 94,473 individuals with 
MO; 1,009,256 with obesity; and 14,698 who underwent BS dur-
ing the study period. A total of 4,277 new diagnoses of IBD were 
identified, of which 78 among individuals who underwent BS prior 
to IBD diagnosis (0.84 cases per 1000 person-years), 409 among 
individuals with OM but without BS (0.90 cases per 1000 person-
years), and 3,790 in obese individuals (0.60 cases per 1000 person-
years). The likelihood of developing IBD was significantly higher 
in patients with MO as compared with obese patients (HR 1.46; 
95%CI 1.32–1.62). These differences were maintained when the 
likelihood of developing CD or UC were assessed separately. In the 
multivariable logistic regression analysis, MO (HR 1,68; CI95% 
1.41–1.99), female gender (HR 1.17; 95%CI 1.05–1.31) and active 
smoking (HR 1.62; 95%CI 1.43–1.84) were associated with an 
increased risk of CD. In UC, MO (HR 1,36; 95%CI 1.19–1.55) 
and BS (HR 2.62; 95%CI 1.34–2.11) were independent risk factors, 
whereas female gender (HR 0.86; 95%CI 0.79–0.93) was an inde-
pendent protective factor.
Conclusion: MO is an independent risk factor for the development of 
IBD, for both CD and UC, whereas BS seems to increase the risk only 
for UC.

DOP06
Antibiotics as a risk factor for older onset IBD: 
A population-based cohort study

A. Faye*1, K. Allin2, A. Iversen2, M. Agrawal3, J. Faith4, 
J.F. Colombel3, T. Jess2

1NYU Langone Health, Medicine, New York City, United States, 
2Aalborg University, Medicine, Copenhagen, Denmark, 3Icahn 
School of Medicine- Mount Sinai Hospital, Medicine, New York 
City, United States, 4Icahn School of Medicine- Mount Sinai 
Hospital, Genetics and Genomics Science, New York City, United 
States

Background: Older adults are the fastest growing subpopulation of 
patients with IBD, with approximately 15% diagnosed after 60 years-
of-age. Moreover, environmental exposures are thought to play a sig-
nificant role in the development of older-onset IBD, given the lower 
genetic risk. Antibiotics have been associated with development of IBD 
in earlier generations, but the impact on IBD risk in older adults is 
uncertain. In this population-based cohort study, we assessed the im-
pact of cumulative antibiotic use, the timing of antibiotic use, and the 
association between specific antibiotic classes and the development of 
older-onset IBD.
Methods: Using Denmark nationwide registries, a cohort of residents 
≥60  years-of-age was established between 2000–2018. Information 
on exposure to antibiotics was retrieved from the Danish National 
Prescription Register. The number of courses of antibiotics (overall 
and specific classes) was considered a time-varying variable. The 
outcome, IBD, was identified based on ICD-10 codes in the Danish 
National Patient Register. Incidence rate ratios (IRRs) for IBD accord-
ing to antibiotic use 1 to 5 years prior to IBD diagnosis were calcu-
lated by log-linear Poisson regression, and adjusted for age, sex, and 
calendar period.
Results: There were a total of 2,327,796 individuals aged 60 to 
90  years included in the cohort, resulting in 22,670,484 person-
years of follow-up. There were 10,773 new cases of ulcerative col-
itis (UC) and 3,825 new cases of Crohn’s disease (CD). Overall, any 
antibiotic use was associated with an IRR for the development of 
IBD (IRR 1.64, 95%CI 1.58–1.71), with a positive dose response 
observed (1 course of antibiotics IRR 1.27 95%CI 1.21–1.33; 2 
courses IRR 1.54 95%CI 1.46–1.63; 3 courses IRR 1.66 95%CI 
1.67–1.77; 4 courses IRR 1.96 95%CI 1.83–2.09; 5+ courses 
IRR 2.35, 95%CI 2.24–2.47). A  higher IRR was noted between 
the timeframe of 1–2  years before diagnosis (IRR 1.87, 95%CI 
1.79–1.94) as compared to 2–5 years before diagnosis (IRR 1.42, 
95%CI 1.36–1.48). Additionally, all antibiotic classes were associ-
ated with the development of IBD, including those not used to treat 
gastrointestinal infections. Antibiotics with the highest IRR were 
fluoroquinolones (IRR 2.27, 95%CI 2.08–2.48), nitroimidazoles 
(IRR 2.21, 95%CI 1.95–2.50), and macrolides (IRR 1.74, 95%CI 
1.64–1.84). All results remained statistically significant when strat-
ifying by UC and CD, with effect estimates slightly higher for CD 
as compared to UC.
Conclusion: Use of antibiotics, regardless of class studied, was associ-
ated with an increased risk of older-onset IBD. This risk was highest 
one to two years prior to diagnosis, but persisted even prior to that, 
suggesting a link between overall antibiotic use and development of 
older-onset IBD.
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DOP07
Chronic abdominal pain in IBD patients in 
remission: Real-world data on contributing  
factors

A. Rezazadeh Ardabili*1,2, L.M. Janssen1,2, M.J.L. Romberg-
Camps3, D. Keszthelyi1,2, D.M.A.E. Jonkers1,2, A.A. van Bodegraven3, 
M.J. Pierik1,2, Z. Mujagic1,2

1Department of Internal Medicine- Division of Gastroenterology 
and Hepatology, Maastricht University Medical Center+, Maastricht, 
The Netherlands, 2School for Nutrition and Translational Research 
in Metabolism NUTRIM, Maastricht University Medical Center+, 
Maastricht, The Netherlands, 3Department of Gastroenterology- 
Geriatrics- Internal and Intensive Care Medicine Co-MIK, 
Zuyderland Medical Centre, Heerlen-Sittard-Geleen, The 
Netherlands

Background: Chronic abdominal pain is highly prevalent in IBD 
patients in remission. The aetiology is incompletely understood, 
although persistent histologic inflammation, post-inflamma-
tory visceral hypersensitivity, and altered gut-brain interaction 
are believed to contribute. Data on the characteristics of IBD 
patients suffering from chronic abdominal pain are sparse, yet 
essential for the identification of treatment targets. We investi-
gated clinical, lifestyle and psychosocial factors associated with 
chronic abdominal pain in a real-world cohort of IBD patients 
in remission.
Methods: A prospective multicentre study was performed enrolling 
consecutive IBD patients, between Jan 1, 2020 and Jul 1, 2021, 
using myIBDcoach, an established remote monitoring platform for 
IBD. Patient reported outcome measures on disease activity, life-
style and psychosocial factors (i.e. depressive symptoms, anxiety, 
stress, and life events) were assessed in three-monthly intervals. 
Chronic abdominal pain in IBD in remission (IBDremissionPain+) 
was defined as an abdominal pain score ≥3 (1–10 numeric rat-
ing scale (NRS)) at ≥1/3 of all assessments combined with faecal 
calprotectin <150  μg/g in 90  days around periodic assessments. 
Multivariable logistic regression, adjusting for relevant confound-
ers, was performed to identify risk factors for IBDremissionPain+ 
compared to patients in remission without chronic abdominal pain 
(IBDremissionPain-).
Results: In total, 559 patients were followed prospectively, of which 
429 (76.7%) were in biochemical remission. Of these, 198 (46.2%) 
fulfilled the criteria for chronic abdominal pain. IBDremissionPain+ 
patients were characterized by female sex, higher BMI, and shorter 
disease duration compared to IBDremissionPain- (Table 1). 
IBDremissionPain+ patients reported significantly higher levels of 
stress, fatigue, depressive and anxiety symptoms, and occurrence of life 
events (Table 2). On multivariable logistic regression, female sex (aOR 
2.58), shorter disease duration (<10years, aOR 2.31), higher BMI 
(aOR 1.06), higher levels of stress (aOR 1.19), fatigue (aOR 4.73), and 
life events (aOR 1.65) were all significantly associated with chronic 
abdominal pain (Table 3). The univariable association between pain 
and anxiety and depressive symptoms was modulated by stress in the 
multivariable analysis.
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Conclusion: In this real-world population of IBD patients in remission, 
46.2% experience chronic abdominal pain, characterized by female 
sex, shorter disease duration, higher BMI, fatigue and psychosocial 
factors. The gut-brain interaction in this population is represented by 
higher levels of depressive and anxiety symptoms, but the relation to 
abdominal pain is potentially modulated through increased levels of 
perceived stress.

DOP08
Transcriptional signatures of blood derived 
immune cells associated with disease location-
based heterogeneity in IBD

P. Sudhakar*1, B. Verstockt1,2, J. Cremer3, S. Verstockt1, J. Sabino1,2, 
M. Ferrante1,2, S. Vermeire1,2

1KU Leuven, Department of Chronic Diseases- Metabolism and 
Ageing - TARGID, Leuven, Belgium, 2University Hospitals Leuven, 
Department of Gastroenterology and Hepatology- KU Leuven, 
Leuven, Belgium, 3KU Leuven, Department of Microbiology 
and Immunology- Laboratory of Clinical Immunology, Leuven, 
Belgium

Background: Disease location is a prominent axis of heterogeneity 
in Inflammatory Bowel Disease (IBD) with many implications. Using 
genome-wide profiling of the transcriptome of monocytes and CD4+ T 
cells isolated and purified from whole blood, we aimed to identify mo-
lecular signatures and mechanisms associated with different locations 
among IBD patients.
Methods: Blood was collected from 125 IBD patients (87 CD, 38 UC) 
with endoscopy-proven active disease (presence of ulcerations). Cell 
separation and fluorescence activated cell sorting were performed to 
separate the monocyte and CD4+ T cell fractions, from which RNA 
was subsequently isolated and sequenced (Illumina HiSeq 4000NGS). 
We used different supervised and unsupervised approaches (differen-
tial expression, pathway based data integration, latent factor based 
models, regularized generalized canonical correlation analysis and 
co-expression networks) to interpret the differences in the gene ex-
pression datasets of monocytes and CD4+ T cells from patients with 
different disease locations (Montreal classification). Functional en-
richment analysis was performed using the ReactomePA package. 
Regulatory relationships and therapeutic relevance information were 
retrieved from the ChEA3 and the OpenTargets resources respect-
ively. Comparison with single-cell and bulk-derived gene expression 
signatures from other auto-immune diseases were performed using 
the ADEX resource.
Results: Highly variant disease-location (DL)-associated genes (FDR 
<= 0.1) in monocytes and CD4+ T cells were identified using la-
tent factor based unsupervised models. These genes were known 
to be involved in IBD pathogenesis and/or intestinal inflamma-
tion. Additional supervised analysis revealed significant differ-
ences in CD4+ T cells between ileal CD patients and UC patients. 
RAF-independent MAPK-activation pathway and FOXO-mediated 
transcriptional pathway (downregulated in UC patients) were 
over-represented (FDR <= 0.05) among the features distinguishing 
ileal CD and UC patients based on signature sets derived from the 
above-mentioned multiple approaches. Of note was the finding that 

12.5% of the DL associated co-expression modules were also anno-
tated as IBD drug targets. Based on gene expression signature from 
bulk and single-cell sources, the DL associated genes were found to 
be active in many other auto-immune diseases such as rheumatoid 
arthritis, systemic sclerosis, Sjögren’s syndrome, type 1 diabetes and 
Systemic lupus erythematosus, suggesting their role in mediating 
immune malfunctions.
Conclusion: We identified signaling pathways and transcription factors 
which could drive the expression differences observed in the circulating 
immune cells between ileal CD and UC patients.

DOP09
Phenotypic and genetic determinants of 
medication response in patients in the UK IBD 
BioResource

Q. Zhang*1, L. Fachal1, R. Shawky2, C. Lamb3,4, M. Parkes2,5,6, 
C. Anderson1, T. Raine1,6

1Wellcome Trust Sanger Institute, Human Genetics, Cambridge, 
United Kingdom, 2Cambridge University Hospitals NHS Foundation 
Trust, IBD BioResource- NIHR BioResource, Cambridge, United 
Kingdom, 3Translational and Clinical Research Institute, Faculty of 
Medical Sciences, Newcastle, United Kingdom, 4Newcastle upon Tyne 
Hospitals NHS Foundation Trust, Department of Gastroenterology, 
Newcastle, United Kingdom, 5University of Cambridge, Division 
of Gastroenterology and Hepatology- Department of Medicine, 
Cambridge, United Kingdom, 6Cambridge University Hospitals NHS 
Foundation Trust, Department of Gastroenterology, Cambridge, 
United Kingdom

Background: Inflammatory bowel disease (IBD) exhibits heterogen-
eity at genetic, phenotypic, and therapeutic levels [1]. Although several 
studies have investigated genetic effects on IBD subtypes and drug ad-
verse events [2,3], few have comprehensively explored the phenotypic 
and genetic determinants of IBD drug efficacy in a sufficiently powered 
cohort.
Methods: We used data from 32,199 patients in the UK IBD 
BioResource to investigate the effects of clinical phenotypes and demo-
graphics on drug efficacy and combined this with genome-wide genetic 
data for a subset of 11,536 individuals (Table 1). Drug efficacy was 
defined using a combination of clinician reported efficacy and persist-
ence on drug without treatment escalation. Anti-TNF, thiopurine, ster-
oids, and mesalazine were explored. We estimated phenotypic effects 
on drug efficacy using multivariable logistic regression and the genetic 
effects by genome-wide logistic regression. To explore whether drug 
efficacy and IBD disease susceptibility share a genetic basis, we esti-
mated the proportion of variance in drug efficacy explained by known 
IBD risk variants [4]. Associations with Bonferroni corrected P-values 
< 0.05 were defined as statistically significant in phenotypic analyses 
and a genome-wide significance threshold of P=5x10-8 was adopted for 
genetic analyses.
Results: Drug efficacy was generally lower in patients with Crohn’s 
disease (CD) compared to those with other subtypes (OR ranges 
from 0.40 to 0.79), but anti-TNF showed a higher efficacy rate 
(OR = 1.21) in CD patients. Increasing age at diagnosis was associ-
ated with evidence of increased efficacy of thiopurine and mesalazine 
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(Table 2). We found evidence of a genetic contribution to variation 
in drug efficacy for most drugs studied. However, known IBD risk 
variants showed little contribution (Figure 1). Using genome-wide 
association testing, we identified three loci showing a significant as-
sociation with drug efficacy; two were related to steroid response 
and one to thiopurines (Table 3). None of these was an IBD disease 
susceptibility locus (P > 0.05).
Conclusion: Using a large, well-characterised cohort we found 
both genetic and phenotypic determinants of drug efficacy. Three 
loci were reported to be associated with drug efficacy in the first 
phase of the genetic analysis; at least 4,200 extra genotyped sam-
ples will be included before the ECCO meeting, thus increasing 
the power to detect additional loci. Our results suggest the genetic 
causes of drug efficacy and disease susceptibility are largely inde-
pendent. These findings may provide opportunities for exploring 
the biology of drug efficacy and improving medication prioritiza-
tion in IBD patients.
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DOP Session 2: The Pacific: Imaging in IBD

DOP10
Intestinal Ultrasound at IBD diagnosis predicts major 
disease events – A Copenhagen IBD cohort study

G.R. Madsen*1, M. Attauabi2, R. Wilkens1, J.F.K.F. Ilvemark2, 
K. Theede1, J.T. Bjerrum2, M. Dorn-Rasmussen3, S. Jansson3, 
A.V. Wewer3, F. Bendtsen1, J.B. Seidelin2, T. Boysen1, J. Burisch1

1Hvidovre Hospital - University of Copenhagen, Gastrounit - Medical div-
ision, Hvidovre, Denmark, 2Herlev University Hospital, Department of 
Gastroenterology and Hepatology, Herlev, Denmark, 3Hvidovre Hospital - 
University of Copenhagen, The Paediatric Department, Hvidovre, Denmark

Background: The disease course of inflammatory bowel disease (IBD) 
is heterogeneous and highly unpredictable. Intestinal Ultrasound (IUS) 
is a non-invasive modality capable of assessing disease activity in IBD. 
IUS is reliable, patient-friendly, and allows frequent monitoring of 
disease activity. However, the evidence for IUS as a predictor of disease 
course is still limited. Here we present novel data on the predictive 
value of IUS performed at the time of IBD diagnosis.
Methods: Patients with new-onset IBD are currently being included in 
the ongoing multicentre prospective inception cohort study, the IBD 
Prognosis Study. During the first five years following diagnosis, patients 
undergo regular clinical, biochemical, endoscopic, and imaging assess-
ments. IBD treatment and disease events are prospectively recorded. IUS 
is performed at diagnosis, after three months, and hereafter annually. 
Patients with proctitis do not undergo assessment with IUS. The newly 
developed IUS score, the International Bowel Ultrasound Segmental 
Activity Score (IBUS-SAS), is calculated for the most inflamed segment, 
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with a high score indicating severe disease activity. The score incor-
porates bowel wall thickness (BWT), bowel wall stratification, colour 
Doppler signal, and inflammatory fat. In this abstract, we report our 
preliminary results after including patients for six months.
Results: IBUS-SAS at diagnosis was available in 60 patients. 32 patients 
were diagnosed with Crohn’s disease (ilieal: 7, colonic: 19, ileocolonic: 
6) and 28 patients were diagnosed with ulcerative colitis (UC) or un-
classified IBD (proctitis: 1, left-sided colitis: 8, extensive colitis: 19). The 
mean IBUS-SAS at diagnosis was 51.1, with a mean BWT of 5.2 mm. 
Major clinical outcomes were initiation of biologic therapy, n=12 
(20.0%), IBD-related bowel resection, n=5 (8.3%), IBD-related hos-
pitalisation, n=19 (31.7%). The mean IBUS-SAS at diagnosis was 66.2 
among patients with the combined endpoint of any of these disease 
outcomes during follow-up vs. 34.7 for no major outcomes (p<0.001), 
see Figure 1. Additionally, we found that all patients with an IBUS-
SAS above 80 at diagnosis had been hospitalised and started on sys-
temic steroids. So far, 20 patients had an IUS follow-up scan after three 
months showing a mean IBUS-SAS reduction by 17.0 points (p=0.008).

Conclusion: We present data on the predictive value of early IUS in 
new-onset IBD. IUS activity at diagnosis of IBD seems to have the cap-
ability to predict short term disease outcome. At diagnosis, high IBUS-
SAS is associated with major disease events such as starting biological 
therapy, IBD-related bowel resection, and IBD-related hospitalisation. 
Furthermore, response to treatment is reflected by a decrease in IBUS-
SAS after three months.

DOP11
Early intestinal ultrasound predicts endoscopic 
response to anti-inflammatory treatment and 
shows drug-specific response to biologicals and 
tofacitinib in Ulcerative Colitis

F. de Voogd*1, S. Bots1, E. Van Wassenaer2, M. De Jong1, M. Pruijt1, 
M. Löwenberg1, G. D’Haens1, K. Gecse1

1Amsterdam University Medical Center, Gastroenterology and 
Hepatology, Amsterdam, The Netherlands, 2Emma Children’s Hospital- 
Amsterdam University Medical Center, Pediatric Gastroenterology, 
Amsterdam, The Netherlands

Background: Objective evaluation of treatment response is the gold 
standard in ulcerative colitis (UC). In this setting, intestinal ultrasound 
(IUS) is a non-invasive alternative to endoscopy. Recent studies showed 
change in IUS parameters after treatment initiation but studies with an 
endoscopic reference standard are scarce. The aim of this study was to 
evaluate early change of IUS parameters and determine cut-off values 
for endoscopic endpoints in UC patients starting anti-inflammatory 
treatment.
Methods: In this longitudinal prospective study consecutive 
patients with moderate-severe UC (baseline endoscopic Mayo score 
(EMS)≥2) starting an anti-inflammatory treatment were included. 
Clinical scores, biochemical parameters and IUS parameters were 
collected at baseline, after 2 (T1), 6 (T2) and 8–26 weeks (T3) 
around time of the second sigmoidoscopy/colonoscopy. IUS param-
eters were measured as previously established1. Endoscopic remis-
sion (ER) and mucosal healing (MH) were evaluated in the sigmoid 
and defined as EMS=0 and EMS≤1, respectively. The ultrasonogra-
phist and endoscopist were blinded for the outcomes of endoscopy 
and IUS, respectively.
Results: 51 consecutive patients were included (Table 1) of whom 
31 underwent a second endoscopy (MH: n=15 (45%), ER: n=9 
(27%)). Two additional patients underwent colectomy and were 
considered non-responders. 18 patients did not undergo second 
endoscopy due to the COVID-19 pandemic (n=2), refusal (n=5), 
loss to follow-up (n=1) or treatment escalation because of clinical 
deterioration confirmed by IUS and biomarkers before second en-
doscopy was performed (n=10). Bowel wall thickness (BWT) was 
significantly lower from T2 onwards in patients reaching MH 
(p=0.026) and ER (p=0.002) at T3 (Fig 1). A  significant decrease 
in BWT was already visible at T1 in patients receiving infliximab 
(p=0.001) or tofacitinib (p=0.007), but not in patients treated with 
vedolizumab (p=0.11) (Fig 2). Most accurate BWT cut-off values at 
T3 to determine MH and ER were 3.52 mm (AUROC: 0.95, 95% 
CI: 0.86–1.00, p<0.0001, sens: 91%, spec: 91%) and 2.98  mm 
(AUROC: 0.94, 95% CI: 0.85–1.00, p=0.001, sens: 87%, spec: 
100%), respectively. Other IUS parameters at T3 did not improve 
association with MH or ER. IUS parameters at T2 that predict MH 
and ER are demonstrated in Table 2.

Table 1
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Fig 1

Fig 2
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Table 2

Conclusion: BWT and Colour Doppler Signal 6 weeks after start of 
treatment are associated with and could predict MH and ER. In add-
ition, treatment response patterns at IUS are drug-specific. Furthermore, 
we have provided accurate BWT cut-off values for endoscopic out-
comes. In a point-of-care setting, (early) treatment evaluation with IUS 
could guide treatment decision in UC in order to optimize treatment 
response.

Reference

1. Bots et al, JCC, 2021

DOP12
Non-invasive assessment of intestinal 
inflammatory activity in Ulcerative Colitis by 
Multispectral Optoacoustic Tomography (MSOT)

D. Klett*1, D. Jesper1, F. Vitali1, A. Federle1, R. Atreya1, D. Strobel1, 
M. Leppkes1, C. Neufert1, T. Rath1, M.F. Neurath1,  
M.J. Waldner1

1University Hospital Erlangen-Nuremberg, Department of Medicine I, 
Erlangen, Germany

Background: In order to guide therapy in Ulcerative Colitis (UC), 
repeated determination of intestinal inflammatory activity is essen-
tial. Endoscopy is the standard procedure to assess inflammation 
in UC. However innovative methods for non-invasive, uncompli-
cated and risk free estimation of inflammatory activity are needed 
as bowel preparation, patients discomfort and risk of procedural 
complications limit the (frequent) use of colonoscopy. Multispectral 
optoacoustic tomography (MSOT) is a promising new method to 
measure inflammation in UC. Using short and harmless impulses of 
NIR-lasers, it allows for determination of a specific hemoglobin-sig-
nal in the bowel-wall and therefore inflammatory activity in affected 
bowel segments. However, its informative value in UC has not been 
evaluated so far.
Methods: In 34 patients with confirmed UC, clinical activity parameters 
(e.g. clinical Mayo-Subscore, B-mode-sonography, C-reactive protein, 
white blood count) were collected and MSOT of the sigmoid was per-
formed within 2 weeks before/after endoscopy. For MSOT, a commer-
cially available clinical MSOT-system (Acuity Echo, iThera Medical, 
Munich) was used with sequential analysis of collected data on an ex-
ternal desktop PC. Finally, clinical data, ultrasound findings (Limberg) 
and MSOT-parameters (single wavelenghts 760 nm, 800 nm, 900 nm; 

multispectral signals hb, hbO2, hbT) were correlated with endoscopic 
findings (Mayo endoscopic Subscore, MES).
Results: We found strong and significant correlation between MES 
and MSOT parameters 800 nm (Spearman r = 0,6599; p < 0,0001) 
and HbO2 (Spearman r = 0,6695; p < 0,0001), superior to sono-
graphic evaluation of the inflammatory activity in affected bowel 
segments (Spearman r  =  0,4914; p  =  0,0023). Simultaneously 
these MSOT parameters demonstrated excellent sensitivity and 
specifity in distinguishing moderately to highly active (MES 
2,3) from inactive and mild disease (MES 0,1) (800nm: AUROC 
0,9063 (p < 0,0001); sensitivity  =  93,75 %, specificity  =  88,89 
%; HbO2: AUROC 0,9063 (p < 0,0001); sensitivity  =  100 %, 
specificity = 88,89 %).
Conclusion: MSOT is a promising approach to non-invasively assess 
intestinal inflammation in UC and therefore monitor anti-inflamma-
tory therapy in these patients. Further studies are required to validate 
these findings.

DOP13
The Arborisation index: An MRI-based measure of 
mesenteric hyperaemia in Crohn’s Disease

I. Naim*1,2, A.M. Darie1,2, C. Hoad2,3, P. Gowland2,3, G.W. Moran1,2

1University of Nottingham, School of Medicine, Nottingham, United 
Kingdom, 2Nottingham University Hospitals NHS Trust and University 
of Nottingham, National Institute of Health Research- Nottingham 
Biomedical Research Centre, Nottingham, United Kingdom, 3University 
of Nottingham, School of Physics and Astronomy, Nottingham, United 
Kingdom

Background: Robust and sensitive therapeutic targets are key in ef-
fective management of Inflammatory Bowel Disease1. Mesenteric 
hyperaemia is a recognized sign of active disease and in cross-sectional 
image is described as the comb sign. Although it is subjectively 
described, no automated quantitative MRI-based measures have been 
developed.
We aim to develop an automated methodology using contrast-less time 
of flight (TOF) Magnetic resonance angiography (MRA).
Methods: A MATLAB algorithm was developed to track the vessels 
on a 3D maximum intensity projection of a TOF MRA data set and 
calculate an arborization Index which is the number of branching 
points in the intrabdominal vessels (figure 1). 2D TOF scans were 
acquired in the transverse plane between the top of the hip joint 
and L4 vertebra using a 3T Ingenia Wide bore scanner (Philips, The 
Netherlands). The primary outcome was a comparison of the ar-
borization index between Crohn’s disease (CD) and healthy volun-
teers (HV) groups. A  planned sub-analysis was undertaken across 
CD and HV matched for BMI to investigate the effect of visceral 
fat on the arborization index. Repeated measures were undertaken 
to evaluate the variability of the quantification method. No con-
trast agents were used for the TOF MRA scans. Biological variations 
within each group and test-retest repeatability were assessed using 
the coefficient of variation (CV). Statistical analysis with unpaired, 
two-tailed t-tests were conducted and differences were considered 
significant when the p-value ≤0.05. All absolute values are presented 
as mean ±standard deviation (SD).
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Results: In this prospective pilot study, 7 CD patients (C-Reactive 
Protein=5.2±6.1 mg/L, Faecal Calprotectin 611±981μg/g, BMI=23±3 kg/
m2) and 15 HVs (BMI=29±7 kg/m2) were recruited. Patients showed a 
significantly higher arborization index when compared to HVs (mean 
arborization in HV=94±21 and CD=139±26; p-value=0.002). The 
difference in arborization index persisted in a sub-analysis of 7 HVs 
(BMI=24±2 kg/m2) and 7 CD patients (mean arborization in matched 
HVs=101±22 vs mean index in CD=139±26; p=0.01) (Figure 2). The CV 
was 23% for HVs and 18% for CD indicating biological variation. Test-
retest variability calculated from multiple TOF scans of the same subjects 
gave a mean CV of 6±5% for both groups combined.

Conclusion: Our preliminary data suggest that the arborization index 
may be a useful measure of hypervascularity and hence intestinal inflam-
mation in Inflammatory Bowel Disease. Further validation to standard 
disease activity measures is needed across larger cohorts to better inves-
tigate the utility of this potential biomarker as a non-invasive measure 
of disease activity and its reversibility to IBD therapies.

Reference

1.Turner,D.,et al.Gastro.2021;160(5):1570–1583.

DOP14
Validation of a new OPtical diagnosis Training 
platform to Improve dysplasia Characterisation 
in Inflammatory Bowel Disease (OPTIC-IBD): 
A multicentre randomised controlled study

M. Iacucci1,2, R.J.M. Ingram*1,2, A. Bazarova3, R. Cannatelli4, 
N. Labarile5, O.M. Nardone6, T.L. Parigi1,7, K. Siau8, S.C.L. Smith1, 

J.G.P. Ferraz2, R. Kiesslich9, R. Panaccione2, A. Parra-Blanco10, 
G.E. Tontini11,12, T. Uraoka13, S. Ghosh14; OPTIC-IBD Study Group
1University of Birmingham, Institute of Immunology and Immunotherapy, 
Birmingham, United Kingdom, 2University of Calgary, Cumming 
School of Medicine, Calgary, Canada, 3University of Cologne, Institute 
for Biological Physics, Köln, Germany, 4University of Milan ASST 
Fatebenefratelli Sacco, Department of Biochemical and Clinical Sciences 
‘L Sacco’, Milano, Italy, 5National Institute of Research ‘Saverio De 
Bellis’, Section of Gastroenterology, Castellana Grotte, Italy, 6School of 
Medicine Federico II of Naples, Gastroenterology Unit- Department 
of Clinical Medicine and Surgery, Napoli, Italy, 7Humanitas University, 
Department of Biomedical Sciences, Milano, Italy, 8Royal Cornwall 
Hospitals NHS Trust, Department of Gastroenterology, Truro, United 
Kingdom, 9Helios Horst-Schmidt-Kliniken Hospital, Division of 
Gastroenterology, Wiesbaden, Germany, 10Nottingham University 
Hospitals NHS Trust, Department of Gastroenterology, Nottingham, 
United Kingdom, 11University of Milan, Department of Pathophysiology 
and Organ Transplantation, Milano, Italy, 12Fondazione IRCCS Cà 
Granda Ospedale Maggiore Policlinico, Gastroenterology and Digestive 
Endoscopy Unit, Milano, Italy, 13Gunma University Graduate School of 
Medicine, Department of Gastroenterology and Hepatology, Maebashi, 
Japan, 14University College Cork, APC Microbiome Ireland, Cork, Ireland

Background: Inflammatory bowel disease (IBD) increases colorectal 
cancer risk. To mitigate this patients undergo endoscopic surveillance 
to detect dysplasia. However, chronic inflammation alters mucosal 
and vascular colonic architecture, complicating lesion recognition. 
Endoscopic advances enhance our ability to accurately characterise 
these lesions. But training on optical diagnosis of dysplastic lesions 
in IBD is not widely available. We aim to fill this gap by developing 
and validating the new OPTIC-IBD online training platform (Figure 1, 
NCT04924543, funding GutsUK TRN2019-03).
Methods: 
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We designed an interactive, self-directed, multi-modality learn-
ing module. This includes surveillance principles, optical diagnosis 
methods, characterisation approach, classifications (SCENIC, Kudo, 
FACILE1), examples and self-assessments. We invited participants from 
Canada, Italy and the UK, including novice (<100 lifetime colonosco-
pies), intermediate and experienced endoscopists (≥1000). Assessments 
comprised 24 short endoscopic videos of IBD colonic lesions, divided 
into 8 non-dysplastic (hyperplastic, inflammatory, sessile serrated lesion 
[SSL]) and 16 dysplastic lesions (SSL-D, low grade and high grade dys-
plasia, cancer). Participants classified lesions, predicted histology and 
rated their confidence. All participants completed online training and 
feedback. The videos were repeated in a random order after ≥7 days. 
Participants were then randomised 1:1 to get feedback and extra train-
ing. All had a final assessment at 60 days with prior/new videos and 
similar case mix. We report diagnostic performance for dysplasia, inter-
rater reliability and rater confidence.
Results: We present a planned interim analysis of 77 participants after pre- 
and post-course assessments (Table 1). Diagnostic accuracy improved 
(primary endpoint: 44.5 to 54.0%, P<0.0001), particularly for novice 
and intermediate endoscopists. Sensitivity for dysplasia increased (50.3 
to 59.1%) in line with prior experience. Specificity and accuracy were 
most improved for high confidence diagnoses (44.9 to 70.3% and 55.0 
to 64.6%). In multilevel logistic regression, training was associated 
with correct diagnoses for high confidence (OR 1.40, 1.13–1.77) but 
not low confidence ratings (OR 1.09, 0.96–1.25). Training improved  
precision between participants (Table 2) and their confidence (Table 3).

Conclusion: The OPTIC-IBD training module improved participants’ ac-
curacy, precision and confidence in optical diagnosis of dysplasia. Next, we 
will study the training approaches and classification systems that can best be 
adopted by non-experts and trainees. Our refined training platform will be 
made available to improve quality of endoscopic care for people with IBD.

Reference

1. Iacucci et al Endoscopy 2019;51(2):133

DOP15
Fluorescent labelled vedolizumab for real-
time visualization and quantification of local 
drug distribution and pharmacodynamics in 
Inflammatory Bowel Diseases during  
endoscopy

R.Y. Gabriëls*1, M. Linssen1, A. van der Waaij1, P. Volkmer1, 
W. Hooghiemstra1, G. Kats-Ugurlu2, D. Robinson3, G. Dijkstra1, 
W. Nagengast1

1University Medical Center Groningen, Department of Gastroenterology 
and Hepatology, Groningen, The Netherlands, 2University Medical Center 
Groningen, Department of Pathology and Medical Biology, Groningen, 
The Netherlands, 3University Medical Center Erasmus Rotterdam, Optic 
Diagnostics and Therapy, Rotterdam, The Netherlands
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Background: Vedolizumab is a monoclonal antibody which blocks 
integrin α4β7 inhibiting trafficking of T-lymphocytes into the gut. 
Unfortunately, up to 60% of vedolizumab patients experience non-
response. The mechanism of action of vedolizumab is not elucidated, 
predictors of response are unknown and data for local drug distribution 
in the gut are lacking. In this clinical trial, we investigated the feasibility 
of assessing local distribution of fluorescently labelled vedolizumab in 
the gut mucosa of inflammatory bowel diseases (IBD) patients to finally 
enable prediction of therapy response in individual patients.
Methods: Vedolizumab (Entyvio, Takeda Pharma) was labelled to 
IRDye 800CW under cGMP conditions to yield clinical grade vedoli-
zumab-800CW. In this dose-escalation trial, vedolizumab naïve IBD 
patients and IBD patients treated with vedolizumab for at least 14 
weeks were included. Patients received an intravenous dose of fluores-
cently labelled vedolizumab of either 0 mg, 4.5 mg, 15 mg or 15 mg + 
75 mg unlabelled vedolizumab 3 days prior colonoscopy. In vivo fluor-
escence imaging was assessed by fibre-based wide-field fluorescence 
molecular endoscopy (FME) and quantified by spectroscopy in healthy, 
mildly inflamed and severely inflamed tissue. All assessed tissue was 
biopsied for ex vivo examination of the fluorescent signal, fluorescence 
microscopy and spectroscopy.
Results: Up to submission 34 patients completed tracer injec-
tion and FME. An interim analysis was performed after 20 patients 
(5 in each dose group), which showed in severely inflamed tissue 
an 8 fold higher fluorescent signal in the 15  mg dose group (0.049 
Q*μfa,x [mm-1]) compared to the control group (0.006  μfa,x  
[mm-1]) (p<0.05). Furthermore, the fluorescent signal within the 
15 mg dose group was also 2.5 fold higher compared to healthy tissue 
(0.019 Q*μfa,x [mm-1]) (p<0.05).The addition of unlabelled vedoli-
zumab gave similar results to the 15  mg group (p>0.99), suggesting 
that the drug target was still not saturated. The optimal dosage group 
of 15 mg was expanded up to 18 IBD patients, amongst them 6 IBD 
patients after 14 weeks of treatment regimen. Fluorescence microscopy 
showed clustering of fluorescent signals especially in inflamed mucosa. 
Additional experiments to detect vedolizumab target cells are ongoing.

Conclusion: In vivo visualization of fluorescent vedolizumab revealed a 
clear dose-dependent correlation between mucosal drug concentrations 
and the severity of mucosal inflammation. Fluorescence molecular en-
doscopy is a promising novel tool to get insight in drug distribution in 
IBD, detect target cells, assess target engagement and possibly predict 
therapy response in individual patients.

DOP16
Categorizing endoscopic severity of Crohn’s 
Disease using the Modified Multiplier SES-CD 
(MM-SES-CD)

N. Narula*1, C. Pray1, E. Wong1, J.F. Colombel2, J. Marshall1, 
M. Daperno3, W. Reinisch4, P. Dulai5

1McMaster University, Department of Medicine Division of 
Gastroenterology, Hamilton, Canada, 2Icahn School of Medicine at 
Mount Sinai, Division of Gastroenterology, New York, United States, 
3AO Ordine Mauriziano di Torino, Gastroenterology Unit, Turin, 
Italy, 4Medical University of Vienna, Department of Internal Medicine 
III Division of Gastroenterology and Hepatology, Vienna, Austria, 
5University of California San Diego, Division of Gastroenterology, La 
Jolla, United States

Background: Current endoscopic scoring indices such as the 
Simple Endoscopic Score for Crohn’s Disease (SES-CD) quantify 
the degree of mucosal inflammation in Crohn’s disease (CD) but 
lack prognostic potential. The Modified Multiplier of the Simple 
Endoscopic Score for Crohn’s Disease (MM-SES-CD) is an intern-
ally validated endoscopic scoring tool that quantifies the endo-
scopic burden of CD and can be accessed online (https://www.
mcmasteribd.com/mm-ses-cd).1 This analysis aims to establish 
thresholds of the MM-SES-CD that classify CD endoscopic burden 
into inactive or very mild disease, mild, moderate, and severe 
disease based on the probability of achieving endoscopic remission 
(ER) on active therapy at one-year.
Methods: This post-hoc analysis included pooled data from three CD 
clinical trials (n=350 patients, baseline SES-CD ≥3 with confirmed ul-
ceration). Maximum Youden Index calculations were used to determine 
thresholds for severity. Chi-square tests of trend were used to com-
pare achievement of ER between severity categories, and Kaplan-Meier 
survival curve analysis was used to compare time to clinical remission 
(CR).
Results: Table 1 demonstrates the baseline characteristics of the 350 
participants included in this analysis. MM-SES-CD severity categories 
were established as inactive or very mild (score <14), mild (score ≥14 
to <31), moderate (≥31 to <45), and severe (score ≥45), which were 
predictive of one-year ER (50%, 30.3%, 21.7%, 8.8% respectively 
p<0.001) (Table 2). Lower MM-SES-CD scores had numerically higher 
rates of one-year CR, and time to CR over 52 weeks was superior to 
those with higher scores (p=0.0492) (Figure 1). MM-SES-CD thresh-
olds for the achievement of ileal ER at one-year among 75 patients 
with isolated ileal disease were also established as mild (score <14), 
moderate (score ≥14 to <33), and severe (score ≥33), which were pre-
dictive of one-year ER (66.7%, 33.3%, 13.3%, respectively p=0.027) 
(Table 3).
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Conclusion: We have established numerical cut-offs of the MM-SES-CD 
that categorize endoscopic disease severity and are prognostic for one-
year ER and CR. These cut-offs could help ensure adequate balance 
between study arms (e.g. in prevalence of mild or moderate endoscopic 
disease) and identify patients with severe endoscopic disease and low 
probability of achieving ER.

Reference

1.  Predicting endoscopic remission in Crohn’s disease by the modi-
fied multiplier SES-CD (MM-SES-CD). Gut, 2021: p.  gut
jnl-2020–323799.

DOP17
Evaluating segmental healing with the modified 
Mayo endoscopic score (MMES) has a clear 
additional value in predicting long-term outcome 
in patients with Ulcerative Colitis: Results from a 
prospective cohort study

M. Lenfant*1,2, B. Verstockt1,2, J. Sabino1,2, S. Vermeire1,2, 
M. Ferrante1,2

1University Hospitals Leuven, Department of Gastroenterology and 
Hepatology, Leuven, Belgium, 2KU Leuven, Translational Research in 
Gastrointestinal Disorders, Leuven, Belgium

Background: Most endoscopic scoring systems (including the Mayo 
endoscopic subscore, MES) do not consider the extent of inflammation 
and can therefore not pick up segmental endoscopic improvement. The 
modified Mayo endoscopic score (MMES) was developed to overcome 
this limitation. We examined the predictive value of the MMES in add-
ition to the MES on long-term clinical outcome in ulcerative colitis (UC).
Methods: Between 2014 and 2017, patients initiating biologic therapy 
for active UC (baseline MES ≥2) were recruited. Patients without assess-
ment of the upper margin of inflammation or with a clinical follow-up 
<12  months were excluded. We conducted a clinical and endoscopic 
assessment at baseline and week 8 (adalimumab, ADM) or 14 (goli-
mumab, GOL; infliximab, IFX; vedolizumab, VDZ). Clinical response 
was defined as a decrease in the adapted Mayo score (excluding phys-
ician global assessment) with ≥2 points and ≥30%, plus a decrease in 
rectal bleeding score ≥1 or an absolute rectal bleeding score ≤1. We clas-
sified patients by evolution of endoscopic activity at week 8/14 in group 
A (endoscopic healing, MES ≤1), group B (segmental healing, MES >1 but 
decrease in MMES ≥30%) and group C (MES >1 and no drop in MMES 
≥30%). Clinical relapse-free, discontinuation-free and colectomy-free 
survival was estimated by Kaplan-Meier analysis with log-rank test.
Results: A total of 150 UC patients were included (52% male, me-
dian age 42  years, median disease duration 7  years) with a median 
(IQR) follow-up of 61 (48–68) months. An anti-TNF was initiated in 
74 (35 IFX, 23 ADM, 16 GOL), and VDZ in 76 patients. A  signifi-
cant reduction in MES and MMES was observed at week 8/14 (cf. 
table). In group A 67/69 (97%) patients achieved clinical response com-
pared to 15/27 (55%) in group B and 11/54 (20%) in group C. During 
follow-up 60/93 (65%) patients maintained clinical response, 83/150 
(55%) patients discontinued treatment due to primary non-response 
or loss of response and 33/150 (22%) patients underwent colectomy. 
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The ΔMMES demonstrated to be of additional predictive value: there 
was a significant difference between groups B and C regarding clinical 
relapse, drug persistence and need for colectomy (cf. figure).
Conclusion: Although MES ≤1 remains the best predictor of long-term 
outcome, the MMES - identifying a subgroup with a segmental endo-
scopic response - demonstrated a clear additional value predicting 
long-term outcome in UC. These promising results merit inclusion of 
the MMES in future clinical trials.
Table

The MMES is calculated by multiplying the Mayo endoscopic subscore 
for the different colon segments with the maximal extent of inflam-
mation (in decimeters) divided by the number of segments with active 
inflammation (Lobatón T, et al. JCC 2015; 9:846–52.)
Figure

DOP18
Advanced optical diagnosis technology for 
assessment of endoscopic and  
histological remission in Ulcerative Colitis: 
A systematic review and  
meta-analysis

O.M. Nardone*1, Y. Snir2,3, J. Hodson4, R. Cannatelli1, N. Labarile1, 
K. Siau1,5, C. Hassan6, H. Yanai2,3, I. Dotan2,3, S. Ghosh1,7,8,9,  
M. Iacucci1,8,9

1University of Birmingham, Institute of Translational Medicine and 
Institute of Immunology and Immunotherapy, Birmingham, United 
Kingdom, 2Rabin Medical Center- Beilinson Campus- Petach-Tikva 
Israel, Division of Gastroenterology, Petach-Tikva, Israel, 3Tel 
Aviv University- Tel Aviv- Israel, Sackler Faculty of Medicine, Tel 
Aviv, Israel, 4University Hospitals Birmingham NHS Foundation 
Trust- Birmingham- UK., Department of Health Informatics-, 
Birmingham, United Kingdom, 5Royal Cornwall Hospitals NHS 
Trust- Truro- UK, Department of Gastroenterology-, Truro, 
United Kingdom, 6Nuovo Regina Margherita Hospital- Roma- 
Italy, Department of Gastroenterology, Rome, Italy, 7University 
College Cork- Cork- Ireland, APC Microbiome Ireland- College 
of Medicine and Health, Cork, Ireland, 8University of Birmingham 
and University Hospitals Birmingham NHS Foundation Trust, 
NIHR Biomedical Research Centre, Birmingham, United Kingdom, 
9University Hospitals Birmingham NHS Trust- Birmingham- UK, 
NIHR Wellcome Trust Clinical Research Facilities, Birmingham, 
United Kingdom

Background: Advanced endoscopic technologies led to signifi-
cant progress in the definition of endoscopic remission of ulcera-
tive colitis (UC), and correlate better with histological changes, 
compared to standard endoscopy. However, whilst studies have 
assessed the diagnostic accuracy of endoscope technologies indi-
vidually, there is current limited data comparing between tech-
nologies. As such, we aimed to compare the correlations between 
endoscopy and histology disease activity scores across endoscope 
technologies
Methods: We searched PubMed and Embase in January 2021 for 
eligible studies reporting the correlation between endoscopy and 
histology activity scores in UC. Studies were grouped by endo-
scope technology as standard-definition white light (SD-WLE), 
high-definition white light (HD-WLE), or electronic virtual chro-
moendoscopy (VCE), and comparisons made between these  
groups
Results: A total of N=27 studies were identified, of which 
N=12 were included in a meta-analysis of correlations between 
endoscopic and histological activity scores. Combining these 
returned a pooled correlation coefficient (rho) for the SD-WLE 
group of 0.61, which did not differ significantly from HD-WLE 
(rho: 0.79, p=0.140) or VCE (rho: 0.70, p=0.471) [Fig 1a]. 
In addition, N=4 studies reported the accuracy of endoscopic 
activity scores on WLE and VCE to diagnose histological re-
mission. Pooling these found significantly higher accuracy for 
VCE, compared to WLE (risk ratio: 1.13, 95% CI: 1.07–1.19, 
p<0.001).[Fig 1b]
Conclusion: Activity scores assessed using endoscopy are strongly 
correlated with activity on histology. VCE appears to have better ac-
curacy for the diagnosis of histological remission in UC, compared  
to WLE.
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DOP Session 3: The Indian: IBD & COVID-19

DOP19
Myeloid and lymphoid cell abnormalities persist in 
the intestinal mucosa of patients who recover from 
COVID-19 infection

H. Meringer*1, M. Tokuyama1, M. Tankelevich1,  
G. Martinez-Delgado1, D. Jha1, A.E. Livanos1, P. Canales-Herrerias1, 
F. Cossarini2, S. Mehandru1

1Icahn School of medicine at Mount Sinai, Division of Gastroenterology- 
Department of Medicine, New York, United States, 2Icahn School of 
medicine at Mount Sinai, Division of Infectious Disease- Department 
of Medicine, New York, United States

Background: Although respiratory failure is the hallmark of severe disease, 
it is increasingly clear that Coronavirus Disease 2019 (COVID-19) is a 
multi-system disorder. The presence of gastrointestinal (Gl) involvement 
by Severe acute respiratory syndrome coronavirus-2 (SARS-CoV-2) has 
been suggested by epidemiological, clinical, non-human primate, in-
vitro (enteroid) and ex-vivo (human biopsy) studies. Having recently 
documented persistence of SAR-CoV-2 within the intestinal epithelium 
7 months after infection, here we aimed to study mucosal immune cell 
abnormalities in individuals with prior history of COVID-19.
Methods: Individuals with previous COVID-19 diagnosis (by either RT–
PCR or seroconversion) and controls (without RT-PCR or serological evi-
dence of prior COVID-19 infection) undergoing endoscopic evaluation 
were recruited into the study (Table 1,2). Colonic and small intestinal 
(duodenal and ileal) biopsies were analyzed by multiparameter flow 
cytometry for mucosal immune cell populations including myeloid cells 
(classical and non-classical monocytes, dendritic cell subsets), T cells (sub-
sets and activation state), B cells (including plasma cells). Persistence of 
viral antigens was determined by immunofluorescence microscopy (n=30) 
using a previously published anti-nucleocapsid (NP) antibody.
Results: Thirty subjects with a previous history of COVID-19 (post-
COVID), median of 4 months from diagnosis (range 1–10 months), were 
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recruited and compared with 40 normal volunteer (NV) controls. Relative 
to controls, post-COVID subjects displayed higher frequencies of clas-
sical (CD14+) monocytes in both, the colon and the small bowel, while 
significantly higher frequencies of conventional dendritic cells (cDC) 1 
(lin-HLA-DRhiCD14-CD11c+CD141+) and cDC2 (lin-HLA-DRhiCD14--

CD11c+CD1c+) were noted in the colon only. Among T cell subsets, CD8+ 
tissue resident memory T cells (CD8+CD69+CD103+) were significantly 
increased in colon of post-COVID subjects compared to NV. Among B 
cell subsets, plasma cells (CD3-CD27+CD38hi) trended higher (p=0.06), 
while mucosal B cells (CD3-CD19+) were significantly lower in the ter-
minal ileum of post-COVID subjects compared to NV. Finally, with IF, we 
detected SARS-CoV-2 NP in 10 out of 30 (33%) of post-COVID subjects 
(Figure 1). There were no significant correlations of these cell populations 
with either time after the infection or IF positivity.

Conclusion: Innate and adaptive immune cell abnormalities persist in 
the intestinal mucosa of post-COVID subjects for up to 10 months and 
may reflect viral persistence or immune cell dysregulation in the intes-
tines. These findings have major implications for understanding the 
pathogenesis of long term sequela of COVID-19, including long-haul 
COVID.

DOP20
Functional viral neutralisation responses after 
SARS-CoV-2 infection in Inflammatory Bowel 
Disease patients receiving infusion therapies: 
Report from the ICARUS-IBD Consortium

J. Wellens*1,2, M. Edmans3, U. Obolski4,5, L. Marlow1, S. Brann1, 
S. Dunachie3,6,7, D. Eyre8,9, D. Helmus10, E. Barnes1,3, J.F. Colombel10, 
S.Y. Wong10, P. Klenerman1,3, J.O. Lindsay11,12, C.P. Thompson13, 
J. Satsangi1; The ICARUS-IBD CONSORTIUM
1University of Oxford, Translational Gastro-Intestinal Unit- Nuffield 
Department of Medicine, Oxford, United Kingdom, 2University hos-
pitals Leuven, Translational Research for Gastrointestinal Diseases, 
Leuven, Belgium, 3University of Oxford, Peter Medawar Building for 
Pathogen Research, Oxford, United Kingdom, 4Tel-Aviv University, 
Porter School of Environmental and Earth Sciences- Faculty of Exact 
Sciences, Tel-Aviv, Israel, 5Tel-Aviv University, School of Public Health- 
Faculty of Medicine, Tel-Aviv, Israel, 6Oxford University Hospitals- 
NHS, Department of Microbiology/Infectious Diseases, Oxford, 
United Kingdom, 7University of Oxford, Centre for Tropical Medicine 
and Global Health- Nuffield Department of Medicine, Oxford, United 
Kingdom, 8University of Oxford, Big Data Institute, Oxford, United 
Kingdom, 9University of Oxford, Infectious Diseases & Medical 
Microbiology, Oxford, United Kingdom, 10Icahn School of Medicine 
at Mount Sinai- New York, The Henry D.  Janowitz Division of 
Gastroenterology- Department of Medicine, New York, United States, 
11The Royal London Hospital, Barts Health NHS Trust- department of 
Gastroenterology, London, United Kingdom, 12Blizard Institute- Barts 
and the London School of Medicine Queen Mary University of London, 
Centre for Immunobiology, London, United Kingdom, 13University of 
Oxford, Department of Zoology, Oxford, United Kingdom

Background: Recent data have highlighted adverse clinical out-
comes in IBD patients treated with infliximab/thiopurines (IFX/
THIO) upon infection with SARS-CoV-2, as well as attenuated 
serological responses after infection and vaccination in patients 
treated with IFX. To provide mechanistic insight, we explored the 
serological and functional anti-viral response after infection in IBD 
patients treated with VDZ, IFX or IFX/THIO compared to healthy 
controls to guide clinical decision-making regarding treatment and 
vaccination strategies.
Methods: Serum from 640 IBD patients attending routine infusions 
in Oxford and London in May to December 2020 was screened for 
anti-SARS-CoV-2 antibody responses by the Abbott assay. Serum 
from seropositive patients was compared to seropositive health care 
workers (Table 1). Antibody reactivity to the SARS-CoV-2 wild type 
strain receptor-binding domain (RBD), full-length spike, and nucleo-
capsid was assayed by IgG/IgA ELISA over time as well as by IgG 
high-throughput MSD V-PLEX ELISA at the time of seropositivity. 
A pseudotyped SARS-CoV-2 virus microneutralization assay was used 
to detect neutralising antibodies to the wild type, and an ELISA-based 
inhibition assay to compare differential inhibition of the wild type vs. 
delta variant SARS-CoV-2 RBD-ACE2 interaction.
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Results: All IBD patients showed significantly reduced IgG antibody 
responses compared to healthy controls for all SARS-CoV-2 anti-
gens, using MSD V-PLEX ELISA (Figure 1). The greatest reduction 
in IgG response by ELISA was observed in individuals treated with 
IFX/THIO (p=0.00019), whereas IgG response over time declined 
significantly faster in the IFX treated group (p=0.019). IgA responses 
were significantly reduced in the IFX/THIO group compared to 
healthy controls (p=0.009), but not in the IFX or VDZ monotherapy 
group. The rate of decline in these monotherapy groups was also not 
significantly different to healthy controls. Functional SARS-CoV-2 
neutralisation was significantly lower in all IBD patients compared 
to healthy controls, with the greatest reduction in patients receiving 
IFX/THIO (Figure 2A; p=0.00000091). The delta variant inhibition 

capacity was significantly reduced in 68.1% of IBD patients (30/44, 
Figure 2B; p=0.0005).
Conclusion: IFX/THIO is associated with significantly lower IgA and 
IgG responses, and with impaired functional SARS-CoV-2 neutralis-
ing antibody capacity, compared to healthy individuals. Whilst IgG and 
neutralisation responses are reduced in each group of IBD patients, 
these findings were most pronounced in the combination treatment 
group. As neutralising antibody responses are associated with protec-
tion, this observation may impact on decision-making regarding treat-
ment and vaccination/antiviral strategies.

DOP21
Potential mechanisms linking biological therapies 
on SARS-CoV-2 susceptibility in Inflammatory 
Bowel Disease patients

L.F. Pisani*1, S. Mola2,3, G. Crespi2,3, F. Caprioli4,5, L. Pastorelli6,7, 
M.L. Annunziata1, M. Manfredi3,8, C. Porta2,3

1IRCCS Policlinico San Donato, Gastroenterology and Endoscopy 
Unit, San Donato Milanese, Italy, 2University of Piemonte Orientale, 
Department of Pharmaceutical Sciences, Novara, Italy, 3University of 
Piemonte Orientale, Center for Translational Research on Autoimmune 
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and Allergic Diseases, Novara, Italy, 4University of Milan, Department 
of Medical-Surgical Physiopathology and Transplantation, Milan, 
Italy, 5Fondazione IRCCS Ca’ Granda Ospedale Maggiore Policlinico 
di Milano, Gastroenterology and Endoscopy Unit, Milan, Italy, 
6University of Milan, Department of Health Sciences, Milan, Italy, 
7ASST Santi Paolo e Carlo, Gastroenterology and Liver Unit, Milan, 
Italy, 8University of Piemonte Orientale, Department of Translational 
Medicine, Novara, Italy

Background: The current novel coronavirus (SARS-CoV-2) pandemic 
is an ongoing global health crisis, which represents an important chal-
lenge for the whole society and mankind. Patients with inflammatory 
bowel disease (IBD) are treated with immunosuppressive drugs that 
are usually associated with more severe viral infections. However, the 
effects of the different therapies on the risk of SARS-CoV-2 infection 
and Covid-19 severity in IBD patients are still under investigation.
Methods: Between April 2020 and April 2021, 238 IBD patients 
(N=145 with Crohn disease and N=93 with Ulcerative colitis) of the 
North Italy area have been enrolled. Both serum samples (N=238 IBD 
patients and N=45 healthy donors) and colon biopsies from inflamed 
and non-inflamed mucosa (N=88 IBD patients N=20 non-IBD control) 
have been collected. To evaluate the exposure to SARS-CoV-2, both 
clinical data and seroprevalence of anti-SARS-CoV-2 Ab have been 
analyzed. Serum samples were analyzed by untargeted metabolomics 
analysis and the frequency of a serum metabolomics signature asso-
ciated with protection were evaluated in IBD versus healthy donors. 
Moreover, gene expression analysis of key proteins for virus entry 
(ACE2, TMPRSS2, TMPRSS4, ADAM17) were analyzed by qPCR in 
the gut mucosa biopsies of IBD patients.
Results: The seroprevalence of anti-SARS-CoV-2 Ab in our cohort of 
IBD patients (10/238) indicates an overall lower incidence of COVID-19 
in comparison with the general population of Lombardy. Accordingly, 
we observed that the serum metabolomics signature associated with 
protection was more frequent in IBD patients treated with anti-TNF 
(N=50, 70%), than healthy controls (N=45, 50%). Gene expression 
analysis of the proteins involved in SARS-CoV-2 entry also indicated 
that IBD patients treated with anti-TNF (N=14) had a lower mu-
cosal level of SARS-CoV-2 receptor ACE2 and its sheddase ADAM17 
than non-IBD subjects along with higher expression of the proteases 
TMPRSS2 and TMPRSS4. Moreover, vedolizumab-treated patients 
(N=7) showed a significant lower expression of ACE2, TMPRSS2 and 
TMPRSS4 than controls, whereas ADAM17 levels were similar.
Conclusion: Our study indicates that IBD population treated with 
biologics has an overall lower risk to contract SARS-CoV-2 infection. 
Future studies to gather the mechanisms underpinning the effects of 
biologics on the expression of the proteins involved in SARS-CoV-2 
viral entry in association with the specific metabolomics signature of 
viral susceptibility might shed light on potential targets to increase re-

sistance in higher risk subgroups of patients.

DOP22
Clinical, biochemical and endoscopic disease 
activity of Inflammatory Bowel Diseases are 
not associated with the severity or long-term 
outcomes of COVID-19 – A Danish prospective 
population-based cohort study

M. Attauabi*1,2,3, J.F. Dahlerup4, A. Poulsen5, M.R. Hansen6,  
M.K. Vester-Andersen7, S. Eraslan2, A.P. Prahm5, N. Pedersen8,  
L. Larsen9, T. Jess9,10, A. Neumann11, K.V. Haderslev12, A. Molazahi13, 
A.B. Lødrup14, H. Glerup15, A.M. Oppfeldt16, M.D. Jensen17, 

K. Theede1,3, M. Kiszka-Kanowitz1,3, J.B. Seidelin2, J. Burisch1,3; 
Danish COVID-IBD Study Group
1Copenhagen University Hospital- Hvidovre, Gastrounit- Medical 
Section, Hvidovre, Denmark, 2Herlev Hospital- University of 
Copenhagen, Department of Gastroenterology and Hepatology, 
Herlev, Denmark, 3University of Copenhagen- Hvidovre Hospital, 
Copenhagen Center for Inflammatory Bowel Disease in Children- 
Adolescents and Adults, Hvidovre, Denmark, 4Aarhus University 
Hospital, Department of Hepatology and Gastroenterology, Aarhus, 
Denmark, 5Bispebjerg University Hospital, Digestive Disease Center, 
Copenhagen, Denmark, 6North Zealand University Hospital, 
Department of Gastroenterology, Frederikssund, Denmark, 7Zealand 
University Hospital- Koege, Department of Internal Medicine, Koege, 
Denmark, 8Slagelse Hospital, Department of Gastroenterology, 
Slagelse, Denmark, 9Aalborg University Hospital, Department of 
Gastroenterology and Hepatology, Aalborg, Denmark, 10Aalborg 
University, National Center of Excellence for Molecular Prediction 
of Inflammatory Bowel Disease PREDICT- Department of Clinical 
Medicine, Copenhagen, Denmark, 11Region Hospital Viborg, 
Department of Internal Medicine, Viborg, Denmark, 12Rigshospitalet- 
Copenhagen University Hospital, Department of Gastroenterology, 
Copenhagen, Denmark, 13Holbaek Hospital, Department of Internal 
Medicine, Holbaek, Denmark, 14Region Hospital West Jutland- 
Herning, Department of Internal Medicine, Herning, Denmark, 
15Region Hospital Silkeborg, Department of Internal Medicine, 
Silkeborg, Denmark, 16Region Hospital Horsens, Department of 
Internal Medicine, Horsens, Denmark, 17Lillebaelt Hospital- Vejle, 
Department of Internal Medicine- Section of Gastroenterology, Vejl, 
Denmark

Background: Whether the disease activity of ulcerative colitis (UC) 
and Crohn’s disease (CD) is correlated with the severity of coronavirus 
disease 2019 (COVID-19) remains poorly investigated with only few 
selected cohort studies having addressed this in the past.
Methods: We conducted a population-based study investigat-
ing the outcomes of COVID-19 among patients with UC and CD 
in Denmark. The Danish COVID-19 IBD Database is an exten-
sive population-based database which prospectively monitors the 
disease course of laboratory-confirmed COVID-19 among patients 
with UC and CD. Severe COVID-19 was defined as COVID-19 
necessitating intensive care unit admission, ventilator use, or 
death, while adverse COVID-19 was defined as requirement of 
COVID-19 related hospitalization. Clinical disease activity was 
measured by simple clinical colitis index and Harvey-Bradshaw 
Index in UC and CD, respectively. The biochemical activity was 
defined as C-reactive protein higher than 5 mg/L or fecal calpro-
tectin higher than 250 μg/g. The endoscopic activity was defined 
as Mayo Endoscopic Subscore of at least 2 in UC, or Simple 
Endoscopic Score Crohn’s Disease of at least 3 for CD. Sequelae 
following COVID-19 were defined as symptoms that (i) developed 
during or after an infection consistent with COVID-19, (ii) and 
were present for more than 12 weeks, (iii) and were not attribut-
able to alternative diagnoses.
Results: During the inclusion period between January 28th, 2020, 
to April 1st, 2021, the study included 319 patients with UC and 
197 patients with CD who developed laboratory confirmed 
COVID-19. Of these, data on clinical, biochemical, and endo-
scopic activity were available among 265/319 (83.1%), 319/319 
(100.0%), and 66/319 (20.7%) of patients with UC, respectively, 
and 140/197 (71.1%), 131/197 (66.5%), and 42/197 (21.3%) of 
patients with CD. Figures 1–2 outlines the outcomes of COVID-19 
according to the degree of clinical, biochemical and endoscopic 
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disease activity. In both UC and CD, clinical, biochemical, and 
endoscopic activity were not associated with adverse or severe 
COVID-19, nor long-term outcomes, in unadjusted nor adjusted 
analysis (Table 1).

Conclusion: In this population-based study, we found no association 
between disease activity of UC or CD and severity of COVID-19. These 
findings have implications for the risk stratification of patients with 
IBD acquiring COVID-19.
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DOP23
Long-term health consequences of COVID-19 in 
patients with Inflammatory Bowel Diseases – 
A Danish prospective population-based cohort 
study

M. Attauabi*1,2,3, J.F. Dahlerup4, A. Poulsen5, M.R. Hansen6,  
M.K. Vester-Andersen7, S. Eraslan2, A.P. Prahm5, N. Pedersen8,  
L. Larsen9, T. Jess9,10, A. Neumann11, K.V. Haderslev12, A. Molazahi13,  
A.B. Lødrup14, H. Glerup15, A.M. Oppfeldt16, M.D. Jensen17,  
K. Theede1,3, M. Kiszka-Kanowitz1,3, J.B. Seidelin2, J. Burisch1,3;  
Danish COVID-IBD Study Group
1Copenhagen University Hospital- Hvidovre, Gastrounit- Medical 
Section, Hvidovre, Denmark, 2Herlev Hospital- University of 
Copenhagen, Department of Gastroenterology and Hepatology, 
Herlev, Denmark, 3University of Copenhagen- Hvidovre Hospital, 
Copenhagen Center for Inflammatory Bowel Disease in Children- 
Adolescents and Adults, Hvidovre, Denmark, 4Aarhus University 
Hospital, Department of Hepatology and Gastroenterology, 
Aarhus, Denmark, 5Bispebjerg University Hospital, Digestive 
Disease Center, Copenhagen, Denmark, 6North Zealand 
University Hospital, Department of Gastroenterology, 
Frederikssund, Denmark, 7Zealand University Hospital- Koege, 
Department of Internal Medicine, Koege, Denmark, 8Slagelse 
Hospital, Department of Gastroenterology, Slagelse, Denmark, 
9Aalborg University Hospital, Department of Gastroenterology 
and Hepatology, Aalborg, Denmark, 10Aalborg University, 
National Center of Excellence for Molecular Prediction of 
Inflammatory Bowel Disease PREDICT- Department of 

Clinical Medicine, Copenhagen, Denmark, 11Region Hospital 
Viborg, Department of Internal Medicine, Viborg, Denmark, 
12Rigshospitalet- Copenhagen University Hospital, Department 
of Gastroenterology, Copenhagen, Denmark, 13Holbaek Hospital, 
Department of Internal Medicine, Holbaek, Denmark, 14Region 
Hospital West Jutland- Herning, Department of Internal Medicine, 
Herning, Denmark, 15Region Hospital Silkeborg, Department 
of Internal Medicine, Silkeborg, Denmark, 16Region Hospital 
Horsens, Department of Internal Medicine, Horsens, Denmark, 
17Lillebaelt Hospital, Department of Internal Medicine- Section of 
Gastroenterology, Vejle, Denmark

Background: The vast majority of patients with ulcerative colitis (UC) 
and Crohn’s disease (CD) who acquire coronavirus disease 2019 
(COVID-19) survive the infection. Still, the long-term health conse-
quences of COVID-19 are not well described in patients with underly-
ing inflammatory bowel disease (IBD).
Methods: We conducted a population-based study investigat-
ing the outcomes of COVID-19 among patients with UC and CD 
in Denmark. The Danish COVID-19 IBD Database is an extensive 
population-based database which prospectively monitors the disease 
course of laboratory-confirmed COVID-19 among patients with UC 
and CD. Severe COVID-19 was defined as COVID-19 necessitating 
intensive care unit admission, ventilator use, or death, while adverse 
COVID-19 was defined as requirement of COVID-19 related hospi-
talization. Sequelae following COVID-19 were defined as symptoms 
that developed during or after an infection consistent with COVID-
19, were present for more than 12 weeks, and were not attributable 
to alternative diagnoses.
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Results: The study included 319 patients with UC and 197 patients 
with CD from January 28th, 2020, to April 1st, 2021. Of these, a total 
of 137 (42.9%) and 85 (43.1%), respectively, participated in a sub-
sequent investigation of post-COVID-19 sequelae after a median of 
5.1 months (IQR 4.5–7.9) after infection (Table 1). An equal propor-
tion of patients with UC (58 (42.3%)) and CD (39 (45.9%), p=0.60) 
reported persisting symptoms of COVID-19 for at least 12 weeks, 
consistent with the development of post-COVID-19 syndrome. The 
most common persisting patient-reported symptoms included fa-
tigue (UC: 49 (35.8%), CD: 31 (36.5%), p=0.92), anosmia (UC: 37 
(27.0%), CD: 25 (29.4%), p=0.70), ageusia (UC: 26 (19.0%), CD: 
24 (28.2%), p=0.11), headache (UC: 19 (13.9%), CD: 16 (18.8%), 
p=0.32), dyspnea (UC: 19 (13.9%), CD: 16 (18.8%), p=0.32), and 

arthralgia (UC: 17 (12.4%), CD: 14 (16.5%), p=0.40) (Figure 1). 
Only discontinuation of immunosuppressive therapies for UC during 
COVID-19 (OR=1.50 (95% CI 1.07–10.22), p=0.01) and the severity 
of COVID-19 among patients with CD were independently associated 
with the long-term effects of COVID-19 (OR=2.76 (95% CI 1.05–
3.90), p=0.04) (Tables 2–3).
Conclusion: This Danish population-based study found a high occur-
rence of patient-reported persisting symptoms following the acute 
phase of COVID-19 infection, which were associated with the discon-
tinuation of immunosuppressive therapies for UC during COVID-19 
and the severity of COVID-19 among patients with CD. These findings 
might have implications for planning the healthcare of patients with 
inflammatory bowel diseases in the post-COVID-19 era.
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DOP24
Japan prospective multicenter study for 
optimization of COVID-19 vaccinations based 
on the immune response and safety profile in 
Inflammatory Bowel Disease patients: Interim 
analyses of the J-COMBAT trial

K. Watanabe*1, T. Hisamatsu2, H. Nakase3, K. Nagase1, 
M. Matsuura2, N. Aoyama4, T. Kobayashi5, H. Sakuraba6, 
K. Yokoyama7, M. Nishishita8, M. Esaki9, F. Hirai10, M. Nagahori11, 
S. Nanjo12, T. Omori13, S. Tanida14, Y. Yokoyama3, K. Moriya15, 
A. Maemoto16, O. Handa17, N. Ohmiya18, S. Shinzaki19, S. Kato20, 
H. Tanaka21, T. Uraoka22, N. Takatsu23, H. Suzuki24, K. Takahashi25, 
J. Umeno26, Y. Mishima27, K. Tsuchida28, M. Fujiya29, S. Hiraoka30, 
S. Yamamoto31, M. Saruta32, M. Nojima33, A. Andoh25; J-COMBAT 
trial group
1Hyogo College of Medicine, Center for Inflammatory Bowel Disease- 
Division of Internal Medicine, Hyogo, Japan, 2Kyorin University 
School of Medicine, Department of Gastroenterology and Hepatology, 
Tokyo, Japan, 3Sapporo Medical University School of Medicine, 
Gastroenterology and Hepatology, Sapporo, Japan, 4Aoyama Medical 
Clinic, Gastroenterology, Kobe, Japan, 5Kitasato University Kitasato 
Institute Hospital, Center for Advanced IBD Research and Treatment, 
Tokyo, Japan, 6Hirosaki University Graduate School of Medicine, 
Gastroenterology and Hematology, Hirosaki, Japan, 7Kitasato 
University School of Medicine, Department of Gastroenterology, 
Sagamihara, Japan, 8Nishishita GI Hospital, Gastroenterology, Osaka, 
Japan, 9Saga University, Division of Gastroenterology- Department 
of Internal Medicine, Saga, Japan, 10Faculty of Medicine Fukuoka 
University, Gastroenterology, Fukuoka, Japan, 11Tokyo Medical and 
Dental University Hospital, Gastroenterology and Hepatology, Tokyo, 
Japan, 12University of Toyama, Third Department of Internal Medicine- 
Graduate School of Medicine, Toyama, Japan, 13Tokyo Women’s 
Medical University, Institute of Gastroenterology, Tokyo, Japan, 
14Nagoya City University, Gastroenterology and Metabolism, Nagoya, 
Japan, 15Nara Medical University, Department of Gastroenterology and 
Hepatology, Kashihara, Japan, 16Sapporo Higashi Tokushukai Hospital, 
Inflammatory Bowel Disease Center, Sapporo, Japan, 17Kawasaki Medical 
School, Internal Medicine- Division of Gastroenterology, Kurashiki, 
Japan, 18Fujita Health University, Department of Advanced Endoscopy, 
Toyoake, Japan, 19Osaka University Graduate School of Medicine, 
Gastroenterology and Hepatology, Suita, Japan, 20Saitama Medical 
Center- Saitama Medical University, Department of Gastroenterology 
and Hepatology, Kawagoe, Japan, 21Sapporo IBD Clinic, Inflammatory 

Bowel Disease, Sapporo, Japan, 22Gunma University Graduate School of 
Medicine, Department of Gastroenterology and Hepatology, Maebashi, 
Japan, 23Fukuoka University Chikushi Hospital, Inflammatory bowel 
disease center, Chikushino, Japan, 24Faculty of Medicine- University 
of Tsukuba, Gastroenterology, Tsukuba, Japan, 25Shiga University of 
Medical Science, Gastroenterology, Otsu, Japan, 26Kyushu University, 
Medicine and Clinical Science- Graduate School of Medical Sciences 
Graduate School of Medical Sciences, Fukuoka, Japan, 27Shimane 
University Faculty of Medicine, Department of Internal Medicine 
II, Izumo, Japan, 28Nagoya City University West Medical Center, 
Gastroenterology, Nagoya, Japan, 29Asahikawa Medical University, 
Department of Medicine, Asahikawa, Japan, 30Okayama University 
Graduate School of Medicine- Dentistry and Pharmaceutical Sciences, 
Gastroenterology and Hepatology, Okayama, Japan, 31Graduate School 
of Medicine- Kyoto University, Department of Gastroenterology and 
Hepatology, Kyoto, Japan, 32The Jikei University School of Medicine, 
Division of Gastroenterology and Hepatology- Department of Internal 
Medicine, Tokyo, Japan, 33The University of Tokyo, The Institute of 
Medical Science, Tokyo, Japan

Background: Immune responses to the SARS-CoV-2 vaccination may 
be influenced by immunomodulatory drugs (IMDs). We investigated 
the immune responses and safety in fully vaccinated Japanese patients 
with IBD.
Methods: IBD patients and control subjects at 39 institutes were invited 
to participate in the study from March to October 2021. Blood sample 
collections to measure anti-SARS-CoV-2 spike IgG antibody titers were 
planned pre-1st vaccination, pre-2nd vaccination, and at 4 weeks, 
3  months and 6  months post-2nd vaccination. Immune responses 
were compared between groups, considering baseline characteristics 
and IMD treatments. (UMIN000043545) The interim analyses pre-
sented here include mainly data from the 4-weeks post-2nd vaccination 
time-point.
Results: In total, 679 IBD patients and 203 controls were enrolled 
(Table 1). The IBD group received the BNT162b2 vaccine (86.2%) 
and the mRNA-1273 vaccine (12.5%), and the control group 
received the BNT162b2 vaccine (86.9%) and the mRNA-1273 vac-
cine (12.1%). Only 4 cases (0.7%) in the IBD group and 2 (1.0%) 
in the control group were infected with COVID-19. Adverse events 
of 2nd vaccination occurred in 48.4% of the IBD group and 35.1% 
of the control group. Comparison between administrated and non-
administrated IBD patients for each IMD revealed an attenuated 
genomic mean titer (GMT [U/mL]) in those taking systemic steroids 
(18.85 vs 31.24), anti-TNF monotherapy (28.31 vs 42.99), anti-TNF 
therapy+ immunomodulator (IM) (12.86 vs 35.26), vedolizumab+IM 
(19.49 vs 30.39), ustekinumab+IM (20.44 vs 30.79), and tofaci-
tinib (9.54 vs 32.08), but not in those taking oral 5-ASA (29.50 vs 
32.40), or vedolizumab (41.85 vs 40.20) and ustekinumab (55.56 vs 
39.26) monotherapies. Estimated least square means of the GMT by 
a multiple linear regression model are shown in Table 2. GMTs were 
significantly influenced by increasing age and allergy (51.2, 95%CI 
42.1–62.3; p=0.0293), and tended to be influenced by COVID-19 in-
fection (139.1, 41.0–472.2; p=0.0572). Sex, smoking, drinking, IBD, 
and adverse events of 2nd vaccination did not affect the GMT. The 
GMT was significantly higher for mRNA-1273 (90.3 [60.8–134.1]) 
than for BNT162b2 (39.6 [35.2–44.6], p= 0.0001). Systemic ster-
oids (22.9 [13.9–37.7], p=0.0119), IM (24.2 [18.7–31.4], p<0.0001), 
anti-TNF agents (20.8 [15.3–28.3], p<0.0001), vedolizumab (25.2 
[15.0–42.2], p=0.0409), ustekinumab (28.9 [18.5–45.0], p=0.0754), 
and tofacitinib (5.5 [2.8–10.9], p<0.0001), but not oral 5-ASA (39.1 
[31.9–47.9], p=0.3225), attenuated GMTs at 4 weeks post-2nd vac-
cination (Table 2).
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Conclusion: Aging and most IMD options attenuated immunogenicity 
in fully vaccinated IBD patients. Prioritization of a booster vaccination 
should be considered for IBD patients treated with IMDs.

DOP25
Clinical outcomes of COVID-19 and Impact on 
Disease Course in Patients with Inflammatory 
Bowel Disease

P. Wetwittayakhlang*1, F. Albader2, P. Golovics1, G. Drügg Hahn1, 
T. Bessissow1, A. Bitton1, W. Afif1, G. Wild1, P.L. Lakatos PhD1; 
Inflammatory bowel disease McGill University Health Centre
1Mcgill University Health Center, IBD Centre, Montréal, Canada, 
2Mcgill University Health Center, Division of Internal Medicine, 
Montréal, Canada

Background: The impact of COVID-19 has been of great concern in 
patients with inflammatory bowel disease (IBD) worldwide, including 
an increased risk of severe outcomes and/or possible flare of IBD. This 
study aims to evaluate prevalence, outcomes, the impact of COVID-19 
in patients with IBD, and risk factors associated with severe COVID-19 
or flare of IBD activity.
Methods: A consecutive cohort of IBD patients followed at the McGill 
University Health Care Centre diagnosed with COVID-19 infection was 
obtained between March 1, 2020, and April 30, 2021. Demographics, 
comorbidities, IBD (type, treatments, pre-and post-COVID clinical ac-
tivity, biomarkers, and endoscopic activity), and COVID-related out-
comes (pneumonia, hospitalization, death, and flare of IBD disease) 
were analyzed.
Results: A total of 3,516 IBD cohort patients were included. 82 patients 
(2.3%) were diagnosed with COVID-19 infection (median age 39.0 
(IQR 27.8–48.0), 77% with Crohn’s disease, 50% were female). The 
prevalence of COVID infection in IBD was significantly lower com-
pared to the general population in Canada and Quebec (3.5% vs. 4.3%, 
p<0.001). Severe COVID occurred in 6 patients (7.3%); 2 patients 
(2.4%) died. A flare of IBD post-COVID infection was reported in 8 
patients (9.8%) within 3  months. Biologic therapy was held during 
active COVID infection in 37% of patients. Age ≥55 years (odds ratio 
(OR):11.1, 95%CI:1.8–68.0), systemic corticosteroid use (OR:4.6, 
95%CI:0.7–30.1), active IBD (OR:3.8, 95%CI:0.7–20.8) and comor-
bidity (OR:4.9, 95%CI:0.8–28.6) were factors associated with severe 
COVID. After initial infection, 61% of IBD patients received COVID-
19 vaccinations.
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Conclusion: The prevalence of COVID-19 infection among patients 
with IBD was lower than that in the general population in Canada. 
Severe COVID, mortality, and flare of IBD were relatively rare, while 
a large proportion of patients received COVID vaccination. Older age, 
comorbidities, active IBD disease, and systemic corticosteroid, but not 
immunosuppressive or biological therapy were associated with severe 
COVID infection.

DOP26
COVID-19 vaccine effectiveness in Inflammatory 
Bowel Disease patients on tumor-necrosis 
factor inhibitors: Real world data from a mass-
vaccination campaign

R. Lev Zion*1, G. Focht1, R. Lujan1, A. Mendelovici1, C. Friss1, 
S. Greenfeld2, R. Kariv3, A. Ben-Tov4,5, E. Matz6, D. Nevo7,  
Y. Barak-Corren8, I. Dotan9, D. Turner10

1Shaare Zedek Medical Center, Department of Pediatric 
Gastroenterology, Jerusalem, Israel, 2Maccabi Health Services and the 
Sackler Faculty of Medicine- Tel Aviv University, Medical Informatics, 
Tel-Aviv, Israel, 3Maccabi Health Services and the Sackler Faculty of 
Medicine- Tel Aviv University, Gastroenterology, Tel-Aviv, Israel, 
4Maccabi Health Services and the Sackler Faculty of Medicine- Tel Aviv 
University, Institute for Research & Innovation, Tel-Aviv, Israel, 5Dana-
Dwek Children’s Hospital- Tel-Aviv Sourasky Medical Center, Pediatric 
Gastroenterology, Tel-Aviv, Israel, 6Leumit Health Services, Community 
Medicine, Tel-Aviv, Israel, 7Tel-Aviv University, Department of Statistics 
and Operations Research, Tel-Aviv, Israel, 8Boston Children’s Hospital, 
Predictive Medicine Group, Boston, United States, 9Rabin Medical 
Center and the Sackler Faculty of Medicine- Tel Aviv University, 
Gastroenterology, Petah Tikva, Israel, 10Shaare Zedek Medical Center 
and the Hebrew University of Jerusalem, Department of Pediatric 
Gastroenterology, Jerusalem, Israel

Background: Some studies have shown decreased serological response 
to vaccination in patients on anti-tumor necrosis factor (TNF) medica-
tions. While the large majority of these patients do seroconvert after 
vaccination, titers have generally been lower and one study showed 
reduced neutralizing and inhibitory functions. One real-world popu-
lation-based study compared found no increased infection rate in anti-
TNF treated patients, but infection rates were low. The low event rate 
mandates exploration in longer-term population-based data. We used 
the epi-Israeli IBD Research Nucleus (IIRN) database to explore the ef-
fectiveness of COVID-19 vaccination in IBD patients in Israel.
Methods: We included all IBD patients insured in two of the four Israeli 
HMOs, covering 35% of the population, by validated algorithms, and 
selected those who received two doses of Pfizer BNT162b2 vaccine. 
These were matched by date of vaccination ±3 days and demographic 
variables to non-IBD controls. The primary outcome was incidence of 
positive COVID-19 PCR following vaccination between December, 
2020 to June, 2021.
Results: 12,640 IBD patients received two vaccine doses; the matched co-
hort included 4,946 matched pairs (total 9,892 subjects). Mean age was 
50.5±16.1 years and median follow-up was 22 weeks (range 4.1–24.4). 
Fifteen (0.3%) vaccinated IBD patients tested positive compared with 
15 (0.3%) vaccinated non-IBD controls (OR=1 [95%CI 0.49–2.05], 
p=1.0). Patients on anti-TNF and/or corticosteroids did not have a higher 
incidence of positivity – neither compared to the entire group nor to 
IBD patients treated with vedolizumab/ustekinumab, even after precise 
matching for demographics, underlying diseases and IBD severity.
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Conclusion: In a large population-based cohort of IBD patients in 
Israel, vaccine effectiveness was equivalent to non-IBD controls and 
was not influenced by treatment with anti-TNF or corticosteroids. 
Notwithstanding previous findings of impaired serological response in 
anti-TNF treated IBD patients, this real-world large-scale study shows 
that vaccine protection is robust in IBD patients, including those on 
immunosuppressive medications.

DOP27
Humoral immune response after SARS-
CoV-2 vaccination in patients with immune-
mediated inflammatory diseases treated with 
immunosuppressive therapy - a Target to B! study

A. Volkers*1, L. Wieske2, K. van Dam2, M. Steenhuis3, E. Stalman2, 
L. Kummer2, Z. van Kempen4, J. Killestein4, S. Tas5, L. Boekel6, 
G. Wolbink6, B. Takkenberg1, P. Spuls7, A. Bosma7, B. Rutgers8, 
J. Verschuuren9, L. van Ouwerkerk10, D. van der Woude10, 
P. van Paassen11, M. Busch11, E. Brusse12, D. Hijnen13, A. ten Brinke3, 
N. Verstegen3, G. D’Haens1, M. van Ham3, T. Kuijpers14, T. Rispens3, 
M. Löwenberg1, F. Eftimov2; on behalf of the T2B! immunity against 
SARS-CoV-2 study group
1Amsterdam UMC- location AMC, Gastroenterology and Hepatology, 
Amsterdam, The Netherlands, 2Amsterdam UMC- location AMC, 
Department of Neurology and Neurophysiology, Amsterdam, 
The Netherlands, 3Sanquin, Department of immunopathology, 
Amsterdam, The Netherlands, 4Amsterdam UMC- location VU 
University medical center, Department of Neurology, Amsterdam, 
The Netherlands, 5Amsterdam UMC, Department of Rheumatology 
and Clinical Immunology, Amsterdam, The Netherlands, 6Amsterdam 
Rheumatology and immunology Center- location Reade, Department 
of Rheumatology, Amsterdam, The Netherlands, 7Amsterdam UMC- 
location Academic Medical Center, Department of Dermatology, 
Amsterdam, The Netherlands, 8University Medical Center Groningen, 
Department of Rheumatology and Clinical Immunology, Groningen, 
The Netherlands, 9Leiden University Medical Center, Department of 
Neurology, Leiden, The Netherlands, 10Leiden University Medical 
Center, Department of Rheumatology, Leiden, The Netherlands, 
11Maastricht University Medical Center, Department of Nephrology 
and Clinical Immunology, Maastricht, The Netherlands, 12Erasmus MC 
University Medical Center, Department of Neurology, Rotterdam, The 
Netherlands, 13Erasmus MC University Medical Center, Department of 
Dermatology, Rotterdam, The Netherlands, 14Amsterdam UMC- loca-
tion AMC, Department of Pediatric Immunology- Rheumatology and 
Infectious Disease, Amsterdam, The Netherlands

Background: The aim of this study was to investigate the effect of 
various immunosuppressants on the humoral immune responses after 
vaccination against SARS-CoV-2 in patients with immune-mediated in-
flammatory diseases (IMIDs).
Methods: The Target to B! SARS-CoV-2 study is a multicentre study, 
taking place in 7 Dutch academic hospitals. Patients with the following 
IMIDs were recruited: Crohn’s disease (CD), ulcerative colitis (UC), auto-
immune hepatitis, rheumatic (e.g. rheumatoid arthritis), neurological 
(e.g. multiple sclerosis) and dermatological IMIDs (e.g. atopic derma-
titis). Patients were recruited based on immunosuppressants (table 1) and 
previous SARS-CoV-2 infection. The control group consisted of healthy 
subjects and IMID patients without immunosuppressants. SARS-CoV-2 
receptor binding domain (RBD) antibodies were measured 28 days after 
completed SARS-CoV-2 vaccination. Seroconversion was defined as 

anti-RBD IgG >4 AU/mL. In this abstract, we focus on therapies relevant 
for inflammatory bowel diseases (IBD) and present results for these treat-
ments from patients with IBD, but also other IMIDs.
Results: 

Numbers of recruited patients with each immunosuppressant are shown 
in table 1. Amongst these patients, 312 patients had CD and 176 UC, the 
rest was diagnosed with another IMID. Seroconversion was reduced in 
patients receiving sphingosine 1-phosphate (S1P) modulators (all multiple 
sclerosis patients) while seroconversion was similar to controls in the other 
treatment groups. However, use of Anti-tumour necrosis factor (TNF), 
methotrexate, janus kinase (JAK) inhibitor monotherapy and all combin-
ation therapies (except for corticosteroids combined with other immuno-
suppressants) were associated with reduced Sars-CoV-2 antibody titres. 
Patients with a previous SARS-CoV-2 infection had higher median anti-
body titres after second vaccination than those without a previous SARS-
CoV-2 infection. The type of IMID did not affect seroconversion rates.
Conclusion: No immunosuppressant, registered for IBD, reduced the rates 
of seroconversion after vaccination against SARS-CoV-2. Some immu-
nosuppressants were associated with lower antibody titres. However, 
the clinical relevance of lower antibody titres remains unknown. S1P 
modulators, had a clear negative impact on the humoral response against 
SARS-CoV-2 after vaccination. This might be relevant in the future as 
this therapy is currently being approved for UC. Disease aetiology did 
not impair immunity against SARS-CoV-2 immunity after vaccination. 
Disclaimer: Absolute numbers of antibody titres and rates of serocon-
version will be reported at the conference and are not reported in this 
abstract as this might negatively impact the current submission process.

DOP Session 4: The Atlantic: Surgery & Outcome

DOP28
Venous thromboembolism following discharge 
from hospital in patients admitted for 
Inflammatory Bowel Disease

P. Harvey*1, B. Coupland2, J. Mytton2, N. Trudgill3, S. De Silva4

1The Royal Wolverhampton NHS trust, Department of Gastroenterology, 
Wolverhampton, United Kingdom, 2University Hospital Birmingham, 
Healthcare Informatics, Birmingham, United Kingdom, 3Sandwell and 
West Birmingham NHS Trust, Gastroenterology, Birmingham, United 
Kingdom, 4Dudley Group NHS Trust, Gastroenterology, Birmingham, 
United Kingdom

Background: Patients admitted to hospital with active 
Inflammatory bowel disease(IBD) are at increased risk of 
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thromboembolism. Surgical specialties have demonstrated benefits of  
thromboembolism prophylaxis after hospital discharge in high 
risk groups.
This study aims to identify IBD patients at increased risk and develop a 
scoring system to recognise them.
Methods: Hospital episode statistics data was used to identify all 
patients admitted for IBD emergently or electively for surgery. All 
Patients with a thromboembolism within 90 days of hospital discharge 
were identified. A multilevel logistic regression model was used to iden-
tify patient and admission level factors associated with increased risk 
of thromboembolism. A scoring system to identify higher risk patients 
was constructed based on this model. Score performance was assessed 
using bootstrapped data.
Results: 201,779 admissions in 101,966 patients were included. The 
rate of thromboembolism within 90 days was 17.24 per 1000 patient 
years at risk. This was highest in patients admitted as an emergency 
undergoing surgery (36.91) followed by emergency admission without 
surgery (15.63) and elective admission for surgery (15.60). The rate of 

thromboembolism between 180 and 270 days following discharge was 
0.84, 1.59 and 1.70 per 1000 patient years at risk respectively.
Regression analysis demonstrated that female gender (OR 0.65(95%CI 
0.53–0.80),p<0.001), increasing age (49–60  years,(4.73(3.40–
6.58),p<0.001), increasing length of stay; 5–7  days (1.77(1.27–
2.46),p=0.001), 7–10  days (1.91(1.40–2.60),p<0.001), >10  days 
(4.04(2.98–5.46),p<0.001), increasing number of prior admis-
sions for IBD in preceding 3  months; 1 (1.36(1.11–1.68),p=0.004), 
2 (1.66(1.23–2.22),p=0.001), >2 (2.32(1.67–3.21),p<0.001), 
Ulcerative Colitis (1.46(1.19–1.79),p<0.001) and admission type 
compared to Elective surgery (Emergency admission including sur-
gery (1.64(1.15–2.33),p=0.006)), (Emergency admission not includ-
ing surgery(1.57(1.07–2.32), p=0.023)) were statistically significant 
associations.
In the scoring system, a score >=9 gave a positive predictive value of 
1%. The AUC was 0.71(95%CI 0.69–0.72)
Conclusion: Patients admitted to hospital have ongoing increased risk 
of thromboembolism in the 90 day period following discharge. Risk 
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was increased in patients with prolonged length of stay, increasing age, 
male gender or admitted as an emergency requiring surgery. Higher risk 
patients were identifiable by a scoring system.

DOP29
A novel predictive scoring system of venous 
thromboembolism after surgery for Inflammatory 
Bowel Disease: A NSQIP-IBD registry analysis

J.Y. Cheong1, T. Connelly1, C. Prien1, X. Jia1, M. Valente1, A. Bhama1, 
A. Lightner1, S. Holubar MD- MS*1

1Cleveland Clinic, Department of Colon & Rectal Surgery, Cleveland, 
United States

Background: Patients undergoing colorectal surgery for inflammatory 
bowel disease (IBD) are recognized to have an increased risk of venous 
thromboembolism (VTE). The aim of this study was to determine the 
perioperative risk factors for VTE and to create a predictive scoring 
system for VTE in the IBD cohort.
Methods: The NSQIP-IBD registry from 2017–2020 was used to iden-
tify patients for the study. Demographics, operative and outcomes data 
of IBD patients undergoing colectomies for IBD were analyzed. Student 
t and χ 2 tests were used for univariate analysis. A logistic multivariate 
regression model was performed using all significant variables to de-
velop a predictive scoring system of VTE.
Results: 5003 patients (51.9% male, mean age 42.7, 57.3% 
Crohn’s / 42.7% ulcerative colitis) were included in the study. 125 
(2.49%) developed VTE. The univariate analysis is presented in 
Table 1.  On multivariate analysis ASA grade, ulcerative colitis, 
sepsis, serum sodium <139  mmol/L, an open abdomen and pre-
operative inter hospital transfer were associated with greater risk 
of VTE. An open abdomen postoperatively was associated with 
the highest odds of developing a VTE [2.69 (1.20 – 5.39, p=.009)]. 
Using these 6 significant factors, a risk model was created. The 
risk of VTE with one risk factor was 0.7% and 1.8% with two 
risk factors. The risk of VTE increased to 3.6% and 4.5% with 
three and four risk factors respectively. With five and six risk fac-
tors, the risk of VTE increased exponentially to 10.9%, 25% re-
spectively (Figure 1).

Conclusion: This study affirms that multiple perioperative and opera-
tive factors increase the risk of VTE after surgery for IBD. We present a 
novel model which demonstrates a cumulative risk increasing exponen-
tially when more than five risk factors are present.

DOP30
Long-term outcomes of Crohn’s perianal fistulas 
treatment: anti-TNF with surgical closure versus 
anti-TNF alone (PISA-II) - A patient preference RCT

E. Meima - van Praag MD*1, J. Stoker2, G. D’Haens3, K. Gecse4, 
M. Dijkgraaf5, W. Bemelman1, C. Buskens1

1Amsterdam UMC, Surgery, Amsterdam, The Netherlands, 
2Amsterdam UMC, Radiology and Nuclear Medicine, Amsterdam, The 
Netherlands, 3Amsterdam UMC, Gastroenterology and Hepatology, 
Gastroenterology and Hepatology, The Netherlands, 4Amsterdam 
UMC, Gastroenterology and Hepatology, Amsterdam, The 
Netherlands, 5Amsterdam UMC, Clinical Epidemiology- Biostatistics 
and Bioinformatics, Amsterdam, The Netherlands

Background: The PISA-II trial showed that anti-TNF induction com-
bined with surgical closure induces MRI healing more frequently than 
anti-TNF alone at 18 months follow-up (FU) and that this was associ-
ated with no recurrences at the time. The aim of this study was to com-
pare long-term outcomes of both treatment arms.
Methods: In this FU study, data were collected from patients who par-
ticipated in the PISA-II trial, a multicentre, international patient pref-
erence randomised controlled trial that compared anti-TNF induction 
combined with surgical closure to anti-TNF therapy alone as treat-
ment for Crohn’s perianal fistulas. FU data were collected from the 
time of enrolment in the PISA-II trial until November 2021. Primary 
outcome was radiological healing at MRI and secondary outcomes 
included long-term clinical closure, recurrences, anti-TNF trough lev-
els (suboptimal level was defined as infliximab <5.0ug/ml, adalimumab 
<5.9ug/ml), incontinence (improved, decreased or never had), and a 
decisional regret scale.
Results: Long-term FU data were collected from 88 out of 94 patients 
included in the PISA-II trial, 35/38 in the surgical closure arm and 53/56 
in the anti-TNF treatment arm. Median FU was 5  years (IQR 4–7). 
During long-term FU radiological healing occurred in significantly 
more patients in the surgical closure arm (40% vs 17%; P=0.018). 
Long-term clinical closure occurred in 71% in the surgical closure arm 
and in 60% in the anti-TNF treatment arm (P=0.533). Recurrences 
occurred in 20% in the surgical closure arm and in 36% in the anti-
TNF treatment arm (P=0.111). One patient with radiological healing 
developed a recurrence (4.3%) vs 12/57 (21.1%) patients with clin-
ical closure. Trough levels were available in 32/53 patients treated with 
anti-TNF. Around the time of recurrence a suboptimal anti-TNF serum 
trough level occurred in 6/10. In the surgical closure arm, 6 patients 
had more and 6 patients had less incontinence problems after treat-
ment, comparable to the 5 patient in the anti-TNF treatment arm with 
more and 8 with less incontinence problems. All patients in the surgical 
closure arm who completed the questionnaire (strongly) agreed that 
undergoing surgery was the right decision and 79% of the patients in 
the anti-TNF arm (strongly) agreed, 14% neither agreed nor disagreed 
and 7% disagreed that anti-TNF treatment was the right decision.
Conclusion: This study further supports the previous finding that anti-
TNF induction combined with surgical closure should be considered in 
patients with Crohn’s perianal fistulas as long-term outcomes are fa-
vourable. Interestingly, surgical closure does not seem to be correlated 
to decreased continence, and all patients agreed that surgery was the 
right decision.
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DOP31
Efficacy and safety of bone marrow-derived 
mesenchymal stem cells in refractory perianal 
fistulae in Crohn’s Disease: Results from a 
prospective monocentric study

C. Reenaers Dr*1, S. Vieujean1, C. Coimbra2, R. Gillard3, P. Meunier3, 
L. Boutaffala1, E. Louis1

1CHU Liège- Sart Tilman, Department of Gastroenterology, Liège, 
Belgium, 2CHU Liège- Sart Tilman, Department of abdominal surgery, 
Liège, Belgium, 3CHU Liège- Sart Tilman, Department of radiology, 
Liège, Belgium

Background: Anoperianal lesions affect up to 30% of patients with 
Crohn’s disease (CD). Long-term fistula healing is challenging with 
conventional biotherapies. Although recent studies demonstrated the 
efficacy of local injections of adipose tissue-derived stem cells with 50 
% of fistulae closure without abscess at one year, this treatment is not 
available in routine.
The primary aim of this study was to evaluate the safety and the feasi-
bility of the injection of bone marrow-derived mesenchymal stem cells 
isolated and prepared in a local university laboratory of cell therapy 
for perianal fistulizing CD. The second aim was to evaluate the efficacy 
of this treatment and his impact on the quality of life of the patients.
Methods: A prospective observational study was performed in the 
CHU of Liège from October 2019 till October 2021. All CD patients 
with perianal fistula and seton placement for at least 6 months were 
eligible. PRO, clinical examination, CRP, fecal calprotectine, CDAI, 
Short health scale (SHS) and MRI were performed at weeks 0, 12 and 
48. PDAI was calculated at inclusion and at Week 48. Efficacy was 
defined as closure of all treated external openings at clinical examin-
ation without abscess at MRI.
Results: Sixteen patients with a median age of 49 years old and a me-
dian duration of perianal CD of 8 years were included. Eleven (69%) 
patients were on anti-TNF. CDAI and PDAI at inclusion were 97,5 ± 
48,8 et 5  ± 4,4 respectively. Four (25%) patients reported adverse 
events the week after the injection (local pain 3/16, mild bleeding 1/16), 
all of them quickly resolutive. Ten (63%) and 8 (50%) patients had a 
closure of all the external opening at week 12 and 48 respectively. Five 
out of 6 patients with 2 external openings had at least 1 opening closed 
at Week 48. One abscess was observed during the follow-up. The me-
dian PDAI was numerically lower at the end of the study (3 versus 5 
at the inclusion). The quality of life improved with a regression of the 
SHS from 10 to 7.5 at the end of the follow-up. At MRI, MAGNIFI-CD 
score and Van Assche index were similar for each patients at the inclu-
sion and at the end of the study.
Conclusion: Injection of locally prepared bone marrow-derived mesen-
chymal stem cells seems safe and effective in refractory perianal fistu-
lae in Crohn’s disease with 50% of closure at 1 year. The treatment is 
associated with an improvement of the perianal activity scores and the 
quality of life scores but not with the MRI scores.

DOP32
Biologic treatment does not reduce the risk of 
postoperative peristomal pyoderma gangrenosum 
in Crohn’s Disease patients

I. Iesalnieks*1

1Evangelisches Krankenhaus Kalk, Department of surgery, Cologne, 
Germany

Background: To assess the risk of postoperative peristomal pyoderma 
gangrenosum in Crohn’s disease patients undergoing bowel resection 
with formation of an ostomy.
Methods: All patients with Crohn’s disease undergoing intestinal resec-
tion with formation of an ostomy were included in the present retro-
spective analysis. The data collection was performed prospectively. All 
cases of pyoderma gangrenosum were identified by clinical examin-
ation and documented on photographs. “Extended colectomies” were 
total colectomy and proctocolectomy.
Results: Between 2009 and 2021, 99 patients underwent intes-
tinal resections with formation of an ostomy – 95 ileostomies and 
4 colostomies. Ileocolic resections were performed in 62 patients, 
small bowel resections in 2 and colorectal resections in 35 patients. 
Additional abdominoperineal rectal resections were performed in 
19 out of latter 35 patients. At the time of surgery, 31 patients were 
on biological treatment, 19 on steroids. Postoperatively, 10 patients 
(10%) developed peristomal pyoderma gangrenosum – all during 
first 3 postoperative months and all in presence of an ileostomy. 
By univariate analysis, abdominoperineal resection (26% vs. 9%, 
p=0.03), presence of colonic disease (20% vs. 2%, p=0.005), pre-
operative biological treatment (24% vs. 4%, p=0.008), extended 
colectomy (27% vs. 5%, p=0.008), non-stricturing/non-penetrating 
disease (35% vs. 5%, p=0.002) were associated with an increased 
risk of peristomal pyoderma gangrenosum. By multivariate ana-
lysis, preoperative intake of biologic treatment (Hazard Ratio 5.5, 
p=0.03), and non-stricturing/non-penetrating disease (HR 8.3, 
p=0.006) were associated with the risk of postoperative pyoderma 
gangrenosum.
Conclusion: Crohn’s disease patients with colonic disease undergo-
ing bowel resections for non-stricturing/non-penetrating disease are 
at high risk to develop peristomal pyoderma gangrenosum during the 
early postoperative period. Preoperative biological treatment does not 
decrease the risk of pyoderma formation; moreover, it might even in-
crease it.

DOP33
Role of adherent and invasive E. coli in Crohn’s 
Disease: Lessons from the postoperative 
recurrence model

A. Buisson*1, H. Sokol2, N. Hammoudi3, S. Nancey4, X. Treton5, 
M. Nachury6, M. Fumery7, X. Hébuterne8, M. Rodrigues9, 
J.P. Hugot10, G. Boschetti4, C. Stefanescu5, P. Wils6, P. Seksik2, 
L. Le Bourhis3, M. Bezault11, P. Sauvanet9, B. Pereira12, M. Allez3, 
N. Barnich9; REMIND study group
1University Hospital Estaing, Department of Gastroenterology- 
IBD Unit, Clermont-Ferrand, France, 2AP-HP Saint-Antoine 
Hospital, IBD Unit, Paris, France, 3AP-HP Saint-Louis Hospital, 
IBD Unit, Paris, France, 4HCL-Lyon Sud, IBD Unit, Lyon, 
France, 5AP-HP Beaujon Hospital, IBD Unit, Paris, France, 
6CHRU Lille, IBD Unit, Lille, France, 7CHU Amiens, IBD Unit, 
Amiens, France, 8CHU Nice, IBD Unit, Nice, France, 9Université 
Clermont Auvergne, M2iSH, Clermont--Ferrand, France, 10Centre 
de recherche sur l’inflammation- INSERM UMR, 1149- Assistance 
Publique-Hôpitaux de Paris- Université de Paris, IBD Unit, Paris, 
France, 11REMIND group, Administrative staff, Paris, France, 
12University Hospital Estaing, DRCI- Statistics Unit, Clermont-
Ferrand, France
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Background: We used the postoperative recurrence model to bet-
ter understand the role of AIEC bacteria in Crohn’s disease 
(CD), taking advantage of a well-characterized postoperative  
cohort.
Methods: From the REMIND prospective, multicenter cohort of 
operated CD patients (ileocolonic resection), AIEC identification 
was performed within the surgical specimen (M0) (N=181 patients) 
and the neo-terminal ileum (n=119 patients/181) during colonos-
copy performed 6 months after surgery (M6). Endoscopic postop-
erative recurrence was graded using Rutgeerts’ index, which was 
interpreted, either from a clinical point of view (postoperative endo-
scopic recurrence ≥ i2b or severe ≥ i3), or from a pathophysiological 
point of view (reappearance of the first ileal lesions = i1 and more 
advanced postoperative ileal recurrence  =  i2b + i3). The mucosa-
associated microbiota was analyzed by 16S sequencing at M0 and 
M6. Relative risks (RR) or odds ratios (OR) were adjusted on po-
tential confounders ((gender, smoking, CD duration, CD phenotype, 
prior bowel resection, indication for surgery, granuloma, preventive 
treatment, antibiotics).
Results: Among the 228 patients included at the time of the ana-
lyzes, the search for AIEC was carried out in 181 patients at M0, 
and 119 patients at M6. Among these 181 patients included in 
our study, 46.3% did not receive any preventive treatment for 
endoscopic postoperative endoscopic recurrence while 24.3% 
have been treated with anti-TNF to prevent postoperative  
recurrence.
AIEC prevalence was two-fold higher within the neo-terminal 
ileum at M6 (30.3%) than within the surgical specimen (14.9%) 
(p<0.001). AIEC within the neo-terminal ileum at M6 was associ-
ated with higher rate of early ileal lesions (i1) (41.6% vs 17.1%; 
aRR=3.49[1.01–12.04], p=0.048) or ileal lesions (i2b + i3) (38.2% 
vs 17.1%; aRR=3.45[1.06–11.30], p=0.040) compared to no lesion 
(i0). AIEC within the surgical specimen was predictive of higher 
risk of i2b-endoscopic POR (aOR=2.54[1.01–6.44], p=0.049) and 
severe endoscopic POR (aOR=3.36 [1.25–9.06], p=0.017). While 
only 5.0% (6/119) of the patients were AIEC-positive at both M0 
and M6, 43.7% (52/119), patients with history of AIEC infection 
(M0 or M6) had higher risk of ileal endoscopic POR (aOR=2.32 
[1.01–5.39], p=0.048]), i2b-endoscopic postoperative recurrence 
(aOR  =  2.41[1.01–5.74]; p=0.048) and severe endoscopic postop-
erative (aOR = 3.84[1.32–11.18], p=0.013). AIEC colonization was 
associated with a specific microbiota signature including increased 
abundance of Ruminococcus gnavus.
Conclusion: Based on the postoperative recurrence model, our data 

support the role of AIEC in the early steps of ileal CD.

DOP34
Comparison of the risk of clinical recurrence 
after ileocolonic resection for Crohn’s Disease for 
modified Rutgeerts’ score i2a and i2b categories: 
Individual patient data meta-analysis

P. Riviere*1, J. Pekow2, N. Hammoudi3, P. Wils4, P. De Cruz5, 
C. Wang6, M. Mañosa7, J. Ollech2, M. Allez3, M. Nachury4, 
M. Kamm5, A. Maya2, M. Ferrante8, A. Buisson9, S. Singh10, 
D. Laharie1, D. Momar11, M. Fumery12

1Bordeaux University Hospital, Gastroenterology unit, Pessac, 
France, 2University of Chicago, Gastroenterology, Chicago, United 
States, 3Hôpital Saint-Louis, Gastroenterology, Paris, France, 4Lille 
University Hospital, Gastroenterology, Lille, France, 5The Austin 

Hospital, Gastroenterology, Melbourne, Australia, 6Mount Sinai 
Hospital, Gastroenterology, New York, United States, 7Hospital 
Germans Trias, Gastroenterology, Badalona, Spain, 8Leuven 
University Hospitals, Gastroenterology, Leuven, Belgium, 9Clermont 
Ferrand University Hospitals, Gastroenterology, Clermont Ferrand, 
France, 10UC San Diego Health, Gastroenterology, San Diego, 
United States, 11Amiens University Hospitals, Statistics, Amiens, 
France, 12Amiens University Hospitals, Gastroenterology, Amiens, 
France

Background: The modified Rutgeerts’ score (mRS) differentiates i2a 
– lesions confined to the anastomosis – and i2b – neoterminal ileum 
lesions – categories. Its relevance for therapeutic management of 
Crohn’s disease (CD) patients after ileocolonic resection is still debated. 
Our objective was to compare the postoperative recurrence (POR) risk 
in patients with a mRS i2a or i2b score using an individual patient data 
meta-analysis.
Methods: We conducted a systematic literature search of Medline, 
Embase and abstracts from international conferences (until July 
2020) to identify all relevant studies reporting the risk of clinical and/
or surgical POR and the i2a/i2b status in the year following ileoco-
lonic resection. Initial datasets were obtained from the corresponding 
authors. Time from endoscopy to clinical and surgical POR was esti-
mated using Kaplan-Meier method. The association between time to 
event and mRS was evaluated using a mixed Cox with centre as the 
random effect.
Results: From the 17 studies identified, 7 published between 2008 
and 2019 (cohort studies, n=4; clinical trials, n=2) corresponding to 
a total of 400 patients (median (InterQuartileRange) age at surgery 
34 (26,47) years; 52% female) were included. In the year following 
ileocolonic resection, 189 (47%) patients displayed an i2a mRS and 
211 (53%) an i2b. In the i2b group, we observed more male patients 
(56% versus 41%, p=0.01), more patients with previous ileoco-
lonic resection (31% versus 21%, p=0.03) and temporary ileostomy 
(14% versus 6%, p=0.03) and an immunosuppressant or antiTNF 
therapy was more frequently initiated after endoscopy (42% versus 
26%, p<0.01 and 36% versus 54%, p<0.01, respectively). The risk 
of clinical POR at 1, 3 and 5 years was 11% [6%-15%], 25% [18%-
32%] and 36% [27%-43%] in the i2a group and 9% [5%-13%], 
33% [26%-41%] and 47% [39%-56%] in the i2b group (p=0.63, 
p=0.12, et p=0.05 respectively). No significant difference was 
observed in terms of time to clinical POR (Hazard Ratio (HR)=1.27; 
Confidence Interval 95% [0.91,1.76]; p=0.16) (Figure 1) or surgical 
POR (HR=0.94; CI95% [0.44,2.00]; p=0.87). After exclusion of 
patients having initiated an immunosuppressant or a biologic in the 
3 months after endoscopy (remaining cohort, n=361), no difference 
was observed in terms of clinical POR (HR=1.29 [0.92,1.80]; p=0.13) 
or surgical POR (HR=0.85 [0.39,1.84]; p=0.68).
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Conclusion: In this individual patient data meta-analysis, no difference 
is observed between i2a and i2b mRS subcategories in terms of clinical, 
surgical or endoscopic POR. Limits of the mRS may explain this lack 
of predictive value.

DOP35
Increasing incidence of pouchitis among patients 
undergoing ileal pouch-anal anastomosis between 
1996 and 2018: A population-based Danish cohort 
study

E. Barnes*1, K. Allin2, A. Iversen2, H. Herfarth1, T. Jess2

1University of North Carolina at Chapel Hill, Division of 
Gastroenterology and Hepatology, Chapel Hill, United States, 2Center 
for Molecular Prediction of Inflammatory Bowel Disease- Aalborg 
University, Department of Clinical Medicine, Copenhagen, Denmark

Background: Current knowledge regarding the epidemiology of pouch-
itis is based on highly selected, mostly single-center, patient cohorts. 
Our objective was to prospectively determine the population-based 
incidence of pouchitis in patients with ulcerative colitis (UC) in the 
first 2 years after ileal pouch-anal anastomosis (IPAA) and analyze time 
trends of the incidence of pouchitis.
Methods: We used national registries to establish a population-based 
cohort of all Danish patients undergoing proctocolectomy with IPAA 
UC between 1996 and 2018. The primary outcome was the devel-
opment of pouchitis within the first 2 years after IPAA, evaluated by 
time period of IPAA. The period of IPAA was categorized as follows: 
1996–2000 (pre-biologic-1), 2001–2005 (pre-biologic-2), 2006–2010 
(early-anti-TNF), 2011–2014 (expanding anti-TNF), 2015–2018 (cur-
rent biologic). Pouchitis was defined using a previously developed case-
finding definition for use in administrative claims data. Kaplan Meier 
and Cox Proportional Hazard modeling were utilized in the evaluation 
of time to development of pouchitis.
Results: We identified 1,664 patients that underwent an IPAA for 
UC. The cumulative incidence of pouchitis in the 2 years after IPAA 
increased throughout the study period, from 40% in 1996–2000, (95% 
CI:35%-46%) to 55% in 2015–2018, (95% CI:48%-63%, Table 1). 
Patients undergoing surgery between 2015–2018 also demonstrated an 
increased risk of pouchitis compared to the earliest study period (1996–
2000) after adjusting for sex, age, and socioeconomic status (Hazard 
Ratio [HR] 1.57, 95% CI:1.20–2.05, Table 2, Figure 1). In a separate 
model adjusting for the same clinical and demographic factors, there 
was no significant relationship between the preoperative use of anti-
tumor necrosis factor alpha therapy use and the risk of pouchitis when 

evaluated in the entire population (HR 1.14, 95% CI:0.93–1.40) and 
when evaluated by time period of surgery.

Conclusion: This first population-based study demonstrated a 15% ab-
solute and 38% relative increase in the incidence of pouchitis among 
patients undergoing surgery between 1996 and 2018, with the great-
est cumulative incidence of pouchitis demonstrated in the most recent 
era (2015–2018). The striking increase in the incidence of pouchitis 
highlights the need for further research into causes and prevention of 
pouchitis.

DOP36
Efficacy and safety of vedolizumab in patients 
with chronic active pouchitis refractory to anti-TNF 
therapy: Results of a retrospective multicenter 
study

M. Sallette*1, Y. Bouhnik2, M. Nachury3, C. Bellanger4, D. Laharie5, 
A. Amiot6, L. Peyrin-Biroulet7, X. Roblin8, R. Altwegg9, A. Buisson10, 
C. Reenaers11, G. Bouguen12, L. Vuitton13, A. Bourreille14, C. Gilletta15, 
M. Serrero16, X. Hébuterne17, J. Filippi18; Groupe d’Etude 
Thérapeutique des Affections Inflammatoires du Tube Digestif 
(GETAID)
1Archet, 2 University Hospital, Gastroenterology, Nice, France, 
2Beaujon University Hospital, Gastroenterology, Paris, France, 
3Lille University Hospital, Gastroenterology, Lille, France, 4Kremlin 
Bicêtre Hospital, Gastroenterology, Paris, France, 5Haut Lévêque 
Hospital, Gastroenterology, Bordeaux, France, 6Henri Mondor 
University Hospital, Gastroenterology, Paris, France, 7Nancy 
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University Hospital, Gastroenterology, Nancy, France, 8Saint 
Etienne University Hospital, Gastroenterology, Saint Etienne, 
France, 9Montpellier University Hospital, Gastroenterology, 
Montpellier, France, 10Clermont-Ferrand University Hospital, 
Gastroenteroogy, Clermont-Ferrand, France, 11Liège University 
Hospital, Gastroenterology, Liège, Belgium, 12Rennes University 
Hospital, Gastroenterology, Rennes, France, 13Besançon University 
Hospital, Gastroenterology, Besançon, France, 14Nantes University 
Hospital, Gastroenteroogy, Nantes, France, 15Toulouse University 
Hospital, Gastroenterology, Toulouse, France, 16Nord University 
Hospital, Gastroenterology, Marseille, France, 17Archet, 2 University 
Hospital, Gastroenterology, Nice, France, 18Archet, 2 Unversity 
Hospital, Gastroenterology, Nice, France

Background: Total coloproctectomy with ileoanal anastomosis (IAA) 
is the procedure of choice for patients with treatment-resistant ulcera-
tive colitis (UC). It is most often curative, but can be complicated by 
pouchitis in 30% of cases, which becomes chronic in 10% of patients. 
Its treatment is not codified after failure of conventional treatments and 
a first line of anti-TNF. The objective of our study was to determine the 
efficacy and safety of vedolizumab (VDZ) in patients with anti-TNF 
refractory chronic pouchitis.
Methods: This was a retrospective, multicenter study conducted in 
17 hospital centers. Patients were selected from July 2019 to January 
2021. All patients had chronic pouchitis refractory to a first line of 
anti-TNF. We evaluated clinical, endoscopic and biological charac-
teristics at initiation of VDZ therapy, at week (W) 10 as well as at 
W52. The primary objective of the study was to assess clinical response 
(improvement ≥ 50% in stool frequency and rectal bleeding) at W52. 
Secondary objectives were to assess clinical response and remission (ab-
sence of symptom) at W10, endoscopic response (improvement ≥ 50% 
of endoscopic lesions) and remission (mucosal healing) at W10 and 52. 
Adverse events were also collected.
Results: Forty-nine patients were included in the study (23 women, 26 
men, mean age 48 years). Thirty-one patients (63%) had received only 
one line of biologic.
Forty-four (90%) patients had endoscopic evaluation before ini-
tiation of VDZ, and 25 (51%) patients at W10 and 52. CRP was 
assessed in all patients at baseline, 43 (88%) patients at W10, and 
33 (67%) patients at W52.At W10, 17 (34%) patients were clinic-
ally responders without corticosteroids, of whom 3 (6%) were in 
remission; among the 25 patients evaluated, endoscopic response 
was obtanine in 5 (20%) patients and endoscopic remission in 11 
(44%) patients. At W52, 22 (44%) patients were clinically respond-
ers, 12 (24%) of whom were in remission; endoscopic response was 
obtained in 15 (60%) patients and endoscopic remission in 5 (20%)  
patients.
Although there was a trend for CRP to decrease during follow-up 
(17.3  mg/L at inclusion vs. 7.9  mg/L at W52) in the responder 
group, there was no significant difference between this subgroup 
and the non-responder patients at W52. Eight patients (16%) had 
adverse events, leading to discontinuation of treatment in three 
of them.
Optimization of VDZ at W10 was the only factor predicting non-
response at W52: 40% in the non-responder group vs 8% in the re-
sponder group (p=0.05).
At 1 year, 69% of patients were continuing treatment.
Conclusion: This retrospective multicenter study shows that VDZ is a 
therapeutic option that may be considered in the treatment of chronic 
pouchitis refractory to anti-TNF.

DOP Session 5: The Southern: Small molecules 
in IBD

DOP37
Efficacy and safety of filgotinib in patients with 
Ulcerative Colitis stratified by age: Post hoc 
analysis of the phase 2b/3 SELECTION and 
SELECTIONLTE studies

S. SCHREIBER*1, E.V. Loftus Jr2, C. Maaser3, S. Danese4,5, 
C. Rudolph6, R. Jongen6, A. De Haas6, A. Oortwijn6, S. Vermeire7

1Kiel University, Medicine I, Kiel, Germany, 2Mayo Clinic College of 
Medicine and Science, Division of Gastroenterology and Hepatology, 
Rochester, United States, 3Hospital Lüneburg, Outpatients Department 
of Gastroenterology, Lüneburg, Germany, 4IRCCS Ospedale San 
Raffaele, Gastroenterology and Endoscopy, Milan, Italy, 5Vita-
Salute, San Raffaele University, Milan, Italy, 6Galapagos, Nv, Leiden, 
The Netherlands, 7University Hospitals Leuven, Department of 
Gastroenterology and Hepatology, Leuven, Belgium

Background: With a growing prevalence of inflammatory bowel disease 
(IBD) in elderly patients, there is a clinical requirement to understand 
the impact of treatment in this population.1 Filgotinib (FIL) is an oral 

Janus kinase 1 preferential inhibitor. This post hoc analysis of data col-
lected in the phase 2b/3 SELECTION programme evaluated the effi-
cacy and safety of FIL in patients with ulcerative colitis (UC) stratified 
by age.
Methods: The SELECTION programme includes two Induction 
Studies, a Maintenance Study (NCT02914522) and a long-term ex-
tension (LTE) study (NCT02914535). Adults aged 18–75 years with 
moderately to severely active UC were randomized 2:2:1 to receive FIL 
200 mg or 100 mg or placebo once daily for 11 weeks. Responders at 
week 10 were re-randomized 2:1 to continue assigned FIL treatment or 
placebo from week 11–58. In LTE, patients with disease worsening and 
those completing week 58 continued assigned treatment before receiv-
ing open-label FIL. We assessed the efficacy and safety of FIL at any 
dose in the overall cohort of SELECTION and LTE, stratified into five 
age groups: <30, ≥30–<40, ≥40–<50, ≥50–<60 and ≥60 years. Clinical 
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remission was evaluated at week 10 and pMCS remission was assessed 
at week 10, 58 and LTE weeks 2, 4, 12 and 24. Exposure-adjusted in-
cidence rates (EAIRs) were calculated for adverse events (AEs). A data 
cut-off of 28 February 2020 was used.
Results: Baseline disease activity and previous and concomitant treat-
ments were comparable across age groups in each treatment arm. While 
there were fewer patients in the ≥60 years group, patient distribution 
was similar in all other age groups. FIL induced clinical (~16%) and 
pMCS (~36%) remission in similar proportions of patients across all 
age groups at week 10 (Figure 1). At week 58, pMCS remission was 
achieved in ~53% of FIL-treated patients across age groups (Figure 2). 
In LTE, the proportion of FIL-treated patients in pMCS remission gen-
erally increased with time and remained similar across all age groups 
(Figure 3). FIL-treated patients aged ≥60 years had higher EAIRs of any 
AE, infections, herpes zoster, malignancies, NMSC and MACE than 
younger patients (Table). One thromboembolic event occurred in a FIL-
treated patient aged <30 years. Three deaths related to cardiovascular 
disease occurred in FIL-treated patients aged ≥50 years.
Conclusion: These findings suggest FIL is efficacious in inducing and 
maintaining symptomatic remission and could have an acceptable 
safety profile in adults with UC of all ages, including ≥60 years old. 
Age-related increases in incidences of certain AEs might be expected 
in patients with IBD; however, the number of patients ≥60 years limits 
comparison of these data with reported rates.

Reference

1Zammarchi et al. BMC Gastroenterol 2020;20;147

DOP38
Upadacitinib Therapy Reduces Ulcerative Colitis 
Symptoms as Early as Day 1

S. Vermeire*1, J.F. Colombel2, K. Takeuchi3, X. Gao4, R. Panaccione5, 
S. Danese6, M. Dubinsky7, S. Schreiber8, D. Ilo9, T. Finney-Hayward9, 
W. Zhou9, C. Phillips9, X. Yao9, Q. Zhou9, E. Loftus10

1University Hospital Leuven, none, Leuven, Belgium, 2Icahn 
School of Medicine at Mount Sinai, none, New York City, United 
States, 3Tsujinaka Hospital Kashiwanoha- Kashiwa, Division 
of Gastroenterology and Hepatology, Chiba, Japan, 4The Sixth 
Affiliated Hospital of Sun Yat-sen University, Department of 
Gastroenterology, Guangzhou, China, 5University of Calgary, 
Division of Gastroenterology and Hepatology, Alberta, Canada, 
6IRCCS Ospedale San Raffaele and University Vita-Salute San 
Raffaele, Department of Gastroenterology and Endoscopy, Milan, 
Italy, 7Icahn School of Medicine at Mt Sinai, Department of 
Pediatric Gastroenterology, New York, United States, 8University 
Hospital Schleswig-Holstein, none, Kiel, Germany, 9AbbVie- Inc, 
none, North Chicago, United States, 10Mayo Clinic College of 
Medicine, Division of Gastroenterology and Hepatology, Rochester, 
United States

Background: Upadacitinib (UPA), an oral, reversible JAK inhibitor 
engineered for increased selectivity for JAK1 over JAK2, JAK3, or 
tyrosine kinase 2 (TYK2), demonstrated significantly greater efficacy 
compared with placebo (PBO) for induction of remission in patients 
with moderately to severely active ulcerative colitis (UC) in two phase 3 
trials, U-ACHIEVE Induction (NCT02819635) and U-ACCOMPLISH 
(NCT03653026). This analysis evaluated the efficacy of UPA on early 
symptomatic improvement for the first 14 days, using pooled data from 
U-ACHIEVE Induction and U-ACCOMPLISH.
Methods: U-ACHIEVE and U-ACCOMPLISH were multicentre, 
double-blind, PBO-controlled trials that enrolled patients who have 
had moderately to severely UC with an Adapted Mayo Score of 5 to 9 
points and centrally reviewed endoscopy subscore of 2 to 3. A total of 
998 patients were randomized to receive UPA 45mg once daily (QD) 
(n=658) or PBO (n=328) for 8 weeks (wks) in a 2:1 ratio. First dose 
of study drug was administered on Day 0. Improvement in symptoms 
including stool frequency subscore (SFS), rectal bleeding subscore 
(RBS), abdominal pain, and bowel urgency were analysed from daily 
symptom diary data. Multivariate regression analysis was used to de-
termine if early changes in UC symptoms could be used to evaluate 
a potential correlation with patients’ likelihood of achieving clinical 
response or clinical remission per Adapted Mayo score at the end of 
induction.
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Results: Baseline characteristics were similar between both treat-
ment groups. Patients treated with UPA 45  mg QD experienced 
significant improvement in daily symptoms, with significantly more 
subjects achieving SFS≤1 (p<0.001), RBS of 0 (p<0.05), and SFS 
of 0 (p<0.05) as early as day 1 and maintained through day 14 
(Figure 1). A significantly higher percentage of patients who received 
UPA 45 mg QD compared to PBO, achieved abdominal pain=0 and 
the absence of bowel urgency within 3  days of beginning treat-
ment through day 14 (p<0.05). Multivariate analysis revealed that 
patients who achieved day 7 SFS≤1 (OR 2.42, 95% CI, 1.53–3.82) 
were more likely to attain clinical response (Table). Patients who 
attained day 7 SFS≤1 (OR 2.53, 95% CI 1.59–4.00) or day 7 bowel 
urgency absent (OR 2.40, 95% CI 1.52–3.79) were more likely to 
achieve clinical remission at week 8.

Conclusion: UPA 45 mg QD significantly improved UC symptoms as 
early as day 1, providing patients with rapid symptom relief. Patients 
who achieved early symptom improvement were more likely to attain 
clinical remission or clinical response at week 8.  [Clinicaltrials.gov, 
U-ACHIEVE Induction (NCT02819635) and U-ACCOMPLISH 
(NCT03653026)]

DOP39
Effect of baseline disease characteristics on clinical 
outcomes in moderate-to-severe Ulcerative Colitis 
treated with upadacitinib: Results from a Phase 3 
trials programme

P. Higgins*1, J.F. Colombel2, M. Reguiero3, G. Parkes4, D. Ilo5, 
C. Philips5, X. Yao6, E. Cheng6, S. Schreiber7

1University of Michigan, Department of Internal Medicine, Ann 
Arbor, United States, 2Icahn School of Medicine at Mount Sinai, 

Department of Gastroenterology, New York, United States, 3Cleveland 
Clinic Foundation, Department of Gastroenterology and Hepatology, 
Cleveland, United States, 4Royal London Hospital, Department of 
Gastroenterology, London, United Kingdom, 5AbbVie Inc, Research 
and Development, North Chicago- Illinois, United States, 6AbbVie Inc, 
Data & Statistical Sciences, North Chicago- Illinois, United States, 
7University Hospital Schleswig-Holstein, Department of Internal 
Medicine, Kiel, Germany

Background: Upadacitinib (UPA) is an oral, once-daily (QD), selective 
Janus kinase inhibitor that has demonstrated efficacy in the induction 
and maintenance treatment of Ulcerative Colitis (UC). This analysis 
aimed to assess the impact of baseline UC characteristics on clinical 
outcomes following UPA therapy.
Methods: Patients (pts) with moderately to severely active UC who had 
failed conventional or biological treatment were enrolled in two ran-
domised, double-blind (DB), placebo (PBO)-controlled, Phase 3, 8-week 
induction studies of UPA 45 mg QD vs PBO. Pts achieving a clinical 
response (decrease from baseline in Adapted Mayo score ≥2 points and 
≥30% from baseline, plus a decrease in rectal bleeding score [RBS] ≥1 
or an absolute RBS ≤1) at Week (Wk) 8 entered a 52-week, randomised, 
DB, PBO-controlled, Phase 3 maintenance study, and received UPA 
15 mg QD, UPA 30 mg QD, or PBO. The primary efficacy endpoint 
was clinical remission per Adapted Mayo score at Wk 8 (induction) and 
at Wk 52 (maintenance). Pre-specified (PS) and post hoc (PH) analyses 
were conducted by baseline disease activity (full Mayo score ≤9 or >9) 
(PS), extent (PS), duration (<2, 2–5, >5–10, >10 years [yrs]) (PH), and 
high-sensitivity C-reactive protein (hs-CRP) level (≤5 or >5 mg/L) (PH).
Results: 988 pts were included in the induction studies, and 451 in the 
maintenance study. The treatment difference between UPA 45 mg QD 
and PBO excluded zero for all subgroups at Wk 8 (Figure 1). Wk 8 
remission rates were lower for full Mayo score >9 vs ≤9, and for CRP 
>5 vs ≤5 mg/dL, with minimal effects of disease extent or duration. Wk 
52 maintenance of remission rates were greater with UPA 15 mg and 
30 mg QD vs PBO (16–44% and 30–50% difference, respectively), and 
with UPA 30 vs UPA 15 mg QD. This incremental benefit of the 30 mg 
dose was greater in pts with severely (full Mayo score >9) vs moder-
ately active disease (Figure 2); 15 mg and 30 mg demonstrated similar 
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efficacy in pts with Mayo score <9. Statistically non-significant numer-
ical advantages for UPA 30 mg vs UPA 15 mg maintenance were seen 
in all subgroups, with the exception of hs-CRP >5 mg/L.
Conclusion: UPA 45  mg QD is an effective induction treatment for 
UC, regardless of baseline disease characteristics. Both 15 and 30 mg 
UPA doses are effective maintenance regimens, regardless of baseline 
disease characteristics. However, the 30 mg dose shows a trend towards 
increased benefit vs 15 mg in pts with Mayo score >9 and extensive 
disease. This analysis suggests that while UPA 15 mg may be most ap-
propriate for patients with UC with a low inflammatory burden (per 
full Mayo score and extent), the 30 mg dose may be more appropriate 
for those with a high one.

DOP40
Impact of corticosteroid usage on efficacy and 
safety outcomes in patients receiving upadacitinib 
for Ulcerative Colitis

T. Raine*1, Y. Ishiguro2, D. Rubin3, T. Finney-Hayward4, I. Dapo5, 
C. Phillips5, E. Cheng6, L. Targownik7, E.V. Loftus- Jr.8

1Addenbrooke’s Hospital- Cambridge University Hospitals, 
Department of Gastroenterology, Cambridge, United Kingdom, 
2Hirosaki General Medical Centre- National Hospital Organisation, 
Department of Clinical Research, Hirosaki, Japan, 3The University 
of Chicago Medicine, Inflammatory Bowel Disease Center, Chicago, 
United States, 4AbbVie Ltd., Gastroenterology, Maidenhead, United 
Kingdom, 5AbbVie Ltd., Research and Development, North Chicago, 
United States, 6AbbVie Ltd., Data & Statistical Science, North Chicago, 
United States, 7Mount Sinai Hospital- University of Toronto, Division 
of Gastroenterology and Hepatology, Toronto, Canada, 8Mayo Clinic 
College of Medicine, Division of Gastroenterology and Hepatology, 
Rochester, United States

Background: The oral, selective Janus kinase inhibitor upadacitinib 
(UPA) has demonstrated efficacy as induction and maintenance 
therapy in patients with moderately to severely active Ulcerative 
Colitis (UC) in a Phase 3 clinical programme comprising two iden-
tical induction trials (U-ACHIEVE Induction [NCT02819635] 
and U-ACCOMPLISH [NCT03653026]) and a maintenance study 
(U-ACHIEVE Maintenance). This analysis assessed the impact of 
baseline corticosteroid (CS) use on the efficacy and safety of UPA in 
patients in these trials.
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Methods: Patients were randomised 2:1 to UPA 45 mg once daily 
(QD) or placebo (PBO) for 8 weeks. Patients who achieved a clin-
ical response at Week 8 were re-randomised 1:1:1 to UPA 15 mg 
QD, UPA 30  mg QD or PBO for 52 weeks. Here, we report in-
duction and maintenance endpoints and safety data stratified by 
baseline CS use.
Results: Baseline demographics and disease characteristics were gener-
ally well balanced across treatment groups, regardless of baseline CS 
use. Clinical remission rates among patients receiving UPA 45 mg in-
duction therapy did not differ by baseline CS use (Figure 1A). In the 
induction period, rates of treatment-emergent adverse events of special 
interest (AESI), including serious and opportunistic infections, were 
increased in the UPA 45  mg plus baseline CS group compared with 
the PBO and UPA without baseline CS groups (Table 1). In the main-
tenance study, CS tapering was mandated. CS-free remission at Week 
52 (defined as clinical remission, per Adapted Mayo Score, and CS free 
for ≥90 days immediately prior to Week 52) was significantly increased 
with UPA 30 and 15 mg compared with PBO (both p<0.001; Figure 
1B). Among patients receiving UPA maintenance, rates of treatment-
emergent AESIs in the baseline CS versus no baseline CS groups were 
33% versus 39% and 27% versus 35% in the UPA 30 mg and UPA 
15 mg groups, respectively. Malignancy, major adverse cardiovascular 
events, venous thromboembolic events, and serious and opportun-
istic infections were reported infrequently in patients receiving UPA 
(Table 1).

Conclusion: This post hoc analysis suggests that, in patients with 
moderately to severely active UC, UPA is superior to PBO in con-
ferring CS-free remission. Baseline CS use was not associated with 
any apparent efficacy benefit and carried a potential increased safety 
risk. These results suggest that achieving early disease control with 
UPA and without CS use is an optimal treatment strategy for this 
population.

DOP41
Efficacy and safety of extended induction 
treatment with upadacitinib 45 mg once daily 
followed by maintenance upadacitinib 15 or 30 mg 
once daily in patients with moderately to severely 
active Ulcerative Colitis

S. Vermeire*1, S. Danese2, W. Zhou3, J. Klaff3, D. Ilo3, X. Yao4, 
G. Levy5, P.D.R. Higgins6, E.V. Loftus- Jr.7, R. Panaccione8

1University Hospital Leuven & KU Leuven, Gastroenterology & 
Hepatology, Leuven, Belgium, 2IRCCS Ospedale San Raffaele and 
University Vita-Salute San Raffaele, Gastroenterology and Endoscopy, 
Milan, Italy, 3AbbVie Inc., Research and Development, North Chicago- 
Illinois, United States, 4AbbVie Inc., Data & Statistical Sciences, North 
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Michigan, Department of Medicine- Division of Gastroenterology, Ann 
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Arbor- Michigan, United States, 7Mayo Clinic- College of Medicine, 
Division of Gastroenterology and Hepatology, Rochester- Minnesota, 
United States, 8University of Calgary, Inflammatory Bowel Disease 
Unit- Division of Gastroenterology and Hepatology, Calgary- Alberta, 
Canada

Background: Upadacitinib (UPA), a selective and reversible Janus 
kinase inhibitor, has been shown to be safe and effective when adminis-
tered at a dose of 45 mg once daily (QD) as 8-week induction therapy 
in moderate-to-severe Ulcerative Colitis (UC). This analysis evaluated 
outcomes following extended induction (45  mg QD for 16 weeks) 
followed by maintenance (15 or 30 mg QD) treatment with UPA in 
patients with UC who did not achieve a clinical response after 8 weeks’ 
induction.
Methods: Patients with moderate-to-severe UC who failed to achieve 
a clinical response (Adapted Mayo score decrease of ≥2 points and 
≥30% from baseline, plus ≥1-point decrease in rectal bleeding score 
[RBS] or absolute RBS ≤1) to 8 weeks’ induction treatment with 
UPA 45 mg QD in the U-ACHIEVE Induction (NCT02819635) or 
U-ACCOMPLISH (NCT03653026) studies, continued to receive 
UPA 45  mg QD in an 8-week open-label extension. Responders 
at the end of the open-label extension entered the U-ACHIEVE 
Maintenance study and were randomised 1:1 to UPA 15  mg or 
30 mg QD for 52 weeks. The efficacy endpoints were evaluated at 
Week 16 for the induction studies and at Week 52 for the mainten-
ance study.
Results: In total, 125 patients who failed to achieve a clinical response 
after 8 weeks’ induction treatment received open-label UPA 45  mg 
for a further 8 weeks. Of these patients, 48.3% achieved a clinical re-
sponse at Week 16 and were re-randomised to UPA 15 or 30 mg in 
U-ACHIEVE Maintenance. Among 16-week responders who entered 
the maintenance study, clinical remission, maintenance of clinical re-
sponse, and endoscopic improvement, respectively, at Week 52 were 
achieved in 33.3% versus 19.0%, 66.7% versus 35.7%, and 37.5% 
versus 23.8% of those who received UPA 30 versus UPA 15 mg QD 
as maintenance treatment (Table 1). Adverse events of special interest 
were reported infrequently in the two maintenance treatment groups 
(Table 2).

Conclusion: In this analysis, prolonged induction treatment for a total 
of 16 weeks was beneficial in almost half of UC patients who failed to 
achieve a clinical response after 8 weeks’ induction with UPA 45 mg. 
The benefit of maintenance therapy in these delayed responders was 
further demonstrated, with UPA 30 mg providing greater benefit than 

UPA 15 mg QD.

DOP42
Efficacy and safety of deucravacitinib, an oral, 
selective tyrosine kinase 2 inhibitor, in patients 
with moderately-to-severely active Ulcerative 
Colitis: 12-week results from the Phase 2 LATTICE-
UC study

S. Danese*1, R. Panaccione2, G. D’Haens3, L. Peyrin-Biroulet4, 
S. Schreiber5, T. Kobayashi6, B. Gawdis-Wojnarska7, P. Korga8, 
H. Aguilar9, B. Sharkey10, A. Sreih11, C. Radosti10, A. Patel10, 
J. Canavan10, D. Rubin12

1Humanitas Research Hospital, Inflammatory Bowel Diseases 
Center, Milan, Italy, 2University of Calgary, Inflammatory 
Bowel Disease Clinic, Calgary- Alberta, Canada, 3Amsterdam 
University Medical Centers, Inflammatory Bowel Disease Unit, 
Amsterdam, Netherlands Antilles, 4Nancy University Hospital, 
Gastroenterology, Nancy, France, 5University Hospital Schleswig-
Holstein, Gastroenterology, Kiel, Germany, 6Kitasato University 
Kitasato Institute Hospital, Gastroenterology, Tokyo, Japan, 7Twoja 
Przychodnia-Szczecińskie Centrum Medyczne, Gastroenterology, 
Szczecin, Poland, 8Centrum Medyczne KERmed, Gastroenterology, 
Bydgoszcz, Poland, 9Louisiana Research Center, Gastroenterology, 
Shreveport, United States, 10Bristol Myers Squibb, Division of 
Immunology and Fibrosis Development, Princeton, United States, 
11Bristol Myers Squibb, Department of Immunology and Fibrosis 
Development, Princeton, United States, 12University of Chicago 
Medicine, Inflammatory Bowel Disease Center, Chicago, United 
States

Background: Tyrosine kinase 2 (TYK2) is an intracellular kinase that 
mediates the signalling of key cytokines involved in ulcerative colitis 
(UC) pathophysiology. Deucravacitinib (DEUC) is a novel, oral, se-
lective TYK2 inhibitor that binds to the TYK2 regulatory domain. 
The safety and efficacy of DEUC were evaluated in patients (pts) with 
moderately-to-severely active UC.
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Methods: LATTICE-UC (NCT03934216), a randomised, 
double-blind, placebo (PBO)-controlled, multicentre, Phase 2 trial, 
enrolled pts with moderately-to-severely active UC (modified Mayo 
score of 5 to 9 [endoscopic {ES} subscore ≥2, rectal bleeding {RB} 
subscore ≥1, stool frequency {SF} subscore ≥2) with inadequate re-
sponse, loss of response, or intolerance to ≥1 conventional or biologic 
therapy. Pts were randomised 2:1 to oral DEUC 6 mg or PBO twice 
daily (BID) and stratified by baseline (BL) corticosteroid use and prior 
exposure to biologics. The primary endpoint was clinical remission 
(modified Mayo score with subscores of SF ≤1 with ≥1-point decrease 
from BL, RB=0, and ES ≤1 [modified, excludes friability]) at Week 

(Wk) 12; endoscopic response (ES ≤1) at Wk 12 was a secondary 
endpoint.
Results: Demographic and BL characteristics were generally similar 
across groups, except for BL disease activity as measured by the 
modified Mayo score and ES subscore. Most pts (63.4%) were bio-
logic naïve, and 40.5% were receiving concomitant oral corticos-
teroids (Table 1). Of 131 pts randomised, 104 (79.4%) completed 
12 wks of treatment (DEUC, 69/87 [79.3%]; PBO, 35/42 [83.3%]). 
At Wk 12, clinical remission rates were 14.8% and 16.3% in 
the DEUC and PBO arms, respectively, in the overall population 
(P=0.59); 14.0% and 25.9% in biologic-naïve pts; and 16.1% and 
0.0% in biologic-experienced pts (Figure 1). At Wk 12, endoscopic 
response rates were 19.3% and 27.9% in the DEUC and PBO 
arms, respectively, in the overall population (P=0.88); 15.8% and 
37.0% in biologic-naïve pts; and 25.8% and 12.5% in biologic-
experienced pts (Figure 2). Pharmacodynamic data suggest insuffi-
cient inhibition of TYK2 pathways with DEUC 6 mg BID. Incidence 
of adverse events (AEs) was 70.1% in the DEUC arm and 47.6% 
with PBO; rates of serious AEs were 9.2% (n=8) and 4.8% (n=2), 
respectively. Rash, acne, and worsening of UC were the most com-
mon AEs in the DEUC arm. No meaningful changes from BL in 
mean values of laboratory parameters were observed with DEUC 
treatment.
Conclusion: This Phase 2 study of DEUC 6 mg BID in moderately-
to-severely active UC did not meet its primary or secondary ef-
ficacy endpoints at Wk 12. In biologic-experienced pts, response 
rates were numerically higher with DEUC compared with PBO. 
The safety profile was consistent with DEUC trials in psoriasis and 
psoriatic arthritis.
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DOP43
Rapidity of ozanimod-induced symptomatic 
response and remission in patients with 
moderately to severely active Ulcerative Colitis: 
Results from the induction period of True North

B. Siegmund*1, J. Axelrad2, M. Pondel3, M.T. Osterman3, 
H.A. Ahmad3, A. Memaj3, M. Regueiro4, A. Armuzzi5, A. Afzali6

1Charité – Universitätsmedizin Berlin, Gastroenterology, Berlin, 
Germany, 2NYU Langone Health, Gastroenterology, New York, 
United States, 3Bristol Myers Squibb, Department of Immunology and 
Fibrosis Development, Princeton, United States, 4Cleveland Clinic, 
Gastroenterology, Cleveland, United States, 5Fondazione Policlinico 
A.  Gemelli IRCCS, Catholic University of Rome, Rome, Italy, 6The 
Ohio State University, Wexner Medical Center, Columbus, United 
States

Background: Ozanimod, a sphingosine 1-phosphate (S1P) receptor 
modulator selectively targeting S1P1 and S1P5, is approved in the US for 
the treatment of moderately to severely active ulcerative colitis (UC). 
In the pivotal phase 3 True North randomised controlled trial in mod-
erate-to-severe UC, significantly more patients (pts) achieved clinical 
response and remission with ozanimod vs placebo (PBO) at week (wk) 
10 of the induction period. Here, we report the rapidity of ozanimod-
induced symptomatic response and remission in pts from True North 
(NCT02435992).
Methods: In True North, pts were randomised to once-daily ozanimod 
0.92 mg (equivalent to ozanimod HCl 1 mg) or PBO (Cohort 1) or 
received open-label ozanimod (Cohort 2) during induction. This ana-
lysis evaluated symptomatic response (defined as ≥1 point and ≥30% 
decrease from baseline in adapted partial Mayo score and ≥1 point de-
crease from baseline in rectal bleeding score [RBS] or absolute RBS ≤1) 
and symptomatic remission (defined as RBS of 0 and stool frequency 
score [SFS] ≤1 point and ≥1 point decrease from baseline at each study 
visit from wk 2 through 10.
Results: During induction, 645 pts were randomised to ozanimod 
(n=429) or PBO (n=216) in Cohort 1, and 367 pts received open-
label ozanimod in Cohort 2.  Baseline demographics and clinical 
characteristics were well balanced across groups. Differences in 
symptomatic response were observed between ozanimod and PBO 
recipients in Cohort 1 as early as 2  wk after ozanimod initiation 
(1 wk post-titration) for the overall population (36.1% vs 26.4%; 
difference: 9.6% [95% CI, 2.1–17.0]; Figure 1) and tumour ne-
crosis factor inhibitor (TNFi)-naïve pts (38.5%, n=301 vs 29.1%, 
n=151; difference: 9.4% [95% CI, 0.2–18.5]), and as early as 4 wk 
for TNFi-exposed pts (42.2%, n=128 vs 27.7%, n=65; difference: 
15.8% [95% CI, 1.8–29.8]). Differences in symptomatic remission 
were observed between ozanimod and PBO recipients in Cohort 1 
as early as 5 wk after ozanimod initiation (4 wk post-titration) for 
the overall population (26.3% vs 16.7%; difference: 8.6% [95% CI, 
1.8–15.4] Figure 2), as early as 4 wk for TNFi-naïve pts (27.2% vs 
17.9%; difference: 9.4% [95% CI, 1.5–17.4]), and as early as 8 wk 
for TNFi-exposed pts (22.7% vs 12.3%; difference: 11.7% [95% 
CI, 1.3–22.1]). Rates of symptomatic response and remission in pts 
receiving open-label ozanimod (Cohort 2) were similar to those in 
pts receiving randomised ozanimod (Cohort 1).
Conclusion: In the overall population, ozanimod was associated 
with higher rates of symptomatic response and remission vs PBO 
as early as 2 and 5 wk, respectively, after treatment initiation. Both 
clinical endpoints were more rapidly achieved in TNFi-naïve vs 
TNFi-exposed pts.

DOP44
Long-term use of ozanimod in patients with 
moderately to severely active Ulcerative Colitis

S. Danese*1, J.F. Colombel2, T. Ponich3, I. Jovanovic4, P. Bossuyt5, 
R. Longman6, O. Alekseeva7, A. Petersen8, D. Chitkara8, C. Marta8, 
L. Charles8, D.T. Rubin9, A. Afzali10, E.V. Loftus11, D.C. Wolf12

1IRCCS San Raffaele Hospital, Gastroenterology, Milan, Italy, 2Icahn 
School of Medicine at Mount Sinai, Gastroenterology, New York, 
United States, 3Western University, Gastroenterology, London, Canada, 
4University Hospital Medical Centre Bezanijska Kosa, Gastroenterology, 
Belgrade, Serbia, 5Imelda GI Clinical Research Center- Imelda General 
Hospital, Gastroenterology, Bonheiden, Belgium, 6Jill Roberts Center for 
Inflammatory Bowel Disease- Weill Cornell Medicine, Gastroenterology, 
New York, United States, 7Nizhny Novgorod Regional Clinical Hospital, 
Gastroenterology, Nizhny Novgorod, Russian Federation, 8Bristol Myers 
Squibb, Department of Fibrosis and Immunology, Princeton, United 
States, 9University of Chicago Medicine Inflammatory Bowel Disease 
Center, Inflammatory Bowel Disease Center, Chicago, United States, 
10The Ohio State University Wexner Medical Center, Gastroenterology, 
Columbus, United States, 11Mayo Clinic College of Medicine, Division 
of Gastroenterology and Hepatology, Rochester, United States, 12Atlanta 
Gastroenterology Associates, Center for Crohn’s Disease & Ulcerative 
Colitis, Atlanta, United States

Background: Ozanimod was approved by the FDA to treat patients 
(pts) with moderately to severely active Ulcerative Colitis (UC) based 
on the results from the 52-week (wk) phase 3 True North (TN) study. 
We sought to evaluate long-term efficacy and safety of ozanimod.
Methods: We examined data from an interim analysis of pts in the 
TN parent study who entered the ongoing TN open-label extension 
(OLE). Pts entered the TN OLE from the phase 3 TN study if they were 
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non-responders at the end of induction, lost response during maintenance, 
or completed maintenance treatment, or from the phase 2 Touchstone 
OLE if they remained at study closure and received once-daily oral oza-
nimod 0.92 mg (equivalent to ozanimod HCl 1 mg). Clinical remission, 
clinical response, endoscopic improvement, and corticosteroid (CS)-free 
remission were evaluated at Wks 46, 94, and 142 in the TN OLE for all 
pts who entered the OLE from the TN parent study, and in the subset 
of pts in clinical response at the OLE entry. The data were analysed in 
the intent-to-treat population using observed cases (OC), which used the 
number of pts remaining in the study at the corresponding time point, 
and non-responder imputation (NRI), which used the number of pts 
remaining in the study at the corresponding time point and those who 
withdrew before the time point but would have reached the time point if 
they had stayed. Treatment-emergent adverse events were evaluated from 
the pooled phase 2 and phase 3 UC studies.
Results: A total of 823 pts from TN entered the TN OLE; as of the 
cut-off date (Sept 30, 2020), 64% completed Wk 46, 34% completed 
Wk 94, and 14% completed Wk 142 of the OLE. The most common 
reason for discontinuation was lack of efficacy (21%). Baseline demo-
graphics were similar as in the TN study. A total of 261 pts were in 
clinical response at the time of OLE entry. OC analyses showed that 
the percentage of pts achieving clinical remission, clinical response, 
endoscopic improvement, and CS-free remission was maintained over 
time (Table). Efficacy in the responders was higher compared to the 
total population and was comparable within the endpoints at Wks 46 
and 94. Using the more conservative NRI analysis, the proportion of 
pts achieving each endpoint was lower than in the OC; however, after 
94 wks of OLE treatment, 34% of all pts and 55% of the responders 
still maintained clinical response. No new safety signals were seen with 
longer-term ozanimod use in the 1158 pts in the pooled population.
Conclusion: UC pts from the phase 3 TN study demonstrated mainten-
ance of response with long-term ozanimod treatment. These data reflect 
approximately 2 years of additional ozanimod treatment, with no new 
safety signals identified.

DOP45
Long-term cardiac safety of ozanimod in phase 3 
clinical program of Ulcerative Colitis and relapsing 
multiple sclerosis

A. Armuzzi*1, R.K. Cross2, G. Lichtenstein3, J. Calkwood4, A. Pai5, 
M. Pondel5, H.A. Ahmad5, L. Charles5, A. Elegbe5, A. Petersen5, 

J.K. Sheffield5, A. Javed6, J. Hou7, M. Regueiro8, D.C. Wolf9, 
M. Long10

1Fondazione Policlinico A.  Gemelli IRCCS- Catholic University 
of Rome, Gastroenterology, Rome, Italy, 2University of Maryland 
School of Medicine, Gastroenterology, Baltimore, United States, 
3University of Pennsylvania, Gastroenterology, Philadelphia, United 
States, 4Minneapolis Clinic of Neurology, Neurology, Minneapolis, 
United States, 5Bristol Myers Squibb, Department of Immunology 
and Fibrosis Development, Princeton, United States, 6University 
of Chicago, Neurology, Chicago, United States, 7Baylor College of 
Medicine, Gastroenterology, Houston, United States, 8Cleveland Clinic, 
Gastroenterology, Cleveland, United States, 9Atlanta Gastroenterology 
Associates, Gastroenterology, Atlanta, United States, 10UNC Chapel 
Hill, Gastroenterology, Chapel Hill, United States

Background: Sphingosine-1-phosphate (S1P) receptor modulators may 
be associated with bradycardia and atrioventricular conduction delays. 
A  previous analysis demonstrated first-dose ozanimod had minimal 
effects on cardiac function, including in patients (pts) with a known 
history of cardiovascular disease. This analysis evaluated long-term 
cardiac safety following continuous ozanimod treatment from the 
phase 3 ulcerative colitis (UC) True North trial and multiple sclerosis 
(MS) 12-mo SUNBEAM and 24-mo RADIANCE trials.
Methods: Ozanimod 0.92  mg (equivalent to ozanimod HCl 1  mg)–
treated pts from True North and pooled SUNBEAM/RADIANCE trials 
were included. In True North, pts in Cohort 1 received double-blind 
ozanimod or placebo and pts in Cohort 2 received open-label ozanimod 
in the induction period; in the maintenance period, pts with clinical re-
sponse to ozanimod at 10 weeks were rerandomized to double-blind 
ozanimod or placebo. In True North, ECGs were monitored at screen-
ing, day 1, wk-10, and wk-52; heart rate (HR) was monitored at every 
visit. In the MS trials, ECGs were monitored at screening, baseline, 
day 15, and end of treatment (EOT); HR was monitored similarly at 
the beginning, then every 3 mo until EOT. Cardiac-related treatment-
emergent AEs (TEAEs) were reported.
Results: In the UC trial, continuous ozanimod treatment was not 
associated with any clinically significant changes in HR or ECG. The 
incidence of cardiac-related TEAEs with ozanimod during induction 
in Cohorts 1 and 2 was low (Table). In maintenance, cardiac-related 
TEAEs were reported in 1.3% (3/230) of pts in the continuous ozani-
mod group (Table); incidence was numerically higher in ozanimod pts 
with (2 of 57 pts [3.5%]) versus without (1 of 173 pts [0.6%]) prior 
history of cardiovascular disease. Cardiac-related serious AEs (SAEs) 
were uncommon (angina pectoris, coronary artery stenosis, pericarditis 
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in 1 patient each). In the pooled MS studies, no clinically significant 
HR or ECG changes were associated with chronic treatment up to mo 
24. The incidence of cardiac-related TEAEs was low with ozanimod 
(Table); incidence was similar among pts with (6 of 171 pts [3.5%]) 
versus without (24 of 711 pts [3.4%]) prior history of cardiovascular 
disease. Two of 882 patients experienced cardiac-related SAEs result-
ing in hospitalization with ozanimod in the MS studies (asymptom-
atic sinus bradycardia [HR 44 bpm] and symptomatic supraventricular 
tachycardia).
Conclusion: Ozanimod had a manageable long-term cardiac safety 
profile with a low incidence of bradycardia and few serious long-term 
cardiac safety findings in the phase 3 UC and MS ozanimod trials.

DOP Session 6: The Arctic: IBD Basic Science

DOP46
Metabolic adaptation to ER stress licences STING 
signalling in intestinal epithelial cells

F. Wottawa1, B. Becker2, M. Bakr1, J. Kugler1, L. Mayr3, S. Paludan4, 
R. Blumberg5, A. Kaser6, T. Adolph3, S. Schreiber7, J. Meiser2, 
P. Rosenstiel1, K. Aden*7

1University Medical Center Schleswig-Holstein Kiel, Institute of 
Clinical Molecular Biology, Kiel, Germany, 2Luxembourg Institute 
of Health, Department of Oncology, Luxembourg, Luxembourg, 
3Medical University of Innsbruck, Department of Internal Medicine 
I-Gastroenterology-Hepatology-Metabolism & Endocrinology, 
Innsbruck, Austria, 4Aarhus University, Department of Biomedicine, 
Aarhus, Denmark, 5Brigham and Women’s Hospital- Harvard Medical 
School, Gastroenterology Division- Department of Medicine, Boston, 
United States, 6Addenbrooke’s Hospital-University of Cambridge, 
Department of Medicine, Cambridge, United Kingdom, 7University 
Medical Center Schleswig-Holstein Kiel, Department of Medicine I, 
Kiel, Germany
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Background: Chronic endoplasmic reticulum stress (ER) in the intes-
tinal epithelium is a pathophysiological hallmark of IBD. cGAS/STING 
is an innate immune pathway involved in the detection of double 
stranded DNA fragments leading to the subsequent induction of type 
I IFN responses. We here tested the hypothesis that chronic ER stress 
impairs cGAS/STING signalling in the intestinal epithelium.
Methods: Mice with a conditional intestinal epithelial deletion of Xbp1 
(Xbp1ΔIEC, Xbp1fl/fl) were used to assess intestinal epithelial STING ex-
pression in-vivo. Small intestinal organoids (Xbp1ΔIEC, Xbp1fl/fl) and 
cell lines (Mode K, iCtrl and iXbp1) were used to assess cGAS/STING 
signalling in-vitro using STING agonist (dsDNA, DMXAA). Murine 
cytomegalovirus (mCMV) infection assays were performed in iCtrl and 
iXbp1cells and Xbp1ΔIEC, Xbp1fl/fl mice to functionally link impaired 
cGAS/STING to pathogen response. LC-MS profiling was performed in 
iCtrl and iXbp1cells to identify underlying metabolic programs affect-
ing cGAS/STING responses in ER-stressed cells. IBD biopsy samples 
(cross-sectional, longitudinal therapy response cohort) were used to 
validate key molecular phenotypes in human IBD.
Results: Compared to Xbp1fl/fl mice, Xbp1ΔIEC show completely abro-
gated STING expression in the basal crypt compartment of the small 
intestinal epithelium. In line with that iXbp1 ModeK cells displayed 
impaired pathway activation (TBK1) and interferon inducible gene ex-
pression (Cxcl10) in response to cGAS/STING stimulation and towards 
mCMV infection, leading to increased viral replication compared to 
iCtrl cells. In-vivo mCMV infection led to augmented small intestinal 
histopathological disease activity in Xbp1ΔIEC, but not Xbp1fl/fl mice. 
Using LC-MS, we show that ER-stress induces a metabolic adaptation 
towards increased serin/glycin metabolism, which is used to counter-
balance reactive oxygen species (ROS) via glutathione (GSH) synthesis. 
Pharmacological interception of key pathways of GSH synthesis of de-
privation of serin/glycin phenocopies ER-stress in abrogating STING 
signalling in IECs. Lastly, we show that key aspects of metabolic adap-
tation to ER-stress are present in intestinal biopsies of IBD patients.
Conclusion: Our data describe a novel mechanism of metabolic adap-
tation to compensate ER-stress and maintain intestinal epithelial cGAS/
STING signalling. We therefore put forward a model of ER-stress 
driven immunodeficiency via cGAS/STING signalling which renders 

the intestinal mucosa susceptible towards CMV infection in the con-
text of IBD.

DOP47
Identification and characterization of T-cell receptor 
sequences associated with Crohn’s Disease

M. Pesesky1, C.L. Carty1, N. Singh2, L. Le Bourhis3, E. Rosati4, 
B. Bokemeyer5, S. Schreiber4, S. Görg6, R.M. Gittelman1, J.N. Dines2, 
I.M. Kaplan7, H.J. Zahid8, L. Baldo2, T.M. Snyder1, H.S. Robins1, 
A. Franke4, M. Allez*3

1Adaptive Biotechnologies, Innovation, Seattle, United States, 2Adaptive 
Biotechnologies, Medical Affairs and Clinical Development, Seattle, 
United States, 3Hôpital Saint-Louis, Hepato-Gastero-Enterologie, 
Paris, France, 4Christian-Albrecht University of Kiel, Institute of 
Clinical Molecular Biology, Kiel, Germany, 5Interdisciplinary Crohn 
Colitis Centre Minden, Crohn Colitis, Minden, Germany, 6University 
Hospital of Schleswig-Holstein, Institute for Transfusion Medicine, 
Kiel, Germany, 7Adaptive Biotechnologies, Partnerships, Seattle, United 
States, 8Microsoft Research, Immunomics, Redmond, United States

Background: T cells, as part of the adaptive immune system, are a sig-
nificant driver of inflammation in Crohn’s disease (CD), yet specific 
T-cell targets are largely unknown. Genetic factors contribute to a small 
portion of CD risk including several HLA alleles, such as DRB1*07:01 
and HLA-DRB1*01:03, associated with CD. The involvement of HLAs 
suggests that studying specific T cells could lead to new insights into 
CD development and progression. In this study, we use established 
immunoSEQ® technology to profile T-cell receptors (TCRs) and iden-
tify TCRs associated with CD and CD characteristics.
Methods: We analyzed TCRs from blood of 1,738 CD cases and 4,970 
healthy controls. TCRs that were statistically enriched in cases, but 
not healthy controls (p <0.001), were termed Enhanced Sequences 
(ES) associated with CD. An independent cohort of 434 CD cases was 
used for validation. We inferred associations between the ES and 145 
common HLA alleles using data from a separate, HLA-typed dataset. 
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We defined ES clusters by correlating TCRs with single amino acid 
substitutions.
Results: We identified 1,121 CD-associated ES in the exploratory co-
hort. These were also enriched in CD cases in our validation cohort (Fig 
1A). Using intestinal tissue samples from a subset of cases, we found 
that a median of 14% ES from individual cases were shared between 
blood and tissue samples (Fig. 1B). ES breadth (ES diversity relative 
to total TCR diversity) was significantly associated with history of 
CD-related surgery (Fig 1C, p < 1x10-15), with stricturing or fistulizing 
phenotypes (Fig 1D, p < 1x10-5 for B1 versus B2 or B3), and with ileal 
or ileocolonic location (Fig 1E, p < 1x10-7 for L2 versus L1 or L3).
We found that 202 ES formed clusters of similar sequences consisting 
of 2–23 members (Fig. 2A). We confidently (p < 0.0001) associated 398 
ES to a specific HLA allele (Fig 2B), including 134 of the ES assigned to 
clusters (Fig 2A). Some clusters, including the largest, had no members 
that could be assigned to an HLA allele, raising the possibility that 
these ES clusters bind non-canonical HLAs.
Conclusion: Our discovery set of public TCRs associated with CD 
indicates that the immune system of CD patients responds to a con-
sistent set of antigens. Importantly, CD ES were present in both tis-
sue and blood, demonstrating that evaluating TCRs in blood may be 
a surrogate of TCRs in tissue. The HLA allele associations of these ES 
potentially point to new risk factors and disease insights, such as the in-
volvement of DP and DQ alleles. The association of ES frequency with 
CD characteristics strongly suggested that further examination of these 
TCRs may impact CD patient care and advance understanding of the 
pathophysiology of the disease.

DOP48
Hedgehog signalling controls Th17 differentiation 
to drive intestinal inflammation and is a druggable 
target for the treatment of IBD

J. Hanna*1, F. Beke2, L. O’Brien2, C. Kapeni2, H.C. Chen2, 
V. Carbonaro2, A. Kim3, K. Kishore2, T.E. Adolph4, M.O. Skjoedt5, 
K. Skjoedt6, M. de la Roche7, M. de la Roche2

1University of Cambridge, Cancer Research UK - Cambridge 
Institute / School of Clinical Medicine, Cambridge, United Kingdom, 
2University of Cambridge, Cancer Research UK - Cambridge Institute, 
Cambridge, United Kingdom, 3Washington University in St. Louis, 

Washington University School of Medicine, St. Louis, United States, 
4Medical University Innsbruck, Department of Internal Medicine I- 
Gastroenterology- Hepatology & Endocrinology, Innsbruck, Austria, 
5University of Copenhagen, Institute of Immunology and Microbiology, 
Copenhagen, Denmark, 6University of Southern Denmark, Department 
of Cancer and Inflammation Research, Odense, Denmark, 7University 
of Cambridge, Department of Biochemistry, Cambridge, United 
Kingdom

Background: T helper 17 (Th17) cells play an important role in bar-
rier protection in the gastrointestinal tract but are also key patho-
logical drivers of Inflammatory Bowel Disease (IBD). Although a 
number of transcription factors governing Th17 differentiation have 
been identified, the intracellular signalling pathways regulating Th17 
differentiation are poorly understood. Hedgehog (Hh) signalling con-
trols cell-fate choices in numerous tissue compartments and is target-
able by highly selective, clinically-approved small molecule inhibitors. 
However the role of Hh signalling in Th17 differentiation and effector 
function is unstudied.
Methods: We generated two conditional knockout mouse models tar-
geting Hh signalling components Smo and Ihh to study Th17 differen-
tiation in vitro by flow cytometry and gene expression analysis. For in 
vivo studies, T cell adoptive transfer colitis was performed using donor 
Ihh knockout T cells or heterozygote controls. Histological analysis, 
mouse weight, colon length/weight measurements, and flow cytomet-
ric analysis was performed. We supplement this with the use of two 
small-molecule Smo antagonists for in vitro and in vivo studies of Th17 
function. To underscore the translational relevance of our findings, we 
conducted bioinformatic analyses of published gene expression data-
sets of human rectal biopsies from two large independent cohorts of 
Ulcerative Colitis patients and healthy controls.
Results: We find that intracellular Hh signalling, independently of 
extracellular Hh ligands, selectively drives differentiation and ef-
fector function of Th17 cells but not of other T helper cell lineages. 
We demonstrate in vivo that inhibition of the Hh pathway with either 
the clinically-approved small molecule inhibitor vismodegib or genetic 
ablation of Ihh in CD4+ T cells results in a significant decrease in histo-
logical and clinical readouts of disease severity as well as a significant 
reduction in IL-17a+ Th17 cells. Our bioinformatic analyses show that 
Hh component expression levels are upregulated in human Ulcerative 
Colitis patient samples and are closely correlated with expression of 
Th17 markers. Mechanistically we show that the T-cell-intrinsic Indian 
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Hedgehog (Ihh) ligand signals via the signal transducer Smoothened 
to activate both canonical and non-canonical Hh pathways, through 
the Gli3 transcription factor and AMPK phosphorylation, respectively.
Conclusion: We uncover Hh signalling as a novel pathway control-
ling Th17 differentiation and pathogenicity in IBD with Gli3 acting 
as a newly-identified crucial regulatory transcription factor. Our work 
paves the way for the use of Hh inhibitors for the treatment of IBD.

DOP49
Context-dependent roles of High-mobility group 
box 1 (HMGB1) during intestinal inflammation and 
carcinogenesis

E. Zierz*1, K. Foelsch1, P. Pelczar1, M. Qi2, M. Alawi2, T. Clauditz3, 
N. Gagliani4, S. Huber1, P. Huebener1; Huebener
1University Medical Center Hamburg-Eppendorf, I.  Department of 
Medicine, Hamburg, Germany, 2University Medical Center Hamburg-
Eppendorf, Bioinformatics Core Facility, Hamburg, Germany, 
3University Medical Center Hamburg-Eppendorf, Institute of 
Pathology, Hamburg, Germany, 4University Medical Center Hamburg-
Eppendorf, Department of General- Visceral and Thoracic Surgery, 
Hamburg, Germany

Background: HMGB1 is a ubiquitously expressed nucleoprotein with 
proinflammatory functions following cellular release. The protein is 
passively released during tissue necrosis, acting as a damage-associated 
molecular pattern, but can also be actively secreted by immune cells. 
Stool and serum HMGB1 levels have been suggested as markers of both 
inflammatory bowel disease (IBD) activity and colorectal cancer (CRC) 
invasiveness, and antibody-mediated HMGB1 neutralization was bene-
ficial in animal models of IBD. We explored context-dependent func-
tions of HMGB1 in the injured intestine using novel experimental mice 
with cell-specific genetic HMGB1 deficiency.
Methods: To circumvent the postnatal lethality of global HMGB1 de-
ficiency in animals, we used the Cre-lox system to generate enterocyte-
specific (Hmgb1ΔIEC, Villin-Cre) and myeloid cell-specific (Hmgb1ΔLysM, 
LysM-Cre) HMGB1-knockout mice. Animals were subjected to well-
established models of acute (DSS, Citrobacter rodentium) and chronic 
(AOM+DSS, CD45RBhigh T cell transfer colitis, Apc+/min) intestinal 
injury, followed by clinical, endoscopic, histological and molecular 
analysis. HMGB1 expression was assessed in human IBD and CRC 
specimens.
Results: IBD and CRC biopsies exhibited high levels of HMGB1 ex-
pression in epithelia, immune cells, tumor cells and the peritumoral 
stroma. HMGB1 deficiency from enterocytes and myeloid cells did not 
alter Citrobacter- or T cell transfer-induced enterocolitis, when epithe-
lial injury was comparably low. In contrast, Hmgb1ΔIEC mice exhibited 
aggravated DSS-induced colitis, as evidenced by severe weight loss as 
well as exacerbated neutrophil- and monocyte-driven mucosal inflam-
mation compared to Hmgb1f/f. Whole tissue RNA sequencing indi-
cated defective cellular proliferation in injured Hmgb1ΔIEC intestines. 
In the AOM+DSS-model, Hmgb1ΔIEC had a comparable tumor burden 
to Hmgb1f/f, whereas Hmgb1ΔLysM had significantly fewer and smaller 
tumors, potentially linked to metabolic alterations in the tumor micro-
milieu. In the Apc+/min model, enterocyte HMGB1 deficiency effectuated 
more and larger tumors, whereas leukocyte HMGB1 did not affect 
tumor load.
Conclusion: Contrasting antibody-mediated HMGB1 neutralization 
in animal models of IBD, our findings from genetic HMGB1 deletion 
studies reveal a critical role of enterocyte HMGB1 in the maintenance 

of the intestinal barrier during severe colitis. Impaired epithelial re-
generation or inefficient local immune cell expansion in Hmgb1ΔIEC 
may account for the aggravated phenotype. HMGB1 from enterocytes 
and immune cells context-dependently affect maladaptive intestinal 
would healing, potentially mediated by cell-intrinsic and -extrinsic 
mechanisms that warrant further investigation.

DOP50
Oral α4β7 integrin inhibitor MORF-057 
demonstrates exposure driven biomarker response 
in non-human primates

J. Wong*1, D. Lee2, M. Mangada3, V. Yadav3, D. Troast4, C. Zhong4, 
K. Hahn4, W. Wang5, X. Ge5, L. Sun5, S. Jiang5, B. Wang5, 
J. Zhang5, L. Yan5, H. Nguyen6, D. Cui2, M.G. Bursavich4, B. Lippa4, 
B.N. Rogers7, A.S. Ray8

1Morphic Therapeutic, Biology, Waltham -Massachusetts, United 
States, 2Morphic Therapeutic, Drug Metabolism PharmacoKinetics, 
Waltham -Massachusetts, United States, 3Morphic Therapeutic, 
Translational Sciences, Waltham -Massachusetts, United States, 
4Morphic Therapeutic, Chemistry, Waltham -Massachusetts, United 
States, 5ChemPartner, Biology, Shanghai, China, 6Morphic Therapeutic, 
Chemistry Manufacturing and Controls, Waltham -Massachusetts, 
United States, 7Morphic Therapeutic, Biology- Translational 
Sciences- and Chemistry, Waltham -Massachusetts, United States, 
8Morphic Therapeutic, Biology and Translational Sciences, Waltham 
-Massachusetts, United States

Background: Disruption of immune cell trafficking via integrins is a 
proven and effective mechanism for treating inflammatory bowel 
disease. When α4β7 integrin is inhibited through pharmacological inter-
vention, immune cells destined for the gut tissue become sequestered in 
blood circulation and these alterations can be detected through several 
methods. MORF-057 is a novel, oral, selective, small molecule inhibitor 
of α4β7 integrin developed for treating IBD. MORF-057 demonstrated 
favorable tolerability, pharmacokinetic and pharmacodynamic profiles 
including saturating receptor occupancy and corresponding evidence 
for proof of biology based on effects on circulating cells during a Phase 
1 clinical trial in healthy volunteers (Ray, ECCO 2021). Here we dem-
onstrate an exposure:response relationship of α4β7 related biomarkers 
examined among MORF-057 treated non-human primates (NHPs) as a 
means for pre-clinical testing of inhibitors of this pathway.
Methods: Single-cell RNA sequencing (scRNAseq) was performed on 
NHP CD45+ blood cells to determine baseline populations potentially 
impacted through exposure to MORF-057. 40 Naïve cynomolgus 
monkeys were enrolled over 5 separate studies and dosed orally BID 
with MORF-057 over 2–7 days using several dose levels to examine 
biomarker dynamics over a wide range of exposures. Peripheral blood 
was sampled at various timepoints (n= 125) and assayed using: mass 
spectroscopy, flow cytometry (FACS), and mRNA quantification to 
determine MORF-057 exposure levels, on-target receptor occupancy 
(RO), immune cell subset changes, and CCR9 mRNA levels.
Results: MORF-057 Ctrough ranged from 3.3–429  ng/ml. In samples 
tested for RO, MORF-057 achieved >95% saturation of α4β7 even 
with the lowest Ctrough of 4.5 ng/ml. MORF-057 treatment led to sig-
nificantly sustained increases in circulating β7high CD4+ T memory 
cells detectable as early as 24h post-exposure. A maximal effect where 
β7high cells accounted for approximately 60% of the T memory popu-
lation was achieved at saturating receptor occupancy (Fig., left). CCR9 
mRNA values demonstrated increases upon drug exposure (Fig., right).
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Conclusion: In NHP, acute changes in circulating β7high T memory 
cells was a sensitive biomarker demonstrating a dose-dependent re-
sponse to MORF-057 exposure. CCR9 mRNA levels also showed 
similar exposure related changes reflecting its expression on a subset 
of β7high cell types. Analysis of scRNAseq shows expression of α4β7 
on other cell types beyond T memory cells including: NK, NKT, B cells, 
plasmablasts, monocytes, and eosinophils. Pharmacodynamic changes 
in NHP are consistent with human Phase 1 data in healthy volunteers.

DOP51
Loss of PTPN23 in the intestinal epithelium results 
in epithelial hyperproliferation and lethal diarrhea 
in a microbiota dependent manner

M. Spalinger*1, R. Sanchez Alvarez1, C. Gottier1,  
A. Montalban-Arques1, M. Schwarzfischer1, A. Niechcial1, M. Scharl1

1University Hospital Zurich, Department of Gastroenterology and 
Hepatology, Zurich, Switzerland

Background: Protein tyrosine phosphtase non-receptor type 23 
(PTPN23) plays a critical role in regulating epidermal growth factor 
(EGF) receptor signaling and its loss has been associated with aberrant 
cell proliferation and promotes onset of epithelial cancers. However, 
the role of PTPN23 in the intestinal epithelium has not been inves-
tigated yet. Here, we investigated how PTPN23 deletion in intestinal 
epithelial cells (IEC) affects intestinal homeostasis.
Methods: To study the role of PTPN23 in the intestinal epithelium, 
we crossed mice with a LoxP flanked PTPN23 gene (PTPN23fl/fl mice) 
to mice expressing the CreERT construct under the villin promoter 
(PTPN23-VilCreERT mice). PTPN23 was deleted in IEC in these mice 

by tamoxifen-injections on five consecutive days. PTPN23 fl/fl mice 
injected with tamoxifen served as control.
Results: PTPN23 deletion in IEC resulted in drastic loss of weight 
starting around 10-14days after the first tamoxifen injection, eventu-
ally leading to death within 3–5 weeks due to severe wasting disease 
with severe diarrhea. Histology revealed massive hyper-proliferation 
of the colonic epithelium accompanied with elevated immune cell 
infiltration. In line with previous reports on the function of PTPN23, 
we observed highly elevated levels of EGF receptor, possibly account-
ing for the massive epithelial hyper-proliferation and aberrant water 
secretion/defective water resorption in these mice. Furthermore, we 
observed bacterial translocation to the spleen and the liver, indicat-
ing defective anti-bacterial defense in the intestinal epithelium of 
PTPN23-VilCreERT mice. In line with this, 16S sequencing revealed 
significant differences in the intestinal microbiome with an over-
growth of bacteria that have been reported to be heavily coated with 
IgA. PTPN23-VilCreERT mice showed reduced apical presence of 
the poly Ig receptor, a receptor that transports IgA from the lamina 
propria through IEC into the gut lumen. Notably, while serum IgA 
levels were normal, its levels in the stool were reduced, confirming 
defective transport of IgA into the gut lumen. In addition, autophagy 
was significantly reduced in PTPN23-VilCreERT mice when com-
pared to their littermates. Of interest, antibiotic treatment was suf-
ficient to prevent epithelial hyper-proliferation, diarrhea and death 
in PTPN23VilCreERT mice, indicating that this drastic phenotype 
was microbiota-dependent and likely the result of defects in bacterial 
handling.
Conclusion: Our results demonstrate that PTPN23 is indispensible for 
normal IEC function and its loss renders the intestinal epithelium un-
able to cope with invading bacteria. This uncovers a novel, so far un-
known role of PTPN23 for regulating pathways involved in bacterial 
handling.

DOP52
Development of a host-microbe interaction 
workflow to reveal the cell- and condition-specific 
effects of a commensal bacteria upon IBD

L. Potari-gul*1, D. Modos1,2, S. Fonseca2, M. Madgwick1,2, 
J.P. Thomas1,3, P. Sudhakar1,2,4, C. Booth5, R. Stentz2, S.R. Carding2,6, 
T. Korcsmaros1,2

1Earlham Institute- Norwich Research Park, Organisms and Ecosystems, 
Norwich, United Kingdom, 2Quadram Institute Bioscience- Norwich 
Research Park, Gut Microbes and Health Programme, Norwich, United 
Kingdom, 3Norfolk and Norwich University Hospital, Department 
of Gastroenterology, Norwich, United Kingdom, 4Translational 
Research Center for Gastrointestinal Disorders TARGID, KU Leuven 
Department of Chronic Diseases- Metabolism and Ageing, Leuven, 
Belgium, 5Quadram Institute Bioscience- Norwich Research Park, Core 
Science Resources, Norwich, United Kingdom, 6University of East 
Anglia, Norwich Medical School, Norwich, United Kingdom

Background: Humans are colonized by complex microbial commu-
nities which contribute to physiological processes in the host. The 
communication between microbes and host is crucial to maintain the 
homeostasis and gut health. Disruption in the microbiome composition 
leads to increased inflammation and appearance of diseases, such as 
inflammatory bowel disease (IBD). Interspecies interaction prediction 
combined with gene expression patterns on individual cell level by sin-
gle-cell omics data reveals a new insight into the molecular background 
of cell-type specific host-microbe interactions.
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Methods: Previously we developed the MicrobioLink pipeline 
(Andrighetti et al, Cells, 2020), an in silico microbe-host protein-pro-
tein interaction prediction algorithm. Here, we implemented a compu-
tational workflow based on MicrobioLink to predict and compare the 
cell-specific effects of a commensal bacteria in healthy and diseased 
conditions using a publicly available single-cell RNAseq dataset (Smilie 
et al, Cell, 2019) from colon biopsies describing 51 cell types - includ-
ing fibroblasts, epithelial and immune cells - in healthy, non-inflamed 
and inflamed ulcerative colitis (UC). With functional analysis, microbe-
affected processes have been discovered, while reliable network biology 
resources, such as OmniPath and Reactome, were used to identify the 
direct mechanism of action of the bacterial molecules.
Results: Demonstrating the applicability of the new computational 
workflow, we analysed the effect of a common gut commensal bacteria 
- Bacteroides thetaiotaomicron (Bt) - on human immune cells focusing 
on the Toll-like receptor (TLR) signalling. We found that extracellular 
vesicles (EVs) secreted by Bt may be able to modulate the TLR pathway 
intracellularly. The analysis highlighted that Bt targets differ among 
cells and between the same cells in healthy versus UC conditions. The in 
silico findings were validated in EV-monocyte co-cultures demonstrat-
ing the requirement for TLR4 and Toll-interleukin-1 receptor domain-
containing adaptor protein (TIRAP) in EV-elicited NF-kB activation.
Conclusion: The current pipeline offers potentially interesting connec-
tion points and detailed mechanistic insight containing mechanistic 
information about microbe-host interactions. This information can be 
tested and harnessed to understand better how microbial proteins may 
be of therapeutic value in inflammatory diseases, such as IBD.

DOP53
In-depth characterisation of the serum antibody 
epitope repertoire in Inflammatory Bowel 
Disease by high-throughput phage-displayed 
immunoprecipitation sequencing

A.R. Bourgonje*1, S. Andreu-Sánchez2,3, T. Vogl4,5, S. Hu1,2, 
A. Vich Vila1,2, S. Leviatan4,5, A. Kurilshikov2, S. Klompus4,5, 
I.N. Kalka4,5, H.M. van Dullemen1, A. Weinberger4,5, 
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Background: Patients with IBD show distinct antibody responses, par-
ticularly against microbiota. However, a comprehensive overview of 
the antibody epitope repertoire in IBD is lacking. Here, we character-
ized serum antibody responses in patients with IBD and population 
controls using a high-throughput phage-displayed immunoprecipita-
tion sequencing (PhIP-seq) workflow and associated these to disease 
phenotypes and the faecal microbiome.
Methods: PhIP-seq was leveraged to characterise antibody 
responses against 344,000 rationally selected peptide antigens in 
497 patients with IBD which were compared with 1,326 individu-
als from a population-based cohort (Fig. 1A-B). Antibody profiles 
were linked to 23 IBD-specific clinical features such as disease lo-
cation and surgical history and to faecal microbiota composition 
(Fig. 1C).
Results: Patients with IBD demonstrated distinct antibody epitope rep-
ertoires compared with individuals from the general population, with 
373 differentially abundant antibody-bound peptides (202 overrepre-
sented, 171 underrepresented) belonging to bacterial flagellins (69), 
virulence factors (102), other antigens of both commensal and patho-
genic bacteria (90) as well as viruses (67) and food proteins (24) (Figure 
2). In particular, antibody responses against bacterial flagellins, many 
of which belong to Lachnospiraceae bacteria (e.g. Roseburia spp.), but 
also Eubacterium spp. and pathogens (e.g. Legionella, Clostridium, 
Burkholderia) dominated in patients with Crohn’s disease (CD), and 
were associated with ileal disease involvement and more complicated 
disease behaviour (e.g. fibrostenotic disease, surgical history) as well 
as anti-Saccharomyces cerevisiae antibody positivity. Furthermore, 
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many other antigens were newly identified, e.g. decreased responses 
to E. coli virulence factors and genome polyproteins of enteroviruses, 
and increased responses to food antigens (wheat, barley) and autoanti-
gens (particularly collagen type I and VI). Antibody epitope repertoires 
were able to accurately discriminate CD from population controls (area 
under the curve [AUC]=0.88, test set evaluation), showing very high 
discriminative performance (positive and negative predictive value of 
72% and 93%, respectively, representing predicted classes in test set) 
(Fig. 3A-C), which was less accurate for ulcerative colitis (UC) (Fig. 
3D-F).
Conclusion: This study demonstrates the size, diversity and complexity 
of systemic antibody epitope repertoires in patients with IBD compared 
to controls, showing that distinct clinical phenotypes of IBD are char-
acterized by unique antibody signatures. PhIP-seq is a powerful tool 
for identifying systemic immune-based biomarkers and exposing novel 
immunological targets in immune-mediated inflammatory diseases like 
IBD.

DOP54
Identification and development of a 1st in class 
naturally-derived protein that drives mucosal 
healing and is orally delivered by an engineered 
cellular therapy targeting the gastro-intestinal tract

I. Shilova1, C. La Chat1, E. Nigatu1, E. Messner1, J. Desnoyer1, 
M. Willcoxon1, S. Banas1, D. Ravichandar2, N. Narayan2, T. DeSantis2, 
K. Dabbagh1, L. Yamamoto*1

1Second Genome, Discovery, Brisbane, United States, 2Second Genome, 
Bioinformatics, Brisbane, United States

Background: In Inflammatory Bowel Disease (IBD), intestinal barrier 
dysfunction and epithelial cell injury are believed to be associated with 
activation of the immune system to drive disease-associated inflamma-
tion, which together constitute key features of active disease. Existing 
drugs used to treat IBD induce endoscopic remission and improve-
ments in mucosal healing in only a minor proportion of patients, driv-
ing a critical need for therapies which lead directly to mucosal healing. 
Furthermore, predicting patients who may benefit from therapeutics 
that address specific mechanisms of mucosal healing may augment re-
sponse rates.
Methods: We screened proteins, identified from a meta-analysis of 
healthy human microbiome, in cellular assays and animal models 
related to mucosal injury, with the goal of identifying novel thera-
peutics that have the potential to directly induce mucosal healing. 
The proteins identified were further optimized by protein engin-
eering to increase their stability as well as gastro-intestinal (GI) tar-
geting via oral administration. For this, therapeutic proteins were 
expressed using a probiotic, Lactococcus lactis (L.lactis), engineered 
to display the recombinant proteins on the cell surface, and evalu-
ated for activity in DSS- and DNBS-induced models of colitis in 
mice. Mechanism of action studies using computational and la-
boratory based methods to analyze gene expression and direct mo-
lecular interactions with human proteins, enabled the identification 
of pathways modulated by the candidate molecules. These pathways 
were further evaluated for their ability to identify biomarkers in 

specific patients most suitable for treatment in a precision medicine 
approach.
Results: We have identified a novel, healthy microbiome-derived 
protein that demonstrated robust activity in human epithelial injury 
assays in vitro. The protein reduced intestinal injury related pathology 
in mice when orally administered to target directly the GI tract. SG-5-
00455, the product based on an L.lactis strain expressing the candidate 
therapeutic protein, reduced pathology scores, inflammation and bar-
rier function related LPS-binding protein levels to levels comparable 
to those obtained glucagon-like peptide 2 (GLP-2), as well as improv-
ing dysregulated tissue repair and fibrosis-associated gene expression 
and proteins levels. SG-5-0455 treatment did not result in systemic 
exposure, driving its therapeutic activity in a GI-localized manner by 
targeting pathways related to tissue injury and fibrinolysis.
Conclusion: SG-5-00455, through its novel mechanism of action and 
oral delivery to directly target tissue repair pathways in the GI-tract, 
offers the potential to address a large critical need in IBD.

DOP Session 7: The Pacific: Histology, artificial 
intelligence & more

DOP55
Long-term outcomes after histologic-endoscopic 
mucosal healing: Results from the UNIFI study in 
Ulcerative Colitis

R. Leong*1, B. Sands2, L. Peyrin-Biroulet3, C. Marano4, Y. Miao4, 
J. Izanec5, B. Feagan6, D. Rubin7; UNIFI Investigators
1Concord Repatriation General Hospital, Department of 
Gastroenterology, Concord, Australia, 2Icahn School of Medicine at 
Mount Sinai, Dr. Henry D.  Janowitz Division of Gastroenterology, 
New York, United States, 3Nancy University Hospital- Université de 
Lorraine, Inserm U954 and Department of Gastroenterology, Nancy, 
France, 4Janssen Research & Development- LLC, Immunology, Spring 
House, United States, 5Janssen Scientific Affairs- LLC, Immunology, 
Horsham, United States, 6Western University and Alimentiv- Inc, 
Gastroenterology, London, Canada, 7University of Chicago Medicine, 
Inflammatory Bowel Disease Center, Chicago, United States

Background: In the UNIFI study of ustekinumab (UST) in ulcerative 
colitis (UC), patients who achieved histo-endoscopic mucosal healing 
(HEMH; ie, both histologic and endoscopic improvement of mucosa) 
after induction had higher clinical remission and corticosteroid-free 
clinical remission rates through 1 year than those who achieved either 
histologic or endoscopic improvement alone.1 Here, we report the 
effect of achieving HEMH after induction on long-term symptomatic 
outcomes through 3 years.
Methods: Patients who were in clinical response after 8 wks of IV in-
duction with UST 130mg or ~6mg/kg (wk 8 responders) were rand-
omized to maintenance treatment with SC UST 90mg q12w or q8w 
on entry into maintenance. Those who were not in clinical response to 
the initial UST dose at wk8 but achieved response at wk16 after receiv-
ing a single SC dose of UST 90mg at wk8 (wk16 responders) entered 
maintenance receiving SC 90mg q8w. After 44 wks of maintenance 
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treatment, patients were given the option to continue in the long-term 
extension. HEMH was defined as achieving both endoscopic improve-
ment (Mayo endoscopy subscore ≤1) and histologic improvement 
(neutrophil infiltration in <5% of crypts, no crypt destruction, and no 
erosions, ulcerations, or granulation tissue; based on the Geboes score). 
Patients with insufficient data for histologic evaluation at the end of in-
duction were excluded. Symptomatic remission was defined as a Mayo 
stool frequency subscore of 0 or 1 and a Mayo rectal bleeding subscore 
of 0.
Results: Of the 438 patients who were wk8 or wk16 respond-
ers to UST induction and received UST maintenance, 116 (26.5%) 
achieved HEMH after induction, 30 (6.8%) achieved endoscopic im-
provement without histologic improvement (EI), and 106 (24.2%) 
achieved histologic improvement without endoscopic improvement 
(HI). Patients who achieved HEMH after induction had higher symp-
tomatic remission and corticosteroid-free symptomatic remission 
rates at wks92 and 152 than those with EI or HI; the differences 
were statistically significantly greater at wk152, while they were only 
numerically greater at wk92 (Table). The differences were primarily 
driven by patients with HEMH after induction being more likely to 
maintain symptomatic remission between wks92 and 152, than those 
with EI or HI alone. Symptomatic remission and corticosteroid-free 
remission rates decreased between wks92 and 152 in patients with 
EI or HI only.

Conclusion: Patients with UC who achieved HEMH after induction 
with UST were more likely to maintain symptomatic remission and 
corticosteroid-free symptomatic remission between 2 and 3  years of 
maintenance treatment than those who achieved EI or HI alone.

Reference

1. K Li, et  al. Poster 1008. Presented at UEGW 2019. October 22, 
2019. Barcelona, Spain.

DOP56
Histologic disease activity correlates with 
endoscopic severity in patients with moderate to 
severe Crohn’s Disease

W. Reinisch*1, G. De Hertogh2, M. Protic3, L.S. Chan3, F. Magro4, 
P. Pollack3, B.G. Feagan5, N. Harpaz6, R. Pai7

1Medical University of Vienna, Internal Medicine, Vienna, Austria, 2KU 
Leuven, University Hospitals Leuven, Leuven, Belgium, 3Eli Lilly and 
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Background: The role of histopathology evaluation in Crohn’s disease 
(CD) is not precisely defined. Due to the heterogeneity of phenotypes, 
the discontinuity of distribution, and the transmural nature of inflam-
mation, the interpretation of histologic outcomes is complex. To ana-
lyze how histology relates to established outcomes in CD, we examined 
association between histologic and endoscopic disease activity meas-
ured by frequently used scores (simple endoscopic score for Crohn’s 
disease [SES-CD], Robarts histopathology index [RHI], global histo-
logical activity score [GHAS]) and the association between histologic 
or endoscopic severity with inflammatory biomarkers in a cohort of 
patients with moderate-to-severe CD.
Methods: Patients (N=191) who were enrolled in a phase 2 randomized 
clinical trial (NCT02891226) in patients with moderate-to-severe CD 
were assessed at baseline (BL) for endoscopic disease location and se-
verity as measured by SES-CD. Biopsies were obtained during BL en-
doscopy from the edge of the ulcers and the most inflamed mucosa in 
terminal ileum and 4 colonic segments (ascending, transverse, descend-
ing, rectum; N=10/patient, 2 per location with the more severe score 
used), and scored by central readers blind to study treatment, timepoint, 
and response status using RHI and both modified and active GHAS 
(mGHAS: Q1, 3, 4, 5, 6; aGHAS: Q1, 4, 5, 6; see Fig. 1). Inflammatory 
biomarkers included fCLP and CRP; log-transformed values are used. 
Linear correlations between measures were determined using Pearson 
correlation coefficients (PCC) as exploratory analyses. Nominal p val-
ues are presented.
Results: SES-CD correlated well with all 3 histologic measures exam-
ined (Fig. 1). While both fCLP and CRP correlated more closely with 
endoscopy than with histologic measures, fCLP had higher correlation 
with each histologic measure than CRP (Fig. 2). 64% of patients had 
the same disease location at BL when measured by endoscopy or hist-
ology. Patients with endoscopic colonic disease displayed histologic 
ileal involvement in up to 20% of cases, while 13% of patients with 
endoscopic ileal disease demonstrated histologic colonic involvement 
(Table 1).
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Conclusion: Although histologic disease activity in CD, as determined 
by 3 different measures, correlates well with endoscopic assessment of 
disease, histologic involvement provides complementary information 
on disease distribution and extension. Further analyses are required to 
understand the additive role of mucosal histology in CD.

DOP57
Development and validation of a convolutional 
neural network for the automatic detection of 
enteric ulcers and erosions in capsule endoscopy: 
A multicentric study

J. Afonso*1, M. Mascarenhas1, T. Ribeiro1, P. Cardoso1, R. Gonçalves1, 
J. Ferreira2, A.P. Andrade1, M. Mascarenhas Saraiva3, H. Cardoso1, 
G. Macedo1

1Centro Hospitalar Universitário São João, Gastroenterology, Porto, 
Portugal, 2FEUP - Faculdade Engenharia Universidade do Porto, 
Engenharia, Porto, Portugal, 3ManoPh Gastroenterology Clinic, 
Gastroenterology, Porto, Portugal

Background: Capsule endoscopy (CE) is the gold-standard for the 
evaluation of the enteric mucosa in patients with suspected or known 
inflammatory bowel disease, particularly Crohn’s disease. Ulcers and 
erosions of the small bowel are common findings and their identifica-
tion in CE is paramount for an accurate disease stratification.
Several artificial intelligence (AI) algorithms have been developed to aid 
endoscopists to detect lesions in different endoscopic modalities. With 
this project we intend to develop and test an AI algorithm for the auto-
matic identification of ulcers and erosions in the small bowel mucosa.
Methods: A total of 2565 CE exams from two different centers 
(1483 from São João University Hospital and 1082 from ManopH 
Gastroenterology Clinic) were used to develop the Convolutional 
Neural Network (CNN). 55320 frames of the enteric mucosa were 
obtained, 18396 containing enteric ulcers and erosions, and 36924 
containing normal mucosa. 90% of the frames were used to develop the 
training dataset and 10% were used to test the network. The patients 
included on the training dataset were excluded from the testing dataset. 
This patient split brings the technology performance closer to that of a 
real-life setting. The output provided by the CNN was compared to the 
classification provided by a consensus of experts.
Results: Our model was able to automatically detect ulcers and ero-
sions in the enteric mucosa with an accuracy of 93.2%, sensitivity of 
90.4% and a specificity of 93.9%. The mean processing time for the 
validation dataset was 29 seconds (approximately 306 frames/second).
An example of the output obtained after the network application can 
be seen in Figure 1.
Conclusion: The authors developed a CNN for the automatic identi-
fication of enteric ulcers and erosions in CE videos and tested it in AI 
naïve patients. This represents an evolution in the technology readi-
ness level into a real-life clinical setting, that will surely improve the 

diagnostic yield of CE exams, which will ultimately translate into better 

patient care.

DOP58
An artificial intelligence–driven scoring system to 
measure histological disease activity in Ulcerative 
Colitis

L. Peyrin-Biroulet*1, S. Adsul2, J. Dehmeshki3, O. Kubassova3

1Nancy University Hospital and INSERM U1256 Nutrition-
Genetics and Environmental Risk Exposure- Lorraine University, 
Gastroenterology, Nancy, France, 2Takeda, Gastroenterology, Zurich, 
Swaziland, 3Image Analysis Group, Imaging, London, United 
Kingdom

Background: Histological remission is increasingly regarded as an 
important and deep therapeutic target for ulcerative colitis (UC). 
Assessment and scoring of histological images is a tedious procedure, 
that can be imprecise and prone to inter- and intra-observer variability. 
Therefore, a need exists for an automated method that is accurate, re-
producible and reliable. This study aimed to investigate whether an 
artificial intelligence (AI) system developed using image processing and 
machine learning algorithms could measure histological disease activity 
based on the Nancy index.
Methods: A total of 200 histological images of patients with UC from 
a database at University Hospital, Vandoeuvre-lès-Nancy, France 
were used for this study. The novel AI system was used to fully char-
acterise histological images and automatically measure Nancy index. 
The in-house AI algorithm was developed using state-of-the-art image 
processing and machine learning algorithms based on deep learning 
and feature extraction. The cell regions of each image, followed by 
Nancy index, were manually annotated and measured independently 
by 3 histopathologists. Manual and AI-automated measurements of 
Nancy index score were done and assessed using the intraclass correl-
ation coefficient (ICC).
Results: The 200-image dataset was divided into 2 groups (80% was 
used for training and 20% for testing). ICC statistical analyses were 
performed to evaluate AI tool and used as a reference to calculate the 
accuracy (Table 1). The average ICC amongst the histopathologists 
was 89.33 and average ICC between histopathologists and AI tool was 
87.20. Despite the small number of image data, the AI tool was found 
to be highly correlated with histopathologists.

Conclusion: The high correlation of performance of the AI method sug-
gested promising potential for IBD clinical applications. A standardised 
and validated histological AI-driven scoring system can potentially be 
used in daily IBD practice to eliminate the subjectivity of the patholo-
gists and assess the disease severity for treatment decision.
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DOP59
Development of a novel Ulcerative Colitis (UC) 
endoscopic activity prediction model using 
machine learning (ML)

J.F. Colombel1, D. Rubin*2, J.P. Schott3, K. Gottlieb4, L. Erisson5, 
B. Prucka6, S. Phillips5, J. Kwon7, J. Ng8, J. McGill4

1Icahn School of Medicine at Mount Sinai, Gastroenterology, 
New York City- NY, United States, 2University of Chicago, 
Gastroenterology, Chicago- IL, United States, 3Iterative Scopes, 
Engineering, Cambridge- MA, United States, 4Eli Lilly and Company, 
Immunology BU, Indianapolis- IN, United States, 5Iterative Scopes, 
Research and Development Strategy, Cambridge- MA, United States, 
6Eli Lilly and Company, Advanced Analytics and Data Sciences, 
Indianapolis- IN, United States, 7Gilead Sciences, Immunology, 
Foster City- CA, United States, 8Iterative Scopes, Corporate, 
Cambridge- MA, United States

Background: Previous studies have described machine learning 
(ML) models to predict how human readers would score disease 
activity in UC using the endoscopic Mayo Score (eMS). So far, 
none employed deep human annotation that considers all the endo-
scopic features making up the eMS. Here we report the results of 
an ML model that is trained on eMS features using centrally read 
endoscopies.
Methods: 793 full-length videos were obtained from 249 patients with 
UC who participated in NCT02589665, a phase 2 trial with miriki-
zumab in patients with UC and associated with centrally read (single 
reader) eMS (CReMS) as the primary dataset. After cleaning for us-
able frames, the data were split into training, validation and testing 
subsets. The ML workflow consisted of annotation, segmentation, and 
classification (e.g., erosions, ulcers, erythema, vascular pattern, and 
bleeding). Human image classification and segmentation with bound-
ing boxes and was subjected to quality control adjudicated by one of 
three IBD specialists, generating more than 60,000 eMS-relevant an-
notation labels. The model was evaluated on a test set of 147 videos 
using the CReMS, and a consensus set of 94 test videos, where CReMS 
and annotator reported eMS (AReMS) were in agreement without ad-
judication. The primary objective of the model was a categorical pre-
diction of endoscopically inactive disease (eMS 0 & 1) compared with 
active disease (eMS 2 & 3). The secondary objectives of the model were 
to predict endoscopic healing (eMS 0)  and to predict severe disease 
(eMS 3).
Results: The model performances are in Table 1. On the full test set of 
147 videos, the model predicted inactive disease compared with active 
disease with an accuracy of 84%, positive predictive value (PPV) of 
80%, and negative predictive value (NPV) of 85%. In the subset of 
94 videos with CreMS and AReMS consensus, the model predicted in-
active disease compared with active disease with an accuracy of 89%, 
PPV 87%, and NPV of 90%. In this same subset, the model predicted 
endoscopic healing and severe disease with an accuracy of 95% and 
85%, PPVs of 86% and 82% and NPVs of 95% and 87%, respectively. 
For the secondary objectives in the full set of 147 videos, the model 
predicted endoscopic healing and severe disease with an accuracy of 
90% and 80%, PPVs of 44% and 86%, and NPVs of 95% and 86%, 
respectively.

Conclusion: We have developed a ML predictive model of the eMS in 
UC using centrally read videos and demonstrate excellent distinction 
between active and inactive disease, and clear discrimination between 
other levels of endoscopic activity. We propose that this unique ML 
approach to endoscopic assessment be considered as a substitute to 
human central reading in future clinical trials.

DOP60
Self-reported treatment effectiveness for Crohn’s 
Disease using a novel crowdsourcing web-based 
platform

T. Engel1, E. Dotan*2, S. Ben-Horin1, U. Kopylov1

1Tel-HaShomer Sheba Medical Center, Department of Gastroenterology, 
Ramat Gan, Israel, 2Stuffthatworks, Company, Tel Aviv, Israel

Background: The world wide web and social media platforms have be-
come an unprecedented source for sharing self-experience, potentially 
allowing the collection and integration of health data with patient 
experience
Methods: StuffThatWorks (STW) is an online open platform that applies 
machine learning and the power of crowdsourcing where patients with 
chronic medical conditions can self-report and compare their indi-
vidual outcomes using a structured online questionnaire. The present 
study analyzed de-identified self-reported personalized comparative 
treatments’ effectiveness for CD. The design was a cross-sectional, 
international, crowdsourcing, questionnaire and AI web-based study of 
patients with Crohn’s self-reporting their outcomes by 06/11/21. A pro-
prietary STW Bayesian inference model was built to measures the level 
of improvement in condition severity and clinical indicators for each 
treatment and ranks treatment effectiveness. A linear regression model 
was used to examine co-variate association with the current condition 
severity as the outcome. Finally, the effectiveness of first-line biological 
treatments was analyzed by multiple treatment comparisons model and 
by calculating odds ratio and 95% confidence intervals for each treat-
ment pair.
Results: A total of 5898 self-reported CD patients were included for 
the analysis. Most participants were female (76.13%) and from English 
speaking countries (91%). Overall, anti TNF drugs were the most 
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reported tried treatment (71.97%) followed by steroids (46.22%) and 
diet (43.8%). Among Biologic therapy (BT) tried by STW CD users, 
Infliximab (IFX) and Adalimumab (ADA) were ranked most effective 
by the STW effectiveness model, by change in condition severity on 
1–5 scale (mean change of 1.19 points, estimated lower-upper bounds 
1.10–1.28), followed by Ustekinumab (UST) (mean 1.07, bounds 
0.88–1.26), and Vedolizumab (VDZ) (mean 0.96, bounds 0.74–1.17). 
Bowel surgery (mean 1.19, bounds 0.98–1.40), and cannabis (mean 
1.01, bounds 0.72–1.31) were also among the top 5 most effective 
treatments together with BT. The odds ratio was calculated for each BT 
pair, with IFX more effective than ADA, UST and VDZ (OR 2.34 (CI 
1.88 – 2.80), 3.08 (CI 2.44 – 3,73), 7.16 (CI 6.53 – 7.80), respectively), 
ADA more effective than UST and VDZ (OR 1.32 (CI 0.74 - 1.9), 3.06 
(CI 2.49 - 3.63), respectively), and UST more effective than VDZ (OR 
2.32 (CI 1.6 - 3.05)).
Conclusion: We present the first online crowdsourcing platform-based 
study of treatment self-reported outcomes in CD. Net-based crowd-
sourcing patient-reported outcomes’ platforms can potentially help 
both clinicians and patients select the best treatment for their condition.

DOP61
Development and validation of novel models in 
prediction of intravenous corticosteroids resistance 
in patients with Acute Severe Ulcerative Colitis

S. Yu*1, H. Li2, Y. Li1, H. Xu1, B. Tan1, B. Tian1, Y. Dai1, F. Tian2, 
J. Qian1

1Peking Union Medical College Hospital, Department of 
Gastroenterology, Beijing, China, 2Shengjing Hospital of China Medical 
University, Department of Gastroenterology, Shenyang, China

Background: Early prediction of intravenous corticosteroid (IVCS) re-
sistance in Acute severe ulcerative colitis (ASUC) patients could reduce 
costs and delay in rescue therapy. However, most prediction models for 
ASUC were at high risk of bias with a lack of external validation. This 
study aims to construct and validate a model that accurately predicts 
IVCS resistance using various statistical methods.
Methods: A retrospective cohort of patients who were diagnosed with 
ASUC and had undergone IVCS treatment between March 2012 to 
January 2020 was established. Predictors evaluated included age, 
gender, race, medications before admission, infections, and laboratory 
data at baseline and during IVCS treatment, and endoscopic outcomes 
relied on blinded centralized endoscopy reading. The LASSO regres-
sion was used in feature selection for multivariate logistic regression 
model. Models based on machine learning methods (decision tree and 
random forest [RF]) were also constructed. Internal validity was con-
firmed and model performances were compared. External validation 
was conducted using data using an independent cohort from a tertiary 
referral centre.
Results: A total of 129 patients were included in the derivation co-
hort. During index hospitalization, 102 (79.1%) responded to IVCS, 
and 27 (20.9%) failed; 16 patients underwent colectomy, 6 received 
cyclosporin, and 5 succeeded with IFX as rescue therapy. Ulcerative 
Colitis Endoscopic Index of Severity (UCEIS; odds ratio [OR] 5.39, 
95% confidence interval [CI] 2.52–14.0, p<0.001) and C-reactive 
protein (CRP) level on the third day (OR 1.05, 95% CI 1.03–1.08, 
p<0.001) were selected by LASSO regression and identified as the only 
two independent predictors of IVCS resistance in logistic regression. 
The decision tree model identified a UCEIS higher than 6.5 points and 
CRP level at day 3 higher than 33.57 mg/dL as the proxy for IVCS re-
sistance. UCEIS and CRP level at day 3 were also the most important 

predictors in the RF model. Areas under the curve receiver operating 
characteristic (AUC) of logistic model, decision tree model, and RF 
model were 0.64 (95% CI 0.49–0.80), 0.81 (95% CI 0.71–0.90), and 
0.88 (95% CI 0.82–0.95), respectively. A validation cohort of 65 ASUC 
patients were established, and the AUC of the models in external val-
idation were 0.57 (95% CI 0.45–0.70), 0.70 (95% CI 0.61–0.80), and 
0.71 (95% CI 0.48–0.94), respectively.
Conclusion: In patients with ASUC, UCEIS and CRP level at day 3 
of IVCS treatment appeared to allow the prompt prediction of likely 
IVCS nonresponders. Machine learning-based models outperformed 
the traditional statistical model in the prediction. The models may aid 
therapeutic decision-making in ASUC patients.

DOP62
Efficacy of biologic drugs in short-duration versus 
long-duration Inflammatory Bowel Disease: 
A systematic review and an individual-patient data 
meta-analysis of randomized controlled trials

S. Ben-Horin*1,2, L. Novack3, R. Mao2, J. Guo2, Y. Zhao2, 
R. Sergienko3, J. Zhang2, K. Kobayashi4, T. Hibi4, Y. Chowers5, 
L. Peyrin-Biroulet6, J.F.C. Colombel7, G.G.K. Kaplan8, M.H. Chen2

1Tel-HaShomer Sheba Medical Center, Department of Gastroenterology, 
Ramat Gan, Israel, 2First affiliated Hospital of the Sun Yatsen 
University, Gastroenterology, Guangzhou, China, 3Soroka University 
Medical Center3- Faculty of Health Sciences- Ben-Gurion University 
of the Negev-, Clinical research Center, Beer-Sheva, Israel, 4Kitasato 
University- Kitasato Institute Hospital, Center for Advanced IBD 
Research and Treatment, Tokyo, Japan, 5Rambam Health Care 
Campus- Bruce & Ruth Rappaport Faculty of Medicine- Technion 
Institute of Technology, Gastroenterology, Haifa, Israel, 6Inserm U594- 
Nancy University Hospital, Gastroenterology, Nancy, France, 7Icahn 
School of Medicine- Mount Sinai Hospital, Helmsley Inflammatory 
Bowel Disease Center, New-York, United States, 8University of Calgary, 
Department of Medicine and Community Health Sciences, Calgary, 
Canada

Background: Starting biologic treatment early in the course of inflam-
matory bowel disease (IBD) may associate with higher efficacy, espe-
cially in Crohn’s disease (CD).
Methods: A systematic review and individual-patient-data meta-anal-
ysis of all placebo-controlled trials of biologics approved for IBD at 
study inception (Oct 2015), using Vivli data-sharing platform. The pri-
mary outcome was the proportional biologic/placebo treatment effect 
on induction-of-remission in patients with short-duration (≤18months) 
versus long-duration disease (>18months) analyzed separately for 
CD and ulcerative colitis (UC). We used meta-regression to examine 
the impact of patients’ characteristics on the primary outcome. Study 
PROSPERO registration: CRD42018041961.
Results: We obtained data from five biologics drug manufacturers and 
included 25 trials, testing infliximab, adalimumab, certolizumab, goli-
mumab, natalizumab or vedolizumab (6,168 CD, 3,227 UC patients). 
In CD, induction-of-remission rates were higher in pooled placebo 
and active arms’ patients with short-disease duration≤18  months 
(41.4%, 244/589) compared with disease-duration>18months (29.8%, 
852/2857, meta-analytically estimated OR=1.33, 95%CI:1.09–1.64). 
The primary outcome, proportional biologic/placebo treatment effect 
on induction-of-remission, was not different in short-duration disease 
≤18  months (n= 589, OR 1.47, 95%CI:1.01–2.15) compared with 
longer disease-duration (n=2857, OR 1.43, 95%CI:1.19–1.72). In UC 
trials, both the proportional biologic/placebo remission-induction effect 
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and the pooled biologic-placebo effect were stable regardless of disease 
duration. Primary outcome results remained unchanged when tested 
using alternative temporal cut-offs and when modelled for individual-
patients’ co-variates, including prior anti-TNFs exposure. In explora-
tory post-hoc analysis comparing patients with colonic-CD (L2) versus 
small-bowel L1 CD (and excluding ileo-colonic L3 disease) the OR for 
induction-of-remission in long-duration disease>18months compared 
with short-duration disease was 0.62 for small-bowel CD (95%CI: 
0.42; 0.91) but was not significant in pooled colonic CD population 
(OR=0.94, 95%CI: 0.66; 1.34)
Conclusion: This Individual patient level meta-analysis of clinical tri-
als of multiple biologics found there are higher rates of induction-of-
remission in early CD for both biologics and placebo, resulting in a 
treatment-to-placebo effect ratio which is similar across different 
disease durations. No such relationships between disease-duration and 
outcomes is found in UC

DOP63
Real World Effectiveness, Safety and 
Pharmacokinetics of Switching Intravenous 
Vedolizumab Maintenance treatment to 
Subcutaneous Vedolizumab Therapy for 
Inflammatory Bowel Disease

A. Volkers*1, T. Straatmijer1, M. Duijvestein2, A. Sales1, A. Levran1, 
F. van Schaik3, M. Jeroen4, K. Gecse1, C. Ponsioen1, J. Grootjans1, 
J. Hanzel1, G. Tack5, J. Jansen6, F. Hoentjen7, N. de Boer1, 
S. van der Marel8, G. Dijkstra9, B. Oldenburg3, M. Löwenberg1, 
A. van der meulen4, G. D’Haens1; on behalf of the IBD center of 
Amsterdam and the Dutch Initiative on Crohn and Colitis (ICC)
1Amsterdam UMC- location AMC, Department of Gastroenterology 
and Hepatology, Amsterdam, The Netherlands, 2Radboud University 
Medical Center, Department of Gastroenterology and Hepatology, 
Nijmegen, The Netherlands, 3University Medical Center Utrecht, 
Department of Gastroenterology and Hepatology, Utrecht, The 
Netherlands, 4Leiden University Medical Center, Department of 
Gastroenterology and Hepatology, Leiden, The Netherlands, 5Medical 
Center Leeuwarden, Department of Gastroenterology and Hepatology, 
Leeuwarden, The Netherlands, 6Onze Lieve Vrouwe Gasthuis, 
Department of Gastroenterology and Hepatology, Amsterdam, The 
Netherlands, 7University of Alberta, Division of Gastroenterology- 
Department of Medicine-, Edmonton, Canada, 8Haaglanden Medical 
Center, Department of Gastroenterology and Hepatology, Amsterdam, 
The Netherlands, 9University Medical Center Groningen, Department 
of Gastroenterology and Hepatology, Groningen, The Netherlands

Background: Subcutaneous (SC) formulation of vedolizumab (VDZ) 
is available for Crohn’s disease (CD) and ulcerative colitis (UC). We 
assessed the efficacy, safety, and pharmacokinetic (PK) profiles of 
patients with inflammatory bowel diseases (IBD) who switched from 
intravenous (IV) to SC VDZ treatment in two prospective, real world 
cohorts.
Methods: The primary cohort is an ongoing open-label, real life, pro-
spective single centre cohort study. As a validation cohort, we used the 
Initiative on Crohn and Colitis (ICC) registry, a prospective, observa-
tional, nationwide registry including patients switching from IV to 
SC VDZ. In both cohorts, patients receiving IV VDZ maintenance for 
>4 months were offered to switch treatment to SC VDZ, 108 mg every 2 
weeks. In the primary cohort, assessment of clinical, biochemical and PK 
parameters took place at baseline, at approximately 10 weeks following 
the switch and at the physician’s discretion thereafter. In the ICC cohort, 

follow up visits were at week 12 and 24. The primary endpoint was the 
proportion of patients discontinuing SC VDZ at week 24.
Results: In total, 78 (50 CD (64%) and 28 UC (36%)) and 54 patients 
(29 CD (54%) and 25 UC (46%)) were included in the primary and 
ICC cohort respectively (table 1). During follow up, 8 (10.3%) of the 
primary cohort and 6 (11.1%) patients of the ICC cohort stopped 
VDZ SC during follow-up time till week 24, after a median treatment 
duration of 18 (IQR=5–19) and 10 (IQR=7–15) weeks, respectively. 
Treatment withdrawal was most often caused by adverse events (AE), 
in total for 8 out of 132 patients (6%) (table 2). Four patients had loss 
of response to SC VDZ. Three of these patients had biochemical disease 
activity at initiation of SC therapy. Reported AEs included headache 
and injection related reactions. The median VDZ concentration 
increased from 11 ug/mL (IQR=9.4–20) to 28 ug/mL (IQR=24.3–31.2, 
p<0.0001) and from 20 ug/mL (14.3–26.3) to 34.6 ug/mL (26.8–42.9) 
(p<0.01), between baseline and visit 1 in the primary and validation 
cohort, respectively (figure 1).

Conclusion: The present abstract reports real world experience of 
switching IV to SC VDZ maintenance treatment in IBD patients in 
two observational Dutch cohorts. VDZ concentrations were signifi-
cantly higher after the switch to SC VDZ. A switch from IV to SC VDZ 
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appears to be effective and safe. However, a proportion of patients 
switched back to IV VDZ due to injection related AEs.

DOP Session 8: The Indian: Anti-TNF & 
Paediatrics

DOP64
Pathogenic RIPK1 Mutations Cause Infantile-onset 
IBD with Inflammatory and Fistulizing Features

M. Sultan1, P. Millman2, B. McCourt3, N. Kol4, A. Lev5, M. Matar6, 
O. Barel4, R. Shamir6, M. Wilschanski2, L. Konnikova3, R. Somech5, 
D. Shouval*6

1Makassed Hospital- Al-Quds University, Pediatric Gastroenteorlogy, 
Jerusalem, Palestine, 2Hadassah University Hospital, Pediatric 
Gastroenterology, Jerusalem, Israel, 3Yale Medical School, Human and 
Translational Immunology, New Haven, United States, 4Sheba Medical 
Center, The Genomic Unit- Sheba Cancer Research Center and Wohl 
Institute of Translational Medicine, Ramat Gan, Israel, 5Edmond and 
Lily Safra Children’s Hospital, Pediatric Immunology Service- Pediatric 
Department Ward A  and Jeffrey Modell Foundation Center, Ramat 
Gan, Israel, 6Schneider Children’s Medical Center of Israel, Institute 
of Gastroenterology- Nutrition and Liver Diseases, Petah Tiqwa, Israel

Background: Genetics plays a key role in the pathogenesis of inflamma-
tory bowel disease (IBD). With the expanding use of next-generation 
sequencing, >70 different monogenic disorders associated with IBD 
have been identified, and most of them present in the first years of 
life. Recently, several patients with severe IBD were identified to harbor 
pathogenic mutations in Receptor-interacting serine/threonine-protein 
kinase 1 (RIPK1) gene, which regulates necroptosis, a necrotic cell 
death mechanism. We present the clinical features, genetic analysis and 
immune work-up of three patients with infantile-onset IBD resulting 
from novel RIPK1 mutations.
Methods: Whole exome sequencing was performed in three patients 
with severe infantile-onset IBD, along with sanger sequencing for con-
formation. Mass cytometry time of flight was conducted for in-depth 
immunophenotyping, including cytokine secretion analysis following 
lipopolysaccharide (LPS) or Phorbol myristate acetate with ionomycin 
(PMA-I), on one of the patient’s peripheral blood mononuclear cells, 
and compared to control subjects and patients with Crohn’s disease.
Results: All patients, born to consanguineous Muslim families, pre-
sented with severe colitis and multiple perianal fistulas in the first 
months of life, without severe or atypical infections. One of the 
patients had a partial response to high doses of inlfliximab and aza-
thioprine, while another one failed to respond to adaliumab and later 
to low dose anakinra, an IL-1 receptor antagonist. Genetic studies 
identified novel and pathogenic genetic variants in the RIPK1 gene in 
all patients, that were confirmed by Sanger sequencing. Using mass 
cytometry time of flight unbiased clustering analysis, we identified 
peripheral immune dysregulation in one of these patients, charac-
terized by an increase in IFNγ CD8+ T cells along with a decrease 
in monocytes, dendritic cells and B cells. Moreover, RIPK1-deficient 
patient’s immune cells exhibited decreased IL-6 production in re-
sponse to LPS across multiple cell types including T cells B cells and 
innate immune cells.
Conclusion: Mutations in RIPK1 should be considered in very 
young patients presenting with colitis and perianal fistulas. Given 
RIPK1’s role in both immune cells (and specifically in inflammasome 

activation), and epithelial cells, it is unclear whether immunosup-
pressive medications (including IL1 blockade) as well as allogeneic 
hematopoietic stem cell transplantation can suppress or cure the 
hyper-inflammatory response in these patients. Additional studies in 
humans are required to better define the role of RIPK1 in regulating 
intestinal immune responses, and how treatment can be optimized 
for patients with RIPK1 deficiency.

DOP65
Development and validation of the TUMMY-UC, a 
patient-reported outcome in pediatric Ulcerative 
Colitis: A multicenter prospective study

D. Turner1, L. Marcovitch*1, G. Focht1, N. Carmon1, C. Tersigni2,  
O. Ledder1, R. Lev Tzion1, K. Frost2, P.C. Church2, R. Baldassano3,  
A. Otley4, M. Kappelman5, A. Griffiths2

1Shaare Zedek Medical Center, Department of Paediatric 
Gastroenterology, Jerusalem, Israel, 2Hospital for Sick Children, 
Pediatric Gastroenterology and Nutrition, Toronto, Canada, 3CHOP, 
Pediatric Gastroenterology, Philadelphia, United States, 4IWK, Pediatric 
Gastroenterology, Halifax, Canada, 5UNC Health Care, Pediatric 
Gastroenterology, North Carolina, United States

Background: In developing a patient-reported outcome (PRO) for 
pediatric ulcerative colitis (UC) with guidance from FDA and EMA, 
8 items were previously selected based on 79 concept elicitation 
interviews. An observer RO (ObsRO) was determined to be required 
for children younger than 8  years. Here, we aimed to finalize the 
included items and to validate the TUMMY-UC for its psychometric 
properties.
Methods: The structure and exact wording of the PRO and the ObsRO 
versions were determined by cognitive debriefing interviews with chil-
dren and their caregivers. Weights were assigned to each item based on 
ranking of importance. Then, in a prospective multicenter study, chil-
dren with UC between 2–18 years who either underwent colonoscopy 
or provided stool for calprotectin completed the TUMMY-UC during 4 
consecutive days, as well as 7 and 21 days thereafter for evaluating re-
liability and responsiveness. Construct and discriminative validity were 
assessed by different measures of disease severity and quality of life 
(QOL).
Results: In an iterative process of 129 cognitive interviews, the 
exact wording of the TUMMY-UC was determined. The PRO and 
ObsRO were formatted with identical structure to ensure concep-
tual equivalence for incorporating into one score. 71 children were 
included in the validation study (39 with colonoscopy and 32 with 
calprotectin; age 12.3±4.1  years, 26 (36%) in remission, 20 (29%) 
with moderate-severe disease). There was excellent reliability in the 
repeated day assessments (ICC 0.93 (0.88–0.96); p<0.001) and after 
1 week in those judged as unchanged (0.90 (0.81–0.95); p<0.001). 
The TUMMY-UC total score had moderate to strong correlations 
with all constructs of disease severity: r=0.64 with UC Endoscopic 
Index of Severity (UCEIS, Figure 1), r=0.66 with IMPACT QOL ques-
tionnaire, r=0.43 with calprotectin, r=0.82 with the PUCAI, r=0.76 
with patient/caregiver global assessment, r=0.5 with CRP, and r=-0.36 
with albumin (all p<0.015). There was a slight superiority to com-
bining TUMMY-UC scores of two consecutive days. The index had 
excellent discrimination of disease activity categories (figure 2) with 
a score<9 defining remission (Sen=93%, Spec=84%, AUROC=0.95 
(95%CI 0.89–0.99). Showing high responsiveness, the DTUMMY-UC 
differentiated well between children who improved, worsened or 
remained unchanged after 3 weeks (Figure 3). The best cutoff of the 
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TUMMY-UC to define response was a change of ≥10 points (AUROC 
0.93 (95%CI 0.86–0.99)).
Conclusion: The TUMMY-UC, constructed from a PRO and ObsRO 
versions for children 8–18 and 2–7  years, respectively, is a reliable, 
valid and responsive index which can be now used in clinical practice 
and as an outcome measure in clinical trials.

DOP66
Disease course of Ulcerative proctitis in children: 
A population based study on behalf of the SIGENP 
IBD Group

M. Martinelli*1, F. Fedele1, C. Romano2, M. Aloi3, P. Lionetti4, 
P. Alvisi5, R. Panceri6, M. Bramuzzo7, M. Illiceto8, L. Bosa9, L. Norsa10, 
M. Pastore11, F. Graziano12, S. Arrigo13, E. Felici14, S. Gatti15, 
M. Fuoti16, C. Strisciuglio17, V. Dipasquale18, G. D’Arcangelo3, 
L. Scarallo4, F. Labriola5, E. Miele1

1Federico II University of Naples, Department of Translational 
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5Maggiore Hospital, Pediatric Gastroenterology Unit-, Bologna, Italy, 
6University of Milano Bicocca- FMBBM- San Gerardo Hospital, 
Pediatric Department, Monza, Italy, 7IRCCS “Burlo Garofolo”, 
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Pediatric Department, San Giovanni Rotondo, Italy, 12Villa Sofia 
Cervello Hospital, Pediatric Unit, Palermo, Italy, 13Institute “Giannina 
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Digestive Diseases, Alessandria, Italy, 15G. Salesi Children’s Hospital, 
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Pediatric Gastroenterology and Cystic Fibrosis- Department of Human 
Pathology in Adulthood and Childhood “G. Barresi-”, Messina, Italy

Background: Ulcerative proctitis (UP), defined as a colonic location 
limited to the rectum, is a poorly investigated condition in children, 
usually considered as a minor form of Ulcerative Colitis (UC). The aim 
of the present study was to compare the disease course of paediatric 
patients affected by UP at diagnosis with the other UC locations.
Methods: This multicentre retrospective observational study has 
been carried out starting from the data prospectively registered in 
the IBD Registry of the Italian Society of Pediatric Gastroenterology, 
Hepatology and Nutrition (SIGENP). Seventeen IBD referral centres 
adhering to the registry were included in the study. Patients age 0 to 
18 years, who were diagnosed with UC according to the Porto criteria 
starting from January 1, 2009, to May 1st, 2021 were identified. Only 
children with a minimum follow-up of 12 months were included in the 
study. Once enrolled, children were subsequently divided in two groups 
based on Paris classification: group 1 (E1) and group 2 (E2, E3 and E4).
Results: Eight-hundred-eighty-five children were finally included in the 
study (median age at diagnosis: 11.2  years, range: 0–18  years; M/F: 
434/451), of whom 176 (19.8%) belonging to group 1 and 709 (80.1%) 
to group 2. The median age at diagnosis was significantly higher in group 
1 when compared to group 2 [11.9 (0–18) versus 11 (0–18) years, re-
spectively; (p<0.001)]. At diagnosis, the induction therapy was signifi-
cantly different with 68 (39.5%) patients of group 1 undergoing steroid 
therapy versus 505 (71.2%) of group 2 (p<0.001) and 79 (41.9%) of 
group 1 practising only mesalamine respect to 186 (26.2%) of group 2 
(p<0.001). A higher number of children from group 2 started immuno-
suppressive or biologic therapy as maintenance therapy at diagnosis 
[Group 1: 11 (6.2%) versus 173 (24.4%), respectively; (p<0.001)]. The 
median follow-up of our cohort was 4.5 years (range 1–13 years). At the 
last follow-up, 67/176 (38%) children with UP showed an extension of 
their disease location without significant difference when compared to 
group 2 [265 (37.5%); p=0.9], while 81 (45%) children from Group 1 
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were under immunosuppressive or biologic therapy versus 566 (79.8%) 
from group 2 (p<0.001). Five children (3%) of Group 1 underwent col-
ectomy during the follow up versus 45 (6.9%) of Group 2 (p=0.06).
Conclusion: UP is a frequent location of paediatric onset UC and the 
risk of endoscopic extension of proctitis is similar to the more extensive 
forms. A considerable number of patients with UP required immuno-
suppressive or biologic therapy during the follow-up and no significant 
difference was observed in terms of surgery. Overall, UP cannot be con-
sidered as a minor form of UC.

DOP67
First-line infliximab is cost-effective compared 
to conventional treatment in paediatric Crohn’s 
Disease – Results from the TISKids study

S. Vuijk*1, M. Jongsma1, B. Hoeven1, M. Cozijnsen1, 
M. van Pieterson1, T. de Meij2, O. Norbruis3, M. Groeneweg4, 
V. Wolters5, H. van Wering6, T. Hummel7, J. Stapelbroek8, 
C. van der Feen9, P. van Rheenen10, M. van Wijk2, S. Teklenburg3, 
M. Poleij11, J. Escher1, L. de Ridder1

1Erasmus Medical Center/Sophia Children’s Hospital, Paediatric 
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Hospital, Paediatric Gastroenterology, Rotterdam, The Netherlands, 
5Utrecht Medical Center/ Wilhelmina Children’s Hospital, Paediatric 
Gastroenterology, Utrecht, The Netherlands, 6Amphia Hospital, 
Paediatric Gastroenterology, Breda, The Netherlands, 7Medical Spectrum 
Twente, Paediatric Gastroenterology, Enschede, The Netherlands, 
8Catharina Hospital, Paediatric Gastroenterology, Eindhoven, The 
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‘s Hertogenbosch, The Netherlands, 10University of Groningen- 
University Medical Center Groningen, Paediatric Gastroenterology, 
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Policy and Management, Rotterdam, The Netherlands

Background: First-line infliximab (FL-IFX) induction treatment combined 
with azathioprine (AZA) is more effective to achieve clinical remission 
without treatment escalation at week 52 compared to conventional in-
duction treatment (CONV) (Exclusive Enteral Nutrition or prednisone) 
combined with AZA in children with moderate-to-severe Crohn’s disease 
(CD). FL-IFX may lead to higher treatment costs compared to conven-
tional treatment. However, data on cost-effectiveness of FL-IFX in children 
with CD is still limited. Therefore, our aim is to investigate the cost-effect-
iveness of FL-IFX in comparison with CONV. We hypothesized that cost 
effectiveness of FL-IFX is comparable to CONV in children with newly 
diagnosed moderate-to-severe CD in the first two years after treatment.
Methods: We included patients from the TISKids international rand-
omized controlled trial in which children with moderate-to-severe CD 
were treated with either FL-IFX (Inflectra, biosimilar of IFX) or CONV.
(1) Patients included outside of the Netherlands (n=6) or patients with 
serious comorbidity besides CD were excluded from this analysis (n=2). 
Data on healthcare consumption and costs were obtained per hospital 
for all included patients until week 104. Direct health-related costs 
were collected, including hospital visits, drug costs, laboratory tests, 
endoscopies and surgeries. The effectiveness of treatment was assessed 
by mean weighted paediatric CD activity index (wPCDAI) and faecal 
calprotectin (fcal) levels (µg/g) measured over time until week 104. 
This analysis was performed by a mixed model. Moreover, time to 

additional anti-tumor necrosis factor-α (anti-TNF) treatment up to 104 
weeks after inclusion was assessed.
Results: In this analysis, 89 patients were included, 44 in the FL-IFX group 
and 45 in the conventional treatment group. There were no significant dif-
ferences between the two groups at baseline. Interestingly, the mean costs 
were similar for FL-IFX (€34,783) and CONV (€34,923) after two years, 
p=0.97 (Figure 1). Mean fcal levels were lower for FL-IFX compared to 
CONV over two years (416 vs. 625, p=0.03). The mean wPCDAI scores 
over two years were numerically lower for FL-IFX compared to CONV 
(5.95 vs. 10.34, p=0.01), but this difference became smaller over time. 
Furthermore, the time to (re)start anti-TNF treatment was significantly 
longer in the FL-IFX group (median 68 weeks) compared to the conven-
tional treatment group (median 32 weeks) (p=0.02) (Figure 2).
Conclusion: Treatment with FL-IFX is cost-effective compared to con-
ventional treatment in the first two years after diagnosis in children 
with moderate-to-severe CD.

Reference
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gutjnl-2020–322339. / PMID: 33384335
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DOP68
CD-TREAT diet induces remission and improves 
quality of life in an open label trial in children and 
adults with active Crohn’s Disease

V. Svolos*1, R. Hansen1, R. Russell1, D.R. Gaya1, S. John Paul1, 
J. Macdonald1, B. Nichols1, R. Papadopoulou1, M. Logan1, 
S. Mckirdy1, R. Gervais1, U. Ijaz1, S. Milling1, S. Shields1, D. Wilson1, 
P. Henderson1, S. Din1, G.T. Ho1, K. Gerasimidis1

1Glasgow Royal Infirmary New Lister Building, Department of Human 
Nutrition- School of Medicine- College of Medical- Veterinary and Life 
Sciences, Glasgow, United Kingdom

Background: Exclusive enteral nutrition (EEN) is an established induc-
tion treatment for active Crohn’s disease (CD) with a proposed mech-
anism of action involving the gut microbiome. We have previously 
shown that CD-TREAT diet, a food-based diet with similar dietary 
profile to EEN, improves rat ileitis and replicates the effect of EEN on 
the gut microbiome of healthy volunteers and animal models. Here, 
we test the efficacy of CD-TREAT diet to induce clinical remission in 
active CD.
Methods: This is an open-label study in children (wPCDAI≥12.5) and 
adults (HBI≥5) with active CD. Primary outcome was clinical response 
(wPCDAI fall≥17.5; HBI fall≥3) or clinical remission (wPCDAI< 12.5; 
HBI<5) after 8 week treatment with CD-TREAT. Secondary outcomes 
included improvement of quality of life (QoL) and reduction in faecal 
calprotectin (FC) levels. Since CD-TREAT diet is gluten-free, adherence 
to treatment was assessed by the detection of the gluten immunogenic 
peptide (GIP) in faeces. Data are presented with median (IQR).
Results: 25 children, [age, 14.4 (12.5,15.7) years] and 32 adults, [age, 
32.6 (24.2,43.9) years] were treated. 7 (12%) failed treatment and 
n=10 (18%) dropped out during the first 2 weeks of treatment due to 
palatability issues. In patients who completed 8 weeks of CD-TREAT 
course (n=40), 85% and 78% achieved clinical response and remission, 
respectively. CD-TREAT diet improved QoL in children [IMPACT-III 
score, baseline: 136 (122,143) vs 8weeks: 148 (133,153), p<0.01] and 
in adults [sIBDq score, baseline: 30 (26,45) vs 8weeks: 60 (48, 64), 
p<0.001]. Faecal GIP decreased during treatment [ng/g stool, base-
line: 1250 (589, 1250), 4weeks: 0 (0,269), 8weeks: 0 (0,329), mg/
mg, p<0.001 for both] showing adherence with the CD-TREAT diet. 
However, 33% and 40% of the patients had detectable faecal GIP at 4 
and 8 weeks, respectively, revealing at least partial non-adherence. 30% 

of patients who completed CD-TREAT (n=12/40) experienced >50% 
FC reduction. Median FC levels decreased significantly? in the group of 
patients (n=22) who had undetectable GIP at 4 or 8 weeks [mg/kg FC, 
baseline: 1190 (361,1129); 8weeks: 534 (92,1230), p<0.01].
Conclusion: CD-TREAT diet improved disease activity indices and QoL 
in the majority of patients who completed treatment and decreased FC 
in those who were most likely to be compliant. Future RCT should aim 
to compare CD-TREAT with other induction treatments and improve 
meal variety and palatability to improve compliance and reduce drop-
out rates.

DOP69
Long-term outcome of infantile and very early 
onset IBD: A multi-center study from the IBD Porto 
group of ESPGHAN
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Gastroenterology- Nutrition and Liver Diseases-- Israel, Petach Tikva, 
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Background: Very early-onset inflammatory bowel disease (VEOIBD) 
is diagnosed before the age of 6 years while infantile IBD occurs be-
fore the age of 2 years. We aimed to assess disease characteristics and 
long-term outcomes in these populations.
Methods: We conducted a retrospective longitudinal cohort study in 21 
pediatric centers worldwide. Patients diagnosed with VEOIBD between 
the years 2008–2018 with at least 2 years of follow-up were included.
Results: The cohort included 243 patients (52% males), with median 
follow-up of 5.8 (IQR 3.2–8.4) years. Median age at diagnosis was 3.3 
(IQR 1.8–4.5) years, with 69 (28%) diagnosed before the age of 2 years. 
Disease was classified as Crohn’s disease (CD), ulcerative colitis (UC) 
and IBD-unclassified (IBDU) in 30%, 59% and 11%, respectively. In 
patients with UC or IBDU, 75% presented with pancolitis. In patients 
with CD, 62% presented with isolated colonic disease and 32% with 
ileo-colonic disease, while 19% had perianal involvement. Genetic test-
ing was performed in 96 (40%) patients [40 (58%) <2 years, 56 (32%) 
2–6 years, p=0.001], with monogenic diagnosis identified in 23% (33% 
and 16%, respectively, p=0.08). The most common findings were muta-
tions in IL10-receptor (5 cases, 23%). Stricturing or penetrating disease 
was observed in 9 cases (4%).
First induction therapies were corticosteroids, 5-aminosalicylic acid 
(5ASA) and nutritional therapy in 53%, 30% and 11%, respect-
ively. Corticosteroids were more common as first induction in in-
fantile vs. non-infantile IBD (64% vs. 49% respectively, p=0.003). 
Maintenance therapies included deep immune-suppression (mainly 
biologics and corticosteroids) in 51%, immunomodulators in 27%, 
and non-immunosuppressive agents (5-ASA, nutritional therapy and 
antibiotics) in 22% of patients, with no significant differences be-
tween age groups.
Compared to patients diagnosed after 2 years of age, patients with in-
fantile IBD presented with higher rates of IBDU, lower levels of hemo-
globin and albumin and higher levels of CRP, lower weight (but not 
height) z-scores, had lower rates of response to first induction therapy 
and shorter time to hospitalization during follow-up (p<0.05 for all).
Colectomy was performed in 11% and diversion surgery in 4% of 
the cohort, with no significant differences between age groups. No 

malignancies and nor deaths were observed. At end of follow-up, 85% 
of patients were in corticosteroid free clinical remission.
Conclusion: Patients with VEOIBD, including infantile IBD, have fair 
long-term outcome with low rates of complications and surgical inter-
ventions. Nevertheless, patients with infantile IBD demonstrated more 
severe clinical features at presentation and a lower response to induc-
tion therapy.

DOP70
Anti-TNF withdrawal according to a risk-stratified 
protocol does not reduce the risk of relapse in 
patients with Inflammatory Bowel Disease in 
endoscopic remission: A prospective study
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Background: Discontinuation of anti-tumour necrosis factor alpha 
agents (anti-TNF) in patients with inflammatory bowel disease (IBD) in 
remission may reduce side effects and costs, but this has to be weighed 
against the risk of relapse. We developed a risk-stratified protocol for 
anti-TNF withdrawal, and aimed to assess the risk of relapse after risk-
stratified anti-TNF withdrawal.
Methods: This was a single arm prospective observational cohort study. 
Patients were recruited between September 2018–2020 in 13 hospitals in 
the Netherlands. Inclusion criteria were a diagnosis of IBD, age >18 years, 
elective anti-TNF withdrawal in a patient with quiescent disease (accord-
ing to the treating physician), no current or planned use of vedolizumab, 
ustekinumab or tofacitinib, no hospitalization, and no active or planned 
pregnancy. According to the protocol, patients were recommended to with-
draw anti-TNF only when in endoscopic remission either without high-risk 
criteria (age at diagnosis <18 years, and for Crohn’s disease [CD]: smoking, 
stricturing/penetrating disease behaviour, small bowel resection >50cm), or 
when trough levels were undetectable. We constructed Kaplan-Meier curves 
with log-rank test to compare the risk of relapse in patients who discontin-
ued anti-TNF in accordance with, versus against, the protocol. Cox regres-
sion analysis was performed to identify predictors of relapse.
Results: We enrolled 115 patients (CD: n=61, 53%), with a median 
follow-up time of 1.9 (IQR 1.8 – 2.1) years. Baseline endoscopic re-
mission was confirmed in 103 (89.6%) patients, and 35 (30.4%) 
patients continued an immunomodulator. During follow-up, 57 
(49.6%) patients relapsed (Figure 1). The relapse rate was similar in 
patients in endoscopic remission who withdrew anti-TNF in accord-
ing with, versus against, the protocol (50.7% versus 44.4%, p=0.65), 
and in patients with versus without an immunomodulator (hazard 
rate [HR] 0.89, 95%CI 0.50 – 1.59), but was lower in patients with 
subtherapeutic anti-TNF trough levels (adjusted HR: 0.55, 95%CI: 
0.31  – 0.99), and in patients with UC/IBD-unclassified (IBDU) who 
were treated with mesalamine maintenance therapy (HR: 0.35, 95%CI 
0.13 – 0.94). Anti-TNF was reintroduced in 41 (71.9%) patients, with 
remission rates of 64.5% and 81.8% at 3 and 12 months, respectively. 

In 6 (15.0%) patients anti-TNF therapy was discontinued again due to 
primary non-response or loss of response.
Conclusion: The risk of relapse after anti-TNF withdrawal remains 
high in a strictly selected group of patients with uncomplicated IBD in 
endoscopic remission. Therapeutic drug monitoring prior to anti-TNF 
withdrawal, and mesalamine therapy for patients with UC or IBDU, 

may reduce the risk of relapse.

DOP71
Low occurrence of colectomy with long-term (up 
to 4 years) golimumab treatment in patients with 
moderate-to-severe active Ulcerative Colitis: Data 
from the PURSUIT maintenance and long-term 
extension studies

C.L. Weinstein*1, A.G. Meehan2, J. Lin3, M. Govoni4, Z.P. Qureshi5

1Merck & Co.- Inc., Clinical Research, Kenilworth, United States, 2Merck 
& Co.- Inc., Global Scientific & Medical Publications, Kenilworth, 
United States, 3Merck & Co.- Inc., Biostatistics, Kenilworth, United 
States, 4MSD Italy, Medical Affairs, Rome, Italy, 5Merck & Co.- Inc., 
Outcomes Research, Kenilworth, United States

Background: In a previous real-world study of long-term (up to 4 years) 
treatment with golimumab (GLM) in ulcerative colitis (UC), patients 
reported a low overall colectomy incidence (5.8%).1 This analysis 
evaluates the incidence of colectomy among patients with moderate-
to-severe active UC in the PURSUIT-maintenance (-M)2 and long-term 
extension (-LTE)3 studies.
Methods: Eligible PURSUIT-M trial participants completed a 6-week 
GLM induction trial without requiring colectomy.4,5 Responders 
to GLM induction were randomised 1:1:1 to GLM 50 mg, 100 mg, 
or placebo (PBO) maintenance for up to 1  year, administered every 
4 weeks (q4w). Nonresponders to GLM or PBO induction received 
GLM 100  mg; responders to PBO induction received PBO (each 
administered q4w for up to 1 year). Participants experiencing loss of 
clinical response during maintenance were eligible for one treatment 
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intensification (switch from PBO to GLM 100 mg, or GLM dose in-
crease). Participants who completed PURSUIT-M were eligible to con-
tinue their treatment in the 3-year PURSUIT-LTE study. Colectomy 
(total or partial) was a prespecified outcome in PURSUIT-M; serious 
adverse event narratives and safety summaries were also examined for 
reports of colectomy (total or partial). For PURSUIT-LTE, serious ad-
verse event narratives and safety summaries were examined for reports 
of colectomy (total or partial). The reasons for colectomy were not col-
lected systematically in PURSUIT-M or -LTE. Descriptive information 
on colectomies was assessed and reported.
Results: A total of 60 (4.9%) colectomies were reported among the 
1228 patients who enrolled in the 1-year PURSUIT-M study, includ-
ing 672 participants who continued into the 3-year LTE study. The 
table shows the distribution of colectomies by study phase, induction 
responder status, initial treatment assignment, and treatment prior to 
colectomy. The colectomy rate during the 3-year extension was lower 
than that observed during the maintenance phase of the study [1.3% 
(9/672) compared to 4.2% (51/1228)].
Conclusion: Consistent with previously reported data, this retrospective 
evaluation of colectomy data from the PURSUIT-M and -LTE studies in 
patients with moderate-to-severe active UC demonstrated a low occur-
rence of colectomy with long-term (up to 4 years) GLM treatment. The 
limited number of colectomies observed in the LTE study occurred pre-
dominantly in patients with more severe disease at baseline (induction 
non-responders) who had been receiving GLM 100 mg.
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DOP72
The association of anti-tumor necrosis factor and 
thiopurine therapy with the risk of lymphoma 
among Inflammatory Bowel Disease patients: 
A nation-wide study from the epi-IIRN
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Background: To clarify the risk of lymphoma in patients with inflamma-
tory bowel diseases (IBD) exposed to anti-tumor necrosis factor (anti-
TNF) and/or thiopurines we aimed to evaluate the Israeli IBD population.
Methods: A nested case-control study on the epidemiology cohort of the 
Israeli IBD Research Nucleus (epi-IIRN) including all 4 Health Maintenance 
Organizations in Israel linked to the Israeli Cancer Registry. Patients diag-
nosed since 1.1.2005 until 31.12.2015 (42,954 patients) were included and 
followed until 31.12.2017. Each lymphoma case was matched to 30 non-
lymphoma IBD patients by age, gender, IBD subtype, and date of earliest evi-
dence of IBD in the database. Patients with other risk factors for lymphoma, 
or lymphoma diagnosis prior to IBD diagnosis were excluded (figure 1). 
Conditional logistic regression was used to compute the association of 
drug exposure (anti-TNF, thiopurines and combination) with diagnosis of 
lymphoma. Patients without exposure to anti-TNF and/or thiopurines in 
each group served as reference within each group. Additionally, sub-group 
analyses by gender, age group at inclusion (≤48, 49–64, ≥65), time from last 
drug exposure (≤90 days, 91–365 days, >365 days) were done.

Results: The final nested cohort included 5556 IBD patients (185 
lymphoma cases matched to 5,371 without lymphoma). Mean 
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follow-up (F/U): 5.5±3.5 years, 50% with Crohn’s disease, mean age 
at database entry 52.6±17.80 years. Anti-TNF-only exposure was doc-
umented in 4.3% (8/185) of lymphoma cases vs. 2.6% (145/5,371) 
of controls OR 1.97, CI 0.93–4.16, p=0.07; in males the ORs were 
2.84 (CI 1.17–6.92 p=0.04) and increased to OR 3.48 (CI 1.55–7.88, 
p=0.002) for males <48 years and OR 2.87 (CI 1.53–5.37, p=0.001) for 
patients with last exposure ≤90 days (figure 2). Exposure to combin-
ation anti-TNF+thiopurines occurred in 8.6% (16/185) of lymphoma 
cases vs. 5.3% (282/5,371) of controls OR 2.09 (CI 1.17–3.73, 
p=0.013). Males on anti-TNF-thiopurine combination had OR of 3.42 
(CI 1.37–8.52, p=0.003) and in sequential (non-overlapping exposure 
to both thiopurines and anti-TNFs during F/U) combination an OR 
of 2.74 (CI 1.02–7.35 p=0.02). Thiopurine-only exposure occurred in 
15.1% (28/185) of lymphoma cases vs. 13.5% (726/5,371) of controls, 
OR 1.32 (CI 0.86–2.03, p=0.20). Males on thiopurines had an OR 
of 1.75 (CI 1.02–2.99, p=0.05). The risk increased further in males 
<48 years OR 2.17 (CI 1.01–4.66, p=0.047) and in males aged≥65 OR 
3.50 (CI 1.55–7.82, p=0.002). Females were not at risk for lymphoma 
(figure 3).

Conclusion: This nationwide study suggests that exposure to anti-TNF 
therapy alone or in combination with thiopurines may be associated 
with an increased risk of lymphoma, but only in males, especially when 
last exposure occurred within 90 days.

DOP Session 9: The Atlantic: Comparative 
effectiveness & Biomarkers

DOP73
A comparative efficacy and safety analysis of 
subcutaneous infliximab and vedolizumab in 
patients with Crohn’s Disease and Ulcerative 
Colitis
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W. Reinisch11, X. Roblin12, P.J. Smith13, T.S. Kwon14, J.Y. Kim14, 
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Background: CT-P13 is the first and only subcutaneous (SC) formula-
tion of infliximab (IFX) which received EMA approval in July 2020 for 
the treatment of Crohn’s disease (CD) and ulcerative colitis (UC). This 
study compares efficacy and safety between IFX SC and vedolizumab 
(VDZ) in moderate-to-severe CD or UC patients using data from the 
pivotal study of IFX SC, VISIBLE 2 and recently presented systematic 
literature review and meta-analysis [1].
Methods: This comparative study analyses 7 randomised controlled 
trials. The IFX SC trial (NCT02883452) was compared with the 
VDZ trials including GEMINI II, GEMINI III, VISIBLE 2 for CD and 
GEMINI I, VISIBLE 1, and VARSITY for UC. VISIBLE 2 was added 
in this analysis as it was published after the presented meta-analysis. 
In all studied VDZ trials, only responders at week 6 continued to re-
ceive maintenance treatment except VARSITY trial, which followed a 
treat-through design.
Crohn’s Disease Activity Index (CDAI)-70, CDAI-100 response and 
clinical remission for CD, and clinical response, clinical remission, and 
mucosal healing for UC at week 6 (induction) and 1 year (week 50–54, 
maintenance) were compared between IFX SC and VDZ for evaluating 
efficacy. Discontinuation due to lack of efficacy and safety profiles over 
1 year were also assessed.



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i117

Results: In the patients with CD, IFX yielded significantly bet-
ter efficacy results in the induction phase compared to VDZ with 
non-overlapping 95% confidential interval while IFX SC displayed 
better results, although statistically non-significant during the 
maintenance phase (Table 1). In UC, similar efficacy was shown be-
tween the treatments during both induction and maintenance phase 
(Table 2). The proportion of patients discontinued due to lack of 
efficacy was significantly higher in VDZ compared to IFX SC in 
both CD (IFX SC 5% and VDZ 32%) and UC (IFX SC 3% and 
VDZ 15%) over 1 year (Tables 1,2).
The safety profiles were generally comparable between IFX SC 
and VDZ. Similar proportion of patients experienced serious ad-
verse event (9% and 14% in CD; 12% and 11% in UC in IFX SC 
and VDZ). The proportion of patients experiencing serious infec-
tion between the treatments was also similar in both CD and UC 
(Tables 3,4).

Conclusion: Better efficacy was shown in IFX SC compared to VDZ in 
CD, while a similar efficacy was shown in UC. A significantly higher 
proportion of patients were discontinued due to lack of efficacy in VDZ 
compared to that of IFX SC over 1 year. Safety profiles over 1 year were 
generally comparable between IFX SC and VDZ in both indications.

Reference

1. Peyrin-Biroulet, L. (2021). P0414 Efficacy and safety of infliximab 
and vedolizumab in patients with inflammatory bowel diseases: 
a systematic review and meta-analysis. Poster presented at: 2021 
UEG Week.



i118 Digital oral presentations

DOP74
Comparative effectiveness of vedolizumab and 
ustekinumab in Crohn’s Disease patients who 
failed anti-TNF treatment: Interrogating 1019 
patients from the UK IBD  
BioResource

R. Desoki*1,2, K. Balendran1, C. Kapizioni1, R. Shawky1, M. Parkes1, 
T. Raine1

1Cambridge University Hospital, Gastroenterology, Cambridge, United 
Kingdom, 2Alexandria University, Genetics Department, Alexandria, 
Egypt

Background: Ustekinumab (UST) and vedolizumab (VDZ) are 
widely used to treat patients with Crohn’s disease (CD). However, 
limited data exist regarding comparative effectiveness of these 
agents for patients with CD who have failed anti-TNF treatment. 
We aimed to compare the efficacy of UST and VDZ utilizing the 
largest cohort of CD patients who failed anti-TNF in real world 
clinical practice.
Methods: We conducted a retrospective cohort analysis using data 
retrieved from the UK IBD BioResource, capturing 34,148 subjects. 
We identified patients with CD, who failed anti-TNF and were sub-
sequently treated with UST or VDZ as second or third-line therapy. 
Inverse probability of treatment weighting (IPTW) was used to bal-
ance groups using a propensity score-weighting approach accounting 
for baseline patient or disease related characteristics. Persistence on 
therapy with clinician assessment of treatment success, without the 
need for treatment change or surgery was used to estimate the re-
sponse to treatment. We compared treatment survival curves before 
and after IPTW and used a log rank test for differences between 
groups
Results: 654 CD patients received VDZ, either as second line (51%) 
or third line (49%) therapy. 365 patients received UST, 52% as a 
second line and 48% as a third line therapy. All patients received 
either infliximab or adalimumab as first and/or second biologic 
therapy. Baseline characteristics are detailed in table  1. Following 
IPTW, variables were well balanced. Patients receiving VDZ showed 
similar rates of treatment success compared to UST as second- and 
third-line biologic agent after anti TNF failure (before IPTW adjust-
ment, log rank p 0.241; after IPTW, log rank p 0.154). Outcomes 
for UST were similar between 2nd and 3rd line usage (p 0.81), but 
outcomes for VDZ were significantly worse when used 3rd line 
compared to 2nd line (p <0.0001).Subgroup analysis of unadjusted 
survival data showed significantly better outcomes for patients 
with ileal disease distributiontreated with UST compared to VDZ 
(p=0.043) but no significant differences in outcomes for subgroups 
with colonic or ileocolonic disease.We estimate persistence on UST 
and VDZ to be 67%, 54%, 49% and 49% at 1, 2, 3 and 5 years 
respectively.
Conclusion: Using data from a multi-institutional cohort of 
patients with CD with larger number of participants and longer 
follow-up than previous cohorts, we demonstrate no difference 
between UST and VDZ used as second and/or third line bio-
logic therapy, after anti-TNF failure. Subgroup analysis reveals 
some patient characteristics predictive of differential treatment 
response.
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DOP75
Effectiveness and Safety of tofacitinib versus 
vedolizumab in Patients with Ulcerative Colitis; 
A Nationwide, ICC Registry study
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Background: Clinicians face difficulty in positioning biologics and JAK 
inhibitors in anti-TNF refractory ulcerative colitis (UC) patients. Head-
to-head trials comparing the efficacy of vedolizumab and tofacitinib 
in UC patients are lacking. We aimed to compare the effectiveness 
and safety of vedolizumab and tofacitinib in anti-TNF experienced 
UC patients in our prospective, nationwide registry using a propensity 
score weighted cohort.
Methods: UC patients who failed anti-TNF treatment (with or without 
thiopurine) and initiated vedolizumab or tofacitinib treatment sub-
sequently, were identified in the observational prospective Initiative 
on Crohn and Colitis (ICC) Registry. We selected patients with both 
clinical (Simple Clinical Colitis Activity Index (SCCAI) >2) and bio-
chemical (C-reactive protein (CRP) >5mg/L or faecal calprotectin (FC) 
>250  µg/g) or endoscopic disease activity (endoscopic MAYO score 
≥ 1)  at initiation of therapy. Patients previously treated with vedoli-
zumab or tofacitinib were excluded. Corticosteroid-free clinical re-
mission (SCCAI<2), biochemical remission (CRP ≤5 mg/L and/or FC 
≤250 µg/g) and safety outcomes were compared after 52 weeks of treat-
ment. Inverse propensity scores weighted comparison was used to ad-
just for confounding and selection bias.
Results: Overall, 83 vedolizumab and 65 tofacitinib treated patients 
were included (table  1). Propensity score weighted analysis showed 

that tofacitinib treated patients were more likely to achieve corticos-
teroid-free clinical remission at week 12, 24 and 52 compared to ved-
olizumab treated patients (OR: 5.87, 95%CI:3.55–9.70, P<0.01, OR: 
2.96, 95%CI: 1.85–4.73, P<0.01 and OR 2.96, 95%CI: 1.85–4.73, 
P<0.01, respectively) (table 2). In addition, tofacitinib treated patients 
were more likely to achieve biochemical remission at week 12 and 
week 24, remaining only statistically borderline at week 52 (OR: 2.96, 
95%CI: 1.85–4.73, P<0.01, OR: 2.96, 95%CI: 1.85–4.73, P<0.01 and 
OR 1.68, 95%CI: 0.99–2.86, P=0.05, respectively) (table 2). There was 
no difference in infection rate (OR:1.057, 95%CI: 0.60–1.86, p=0.85) 
or severe adverse events (OR: 0.39, 95%CI: 0.03–4.33, P=0.44). No 
thromboembolic events were observed. Most common reason for treat-
ment discontinuation was loss of response (table 3).
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Conclusion: In tofacitinib treated, anti-TNF experienced, UC patients, 
we observed that a higher proportion of patients achieved corticoster-
oid-free remission after 12, 24 and 52 weeks compared to vedolizumab 
treated patients. In addition, more tofacitinib treated patients achieved 
biochemical remission at week 12 and 24. There was no statistically 
significant difference in severe adverse events.

DOP76
Real-world multicenter comparison of effectiveness 
between tofacitinib and vedolizumab in patients 
with Ulcerative Colitis after failure to at least one 
anti-TNF agent
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Unit, Clermont-Ferrand, France, 2CHRU Lille, IBD Unit, Lille, France, 
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11CHU Rennes, IBD Unit, Rennes, France

Background: Several therapeutic options are now available in ulcera-
tive colitis after anti-TNF failure, but no data compared hitherto tofaci-
tinib and vedolizumab.
We compared the effectiveness of tofacitinib and vedolizumab in UC 
patients with prior exposure ≥ 1 anti-TNF.
Methods: In this multicentre retrospective study, we consecutively 
included all adult UC patients with partial Mayo score > 2, with ≥ 
1 prior anti-TNF agent and started either tofacitinib (10mg b.i.d ± 
decreased to 5 mg b.i.d from week 8 (W8)) or vedolizumab (300 mg 
IV at W0-W2-W6 -W14 [± additional W10]) between January 2019 
and June 2021.
The primary endpoint was corticosteroid-free clinical remission or 
CFREM (partial Mayo score ≤ 2) at W16. Secondary endpoints were 
endoscopic improvement (CFREM + endoscopic Mayo score ≤ 1) and 
mucosal healing (CFREM + endoscopic and histological remission 
defined as Nancy index ≤ 1).
All the comparisons were performed using propensity score analy-
ses (inverse probability of treatment weighting) adjusted on gender, 
smoking, UC duration and extent, number of prior biologics or prior 
primary failure to biologics, concomitant 5-ASA, steroids or immuno-
suppressive agents, and disease severity.
Results: Overall, 400 patients will be included. Among the 200 first 
patients, 87 and 112 received tofacitinib and vedolizumab, respect-
ively (one missing patient). Except for more pancolitis (54.0% vs 
38.4%, p=0.028), less immunosuppressive therapies (4.6% vs 27.7%, 
p < 0.001), and higher rate of prior exposure ≥ 2 biologics (87.4% 
vs 37.5%, p < 0.001) in tofacitinib arm, baseline characteristics were 
similar across the two groups including concomitant 5-ASA (10.3% vs 
18.8%) and steroids (23.0% vs 31.2%). Vedolizumab infusion at W10 
was performed in 34.3% while 42.5% received tofacitinib 10 mg b.i.d 
until W16.
CFREM was achieved in 54.2% and 42.5% in tofacitinib and vedoli-
zumab, respectively p=0.089). The rate of CFREM at W16 was 57.4% 
vs 51.1% (p=0.77) after one biologic, 55.4% vs 41.8% (p=0.61) after 
2 biologics, 56.9% vs 6.3% (p=0.007) after at least 3 biologics, and 

59.0% vs 33.3% (p=0.17) in the subgroup with partial Mayo score  
≥ 6, in tofacitinib and vedolizumab groups, respectively.
Tofacitinib was more effective than vedolizumab to achieve CFREM 
at W16 in patients with primary failure to at least biologic (71.6% vs 
30.8%, p=0.049).
Among 177 patients, endoscopic improvement was higher in patients 
treated with tofacitinib (33.6 % vs 7.1%, p=0.048). Mucosal healing 
was observed in 6.4% vs 3.8% in tofacitinib and vedolizumab arms, 
respectively (p=0.27).
Conclusion: Tofacitinib and vedolizumab are effective after failure to 
anti-TNF agents. Tofacitinib seems to be more effective in case of pri-

mary failure to biologics and multiple therapeutic failure.

DOP77
Comparative real-world effectiveness and 
persistence of vedolizumab versus anti-TNF 
therapy in biologic-naïve patients with Crohn´s 
Disease with Propensity Score adjustment: 
Maintenance phase results at week-52 from the 
prospective VEDOIBD study
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of Gastroenterology, Augsburg, Germany, 10University Hospital 
Erlangen- University of Erlangen-Nürnberg Erlangen, Department 
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Background: To gain insight into vedolizumab (VDZ) use as a first-
line biologic in Crohn´s Disease (CD), this real-world study aimed to 
assess, within the maintenance phase, the 1-year comparative effect-
iveness and persistence of VDZ vs anti-TNF therapy in biologic-naïve 
CD-patients.
Methods: Between 2017–2020, 1200 consecutively enrolled biologic-
naïve and biologic-experienced patients with ulcerative colitis (UC) and 
CD were prospectively included in the VEDOIBD-Registry from 45 IBD-
experienced centres across Germany. 294 biologic-naïve CD-patients 
starting a new therapy with VDZ or anti-TNF (adalimumab: ADA 
or infliximab: IFX) were included in this real-world evidence (RWE) 
study. The Kaplan-Meier was used to summarize the treatment per-
sistence from the start of therapy through week-52. The primary out-
come was week-52 clinical remission (HBI ≤ 4). Patients were analyzed 
on a modified intent-to-treat basis (mITT; switchers considered as 
outcome failure) and on a per-protocol (PP) basis (excluding switch-
ers). To reduce selection bias in the estimation of treatment effects, the 
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inverse probability of treatment weighting propensity score (PS) was 
implemented. A weighted logistic regression was used to evaluate the 
effectiveness. The results were reported as odds ratio (OR) and 95% 
confidence interval (CI).
Results: 71 VDZ and 223 anti-TNF (ADA: 59.6%, IFX: 40.4%) bio-
logic-naïve CD-patients were evaluated. 52-weeks after treatment ini-
tiation approximately 94% of VDZ patients were still in continuous 
treatment vs 75% of ADA and 78% of IFX (Figure 1). The mITT 1-year 
clinical remission rate was 76.1% for VDZ vs 63.8% for anti-TNF 
(OR: 1.80, 95% CI: 0.86–3.76). Similar results were observed for VDZ 
vs IFX (Table 1). In contrast, the clinical remission was significantly 
higher in the VDZ group than in the ADA group (OR: 2.24, 95% CI: 
1.04–4.85). The PP analysis suggested comparative effectiveness, hav-
ing excluded more anti-TNF switchers. 91.7% of week-14 responders 
VDZ patients were in clinical remission from week 14 through 52 vs 
66.1% of anti-TNF patients (OR: 5.69, 95% CI: 1.66–19.5). Similar, 
significant, results were observed for VDZ vs ADA and for VDZ vs IFX 
(Table 2).
Conclusion: In this real-world setting comparing VDZ and anti-TNF 
in biologic-naïve patients via PS weighted analysis, VDZ showed es-
pecially in week-14 responders higher clinical remission rates in com-
parison to anti-TNF. The higher treatment persistence observed for 
VDZ, perhaps due to a more favourable safety profile vs anti-TNF, may 
be considered the main driver for the better effectiveness of VDZ at one 
year. These findings may aid physicians’ decision-making on the choice 
of VDZ as the first-line biologic for CD.

DOP78
Comparative study of the effectiveness of 
vedolizumab versus ustekinumab after anti-TNF 
failure (VERSUS-CD)

M.J. García*1, M. Rivero1, A. Fernández-Clotet2, R. de Francisco3, 
B. Sicilia4, F. Mesonero5, M.L. de Castro6, M.J. Casanova7, 
F. Bertoletti8, F.J. García Alonso9, A. López García10, B. Julián11, 
X. Calvet12, M. Barreiro-de Acosta13, L. Jara14, P. Varela15, 
A. Nuñez16, E. Ricart2, S. Riestra3, L. Arias4, M. Rodríguez17, 
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Terrasa, Gastroenterology, Barcelona, Spain, 21Hospital Universitari 
Germans Trias I Pujol, Gastroenterology, Barcelona, Spain, 22Hospital 
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Background: Main aim: To evaluate the retention rate of ustekinumab 
compared to vedolizumab in Crohn’s disease patients who failed 
anti-TNF therapy in clinical practice. Secondary aims: To compare 
the short-term and long-term effectiveness, and the safety of both 
treatments.
Methods: Crohn’s disease patients who had received either ved-
olizumab or ustekinumab after failure or intolerance to anti-TNF 
agents from ENEIDA registry were included. ENEIDA is a prospect-
ively maintained database promoted by GETECCU. A total of 755 
patients from 30 centres were included at time of data extraction. 
Clinical activity was classified based on Harvey-Bradshaw index 
both at short (during induction) and in the long-term. Kaplan-Meier 
curves, Cox regression models, inverse probability weighting and 
propensity matching score analyses were performed to compare 
both drugs and to identify predictive factors of treatment effective-
ness and durability.
Results: 755 patients were included (195 in the vedolizumab cohort 
and 560 in the ustekinumab cohort). After a median of 20 months 
(IQR 7.4–30) of follow-up, the survival rate for ustekinumab 
therapy was higher than vedolizumab (Figure 1). The propensity 
matching score verified the differences between both therapies. 
The short-term proportion of patients on clinical remission, ster-
oid-free remission and clinical response was also superior in the 
ustekinumab cohort (Figure 2). In the long-term, significant dif-
ferences were observed 2  years after the beginning of the treat-
ments, although no differences in clinical response and remission 
rates were detected in patients who achieved clinical response at 
week 16 between both cohorts. Vedolizumab was discontinued in 
142 patients and ustekinumab in 185, mainly due to primary non-
response (52% in the vedolizumab and 58% in the ustekinumab 
cohort) and loss of response (34% and 25%, respectively) despite 
the fact that 35% of the patients required intensification. The pre-
dictive factors associated to the discontinuation of the therapy are 
described in table 1. Adverse events were observed, overall, in 12% 
of the patients, without differences between both groups (Table 2). 
Following the discontinuation of the treatment with vedolizumab/
ustekinumab, other biologic agents were prescribed in 56% of the 
patients, and 27% underwent surgery.
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Conclusion: In clinical practice, a relatively high proportion of Crohn’s 
disease patients who received ustekinumab or vedolizumab for anti-
TNF failure, maintained these drugs in the medium-long term, al-
though ustekinumab retention rate was higher in comparison with 
vedolizumab.

DOP79
Biomarkers for IBD using OLINK Proteomics 
inflammation panel: Preliminary results from the 
COLLIBRI consortium

P. Sudhakar*1, B. Salomon2, B. Verstockt1,3, R. Ungaro4, K. Aden5, 
G. D’Haens6, K. Komori7, H. Guay8, M. Silverberg9, S. Vermeire*1,3, 
J. Halfvarson*10; The COLLIBRI consortium
1KU Leuven, Department of Chronic Diseases- Metabolism and 
Ageing- Translational Research Center for Gastrointestinal Disorders 
TARGID, Leuven, Belgium, 2Örebro University, School of Medical 
Sciences- Faculty of Medicine and Health, Örebro, Sweden, 3University 
Hospitals Leuven, Department of Gastroenterology and Hepatology- 
KU Leuven, Leuven, Belgium, 4Icahn School of Medicine at Mount 
Sinai, The Dr. Henry D.  Janowitz Division of Gastroenterology- 
Department of Medicine, New York- NY, United States, 5Christian-
Albrechts-University and University Hospital Schleswig-Holstein, 
Institute of Clinical Molecular Biology, Kiel, Germany, 6Amsterdam 

University Medical Center, Department of Gastroenterology and 
Hepatology, Amsterdam, The Netherlands, 7Arena Pharmaceuticals, 
Translational Medicine, San Diego- CA, United States, 8AbbVie Inc., 
Immunology Precision Medicine, Worcester- MA, United States, 
9Mount Sinai Hospital, Inflammatory Bowel Disease Centre-, Toronto- 
ON, Canada, 10Örebro University, Department of Gastroenterology- 
Faculty of Medicine and Health, Örebro, Sweden

Background: Circulating serum proteins have provided insights into 
disease pathogenesis and are being used to identify prognostic, diag-
nostic and therapeutic biomarkers for chronic inflammatory diseases. 
With this pilot project, the Collaborative IBD Biomarker Research 
Initiative (COLLIBRI) consortium aimed to unravel disease heterogen-
eity in inflammatory bowel disease (IBD).
Methods: Serum samples were cross-sectionally obtained from 3,390 indi-
viduals (Crohn’s disease (CD), n=1815; ulcerative colitis (UC), n=1170; 
healthy, n=405) recruited at nine centres from Sweden and Belgium. 
Relative levels of 92 proteins were analysed using the Proseek Multiplex 
Inflammation I Probe kit 96x96 (Olink Proteomics, Uppsala, Sweden) and 
reported as arbitrary units, i.e., normalised protein expression on a log2 scale. 
Using a multivariate integrative approach, we identified protein signatures 
distinguishing CD and UC samples and attempted to identify clusters or 
subgroups within patients. Recruiting centre, cohort and batch information 
were considered for the integrative analysis. Optimisation was performed 
for identifying the number of components and features per component 
using 5-fold cross-validation and Leave-One-Group-Out-Cross-Validation, 
respectively. Information on transcriptional regulators was retrieved from 
the ReMap project using the orthogonal regulatory resource ChEA3.
Results: A panel of 8 proteins was identified which could segregate 
CD and UC patients (Figure 1). FGF19 exhibited a consistent trend of 
expression (downregulated in CD) across all batches of datasets. An 
integrated AUC of 72.5% was achieved across the different batches of 
samples used in the study with the highest AUC (79.2%, P-value 8.5e-
07) being recorded for a single batch of samples (CD = 42, UC = 56). 
On a centre-specific dataset, the cross-centre integrated signature 
achieved an AUC of 75.1%. We identified three transcription factors 
(MEF2A, BATF, NFKB2), of which the two latter ones are known to 
modulate intestinal inflammation and which could potentially regulate 
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the expression of at least half of the genes encoding the proteins in the 
predictive 8-protein panel.
Conclusion: We identified an integrated proteomic biomarker panel 
capable of separating CD and UC patients. Through further integration 
of confounder variables along with using other supervised and unsuper-
vised approaches, subsequent analyses may further refine the molecular 
heterogeneity among CD and UC patients. Our results demonstrate the 
need for large datasets to identify relevant clusters of patients with IBD, 
since the diagnosis exhibits a high degree of clinical heterogeneity.
*Equally contributed

DOP80
Integrated tissue transcriptomic and serum 
proteomic interrogation reveals biomarkers for 
endoscopic improvement and histologic remission 
after JAK3/TEC inhibition in Ulcerative Colitis (UC) 
(Phase 2b Vibrato study)

M. Hassan-Zahraee PhD*1, Z. Ye1, L. Xi1, A. Banerjee1, W. He1, 
E. Dushin1, J. Lee1, E. Altintas2, J. Romatowski3, J. Leszczyszyn4, 
S. Danese5, W.J. Sandborn6, C. Banfield1, J. Gale7, E. Peeva7, 
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4Melita Medical, Endoscopic Surgery, Wrocław, Poland, 5IRCCS 
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Background: Ritlecitinib (PF-06651600) is an oral Janus kinase 3/TEC 
inhibitor, demonstrated to be safe, well-tolerated and efficacious in 
moderate to severe active ulcerative colitis. The aim of this pre-specified 
biomarker study was to develop serum signatures that could serve as 
non-invasive indicators of endoscopic improvement and histologic re-
mission after ritlecitinib therapy.
Methods: Colon biopsies and peripheral blood were obtained 
from participants for biomarker profiling before and after receiv-
ing 8-week induction therapy with oral ritlecitinib (20mg,70mg, 
200mg, or placebo N=39, 39, 33, 18 respectively) once daily. 
Responders were defined by endoscopic improvement (Mayo 
endoscopic sub-score <=1) or histologic remission (Geboes Score 
≤ 3.0). RNA from colon biopsy samples were processed using 
RNA sequencing (Fulgent Therapeutics, CA). Serum proteins were 
measured using the Olink Explore Inflammation panel (Olink, 
Proteomics, Sweden). Linear mixed models were used to estimate 
the change from baseline (CFB) of each protein/gene at Week 8 
by treatment and clinical response. Differences between response 
groups and treatment arms were also analyzed.
Results: Analysis of serum revealed 37 proteins significantly changed 
at week 8 compared to baseline in responders (FDR < 0.05).  Changes 
in four of these proteins (IL4R, TNFRSF4, SPINK4 and LAIR-1) cor-
relate with both endoscopic improvement and histological remission 
and were able to separate responders from non-responders AUC (area 
under the ROC curve)  =  0.71 [0.61–0.81] based on endoscopic im-
provement and AUC = 0.60 [0.48–0.71] based on histological remis-
sion). To determine if these 37 proteins reflect tissue inflammation, we 
evaluated the differential expression of genes encoding these proteins 
with RNA-seq of inflamed biopsies. Ten genes (CXCL1, FCAR, CKAP4, 

SPINK4, CXCL17, OSM, CD4, CXCL9, IL17A, GZMB) had signifi-
cant changes from baseline between responders and non-responders at 
Week 8 (FDR < 0.1) in either endoscopic improvement or histological 
remission. Furthermore, these ten genes were significantly increased at 
baseline between inflamed and non-inflamed colon biopsies.
Finally, colon biopsy transcription levels of TNFRSF4, SPINK4 and 
LAIR1 were modulated with marginal significance (P-value < 0.1) in 
either endoscopic improvement or histological remission at Week 8.
Conclusion: Serum proteomics revealed a promising signature of endo-
scopic improvement and histologic remission in UC participants treated with 
ritlecitinib. Changes in a subset of these serum proteins parallel tissue gene 
expression and offer insight into a potential non-invasive companion moni-
toring test to guide clinical management of patients treated with ritlecitinib.

DOP81
Baseline whole-blood gene expression of TREM1 
does not predict clinical or endoscopic outcomes 
following adalimumab treatment in patients 
with Ulcerative Colitis or Crohn’s Disease in the 
SERENE studies

B. Verstockt*1, N. Al Mahi2, V. Pivorunas3, N. Smaoui2, H. Guay3, 
N.A. Kennedy4, S.B. Hanauer5, M. Ferrante1, J. Panés6, S. Vermeire1

1University Hospital Leuven & KU Leuven, Gastroenterology, Leuven, 
Belgium, 2AbbVie Inc., Immunology, North Chicago, United States, 
3AbbVie Bioresearch Centre, Immunology, Worcester, United States, 
4Royal Devon and Exeter NHS Foundation Trust, Gastrointestinal and 
Liver Service, Exeter, United Kingdom, 5Northwestern University Feinberg 
School of Medicine, Department of Medicine, Evanston, United States, 
6IDIBAPS- CIBERehd, Hospital Clinic de Barcelona, Barcelona, Spain

Background: Conflicting evidence exists regarding whether low 
baseline Triggering Receptor Expressed on Myeloid cells (TREM)1 
whole-blood gene expression predicts response or non-response to 
anti-tumour necrosis factor agents in patients with Ulcerative Colitis 
(UC) or Crohn’s Disease (CD). This study investigated whether baseline 
TREM1 expression predicted outcomes following adalimumab treat-
ment in patients with UC or CD in the SERENE Phase 3 studies.
Methods: The SERENE studies (SERENE-UC, NCT02065622; and 
SERENE-CD, NCT02065570) compared a higher adalimumab induc-
tion dosing regimen versus the standard regimen in patients with UC or 
CD. Whole-blood TREM1 expression was analysed by RNA sequencing 
in patients who received standard-dose adalimumab and had clinical and 
endoscopic outcomes at Week 8 or 52 in SERENE-UC (n=95 for Week 
8 and n=70 for Week 52 outcomes), or Week 12 or 56 in SERENE-CD 
(n=106 for all Week 12 outcomes; n=48 for clinical and n=50 for endo-
scopic outcomes at Week 56). Outcome definitions are summarised in 
Table 1. A 2-sample t-test was used to compare baseline TREM1 gene 
expression (log2 counts per million) in clinical or endoscopic remitters 
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or responders versus non-remitters or non-responders at Weeks 8 and 52 
(SERENE-UC) or Weeks 12 and 56 (SERENE-CD).
Results: In SERENE-UC, baseline TREM1 expression did not predict clin-
ical remission at Week 8 (Figure 1a; p=0.7942) and was only weakly pre-
dictive of clinical remission at Week 52 (Figure 1b; p=0.04997). Further, it 
was not predictive of clinical response at Week 8 or Week 52, nor of endo-
scopic remission or endoscopic response (Figure 1c) at Week 8 (p>0.05 in 
all cases), although a weak correlation was observed with both endoscopic 
remission (p=0.0484) and endoscopic response (p=0.01162; Figure 1d) at 
Week 52. In SERENE-CD, baseline TREM1 expression was not linked to 
endoscopic or clinical outcomes at either Week 12 or Week 56 (p>0.05 in all 
cases; Figure 2a–d). Stratification by adalimumab quartiles did not increase 
the ability of baseline TREM1 expression to predict clinical outcomes in 
either study. Of note, a highly positive correlation was observed between 
baseline TREM1 expression and neutrophils in endoscopic responders and 
non-responders in both studies. Regardless of clinical or endoscopic re-
sponse or non-response, TREM1 expression decreased over time following 

adalimumab treatment. All results obtained with standard-dose adali-
mumab were replicated with the higher dose (data not shown).
Conclusion: The findings of this study suggest that baseline whole-blood 
TREM1 gene expression is not a robust predictor of clinical or endoscopic 
outcomes following adalimumab treatment in patients with UC or CD.

DOP Session 10: The Southern: Blocking p19 or p40

DOP82
Achievement of steroid-free remission in patients 
with moderately to severely active Crohn’s Disease 
during treatment with risankizumab

S.W. Schreiber*1, R. Cross2, R. Panaccione3, G. D’Haens4, P. Bossuyt5, 
J.F. Colombel6, E. Louis7, M. Dubinsky6, K. Kligys8, E. Neimark8, 
A. Song8, J. Zambrano8, E. Cheng8, M. Ferrante9

1University Hospital Schleswig-Holstein, Department Internal 
Medicine I- Kiel University, Kiel, Germany, 2University of Maryland 
School of Medicine, Department of Medicine, Baltimore, United 
States, 3University of Calgary, Inflammatory Bowel Disease 
Unit, Calgary- Alberta, Canada, 4Amsterdam University Medical 
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Department of Gastroenterology, Mt. Sinai, United States, 7University 
Hospital CHU of Liège, Department of Gastroenterology, Liège, 
Belgium, 8AbbVie Inc., Department of Gastroenterology, North 
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Leuven, Belgium

Background: The efficacy and safety of risankizumab (RZB) as induc-
tion and maintenance therapy for patients with moderately to severely 
active Crohn’s disease (CD) has been documented. Steroid-free clinical 
remission is an important additional treatment goal in CD. The efficacy 
of RZB by baseline steroid use during induction and steroid-free out-
comes during maintenance was examined.
Methods: In ADVANCE (NCT03105128) and MOTIVATE 
(NCT03104413), patients with moderately to severely active CD 
received intravenous (IV) RZB induction therapy or placebo (PBO) for 
12 weeks. Patients with clinical response to RZB were re-randomised in 
a 52-week maintenance study (FORTIFY; NCT03105102) to subcuta-
neous (SC) RZB or PBO (ie, withdrawal). Patients receiving steroids 
(maximum prednisone or equivalent ≤ 20 mg/day; budesonide ≤ 9 mg/
day) at baseline of the induction studies maintained stable doses for 
the 12-week study duration. A mandatory steroid taper per protocol 
was initiated at the beginning of maintenance for patients receiving 
steroids during induction. Patients losing clinical response (per inves-
tigator assessment) after initiation of taper could have their steroid 
dose increased up to the induction baseline dose. This analysis included 
patients who received RZB 600 mg IV in ADVANCE or MOTIVATE 
and patients who received RZB 360 mg SC in FORTIFY. Endpoints 
reported included clinical remission (defined by CD Activity Index 
[CDAI] or stool frequency/abdominal pain score [SF/APS] criteria) 
at week 12 of induction by baseline steroid use, steroid-free clinical 
remission (CDAI or SF/APS), steroid-free endoscopic response, and 
steroid-free endoscopic remission at week 52 of maintenance. Steroid 
discontinuation rates over 52 weeks of maintenance were also assessed.
Results: Induction of clinical remission at week 12 with RZB 600 mg 
IV in ADVANCE or MOTIVATE was independent from baseline 
steroid use (Figure 1).Clinical remission rates (CDAI or SF/APS) at 
week 12 were similar for patients using steroids vs those who were 
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not (33.8%–42.0% vs 34.9%–46.6%; Figure 1). Steroid use decreased 
over time in FORTIFY, with a greater proportion of patients receiving 
RZB 360 mg SC discontinuing steroids at week 52 vs withdrawal (PBO 
SC; Figure 2A). Rates of steroid-free clinical remission (P ≤ .012), ster-
oid-free endoscopic response (P < .001), and steroid-free endoscopic 
remission (P < .001) were significantly higher with RZB 360 mg SC 
vs withdrawal (PBO SC) at week 52 of maintenance (Figure 2B–2C).

Conclusion: Efficacy of RZB induction therapy was independent of 
baseline steroid use. RZB maintenance promotes high rates of steroid-
free clinical and endoscopic outcomes, demonstrating a benefit of RZB 

treatment in CD.

DOP83
Normalisation of biomarkers and improvement 
in clinical outcomes in patients with Crohn’s 
Disease treated with risankizumab in the phase 3 
ADVANCE, MOTIVATE, and FORTIFY studies

R. Atreya*1, B. Feagan2, O. Shchukina3, V. Jairath4, F. Rieder5, 
T. Hisamatsu6, B. Siegmund7, J. Rizzo8, K. Kligys8, E. Neimark8, 
A. Song8, J. Zambrano8, M. Mallick8, E. Cheng8, A. Armuzzi9

1Friedrich-Alexander-University Erlangen-Nürnberg, Medicine, Erlangen, 
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Japan, 7Charité – Universitätsmedizin Berlin, Department of Medicine 
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Berlin, Germany, 8AbbVie Inc., Gastroenterology, North Chicago, 
United States, 9Fondazione Policlinico Universitario A. Gemelli IRCCS, 
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Background: The efficacy of risankizumab (RZB), an interleukin 23 
p19 inhibitor, in patients with Crohn’s disease (CD) has been reported. 
Normalisation of high-sensitivity C-reactive protein (hs-CRP) and fae-
cal calprotectin (FCP) are intermediate treatment targets in CD. Here, 
we evaluated changes in these objective inflammatory biomarkers and 
clinical outcomes with RZB treatment.
Methods: In 2 phase 3, randomised, double-blind studies (ADVANCE, 
NCT03105128; MOTIVATE, NCT03104413), patients with moderately 
to severely active CD received 12-week intravenous (IV) RZB induction 
therapy or placebo (PBO). Patients with clinical response to RZB IV in-
duction were rerandomised in a 52-week maintenance study (FORTIFY, 
NCT03105102) to receive subcutaneous (SC) RZB or PBO (ie, RZB 
withdrawal). Induction analyses included patients who received either 
600 mg RZB IV or PBO for 12 weeks. Maintenance analyses included 
patients who received 360 mg RZB SC every 8 weeks or withdrawal 
(PBO SC) for 52 weeks. Outcomes assessed were normalisation of hs-
CRP and FCP concentrations at week 12 of induction and at week 52 
of maintenance in patients with elevated biomarkers at baseline (hs-CRP 
> 5 mg/L and/or FCP > 250 μg/g), clinical biomarker response (defined 
as enhanced clinical response [≥ 60% average daily stool frequency (SF) 
decrease and/or ≥ 35% average daily abdominal pain score (APS) de-
crease] and ≥ 50% reduction in hs-CRP or FCP), and clinical biomarker 
remission (defined as clinical remission per CD Activity Index or SF/
APS criteria and normal hs-CRP or FCP) during maintenance treatment. 
Nonresponder imputation was used for missing data.
Results: Greater proportions of patients receiving RZB vs PBO achieved 
normalisation of hs-CRP and FCP at the end of the 12-week induction 
period and the 52-week maintenance period (P < .0001 for all; Table). 
Among patients with clinical response to RZB IV induction and entered 
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maintenance, rates of clinical biomarker response were maintained 
through week 52 in patients receiving 360 mg RZB SC and declined 
over time among patients in the withdrawal (PBO SC) arm (Figure A). 
Rates of clinical biomarker remission increased over time in patients 
receiving 360 mg RZB SC. At week 52, clinical remission and normal-
isation of hs-CRP or FCP was achieved by 41% of patients receiving 
RZB vs 28%–29% of patients in the withdrawal (PBO SC) arm (Figure 
B-C). The safety profile of RZB in CD was previously reported.
Conclusion: Normalisation of objective biomarkers of inflammation 
in CD was achieved with RZB induction and maintenance therapy. 
Improvements in both clinical outcomes and biomarker levels were sus-
tained with continuous RZB maintenance therapy and decreased over 

time in patients discontinuing RZB.

DOP84
Risankizumab maintenance therapy results in 
sustained improvements in endoscopic outcomes in 
patients with moderate to severe Crohn’s Disease: 
Post-hoc analysis from the phase 3 study FORTIFY

P.M. Irving*1, M. Abreu2, J. Axler3, X. Gao4, J. Torres5, E. Neimark6, 
A. Song7, K. Wallace7, K. Kligys8, S. Berg8, X. Liao7, R. Panaccione9

1St. Thomas’ Hospital, Department of Gastroenterology, London, 
United Kingdom, 2University of Miami Miller School of Medicine, 

Crohn’s & Colitis Center, Miami, United States, 3TDDA, Toronto 
Digestive Disease Associates Inc, Vaughan, Canada, 4The Sixth Affiliated 
Hospital- Sun Yat-sen University, Department of Gastroenterology- 
The Center for Inflammatory Bowel Disease, Guangzhou-, China, 
5Hospital Beatriz Ângelo, Division of Gastroenterology-, Loures, 
Portugal, 6AbbVie, Clinical Development, Worcester, United States, 
7AbbVie, Clinical Development, North Chicago, United States, 8AbbVie, 
Global Medical Affairs, Mettawa, United States, 9Cumming School of 
Medicine- University of Calgary, Division of Gastroenterology and 
Hepatology, Calgary, Canada

Background: Data from Phase 3 studies in Crohn’s disease (CD) demon-
strated significant improvements in endoscopic outcomes with risanki-
zumab (RZB) versus placebo (PBO) following 12-weeks (wks) induction 
therapy. Continued maintenance therapy with 360mg RZB SC led to 
significantly higher rates of endoscopic response and remission at Wk52 
compared to withdrawal/placebo. This post-hoc analysis examined the 
durability of SC RZB maintenance therapy for endoscopic outcomes 
among patients achieving these endpoints at the end of induction
Methods: Patients achieving clinical response with 12-wks IV RZB in-
duction therapy in ADVANCE or MOTIVATE entered the maintenance 
study, FORTIFY, and received either RZB SC or had RZB withdrawn 
and received placebo for 52 wks. For this analysis, endoscopic outcomes 
in the RZB 360 mg SC (N=141) and withdrawal/placebo (N=164) arms 
are reported. Maintenance of endoscopic response, endoscopic remis-
sion, and/or an SES-CD score of 0–2 were assessed at Wk52 in patients 
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who achieved these endpoints at Wk0 of maintenance (Wk12 of induc-
tion). Safety was assessed throughout the study.
Results: Following 12-wks of IV RZB induction therapy (FORTIFY 
Wk0), 141 patients were randomized to RZB 360 mg (patients achiev-
ing endoscopic response, 55/141; endoscopic remission, 39/141; SES-CD 
score of 0–2, 29/141) and 164 were randomized to withdrawal (PBO SC) 
(patients achieving endoscopic response, 73/164; endoscopic remission, 
46/164; SES-CD 0–2, 32/164). Maintenance of endoscopic response at 
Wk52 was demonstrated in 70.2% (39/55) of patients receiving RZB 
360 mg SC versus 38.4% (28/73) of patients in the withdrawal (PBO 
SC) arm (P<0.001). Maintenance of endoscopic remission at Wk52 was 
demonstrated in 74.4% (29/39) of patients receiving RZB 360 mg versus 
23.9% (11/46) of patients in the withdrawal (PBO SC) arm (P<0.001). 
Maintenance of an SES-CD score from 0–2 at Wk52 was demonstrated 
in 65.5% (19/29) of patients receiving RZB 360 mg versus 21.9% (7/32) 
of patients in the withdrawal (PBO SC) arm (P<0.001).RZB maintenance 
treatment was well-tolerated and no new safety signals were observed. 
The safety profile of RZB has been reported previously.1–5

Conclusion: RZB IV induction followed by SC maintenance therapy 
led to sustained improvements in endoscopic outcomes, demonstrat-
ing the durability of efficacy with continued RZB treatment in patients 
with moderate to severe CD.
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DOP85
Efficacy of risankizumab rescue therapy in patients 
with moderately to severely active Crohn’s 
Disease and inadequate response to risankizumab 
maintenance therapy

F.J. Baert*1, R. Atreya2, Y. Kakuta3, M. Long4, X. Roblin5, E. Neimark6, 
A. Song6, K. Wallace6, K. Kingys6, M. Mallick6, X. Liao6, A. Lim7
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2Friedrich-Alexander-University Erlangen-Nürnberg- University Hospital 
Erlangen, Department of Medicine, Erlangen, Germany, 3Tohoku 
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Background: The efficacy and safety of 12 weeks of induction and 52 
weeks of maintenance treatment with risankizumab (RZB), an interleukin 
23 p19 inhibitor, in patients with moderately to severely active Crohn’s 
disease (CD) was previously demonstrated in 3 phase 3 trials (ADVANCE, 
MOTIVATE, and FORTIFY). We investigated outcomes in patients with 
inadequate response to subcutaneous (SC) RZB or SC placebo (PBO) 
treatment and required RZB rescue therapy during maintenance.
Methods: In FORTIFY, a phase 3, double-blind, re-randomised responder 
withdrawal, maintenance study (NCT03105102), patients that responded 
to 12 weeks of RZB IV induction received RZB 180 mg SC, RZB 360 mg 
SC, or PBO (ie, withdrawal) every 8 weeks for 52 weeks. Starting at week 
16, patients with inadequate response, defined as average daily stool fre-
quency [SF] ≥ 3.3 and/or average daily abdominal pain score [APS] ≥ 1.5 
as well as high-sensitivity C-reactive protein ≥ 5 mg/L and/or faecal cal-
protectin ≥ 250 μg/g; or Simple Endoscopic Score for CD (SES-CD) ≥ 6 (≥ 
4 for isolated ileal disease), excluding the narrowing component as scored 
by the site Investigator, were eligible to receive open-label rescue therapy 
(1 dose of intravenous [IV] RZB 1200 mg, followed by RZB 360 mg SC 
every 8 weeks). Up to 2 rescue therapy visits ≥ 16 weeks apart were per-
mitted. Efficacy at week 52 was assessed in the intent-to-treat population 
using nonresponder imputation for missing data. Patients were also con-
sidered nonresponders when maximum equivalent steroid dose exceeded 
the dose used at baseline or if patients initiated any new steroids. Safety 
was assessed throughout the study.
Results: In the maintenance study, a greater proportion of patients in the 
withdrawal (PBO SC) arm (40.2% [66/164]) were administered RZB 
rescue therapy vs RZB 180 mg SC (24.2% [38/157]) and RZB 360 mg 
SC (21.3% [30/141]; Figure A); most patients (71.1%–81.8%) required 
1 rescue visit, and 16.7%–26.3% required 2 visits. Median time to first 
RZB rescue therapy was 178 days for the withdrawal (PBO SC) group, 
179 days for the RZB 180 mg SC group, and 154 days for the RZB 
360 mg SC group. At week 52, 52.5%–75.0% of patients who received 
RZB rescue therapy achieved SF/APS clinical response (Figure B), and 
20.0–36.4% of patients who received rescue therapy achieved clinical re-
mission (per CDAI or SF/APS) and/or endoscopic response (Figures C-E). 
The safety profile of RZB in CD has previously been reported.

Conclusion: RZB rescue therapy (one dose of RZB 1200 mg IV fol-
lowed by RZB 360 mg SC every 8 weeks) may be beneficial to patients 
with moderately to severely active CD experiencing inadequate re-
sponse to or interruption in RZB maintenance treatment.
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DOP86
Mirikizumab-induced upregulation of colonic 
transcripts correlates with improvements in stool 
frequency in a phase 2 study of patients with 
moderately to severely active Ulcerative Colitis

B. Steere1, N. Powell2, R. Higgs1, Y.C. Wang1, C. Milch1, 
W.J. Sandborn3, B.E. Sands4, W. Reinisch5, G. D’Haens6, 
G. Krishnan*1

1Eli Lilly and Company, Biomedicines, Indianapolis, United States, 
2Imperial College London, Gastroenterology, London, United 
Kingdom, 3University of California San Diego, Gastroenterology, 
San Diego, United States, 4Icahn School of Medicine at Mount Sinai, 
Gastroenterology, New York, United States, 5Medical University 
of Vienna, Internal Medicine, Vienna, Austria, 6Amsterdam UMC, 
Gastroenterology, Amsterdam, The Netherlands

Background: We have previously shown that treatment with 
mirikizumab (miri), a p19-directed IL-23 antibody, significantly 
downregulates inflammatory genes associated with disease ac-
tivity and upregulates genes expressing epithelial transporter 
proteins in colonic tissue in patients with ulcerative colitis (UC). 
Here we explored the correlation between the expression of co-
lonic mucosa genes and stool frequency (SF), a symptom reflective 
of disease activity, during the 12-week induction period of a 
Phase 2 study of patients with moderately to severely active UC 
(NCT02589665).
Methods: Patients were randomised 1:1:1:1 to receive intravenous pla-
cebo (PBO), miri 50mg or 200mg with possibility of exposure-based 
dose increases, or fixed miri 600mg every 4 weeks for 12 weeks. SF 
was reported daily by patients and transformed on a 4-level ordinal 
scale [0–3] representing increased SF above their normal or healthy 
baseline (BL). Patient colonic biopsies (PBO N=58, miri 50mg N=52, 
200mg N=51, 600mg N=54) were collected at BL and Week (W)12, 
and gene expression measured using an Affymetrix HTA2.0 microarray 
workflow. BL and W12 gene expression or SF values were pooled and 
associations identified based on non-parametric Kendall’s tau. Pathway 
analysis (Hallmark and Reactome) of correlated genes was performed 
using over-representation analysis. p values of enrichment were deter-
mined by hypergeometric distribution test and adjusted for multi-test-
ing with Benjamini-Hochberg procedure. Differential gene expression 
after miri treatment was determined by paired t-test comparing expres-
sion levels at BL and at W12 using data from the 200mg treatment 
group.
Results: A total of 267 genes were correlated with SF (|tau| >0.3 and 
qval <0.001). Of these, 212 were positively correlated (high expres-
sion associated with high SF) and 55 were negatively correlated (high 
expression associated with low SF). The 212 transcripts that were 
positively correlated with SF were uniformly and consistently down-
regulated with miri treatment, while the 55 transcripts that negatively 
correlated with SF, were consistently upregulated with miri treatment 
(Table 1). Biological pathways significantly associated with the miri-
responsive transcripts that correlated with SF included inflammatory 
response, extracellular matrix dysregulation, neutrophil degranulation 
and cytokine signaling pathways, especially TNF and IL6 pathways 
(Table 2).
Conclusion: This is the first study to identify colon-based transcripts 
that correlate with a clinical disease activity measure, stool frequency, 
and it demonstrates that treatment with miri may upregulate genes 
associated with normalization of SF and down regulate genes associ-
ated with inflammation in colonic tissue samples of patients with UC.

DOP87
Association of histologic measurement with 
endoscopic outcomes after one year of treatment 
with mirikizumab in patients with moderate to 
severe Crohn’s Disease

F. Magro*1, G. De Hertogh2, M. Protic3, L.S. Chan3, P. Pollack3, 
B.G. Feagan4, N. Harpaz5, R. Pai6, W. Reinisch7

1University Hospital São João, Pharmacology, Porto, Portugal, 2KU 
Leuven, University Hospitals Leuven, Leuven, Belgium, 3Eli Lilly and 
Company, Biomedicines, Indianapolis, United States, 4Robarts Clinical 
Trials Inc, Medicine- Epidemiology & Biostatistics, London, Canada, 
5Icahn School of Medicine at Mount Sinai, Gastroenterology, New 
York, United States, 6The Mayo Clinic, Gastroenterology, Scottsdale, 
United States, 7Medical University of Vienna, Internal Medicine, 
Vienna, Austria

Background: There is a scarcity of data regarding the role of histo-
pathology evaluation in Crohn’s disease (CD) and how it relates to 
endoscopy. Mirikizumab (miri) has shown efficacy in Ph2 studies 
in CD and ulcerative colitis (UC). Here we explore the agreement 
of histologic response and remission with endoscopic outcomes 
after 12 and 52 weeks of treatment with miri in a phase 2 rand-
omized clinical trial (SERENTIY; NCT02891226) in patients with 
moderate-to-severe CD.
Methods: Patients were randomized 2:1:1:2 across 4 treatment arms 
(PBO, 200, 600, 1000mg miri) administered intravenously (IV) every 
four weeks (Q4W) at Weeks 0, 4, and 8. Those who received miri and 
achieved ≥1 point improvement from baseline (BL) at W12 in Simple 
Endoscopic Score for Crohn’s Disease (SES-CD) were re-randomized 
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1:1 into double-blind maintenance to continue their IV dose assign-
ment Q4W (IV/IV) or to 300mg miri SC Q4W (IV/SC); due to small 
numbers, maintenance IV arms were pooled for analysis. W12 non-
improvers and all induction PBO patients received 1000mg miri Q4W 
from W12 through W52. Biopsies were obtained during endoscopy at 
W0, 12 and 52 from the edge of the ulcers and the most inflamed mu-
cosa in terminal ileum and 4 colonic segments (ascending, transverse, 
descending, rectum; N=10/patient, 2 per location with the more severe 
score used), and scored by central readers blind to study treatment, 
timepoint, and response status. Histologic endpoints were defined post-
hoc but prior to performing the analyses (see Table footnotes for defini-
tions). Cohen’s Kappa Coefficient was used to evaluate the degree of 
agreement of two measures.
Results: At Week 12, there was an overall 69.6% agreement in histo-
logic and endoscopic response, and 84.2% agreement between histo-
logic remission and endoscopic remission (Table 1). After 52 weeks 
of miri treatment, the agreement between histologic and endoscopic 
response was 61.9%, while the agreement between histologic and 
endoscopic remission was 70.6% (Table 2). Interestingly, in every com-
parison, the percentage of patients achieving the histologic outcome but 
not the endoscopic outcome was greater than that of patients achieving 
the endoscopic outcome but not the histologic outcome.
Conclusion: Histologic and endoscopic outcomes demonstrated fair 
association after both 12 and 52 weeks of miri treatment. Histologic 
endpoints, despite the stringent criteria, appear to be more sensitive 
to change than endoscopic endpoints. However, variability of biopsy 
sampling may be an additional factor contributing to these differences.

DOP88
Long-term real-world data of ustekinumab in 
Crohn’s Disease – the Stockholm ustekinumab 
study – STOCUSTE

F. Bello*1, M. Lördal2, F. Johansson3, H. Sabhan4, S. Muhsen2, 
A. Borin5, O. Forsberg6, C. Wennerström6, C. Söderman4, S. Almer1

1Karolinska University Hospital, IBD-Unit- Division of 
Gastroenterology, Stockholm, Sweden, 2Danderyd Hospital, Divsion 
of Gastroenterology and Hepatology- Department of Medicine, 
Danderyd, Sweden, 3Danderyd Hospital, Medical Library, Danderyd, 
Sweden, 4S:t Göran’s Hospital, Gastroenterology Unit- Medical 
Department, Stockholm, Sweden, 5South Hospital, Department of 
Medicine, Stockholm, Sweden, 6Janssen Cilag AB, Immunology, 
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Background: Ustekinumab (UST), an anti-interleukin-12/23 antibody, 
has successfully been introduced in the treatment of IBD, mainly in 
patients failing anti-TNF-agents. The STOCUSTE study includes IBD 
patients treated with UST at four teaching hospitals in Stockholm to 
provide long-term follow-up data. Here, we report the outcome in 
Crohn’s disease over the first 12 months.
Methods: This retrospective study includes patients diagnosed with 
Crohn’s disease and treated with UST who were followed until withdrawal 
of treatment for any reason, or until end of study, July 31, 2021. Disease 
activity (Harvey-Bradshaw Index (HBI); Physician Global Assessment 
(PGA), laboratory parameters and drug persistence were assessed. The 
primary outcome was remission (HBI ≤4; PGA = 0) and response (de-
crease HBI ≥3; PGA ≥1 from baseline) at 3 and 12 months, respectively.
Results: 120 patients, 61 women (51%), with a median age of 27 (IQR 
27)  at start of UST were included. All patients had luminal disease 
and 19 (16%) also fistulizing disease. 109 (91%) had failed ≥1 and 59 
(49%) ≥2 anti-TNF drugs. In addition, 50 patients (42%) failed vedoli-
zumab. At inclusion, 106 (88%) had active disease; 40 (33%) were on 
corticosteroid treatment and 22 (18%) on thiopurines.
The persistence on UST was high, 93% at 3 months and 56% at 
12 months. Of patients on UST at 3 months, 38% were in remis-
sion, and, at 12 months, 53%. An additional 26% were in response 
at 12  months. Of the 40 patients initially on corticosteroids, 17 
(43%) and 28 (70%) had stopped steroids at 3 and 12 months, re-
spectively. The median faecal calprotectin level declined from 272 
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(90–1763) at baseline to 75 (49–99) µg/g at 3  months (p<0.01). 
There was a slight decrease in CRP over 12 months, from 3 (2–12) 
to 1 (1–2) mg/l, together with increases in haemoglobin and serum 
albumin (n.s).
Withdrawal from treatment during the first 12 months was 44% 
(53/120), mainly due to persisting disease activity. Four patients 
were withdrawn due to adverse events, three needed bowel sur-
gery, two had malignancy and one patient suffered from systemic 
infection.
Conclusion: In this group of difficult-to-treat patients with Crohn’s 
disease, UST was shown to be effective in the majority, with high 
drug persistence at 12 months in combination with a favorable safety 
profile.

DOP89
Infliximab and ustekinumab clearance during 
induction predicts post-induction endoscopic 
outcomes in patients with Crohn’s Disease

Z. Wang*1, W. Kantasiripitak1, B. Verstockt2,3, S. João2,3, 
M. Ferrante2,3, P. Declerck1, G. D’Haens4, D. Laharie5, S. Vermeire2,3, 
E. Dreesen1
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Amsterdam, The Netherlands, 5Université de Bordeaux, Department 
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Background: Monitoring of monoclonal antibody clearance has been 
hypothesised to be an appealing approach for predicting treatment 
outcomes in patients with inflammatory bowel diseases. We aimed 
to investigate the benefits of monitoring infliximab and ustekinumab 
clearance in patients with Crohn’s disease (CD) based on data from 
clinical trials.
Methods: Data were obtained from patients with moderate-to-severe 
CD starting infliximab (n=108)1 or ustekinumab (n=80)2 therapy. 
Endoscopic remission (CD Endoscopic Index of Severity <3) and endo-
scopic response (≥50% decrease from baseline in simple endoscopic 
score for CD) were assessed at week (w)12 and w24 of infliximab 

and ustekinumab therapy, respectively. A priori prediction (based on 
covariate data only; at w0) and a posteriori prediction (Bayesian fore-
casting using measured drug concentrations; during treatment) were 
performed using previously built population pharmacokinetic models 
(NONMEM 7.5).3,4 Covariates of fecal calprotectin, albumin, CD ac-
tivity index, and antibodies towards infliximab (ATIs) were used to es-
timate infliximab clearance. Albumin and body weight were used to 
estimate ustekinumab clearance.
Results: Patients achieving endoscopic remission at w12 had sig-
nificantly lower infliximab clearance and higher infliximab serum 
concentration at w2 and w6 of treatment (P <0.05, Table 1). 
Patients achieving endoscopic response at w24 had significantly 
lower ustekinumab clearance at w4 and w8, as well as a signifi-
cantly larger reduction in clearance relative to w0 (P <0.05, Table 
1). However, ustekinumab serum concentrations at w4 and w8 were 
similar between patients with and without endoscopic response (P 
>0.2, Table 1).
Most patients with an early increase in infliximab clearance (16/22; 
73%) and ustekinumab clearance (27/29; 93%) did not reach the endo-
scopic endpoint (P <0.05; Table 2). However, a decrease in clearance 
was no guarantee for endoscopic remission during infliximab therapy 
(false predictive rate 46%) and response during ustekinumab therapy 
(false predictive rate 69%).
The infliximab clearance after start of induction therapy (at w2 and 
w6) was significantly higher in patients who developed ATIs during 
induction therapy (Figure 1).
Conclusion: Lower infliximab and ustekinumab clearance (absolute as 
well as relative to w0) early during induction predict more favourable 
endoscopic outcomes. In patients treated with ustekinumab, clearance 
monitoring may better predict endoscopic response at w24 as com-
pared to standard therapeutic drug monitoring.
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Efficacy of the treat-to-target approach in 
modifying disease course with ustekinumab in 
patients with moderate-to-severe Crohn’s Disease: 
Results from the STARDUST trial
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Background: STARDUST is a phase 3b randomized trial comparing 
two therapeutic strategies with ustekinumab (UST) in patients (pts) 
with Crohn’s disease (CD): treat-to-target (T2T) using early endoscopic 
assessment vs standard of care (SoC). Results from the Week (W)48 
and long-term extension (LTE) (W48 to W104) were published previ-
ously.1,2 Here we explore the efficacy of the T2T approach in modifying 
disease course with UST by analyzing time-to-disease modifying (DM) 
event up to W104.
Methods: Adult pts with moderate–severe active CD, received iv, 
weight-based UST ~6mg/kg at W0; then sc UST 90mg at W8. At W16, 
pts with ≥70-point reduction in CD Activity Index were randomized 
1:1 to either T2T or SoC and received sc UST 90mg, every 12W/8W 
(up to 4W in the T2T arm), as per the protocol. From W48, eligible pts 
could continue to receive sc UST up to W104 with further protocol-
guided dose adjustment. DM events were recorded through W48 and 
W104 starting at randomization, and time-to-event analysis was per-
formed for pts in both arms. DM events are represented by combined 
bowel damage events (defined as the development of new strictures/
fistulae or the occurrence of an intra-abdominal abscess) or CD-related 
hospitalizations or surgeries based on the adverse event analysis. Time-
to-first bowel damage event, CD-related surgery, hospitalization, hos-
pitalization or surgery was analyzed separately; Kaplan–Meier (K–M) 
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curves with corresponding hazard ratios (HRs) and 95% confidence 
intervals (CIs) are shown here.
Results: Of 440 pts randomized to either T2T or SoC at W16, 74 
discontinued before W48. Of the remaining 366 pts completing W48, 
43 discontinued and did not enter LTE. At W48, 323  pts entered 
LTE; 20.1% of these pts discontinued before completing W104. HRs 
(95% CI) for time-to-first DM event from randomization through 
W48 and W104 are shown in Table 1, suggesting a numeric benefit 
in favour of the T2T arm. The separation of the K–M curves for 
time-to-first DM event between the two arms was apparent at W48 

and continued up to W104, without significant difference (Figure 1a 
and b).
Conclusion: In STARDUST, with UST, starting at W48, numeric-
ally less DM events were observed in the T2T arm, mainly driven by 
the lower number of CD-related hospitalizations and bowel damage 
events, potentially linked to numerically higher proportion of endo-
scopic responders at W48.1 These results advocate for an optimized 
T2T approach using strictly defined targets like endoscopic response, 
on top of clinical and biomarkers, to facilitate decision making in clin-
ical practice.
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P001
Immune checkpoint inhibitor-induced colitis is 
mediated by polyfunctional lymphocytes and is 
dependent on the IL23/IFNg axis

J. Lo*1, D. Cozzetto1, M. Madgwick2,3, J.Y.X.S. Sieh4, M. Olbei2,3, 
J.L. Alexander1, J. Miguens Blanco1, H. Kudo1, H. Ibraheim1, Z. Liu1, 
R. Castro Seoane1, R. Goldin1, J. Marchesi1, T. Korcsmaros1,2,3, 
G. Lord5, N. Powell1

1Imperial College London, Department of Metabolism- Digestion 
and Reproduction, London, United Kingdom, 2Earlham Institute, 
Organisms and Ecosystems, Norwich, United Kingdom, 3Quadram 
Institute Bioscience, Gut Microbes and Health Programme, Norwich, 
United Kingdom, 4School of Immunology and Microbial Sciences, 
King’s College London, London, United Kingdom, 5University of 
Manchester, Faculty of Biology, Manchester, United Kingdom

Background: Immune checkpoint inhibitors (CPI) have revolutionised 
cancer treatment, with previously untreatable disease now amenable to 
potential cure. Combination regimens of anti-CTLA4 and anti-PD-1 
show enhanced efficacy but are prone to off target immune-mediated 
tissue injury, particularly at the barrier surfaces. CPI-induced colitis is a 
common a serious complication.
Methods: To probe the impact of immune checkpoints on intestinal 
homeostasis mice were challenged with combination anti-CTLA4 and 
anti-PD-1 immunotherapy, manipulation of the intestinal microbiota 
and antibody blockade/depletion studies. Colonic immune responses 
were profiled using RNA-sequencing, including high-resolution single 
cell analyses, and flow cytometry.
Results: CPI colitis was dependent on the composition of the intestinal 
microbiota and was characterized by remodelling of mucosal lymphocytes 
with induction of polyfunctional lymphocyte responses characterized by 
expression of interferon-g (IFNg), other pro-inflammatory cytokines/
chemokines (Il22, Il17a Ccl3, Ccl4 and Ccl9) and cytotoxicity molecules 
(Gzmb, Gzma, Prf1, Nkg7). In comparison with mucosal lymphocytes in 
the steady state, polyfunctional lymphocytes from both CD4+ and CD8+ 
lineages upregulated costimulatory molecules and checkpoint molecules 
in CPI-colitis, indicating that these cells are usually very tightly regulated. 
CPI-colitis was attenuated following depletion of effector lymphocytes or 
following blockade of the IL23/IFNg axis.
Conclusion: This study provides new mechanistic insights into CPI-
colitis, identifying polyfunctional, cytotoxic lymphocytes as key 
mediators of disease. Therapeutic targeting of their effector response 
or regulatory networks, including the IL23/IFNg axis holds the key to 
preventing and reversing CPI-colitis.

P002
Glial cell line-Derived Neurotrophic Factor (GDNF) 
improves intestinal wound healing – A new target 
for IBD treatment?

M. Kelm*1, N. Burkard1, M. Hoerner1, C.T. Germer1, N. Schlegel1, 
S. Flemming1

1University Hospital of Wuerzburg, Department of Surgery, Würzburg, 
Germany

Background: Due to the rising incidence and socioeconomic relevance of 
Inflammatory Bowel Disease (IBD) worldwide, new therapeutic strate-
gies are necessary to improve patient care. Since immunosuppressants 
are partially insufficient with relevant rates of side effects, novel concepts 
of treatment need to be developed. Mucosal and/or histological healing 
represent potential criteria to measure disease activity and are mentioned 
in current guidelines as favorable prognostic factors regarding disease 
outcomes. In previous studies, the soluble factor Glial cell line-Derived 
Neurotrophic Factor (GDNF) has been shown to be significantly reduced 
in tissue specimens from IBD patients and to be critically involved in 
intestinal epithelial barrier maturation. Therefore, the goal of this study 
was to further analyze the potential role of GDNF in IBD.
Methods: Intestinal wound healing was assessed in endoscopic biopsy-
based wound assays as well as dextran sodium sulphate (DSS)-induced 
colitis in vivo. During the experiments, C57Bl/6 mice were either 
injected with GDNF or sodium chloride intraperitoneal while tissue 
samples were used for detailed molecular analyses. Further, scratch 
wound assays were performed in Caco2 monolayers to identify mo-
lecular pathways and cell mechanisms in vitro.
Results: Intraperitoneal injection of GDNF resulted in significantly 
enhanced wound closure in vivo. During the DSS-induced colitis model, 
mice treated with GDNF demonstrated significantly improved recovery 
from colitis in comparison to mice injected with sodium chloride. Similarly, 
application of GDNF in a scratch wound assay significantly enhanced 
wound closure in vitro. Mechanistically, molecular analysis revealed that 
GDNF application resulted in significantly increased cell proliferation. 
The effect of GDNF on cell proliferation was based on upregulation of 
LGR5-positive cells with increased phosphorylation of pSrc. Further stud-
ies demonstrated that the effect of GDNF on wound healing and cell pro-
liferation could be inhibited by application of a Src-inhibitor.
Conclusion: GDNF significantly improves intestinal mucosal healing 
in vivo and in vitro which results in significantly enhanced recovery 
from colitis. While this effect is driven by increased cell proliferation 
due to upregulation of LGR5-positive cells and increased phosphoryl-
ation of pSrc, previous studies already demonstrated the critical impact 
of GDNF on epithelial barrier function. Following that, GDNF might 
have great potential in IBD treatment and could be a new target for 
future therapeutic approaches.
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P003
Identification of an intestine-derived ex-Trm 
population in the blood of healthy individuals and 
patients with Inflammatory Bowel Disease

B. Rodger*1, H. Gordon1, I. Hoti1, A. Stagg1, J. Lindsay1

1Blizard Institute- Queen Mary University of London, Centre for 
Immunobiology, London, United Kingdom

Background: Tissue-resident memory T cells (Trm) persist in periph-
eral tissues and contribute to pathogen clearance and inflammation. 
Trm can re-enter the circulation (ex-Trm) and give rise to new effector 
and Trm populations. Skin-derived ex-Trm can be identified in human 
blood based on co-expression of the residency marker CD103 and cu-
taneous leukocyte antigen (CLA), a skin-tropism marker. The existence 
of ex-Trm derived from the gut would have implications for inflamma-
tory bowel disease (IBD) and its treatment targeting the recruitment of 
circulating gut-homing cells.
Methods: Peripheral blood and colonic biopsies were taken from 
healthy volunteers and patients with IBD (Crohn’s disease or ulcerative 
colitis). PBMCs and cells isolated from biopsies by enzymatic digestion 
were analysed by multi-colour flow cytometry.
Results: More than 80% of colonic αβT cells were Trm, as defined by 
CD69 expression, in health and IBD; there was no significant increase in 
cells with a non-resident phenotype in inflamed tissue. Few CD4+ Trm 
co-expressed CD103. In contrast, CD8+ Trm comprised CD103+ and 
CD103- subsets, and CD69+CD103- cells were significantly reduced 
in IBD. Increased staining for KLRG1 and the cytotoxicity-associated 
protein perforin, indicated a more effector-like Trm phenotype in IBD. 
Putative gut-derived ex-Trm were identified amongst TCRαβ+CD45RA- 
blood cells as a β7++CD103+ population, indicative of cells express-
ing both α4β7 and CD103(α E)β7 integrin complexes. A  separate 
CD103β7+α4β7 population defined by 1:1 expression of CD103 and 
β7 contained CLA+ skin ex-Trm. Gut ex-Trm comprised 0.3% of cir-
culating CD8+ T cells (range 0.02–1.4%), and 1.2% of CD4+ T cells 
(range 0.3–3%). Gut and skin ex-Trm were phenotypically similar; both 
expressed the residency associated markers CD9 and CD101 but lacked 
CD69 expression. Gut ex-Trm were phenotypically distinct from both 
the traditional gut-trophic population (α4β7+CD103-CD45RA) and 
from naïve T cells. The proportion of gut ex-Trm did not differ between 
health and IBD. However, gut-derived ex-Trm were significantly reduced, 
relative to skin-derived ex-Trm, in Crohn’s disease, but not ulcerative 
colitis, when compared with health.
Conclusion: A putative gut-derived ex-Trm population can be identified 
in both healthy and IBD peripheral blood, with IBD-associated changes 
identified in this population and intestinal Trm. Circulating ex-Trm could 
link discreet areas of intestinal inflammation in Crohn’s disease and there 
is a selective loss of the gut ex-Trm population from the blood of these 
patients. The role of ex-Trm in IBD merits further study.

P004
Microbiota, not host origin drives ex vivo epithelial 
response in ulcerative colitis patients and non-IBD 
controls

K. Arnauts*1, P. Sudhakar1, S. Verstockt1, C. Lapierre1, S. Potche1, 
C. Caenepeel1, B. Verstockt1,2, J. Raes3, S. Vermeire1,2, J. Sabino1,2, 
C. Verfaillie4, M. Ferrante1,2

1KU Leuven, TARGID- Department of Chronic Diseases- Metabolism & 
Ageing, Leuven, Belgium, 2UZ Leuven, Department of Gastroenterology 
and Hepatology- University Hospitals Leuven, Leuven, Belgium, 3KU 
Leuven, Department of Microbiology and Immunology- Rega Institute, 

Leuven, Belgium, 4KU Leuven, Stem Cell Institute Leuven- Department 
of Development and Regeneration- Leuven- Belgium., Leuven, Belgium

Background: Host-microbial interactions in inflammatory bowel disease 
(IBD) are poorly understood. Furthermore, patients with IBD have micro-
bial dysbiosis and their epithelial cells exhibit intrinsic defects. We aimed 
to unravel the effect of exposure to microbiota on epithelial cells from both 
patients with ulcerative colitis (UC) and non-IBD controls.
Methods: Confluent Transwell® organoid-derived monolayers of 8 UC 
patients and 8 non-IBD controls were co-cultured for 6 hours with micro-
biota (3.108 cells) derived from active UC patients (n=3, endoscopic Mayo 
score ≥2) or healthy volunteer (HV, n=1, selected on high microbial cell 
count and presence of selected phyla1). For this purpose, fresh faecal 
samples were filtered and frozen in 0.9% NaCl. Inflammation was re-
induced with 100 ng/ml TNF-α, 20 ng/ml IL-1β, and 1 µg/ml flagellin in 
confluent Transwell® cultures, 24 hours prior to microbiota co-culture. 
Transepithelial electrical resistance (TEER), 4  kDa fluorescein isothio-
cyanate (FITC) dextran (2 mg/ml) measurements, and RNA sequencing 
by Truseq were performed on epithelial cells, and 16S rRNA sequencing 
on microbiota samples before and after co-culture.
Results: The transcriptomic response of epithelial cells to microbiota 
was clearly influenced by the type of microbiota stimulation (no, UC 
or HV microbiota). However, this response was not influenced by the 
origin of the epithelial cells (UC or non-IBD controls) (Figure 1A). 
TEER and FITC dextran measurements showed a strong decrease 
in epithelial integrity (in both UC and non-IBD epithelium) follow-
ing stimulation with UC microbiota, in contrast to HV microbiota 
(Figure 1B). In UC epithelial cells, stimulation with microbiota from 
UC patients induced a stress induced phenotype including activation of 
EGR1 signalling, AP-1 family, FOSL genes, MAPK and JNK signalling 
(Figure 2). Activation of stress pathways (MAPK family cascades) and 
key markers (e.g. FOSB, FOSL1, MYC, EGR1, ATF3, NOTCH1) was 
lower after HV microbiota stimulation (Figure 3–4). Expression levels 
of key markers were UC microbiota specific and similar in epithelial 
cells of UC and non-IBD controls (Figure 4).
Conclusion: Not the host (UC vs non-IBD epithelial cells) but the 
microbial donor (UC vs HV) is driving the transcriptomic response. 
Epithelial cells from UC patients did not show an increased sensitivity 
towards microbiota stimulation compared to non-IBD epithelial cells. 
In contrast, exposure of epithelial cells to UC microbiota was suffi-
cient to induce a strong stress response and barrier disruption. Further 
research on therapies to restore the microbial balance, to remove the 
constant trigger of dysbiosed microbiota, is required.
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P005
The solute carrier LC22A4/Organic Cation 
Transporter (OCTN)-1 as a novel Inflammatory Bowel 
Disease determinant at the microbe-host interface

L. Masi1, V. Petito*1, M. Fidaleo2, I. Palucci3, F. Del Chierico4, 
V. Ivagnes3, A. Mercuri5, C. Graziani1, L.R. Lopetuso1, A. Armuzzi1, 
A. Gasbarrini1, G. Pani5, F. Scaldaferri1

1Fondazione Policlinico Universitario A. Gemelli IRCCS, Department 
of Gastroenterology and Internal Medicine, Rome, Italy, 2Università 
La Sapienza, Department of Biology and Biotechnologies Charles 
Darwin, Rome, Italy, 3Fondazione Policlinico Universitario A. Gemelli 
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Bambino Gesù IRCCS, Unit of Human Microbiome, Rome, Italy, 
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5Catholic University of the Sacred Heart, Department of Translational 
Medicine, Rome, Italy
Background: The putative Ergothioneine Transporter, SLC22A4/
OCTN1, is expressed in the intestine and monocytes/macrophages, 
and its widely represented missense variant L503F (0.4 Minor Allele 
Frequency in Caucasians) has been found to be associated with Crohn’s 
disease, sporadic colorectal cancer in early age and ulcerative colitis 
(UC) patients. The leucine-to-phenylalanine substitution at amino acid 
503 affects OCTN1 capacity to transport ergothioneine, acetylcholine 
and likely other substrates of endogenous or microbial origin; however, 

whether this defect contributes to inflammatory bowel disease (IBD) 
pathogenesis, and the mechanistic underpinnings, remain elusive.
Methods: In order to gain mechanistic insight on the role of SLC22A4 
in IBD, we first analyzed primary monocytes from healthy donors and 
UC patients of varying OCTN1 genotypes. Then we stably knocked 
down or overexpressed OCTN1 and its disease-associated variant in the 
monocytic cell line THP-1. Finally, we compared wild-type and OCTN1 
knockout C57BL/6 mice in a chemical colitis paradigm in vivo.
Results: Primary adherent monocytes from healthy donors homozygous 
for the IBD-associated allele (TT) displayed a significant enhancement 
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of interleukin 1 beta (IL-1β) response to peptidoglycan (PGN) com-
pared to the other genotypes. Likewise, cells from UC patients bearing 
the 503F variant released more IL-1β in response to live bacteria and 
displayed reduced expression of autophagy markers (e.g. p62, LC3), 
compared to patients negative for the variant.
In agreement with these findings, OCTN1-deficient THP-1 macrophages 
secreted reduced amounts of IL-1β when challenged in vitro with PGN or 
live bacteria. Most relevant, THP1 cells engineered to overexpress the 503F 
variant of OCTN1 displayed a much stronger IL-1β response to muramyl 
dipeptide and PGN challenge, compared to cells transduced with the “wild 
type” transporter. Also consistent with a role for OCTN1 variants in in-
flammatory cascades relevant to IBD, in vivo studies revealed milder DSS-
induced colitis in OCTN1 knockout mice compared to wild-type animals, 
both at the peak of disease severity and at the end of the recovery period.
Conclusion: Collectively our initial evidence supports the view that 
OCTN1 may have a causative role in IBD via deranged bacterial sens-
ing and cytokine production, with 503F likely behaving as a gain-
of-function variant. Thus, targeting OCTN1 variant may provide 
unprecedented opportunities for the personalized treatment of IBD 
patients and a better understanding of disease pathogenesis.

P006
MiR-192 is associated with stricturing phenotype 
in Crohn’s disease

T. Cristina*1, B. Mateescu2, A. Mitroi3, G. Cozaru3, C. Brinzan3, M. State2, 
A. Dumitru1, R. Rafti1, E. Dina1, L. Alexandrescu1, E. Dumitru1

1County Clinical Emergency Hospital of Constanta, Gastroenterology, 
Constanta, Romania, 2Clinical Hospital Colentina Bucharest, 
Gastroenterology, Bucharest, Romania, 3County Clinical Emergency 
Hospital of Constanta, Genetics, Constanta, Romania

Background: MicroRNAs (miRNAs) are small, non-coding short (ribo-
nucleic acid) RNAs that have a role in the regulation of genes and 
protein expression. MiRNAs have altered expression in multiple auto-
immune disorders including inflammatory bowel diseases (IBD). This 
emerging role has led to investigations into miRNA expression profiles 
in IBD to understand the pathogenesis of these diseases and lead to clin-
ical advances in this area. Due to shared pathways in fibrosis, miRNAs 
that have a potential role in intestinal fibrosis are worthy of investiga-
tion, and miR-192 seems to be associated with fibrosis and strictures in 
Crohn’s disease (CD). The study aimed to assess the expression levels 
of tissue and circulating miR-192 in patients with CD.
Methods: The study included 58 patients with CD and 31 subjects 
as controls for the validation cohort. Demographic and clinical data 
(including phenotype of the disease), biomarkers: fecal calprotectin 
(fCal), endoscopy data: Short Endoscopic Score of Crohn’s disease 
(SES-CD), the expression levels of miR-192 in tissue and serum were 
assessed (by RT-PCR). Receiver operating characteristic (ROC) analysis 
was performed to assess the miR-192 expression level as a potential 
biomarker for stricturing phenotype of CD.
Results: The mean fCal was 345+/- 112 μg/g. The mean SES-CD was 
3.4 +/- 1.1. Regarding disease phenotype, 26 (44.8%) had inflamma-
tory phenotype, 32 (55.2%) had stricturing phenotype, and no patient 
had penetrant phenotype. Regarding location, 20 (34.5%) were ileal, 5 
(8.7%) were colonic, and 33 (56.8%) were ileocolic. Strictures were all 
located in the terminal ileum. The expression level of miR-192 was sig-
nificantly upregulated in CD tissue samples compared to the control tis-
sue samples only in the patients with stricturing phenotype (8.27 ± 2.87 
vs. 4.20 ± 1.94; p < 0.01), whereas in inflammatory phenotype miR-192 
was downregulated (-3.47 ± 1.02 vs. - 4.30 ± 0.84; p < 0.01). Similarly, 
serum miR-31 expression level in CD patients was significantly upregu-
lated than in control serum samples only in the patients with stricturing 

phenotype (4.07 ± 1.00 vs. 1.55 ± 0.91; p < 0.01), whereas in inflamma-
tory phenotype miR-192 was downregulated (- 0.25 ± 0.79 vs. 0.76 ± 
0.83; p < 0.01). There was a strong correlation between tissue and 
circulating miR-192 with stricturing phenotype (r = 0.89, r = 0.85, p 
< 0.05). ROC analysis revealed that the expression level of miR-192 
could help to discriminate stricturing CD patients from other pheno-
types with very good specificity and sensitivity.
Conclusion: MiR-192 is associated with stricturing phenotype in CD 
and could be a biomarker of intestinal fibrosis. Furthermore, circulat-
ing miR-192 could be a non-invasive biomarker of intestinal fibrosis.

P007
ORMDL proteins shape homeostasis in the 
intestinal epithelium by regulating endoplasmic 
reticulum architecture and autophagy

F. Tran*1,2, S. Stengel2, H. Yang2, J.P. Bernardes2, V. Lopez-
Agudelo2, D. Bordoni2, M. Falk-Paulsen2, M. Jentzsch2, B. Messner2, 
S. Schreiber1,2, P. Rosenstiel2

1University Medical Center- Schleswig-Holstein- Kiel Campus, 
Department for Internal Medicine I, Kiel, Germany, 2University 
Medical Center- Schleswig-Holstein- Kiel Campus, Institute of Clinical 
Molecular Biology, Kiel, Germany

Background: ORM1-like protein 3 (ORMDL3) is an endoplasmic re-
ticulum (ER)-resident protein that has been implicated in ER homeo-
stasis and sphingolipid biosynthesis. Genome-wide association studies 
identified susceptibility loci around the ORMDL3 gene for inflamma-
tory diseases, including asthma and IBD. Preliminary studies suggested 
a role of ORMDL proteins within the ER stress-induced unfolded 
protein response (UPR). Here, we set out to investigate the role of 
ORMDL proteins in intestinal inflammation.
Methods: Mice with constitutive and conditional knockouts (KO) of 
Ormdl1, Ormdl2 and Ormdl3 in intestinal epithelial cells were gen-
erated. From these, intestinal organoids were generated to perform 
functional assessment of ER stress, autophagy, and inflammatory 
responses. We performed 3’-single cell RNA sequencing (scRNAseq) 
of small intestine tissue of animals with triple conditional knockout of 
Ormdl1/Ormdl2/Ormdl3 (“Ormdl123-VilCre”) vs. wildtype to identify 
cell type-specific effects of epithelial ablation of ORMDL proteins. 16S 
rDNA sequencing was performed on stool samples from these animals.
Results: Mice deficient for ORMDL displayed reduced body weight 
dependent on the number of knockouts. Ormdl1/2/3-KO mice are em-
bryonically lethal while Ormdl1/2/3-VilCre animals were viable without 
signs of spontaneous inflammation. Ormdl1- and Ormdl3-KO animals 
displayed reduced number of Paneth and goblet cells in the small intes-
tine, accompanied by massive dilation/ballooning of the ER. This pheno-
type was strongly pronounced in Ormdl1/3-KO and Ormdl1/2/3-VilCre 
animals. ORMDL3 co-localises and co-precipitates with LC3, indicating 
a direct interaction with autophagy proteins, while loss of ORMDL pro-
teins impaired autophagic flux. Interestingly, UPR and Cxcl1 expression 
were insufficiently induced in intestinal organoids from Ormdl1/2/3-
VilCre animals treated with tunicamycin. scRNAseq analysis of small 
intestine tissue surprisingly revealed compensatory induction of anti-
microbial peptides in non-Paneth cells and vice versa downregulation of 
apoptosis regulating gene in Ormdl1/2/3-VilCre mice. We observed an 
expansion of myeloid and plasma cells in Ormdl1/2/3-VilCre mice, while 
no changes in epithelial cell proportions can be identified. These find-
ings were accompanied by dysbiosis of the stool microbiome (β-diversity, 
Bray-Curtis dissimilarity) of Ormdl1/2/3-VilCre animals.
Conclusion: Our data suggest a critical regulatory role of the IBD risk gene 
ORMDL3 in the ER-autophagy axis in intestinal epithelial cells, shaping the 
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mucosa homeostasis on cellular and microbiome level. Functional assessment 
of inflammation in Ormdl1/2/3-VilCre animals (e.g., DSS colitis model) will 
be performed to understand the role of ORMDL in intestinal inflammation.

P008
Modulation of Wnt signaling via a Wnt mimetic 
improved epithelial healing without causing 
hyperplasia in a mouse colitis model

C. Lu*1, L. Xie2, D. Shah1, M. Newman3, H. Baribault2, W.C. Yeh2, Y. Li1
1Surrozen Inc., Discovery Biology, South San Francisco, United States, 
2Surrozen Inc., in vivo Pharmacology, South San Francisco, United 
States, 3Surrozen Inc., Development, South San Francisco, United States

Background: Disruption of the colon epithelial barrier is a characteristic 
of ulcerative colitis (UC), allowing luminal microbes to come into contact 
with intestinal immune cells resulting in inflammation. All approved UC 
treatments are anti-inflammatory drugs and because they do not directly 
heal the epithelial barrier, the intestinal immune system continues to be 
exposed to gut microbes, resulting in low remission rates. Physiological 
Wnt signaling is fundamental to intestine epithelial homeostasis and re-
newal. Modulation of Wnt signaling might present an opportunity to 
achieve histological remission, which is associated with an improved clin-
ical course, in UC. Previously, in vivo overexpression or administration of 
exogenous R-Spondin (RSPO), which amplifies Wnt signaling by increasing 
the amount of Wnt receptors on the cell surface, was reported to show 
effects on the intestine epithelium and helped regenerate intestine epithe-
lium in various injury models. However, RSPO was also reported, to induce 
hyperplasia in normal intestine epithelium. Wnt signaling may also be mod-
ulated with recently developed Wnt mimetics which mimic endogenous 
Wnt proteins and activate downstream β-catenin signaling upon engaging 
with receptors of Wnts. The objective of the current study was to compare 
the effect of these two approaches in an acute DSS model.
Methods: Utilizing a mouse acute DSS colitis model, we compared the epi-
thelial healing effects of a Surrozen proprietary Wnt mimetic, R2M3-26, 
RSPO2, and combination treatments of R2M3-26 and RSPO2. Animals 
received 4% (wt/vol) dextran sulfate sodium (DSS) in drinking water for 
7 days followed by 1% DSS in drinking water from day 8. Protein treat-
ments began on day 4. Disease activity, body weight (BW), fecal score, and 
occult blood were measured daily. Animals were terminated on day 10 
for colon and small intestine histology as well as a serum cytokine panel.
Results: DSS damage to the colon epithelium was visible by H&E stain at 
day 4 and day 7 and continued to progress. We observed reduced mRNA 
expression of Wnt target genes and Wnt ligands in the colon, suggesting com-
promised Wnt signaling in the tissue. R2M3-26, RSPO2, and the combin-
ation treatments were efficacious in improving Disease Activity Index (DAI) 
and reducing serum cytokine levels. However, both RSPO treatments and 
combination treatments caused hyperproliferation of epithelium in the small 
intestine and the colon, consistent with what was reported in normal mice.
Conclusion: The Surrozen Wnt mimetic, R2M3-26, repaired the DSS dam-
aged colon epithelium without causing hyperproliferation of epithelial cells 
in the intestine, making it a potential therapeutic platform for IBD.

P009
Integrin-b7+ cytotoxic MAIT cells are expanded in 
the colon of Ulcerative Colitis patients, correlate 
with disease severity and are targeted by 
vedolizumab therapy

S. Hermangild Kottoor*1, H. ibraheim1, P. Polychronis2, B. Senthuran2, 
E. Jameson2, M. Samaan2, P. Irving2, N. Powell1

1Imperial College London, Department of Metabolism- Digestion and 
Reproduction, London, United Kingdom, 2Guy’s & St. Thomas’ NHS 
Foundation Trust, IBD Centre, London, United Kingdom

Background: Mucosal-associated invariant T (MAIT) cells are major 
histocompatibility complex (MHC) class Ib-restricted innate-like lym-
phocytes with anti-bacterial functions that are enriched at mucosal 
sites. Their role in ulcerative colitis (UC) is unknown.
Methods: Colonic biopsies and peripheral blood were collected from 
patients with active UC (n=34) and healthy control subjects (n=14). 
Peripheral blood mononuclear cells (PBMC) and Lamina propria mono-
nuclear cells (LPMC) were isolated and activated in vitro with PMA/
ionomycin followed by surface and intracellular staining and multipar-
ametric flow cytometry analysis. T cell populations, including gamma 
delta T cells (TCR gamma delta+), iNKT cells (TCR Vα24-Jα18+), 
MAIT cells (TCR Vα7.2+ CD161+), CD4, CD8 T cells and their intra-
cellular expression of IL17A, TNF, IFN-g, IL22, IL13 and granzyme B 
(GZMB) were determined. MAIT cells were further characterised as 
CD8+, CD4+, CD8 CD4 double positive (DP), CD8 CD4 double nega-
tive (DN) cells and expression of the gut homing integrin-b7.
Results: DN cells were the most common MAIT subset in the colon 
and were significantly increased in both UC patients and HC subjects 
compared to peripheral blood. In UC, DN MAIT cells exhibited a cyto-
toxic phenotype, with significantly higher production of Granzyme B 
(median 45.0% of cells) compared to DN MAIT cells in HC (median 
17%, P<0.005). DN MAIT cells in UC gut also co-produced significantly 
higher proportion of IL17A (median 22% in UC vs 7% in HC, P<0.006) 
and TNF (median 61% in UC vs 10% in HC, P<0.02) compared to DN 
MAIT cells from HC. In UC patients, the proportional abundance of 
cytotoxic DN MAIT cells accumulating in the colon significantly cor-
related with disease activity (UCEIS) score (r2=0.34, P<0.0007).
The number of DN MAIT cells expressing integrin-b7 was also sig-
nificantly higher in UC patients compared to HC (median 66% in UC 
vs 32% in HC, p<0.001). In UC patients initiated on vedolizumab 
therapy, the proportional abundance of cytotoxic, DN MAIT cells 
accumulating in the colon significantly fell at week 14 in comparison 
with their pre-treatment abundance (median 25% vs 51%, P<0.001). 
Following vedolizumab induction, the reduction in the abundance of 
colonic cytotoxic DN MAIT cells correlated with endoscopic improve-
ment (r2=0.45, p=0.0085).
Conclusion: DN MAIT cells with cytolytic activity and augmented ex-
pression of multiple cytokines are enriched in the colon of UC patients 
in numbers that correlate with the magnitude of mucosal injury. 
Vedolizumab treatment reduces DN MAIT cell accumulation in the colon 
and the magnitude of reduction correlates with treatment response.

P010
Adherent-Invasive Escherichia Coli strain O83:H1 
induces inflammatory response in Crohn’s disease

G.C. Iaquinto*1, G. Mazzarella2, V. Rotondi Aufiero3

1Clinica S. Rita, Gastroenterology, Atripalda, Italy, 2Institute of Food 
Sciences- ISA- CNR, DiSBA, Avellino, Italy, 3Institute of Food Sciences- 
ISA-CNR, DiSBA, Avellino, Italy

Background: Several studies suggest that Adherent-Invasive Escherichia 
Coli (AIEC) colonize the ileal mucosa of patients with Crohn’s disease 
(CD). This strain is able to adhere to and invade intestinal epithelial 
cells, and survive within macrophages, prompting an inflammatory 
response.
The aim of this study was to investigate, by using an organ culture 
model, the ability of AIEC strain O83:H1 to colonize intestinal epithe-
lial cells of CD patients, inducing chronic inflammation.
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Methods: An organ culture model conducted with colonic biopsies 
derived from CD patients was set up to evaluate the ability of AIEC 
strain 083:H1, compared to a non-pathogenic (NP) E. Coli strain, to 
upregulate CEACAM 6 (CarcinoEmbryonic Antigen-related Cellular 
Adhesion Molecule 6), LAMP-1 (Lysosome Associated Membrane 
Protein 1), ICAM-1 (Intracellular Adhesion Molecule) and HLA-DR 
antigen expression, by immunohistochemistry, and to induce IFN-γ, 
TNF-α and IL-8 production, by RT-qPCR.
The staining of epithelial cells that expressed CEACAM6 and LAMP1 
as well as the expression of ICAM1 on blood vessels was evaluated 
in terms of staining intensity. The number of LAMP1 and HLA-DR 
lamina propria mononuclear cells (LPMNC) was evaluated within a 
total area of 1 mm2 of lamina propria.
Results: Expression of CEACAM6 on intestinal epithelial cells, and the 
expression of LAMP-1 either on epithelium as well as in the LPMNCs, 
were significantly increased (P<0,05) in the biopsies cultured with 
the AIEC strain O83:H1 compared to the biopsies cultured with NP 
strain. ICAM-1 and HLA-DR were significantly increased (P<0,05) on 
blood vessels and on LPMNCs, respectively, in presence of AIEC strain 
O83:H1 as compared with NP strain.
Moreover we observed a higher level of IFN-γ, TNF-α and IL-8 mRNA 
trascripts in biopsies cultured with AIEC strain 083:H1 than in biopsies 
cultured with NP strain.
Conclusion: Our data suggest that AIEC strain O83:H1 in CD is able 
to adhere to and invade the intestinal epithelial cells, and to play an 
important role in activating chronic inflammatory responses observed 
in CD patients.

P011
New insights into the pathogenic potential and 
signalling network of NKG2D+ CD4+ T-cells in 
Crohn’s Disease

D. Modos*1,2, L. Gul1, J. Lo3,4, M. Madgwick1, D. Cozzetto3, 
G. Lord5,6, T. Korcsmaros1,2,3, N. Powell3,4

1Earlham Institute, Organisms and Ecosystems, Norwich, United Kingdom, 
2Quadram Institute Bioscience, Gut Microbes and Health, Norwich, 
United Kingdom, 3Imperial College-Faculty of Medicine, Department 
of Metabolism- Digestion and Reproduction, London, United Kingdom, 
4King’s College, Centre for Inflammation Biology & Cancer Immunology, 
London, United Kingdom, 5Manchester University, Faculty of Biology- 
Medicine and Health, Manchester, United Kingdom, 6King’s College, 
School of Immunology and Microbial Sciences, London, United Kingdom

Background: A subset of mucosal CD4+ T-cells expressing the NK 
cell receptor NKG2D (encoded by the KLRK1 gene) are enriched in 
patients with Crohn’s Disease (CD). In pre-clinical models of colitis, 
NKG2D expression was confined to a subset of colonic CD4+ T-cells 
that hyper-expressed interferon gamma. However, the functional role 
of these cells in mediating intestinal inflammation is unknown. Little 
is known about the transcriptional regulation of this population or the 
key signalling networks that they engage.
Methods: Pre-clinical models of CD, adoptive transfer experiments and 
in vitro culture systems were used to investigate the phenotype and 
pathogenicity of NKG2D using Klrk1-/- and WT mice. Signalling net-
works and interactions between NKG2D, key transcription factors and 
relevant cytokines were investigated by probing published single-cell 
RNA seq data (Martin et al. Cell 2019). Pathway members of potential 
interactions were collected from the literature, and the OmniPath data-
base and we applied a heat propagation model.
Results: NKG2D-expressing T-cells were potently pathogenic when adop-
tively transferred to Rag1- mice, mediating more severe disease than 

Klrk1-/- CD4+ T-cells. Notably, Klrk-/- T-cells were still able to induce colitis, 
indicating that NKG2D-independent pathogenic pathways also exist.
Chromatin immunoprecipitation demonstrated that T-bet bound at 
the transcriptional start site of the Klrk1 locus in WT Th1 cells, but not 
Tbx21-/- Th1 T-cells. There were significantly fewer NKG2D expressing 
CD4+ T-cells from Tbx21-/- mice, and forced expression of T-bet in Tbx21-

/- Ifng-/- double knockout CD4+ T-cells induced Klrk1 mRNA expression, 
consistent with T-bet being a transcriptional activator of the Klrk1 gene.
The NKG2D model network reached FOS, NFKB and JUN transcrip-
tion factors depending on the presence of the NKG2D. The model distin-
guished two comparable pathway activation - one with active PRKCA 
in T-cells including CD8+ T-cells and one with less active PRKCA mostly 
in macrophages. Comparing the inflamed and uninflamed conditions, 
highly activated T-cells, and a population of Th17+ TRM cells had an 
active KLRK pathway only in inflamed Crohn disease.
Conclusion: NKG2D expressing colonic CD4+ T-cells are potent cyto-
kine producing cells and are more colitigenic than their NKG2D-negative 
counterparts. Network-based heat propagation showed that specific 
populations of colonic memory T cells are active only in the inflamed 
condition, meanwhile, the model identified two types of cells that had 
active KLRK1 pathway: one which was PRKCA dependent activity and 
one which had non-PRKCA dependent activity. We also identify T-bet as 
an important transcriptional regulator of NKG2D expression.

P012
The effect of Oncostatin M on human intestinal 
organoids

E. Filidou*1, L. Kandilogiannakis1, G. Kokkotis2, G. Tarapatzi1, 
K. Arvanitidis1, I. Drygiannakis3, V. Valatas3, V. Paspaliaris4, 
G. Kolios1, G. Bamias2

1Laboratory of Pharmacology- Faculty of Medicine, Democritus University 
of Thrace, Alexandroupolis, Greece, 2GI Unit-, 3rd Academic Department 
of Internal Medicine, National and Kapodistrian University of Athens, 
Athens, Greece, 3Laboratory of Gastroenterology, University of Crete, 
Herakleion, Greece, 4Tithon Biotech, Inc, San Diego, United States

Background: We have previously shown that human subepithelial 
myofibroblasts (SEMFs), which are of mesenchymal origin, express 
the receptor of Oncostatin M (OSM), which is further induced when 
SEMFs are previously exposed to IL-1α and TNF-α. Human Intestinal 
Organoids (HIOs), derived from embryonic stem cells (ESC), form epi-
thelial crypts consisting of several subtypes of epithelial cells and are 
surrounded by cells of mesenchymal origin. Recently, we reported that 
the mesenchymal component of HIOs is gradually reduced, as culture 
passages increase. The aim of our study was to examine the effect of 
exogenous OSM on fibrotic and pro-inflammatory marker expression 
of HIOs, with and without the combined presence of IL-1α and TNF-α.
Methods: The human ESC line (H1)-derived HIOs were developed 
using a commercially available kit and characterized by immuno-
fluorescence in all differentiation stages. HIOs from passage 2 were 
stimulated with either 100ng/ml OSM for 12 hours or 5ng/ml IL-1α 
and 50ng/ml TNF-α for 24 hours and then with 100ng/ml OSM for 
12 hours. mRNA expression of fibrotic markers, Collagen Type I, III, 
and Fibronectin, and pro-inflammatory markers, CCL2, CXCL10 and 
CXCL11 were examined by reverse transcription quantitative PCR.
Results: OSM alone significantly downregulated both Collagen Type 
I and III mRNA expression, and had no effect on Fibronectin expression. 
When HIOs were previously exposed to IL-1α and TNF-α, however, 
OSM stimulation resulted in significant upregulation of Collagen Type 
I and Fibronectin, and had no effect on Collagen Type III. Regarding the 
pro-inflammatory marker expression, OSM alone induced the expression 
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of CCL2, CXCL10 and CXCL11, with a greater effect observed when 
HIOs were previously exposed to IL-1α and TNF-α.
Conclusion: Our findings indicate that OSM induces the expression 
of both fibrotic and pro-inflammatory factors in early passages of 
HIOs, previously exposed to IL-1a and TNF-a, as has been previously 
observed on SEMFs. Since the mesenchymal cell component of HIOs is 
strongly present in early passages and OSM’s receptor is mainly found 
to be expressed in these cells, our results suggest OSM affects HIOs via 
the cells that are of mesenchymal origin.

P013
A single cell approach reveals immune cell dynamics 
in Inflammatory Bowel Disease (IBD) and highlights 
association of CD8 intraepithelial lymphocytes (IELs) 
with response to vedolizumab treatment

M. Paraskevopoulou*1, L. Mayer2, A. Krueger1, A. Pattekar3, 
A. Ramos3, M. Fulton3, C. Wai Lau3, L. Chau3, Y. Ren3, R. Tondon3, 
A. Al Garawi1, K. Bittinger4, F. Fogt3, V. Yajnik1, H. Lee3, J. Lewis3, 
G. Wu3, M. Bewtra3, V. Tomov3, J. Juarez1

1Takeda Pharmaceuticals U.S.A., Inc., Lexington, United States, 2Department 
of Medicine II- Gastroenterology- Hepatology- Endocrinology- and 
Infectious Diseases- Faculty of Medicine, University Medical Center 
Freiburg, Freiburg, Germany, 3Perelman School of Medicine, University 
of Pennsylvania, Philadelphia, United States, 4The Children’s Hospital of 
Philadelphia, Philadelphia, Philadelphia, United States

Background: Dysregulated immunity in the gut is central to the patho-
genesis of inflammatory bowel disease (IBD) and its contribution to 
patient responses following biologic treatment is poorly understood. 
Single cell protein- and sequencing-based analyses have provided un-
precedented understanding of cell heterogeneity and function in IBD. 
In this study, recent cytometry by time of flight (CyTOF) and single cell 
transcriptomics technology advancements have been leveraged to char-
acterize the intestinal mucosa of IBD patients treated with vedolizumab.
Methods: Single cell RNA sequencing from IBD mucosa biopsies were 
analysed to derive cell molecular signatures and deconvolute bulk tran-
scriptomic datasets of UC patients treated with biologics. Cellular abun-
dance differences in response to therapy were in-silico validated in both 
vedolizumab and anti-TNF treated patients. CyTOF analysis of intestinal 
biopsies from 24 UC patients and 29 healthy controls (HC) was applied 
to complement transcriptomic findings and further understand T cell dys-
regulation in disease activity and treatment response. CyTOF panels were 
focused on T cell polarization, memory differentiation, effector function 
and homing. Mucosal microbiota analysis by 16S rRNA gene sequencing 
was employed and correlated with patient/host cellular dynamics.
Results: Deconvolution analysis of UC bulk transcriptomic data with 
single cell molecular signatures from mucosa biopsied samples (Smillie 
et al.) revealed decreased abundance of CD8 IELs along with increased 
activated T cells, inflammatory/activated stromal cells in non-responders 
to both vedolizumab and anti-TNF therapy compared with responders 
and HC. CyTOF analysis of intestinal biopsies from patients responding 
or not responding to biologic treatment confirms cellular alterations at 
the protein level. Specifically, in patients that respond to vedolizumab, we 
observed greater levels of immune cells with CD8 IEL phenotype (CD8+ 
CD69+ CD103+) similar to HC. In contrast, in non-responder patients 
we observed lower levels of these cells but higher abundances of CD8+ 
Tc17 and CD4+ Th17 cells. In non-responders, Tregs were also elevated 
compared with responders and HC. Assessment of mucosal biopsies with 
16S rRNA gene analysis also revealed microbial metabolic pathways 
supportive of CD8 IEL development associated with elevated CD8 IELs 
in vedolizumab treatment responders.

Conclusion: This multi-modal and deep molecular phenotyping approach 
revealed CD8 IELs to be associated with healthy intestinal tissue and treat-
ment response to vedolizumab. These findings suggest that CD8 IELs may 
be beneficial for supporting and restoring tissue homeostasis.

P014
Impact of experimental ileitis and Toll-Like Receptor 
4 signaling on enteric inhibitory neurotransmission

S. Faggin*1, S. Cerantola1, A. Dal Prà1, G. Caldana1, A. Bosi2, 
D. Banfi2, C. Giaroni2, E. Savarino3, M.C. Giron1

1University of Padova, Department of Pharmaceutical and Pharmacological 
Sciences, Padova, Italy, 2University of Insubria, Department of Medicine 
and Surgery, Varese, Italy, 3University of Padova, Department of Surgery- 
Oncology and Gastroenterology, Padova, Italy

Background: Alterations in Toll-like receptor 4 (TLR4) expression and 
changes in enteric neurotransmissions influence the onset and severity of in-
flammatory bowel disease (IBD). We aimed to assess the interaction between 
the enteric inhibitory pathways and TLR4 signaling in a mouse model of 
dinitrobenzene sulfonic acid (DNBS)-induced small intestine inflammation.
Methods: Male TLR4-/- mice (9±2 weeks old) were intrarectally treated 
with 2.5% DNBS. Pro-inflammatory cytokines (IL-6 and TNF-α) were 
measured in ileal samples. Changes in ileal muscle tension were recorded 
following exposure to: i) 10-Hz electric field stimulation in non-adrenergic-
non-cholinergic (NANC) conditions (1 μM guanethidine + 1 μM atropine) 
with or without 10 µM 1400W (a inducible nitric oxide synthase (iNOS) 
inhibitor), or 0.1 µM Nω-nitro-L-arginine methyl ester (L-NAME; a pan-
NOS inhibitor); ii) 30 μM dopamine or 30 μM SKF38393 (a dopamine 1 re-
ceptor (D1R) agonist) or bromocriptine (a D2R agonist). Immunoreactivity 
of neuronal (HuC/D) and glial (S100β) markers as well as nitrergic chemical 
coding (i.e. nNOS and iNOS) were determined in longitudinal muscle-myen-
teric plexus whole-mount preparations (LMMPs) by confocal microscopy.
Results: No changes in IL-6 and TNF-α ileal mRNA transcripts were found 
after DNBS administration. The development of ileitis did not affect the 
NANC-inhibitory response, that was partially reduced in presence of 1400W 
or L-NAME, suggesting that TLR4 signaling influences NO-mediated in-
hibitory responses. DNBS-treated mice showed a significant increase in 
dopamine-induced relaxation (+31%) and in D1R- and D2R-mediated inhibi-
tory responses (by +57% and +75%, respectively). A significant reduction of 
the total number of HuC/D+ neurons (-25%), with a proportional increase 
in nNOS+ neurons (+11%) was found in LMMPs of DNBS mice, associated 
with a significant reduction of S100β immunofluorescence (-12%) and no 
changes in iNOS immunoreactivity, highlighting a potential involvement of 
TLR4 signaling in the development of neuroplasticity and reactive gliosis.
Conclusion: The present data suggest that the severity of small intestine 
ileitis and neuronal dysfunction depend on the interplay occurring between 
TLR4 signaling and enteric inhibitory pathways. This evidence further 
strengthens the importance of characterizing neuroimmune interactions to 
identify potential molecular mechanism(s) representing putative pharmaco-
logical targets for the development of efficacious IBD therapies.

P015
Detection of endoscopic lesions from limited 
quality annotations in colonoscopy videos

S. Alali*1, J. Chaussard1, S. Li-Thiao-Té1, É. Ogier-Denis2,  
A. Percy-du-sert3, X. Treton3, H. Zaag1

1Université sorbonne Paris Nord, Laboratoire Analyse- Géométrie et 
Applications, Villetaneuse, France, 2Institut national de la santé et de 
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Background: Ulcerative colitis is an idiopathic inflammatory disorder 
affecting the mucosa of the colon with superficial erosion and ulcers 
associated with bleeding. Severity assessment using current scoring 

schemes such as UCEIS and MAYO relies on the subjective interpret-
ation of the physician and fails to take into account the size of the 
lesions, their number and distribution. Automatic lesion detection 
methods can enable fine-grained assessment of lesion severity, but re-
quire training stage based on time-consuming manual annotation. 
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Most methods currently use generic datasets that are biased towards 
capsule endoscopy and are not adapted to locally available hardware.
Methods: We learn automatic bleeding and ulcer detectors on a local 
data set created by the Gastroenterology group at the Bichat and 
Beaujon hospitals. The patients’ videos were anonymous, analysed 
after obtaining their consent. The study was approved by the local re-
search study committee. To minimise expert annotation burden, only 
rectangular annotations are provided instead of a precise delineation 
of lesion boundaries (Figure 1). This leads to many mislabelled pixels, 
especially in the corners, and affects the evaluation of the models’ per-
formance and our ability to find correct models. Standard sensitivity 
and specificity cannot be used effectively on this data-set. We propose 
to evaluate model sensitivity on the annotation level and keep speci-
ficity at the pixel level. On the training set, we consider that a model 
correctly identifies a lesion if it agrees with the expert on a subset of the 
annotation, and count the detected annotations weighted by their area. 
For robustness and ease of interpretation, we explore the set of linear 
classifiers, and propose an efficient sampling scheme that rejects trivial 
models. This method is evaluated on a database of 10 colonoscopy 
videos (5 training videos and 5 test videos).
Results: In spite of the limited quality of the annotations, we find lesion 
detectors with a good annotation-level sensitivity (Table 1) and visual 
performance (see Figure 1). The detector’s performance is computed 
reliably. We evaluate sensitivity and specificity on 20 random subsets 
containing 10\% of the images, and obtain similar performance for the 
same patient for all models (cf Figure 2).
Conclusion: Despite mislabeled pixels, we obtain lesion detectors with 
good performance, and we show that the performance is computed re-
liably. However, the inter-patient performance is variable and the best 
models fail on some patients (sensitivity below 20\% in some cases 
Figure 2). This suggests that the models are not universal and that the 
appearance of bleeding and ulcers should be normalised further before 
automatic detection.

P016
Colonoids derived from UC patients retain higher 
transcriptional response to inflammatory triggers 
in-vitro, even after several passages

H. Abbas Egbariya*1, M. Ben-Shoshan2, Z. Braun2, T. Berger2, 
M. granot2, N. Loberman-Nachum2, B. Vais2, O. Gal Mor1, A. Amir2, 
Y. Haberman2

1Tel Aviv university - faculty of medicine, microbiology, tel aviv, Israel, 
2Sheba medical center, pediatric gastroenterology, Ramat Gan, Israel

Background: Ulcerative colitis (UC) patients show high variations in 
disease phenotype and response to therapy. Intestinal epithelia play a 
key role in UC pathogenesis, and therefore patient-derived epithelial 
model to study this variation are warranted. Few studies suggest that 
colonoids derived from UC patients retain some disease-related tran-
scriptional and epigenetic changes, but they also raise questions regard-
ing their persistence in culture. Here, we aimed to characterize if UC 
epithelial dysfunctions and response to inflammatory signals retained 
in colonoid culture.
Methods: Rectal biopsies were used to generate epithelial organoids 
(colonoids) that were grown through 5–10 passages using L-WRN con-
ditioned medium. Media and total RNA were collected for measuring 
CXCL1 secretion using ELISA and qPCR, respectively.
Results: 3 control and 5 UC patients-derived colonoids were gener-
ated. Median age was 17 years and 75% were females. Control patients 
were evaluated for loose stool, abdominal pain, and anemia, but had 

normal rectal mucosa endoscopically and histologically. UC included 
newly diagnosed and established patients. Colonoids were allowed to 
differentiate for 48 hours before applying different inflammatory cock-
tails to induce inflammation for 24  h with IFNγ+LPS, IFNγ+TNFα, 
and TNFα+LPS (20  ng/ml each trigger). UC organoids secreted sig-
nificant higher levels of CXCL1 as detected in the media at base-
line (p=0.02) and with IFNy+TNFa (p=0.01), but no difference was 
noted with TNFa+LPS (Fig. 1). In addition, CXCL1 mRNA showed 
significant higher levels after inflammatory triggering in UC vs. con-
trols (Fig. 1) with IFNγ +LPS, (p=0.02), IFNγ+TNFα (p=0.003), and 
TNFα+LPS (p=0.016). Similarly, several other genes showed signifi-
cant and substantial induction in UC organoids vs. controls, in some 
or all the inflammatory triggers (Fig. 2). The tight junction-associated 
protein, ZO1 showed substantially higher induction in UC compared 
to controls with the 3 inflammatory cocktails [IFNγ +LPS, (p=0.03), 
IFNγ+TNFα (p=0.02), and TNFα+LPS (p=0.005)]. Significantly higher 
expression in UC organoid was further noted in comparison to control 
in IL8 levels upon IFNγ +LPS (p=0.002), in interferon inducible IDO1 
with IFNγ+TNFα (p=0.001), and in goblet associated MUC2 (p=0.04) 
and bacterial sensing DUOX2 (p=0.001) with TNFα+LPS.
Conclusion: Our data suggest that UC colonoids retain some inflam-
matory response activity in-vitro even after several passages. We show 
that UC organoids secrete higher level of CXCL1. Additionally, we note 
higher transcriptional response to different inflammatory signals in UC 
organoids potentially implying an “immune” epithelial transcriptional 
memory that may contribute to UC chronicity.

P017
Transcriptional characterization of lymphocytic 
colitis and comparison to collagenous colitis

S. Koch1, A. Münch2, C. Escudero-Hernández*1,3
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Background: Lymphocytic colitis (LC) is an inflammatory disease of 
the large intestine that causes chronic, watery, non-bloody diarrhoea. 
LC is characterized by infiltration of lymphocytes in the colonic mu-
cosa. To better understand LC pathophysiology on a molecular level, 
we performed genome-wide RNA sequencing (RNA-seq) analysis on 
LC mucosal samples.
Methods: We collected colonic biopsies from healthy controls (Hc), and 
LC patients with active disease. Collagenous colitis (CC) samples were 
included as a separate control. Total RNA was isolated from biopsies for 
bulk RNA-seq. Whole-genome expression data were analysed by prin-
cipal component analysis (PCA), differential gene expression (DGE), 
and gene-set variation analysis (GSVA) using R statistical software. 
Benjamini-Hochberg FDR was used to adjust p values, considering 
<0.05 as statistically significant. Gene-set enrichment analysis (GSEA) 
was performed using GSEA software and visualized in Cytoscape.
Results: PCA of all samples identified 2 principal components that 
explained 65% of the transcriptional variation and separated sample 
groups into distinct clusters of gene expression. Subsequent ana-
lysis revealed differential expression of 5045 genes in patients with 
active LC compared to Hc, which were mainly involved in DNA and 
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telomere repair, in ubiquitinylation and proteasomal degradation, re-
sponse to viruses and interleukin (IL)-12 signalling according to GSEA. 
Compared to CC samples, we identified 384 differentially expressed 
genes (DEGs) with LC. Pathway analysis displayed an enrichment in 
cell adhesion and proliferation genes in LC, whereas DEGs related to 
microbial response, collagen and wound healing processes, chemotaxis, 
and epithelial biology (e.g. ion channels, epithelial cell proliferation) 
were enriched for CC samples. Estimations of infiltrating immune cells 
performed by GSVA indicated a possible role for professional antigen-
presenting cells (i.e. macrophages and inactive dendritic cells) as well as 
T regulatory cells in LC pathogenesis.
Conclusion: LC is a transcriptionally homogeneous disease that can 
be characterised by increased expression of cell adhesion and prolif-
eration-related genes. Furthermore, our analyses confirm an elevated 
immune response in LC, particularly involving macrophages, dendritic 
and T regulatory cells. Comparison of LC and CC gene expression add-
itionally supports that these diseases are pathobiologically distinct.

P018
Proteomic profile of serum and urine in newly 
diagnosed patients with Inflammatory Bowel 
Disease: new approach for biomarker discovery
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Background: Currently, endoscopy is the gold standard for the evalu-
ation of disease activity and inflammation in clinical practice. However, 
it is an invasive procedure for the patient, costly and time-consuming. 
Therefore, there is an urgent need to identify non-invasive biomarkers 

with the potential clinical utility to diagnose inflammatory bowel 
disease (IBD) patients, improve the patient´s quality of life and increase 
efficiency in the Health Systems.
Methods: A label-free quantitative proteomics method was used to 
profile the urinary and serum proteomes of 100 patients with newly 
diagnosed IBD, before starting any treatment [50 patients with Crohn´s 
disease (CD) and 50 patients with ulcerative colitis (UC)] and 50 healthy 
controls (HC). The resulting peptides were separated by NanoLC 
(EVOSEP ONE) and coupled online by electrospray to Trapped Ion 
Mobility Spectrometry (TIMS) TOF Pro for tandem mass spectrometry 
analysis. Mass spectrometry data were processed and analyzed with 
MaxQuant and Perseus software. Proteins with p≤0.05 and ratio>1.5 in 
any sense, were considered as significantly dysregulated. Bioinformatic 
analysis of differentially expressed proteins was performed to charac-
terize involved biological processes, molecular functions, cell locations 
and proteins pathways (PANTHER and STRING v11.5).
Results: A total of 2,500 proteins were identified in the urine, and 468 
proteins were identified in the serum with at least two different peptides 
at FDR<1%. Of the urine proteins, 110 were significantly changed in 
UC versus HC, 50 proteins were differentially expressed between CD 
and HC, and a total of 31 proteins were significantly changed in CD 
compared with UC patients (Figure 1). In serum samples, a total of 
45 differentially expressed proteins were identified in the comparison 
between UC and HC groups, 32 proteins significantly expressed in 
CD versus HC, and 12 proteins in CD compared with UC (Figure 
2). Finally, biological information analysis was performed accord-
ing to these differential proteins. The molecular functions, biological 
processes, and pathways enriched mainly involved the neutrophil de-
granulation, complement and coagulation cascades and immune system 
responses (Figures 3 and 4).
Conclusion: Proteome profiling revealed significantly differences in 
newly diagnosed patients with CD or UC. Both serum and urine seem 
to be appropriate biological matrixes for this approach. Next steps of 
our research will be to understand the role of candidate proteins as 
well as to validate those with potential as biomarkers in independent 
cohort.

P019
GS-1069518 is a potent and selective small 
molecule α4β7 inhibitor

Y. Wang*1, J. Zhou2, C. Chang3, S. Roedder3, S. Bonne-Annee1, 
B. Marchand4, K. Hung4, K. Currie5, A. Clarke1

1Gilead Sciences- Inc., Inflammation Biology, Seattle, United States, 
2Gilead Sciences- Inc., Oncology Biology, Seattle, United States, 
3Gilead Sciences- Inc., Biomarkers, Foster City, United States, 4Gilead 
Sciences- Inc., Discovery Sciences, Foster City, United States, 5Gilead 
Sciences- Inc., Medicinal Chemistry, Seattle, United States

Background: The interaction between the adhesion molecule 
MAdCAM-1 and the α4β7 integrin heterodimer enables the trafficking 
of gut-antigen specific lymphocytes to the small and large intestines 
and to gut-associated lymphoid tissues. The role of the α4β7 integrin 
in the pathophysiology of IBD has been clinically demonstrated, and 
targeted therapeutics have been shown to mitigate inflammation and 
mucosal damage mediated by α4β7+ lymphocytes. The purpose of this 
study was to determine the potency and selectivity of the small mol-
ecule α4β7 inhibitor GS-1069518.
Methods: The selectivity of GS-1069518 and relevant reference mol-
ecules was determined using in vitro cell capture assays with natural 
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integrin ligands and by measuring receptor occupancy in human and 
cynomolgus monkey whole blood. The number of RPMI-8866 cells 
binding to MAdCAM-1-coated surfaces (a natural α4β7 ligand) and 
Jurkat cells binding to VCAM-1-coated surfaces (a natural α4β1 
ligand) were quantified with high content imaging. Receptor occupancy 
on CD3+CD4+CD45RO+β7+ (human) or CD3+CD4+CD45RA-β7+ 
(cynomolgus monkey) and CD3+CD4+CD45RO+α4+β1+β7- (human) 
or CD3+CD4+CD45RA-α4+β1+β7- (cynomolgus monkey) memory T 
cells was measured by flow cytometry with fluorescent probes that de-
tect occupancy in the ligand-binding sites.
Results: In a MAdCAM-1 cell capture assay, the EC50 of GS-1069518 
was 0.034 nM, with 71-fold and >10,000-fold selectivity over α4β1 
and αLβ2, respectively. In α4β7 receptor occupancy assays the EC50 
of GS-1069518 was 0.36 nM in human whole blood and 0.4 nM in 
cynomolgus monkey whole blood. GS-1069518 was 482-fold selective 
for α4β7 over α4β1 in human whole blood and 119-fold selective for 
α4β7 in cynomolgus monkey blood.
Conclusion: GS-1069518 is a highly potent and selective small mol-
ecule inhibitor of the α4β7-MAdCAM-1 ligand binding interaction.

P020
Differential expression of miR-424-5p and miR-378c 
in stenotic and penetrating lessions of Crohn’s 
Disease associates with altered transcription of 
genes involved in vascular regulation

S. Coll*1, M. Seco1, C. Bauset1, L. Lis1, J. Cosín-Roger2,  
D. Ortiz-Masia3, L. Gisbert-Ferrandiz1, D. Barrachina1, S. Calatayud1

1Faculty of Medicine - University of Valencia, Pharmacology, Valencia, 
Spain, 2FISABIO, Unidad Mixta Facultad de Medicina-Hospital Dr 
Peset, Valencia, Spain, 3Faculty of Medicine - University of Valencia, 
Medicine, Valencia, Spain

Background: Crohn´s disease (CD) is often complicated by the appear-
ance of intestinal stenosis (B2 behaviour) or fistulas (B3 behaviour), 
and the factors determining the pattern of disease and the etiology of 
these lesions, both associated with fibrosis and requiring surgery, are 
poorly defined. Our aim has been to detect transcriptomic alterations 
in intestinal tissues affected by stenosis or fistulas, and have centred our 
attention in genes affecting vessel formation and function as potential 
contributors to these lesions.
Methods: We conducted a small RNA sequencing profiling on ileal 
surgical resections from CD patients with B2 (n=10) or B3 (n=10) 
behaviour. We obtained a sample from affected tissue and the paired 
non-affected ileum from each patient.
Results: Tissues affected by stenotic or penetrating lesions present 
a differential expression of two pro-angiogenic miRNAs (Fig1A) 
and an increased expression of genes associated with vascular 
regulation (Fig1B), and both alterations are more pronounced in 
penetrating lesions. The expression of this set of genes shows a 
generalized and significant correlation with that of the pro-angio-
genic miRNAs (negative with the down-regulated miR-378c, posi-
tive with the up-regulated miR-424-5p, Fig1C), especially in the 
affected tissue.
Fig1. Expression of pro-angiogenic miRNAs (A) and of genes associ-
ated with vascular regulation (B) in tissues from stenotic (B2) and pen-
etrating (B3) lesions of CD patients. Data represent normalized counts 
of each RNA and are expressed as mean±SEM (A) or mean (B). Data 
in (C) correspond to Pearson’s R. Significant differences vs correspond-
ing non-affected tissue are represented by *P<0.05 (paired t-test) and 
#P<0.05 (ANOVA+Tukey test)
Conclusion: Ileal tissues from CD patients affected by stenosis or pen-
etrating injuries present a local alteration in the expression of miRNAs 
with pro-angiogenic functions that probably contributes to the up-reg-
ulation of genes associated with vessel formation and to the modifica-
tion of the vascular compartment in these lesions.
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P021
Vitamin D receptor-dependent protective effect of 
moderate hypoxia in a mouse colitis model Running 
title: Hypoxia prevents mouse colitis through VDR

Z. Wang*1, Y. Hong2, L. Hong3, H. Changzhi4, Q. Jiaming3

1Peking Union Medical College Hospital, Gastroenterology, 
Beijing- China, China, 2Peking Union Medical College Hospital, 
Gastroenterology, Beijng, China, 3Peking Union Medical College 
Hospital, Gastroenterology, Beijing, China, 4Cancer Hospital- CAMS 
and PUMC, State Key Laboratory of Molecular Oncology, Beijing, China

Background: Although physiological hypoxia is important for 
maintaining the intestinal barrier, its effect on the barrier during 
acute colitis and the underlying mechanisms are not fully under-
stood. Here,we aim to explore the influence of hypoxia in dextran 
sulfate sodium (DSS)-induced colitis mice and the role of hypoxia-
inducible factor (HIF) and vitamin D receptor (VDR) in the process
Methods: Colitis mice were subjected to hypoxia to detect colitis symp-
toms and intestinal barrier function changes. Finally, the mechanisms 
underlying the changes were explored in a colon cell line.
Results: First, compared with colitis mice without hypoxia stimulation, 
those with hypoxia stimulation showed significantly decreased patho-
logical damage and improved permeability of the intestinal barrier. The 
expression of tight junction proteins (including occludin, claudin-1 
and ZO-1), HIF-1α as well as VDR was up-regulated in colitis mice 
with hypoxia stimulation. However, in VDR gene knockout (VDR-KO) 
colitis mice, hypoxia treatment showed no protective effect, suggest-
ing the VDR dependency of this effect. Second, we identified that al-
though hypoxia stimulation could enhance the single-layer epithelial 
transmembrane electrical resistance in DLD-1 cells, these effects dis-
appeared in VDR-knockdown cells. Furthermore, over-expression of 
HIF-1α in DLD-1 can increase the expression of VDR, then chromatin 
immunoprecipitation and luciferase assays confirmed that HIF-1α can 
bind to the promoter region of the VDR gene under hypoxia. Finally, 
compared with their wild-type siblings, VDR-KO mice showed reduced 
abundance of anaerobic bacteria and SCFA-producing bacteria.
Conclusion: Moderate hypoxia was protective against DSS-induced 
colitis, and VDR is instrumental in it. Furthermore, HIF-1α mediates 
the effect of hypoxia on the VDR signaling pathway. Moreover, intes-
tinal flora may be an important link between hypoxia and VDR.

P022
Transcriptional biomarkers for vedolizumab 
therapy response in patients with moderate to 
severe Ulcerative Colitis

L. Arosa García*1, M. Camba-Gómez1, C. Calviño-Suárez2, 
I. Bastón-Rey2, R. Ferreiro-Iglesias2, M. Porto2, L. Nieto-García2, 
J.E. Domínguez-Muñoz2, M. Barreiro-de Acosta2, J. Conde-Aranda1; 
Molecular and Cellular Gastroenterology
1Health Research Institute of Santiago de Compostela IDIS, Molecular 
and Cellular Gastroenterology, Santiago de Compostela, Spain, 
2University Hospital of Santiago de Compostela, Department of 
Gastroenterology and Hepatology, Santiago de Compostela, Spain

Background: Vedolizumab is one of the current treatments for patients 
with Inflammatory Bowel Disease (IBD). The efficacy and safety, to-
gether with its gut specificity, make this drug an appealing therapeutic 
option for IBD patients with moderate to severe disease. However, 
as observed for other biologic treatments, a significant proportion of 
patients do not have an initial response to vedolizumab treatment. 
Currently, there is a lack of reliable biomarkers for vedolizumab 

treatment response, although this would help to palliate the socioeco-
nomic costs derived from this disease. For that reason, the primary aim 
of this study is to establish the basis for the search of transcriptional 
factors associated with vedolizumab treatment response.
Methods: For the realization of this study, we collected blood samples 
from responder and non-responder Ulcerative Colitis (UC) patients 
treated with vedolizumab. The clinical response was measured using 
the Partial Mayo Score. The frequencies of different immune system 
populations were analysed by flow cytometry. Moreover, we measured 
the transcriptional levels of several genes in peripheral blood mono-
nuclear cells (PBMC) by RT-qPCR. These experimental procedures 
were performed at baseline (T0) and after 14 weeks of follow-up (T14).
Results: We enrolled nine patients with an average age of 46.25±11.71, 
of which seven were previously treated with anti-TNF therapy. Our 
results show a specific pattern in responder and non-responder patients 
in the percentages of different innate and adaptive immune cell popula-
tions at T0 versus T14. Similarly, we observed a significant reduction in 
the expression of some chemokines (i.e., CCL25) and pro-resolutive fac-
tors (i.e., ANNEXIN A1) at T14 versus T0 in PBMCs from vedolizumab 
responder patients, which was not observed in non-responder patients.
Conclusion: Our data suggest that the frequencies of certain immune 
populations are associated with the response to vedolizumab treatment. 
In the same way, we found that specific transcripts are modulated in re-
sponse to this α4β7 integrin antibodies in PBMCs. Therefore, we found 
a solid system to search for vedolizumab therapy response markers 
using low invasive techniques.

P023
Prevalence of malnutrition, risk of malnutrition and 
quality of life among patients with Inflammatory 
Bowel Disease

K.M. Korwel*1, H. Hjortswang1, M. Eberhardson1, K. Pihl Lesnovska1

1Linköping University, Department of Gastroenterology and 
Department of Medical and Health Sciences, Linköping, Sweden

Background: The relapsing and remitting course of inflammatory bowel 
disease (IBD) with inflammation and gut symptoms may result in an 
elevated risk of malnutrition and impaired quality of life. Patients with 
pro-longed active IBD are at the highest risk of developing impaired nu-
tritional status. The aim of this study was to determine the prevalence 
of malnutrition and risk of malnutrition in outpatients with inflam-
matory bowel disease. Furthermore, to study their body composition, 
identify factors associated with malnutrition and investigate the associ-
ation between malnutrition and quality of life.
Methods: A total of 328 IBD outpatients, (154 [47 %] with Crohn’s 
disease (CD) and 174 [53%] with ulcerative colitis (UC)) at 
Linköping University hospital were included in this population-based 
cross-sectional study. Patients underwent malnutrition assessment using 
the recently published Global Leadership Initiative on Malnutrition 
(GLIM) criteria. Data about body mass index, weight loss and dietary 
problems were collected and used to evaluate risk of malnutrition. The 
Short Health Scale (SHS) was used to measure quality of life.
Results: Malnutrition was detected in 33 patients (10,1 %) and 162 
patients (55,0 %) had an increased risk of malnutrition. Malnutrition 
was associated with lower quality of life in the entire patient co-
hort and there was no difference between diagnoses. The prevalence 
of malnutrition was significantly higher among women (73% vs 27 
%). Malnourished patients and those at risk of impaired nutritional 
status were more likely to have had active disease during the preced-
ing 12 months compared to patients without malnutrition or at risk 
of malnutrition (27 % vs 12% [p=0.015] and 15 % vs 7% [p=0.037] 
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respectively). Surprisingly, a higher calprotectin value was detected 
among patients without risk of malnutrition when compared to those 
who were at risk (median 46 [IQR 17 – 106] vs 59 [IQR 25 – 288] re-
spectively, p=0,009). Women with IBD had significantly lower fat-free 
mass index (FFMI) compared to men. Patients with CD had reduced 
quality of life compared to patients with UC.
Conclusion: The prevalence of malnutrition in IBD-outpatients was 
10% and more than half of the participants were at risk of malnutrition. 
Malnutrition was associated with poor quality of life. Malnutrition 
screening might be important in this population as ongoing inflam-
mation and active disease seem to be apparent even among patients 
without clear nutrition difficulties or weight problems, but might influ-
ence nutritional status and quality of life negatively in the long term. 
Patients with IBD should therefore be screened for malnutrition and 
risk of malnutrition on a regular basis.

P024
CD40 and key CD40/CD154 pathway members 
are significantly upregulated in inflamed lesional 
IBD biopsies as shown by whole transcriptome 
AmpliSeq gene expression profiling and 
corresponding immunohistochemistry

F. Raulf*1, C. Delucis-Bronn1, E. Angevaare1, N. Caesar1, 
A. Marcantonio1, M. Ceci1, C. Regnier1, C. Bonal2, R. Siegel2, 
J.H. Niess3, G. Wieczorek1, P. Hrúz3

1Novartis Pharma AG / Novartis Institutes for BioMedical Research, 
Autoimmunity- Transplantation and Inflammation Disease Area, Basel, 
Switzerland, 2Novartis Pharma AG / Novartis Institutes for BioMedical 
Research, Translational Medicine, Basel, Switzerland, 3Clarunis AG, 
University Center for Gastrointestinal and Liver Diseases, Basel, Switzerland

Background: Inflammatory bowel diseases (IBDs) are chronic inflam-
matory disorders with growing evidence of a critical role of the CD40/
CD40L pathway (Shenhaji et al Front Immunol 6:529). To confirm and 
extend these findings, we profiled colonic biopsies from IBD patients 
with active ulcerative colitis (UC) and Crohn’s disease (CD) as well as 
non-IBD controls (HV).
Methods: Mucosal inflamed and non-inflamed biopsies of IBD 
patients and of healthy control subjects were immediately immersed 
in RNAlater (for RNA) or formaldehyde (for histology). RNA was 
extracted by RNeasy (Qiagen) with DNase digestion, quantified by UV 
spectrophotometry, and quality-controlled by Bioanalyzer (Agilent). 
10  ng total RNA was subjected to ultrahigh-multiplexed RT-PCR 
using the AmpliSeq Transcriptome Human Gene Expression kit for 
20,802 genes (Thermo Fisher). Barcoded samples were multiplexed and 
amplicons sequenced on an Ion GeneStudio S5 (Thermo Fisher). The 
resulting Excel matrix of normalized reads [RPM = Reads Per Million 
mapped reads; equivalent to TPM, Transcripts Per Million] was ana-
lyzed by Qlucore Omics Explorer 3.7 (Qlucore) and GraphPad Prism 
9 (GraphPad Software). For histology, 2 μm sections of FFPE colonic 
biopsies were subjected to standard hematoxylin and eosin stain, and 
to automated immunohistochemistry (IHC; Ventana Discovery XT & 
Leica BOND RX) using standard cell-type specific antibodies and anti-
CD40 Ab213205 (Abcam) and anti-CD40L AF617 (R&D Systems).
Results: 161 colonic biopsies were analyzed from 36 CD and 26 UC 
patients (from inflamed and non-inflamed mucosa per subject), and 14 
HV. Unbiased gene expression analysis by principal component analysis 
and hierarchical clustering showed upregulation of known inflammation 
markers and inflammasome components. In inflamed mucosa mRNA 

levels of CD40 (figure), CD154, CD44, CD86, KYNU, FCRL4, and oth-
ers revealed a significant consistent upregulation of the CD40/CD154 
pathway. Representative corresponding IHC stainings confirmed the 
upregulation of CD40 and CD154 at the protein level showing strong 
expression of CD40 in lesional biopsies (inflamed areas and epithelial 
cells), moderate expression in non-lesional and low in HV biopsies (no 
expression in epithelial cells), while higher expression of CD154 was 
observed in lesional and non-lesional biopsies compared to HV.

Conclusion: Consistent upregulation and activation of the CD40/
CD154 axis was observed in inflamed mucosa of patients with IBD. 
Together with other (pre-)clinical evidence pointing to the importance 
of CD40 signaling, manipulation of this pathway might be a potential 
therapeutic target in IBD.

P025
A review of the newly implemented Inflammatory 
Bowel Disease dietetic service

E. Norman*1

1Whipps Cross Hospital- Barts Trust, Gastroenterology, London, 
United Kingdom

Background: Nutrition plays an important role in the onset and later 
the management of inflammatory bowel disease (IBD). Patients are 
becoming progressively interested in non-pharmacological methods of 
managing IBD and the dietary advice around this. It is reported that 
only 7% of services have enough dietitians to meet the IBD Standards 
recommendation. A  year after the implementation of a new dietetic 
post at Whipps Cross Hospital, it was decided to review the effective-
ness of this post for patients with a survey.
Methods: The inclusion criteria were patients with a diagnosis of IBD, 
reviewed at least twice by the IBD dietitian and patients who are under 
the IBD team at Whipps Cross Hospital. Patients were telephoned 
and asked if they consented to providing their email address for the 
anonymous survey link to be sent to. The survey was emailed to 40 
patients. Six questions were asked on the survey, the survey provider 
was Survey Monkey.
Results: The final cohort included a 53% response rate to the survey. 
Age range was 18–64 years old. 95% of patients felt their consultation 



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i149

time was long enough. 95% of patients thought they had sufficient 
dietetic contact. 95% of patients felt the dietitian involved them in de-
cision making. 67% of patients thought nutrition input improved their 
health/quality of life, with 29% being unsure. 100% thought having 
access to an IBD dietitian was useful. 71% of patients rated their diet-
etic care as excellent and 29% rated it as good.
Conclusion: The response from the majority of IBD patients was that 
nutrition input was helpful; with all patients finding the care provided 
by the dietitian was either good or excellent. All patients found it sup-
portive to have dietetic access as part of a multidisciplinary approach 
to their IBD care. These findings support the best practice guidelines for 
having a dietitian post as part of the IBD team.

P026
Inflammatory bowel disease does not preclude the 
presence of environmental enteropathy in Zambian 
adults

P. Hodges*1, C. Mulenga2, R. Banda2, P. Kelly1

1Queen Mary University of London, Blizard Institute- Barts and the 
London School of Medicine and Dentistry, London, United Kingdom, 
2University of Zambia School of Medicine, Tropical Gastroenterology 
and Nutrition Group, Lusaka, Zambia

Background: Although data is scarce, inflammatory bowel disease 
(IBD) seems to be increasing in incidence in newly industrialised coun-
tries.(1) The environmental factors driving this change are not entirely 
clear, although it seems likely that changing diet and improving hygiene 
and sanitation are involved. In China, incidence of IBD is positively 
associated with gross domestic product.(2)
Environmental enteropathy (EE) is a lesion of the small bowel with 
villous blunting, chronic inflammation and increased gut permeability 
seen in people living in insanitary conditions in resource-limited set-
tings. We set out to examine whether EE would be present in patients 
with IBD in Zambia, as these individuals are likely to come from higher 
socioeconomic strata hence would be expected to live in more sanitised 
environments. Here we report preliminary data.
Methods: IBD cases were recruited at time of diagnosis or follow-up. 
Two groups of controls were recruited: individuals of higher socioeco-
nomic status attending the GI clinic for investigation of symptoms of 
dyspepsia who had normal upper GI endoscopy were recruited to con-
trol group A, and healthy individuals from Misisi compound where 
studies on EE have been conducted over the past two decades to con-
trol group B (low socioeconomic status). All participants gave informed 
consent and underwent upper GI endoscopy and collection of duo-
denal biopsies. Haematoxylin- and eosin-stained sections of paraffin-
embedded formalin-fixed biopsies were imaged on an Olympus VS120 
scanning microscope then assessed for villous height, crypt depth, and 
epithelial surface area. Demographic information was collected via 
questionnaire.
Results: Biopsies were collected from 13 cases, 7 controls in group 
A  and 10 controls in group B.  Demographics are shown in Table 
1.  Cases and controls in group A  had a higher number of rooms 
in the house than controls in group B but there was no significant 
difference in other environmental factors. Other than crypt depth, 
which was greater in controls from the lower socioeconomic group, 
there was no significant difference in morphometric parameters be-
tween IBD cases and controls (Table 2). The most severe enterop-
athy is seen in the biopsy from control group B (Figure 1c) which 
is made up of participants recruited a socioeconomically deprived 
district of Lusaka.

Figure 1

Conclusion: EE can coexist alongside IBD, suggesting that immuno-
logical drivers of these conditions are not distinct, and do not support 
the hygiene hypothesis. There is evidence of some degree of EE in small 
bowel biopsies from all cases and controls. Normal villous height to 
crypt depth ratio is likely to be between 3 and 5 (3) whereas medians 
for villous height:crypt depth in all groups in this study were less than 2.

P027
Effects of anti-TNF and anti-α4β7 drugs on 
circulating monocytes migratory capacity in 
inflammatory bowel disease

I. Soleto*1, S. Fernández-Tomé2, I. Mora-Gutiérrez3,  
M. Baldan-Martin1, C. Ramirez1, C. Santander1,  
J.A. Moreno-Monteagudo1, M.J. Casanova1, F. Casals1, S. Casabona1, 
I. Becerro1, M. Chaparro1, D. Bernardo4, J.P. Gisbert1

1Hospital Universitario de La Princesa- Instituto de Investigación 
Sanitaria IIS-IP and Centro de Investigación Biomédica en Red 
de Enfermedades Hepáticas y Digestivas CIBERehd, Unidad de 
Enfermedad Inflamatoria Intestinal, Madrid, Spain, 2Hospital 
Universitario de La Princesa- Instituto de Investigación Sanitaria 
IIS-IP and Departamento de Nutrición y Ciencia de los Alimentos- 
Facultad de Farmacia- Universidad Complutense de Madrid, Unidad 
de Enfermedad Inflamatoria Intestinal, Madrid, Spain, 3Biobanco del 
sistema de salud de Aragón, Biobanco, Zaragoza, Spain, 4Mucosal 
Immunology Lab- Instituto de Biología y Genética Molecular IBGM- 
Universidad de Valladolid-CISC, Mucosal Immunology, Valladolid, 
Spain

Background: Inflammatory bowel disease (IBD) is an idiopathic and 
chronic disorder that include ulcerative colitis (UC) and Crohn’s 
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disease (CD). Both diseases are different but show an uncontrolled in-
testinal immune response that generate tissue inflammation. Monocytes 
(Φ) play a key role in the tolerogenic maintenance in the gastrointes-
tinal mucosa. These cells are antigen presenting cells highly specialized 
to control immune response against gut microbiota and food antigens. 
It has been previously reported that circulating Φ are recruited by intes-
tinal mucosa in a CCR2 dependent manner. Also, in IBD patients this 
Φ recruitment is more prominent than in healthy controls (HC) but the 
specific migration mechanism is still unknown.
Methods: This is a cross-sectional observational postmarketing study 
where the modulatory effect of different biologic treatments on samples 
from patients with endoscopic diagnosis of IBD and HC was studied ex 
vivo. Peripheral blood mononuclear cells (PBMC) were obtained from 
15 patients per group, and were cultured in presence of anti-TNF or ved-
olizumab. Following culture, surface markers expression was determined 
hence assessing the differential effect of biological drugs (if any) over 
the Φ subset in the different groups. After that, the migratory capacity 
of circulating Φ toward CCL2, CCL25 and MadCam1 from the differ-
ent study groups was determined. Finally, we evaluated the Φ migratory 
capacities in presence of biological drugs or with culture media alone.
Results: Our data showed that within CD14+ population, CD patients pre-
sented a higher percentage of CCR5+ and CCR9+ and the surface expression 
level of CCR2 and CCR9 was increased. In addition, anti-TNF reduced the 
number of CCR9+ Φ subset in HC. In HC an UC patients vedolizumab 
reduced the percentage of β7+ Φ (Figure 1). According to the circulating Φ 
migratory capacity as expected, the migration towards CCL2 was higher 
than toward culture media (Figure 2). When the effect of biological drugs 
was evaluated, surprisingly anti-TNF increased the Φ migration. Also, ved-
olizumab showed a clear tendency to decrease the Φ migration towards 
CCL2 and MadCam1 in HC and in UC (Figures 3 and 4).
Conclusion: Circulating Φ from IBD patients express a different migra-
tion pattern than HC, being the expression of these molecules modulated 
by anti-TNF drugs. The capacity of circulating Φ to migrate towards 
CCL2 is higher than towards culture media. Unexpectedly, anti-TNF 
increases the migratory capacity of Φ. On other hand, treatment of Φ 
from HC and UC patients with vedolizumab, induces a clear downward 
trend of their migratory capacity towards CCL2 and MadCam1

P028
Inhibition of stromal glycolysis by targeting 
PFKFB3 decreases experimental colitis

Z. Zhou*1, L.G. Plug1, E.S.M. de Jonge-Muller1, A. Abou Elmagd1, 
A.E. van der Meulen-de Jong1, M.C. Barnhoorn1, L.J.A.C. Hawinkels1

1Leiden University Medical Center, Department of Gastroenterology 
and Hepatology, Leiden, The Netherlands

Background: Studies in fibrotic diseases revealed that glycolysis is the pre-
ferred energy source for fibroblasts. 6-phosphofructo-2-kinase/fructose-2, 
6-bisphosphatase 3 (PFKFB3) has the highest kinase activity to shunt 
glucose toward glycolysis. Therefore inhibition of PFKFB3 has been pro-
posed as a potential target for several cancers and inflammatory diseases. 
However, the metabolic status of fibroblasts in patients with inflammatory 
bowel disease (IBD) and the role of PFKFB3 are currently unknown.
Methods: Single-sample gene set enrichment analysis (ssGSEA) of 
GSE16879 was performed to evaluate metabolic changes in IBD. 
Seahorse real-time cell metabolic analysis was performed to explore 
the metabolic activity of fibroblasts. Next the expression of PFKFB3 in 
primary patient derived intestinal fibroblast was determined by quan-
titative PCR (qPCR) and western blot under normal and inflammatory 
conditions. Proliferation and migration of fibroblasts were measured 
using colony formation and wound healing assays. In order to evaluate 

the effect of the inhibition of PFKFB3 in vivo, PFK15, a specific in-
hibitor of PFKFB3, was intraperitoneal injected in mice with dextran 
sodium sulfate (DSS)-induced colitis and in the T-cell transfer model for 
colitis. Next to clinical parameters, the abundance of α-smooth muscle 
actin (α-SMA) expressing fibroblasts, immune cells (CD45) and endo-
thelial cells (CD105) was determined by immunohistochemistry.
Results: The ssGSEA analysis revealed glycolysis was significantly higher 
in IBD patients, compared to healthy controls. Consistently, the expres-
sion of PFKFB3 was also elevated in a cohort of inflamed intestinal tis-
sues from IBD patients compared to non-inflamed sites from the same 
patient or healthy controls. On the cellular levels, this analysis showed 
that PFKB3 expression was higher in IBD-derived stromal cells compared 
to healthy or non-inflamed stromal cells. In vitro PFKFB3 expression in 
fibroblasts was increased after the stimulation with pro-inflammatory 
cytokines like TNF-α and a mix of cytokines often upregulated in IBD 
patients: interleukin (IL)-17A, oncostatin M (OSM) and IL-1β. As for 
the metabolic changes, inflamed fibroblasts had a higher extracellular 
acidification rate and a lower oxygen consumption rate, which could 
be reverted by inhibition of PFKFB3 using PFK15. Furthermore, PFK15 
suppressed the proliferation and migration of fibroblasts. The in vivo 
experiments showed that PFK15 reduced the severity of the colitis, 
accompanied by a reduction of the total amount of immune cells (CD45), 
activated fibroblasts (α-SMA) and angiogenesis (CD105).
Conclusion: Increased PFKFB3 expression seems to contribute the in-
flammation and the pathological function of fibroblasts in IBD.

P029
Expression of miR-21 in mucosal biopsies give 
clues to anti-TNF treatment non-response in IBD 
children and adults

J. Pallikkunnath James*1, B. Schnack Nielsen2, E. Langholz3,4, 
M. Mikkel5,6,7, H. Estrid1, L. Buhl Riis8

1Herlev University Hospital, Department of Pathology, 2730- Herlev, 
Denmark, 2Bioneer A/S, Molecular histology and detection, 2970 
Hørsholm, Denmark, 3Herlev University Hospital, Gastroenheden 
D, 2730 Herlev, Denmark, 4University of Copenhagen, Institute for 
Clinical Medicine, 2200 Copenhagen, Denmark, 5Hvidovre Hospital- 
Universty of Copenhagen, The Pediatric Department, 2650 Hvidovre, 
Denmark, 6Hvidovre Hospital- University of Copenhagen, Copenhagen 
Center for Inflammatory Bowel Disease in Children- Adolescents and 
Adults, 2650 Hvidovre, Denmark, 7Holbæk Sygehus, The Pediatric 
Department, 4300 Holbæk, Denmark, 8Herlev University Hospital, 
Department of Pathology-, 2730- Herlev, Denmark

Background: The use of anti-tumor necrosis factor (TNF) treatment 
has improved the treatment of IBD patients. However, approximately 
30% of patients fail to respond to TNF inhibitors, and up to 50% of 
the patients who initially benefited from treatment with TNF inhibi-
tors lose the response over time. Thus, identifying predictors of non-
response and deciding on a treatment strategy according to biomarker 
profiles could enhance overall IBD disease management. MicroRNA-21 
(miR-21) has been found to confer drug resistance to e.g. trastuzumab, 
5-fluorouracil, and cisplatin. In this study, we hypothesized that miR-
21 may play a role in anti-TNF drug resistance and therefore, miR-21 
levels may be a predictive biomarker of anti TNF response in IBD.
Methods: Archived formalin-fixed, paraffin-embedded (FFPE) mucosal 
biopsies of IBD patients (30 adults and 27 children) were used in this 
study. All biopsies were collected at the time of initiation of biolog-
ics. Patients were stratified into three groups according to treatment 
response: Responders, Primary non-responders (PNR), and Secondary 
non-responders (SNR). Responders were treated with anti-TNF for a 



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i151

minimum of 3  years and did not experience loss of response there-
after. PNRs lost response during the first year of treatment. SNRs were 
treated for a minimum of 3  years with subsequent loss of response. 
MiR-21 expressions were quantified using Quantitative Real-Time 
PCR (miRCURY LNA RT Kit, Qiagen). Expression of miR-27a was 
used as the endogenous reference microRNA based on previous studies.
Results: In adults, responders had less miR-21 expression compared to 
PNRs and SNRs (relative median of miR-21 expression in folds [IQR]: 
3.45[3.36 - 4.2], 5.05 [3.61 - 6.88], and 7.58 [6.21 - 8.2] in respond-
ers, PNRs, and SNRs respectively, p=0.04 and p=<0.01). In children, 
however, responders had an increased miR-21 expression compared 
to PNRs and SNRs (relative median of miR-21 expression in folds 
[IQR]: 19.94[15.88–24.59], 9.79[7.69– 14.44], and 10.58[5.66–12.91] 
in responders, PNRs, and SNRs respectively, p=0.03 and p=0.01). 
Expression of MiR-21 was found to be higher in children than adults 
(relative median of miR-21 expression in folds [IQR]: 4.65[3.45–7.21], 
and 13.6[8.37–19.05], respectively, p=<0.01).
Conclusion: Higher miR-21 expression indicates a higher response rate 
in children, whereas higher miR-21 expression could predict resistance 
to anti-TNF treatment in adults. MiR-21 expression could potentially 
be used as a predictive biomarker for anti-TNF treatment response in 
IBD patients with varying measures for children and adults.

P030
Distinct molecular profiles between idiopathic 
cryptoglandular and Crohn-related perianal fistulas

B. Verstockt .*1,2, S. Verstockt2, G. Bislenghi3, J. Sabino1,2, 
M. Ferrante1,2, A. D’Hoore3, S. Vermeire1,2

1University Hospitals Leuven, Dpt. Gastroenterology and Hepatology, 
Leuven, Belgium, 2KU Leuven, Dpt. Chronic Diseases and Metabolism, 
Leuven, Belgium, 3University Hospitals Leuven, Dpt. Abdominal 
Surgery, Leuven, Belgium

Background: Perianal fistula can originate idiopathically (cryptoglan-
dular fistula) or can be a representation of underlying Crohn’s disease 
(CD). In case of idiopathic fistula, the cryptoglandular theory suggests 
their development from the anal glands. In contrast, the pathophysiology 
of CD-related fistula is very poorly understood. Hence, we molecularly 
characterised and compared the fistula tract in both conditions.
Methods: We collected surgical biopsies from the fistula tract in 70 CD 
patients with active draining perianal fistula and in 12 patients with cryp-
toglandular non-CD related, active draining fistula, all requiring surgical 
examination under anaesthesia. RNA was sequenced using Illumina 
HiSeq4000, and these data were analysed through differential gene ex-
pression analysis (DESeq2). A false discovery rate (FDR) of 0.05 and a 
|log 2-fold change (log2FC)| >1 was considered significant. Pathway 

analysis was performed using IPA (Qiagen). In addition, cellular decon-
volution methods (xCell) were applied to study the cellular composition.
Results: Gene expression analysis identified 1087 genes being differ-
entially expressed between CD-related and cryptoglandular fistula 
(716 up, 371 down). Top differentially expressed genes encode pro-
teins implicated in IBD pathogenesis including CARD18 (log2FC= 
23.2, p=3.9E-21), BATF2 (log2FC=2.8, p=1.8E-8), ETV7 (log2FC=2.1, 
p=2.0E-7), DSG1 (log2FC=7.8, p=2.7E-6) and IL22RA1 (log2FC=5.3, 
p=4.6E-6). Additional pathway analysis highlighted various proinflam-
matory processes in CD fistula (as compared to cryptoglandular fistula), 
including upregulation of antigen presentation and Th1/Th2 activation 
(p<1.0E-9). Intriguingly, CD fistula showed a significant downregula-
tion of wound healing signaling pathways (p=6.5E-6), emphasising the 
refractory character of this debilitating condition. Upstream analyses 
showed an increased activation of top regulators IFNγ, TNF, LPS and 
STAT1 (p<1.0E-24). Cellular deconvolution identified significant dif-
ferences between both fistula types, with a predominance of inflamma-
tory cells in CD including Th1 cells, dendritic cells, naïve CD4 T cells, 
memory B cells and central memory CD8 and CD4 T cells (p<5.0E-2). 
In contrast, cryptoglandular fistula were characterised by a significant 
enrichment of myocytes, smooth muscle cells and neurons (p<3.0E-3). 
Presence of neutrophils, wound healing and pro-inflammatory mac-
rophages did not differ between both fistula types.
Conclusion: CD fistulas have a strong proinflammatory fingerprint, but 
seem to have lower wound healing capacity as compared to cryptoglan-
dular fistula. An aggressive medical and surgical treatment is therefore 
required, including the search for novel, powerful anti-inflammatory 
and wound healing compounds.

P031
Intestinal lymphoepithelial interactions in Crohn’s 
disease: modeling alphaE-beta7 and NKG2D 
blockade

N. Hammoudi*1, S. Hamoudi2, J. Bonnereau2, H. Bottois2, K. Perez2, 
M. Bezault2, D. Hassid1, V. Chardiny2, G. Celine2, B. Gergaud2, 
J. Bonnet1, L. Chedouba1, M.L. Tran Minh1, J.M. Gornet1, C. Baudry1, 
H. Corte3, L. Maggiori3, A. Toubert2, J. McBride4, C. Brochier5, 
M. Neighbors4, L. Le Bourhis2, M. Allez1

1APHP Saint Louis, Gastroenterology, Paris, France, 2Inserm, Unit, 
1160, Paris, France, 3APHP Saint Louis, Digestive Surgery, Paris, 
France, 4Genentech, OMNI Biomarker Development, San Francisco, 
United States, 5Roche, Roche, Boulogne-Billancourt, France

Background: T resident memory (Trm) cells in the intestinal mucosa and in 
particular subpopulations expressing phenotypic markers such as alphaE-
beta7 or NKG2D have been associated with chronic inflammatory bowel 
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disease (IBD) activity. We hypothesize that these populations may have a 
direct deleterious impact on the intestinal epithelium in IBD.
Methods: The phenotypic study of mucosal lymphocytes was performed 
in two prospective cohorts: ELYP including patients with active IBD 
before initiation of biotherapy and REMIND including patients with 
ileal Crohn’s disease (CD) requiring ileocaecal resection. These analy-
ses were performed before initiation of treatment and one year after 
continuous therapy in the ELYP cohort and on the resection specimen 
in the REMIND cohort. An innovative ex vivo autologous organoid-
mucosal T cell coculture model was developed using the REMIND co-
hort specimens for patients and healthy ileum from individuals without 
IBD for controls (Figure 1). T cell infiltration within the organoid and 
epithelial cell death were assessed by confocal microscopy. A panel of 
30 cytokines was quantified in the supernatants of cocultures.

Figure 1
Results: In the ELYP cohort, before the start of treatment, IBD patients 
had lower expression of alphaE-beta7 and NKG2D on mucosal CD8 T 
cells. While alphaE-beta7 and NKG2D expression on mucosal CD8 T cells 
had returned to normal in endoscopic responders, it remained decreased 
in non-responders. Similarly, the inflammatory mucosa of the REMIND 
surgical specimens had lower levels of CD4 and CD8 T cells expressing 
alphaE-beta7 and NKG2D compared with controls and non-inflamed 
regions. We developed a coculture model between mucosal lymphocytes 
and organoids generated under autologous conditions. We showed an in-
crease in apoptotic cell death in epithelial cells from CD patients which 
was not found in control cocultures. There was a significant correlation 
between the degree of epithelial cell death and T cell infiltration (Figure 2). 
Various proinflammatory cytokines such as IFNgamma, TNFalpha, IL-6 
and IL- 17a were also increased in the supernatants. The use of antibod-
ies blocking the alphaE-beta7 and NKG2D pathways of interest inhib-
ited this effect by different mechanisms (Figure 3) While anti-beta7 and 
anti-NKG2D had comparable effects in terms of cell death inhibition, only 
anti-beta7 reduced T cell infiltration. Anti-NKG2D had no effect on cell 
infiltration but a reduction of perforin was observed in the supernatants.

Figure 2

Figure 3
CC= Coculture
Conclusion: These data demonstrate for the first time the direct cyto-
toxic deleterious effect of mucosal T cells on the epithelium of CD 
patients using a novel coculture model. AlphaE-beta7 and NKG2D 
pathways appear to be relevant in this process.

P032
Host transcriptome signatures in human fecal-
washes predict histological remission in IBD patients

B. Ungar*1, M. Yavzori1, E. Fudim1, O. Picard1, U. Kopylov1, 
R. Eliakim1, D. Shouval2, Y. Levin3, A. Savidor3, S. Ben-Moshe4, 
R. Manco4, S. Dan4, A. Egozi4, K. Bahar Halpern4, C. Mayer5, 
I. Barshak5, S. Ben-Horin1, S. Itzkovitz4

1Tel-HaShomer Sheba Medical Center, Department of Gastroenterology, 
Ramat Gan, Israel, 2Schneider Children’s Medical Center, Gastroentreology- 
Nutrition and Liver Diseases, Petah Tikva, Israel, 3The Nancy and Stephen 
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Science- Rehovot- Israel, Molecular Cell Biology, Rehovot, Israel, 5Sheba 
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Background: Colonoscopy is the gold standard for evaluation of in-
flammation in inflammatory bowel diseases (IBD), yet entails cumber-
some preparations and risks of injury. Existing non-invasive prognostic 
tools are limited in their diagnostic power. Moreover, transcriptomics 
of colonic biopsies have been inconclusive in their association with clin-
ical features. Our aim was to assess the utility of host transcriptomics of 
fecal wash samples of IBD patients compared to controls.
Methods: In this prospective cohort study, we obtained biopsies and fecal-
wash samples from IBD patients and controls undergoing lower endos-
copy. We performed RNAseq of biopsies and matching fecal-washes, and 
associated them with endoscopic and histological inflammation status. We 
also performed fecal mass-spectrometry proteomics on a subset of sam-
ples. We inferred cell compositions using computational deconvolution 
and used classification algorithms to identify informative genes.
Results: We analyzed biopsies and fecal washes from 39 patients 
(19 IBD, 20 controls). Host fecal-transcriptome carried informa-
tion that was distinct from biopsy RNAseq and fecal proteomics. 
Transcriptomics of fecal washes, yet not of biopsies, from patients with 
histological inflammation were significantly correlated to one another 
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(p=5.3*10–12). Fecal-transcriptome was significantly more powerful 
in identifying histological inflammation compared to transcriptome 
of intestinal biopsies (150 genes with area-under-the-curve >0.9 in 
fecal samples versus 10 genes in biopsy RNAseq). Fecal samples were 
enriched in inflammatory monocytes, regulatory T cells, natural killer-
cells and innate lymphoid cells.
Figure 1 - Fecal-wash host transcriptome predicts histological inflam-
mation. A) Study layout, B) Clustergram of fecal-wash host cell mRNA 
signatures, demonstrating that patients with histological inflammation 
(red) are clustered when measuring fecal wash transcriptome yet not bi-
opsy transcriptomes. C-D) Principle Component Analysis demonstrating 
improved separation of inflamed patients based on fecal host transcrip-
tomes. E, F) Expression of host genes in fecal washes has higher statistical 
power (Area under the Curve, AUC) in classifying histological inflamma-
tion compared to biopsies. D shows NFKBIA as an example, E shows the 
AUC of the 5% best classifying genes, F shows the overall AUC based 
on biopsies or washes. Gray areas have AUC>0.9. G) UMAP of cells 
obtained from scRNAseq of mouse small intestine fecal washes.
Conclusion: Fecal wash host transcriptome is a powerful biomarker 
reflecting histological inflammation. Furthermore, it opens the way to 
identifying important correlates and therapeutic targets that may be 
obscure using biopsy transctriptomics.

P033
Single-cell analysis of gut mucosal- and peripheral 
blood cells in ulcerative colitis patients undergoing 
vedolizumab treatment

N. Karmi*1, S. Sun1, S. de Jong1, A. Bangma1, J. Teunis2, 
M. Paraskevopoulou3, J. Juarez3, B. Bleck3, S. Farahmand3, 
R. Weersma1, E. Bigaeva1, E. Festen1

1University Medical Center Groningen, Gastroenterology and 
Hepatology, Groningen, The Netherlands, 2University Medical Center 
Groningen, Flow Cytometry Unit, Groningen, The Netherlands, 3Takeda 
Pharmaceuticals, GI Drug Discovery Unit, Cambridge MA, United States

Background: Vedolizumab (VDZ), a monoclonal antibody that targets 
α4β7 integrin, was approved to treat moderate-to-severe ulcerative col-
itis (UC) based on the presumption that it blocks T cell recruitment to 
the inflamed intestinal mucosa. The clinical evidence suggests that up to 
50% of UC patients do not achieve disease remission under VDZ treat-
ment. This study aims to identify changes in cell abundances and mo-
lecular pathways associated with VDZ response in UC. To this end, we 
included anti-tumor necrosis factor (anti-TNF)-naïve and anti-TNF-
exposed patients with active UC, and utilized single-cell RNA sequenc-
ing (scRNAseq) and high-dimensional flow cytometry (Cytek) to assess 
the peripheral blood and the gut mucosal compartments.
Methods: Gut mucosal biopsies from inflamed and non-inflamed regions, 
and peripheral blood mononuclear cells (PBMCs) were obtained from 
UC patients 2 wks before (t0) and 14 wks after (t4) the start of VDZ ad-
ministration. Response to treatment was prospectively evaluated based 
on endoscopic assessment (defined as a decrease in total Mayo score be-
tween t0 and t4) and physician global assessment (PGA) that incorpo-
rates disease activity score and biochemical measurements.
Results: A total of 25 UC patients (pts) were included: 44% anti-TNF-
naïve. Endoscopic response to VDZ was observed in 32% of UC pts, 
while 56% of pts showed response based on PGA. The VDZ response 
rate (by PGA) was higher in anti-TNF-naïve pts vs anti-TNF-exposed 
pts (82% vs 36% responders, respectively). A preliminary analysis was 
performed on samples from 8 (out of 25) UC pts, profiling >70,000 gut 
mucosal cells and >25,000 PBMCs. Within the mucosal compartment, 
at t0 we identified immune cells (50% of all captured cells), stromal 
cells (10%), and epithelial cells (40%). Upon inflammation, the pro-
portion of immune cells increased to 70%, stromal cells to 20%, while 
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epithelial cells depleted to 10%. Notably, all main identified immune 
cell lineages – T cells, B cells and myeloid cells – contributed to the ex-
pansion of the immune cell compartment in inflamed mucosa. In line 
with scRNAseq data, we identified all major immune cell populations 
and detected expression of both the classic gut-directed and the redun-
dant trafficking integrins by Cytek.
Conclusion: The preliminary results substantiate our current under-
standing of VDZ biology in UC. We confirm that anti-TNF-naïve pts 
have a higher response rate to VDZ vs anti-TNF-exposed pts. With this 
unique cohort, our study has the power to further explore molecular 
mechanisms and pathways that underlie VDZ response at the single-
cell level.

P034
DISRUPTive liquid biopsies in Inflammatory Bowel 
Disease (DISRUPT-IBD): Release of exosomal 
and molecular tissue signals by transabdominal 
ultrasound?

F. Tran*1,2, A. Scharmacher1, N. Mishra1, N. Barann1, L.K. Sievers1,2, 
S. Juzenas1, J.P. Bernardes1, M. Lessing2, A. Lassen2, P. Rosenstiel1, 
S. Schreiber1,2

1University Medical Center- Schleswig-Holstein- Kiel Campus, Institute 
of Clinical Molecular Biology, Kiel, Germany, 2University Medical 
Center- Schleswig-Holstein- Kiel Campus, Department of Internal 
Medicine I, Kiel, Germany

Background: A major drawback in diagnosis and monitoring of IBD 
are insufficient biomarkers that do not correlate well with tissue disease 
activity. Inflammation and cellular stress lead to an increased release of 
exosomes (Lipinski et al, 2019, EMBO J) carrying inflammatory signal 
proteins as cargo (Wozniak et al, 2020, J Cell Biol). Interestingly, colo-
rectal cancer cells strongly release tumor markers after stimulation by 
sonography waves, probably through the disruptive energy of standard 
ultrasound (D’Souza et al, 2009, PNAS). We thus hypothesize that ap-
plication of ultrasound waves on inflamed intestinal tissue in active IBD 
induces the release of tissue-specific exosomes that can be detected in 
the peripheral blood and used as novel biomarkers.
Methods: 26 patients with different degrees of disease activity and 
various ongoing therapies with IBD were included in a pilot trial. 
Serum was taken before and 30 minutes after diagnostic transabdomi-
nal ultrasound. Serum exosomes were precipitated (using ExoQuick) 
and exosomal (exo-)miRNA were isolated for miRNA sequencing 
using SeraMir protocol. Exosomal proteins were isolated for quantifi-
cation of inflammatory markers (as exosomal cargo).
Results: We found a correlation between exo-miRNA concentration 
and disease severity, determined by clinical assessment scores and sono-
graphic findings. Exo-miRNA sequencing revealed a select few miR-
NAs to be induced by sonography. However, the overall composition 
of annotated miRNA transcripts did not separate samples according 
to sampling timepoints. Among these “inducible” exo-miRNA, we 
found hsa-miR-942, which is involved in cell cycle and Wnt signaling 
in intestinal epithelial cells, to be significantly induced in higher grade 
intestinal inflammation. The exosomal protein concentrations did not 
correlate with disease severity at baseline, but were increased after son-
ography in severe intestinal inflammation. We did not find markers of 
the inflammasome apparatus as inducible exosomal cargos.
Conclusion: Sonography-induced exosomal markers, e.g., exo-miR-
NAs, could become novel biomarkers for intestinal inflammation in 
IBD. Further exploration of the functional role of inducible biomarkers 
and continued investigation of exosomal miRNA and protein profiling 
will be performed.

P035
An examination of resting state functional 
connectivity in patients with active Crohn’s disease

G. Thapaliya1, S. Eldeghaidy2, S. Radford3, S. Francis2, G. Moran*3

1Johns Hopkins- School of Medicine, Department of Psychiatry, 
Baltimore, United States, 2University of Nottingham, Sir Peter Mansfield 
Imaging Centre- School of Physics and Astronomy, Nottingham, United 
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Background: Crohn’s disease (CD) and its comorbidities may be associ-
ated with a specific intrinsic neural phenotype that can be measured using 
resting state functional connectivity (RSFC). RSFC alterations have been 
reported in CD in remission but have not been investigated in the active 
phase of the disease. Here, the primary aim was to study the effects of active 
CD on resting state networks (RSNs), hence identifying RSFC alterations 
specific to active CD status. A second aim was to investigate associations 
between disease duration and abdominal pain with RSFC in active CD.
Methods: 25 active CD patients and 25 age-, BMI- and gender-matched 
healthy controls (HC) were recruited. Active disease was defined as CRP 
> 5  mg/dl, or faecal calprotectin (FCP) >250  μg/g or through ileoco-
lonoscopy or MRE. RsfMRI datasets were acquired on a 3T Philips 
Achieva scanner, with data corrected for physiological noise and motion. 
ICA analysis was carried out using MELODIC (FSL software). A multi-
session temporal concatenation was used to generate 30 independent 
component (IC) maps of RSNs. A dual regression analysis with variance 
normalization, using group IC maps from HC group as the network tem-
plate, was performed. Differences in RSN between HCs and CD patients 
and associations with covariates of interest were assessed.
Results: RSNs comprising the visual, cerebellar, frontal parietal and 
frontal RSN, default mode network (DMN), salience, temporal and 
dorsal attention RSN were identified. Enhancement of activity and in-
crease connectivity in the medial visual RSN (orbital frontal cortex), 
in the frontal parietal network (occipital fusiform gyrus, thalamus, 
caudate, posterior cingulate cortex, postcentral gyrus) were observed in 
CD relative to HC. Further, decreased activity was seen in the salience 
network (cerebellum, postcentral gyrus), cerebellar network (occipital 
fusiform gyrus, cerebellum) and the DMN (parahippocampal gyrus, 
cerebellum) in CD relative to HC. Greater abdominal pain scores were 
associated with lower connectivity in the precuneus in the medial visual 
RSN, in the parietal operculum in the salience RSN, as well as reduced 
connectivity in the cerebellum in the frontal RSN. Finally, greater 
disease duration was associated with greater connectivity in the visual 
RSN in the middle temporal gyrus and planum temporale.
Conclusion: Alterations in RSFC between active CD and HC in RSNs 
implicated in cognition, attention, emotion and pain may reflect neu-
roplasticity in response to chronic systemic inflammation, abdominal 
pain, disease duration and severity. Identification of a neural phenotype 
specific to active CD status, may help guide intervention constituting a 
neurobehavioural precision medicine approach to treatment.

P036
Identification and functional analysis of stromal 
subsets in experimental IBD mouse models

Z. Zhou*1, L.G. Plug1, E.S.M. de Jonge-Muller1, L.M. van de Beek1, 
L. Brands1, A.E. van der Meulen-de Jong1, L.J.A.C. Hawinkels1, 
M.C. Barnhoorn1

1Leiden University Medical Center, Department of Gastroenterology 
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Background: Single cell RNA sequencing data from the inflamed colon 
of inflammatory bowel disease (IBD) patients revealed the presence of 
different stromal cell/fibroblast subsets and showed their importance in 
IBD pathology. Up to now, it is unknown if and how the stroma cells 
affect disease progression. In this study we compared the stromal cell 
subsets in three IBD mouse models and explored the interaction be-
tween these stromal subsets and epithelial cells.
Methods: Stromal cell subset markers, including CD55, C-X-C motif 
chemokine 12 (CXCL12), podoplanin (PDPN), CD90 and CD73, were 
analyzed in the inflamed murine colon by flow cytometry in interleukin 
(IL)-10 knockout (KO) mice, dextran sulfate sodium(DSS)-induced col-
itis and the T cell transfer model. In order to explore the changes in 
stromal subsets upon colitis induction in vitro, short hairpin RNAs were 
used to silence target gene expression of these cellular markers in murine 
fibroblasts. Fibroblast proliferation and migration was studied in add-
ition to the effects on immune cell trafficking and tissue regeneration.
Results: In all three colitis models, an increase in the total amount of 
stromal cells was observed. The percentages of PDPN+ and CD73+ stromal 
cells significantly increased during colitis in the IL-10 KO mice, while the 
percentage of CD55+, CD90+ and CXCL12+ stromal cells decreased. For 
the T cell transfer model, the abundance of CD73+, CD90+ and CD55+ 
stromal cells was enriched, while the percentage of CXCL12+ stromal cells 
was reduced. Interestingly, in contrast to the two other, in the DSS-mice the 
percentage of CXCL12+ stromal cells was significantly increased. In vitro 
experiments showed the importance of CD55 and CXCL12 for fibroblast 
proliferation and CD55 for their migration. Furthermore, the fibroblast 
supernatant obtained after the knockdown of CXCL12 decreased epi-
thelial cell wound healing. On the contrary, knock-down of CD90 in the 
fibroblasts improved epithelial migration. Current experiments explore the 
immune regulatory properties of the fibroblast subsets.
Conclusion: The composition of stromal cell subsets is significantly 
changed in experimental colitis and differs between three established 
colitis mouse models. Therefore they may possibly reflect different 
human IBD subtypes observed in the clinic. Finally the defined subsets 
influence fibroblast behavior and epithelial regeneration.

P037
MicroRNA-31 and microRNA-200 family reflect 
disease activity in Crohn’s disease: results from the 
BIOMIR study

T. Cristina*1, B. Mateescu2, A. Mitroi3, G. Cozaru3, C. Brinzan3, 
M. State2, A. Dumitru1, R. Rafti1, E. Dina1, L. Alexandrescu1, 
E. Dumitru1
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Bucharest, Romania, 3County Clinical Emergency Hospital of 
Constanta, Genetics, Constanta, Romania

Background: Accurate assessment of disease activity in inflamma-
tory bowel disease (IBD) is of paramount importance in decisions 
regarding treatment strategies. To apply a treat-to-target strategy, a 
tight assessment of activity is mandatory. MicroRNAs (miRNAs) are 
small, non-coding short (ribonucleic acid) RNAs that have a role in 
the regulation of genes and protein expression. MiRNAs have altered 
expression in multiple autoimmune disorders including IBD. The aim 
of the study was to assess the tissue and circulating miR-31, miR-200b, 
and miR-200c expression levels as potential biomarkers for intestinal 
disease activity in patients with Crohn’s disease (CD).
Methods: The study included 45 patients with histopathologically con-
firmed CD and active disease (defined as fecal calprotectin (fCal) > 50 

ug/g and Short Endoscopic Score of Crohn’s Disease (SES-CD) > 3), 
and 21 subjects as controls for the validation cohort. Demographic and 
clinical data, biomarkers (fCal), endoscopy data, the expression levels 
of miR-31, miR-200b, and miR-200c in tissue and serum were assessed 
(by RT-PCR). Receiver operating characteristic (ROC) analysis was 
performed to assess the miR-31, miR-200b, and miR-200c expression 
levels as potential biomarkers for active CD.
Results: Mean fCal was 1540 +/- 890 ug/g. Mean SES-CD was 8.9 +/- 
4.2. Tissue and circulating miR-31 was significantly correlated with 
fCal (r = 0.81, r = 0.83, p < 0.01) and with SES-CD (r = 0.82, r = 0.79, p 
< 0.01). The expression level of miR-31 was significantly upregulated in 
CD tissue cases compared to the control tissue samples (6.24 ± 1.57 vs. 
3.70 ± 1.44; p < 0.01). Similarly, serum miR-31 expression levels in CD 
patients were significantly upregulated than in control serum samples 
(-2.07 ± 1.00 vs. 0.78 ± 0.42; p < 0.01). The expression levels of tissue 
miR-200b and miR-200c were significantly upregulated in CD tissue 
cases compared to the control tissue samples (-5.25 ± 0.93 vs. -4.69 ± 
0.80, p = 0.03 for miR-200b, and -0.86 ± 0.96 vs. 0.39 ± 0.66, p < 0.01 
for miR-200c). Similarly, serum miR-200b and miR-200c expression 
levels in CD patients were significantly upregulated than in the control 
serum samples (p < 0.05). ROC analysis revealed that the expression 
levels of the selected miRNAs could help to discriminate active CD 
patients from healthy controls with very good specificity and sensitivity.
Conclusion: Tissue and circulating miR-31, miR-200b, and miR-200c 
reflect disease activity in CD patients and can be used as biomarkers for 
active CD. Furthermore, circulating miR-31, miR-200b, and miR-200c 
may be used as non-invasive biomarkers for active CD patients.

P038
Targeting the hepcidin-ferroportin axis with 
Nrf2 agonists to treat iron deficiency anaemia in 
Inflammatory Bowel Disease

J. Martin1,2, A. Aksan*1,2,3, D. Steinhilber2, S. Ulrich-Rückert1,2, 
J.M. Stein1,2,4

1Interdisciplinary Crohn-Colitis Centre Rhein-Main, Clinical 
Research, Frankfurt am Main, Germany, 2Goethe University Frankfurt, 
Institute of Pharmaceutical Chemistry, Frankfurt am Main, Germany, 
3Justus-Liebig University Giessen, Institute of Nutritional Science, 
Giessen, Germany, 4DGD Clinics Sachsenhausen, Department of 
Gastroenterology and Clinical Nutrition, Frankfurt am Main, Germany

Background: Anaemia of inflammation is a common extraintestinal 
manifestation of IBD, impacting patient quality of life and hospitalisa-
tion rates. High circulating levels of proinflammatory cytokines induce 
hepatic production of the iron-regulatory peptide hormone hepcidin. 
By binding to the iron exporter ferroportin, hepcidin induces its intern-
alisation and degradation, restricting the bioavailability and absorption 
of iron. This study aimed to test the effect of dimethyl fumarate (DMF) 
and sulforaphane (SFN), known activators of the transcription factor 
Nrf2, on the hepcidin-ferroportin (hep-fer) axis.
Methods: HepG2 cells were cultivated under standard conditions and 
treated with DMF or SFN for 16h. For reporter gene assays, plasmids 
were transfected by lipofection; luciferase activity was measured lumi-
nometrically. Quantitative real-time PCR was performed to determine 
mRNA expression. Proteins were detected by Western blot or LC-MS/
MS. For gene knockdown, HepG2 cells were transfected with targeting 
or nontargeting siRNA duplexes. Graph Pad Prism v.7.00 and IBM 
SPSS 25 were used for statistical analysis.
Results: Both DMF and SFN reduced basic hepcidin expression and 
counteracted cytokine-induced hepcidin expression at promoter, 
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mRNA and protein levels in HepG2 cells, independent of Nrf2 acti-
vation. Furthermore, DMF caused upregulation of ferroportin and 
ferritin at mRNA level, dependent on induction of Nrf2 and its down-
stream target haem oxygenase-1 (HO-1).
Conclusion: The Nrf2 agonists DMF and SFN might ameliorate 
anaemia of inflammation by disrupting the hep-fer axis by Nrf2-
dependent and -independent mechanisms, and may be a promising 
therapeutic option for anaemia of inflammation for patients with IBD.

P039
The role of α4β7+CLA+ ‘dual tropic’ T cells in 
inflammatory bowel disease

H. Gordon*1, B. Rodger2, E. Hornsby2, J. McGuire1, K.B. Kok1, 
J.O. Lindsay1, A.J. Stagg2

1Royal London Hospital, Department of Gastroenterology- Barts 
Health NHS Trust, London, United Kingdom, 2The Blizard Institute, 
Department of Immunobiology, London, United Kingdom

Background: Upon activation, T cells upregulate cell-surface molecules 
that enable entry into peripheral tissues. Retinoic acid (RA) produced 
by gut DC induces integrin α4β7 required for gut homing and represses 
CLA which facilitates skin entry; hence, these markers are usually re-
ciprocally expressed. We aimed to identify the mechanisms enabling 
dual tropism, define the properties of α4β7+CLA+ T cells and compare 
blood and intestinal α4β7+CLA+ T cells in health and IBD.
Methods: Using flow cytometry, expression of α4β7 and CLA was 
assessed on (i) ex vivo human T cells from blood and intestinal tis-
sue and; (ii) naïve CD4 T cells stimulated in vitro with antibod-
ies (anti-CD3/28/2), or allogeneic DCs. The role of RA signalling 
and p38MAPK in CLA expression were investigated with respective 
antagonists Ro41-5253 and SB203580. Transwell studies were used 
to investigate whether DC-T cell direct contact was required for CLA 
expression. Single cell RNA sequencing (scRNAseq) of in vitro acti-
vated T cells was undertaken, with feature barcode antibody labelling 
of β7 and CLA. Differential gene expression and pathway analysis was 
undertaken.
Results: DC-activated T cells contained both α4β7+ and CLA+ cells 
and included a dual tropic population co-expressing both markers. 
In contrast, antibody-activated T cells expressed α4β7 but did not 
express CLA unless RA receptor alpha (RARa) signalling was also 
inhibited. The DC-derived signals that allowed CLA expression were 
partially dependent on p38MAPK and required DC-T cell contact for 
optimal activity. A  high frequency of dual tropic T cells produced 
IFNg or TNFa.
ScRNAseq identified 270 genes differentially expressed (fold change 
<-2 or >+2, FDR<0.01) between α4β7+CLA+ and α4β7+CLA- T 
populations generated by DC stimulation. Expression of FUT7, a 
fucosyltransferase implicated in generation of the CLA moiety, was 
increased in the α4β7+CLA+ population and overall 27 pathways were 
significantly enriched (p<0.05) in this population, including intestinal 
immune networks and IBD.
Ex vivo, CD4+ and CD8+ dual tropic T cells were found in peripheral 
blood and intestinal tissue. CD4+ dual tropic T cells were significantly 
increased in the colon of patients with IBD (p=0.03).
Conclusion: DC-derived signals acting via p38MAPK generate pro-
inflammatory dual tropic T cells even in the presence of active RA 
signalling. CLA expression may act as an additional ligand in gut 
trafficking by binding to selectins on the inflamed vascular endo-
thelium and has a potential role in both gut and skin inflammation 
in IBD.

P040
Reduced serological response to COVID-19 
vaccines in patients with IBD is further diminished 
by TNF inhibitor therapy; Early results of the 
VARIATION study (VAriability in Response in IBD 
Against SARS-COV-2 ImmunisatiON)

J. Doherty*1, R. Stack1, N. O’ Morain1, P. Girod1, M. Tosetto1, 
R. Inzitari2, J. Sheridan1, G. Cullen1, M. Buckley3, H. Mulcahy1, 
E.J. Ryan4, D. Daghfal5, P. Doran2, C. O Morain6, G. Doherty1; 
INITIative IBD research network (www.initiativeibd.ie)
1Centre for Colorectal Disease- St Vincent’s University Hospital, 
Gastroenterology, Dublin, Ireland, 2School of Medicine- University 
College Dublin, School of Medicine- University College Dublin, Dublin, 
Ireland, 3St Michaels Hospital- Dun Laoighre, Gastroenterology, 
Dublin, Ireland, 4University of Limerick, Department of Biological 
Sciences- Health Research Institute, Limerick, Ireland, 5Abbot 
Diagnostics, Lake Forest, Illinois, United States, 6Beacon Hospital, 
Gastroenterology, Dublin, Ireland

Background: Patients with inflammatory bowel disease (IBD) have 
attenuated responses to current vaccinations. There is a limited body of 
evidence suggesting patients with IBD receiving TNF antagonists have 
an attenuated response to vaccination against COVID-19. We sought to 
determine the impact of IBD and various medications for the treatment 
of IBD on antibody responses to vaccination against COVID-19.
Methods: Patients with IBD (n=270) and healthy controls (HC, n=116) 
were recruited prospectively and quantitative antibody responses were 
assessed following 1st and 2nd doses of COVID-19 vaccination. The im-
pact of IBD and medications for treatment of IBD on vaccine response 
rates was investigated.
Results: All HC seroconverted post complete vaccination [100%]. 
A  small proportion of patients with IBD failed to seroconvert [2%]. 
Median IgG spike protein (SP) antibody levels post-complete vaccin-
ation in our IBD cohort was significantly lower than HC [2,613 AU/mL 
versus 6,871 AU/mL, p=<0.001]. A diagnosis of IBD and viral-vector 
vaccine use were independently associated with lower IgG SP antibody 
levels. Patients with IBD receiving anti-TNF therapy had significantly 
lower IgG SP antibody levels [2444.6 AU/mL] than IBD patients not 
receiving these agents [3867.6 AU/mL]. Patients with IBD not receiv-
ing TNF inhibitors still showed attenuated responses compared to HC 
receiving a similar vaccine [p = < 0.001].[Figure 1]. IgG SP antibody 
levels in our IBD cohort reduced rapidly during follow up.

Conclusion: Patients with IBD who do not seroconvert post-vac-
cination against COVID-19 are a vulnerable cohort. Patient with 
IBD have attenuated serological responses to SARS-CoV-2 vaccin-
ation. Use of anti-TNF therapy further impacts IgG SP antibody 
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levels. Impaired response to vaccination in our study highlights the 
importance of booster vaccination programmes for patients with 
IBD.

P041
Characterization of cytokine and drug 
concentrations in serum, mucosa and faeces 
during induction treatment of moderate-to-severe 
ulcerative colitis with anti-TNF monoclonal 
antibodies

J. Van Oostrom*1, J. Hanzel1,2, B. Verstockt3,4, S. Singh5, J. Smith5, 
J. Stylli5, S. Vermeire3, G. D’Haens1

1Amsterdam UMC- Meibergdreef, 9-, 1105 AZ Amsterdam- The 
Netherlands, Gastroenterology, Amsterdam, The Netherlands, 2UMC 
Ljubljana- Japljeva ul., 2-, 1000 Ljubljana- Slovenia, Gastroenterology, 
Lubljana, Slovenia, 3University Hospitals Leuven- KU Leuven- Leuven- 
Belgium, Department of Gastroenterology and Hepatology, Leuven, 
Belgium, 4KU Leuven- Leuven- Belgium, Department of Chronic 
Diseases and Metabolism-, Leuven, Belgium, 5Progenity Inc, Progenity 
laboratories, San Diego, United States

Background: It remains unclear why up to 30% of patients with 
moderate-to-severe ulcerative colitis (UC) do not respond to anti-TNF 
treatment (anti-TNF). In this study, we explored multi compartment 
cytokine and anti-TNF concentrations in peripheral blood (PB), faeces 
(F) and colonic mucosa (CM) before, during and after anti-TNF induc-
tion treatment in UC.
Methods: 91 UC patients starting infliximab or adalimumab were 
included at two tertiary centres (table 1). Patients underwent clinical 
and endoscopic assessment with CM, PB, and F sampling at baseline. 
Follow-up CM samples were taken at first follow-up endoscopy during 
the first year. Follow-up PB and F samples were taken at follow-up en-
doscopy and optionally on day 3, 7, 14, and 28.
Response (R) was defined as Mayo endoscopic score (MES) 0–1 (assessed 
by a blinded independent reader) and subsequent anti-TNF therapy for 
> 1 year. All other patients were classified as non-responders (NR).
TNFα, IL6, IL10 and drug levels were measured in all compartments 
and OSM and IL12p40 in PB and CM (F anti-TNF with ELISA and 
cytokines and PB and CM anti-TNF with a bead-based immunoassay). 
CM samples were normalised for gram of protein (gop).
To differentiate pharmacokinetic (PK) from pharmacodynamic (PD) 
failures, we calculated CM anti-TNF/ TNFα. We classified values above 
the median as sufficient PK (Good PK) and values below as insufficient 
PK (Bad PK).

Results: We analysed CM, PB and F samples from 71, 91 and 32 
patients respectively. Baseline cytokine concentrations were similar in 
all compartments.
At follow-up (table 2), PB IL6 was lower in R (p=0.045). All F cytokines 
were significantly higher in R (TNFα: p<0.001; IL6: p<0.001; IL10: 
p<0.001). In CM, IL6 and OSM were lower and IL12p40 higher in R 
(IL6: p=0.004; OSM: p=0.01; IL12p40: p=0.021).
After stratification of CM samples for PK readouts (table 3, figure 1), 
IL6 was highest in Good PK NR vs Good PK R (6905 vs 2980 ng/gop, 
p = 0.002) and OSM was lowest in R vs NR groups (2466 vs 36111 ng/
gop in Good PK R vs Good PK NR, p = 0.002). Trends were observed 
towards highest IL10 in Bad PK R and Highest IL12p40 in Good PK R, 
although not significant.

Conclusion: Baseline cytokine concentrations in PB, CM and F did not 
predict response to anti-TNF induction treatment in UC. At follow-up, 
response (R) was characterised by lower PB IL6; higher F cytokines; 
lower CM IL6 and OSM and higher IL12p40.
After stratification for PK, pharmacodynamic failure (Good PK NR) 
was characterised by highest CM IL6, indicating it is a driver to inflam-
mation alternative to anti-TNF. R was characterised by lowest OSM re-
gardless of PK, indicating OSM mainly reflects disease activity. Further 
research focuses on cytokine-PK interplay contributing to anti-TNF 
(non-) response.



i158 Poster presentations

P042
Succinate promotes the conversion from white to 
beige adipose tissue in Crohn’s Disease

D. Montfort-Ferré1, M. Menacho2, A. Caro3, B. Espina3,  
A. Boronat-Toscano1, C. Nuñez-Roa1, M. Martí4, E. Espin4, 
J. Vendrell1, S. Fernández-Veledo1, C. Serena*1

1Health Institute Pere Virgili IISPV, Hospital Joan XXIII of Tarragona, 
Tarragona, Spain, 2Hospital Joan XXIII of tarragona, Gastroenterology 
Service, Tarragona, Spain, 3Hospital Joan XXIII of Tarragona, Surgery 
Service, Tarragona, Spain, 4Hospital Universitari Vall Hebron, Surgery 
Service, Barcelona, Spain

Background: Crohn’s disease (CD) is characterized by severe trans-
mural inflammation with subsequent destruction of the intestinal 
barrier. Bacterial infiltration across this leaky gut facilitates access 
to the mesenteric fat and the development of a subsequent inflam-
matory reaction in the surrounding adipose tissue named creep-
ing fat (CF). Dysbiosis in CD patients has been associated with 

an increase in succinate-producing bacteria and a decrease in suc-
cinate-consuming bacteria. In fact, elevated succinate levels have 
been found in the intestine and feces of CD patients. Furthermore, 
succinate is an inductor of beige adipogenesis in white adipose tis-
sue progenitors.
Methods: Visceral and subcutaneous adipose tissue biopsies (VAT and 
SAT), serum, and plasma were obtained from a cohort of active CD 
(n=20), inactive CD (n=12), and control group (n=15). From adipose tis-
sue biopsies, adipose-derived stem cells (ASCs) and adipose tissue mac-
rophages (ATMs) were isolated. Different experiments were performed 
such as protein uncoupling protein 1 (UCP1)-immunohistochemistry 
and immunofluorescence, gene expression studies, adipose tissue 
explants, proteomic analysis of ASCs, succinate determinations, bio-
impedancemetry, and infrared photographs.
Results: Succinate treatment increased markers of beige adipose tissue 
in ASCs from controls and inactive CD patients (Fig. A). Surprisingly, 
the markers of beige adipose tissue were already high in ASCs isolated 
from active CD, due to being exposed to an environment with high 
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levels of succinate in vivo. Proteomic analysis of isolated CD-ASCs 
revealed that these cells secrete beige adipose tissue-related proteins 
compared to Control-ASCs (Fig. B). Furthermore, bacterial trans-
location increases the conversion of pre-adipocytes from white to 
beige adipose tissue in CD individuals (Fig. C). Immunohistochemical 
study of UCP-1, confirms increased staining in adipose samples from 
CD patients from both depots (SAT and VAT) (Fig. D). Altogether, 

adipose tissue depots from CD patients had a conversion from white 
to beige adipose tissue with a high protein UCP1-gene expression. 
Thermic images show an increase of temperature in the intestinal area 
of active CD patients that is not observed in inactive CD patients or 
the control group.
Conclusion: Understanding the role of beige adipose tissue in CD could 
help develop new therapeutic or diagnostic strategies in these patients.
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P043
3-oxo-C12:2, a Quorum Sensing molecule from the 
gut, exerts anti-inflammatory effects through a 
bitter taste receptor

G. Coquant1, D. Aguanno2, L. Brot1, C. Belloir3, L. Briand3, J.P. Grill1, 
L. De Sordi1, S. Thenet4, P. Seksik*1

1Sorbonne Université, Medecine Faculty, Paris, France, 2Technische 
Universität München, Lehrstuhl für Ernährung und Immunologie, 
Freising, Germany, 3INRAE, Centre des Sciences du Goût et de 
l’Alimentation, Dijon, France, 4PSL university, Ecole Pratique des 
Hautes Etudes, Paris, France

Background: Acyl-Homoserine Lactones (AHLs) are Quorum Sensing 
molecules involved in the communication network of bacteria and 
can also have an impact on the host’s cells. We recently showed, in 
the human gut ecosystem, the presence of AHLs. Among them, we 
identified one that has never been described: 3-oxo-C12:2. This mol-
ecule was decreased in Inflammatory Bowel Disease (IBD) patients, 
and its presence was correlated to normobiosis. Interestingly, 3-oxo-
C12:2 is structurally close to an AHL well described and synthesized 
by P. aeruginosa, 3-oxo-C12. We intent to describe 3-oxo-C12:2 effects 
on gut inflammation and to identified which signalling pathways are 
involved. Given its analogous structure to 3-oxo-C12, we hypothesized 
that 3-oxo-C12:2 can interact with the same cellular partners, in par-
ticular a bitter taste receptor (BTR), called T2R138, which is a GPCR 
expressed by immune and epithelial gut cells.
Methods: To test our hypothesis, we used murine macrophages cell line 
RAW264.7, stimulated by interferon-γ (IFN-γ, 20U/mL) and lipopoly-
saccharide (LPS, 10ng/mL). Inflammatory response was monitored by 
measuring cytokine secretion via ELISA We performed a transcriptome 
analysis to identify inflammatory pathways involved in the effects and 
analyse pathways by capillary Western blot. Probenecid, a known allo-
steric inhibitor for T2R138, was used to study T2R138 role in AHL 
signalling. BTR screening assay was performed to extend search for 
3-oxo-C12:2 receptors.
Results: After LPS/IFN-γ activation, we observed a decrease of secreted 
TNFα when cells were exposed to 3-oxo-C12:2, in a dose depend-
ent manner: 15μM (-30%, p<0.05), 25μM (-50%, p<0.001) et 50μM 
(-65%, p<0.0001) while no change were observed in steady state. This 
reflects an anti-inflammatory effect, in absence of cytotoxicity. By 
transcriptomic analysis, we identified the JAK-STAT pathway as dif-
ferentially down-regulated. Exposing cells to 3-oxo-C12:2 prevented 
JAK1 and STAT1 protein phosphorylation. In addition, the observed 
anti-inflammatory effects were lost in presence of Probenecid, a 
T2R138 inhibitor. In a BTR screening assay, we confirmed that 3-oxo-
C12:2 activates T2R38, but also five other BTR (T2R13, T2R8, T2R14, 
T2R1, T2R10).
Conclusion: 3-oxo-C12:2 exerts a dose dependent anti-inflamma-
tory effect on murine immune cells by preventing the activation of 
the JAK-STAT pathway. This response is partly mediated by the bit-
ter taste receptor T2R138. This receptor is a potential target of our 
AHL of interest. Studying the signalling between the receptor and the 
anti-inflammatory response would allow us to better understand the 
inter-kingdom dialogue between microbiota involving AHL in IBD.

P044
Enteric dopaminergic pathways in mouse and 
human intestinal inflammation

S. Cerantola*1, S. Faggin1, V. Caputi2, V. Cortese1, A. Bosi3, 
D. Banfi3, A. Rambaldo4, A. Porzionato4, C. Giaroni3, E.V. Savarino5, 
M.C. Giron1

1University of Padova, Department of Pharmaceutical and 
Pharmacological Sciences, Padova, Italy, 2University of Arkansas, 
Department of Poultry Science, Fayetteville, United States, 3University 
of Insubria, Department of Clinical and Experimental Medicine, 
Varese, Italy, 4University of Padova, Department of Neuroscience, 
Padova, Italy, 5University of Padova, Department of Surgery- Oncology 
and Gastroenterology, Padova, Italy

Background: Changes in dopamine beta-hydroxylase (DBH) and 
anomalies in dopaminergic machinery have been shown in inflamma-
tory bowel disease (IBD) patients and related animal models. Thus, we 
aimed to evaluate the dopaminergic pathways in IBD patients as well 
as in a mouse model of dextran sodium sulphate (DSS)-induced ileitis.
Methods: Colon biopsies (CB) obtained from healthy volunteers (N=3) 
and matched-IBD patients (N=3), were used to evaluate DBH immuno-
reactivity by confocal microscopy. Male C57/Bl6 (8±2 weeks old; N=16 
mice) received 1.5% DSS in drinking water for 5 days, then switched 
to regular drinking water for 3 days. Inflammatory cytokines (IL-1β, 
TNFα, IL-6) were measured to assess ileitis severity. Changes in ileal 
muscle tension were isometrically recorded following 30 μM dopamine 
or 30 μM SKF38393 (a dopamine receptor 1 (D1R) agonist) or 30 μM 
bromocriptine (a D2R agonist). Immunofluorescence distribution of 
Iba1 (a macrophage specific marker), D1R, DBH and dopamine trans-
porter (DAT) were determined in longitudinal muscle-myenteric plexus 
whole-mount preparations (LMMPs) by confocal microscopy. D1R 
and D2R mRNA transcripts were evaluated by qRT-PCR.
Results: CB from IBD patients and LMMPs from DSS mice showed 
a significant increase of DBH immunoreactivity compared to healthy 
patients and sham mice (+25% [p<0.01], +20% [p<0.01], respect-
ively). DSS treatment caused a significant increase of DAT and D1R 
immunoreactivity as well as D1R mRNA levels (+27% [p<0.05], 
+24% [p<0.05], +6-fold [p<0.05], respectively), accompanied by a sig-
nificant reduction of dopamine-mediated relaxation (-27% [p<0.01]). 
SKF38393 determined a marked inhibitory response in ileal prepara-
tions from DSS mice compared to sham mice (+73% [p<0.01]), sug-
gesting that dopamine responses are mainly mediated through D1R. 
A 2-fold increase of resident Iba1+ macrophages was observed in the 
myenteric plexus of DSS mice associated with a 2.9- and 1.5-fold en-
hancement of IL-6 and IL-1β mRNA levels, respectively.
Conclusion: Human colitis and mouse ileitis affect dopamine ma-
chinery in the enteric nervous system. Experimentally induced ile-
itis impairs dopaminergic neurotransmission altering D1R-mediated 
responses. These findings provide novel information on the involve-
ment of dopaminergic pathways in IBD.
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P045
TIGIT expression differentiates regulatory from 
inflammatory Th1* gut-homing effector CD4+ T 
cells in inflammatory bowel disease patients

M. Heredia*1, L.M.M. Costes1, I. Tindemans1, M.A. Aardoom2, 
R.C.W. Klomberg2, P. Kemos3, M.E. Joosse1, D.H. van Haaften1, 
B. Tuk1, F. Ruemmele4, N.M. Croft3, J.C. Escher2, L. de Ridder2, 
J.N. Samsom1

1Erasmus University Medical Center-Sophia Children’s Hospital, 
Laboratory of Pediatric Gastroenterology, Rotterdam, The 
Netherlands, 2Erasmus University Medical Center-Sophia Children’s 
Hospital, Pediatric Gastroenterology, Rotterdam, The Netherlands, 
3Blizard Institute- Queen Mary University of London, Centre for 
Immunobiology, London, United Kingdom, 4Hôpital Necker-Enfants 
Malades- Institut Imagine- AP-HP- Université de Paris, Pediatric 
Gastroenterology, Paris, France

Background: Crohn’s disease (CD) and ulcerative colitis (UC) are char-
acterized by intestinal infiltration of pathogenic effector CD4+ T cells. 
The defects driving loss of T-cell regulation vary between patients and 
remain undefined. Previously, we have shown that in human intestine, 
20–40% of effector (CD62LnegCD4+) T cells express TIGIT (T cell im-
munoglobulin and ITIM domain), an inhibitory receptor modulating 
dendritic cell and T-cell function. TIGIT expression is enriched in cir-
culating gut-homing CD38+ effector T cells in healthy controls while 
in a subgroup of IBD patients with active intestinal inflammation, 
frequencies of inhibitory TIGIT+CD38+ effector T cells are decreased 
and associated with earlier relapse of disease. Here we hypothesized 
that gut-homing effector T cells lacking TIGIT (TIGITneg) are patho-
genic mediators of intestinal inflammation in IBD and assessed whether 
patients with low frequencies have a distinctive disease immunotype.
Methods: In the Rotterdam PIBD-SETQuality cohort of newly diag-
nosed pediatric IBD patients (CD: n=50; UC: n=25), patients with sus-
picion of IBD but negative diagnosis (n=17) and age-matched healthy 
controls (HC: n=22), we monitored TIGIT+ and TIGITnegCD38+ ef-
fector T cells in peripheral blood, collected plasma at diagnosis and 
during therapy and phenotyped intestinal T cells.
Results: At diagnosis, 50% of CD patients had strongly reduced fre-
quencies of inhibitory TIGIT+CD38+ effector T cells compared to UC 
patients and HC. CD patients with reduced frequencies of inhibitory 
TIGIT+CD38+ effector T cells had higher plasma IFN-γ concentrations 
and 53% of them experienced a disease relapse by 1 year versus 25% 
for CD patients with normal TIGIT+CD38+effector frequencies. In 
keeping with our hypothesis that TIGITneg gut-homing effector T cells 
are pathogenic, absence of TIGIT expression identified CD38+ effector 
T cells enriched in recent proliferation and having high expression of 
chemokine receptors associated with inflammatory non-classical T 
helper-1 IFNγ highIL-17Alow producing (Th1*) cells. Moreover, intestinal 
TIGITnegCD4+ T cells of CD patients contained higher frequencies of 
IFNγ and IL-17A producing cells than TIGIT+CD4+ T cells. In order 
to identify the factors that drive differentiation of the pathogenic Th1* 
cells, inhibitory TIGIT+CD38+ effector T cells from HC were exposed 
to an array of IBD-associated cytokines in vitro. Only IL-12p70, a 
known driver of IFNγ, could convert inhibitory TIGIT+CD38+ effector 
T cells into their TIGITneg proinflammatory counterpart.
Conclusion: We identify TIGITneg gut-homing effector T cells, enriched 
in Th1* cells, as potential drivers of intestinal inflammation in a sub-
group of CD, but not UC patients, with a more severe disease course.

P046
Effects of CB2 and TRPV1 stimulation on 
osteoclast overactivity induced by iron in pediatric 
inflammatory bowel disease

C. Strisciuglio*1, C. Tortora1, A. Di Paola2, M. Creoli2, S. Cenni3, 
M. Argenziano1, M. Martinelli3, E. Miele3, F. Rossi1

1Department of pediatrics- University of Campania “Vanvitelli”, 
Department of Woman- Child and General and Specialist Surgery, 
Naples, Italy, 2University of Campania “Luigi Vanvitelli”, Department 
of Experimental Medicine, Naples, Italy, 3University of Naples 
“Federico II”, Department of Translational Medical Science- Section of 
Pediatrics, Naples, Italy

Background: The reduction of bone mineral density and osteoporosis 
(OP) has an high impact on inflammatory bowel disease (IBD) patients’ 
health. We have previously shown that a dysregulated iron metabolism 
occurs in IBD and leads to a decrease in circulating iron concentration 
and an excessive intracellular sequestration of iron. Studies suggest that 
iron overload affects the bone, accelerating osteoclasts (OCs) differen-
tiation and activation with consequent bone resorption. The aim of this 
study was to evaluate the role of Cannabinoid Receptor type 2 (CB2) 
and transient receptor potential vanilloid type-1 (TRPV1) and of the 
iron in the development of osteoporosis in pediatric IBD.
Methods: We enrolled 21 young subjects aged less than 18  years 
stratified into 3 groups on the basis of the clinical diagnosis: 7 with 
Ulcerative Colitis (UC) 7 with Crohn’s disease (CD) and 7 were non-
IBD controls (CTR). We evaluated the role of CB2 and TRPV1 recep-
tors and of iron in the development of OP in pediatric IBD at diagnosis 
and analyzed the effects of the pharmacological modulation of CB2 
and TRPV1 receptors on osteoclast activity and on iron metabolism 
by Western Blotting, Tartrate-resistant acid phosphatase assay (TRAP 
assay) and Iron Assay Kit. We evaluated bone resorption through a 
commercially available kit visualizing and counting the resorption pits 
with the optical microscope.
Results: We observed higher levels of TRPV1 and lower levels of 
CB2 in the OCs from UC and CD patients compared to CTR. In IBD 
patients we found a significant up-regulation of osteoclast markers 
TRAP and Cathepsin K and a consequent osteoclast hyper-activation. 
The treatments of OCs from IBD patients with the CB2 agonist JWH-
133 and the TRPV1 agonist Resinferatoxin, RTX, led to a significant 
reduction of osteoclastic hyper-activation affecting bone markers ex-
pression, number and size of active OCs, and bone resorption area. 
We also analyzed the [Fe3+] concentration and the expression of iron 
metabolism modulators, ferroportin1(FPN-1) and divalent metal 
transporter1(DMT1), in OCs derived from IBD patients. We demon-
strated an increase of [Fe3+] and accordingly a decrease of FPN-1 in 
both groups of patients and an increase of DMT1 levels. After 48h of 
exposure to JWH-133 and RTX we observed a significant reduction 
of DMT1 expression in OCs from IBD patients together with a strong 
increase of FPN-1.
Conclusion: Our data confirm the well-known role of CB2 and TRPV1 
receptors in bone metabolism and suggest that their stimulation can 
reduce the osteoclast overactivity induced by iron, thus providing new 
insights into the pathogenesis and in the treatment of pediatric IBD-
related bone resorption.
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P047
Effect of infliximab and vedolizumab on M1 and 
M2 macrophages derived from THP-1 cells

S. Notararigo*1, J. Viñuela-Roldán1, M.J. Zurita-Gonzalez1, 
E. Dominguez Medina2, J.E. Dominguez-Munos1, 
M. Barreiro-de Acosta1

Fundación IDIS Complejo Hospitalario Santiago de Compostela 
A  Coruña, 15706 Spain, 1Fundacion IDIS, Digestive, Santiago de 
Compostela, Spain, 2Fundacion IDIS, BioPharma, Santiago de 
Compostela, Spain

Background: Inflammatory bowel diseases encompass two pathologies 
affecting the digestive tract, Crohn’s disease (CD) and ulcerative colitis 
(UC). They are characterized by a high and chronic inflammatory rate, 
resulting from activation of the intestinal immune system and increased 
permeability of the intestinal barrier leading to lesions in the intestinal 
tract. Non-classical CD14- CD16+ monocytes, are recruited to the focus 
of inflammation from the peripheral blood and preferentially differen-
tiate to anti-inflammatory macrophages CD206+ CD163+ HLA-DR- in 
the intestine, playing a key role in the repair of such lesions. In some 
cases, treatment with biologics, such as vedolizumab, could interfere with 
this biological process leading to a modification of the innate immune re-
sponse. Previous results showed that CD and UC had a different distribu-
tion of non-classicalmonocytes, leading to the hypothesis that treatment 
with biologic could modulate macrophage wound healing response.
Methods: Macrophages derived by THP-1 cells were polarized to M0, 
after PMA treatment, followed by LPS and IFN-γ for M1 macrophages, 
or IL-4 and IL-13 for M2 macrophages. To assess the effect of biologics 
on macrophage immune response, Infliximab (IFX) and Vedolizumab 
(VDZ) were added independently to the cell cultures until polarization 
process finalized. Immunophenotyping of M0, M1 and M2, and tran-
scription factor expression profiling of pSTAT-1, pSTAT-6 and pNFκB, 
were carried out by flow cytometry. Cytokine production of IL-6, TGF-
β and IL-10, was performed by ELISA immunoblot. Macrophages 
immune response was assessed with wound healing assay with Caco-2.
Results: Immunophenotyping revealed that M1 macrophages increased 
the expression of surface markers like HLA-DR, CD38 and reduced 
CD11c, vs. M0 macrophages, indeed transcription factor expression 
of pSTAT-6 and pNFκB were modulated. M2 macrophages showed 
the decrease of CD163 and HLA-DR vs. M0 macrophages, while no 
significant effect was observed for CD38 and CD206. Transcription 
factor expression revealed that pSTAT 6 incremented vs. M0. Cytokine 
profiling showed a clear difference between the tree macrophages types. 
Finally wound healing assay with Caco-2 revealed how biologic inter-
fered with innate immune response.
Conclusion: Our results demonstrated that the treatment administra-
tion could be responsible of macrophage differential immune response, 
especially upon biologic treatment. These findings could lead to sup-
port the establishment of precision medicine in order to modulate a 
suitable macrophage response.

P048
Bridging the Gap Between Body and Soul: A Pilot 
Study Examining Inflammation and Depression / 
Anxiety in Inflammatory Bowel Disease Patients

E . Mekori - Domachevsky*1, A. Avinir2, S. Dar3, O. Haj1, 
S. Ben - Horin1, D. Gothelf4, U. Kopylov1, M. Taler3

1Sheba Medical Center, Gastroenterology Department, Ramat Gan, 
Israel, 2Sheba Medical Center, Child and Adolescent Psychiatry Clinic, 

Ramat Gan, Israel, 3Sheba Medical Center, Laboratory of Pediatric 
Molecular Psychiatry, Ramat Gan, Israel, 4Sheba Medical Center, Child 
and Adolescent Psychiatry Division, Ramat Gan, Israel

Background: Inflammatory bowel diseases (IBD) have a varied pheno-
type, among which are increased rates of emotional difficultiesthat were 
proven to worsen patients’ prognosis. Common to IBD and depression 
/ anxiety is the postulated role of inflammation in their pathogenesis. 
The aim of this study was to examine whether inflammation per se is 
linked to depressive and anxious symptoms is a cohort of IBD patients 
(and is not merely an emotional response to a medical condition).
Methods: Fifty patients with Crohn’s disease (CD) and 30 with ulcera-
tive colitis (UC) were recruited at the gastroenterology department, 
Sheba Medical Center. They completed a set of questionaries that 
measured depressive symptoms (BDI), state and trait anxiety symptoms 
(STAI), stress levels (PSS), IBD quality of life (IBDQ) and sleep quality 
(PSQI). After which blood samples were drawn and analyzed for C – re-
active protein (CRP) and complete blood count. In addition, the ratios 
between several leukocyte sub-population (that were previously proven 
to be correlated with IBD as well as depression / anxiety) were calcu-
lated, and medical data was obtained from patients’ records. Finally, 
backwards linear regression was used to determine which factors are 
associated with the depressive and anxious symptoms.
Results: For the Crohn’s group, predictive factors for depressive symp-
toms were gender (β = -0.17, p = 0.034), systemic symptoms (β = -0.59, 
p < 0.001), anxiety levels (β = 0.33, p < 0.001) and platelets to lympho-
cytes ratio (β = -0.33, p = 0.001). Predictive factors for anxiety were 
anxiety as a trait (β = 0.89, p < 0.001) and monocytes to lymphocytes 
ratio (β = 0.20, p = 0.010).
For the UC group, predictive factors for depressive symptoms were 
emotional functioning (β  =  -0.77, p < 0.001), systemic symptoms 
(β = 0.53, p = 0.025) and sleep quality (β = 0.52, p = 0.005). As for 
anxiety, predictive factors were gender (β = 0.21, p = 0.039), anxiety as 
a trait (β = 0.59, p < 0.001), depressive symptoms (β = 0.38, p = 0.004) 
and neutrophil to lymphocytes ratio (β = 0.25, p = 0.017). Intriguingly, 
CRP only had a single marginal contribution to depressive symptoms 
in the UC group (β = 0.20, p = 0.098).
Conclusion: Our results suggest that after controlling for demo-
graphics, disease activity, medication type and psychological factors in-
flammation by itself does play a role in the evolution of depression and 
anxiety in IBD patients. Furthermore, as the leukocytes’ ratios but not 
CRP had significant predictive values, we postulate that an imbalance 
between the innate and adaptive arms of the immune system mediates 
these phenomena, rather than an unspecified immune activation.

P049
The treatment effect of tonsil-derived 
mesenchymal stem cells (T-MSCs) via regulating 
programmed death-1/programmed death ligand-1 
(PD-1/PD-L1) in ulcerative colitis

E.M. Song*1, Y.H. Joo1, Y. Park1, A.R. Choe1, C.H. Tae1, C.M. Moon1, 
S.E. Kim1, H.K. Jung1, K.N. Shim1, S.A. Jung1

1EWHA Womans University- School of Medicine, Department of 
Internal Medicine- Department of Gastroenterology, Seoul, Korea- 
Republic Of

Background: The programmed death 1 (PD-1)/programmed death-
ligand 1 (PD-L1) pathway has not been fully evaluated in inflammatory 
bowel disease. We evaluated the level of PD-1/PD-L1 in the mucosa of 
patients with ulcerative colitis and revealed the role of PD-1/PD-L1 
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in the immunomodulatory mechanism of tonsil-derived mesenchymal 
stem cells (T-MSCs).
Methods: We used chronic murine colitis model induced by dextran 
sodium sulfate (DSS). We measured the PD-1 and PD-L1 levels in 
inflamed colonic tissues before and after the treatment with T-MSC. 
We also measured the levels of PD-1 and PD-L1 in the colonic tissues 
from patients with ulcerative colitis and compared with those from 
normal controls.
Results: In chronic colitis model, the level of PD-L1 was decreased than 
normal controls (fold change) (1.0 vs. 0.46±0.08, P=0.05). However, the 
level of PD-1 was increased than normal controls (1.0 vs. 6.84±8.16, 
P=0.142). After treatment with T-MSC which showed significant im-
provement in body weight, disease activity index and colon length, 
the levels of PD-1 and PD-L1 were recovered; PD-L1 was significantly 
increased (1.04±0.77 vs. 0.46±0.08, P=0.031) and the level of PD-1 
was decreased (3.63±1.94 vs. 6.84±8.16, P=0.537). When measuring 
the level of PD-1 and PD-L1 in both soluble medium and cell lysate 
of T-MSC, we found that the PD-1 and PD-L1 were expressed in both 
forms (182.63 pg/ml in soluble medium and 11.85 pg/protein(ug) in 
cell lysate after 7 days of differentiation period). In the analysis using 
human colonic tissues, a significantly increase in the levels of PD-1 and 
PD-L1 was observed in the colonic mucosa of patients with UC com-
pared with normal controls (PD-1: 2.09±3.95 vs. 7.93±14.21, P=0.034 
and PD-L1: 2.24±2.91 vs. 10.08±18.13, P=0.044).
Conclusion: The altered expression of PD-1 and PD-L1 in colonic mu-
cosa may a possible mechanism of ulcerative colitis and T-MSC-derived 
PD-L1 could repress the colitis.

P050
A comparison of the Gut Microbiota in Pregnant 
Women with and without Inflammatory Bowel 
Disease and Their Offspring in Hong Kong and 
United States

J. Hu1, M. Agrawal*2, L. Tarassishin1, A. Rendon1, M. Picker1, 
O. Kalash1, C. Eisele1, J.Y. Ching3, A. Wong3, H. Zhan3, S.C. Ng3, 
J.F. Colombel2, I. Peter1

1Icahn School of Medicine at Mount Sinai, Department of Genetics 
and Genomic Sciences, New York City, United States, 2Icahn School 
of Medicine at Mount Sinai, The Henry D.  Janowitz Division of 
Gastroenterology- Department of Medicine, New York City, United 
States, 3The Chinese University of Hong Kong, Department of Medicine 
and Therapeutics- Microbiota I-Center MagIC, Hong Kong, China

Background: Data on the impact of geographic location on the gut 
microbiota of pregnant women with and without inflammatory bowel 
disease (IBD) and their infants are lacking.
Methods: 420 pregnant women with or without IBD and 331 infants were 
prospectively enrolled in the MECONIUM (Exploring MEChanisms 
Of disease traNsmission In Utero through the Microbiome) study in 
Hong Kong (HK) and United States (US). Of these individuals, the fecal 
microbiota compositions from 105 mothers (47 from HK and 58 from 
US) at third trimester and 54 babies (26 from HK and 28 from US) at 
1 month were surveyed using 16s rRNA sequencing.
Results: The birthweight of infants in HK was significantly lower com-
pared to that of infants in the US (p-value<0.001), while other base-
line characteristics were comparable (Table 1). We observed differential 
gut microbiome beta-diversity between pregnant women without IBD 
(PERMANOVA test, p-value<0.05) and their infants (p <0.05) from 
HK and the US (Figure 1A). At the genus level, compared to pregnant 
women without IBD in the US, those in HK had a higher abundance of 
15 taxa including Bifidobacterium, Faecalibacterium and Bacteroides 

and lower abundance of 6 taxa including Blautia and Turicibacter 
(Figure 1B). Compared to infants born to women without IBD in the 
US, those in HK had higher abundance of 3 taxa including Klebstella 
and Escherichia/Shigella and lower abundance of Enterococcus (Figure 
1B). When comparing the gut microbiome alpha-diversity of women 
with and without IBD (Figure 1C), and that of their infants, both were 
lower in HK, (p-values= 0.077, 0.13, respectively) and in the US (p-val-
ues=0.0024, 0.019, respectively).
Conclusion: Our results suggest the impact of geographic location 
on the gut microbiome diversity and composition irrespective of IBD 
status. Maternal IBD is associated with reduced microbiome diversity 
in infants in both the US and HK.

P051
IFNγ-macrophages could mediate EMT in Crohn’s 
disease through the WNT pathway

M.M. Edo1, D.C. Macias-Ceja2, C. Bauset*2, L. Lis-Lopez2, S. Coll2, 
M. Seco-Cervera3, J. Cosin-Roger3, S. Calatayud2, M.D. Barrachina2, 
D. Ortiz-Masiá1

1Universitat de Valencia, Medicine, Valencia, Spain, 2Universitat de 
Valencia, Pharmacology, Valencia, Spain, 3FISABIO, Pharmacology, 
Valencia, Spain

Background: Macrophages contribute to fibrosis by releasing differ-
ent mediators and the pattern of secretion may vary depending on the 
surrounding environment. We previously described that the mRNA ex-
pression of IFNγ was significantly higher in intestinal samples from 
CD patients.
Methods: The aim of the present study is to analyze the role of IFNγ-
treated macrophages in epithelial mesenchymal transition (EMT) 
through the WNT pathway. The mRNA and protein expression of IFNγ 
in surgical resections from Crohn´s disease. U937 were differentiated to 
macrophages and then treated with IFNγ (10 ng/ml) for 4 days, the 
mRNA expression of WNT2b, WNT6 and TGFβ were determined by 
RT-PCR and protein. IFNγ-U937 were coculture with HT29 cells for 
3 days and the expression of EMT markers, βCATENIN and WNT2b 
in HT29 cells were analyzed by WB. In some cases, HT29 cells were 
treated with the inhibitor of the WNT-pathway, XAV939 (1 μM), or 
were transfected with vectors-targeting human FZD4 (miFzd4). Results 
are expressed as mean±SEM. Statistical analysis was performed by 
ANOVA + Newman-Keuls or unpaired t-test.
Results: The mRNA and protein expression of IFNγ were significantly 
higher in intestinal samples from B2 CD patients (11.4±1.6 fold induc-
tion and 70,0 ± 2,3 pg/mg, respectively) and B3 CD patients (14.2±1.8 
fold induction and 80,4  ± 6,8 pg/mg, respectively) than in controls 
(1,0±0,1 fold induction and 18,9  ± 0,3 pg/mg, respectively). U937 
cells treated with IFNγ increased significantly the protein expression 
of WNT2b (1,3 ± 0,07 N=13* vs vehicle) but not the expression of 
WNT6 or TGFβ. IFNγ-U937 co-cultured with HT29 increased sig-
nificantly the protein expression of EMT markers, βCATENIN and 
WNT2b in HT29 cells (VIMENTIN: 2,7 ± 0,3 N=6* vs vehicle-HT29; 
SNAIL1: 1,5  ± 0,1 N=5* vs vehicle-HT29; βCATENIN: 1,4  ± 0,09 
N=5* vs vehicle-HT29; WNT2b: 2,0  ± 0,3 N=8* vs vehicle-HT29). 
Treatment HT29 cells with XAV939 (VIMENTIN: 1,4 ± 0,4 N=6 vs 
vehicle-HT29 XAV; SNAIL1: 1,0  ± 0,1 N=5 vs vehicle-HT29 XAV; 
βCATENIN: 0,8  ± 0,1 N=5 vs vehicle-HT29 XAV) or with miFzd4 
(VIMENTIN: 0,3 ± 0,07 N=12* vs IFNγ-HT29 mock; SNAIL1: 0,5 ± 
0,06 N=12* vs IFNγ-HT29 mock; βCATENIN: 0,6 ± 0,04 N=12* vs 
IFNγ-HT29 mock; FZD4: 0,5  ± 0,04 N=12* vs IFNγ-HT29 mock) 
partially reversed the increases produced by IFNγ-U937 in HT29 cells.
Conclusion: IFNγ-macrophages may stimulate the expression of WNT 
ligands in an autocrine and paracrine manner. The expression of WNT 
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ligands at the epithelial level could favor mesenchymal epithelial tran-
sition through WNT2b ligand and FZD4 receptor.

P052
Comparing T cell responses to food antigens in 
Inflammatory Bowel Disease patients and healthy 
donors

A. Schiffer*1, F. Tran2, L.K. Sievers2, J. Kümpers2, H. Hinrichsen3, 
B. Seegers3, A. Bergfeld2, M. Lessing2, S. Schreiber2, P. Bacher1

1Christian-Albrechts-University, Institute of Immunology, Kiel, 
Germany, 2UKSH Schleswig-Holstein, Department of Internal Medicine 
I, Kiel, Germany, 3Gastroenterologisch-Hepatologisches Zentrum, 
Gastroenterology and Hepatology, Kiel, Germany

Background: The role of nutrition in Inflammatory Bowel Disease (IBD) 
remains unclear. Studies about the effects of nutritional components on 
intestinal inflammation and the gut microbiome, as well as the concept 
of exclusive enteral nutrition in paediatric Crohn’s Disease (CD) are 
suggestive of an impact of nutrition on the pathophysiology. However, 
there is currently a lack of knowledge on how food components may 
affect IBD. Here, we investigated the T helper (Th) cell response against 
nutritional antigens in healthy controls and IBD patients.
Methods: We used a highly sensitive and specific method developed in 
our lab, the antigen reactive T cell enrichment (ARTE), to detect wheat 
and milk-reactive CD4+ T cells directly ex vivo in blood of healthy 
controls (n=18), CD (n=17) and Ulcerative Colitis (UC, n=15) patients. 
Peripheral blood mononuclear cells (PBMC) were incubated with 
whole antigen lysates and activated T helper cells were identified based 
on the up-regulation of the activation marker CD154. Magnetic enrich-
ment of CD154 positive cells enabled to collect sufficient numbers of 
food-reactive T cells for their detailed characterization by multiparam-
eter flow cytometry.
Results: We detected low frequencies of milk and wheat-reactive T 
cells in healthy individuals. Milk-reactive T cells were less frequent 
and expressed several markers of T cell exhaustion. In CD, but not 
UC patients, we identified higher frequencies of food-reactive T cells. 
These tended to be particularly increased in patients with disease mani-
festation in the upper gastrointestinal tract. In addition, we observed 
increased production of inflammatory cytokines of wheat-reactive T 
cells in CD, compared to healthy controls and UC patients. No ground-
breaking differences were identified regarding the expression of ex-
haustion markers between IBD patients and controls.
Conclusion: Frequencies of food-reactive Th cells are increased in CD 
and show a proinflammatory cytokine pattern. The Th1-response of 
wheat-reactive T cells, characterized by high IFN-γ-secretion, might 
contribute to the perpetuation of chronic intestinal inflammation.

P053
The intestinal complement system and its role in 
dysregulation of the intestinal B-cell compartment 
in Crohn’s Disease patients

A. Raschdorf*1, S. Preisker1, A.K. Brethack1, A. Bokemeyer2, 
D. Bettenworth2,3, C. Sina1,4, S. Derer1

1Institute of Nutritional Medicine-UKSH Lübeck, Molecular 
Gastroenterology, Lübeck, Germany, 2Department of Medicine 
B-University Hospital Münster, Gastroenterology and Hepatology, 
Münster, Germany, 3Practice of Internal Medicine Münster, IBD focus, 

Münster, Germany, 41st Department of Medicine-UKSH Lübeck, 
Section of Nutritional Medicine, Lübeck, Germany

Background: For several decades, there is growing evidence that a 
hyperactive B-cell compartment may be involved in the disturbed mu-
cosal immune response in Crohn’s disease (CD) patients. This is reflected 
by approximately one third of all CD patients displaying an excessive 
production of autoantibodies against the intestinal M-cell expressed 
FimH receptor glycoprotein 2 (GP2) which inhibits induction of adap-
tive immunity against adherent-invasive flagellated bacteria. However, 
underlying mechanisms of an imbalanced B-cell compartment in CD 
patients still remain elusive. Given that the complement system plays 
a critical role in the detection and clearance of bacteria and promotes 
B-cell immunity, we asked if the complement system contributes to a 
dysregulated B-cell response in CD.
Methods: Systematical expression analyses of the intestinal comple-
ment components were performed in IBD patients, including CD and 
ulcerative colitis (UC) patients, versus non-IBD controls. Additionally, 
activity of the three activation pathways of complement system was 
studied in serum samples of CD patients and controls. Further, im-
munoglobulin levels in intestinal biopsies, sera and fecal samples were 
analyzed.
Results: CD patients, but no UC patients, showed increased expres-
sion of the early classical complement pathway components C1QA, 
C1QB, C1S, C2, C3, C4A, CR1 and CR2 in sigmoidal biopsy samples 
that does not differ significantly between remission and active disease 
state. This could be verified by immunohistochemistry, displaying an 
over-representation of mucosal C1q, C3 and B-cell expressed CR2 (also 
CD21) in colon biopsies of CD patients in remission. In line with this, 
CD patients in remission present with enhanced activity of the clas-
sical as well as alternative pathway of complement activation in serum 
compared to non-IBD controls. Accordingly, high protein levels of C3 
cleavage fragments were detected in fecal samples from CD patients in 
contrast to non-IBD controls. While there were no differences in sys-
temic immunoglobulin levels in serum, intestinal IgM was increased 
in CD patients in remission. Notably, fecal IgA levels were strongly 
diminished in these patients, while expression of the polymeric im-
munoglobulin receptor was not affected.
Conclusion: In summary, our findings demonstrate an augmented ac-
tivation of the intestinal complement system that may potentially be 
involved in the etiology of CD. Expansion of mucosal IgM+/CR2+ B 
cells together with a reduced fecal IgA level, points to a locally dis-
turbed induction of intestinal IgA secreting plasma cells in CD patients.

P054
LHFPL3-AS2 long non-coding (lncRNA) is reduced 
in mucosal biopsies of Crohn Disease, and its 
reduction in tissue culture disrupts epithelial 
polarity

K. Sosnovski*1, M. BenShoShan2, T. Braun3, I. Barshack4, L. Denson5, 
Y. Haberman6

1Tel-Aviv University, Sackler, Tel-Aviv, Israel, 2Tel-Aviv, Sackler, 
Tel-Aviv, Israel, 3Sheba Medical Centre, Gastroenterology, Ramat-
Gan, Israel, 4Sheba Medical Center, Pathology, Ramat-Gan, Israel, 
5Cincinnati Children’s Hospital, Gastroenterology, Cincinnati, United 
States, 6Sheba Medical Center, Gastroenterology, Ramat-Gan, Israel

Background: Disruption of apico-basal polarity attenuate Intestinal 
epithelia barrier and is part of the Epithelial–mesenchymal transition 
process linked with Crohn Disease (CD). We have defined widespread 
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dysregulation of long non-coding RNAs (lncRNA), known to have cel-
lular regulatory role, in treatment naïve CD ileum including reduction 
of LHFPL3-AS2.
Aim: We aimed to explore the effect of LHFPL3-AS2 reduced expres-
sion in the context of CD pathogenesis.
Methods: dCas9/CRISPRi was used for LHFPL3-AS2 knock-down 
in Caco-2 cells. Transcriptomics, qPCR, western blots, and con-
focal microscopy was used to evaluate the effect of LHFPL3-AS2 
knock-down.
Results: LHFPL3-AS2 expression in isolated ileum and ascending 
colon epithelia from controls was significantly higher than in the sig-
moid colon, with LHFPL3-AS2 reduction in the ileum of CD cases vs. 
controls (p<0.01). LHFPL3-AS2 co-expression analyses showed enrich-
ment for genes linked with cytoskeleton and tight junction. Reducing 
LHFPL3-AS2 expression by 2 gRNAs, strikingly resulted in abnormal 
cell morphology. Unlike control cells that developed polarized cysts 
in 3D, the LHFPL3-AS2 knockdown cells failed to form the luminal 
cavity within the cyst, which was coupled with abnormal distribution 
of F-actin throughout the cell membrane, rather than primarily in the 
luminal area (Fig. 1). mRNA-seq analysis on LHFPL3-AS2 knock-
down and controls detected 584 differentially expressed genes (fold 
change>=1.5 and FDR corrected p<0.05). Similarly, the down regulated 
genes showed enrichment for pathways (p<E-4) linked with apical part 
of cell membrane, actin filament bundle, microvillus, regulation of mor-
phogenesis of an epithelium, adherent junctions, and b-catenine-TCF4 
complex. Staining for CTNNB1, JAM-A, e-Cadherin (CDH1), and 
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CDH11 showed abnormal organization and formation of no lumen or 
multiple smaller lumens within the cysts, overall suggesting abnormal 
epithelial polarity organization. Using String network analyses tool on 
the down-regulated genes, we identified CTNNB1, a key downstream 
component of the canonical Wnt signaling pathway, as a central node in 
the network suggesting potential attenuation of downstream Wnt sign-
aling (Fig. 2). Activating the Wnt/β-catenin pathway, via LiCl, showed 
more substantial reduction of CTNNB1, and tight junction proteins - 
CDH1, CDH11, indicating that the LHFPL3-AS2 knock-down further 
inhibited the ability of the cells to respond to WNT activation.
Conclusion: Reduced LHFPL3-AS2 in CD epithelia may contribute to 
attenuated epithelial polarity. Boosting LHFPL3-AS2 lncRNA expres-
sion to enable proper epithelial polarity may reverse the initial step in 
the CD-associated Epithelial–mesenchymal transition process.

P055
Factors from human mesenteric adipose tissue 
control intestinal stem cell differentiation and 
proliferation in vitro

J. Ziegler*1, L. Gerbeth1, M.F. Brunkhorst1, R. Glauben1, 
C. Weidinger1, B. Siegmund1

1Charité - Universitätsmedizin Berlin, Medizinische Klinik für 
Gastroenterologie- Infektiologie und Rheumatologie- CBF, Berlin, 
Germany

Background: In Crohn’s disease, hyperplastic mesenteric adipose tis-
sue wrapping around inflamed small intestinal segments is a pathog-
nomonic finding. Factors secreted by this so-called creeping fat can 
influence immune cells and affect disease severity in animal models. 
However, data on the interactions of adipose tissue and the intestinal 
epithelium are still sparse and derive almost exclusively from cell lines 
and animal models. Therefore, we employed primary human intestinal 
organoid culture and primary human adipose tissue explants to eluci-
date the role of adipose tissue-derived factors on the epithelium.
Methods: Creeping fat and unaffected mesenteric adipose tissue 
from a Crohn’s disease patient was used to produce adipose tissue-
conditioned medium (ATcM). ATcM or control medium was added to 
growth medium (contains Wnt3a) and differentiation medium (Wnt3a 
removal) during primary human ileum-derived organoid culture. We 
analysed organoid morphology, proliferation, and phenotype by light 
microscopy, live cell imaging, resazurin viability assay, and reverse tran-
scription quantitative polymerase chain reaction (RT-qPCR).
Results: In the presence of ATcM, differentiation of organoids was 
accompanied by a subtle and only transient delay in the development 
of morphologic signs of differentiation, namely organoid budding 
and darkness. In line, RT-qPCR at day 4 showed high expression of 
the differentiation markers MUC2 and ALPI in ATcM as well as in 
control conditions. In stem cell-enhancing growth medium, however, 
ATcM from both unaffected mesenteric adipose tissue and creeping 
fat induced a profound alteration of organoid morphology, perfectly 
reflecting so-called spheroids. Additionally, this ATcM-treated orga-
noids were larger than the control, which corresponded with increased 
proliferation as measured by resazurin assay. This stem-like phenotype 
was further confirmed by a reduced expression of the differentiation 
markers MUC2 and ALPI in ATcM-treated organoids compared to 
the control.
Conclusion: Overall, our data suggest that factors from human mesen-
teric adipose tissue have profound effects on intestinal epithelial stem 
cells, while differentiated cells appear less affected. In the stem cell 

niche, they promote stem cell proliferation and inhibit differentiation. 
In Crohn’s disease, factors released from creeping fat could thus play 
a significant role in the pathophysiology, e.g. by enhancing epithelial 
regeneration via a promotion of stem cell proliferation.

P056
Local nanocarrier delivery of JAK1 siRNA for IBD 
treatment: an in vivo mouse model

A. Garrido Trigo*1, M. Veny1, I. Dotti1, M. Esteller1, E. Sulpice2, 
D. Jary3, F. Clément4, X. Gidrol2, F. Navarro3, A. Salas1

1IDIBAPS, Inflammatory bowel disease group, Barcelona, Spain, 
2University of Grenoble Alpes- CEA- INSERM- IRIG-BGE, UGA/
Biomics, Grenoble, France, 3University of Grenoble Alpes- CEA- LETI, 
Microfluidic Systems and Bioengineering, Grenoble, France, 4Institute 
for Advanced Biosciences, Inserm, La Tronche, France

Background: Janus Kinases (JAK), including JAK1, JAK2, JAK3 and 
TYK2, have garnered increasing interest as therapeutic targets for sev-
eral chronic inflammatory diseases such as inflammatory bowel disease 
(IBD). Although oral small molecule JAK inhibitors are being used in 
the clinics as an effective treatment for moderate-to-severe ulcerative 
colitis, nonethelessthey can lead to severe systemic immunosuppression, 
which is associated with an increased risk of infections. Our project 
aimed to develop a nanomedicine that induced JAK1 mRNA degrad-
ation within the intestinal mucosa with little systemic distribution.
Methods: The NEWDEAL project (H2020) developed both po-
tent small interfering RNAs (siRNA) specific for JAK1 (siJAK1) or 
TNF (siTNF), and lipid nanoparticles (CL40) as nano-vectors. Their 
biodistribution in a mice colitis model was analyzed using labeled 
AF488-siJAK1 complexed to CL40 and given intrarectally (IR) for 3 
consecutive days. In vivo cellular uptake was determined by FACS ana-
lysis. To induce colitis, C57/Bl6 mice received 2.5% dextrate sulfate 
sodium (DSS) in drinking water for 5 days. To determine efficacy of 
siRNAs, mice started DSS on day 0 and received IR administrations of 
siRNAs alone or complexed with CL40 nanoparticles on days -3, -2, 
-1, 1, 3, 5 and 7. On day 9, mice were sacrificed and disease activity 
index (DAI), histological score, fecal inflammatory markers and qPCR 
of targeted genes were analyzed.
Results: Colonic phagocytic cells - such as macrophages, neutro-
phils and monocytes - are the main targets cells of the siRNA-CL40 
nanocomplexes following IR administration. A  small percentage 
of cells in the draining lymph nodes captured siRNA CL40 nano-
complexes, remaining almost undetectable in spleen. This suggests 
a localized effect of the siRNA nanocomplexes after IR administra-
tion. While siJAK1-alone effectively reduced JAK1 mRNA expres-
sion in the distal colon, it did not improve intestinal inflammation 
induced by administering DSS.  siTNF-CL40 treatment, though not 
siTNF-alone, significantly decreased intestinal inflammation in the 
DSS colitis model of treated mice, revealing significant protection 
from weight loss, lower histological scores, and reduced production 
of fecal lipocalin.
Conclusion: In summary, these results show that despite effectively 
reducing JAK1 mRNA expression, siJAK1 administration does not 
ameliorate colitis in a DSS mice model. However, we showed that a 
locally delivered siTNF-nanocomplex has the capacity to improve clin-
ical, macroscopic and histological symptoms as well as fecal biomark-
ers in DSS colitic mice. We conclude not only that siRNA-CL40 target 
delivery is a good therapeutic strategy, but also that siTNF-CL40 is 
effective in locally treating intestinal inflammation.
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P057
Mucosal microbiota adapts to ATF6-induced 
alterations in host lipid metabolism with 
prognostic value in colorectal cancer

S. Bierwirth1, A. Sorbie1, O. Coleman*1, E. Reuß1, P. Weber2, 
N. Köhler3, T. Kacprowski3, A. Dunkel4, J. Pauling3, J. Ecker5, 
J. Baumbach3, P. Rosenstiel6, K. Steiger7, J. Wirbel8, G. Zeller8, 
K.P. Janssen9, D. Haller1,10

1Technical University of Munich, Chair of Nutrition and Immunology, 
Freising-Weihenstephan, Germany, 2University of Southern Denmark, 
Department of Mathematics and Computer Science IMADA, Odense, 
Denmark, 3Technical University of Munich, Chair of Experimental 
Bioinformatics, Freising-Weihenstephan, Germany, 4Technical 
University of Munich, Chair of Food Chemistry and Molecular Sensory 
Science, Freising-Weihenstephan, Germany, 5Technical University 
of Munich, Research Group Lipid Metabolism ZIEL, Freising-
Weihenstephan, Germany, 6University Hospital Schleswig-Holstein and 
Kiel University, Institute of Clinical Molecular Biology, Kiel, Germany, 
7Technical University of Munich, Institute of Pathology, Munich, 
Germany, 8European Molecular Biology Laboratory, Structural and 
Computational Biology, Heidelberg, Germany, 9Technical University 
of Munich, Department of Surgery Klinikum rechts der Isar, Munich, 
Germany, 10Technical University of Munich, ZIEL Institute for Food 
and Health, Freising-Weihenstephan, Germany

Background: Colorectal cancer (CRC) is a leading cause of cancer 
deaths worldwide. The endoplasmic reticulum unfolded protein re-
sponse (UPRER) signal transducer activating transcription factor 6 
(ATF6) is a clinically relevant pre-cancerous marker in CRC and colitis-
associated CRC. We established the interrelated role of the microbiota 
and ATF6 signalling as a novel tumor-promoting mechanism in our 
transgenic mouse model of spontaneous microbiota-dependent ATF6-
driven CRC (nATF6IEC).
Methods: To elucidate the transcriptional program initiated by acute 
and chronic ATF6 signalling, mRNA sequencing analyses of murine 
colonic intestinal epithelial cells were performed 4  days or 5 weeks 
after induction of ATF6, respectively. Germfree (GF) mice served to 
dissect microbiota contribution to the transcriptional response. CRC 
patient datasets (TCGA) were used to estimate ATF6 activity and val-
idate ATF6-driven signatures. To investigate the impact of ATF6 signal-
ling on metabolites, untargeted metabolomics of faeces and targeted 
lipidomics of tissue were performed. Mucosal microbiota was spatially 
characterised by 16S rRNA profiling at mm resolution along the colonic 
longitudinal axis. Based on 16S rRNA data, Phylogenetic Investigation 
of Communities Reconstruction of Unobserved States (PICRUSt2) was 
used to infer microbiota lipid-specific functional content.
Results: We identified an ATF6-UPR core of 368 differentially 
expressed genes fully activated by acute ATF6 signalling. Functional 
analysis using KEGG pathways showed that chronic ATF6 signal-
ling predominantly alters UPR-related and metabolic pathways, with 
22% of metabolic pathway genes classified as lipid metabolism. GF 
mice confirmed that the microbiota enhances ATF6-induced metabolic 
changes. Kaplan-Meier analyses significantly associate our microbiota-
dependent ATF6-driven and lipid-specific ATF6-driven gene signatures 
with decreased disease-free survival in CRC patients since primary 
therapy. Moreover, ATF6 activity correlates with the presence of CRC-
associated bacteria in TCGA samples. Tumor-susceptible mice show 
alterations in lipid metabolites, particularly long-chain fatty acids (FA) 
and elongation of saturated FA. PICRUSt2 revealed bacterial lipid de-
toxification mechanisms, with an increased total abundance of oleate 
hydratase-positive species.

Conclusion: Chronic ATF6-signalling alters host lipid metabolism and 
the lipid milieu in tumor-developing nATF6IEC mice. ATF6-driven micro-
biota changes are concomitant with bacterial lipid detoxification mech-
anisms in the tumor niche. We postulate that chronic ATF6 signalling 
represents a clinically relevant pathologic response that alters the intes-
tinal lipid milieu and thus selects for a tumor-promoting microbiota.

P058
IL-36 signaling in Crohn’s disease – characterization 
of a patient with an IL36RA mutation

J. Hecker*1, M. Letizia1, B.S. Loescher2, A. Franke2, C. Weidinger1, 
B. Siegmund1

1Charité- Universitätsmedizin Berlin, Department of Gastroenterology- 
Infectiology and Rheumatology, Berlin, Germany, 2Christian-
Albrechts-University of Kiel, Institute of Clinical Molecular Biology, 
Kiel, Germany

Background: The interleukin 36 (IL-36) family consists of three ago-
nists (IL-36α, IL-36β, IL-36γ), which activate the NF-κB pathway and 
lead to the production of pro-inflammatory cytokines and the natural 
antagonist (IL-36RA), which inhibits IL-36 signaling.
While it is known that IL-36 signaling is important in the skin, it has 
been only recently reported that IL-36 might play an important role 
in maintaining gut homeostasis and in the development of fibrosis 
(Scheibe et al., 2019). However, it is not clear how IL-36 signaling con-
tributes to the development of intestinal inflammation and which cell 
types are involved in this process.
To shed more light on the role of IL-36 in intestinal inflammation, 
we took the opportunity to perform an in-depth characterization of 
a Crohn’s disease patient with a mutation in IL36RA and identify cell 
subsets responding to IL-36 stimulation.
Methods: By whole exome-sequencing of EDTA blood we identi-
fied in a Crohn’s disease patient a heterozygous mutation in IL36RA 
(p.Ser113Leu), which we confirmed by Sanger sequencing. By ELISA, 
we quantified IL-36RA serum levels in comparison to other Crohn’s 
disease (CD) patients and healthy donors (HD). Finally, we stimulated 
peripheral blood mononuclear cells (PBMCs) of the IL-36RA patient, 
CD patients, and HDs with ionomycin/PMA, LPS or IL-36α and per-
formed deep immune profiling by mass cytometry with 35 markers.
Results: Our IL36RA mutation carrying patient presented with a se-
vere course of Crohn’s disease and consecutive of fibrosis, which was 
resistant to all commonly used treatment options. As an individual 
treatment, autologous stem cell transplantation was performed, but did 
not lead to long-term improvement in symptoms.
By ELISA, we found strongly elevated IL-36RA levels in the serum 
of our patient compared to CDs and HDs. Mass cytometry analysis 
revealed that the IL36RA mutation does not lead to major shifts in the 
immune cell composition of the blood, as the frequencies of B, T, NK, 
and myeloid cells in PBMCs of our patient were comparable to those in 
HDs and CDs. Furthermore, our data revealed that IL-36α stimulation 
mainly induced TNFα and IL-6 expression in myeloid cells as well as 
IFNγ expression in NK cells but did not affect T and B cells.
Conclusion: Our data is the first description of a Crohn’s disease pa-
tient with an IL36RA mutation and indicate that defects in IL-36 sign-
aling should be considered as a possible cause for therapy-refractory 
and fibrotic Crohn’s disease. Furthermore, we identified NK cells and 
myeloid cells as main responders to IL-36α stimulation. As next step, 
we plan to use recombinant produced, mutant IL-36RA in in-vitro 
assays with immune cells and fibroblasts to study the effect of the mu-
tation on the IL-36RA function in more depth.
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P059
Diet controls segmented filamentous bacteria 
in driving Crohn’s disease-like inflammation in 
TNFdeltaARE mice

A. Metwaly*1, J. Calasan1, N. Waldschmitt1, S. Khaloian1, 
D. Häcker1, M. Ahmed1, L. F. Butto1, N. Hammoudi2, L. Le Bourhis2, 
A. Mayorgas3, K. Siebert4, M. Basic5, S. Zeissig6, T. Schwerd4, 
M. Allez2, J. Panes3, A. Salas3, A. Bleich5, F. Cominelli7, D. Haller1

1Technical University Munich, Chair of Nutrition and Immunology, 
Freising, Germany, 2APHP- Hôpital Saint Louis-INSERM UMRS, 
1160- Sorbonne Paris-Cité University, Department of Gastroenterology, 
Paris, France, 3Instituto de Investigaciones Biomédicas de Barcelona 
CSIC- IDIBAPS- CIBERehd, Department of Experimental Pathology, 
Barcelona, Spain, 4Dr. von Hauner Children’s Hospital- University 
Hospital- LMU Munich, Department of Pediatrics, Munich, Germany, 
5Institute for Laboratory Animal Science, Hannover Medical School, 
Hannover, Germany, 6University Hospital Dresden- Technische 
Universität TU Dresden, Department of Medicine, Dresden, Germany, 
7Case Western Reserve University School of Medicine, Digestive Health 
Research Institute, Clevelad, United States

Background: Crohn’s disease (CD)-like inflammation in 
TNFdeltaARE mice (ARE) mice is triggered by dysbiotic gut mi-
crobial communities. Similar to the therapeutic effect of exclusive 
enteral nutrition in CD, dietary intervention using semi-synthetic 
experimental diet prevents disease development in ARE mice. The 
aim of this study is to identify the causal microbial cues responsible 
for CD-like inflammation and to dissect the protective role of diet 
in ARE mice.
Methods: Bacterial communities in ARE and wildtype (WT) mice were 
profiled by 16S rRNA gene sequencing, FISH and qPCR. Germfree WT 
and ARE mice were colonized with segmented filamentous bacteria 
(SFB) from dysbiotic ARE mice. Disease activity, cytokine expression, 
mucosal immune cell infiltrates as well as Paneth and goblet cells phe-
notypes were assessed in murine ileal and colonic tissue. To assess the 
influence of diet on disease development, ARE mice were fed either 
chow, purified semi-synthetic experimental diet (SED) or fiber-rich diet. 
Impact of SFB on ileo-colonic inflammation was tested in additional 
mouse models (XIAP-/- and IL10 -/-). Mucosal biopsies from adult 
and pediatric IBD patients (N=407) were screened for the presence of 
human SFB using SFB-specific PCR primers.
Results: Under specific pathogen-free (SPF) conditions, ARE mice 
developed CD-like ileal inflammation which correlated strongly with 
increasing abundance of SFB. Mono-colonization of germfree ARE 
mice with SFB resulted in severe enterocolitis. Parallel to high tissue 
levels of TNF and IL-17, SPF-mediated inflammation was associated 
with neutrophil infiltration and the expansion of IFNγ expressing Th1 
cells in the mucosa. Loss of Paneth and goblet cell function allowed 
SFB to penetrate mucus layers towards the epithelium. SED eradicated 
SFB and completely abolished inflammation in ARE mice. In contrast, 
fiber-rich diet partially restored SFB colonization and led to increased 
levels of inflammatory cytokines. SFB mono-colonization of GF XIAP-/-  
and IL10 -/- failed to induce inflammation, emphasizing host specificity 
to the mucosa-adherent SFB. Presence of SFB was confirmed in 12 ileal 
and 11 colonic mucosal biopsies from IBD patients with active or in-
active disease.
Conclusion: We identified a novel pathogenic role of SFB in driving se-
vere CD-like ileo-colonic inflammation characterized by loss of Paneth 
and goblet cell functions in ARE mice. Detection of SFB in mucosal 

biopsies of patients with IBD opens new perspectives about therapeutic 
strategies targeting SFB-mediated processes. Purified diet antagonized 
SFB colonization and prevented disease development in ARE mice in 
contrast to fiber-rich diet, clearly demonstrating the important role of 
diet in modulating a novel IBD-relevant pathobiont.

P060
Unravelling the microbial-derived metabolic 
alterations in a T-bet-/- x RAG2-/- mouse colitis 
model

Z. Liu*1, J. Lo1, J. Alexander1, D. Cozzetto1, N. Powell1

1Imperial College London, Metabolism- Digestion and Reproduction, 
London, United Kingdom

Background: T-bet (Tbx21) is a T-box transcription factor that can 
regulate immune cells’ differentiation and function. Loss of T-bet leads 
to the absence of adaptive immunity. T-bet-/- x RAG2-/- mice develop 
spontaneous ulcerative colitis (TRUC) that resembles human colitis, 
thus they are widely used as a colitis model in recent years. While many 
researchers studied the host and gut microbiota interaction in immune 
dysregulation, how the host and bacteria metabolites regulate the 
immune response is less understood.
Methods: TRUC and Rag2-/- (as a control group) mice models were 
employed. When TRUC mice developed anorectal prolapse and rectal 
inflammation, mice colon tissue and faeces were collected for gene 
expression analysis and metabolic profiling, respectively. Metabolites 
were measured by Nuclear Magnetic Resonance and Orthogonal 
Projections to Latent Structures Discriminant Analysis (OPLS-DA) 
was performed to determine differential metabolites. Metabolite 
enrichment analysis was done using MetaboAnalyst. RNA-seq was 
employed for colon gene expression. Differential genes were gener-
ated with DESeq2 package and enrichment analysis was conducted 
with clusterProfiler package.
Results: Principle component analysis of the metabolic profile showed 
a clear separation between Rag2-/- and TRUC group (Fig 1A). The 
OPLS-DA model between the two groups is robust (R2  =  0.55, 
Q2 = 0.89, p-value = 0.03). 12 metabolites were significantly changed. 
Alanine, butyrate, beta-glucose, glycerol, lysine, pyruvate, gamma-
aminobutyrate, dimethylamine, galactose, hypoxanthine and aspartate 
were significantly increased in TRUC mice compared to Rag2-/- mice, 
while tyramine was decreased (Fig 1B&C). Metabolite enrichment ana-
lysis showed that glycolysis, glucose-alanine cycle, gluconeogenesis, 
etc. were among the most enriched pathways (Fig 1D). KEGG module 
over-representation analysis also identified these glucose-related meta-
bolic pathways as top enriched pathways with many genes increased 
in TRUC mice (Fig 2). In addition to metabolic pathway perturbance, 
gene set enrichment analysis suggested that cytokine production and 
regulation were notably altered in TRUC mice, as well as the response 
to molecules of bacterial origin (Fig 3).
Conclusion: TRUC mice with ulcerative colitis have significantly 
affected gut-host metabolism. The up-regulation of glucose-related 
metabolic pathways suggested increased energy consumption. Increase 
of butyrate, dimethylamine and enriched genes in response to bacteria 
implied the host-bacteria interaction process. Further investigation of 
gut microbiota alteration and integration of bacteria-metabolites-host 
immune response axis is warranted to determine whether targeting cer-
tain pathways can be harnessed as a novel therapy to colitis.
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P061
Circulating inflammatory protein and cellular 
profiles at time of diagnosis classify inflammatory 
bowel disease patients according to their 
underlying immune response and clinical disease 
course

M. Heredia*1, M. Charrout2, R.C.W. Klomberg3, M.A. Aardoom3, 
M.M.E. Jongsma3, P. Kemos4, D.H. van Haaften1, B. Tuk1, 
L.A. van Berkel1, B. Bley Folly1, A. Mahfouz2,5, M.J.T. Reinders2, 
F. Ruemmele6, N. Croft4, J.C. Escher3, L. de Ridder3, J.N. Samsom1

1Erasmus University Medical Center-Sophia Children’s Hospital, 
Laboratory of Pediatric Gastroenterology, Rotterdam, The Netherlands, 
2Delft University of Technology, Delft Bioinformatics Lab, Delft, The 
Netherlands, 3Erasmus University Medical Center-Sophia Children’s 
Hospital, Pediatric Gastroenterology, Rotterdam, The Netherlands, 
4Blizard Institute- Queen Mary University of London, Centre for 
Immunobiology, London, United Kingdom, 5Leiden University Medical 
Center, Department of Human Genetics, Leiden, The Netherlands, 
6Hôpital Necker-Enfants Malades- Institut Imagine- AP-HP- Université 
de Paris, Pediatric Gastroenterology, Paris, France

Background: Chronicity of inflammatory bowel disease (IBD) is driven 
by reactivation of inflammatory memory CD4+ T helper (Th) cells 
which activate an inflammatory cascade involving innate immune cells 
and structural intestinal tissue cells. Because of disease heterogeneity, 
novel treatment strategies tailored to more precisely target the patient’s 
individual immune defect are required to prevent disease reactivation. 
We hypothesize that analysis of changes in circulating inflammatory 
protein abundance combined with phenotyping of circulating Th cells 
allow to dissect underlying immune pathogenesis and aim to stratify 
pediatric IBD patients accordingly.
Methods: We performed plasma analysis of 92 inflammatory pro-
teins in a cohort of pediatric IBD patients (CD: n=62; UC/IBD-U: 
n=20), patients with suspicion of IBD but negative diagnosis (n=13) 
and age-matched healthy controls (HC: n=30). Peripheral blood 
was obtained at diagnosis and after induction treatment (t=10–14 
weeks). Plasma protein concentrations were assessed with Olink 
Proximity Extension Assay technology® and Th cells were analyzed 
with flow cytometry.
Results: Thirty-six plasma proteins discriminated pediatric IBD 
patients from HC. CD and UC/IBD-U patients shared increased 
abundance of 17 proteins amongst which interleukin-6 and oncos-
tatin-M. Increased abundance of the Th1 cytokine interferon-γ was 
strictly associated with CD while Th17-associated interleukin-17A 
was significantly more abundant in UC/IBD-U. Hierarchical clus-
tering of plasma protein profiles discriminated 2 clusters of UC 
patients with different clinical disease activity and disease extent. In 
CD, three patient clusters were identified. CD#3 patients had lower 
clinical disease activity, lower C-reactive protein and higher blood 
albumin concentrations, while clusters CD#1 and CD#2 had com-
parable clinical parameters. CD#1 patients had higher abundance 
of 14 proteins associated with neutrophil function and interferon-γ 
signaling while CD#2 patients had a marked increase in frequen-
cies of activated (HLA-DR+) memory Th cells. The three CD clus-
ters responded differently to therapy with CD#1 patients exhibiting 
more modulated proteins and greater fold changes, CD#2 patients 
showing intermediate modulation and CD#3 patients exhibiting 
only a few changes.

Conclusion: Combined plasma immune protein and circulating Th cell 
profiling combined with in depth clinical monitoring discriminates sub-
groups of pediatric IBD patients during active disease which differ in 
their response to induction therapy.
Abbreviations: CD: Crohn’s disease; UC: ulcerative colitis; IBD-U: 
IBD-unclassified.

P062
31P MRS and MRI phenotyping of muscle 
metabolic quality in IBD fatigue

J. Mcging*1,2, R. Nicholas2, S. Serres3, P. Greenhaff3,4,5, S. Francis2, 
G.W. Moran1,5

1University of Nottingham, School of Medicine, Nottingham, United 
Kingdom, 2University of Nottingham, Sir Peter Mansfield Imaging 
Centre, Nottingham, United Kingdom, 3University of Nottingham, 
School of Life Sciences, Nottingham, United Kingdom, 4University of 
Nottingham, MRC Versus Arthritis Centre for Musculoskeletal Ageing 
Research, Nottingham, United Kingdom, 5National Institute for Health 
Research, Nottingham Biomedical Research Centre, Nottingham, 
United Kingdom

Background: Fatigue perception and exercise intolerance are common 
in inflammatory bowel disease (IBD). The mechanisms are unknown, 
although physical deconditioning is greater in fatigued relative to non-
fatigued patients, suggesting an aetiological role for deconditioning. To 
assess peripheral muscle quality in Crohn’s disease (CD), we quanti-
fied the time-course of muscle phosphocreatine (PCr) recovery, which 
is wholly mitochondrial dependent, following ischaemic high-intensity 
exercise in fatigued CD and HV.
Methods: Participant body mass and regional body composition was 
assessed by DEXA. All MR data was collected using a 3T Philips 
Achieva scanner and a 14cm 31P coil on the medial gastrocnemius 
muscle. 1H mDIXON scans were acquired to image the calf prior to is-
chaemic plantar flexion exercise at 50% maximum voluntary contrac-
tion (MVC) using an MR-compatible ergometer (Trispect, Ergospect) 
during non-localized pulse-acquire 31P-MRS. 31P spectra were analysed 
using jMRUI Beta 6.0 using the AMARES function with prior know-
ledge. Cytosolic pH was estimated using the chemical shift difference 
between Pi and PCr peaks. Post exercise PCr recovery was quantified 
after reinstating limb blood flow. PCr recovery was expressed rela-
tive to baseline (non-ischaemic) signal amplitude and fit to a mono-
exponential function in GraphPad prism. (PCr(t) = PCrinitial+(PCrend 
– PCrinitial)(1-exp(-k.t)) where t is the time from the start of non-
ischaemic recovery, PCrinitial and PCrend is the PCr signal at the initial 
and end of recovery phases. An FSL and Matlab pipeline was used to 
obtain calf muscle volume and fat fraction from 1H mDIXON images.
Results: 13 quiescent CD patients (7 female, HBI 1±2, CRP <5) and 9 
HVs (4 female) were matched for age (P = 0.986) and BMI (P = 0.845). 
General fatigue score was greater in CD (13 ± 4) relative to HV (8 ± 
3) (t19=3.08, P = 0.006) (Table 1.) End-exercise muscle PCr depletion 
(%) (85.25 ± 10.12 vs 83.28 ± 7.8%, P = 0.639) and estimated end-
exercise muscle pH (6.6 ± 0.2 vs 6.5 ± 0.2, P = 0.320) was consistent 
between HV and CD. The mean rate constant of PCr resynthesis (kPCr 
min-1) in CD (0.76 ± 0.23) was significantly less (t20 = 2.6, P = 0.016) 
than HV (1.03 ± 0.23). PCr recovery curves were well described using 
a mono-exponential function in CD (R2=0.98 ± 0.01, R2value) and HV 
(R2=0.96 ± 0.03) (Table 3).
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Conclusion: The PCr resynthesis rate following intensity matched is-
chemic exercise was less in fatigued CD patients relative to HV. This 
points to peripheral muscle deconditioning and associated loss of mito-
chondrial mass as a driver of exercise intolerance in IBD. This may be 
amenable to exercise training intervention.

P063
Expression of the coinhibitory receptor TIGIT on 
memory CD4+ T cells is induced by TCR ligation 
and retinoic acid co-stimulation and is elicited 
during microbial colonization of the intestine

D. Barendregt*1, M.E. Joosse1, L.A. van Berkel1, A. van Schoonhoven1, 
J.N. Samsom1

1Erasmus Medical Center, Laboratory of Pediatrics, Rotterdam, The 
Netherlands

Background: The coinhibitory receptor T cell immunoglobulin and 
ITIM domain (TIGIT) is widely expressed by immune cells, including 
CD4+ T cells. Previously, we showed that circulating gut homing CD38+ 
(CD62LnegCD4+) effector T cells are enriched for TIGIT+ cells with an 

immunoregulatory phenotype. In newly diagnosed inflammatory bowel 
disease (IBD) patients, low frequencies of regulatory TIGIT+ cells in 
circulating gut homing CD38+CD62LnegCD4+ effector T cells associate 
with more severe disease. IBD is a chronic disease characterized by ab-
errant CD4+ T cell responses to intestinal microbiota. Together, this led 
us to hypothesize that TIGIT+CD4+ T cells regulate immune responses 
to intestinal bacteria thereby maintaining intestinal homeostasis.
Methods: We studied TIGIT expression in subpopulations of murine 
and human intestinal CD4+ T cells. In addition, we assessed the signals 
required for the induction of TIGIT expression in vitro using CD4+ T 
cells isolated from human healthy donor peripheral blood.
Results: TIGIT was expressed by more than 50% of memory, but not 
naïve, CD4+ T cells in the intestinal lamina propria of both mouse and 
human. Both Foxp3+ and Foxp3neg intestinal CD4+ T cells expressed 
TIGIT. Intestinal TIGIT expression depended on the presence of mi-
crobial antigens, as conventionalization of germ-free mice with spe-
cific-pathogen free (SPF) microbiota dramatically increased TIGIT 
expression in both small intestine and colon. T cell receptor (TCR) liga-
tion mimicked by anti-CD3 stimulation was essential to induce TIGIT 
expression on CD4+ T cells isolated from human peripheral blood, but 
CD28 co-stimulation led to reduced TIGIT expression. TIGIT expres-
sion could only be induced on antigen-experienced CD4+ memory T 
cells, but not naïve CD4+ T cells. Using the calcium ionophore ionomy-
cin and the calcineurin inhibitor tacrolimus, we demonstrated that the 
induction of TIGIT expression upon TCR ligation depended on down-
stream calcium-dependent signaling. We next assessed whether retinoic 
acid (RA), a metabolite produced by intestinal antigen-presenting cells 
(APCs), can further enhance TIGIT expression. RA plays an important 
role in mucosal immune responses, as it promotes the development of 
Foxp3+ regulatory T cells and induces the expression of the gut-homing 
markers CD38 and α4β7. We showed that co-stimulation with RA also 
significantly enhanced TCR-induced TIGIT expression, as it increased 
both the mean fluorescence intensity (MFI) and frequencies of TIGIT+ 
cells in CD4+ memory T cells.
Conclusion: In conclusion, these data argue that TCR ligation and ret-
inoic acid production by intestinal APCs induces TIGIT expression on 
CD4+ memory T cells, which in turn may contribute to regulation of 
immune responses against microbial antigens.

P064
IMU-838, a Small Molecule DHODH Inhibitor in 
Phase 2 Clinical Trial for Ulcerative Colitis, Shows 
Potent Anti-inflammatory Activity in Cell-Culture-
Based and In Vivo Systems

E. Peelen*1, A. Muehler1, D. Vitt1, H. Kohlhof1

1Immunic AG, Munich, Germany

Background: IMU-838 (vidofludimus calcium) is a well-tolerated and 
orally available small molecule inhibitor of dihydroorotate dehydro-
genase (DHODH) and is currently in phase 2 clinical development for 
ulcerative colitis (UC). Here, we investigated the effect of IMU-838 on 
different immune cell subsets and analysed the mechanism of action in 
more detail in T cells.
Methods: The effect of IMU-838 on regulatory macrophages (Mregs) 
was investigated by adding IMU-838 or anti-TNFα antibodies (inflixi-
mab, adalimumab), alone or in combination, in a mixed lymphocyte 
reaction assay, determining Mregs (CD206+CD14+) by FACS analysis. 
To investigate the effect of IMU-838 on human T and B cells, PBMC 
were stimulated with PHA (48h) or Oligonucleotide 2006-PTO (70h), 
respectively.
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An affinity-dependent effect of IMU-838 was assessed on CD8 T cells 
from OT-I and OT-III mice, containing a high and a low affinity T cell 
receptor (TCR), respectively, for OVA257-264 peptide. These cells were 
stimulated with ovalbumin (OVA) peptide loaded splenocytes or anti-
CD3/anti-CD28 for 3  days. Oxidative phosphorylation (OXPHOS) 
and glycolysis in murine T cells was investigated by the Seahorse/
Agilent technique in murine CD4 and CD8 T cells activated with anti-
CD3/anti-CD28 with or without IMU-838.
Results: IMU-838 slightly induced Mregs, but strongly and dose-depend-
ently decreased TNFα and IL-6 secretion. Anti-TNFα antibodies alone 
strongly induced Mregs, but also increased IL-6 levels. When IMU-838 
was added, Mregs induction was even higher, and IL-6 was reduced. 
Besides reducing proinflammatory cytokines secreted by macrophages, 
IMU-838 also inhibits proliferation of activated B and T cells, as well as 
inflammatory T cell cytokine secretion, IL-17A, IL-17F and IFNγ, and 
increased apoptosis up to 3-fold compared to vehicle control. By investi-
gating IMU-838’s role on affinity related activity status of T cells, it was 
shown that IMU-838 strongly inhibited cell proliferation in the peptide 
stimulated high affinity, but not in the low affinity, CD8 T cells. Peptide 
stimulated high affinity T cells show an upregulation of OXPHOS and 
glycolysis pathways, which are involved in the generation of the cell’s en-
ergy supply, compared to low affinity cells. IMU-838 strongly inhibited 
OXPHOS and glycolysis in both CD4 and CD8 T cells.
Conclusion: IMU-838 reduces the proinflammatory immune cell re-
sponse by inducing Mregs, reducing pro-inflammatory cytokine 
secretion and reducing immune cell proliferation. DHODH is only im-
portant in cells that received a strong stimulus and are highly metabol-
ically active. Therefore, IMU-838 will only specifically target these cells 
and will still allow for a normal immune response, representing a huge 
safety advantage for treatment of IBD patients.

P065
Determination of the cytokine pattern of human 
colon organoids derived from Inflammatory Bowel 
Disease patients

T. Molnár*1,2, B. Jójárt1,2,3, T. Resál1, K. Szántó1, D. Kata4, I. Földesi4, 
T. Molnár1, J. Maléth1,2,3,5, K. Farkas1

1University of Szeged, First Department of Medicine, Szeged, Hungary, 
2Hungarian Academy of Science, University of Szeged Momentum 
Epithelial Cell Signaling and Secretion Research Group, Szeged, 
Hungary, 3Hungarian Centre of Excellence of Molecular Medicine, 
University of Szeged Molecular Gastroenterology Research Group, 
Szeged, Hungary, 4University of Szeged, Institute of Laboratory 
Medicine, Szeged, Hungary, 5University of Szeged, Department of 
Public Health, Szeged, Hungary

Background: Inflammatory bowel diseases (IBD) are characterized by 
chronic inflammation of the gastrointestinal tract which is associated 
with imbalanced pro- and anti-inflammatory cytokines. Anti-TNF-α 
therapy is widely used, but 10–30% of the patients are primarily not 
responding to the treatment or lose response over time. In vitro orga-
noid cultures (OCs) generated from tissue specific adult stem cells can 
mimic cellular diversity and function of the organ of origin and might 
be used as a predictive tool for patient specific therapeutic response. 
However, the reductionist nature of the OCs and lack of knowledge 
about the proper representation of the disease features currently limit 
the utilization of the OCs as ex vivo IBD models.
Methods: Therefore our aims were to determine and compare cytokine 
profiles of colonic biopsies collected from IBD patients and OCs gen-
erated from the same biopsies, and to follow the changes of cytokine 
expression over time.

In this study samples from 20 IBD and 8 non-IBD patients were used. 
Biopsies were taken during colonoscopy from inflamed part of the 
colon of IBD patients. Crypts were isolated from biopsy samples to es-
tablish colon OCs. Total protein and RNA were isolated from biopsies 
and OCs. Cytokine Array was used to determine cytokine patterns in 
our samples. Gene expressions of control and IBD OCs after first pas-
sage was compared by qPCR. TNF-α concentrations and cellular ex-
pression was determined by EILSA and immunostainings, respectively 
in control and IBD OCs. To determine therapeutic response OCs were 
treated with anti-TNF-α therapy.
Results: Cytokine patterns of colon biopsies and OCs were remark-
ably similar until first passage. The major pro-inflammatory cytokines, 
IL-1β, IL-6, IL-8, were detected both in biopsies and OCs. After second 
passage the cytokine expression decreased or disappeared in OCs. 
TNF-α was also measurable in the OCs, however a similar decrease 
was observed, which was also confirmed by immunostaining. Gene ex-
pression analysis in IBD OCs showed an increased TNF-α, IL-1β and 
IL-6 levels compared to healthy control OCs after first passage. ELISA 
also showed higher TNF-α concentration in organoids from inflamed 
origin compared to controls. After anti-TNF-α treatment we detected a 
decrease in the IL-6 gene expression in treated OCs.
Conclusion: Our results suggest that colon OCs maintain the cytokine 
expression ex vivo until the 2nd passage and show inflammatory char-
acteristics. Moreover, in vitro treatment induces changes in the cytokine 
expression. Based on these results the utility of patient-derived orga-
noids to predict the therapeutic response can be investigated.

P066
Lower serum concentration of sulfated bile acids 
is associated with Primary Sclerosing Cholangitis 
Inflammatory Bowel Disease comorbidity and 
advanced liver fibrosis

H. Leibovitzh*1, S. Nayeri2, K. Borowski2, C. Hernandez-Rocha1, 
S.H. Lee1, W. Turpin1, J. Stempak2, I. Sandhu2, R. Milgrom2, 
M.I. Smith2, K. Croitoru1, G.M. Hirschfield3, A. Gulamhusein3, 
M.S. Silverberg1

1Zane Cohen Centre for Digestive Diseases- Mount Sinai Hospital, 
Division of Gastroenterology & Hepatology- Temerty Faculty of 
Medicine- University of Toronto, Toronto, Canada, 2Zane Cohen 
Centre for Digestive Diseases- Mount Sinai Hospital, Lunenfeld-
Tanenbaum Research Institute- Sinai Health System, Toronto, Canada, 
3University of Toronto, Toronto Centre for Liver Disease- Division of 
Gastroenterology and Hepatology, Toronto, Canada

Background: Primary sclerosing cholangitis associated Inflammatory 
bowel disease (PSC-IBD) carries significant morbidity risk. Alterations in 
bile acid profiles has been shown to modulate chronic inflammation in 
IBD, but data in PSC-IBD comorbidity is scarce. We aimed to assess asso-
ciations of serum and stool bile acids (BA) with PSC-IBD phenotype versus 
ulcerative colitis (UC) and the degree of liver fibrosis in PSC-IBD patients
Methods: In this cross-sectional study, bile acids were profiled in 52 
PSC-IBD and 50 UC subjects. Quantitation of bile acids was performed 
by reversed phase ultrahigh performance liquid chromatography/mul-
tiple reaction monitoring mass spectrometry with negative ion detection 
(TMIC, Alberta, CA). After data filtering and normalization, 71 serum 
and 76 stool BA were available for analysis. Logistic regression was used 
to assess associations between BA levels and disease phenotype (PSC-IBD 
versus UC). Among the PSC-IBD group, linear regression was used to 
assess associations of fibrosis degree (severe (F4) versus no/mild (F0-3) 
fibrosis, measured by FibroScan®) with BA profile. Age, sex and ursode-
oxycholic acid treatment were included as co-variates in all models and 
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alkaline phosphatase (ALP) was added as co-variate for the liver fibrosis 
analysis. False discovery rate<0.05 was considered significant
Results: PSC-IBD and UC group had similar age and sex distribution. 
In the multivariable logistic regression, 26 serum BA were signifi-
cantly associated with PSC-IBD (Figure 1). Decreased concentrations 
of taurine/glycine-primary BA [odds ratio(OR)=0.97, 95% confidence 
interval (CI) 0.95–0.99], taurine/glycine-secondary BA [OR=0.98, 
95%CI 0.97–0.99] and sulfated-BA [OR=0.96, 95%CI 0.95–0.98], 
and increased concentrations of conjugated-BA [OR=1.02, 95%CI 
1.01–1.03] and glucuronidated-BA [OR=1.06, 95%CI 1.02–1.1] were 
associated with PSC-IBD phenotype (q<0.05). Decreased sulfated-
BA concentrations remained associated with PSC-IBD [OR=0.96, 
95%CI 0.94–0.99, q=0.06] even among PSC-IBD subjects with normal 
ALP<2XULN (n=67). In contrast, stool BA analysis did not show sig-
nificant associations with PSC-IBD versus UC. Additionally, in the PSC-
IBD group, F4 fibrosis degree compared to F0-3 was associated with 
lower serum concentrations of taurine/glycine- and sulfated-BA, and 
higher serum concentrations of conjugated-BA (q<0.05)

Conclusion: Decreased concentration of sulfated-BA was associated 
with PSC-IBD phenotype with and without cholestasis compared to 
UC group. Lower sulfated-BA concentration was also associated with 
severe degree of liver fibrosis among PSC-IBD subjects. This inverse re-
lationship between sulfated-BA levels and PSC-IBD and the degree of 
fibrosis should be further explored in future mechanistic studies

P067
Human intestinal CD103+SIRPα+ conventional 
dendritic cells from patients with Crohn´s disease 
prime IL-17+ T-cells

D. Bernardo*1,2, E. Arribas-Rodriguez1, C.G. De Castro1,  
A. Fiz-Lopez1, A. De Prado1,3, L. Fernandez-Salazar4, J. Barrio3, 
S. Izquierdo4, J. Garcia-Alonso3, B. De Andres5, J.M. Garcia-Abril6, 
A. Romero5, J. Sanchez-Gonzalez6, J.A. Garrote1, E. Arranz1

1Universidad de Valladolid, Instituto de Biomedicina y Genética 
Molecular, Valladolid, Spain, 2Centro de Investigaciones Biomédicas 

en Red, Enfermedades Hepáticas y Digestivas CIBERehd, Madrid, 
Spain, 3Hospital Universitario Río Hortega. Valladolid, Servicio de 
Gastroenterología, Valladolid, Spain, 4Hospital Clínico Universitario. 
Valladolid. Spain, Servicio de Gastroenterología, Valladolid, Spain, 
5Hospital Clinico Universitario. Valladolid, Servicio de Cirugía General 
y del Aparato Digestivo, Vallasolid, Spain, 6Hospital Universitario Río 
Hortega. Valladolid, Servicio de Cirugía, Valladolid, Spain

Background: Crohn’s disease (CD) is a chronic inflammation of the human 
gastrointestinal tract. Intestinal conventional dendritic cells (cDC) main-
tain the balance between immunity against pathogens and tolerance to-
wards nutrients and commensals. However, there is not much information 
about DC composition, phenotype and function in the human gut in CD.
Methods: Human intestinal resections were obtained from patients 
with ileocolonic CD and proximal colonic cancer. Both inflamed and 
non-inflamed tissue was obtained from the ileum and colon from CD 
patients. The non-affected tissue from the proximal (terminal ileum) and 
distal (proximal colon) sides of the colonic cancer resections (minimum 
10cm distance from the tumor) constituted the reference tissue.
Tissue was disaggregated and cDC and macrophages enriched by flow-
sorting. Human intestinal cDC were identified within singlet viable leu-
kocytes as CD14-CD64-HLA-DR+CD11c+. Type 1 cDC (cDC1) were 
defined as CD103+SIRPα- while type 2 cDC (cDC2) and identified as 
SIRPα+ and further divided into subsets based on the expression of 
CD103. Macrophages were identified within singlet viable leukocytes 
as CD14+CD64+HLA-DR+. All three cDC subsets and total mac-
rophages were used to stimulate allogeneic CD4+ naïve T-cells which 
were further characterized by flow cytometry.
Results: All 3 human intestinal cDC subsets from non-CD controls were 
able to stimulate naïve T-cells as opposed to intestinal macrophages. 
Indeed, stimulated T-cells produced IL-10 and co-expressed FoxP3, 
being this capacity increased in both CD103+ subsets (CD103+SIRPα- 
and CD103+SIRPα+). Moreover, all three ileal cDC subsets stimulated 
T-cells more efficiently than their paired colonic counterparts, although 
the acquired T-cell profile did not differ among tissues. None of the 
cDC subets, on the contrary, induced the expression of IFNγ or IL-17 
on stimulated T-cells. Referred to CD patients, all three colonic cDC 
subsets were more stimulatory than their counterparts from the control 
tissue, while CD103+SIRPα+ cDC from the inflamed ileum primed the 
generation of IL-17+ responding T-cells.
Conclusion: All human intestinal cDC subsets prime the generation of 
regulatory FoxP3+ and IL-10+ T-cells. This capacity was increased in both 
CD103+SIRPα- and CD103+SIRPα+, in agreement with the regulatory 
functions attributed to CD103+ cDC. All ileal cDC subsets were also 
more stimulatory than their colonic counterparts. Nevertheless, colonic 
cDC from CD patients were more stimulatory that non-CD controls, ren-
dering CD103+SIRPα+ cDC from the inflamed tissue in CD with a higher 
capacity to generate Th17 cells, which suggests that their regulatory func-
tions can be reshaped by the inflamed tissue microenvironment.

P068
Discovery of IBD3540: A Novel Gut-Restricted 
Glutamate Carboxypeptidase II Inhibitor with 
Preclinical Anti-Colitis Activity

D. Peters*1, L. Norris2, L. Tenora3, I. Snajdr3, X. Zhu4, S. Sakamoto4, 
V. Veeravalli2, A. Thomas2, P. Majer3, R. Rais2, B. Slusher2

1Johns Hopkins University School of Medicine, Pharmacology and 
Molecular Sciences, Baltimore, United States, 2Johns Hopkins University 
School of Medicine, Johns Hopkins Drug Discovery, Baltimore, United 
States, 3Institute of Organic Chemistry and Biochemistry, Academy of 
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Sciences of the Czech Republic, Prague, Czech Republic, 4Johns Hopkins 
University School of Medicine, Psychiatry, Baltimore, United States

Background: Glutamate carboxypeptidase II (GCPII) is robustly overex-
pressed in both Crohn’s disease and ulcerative colitis and is a promising 
therapeutic target for IBD. We have previously published that systemically 
or enema administered small molecule GCPII inhibitors have efficacy in 
multiple mouse colitis models. While this is a highly encouraging activity 
profile for a candidate IBD drug, an oral dose route would be strongly 
preferred. Thus, here we develop and characterize a new class of GCPII 
inhibitors designed to be gut-restricted for oral administration, with the 
intention of selecting a lead inhibitor for further clinical development.
Methods: Anti-inflammatory secondary bile acids lithocholic acid, 
deoxycholic acid and ursodeoxycholic acid were conjugated to GCPII 
inhibitor, 2-PMPA, yielding three novel constructs. These conjugates 
were screened for oral activity in murine dextran sulfate sodium (DSS) 
colitis, followed by detailed characterization of the most active inhibitor 
to: measure GCPII inhibition (IC50), confirm colon target engagement, 
evaluate plasma and colon pharmacokinetic profiles, compare efficacy 
versus standard-of-care agents, evaluate mechanisms of anti-inflamma-
tory activity in vivo, confirm efficacy in a second colitis model (IL10-/-), 
and assess safety in standard preclinical assays.
Results: The deoxycholic acid 2-PMPA conjugate, IBD3540, was identi-
fied as the lead inhibitor (IC50 = 4nM). Oral IBD3540 was robustly ef-
ficacious in acute DSS colitis, where it dose-dependently inhibited colon 
GCPII, attenuated both gross disease activity index and blinded colon 
histopathology scores, and had improved efficacy relative to both sulfa-
salazine and tofacitinib when compared head-to-head. Mechanistically, 
we determined that IBD3540 attenuated pathogenic monocytic inflam-
mation in the colon, as measured by flow cytometry, and also decreased 
colon pro-inflammatory cytokine content. We confirmed efficacy of 
IBD3540 in spontaneously occurring, chronic, IL10-/- colitis, where treat-
ment initiated 4 weeks after the onset of colon inflammation improved 
multiple disease endpoints. Further, in preclinical safety screens, inclu-
sive of CYP inhibition/induction assays, Eurofins SafetyScreen44TM, and 
AMES/hERG mutagenicity testing, no concerns were identified.
Conclusion: IBD3540 is a novel, gut-restricted, GCPII inhibitor with 
potent oral anti-colitis efficacy in both acute (DSS) and chronic (IL10-/-) 
mouse colitis models and a promising preclinical safety profile. Further de-
velopment of this mechanistically unique candidate IBD drug is warranted.

P069
Design and delivery of anti-oxidant inorganic 
complexes mimicking the superoxide dismutase 
for inflammatory bowel diseases treatment

G. Schanne*1, M. Zoumpoulaki2, S. Demignot3, N. Delsuc2, 
C. Policar2, P. Seksik3

1Sorbonne University, Saint Antoine Research Center, Paris, France, 
2Ecole Normale Supérieure, Department of chemistry, Paris, France, 
3INSERM, Saint Antoine Research Center, Paris, France

Background: Oxidative stress (OS), defined by an increased flux 
of reactive oxygen species (ROS), plays an important role in the 
pathogenesis, the perpetuation and the amplification of inflamma-
tory bowel diseases. In normal state, enzymatic defenses regulate 
the concentration of ROS but in IBD, some of them, including the 
superoxide dismutase (SOD), are weakened. The use of molecules 
mimicking the SOD activity may compensate for this deficiency and 
reduce the OS. 4 molecules were characterized for their SOD activity, 
their stability and their inertness. Their anti-inflammatory activity 
were assessed in a cellular model of epithelial inflammation and in 
a murine model of colitis and correlated to their physico-chemical 
properties.
Methods: The studied SOD mimics display similar structures differing 
by the presence of a propyl and a cyclohexyle group aiming to improve 
their kinetic inertness. To generate an inflammation associated to ROS 
production, intestinal epithelial (HT29) cells were stably transfected to 
over-express MD2, a co-receptor for LPS binding to TLR-4 receptor. 
The cells were stimulated by LPS (0.1µg/mL) and incubated with the 
SOD mimics (6 hours, 0,1-100µM). The secretion of IL-8 was meas-
ured by ELISA and the MnSOD expression by Western Blot. The SOD 
mimics were administrated to a murine model of colitis chemically-
induced by DNBS. To protect them from the gastric acidity, the mimics 
were encapsulated in delivery vector. The monitoring of weight and the 
determination of intestinal permeability and macroscopic scores were 
performed.
Results: The mimics containing a cyclohexyle group display kinetic 
rates for metal exchanges that are up to 30-fold lower meaning that 
they are more inert. At 100µM, the four SOD mimics induced a signifi-
cative decrease in IL-8 secretion (<35%/positive control (PT), p<0,02) 
and in MnSOD expression (<20%/PT, p<0,033). At 10µM, only the 
mimics containing the cyclohexyle group are still able to significatively 
counteract the LPS-induced secretion in IL-8 (<30/PT, p<0,001) and 
over-expression of MnSOD (20%/PT, p<0,02). Their bioactivity at 
lower doses can be correlated to their higher inertness. Concerning in 
vivo activity, preliminary assays show a faster recovery of the mice, 
that have received the SOD mimics with the cyclohexyle group. 3 days 
following DNBS injection, the mice of this group recovered in average 
89% of their starting weight while the control mice recovered only 
83%.
Conclusion: The SOD mimics display anti-inflammatory and anti-
oxidant activity on HT29-MD2 cells, which is dependent on their 
inertness. Assays on a murine model of colitis seems to follow the 
same trend. The use of antioxidant treatments based on SOD mim-
ics may reduce the inflammation rising from oxidative stress in 
IBD.
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P070
Novel long-acting lipidated interleukin-22 
normalises colonic inflammation in an acute DSS 
colitis model

M. Van De Bunt*1, J.C. Norrild2, K. Sass-Ørum3, A.L. Kjølbye1, 
R. Jorgensen1

1Cytoki Pharma, Research & Development, Copenhagen, Denmark, 
2Cytoki Pharma, CMC and Quality, Copenhagen, Denmark, 3Novo 
Nordisk A/S, Global Research Technologies, Copenhagen, Denmark

Background: Most current treatments and new agents in clinical devel-
opment for Inflammatory Bowel Disease (IBD) focus on inhibition of 
excessive inflammation. However, clinical remission rates for IBD have 
reached a plateau. New approaches directly improving mucosal heal-
ing, a process associated with reduced hospitalizations and long-term 
remission, therefore have great potential for addressing the unmet need. 
The cytokine interleukin-22 (IL-22) plays a key role in epithelial heal-
ing and has shown early proof-of-concept as a potential drug class in a 
phase 1 trial in Ulcerative Colitis. Here we present results from a mouse 
model of colitis on the efficacy of lipidated IL-22 analogues, which 
maintain more native-like molecular properties than current IL-22 
modalities in development.
Methods: Chow-fed female C57Bl/6JRj mice were randomized to 4 
groups (n=8 per group) based on body weight. Three groups received 
2.5% (w/v) Dextran Sulfate Sodium (DSS) in the drinking water for 
7 days from the start of the study. Animals receiving water without DSS 
served as healthy controls. Mice in the DSS groups received vehicle or 
lipidated IL-22 intraperitoneally at two dose levels for the entire duration 
of the study (10 days). At termination, plasma was sampled for assess-
ment of target engagement biomarkers and intestines were removed and 
measured for weight and length before stereological analysis.
Results: Mice subjected to DSS developed colitis characterized by 
sustained weight loss and bloody diarrhoea. Vehicle dosed DSS mice 
showed clear histological features of colitis, with significantly (P<0.05) 
increased weight/length ratio of the colon as well as colonic mucosal, 
submucosal and inflammation volumes compared to healthy controls. 
Treatment with lipidated IL-22 significantly (P<0.05) improved all 
these parameters except mucosal volume compared to vehicle dosed 
DSS mice; in particular colonic inflammation volume was normalized 
to healthy control levels. Dose-dependent biomarker responses (e.g. 
Peptide YY levels) confirmed target engagement of the lipidated IL-22.
Conclusion: Novel long-acting lipidated IL-22, which acts on epithelial 
repair mechanisms, demonstrated strong improvements in histological 
parameters with normalisation of colonic inflammation in a DSS model 
of colitis. These beneficial effects were accompanied by dose-dependent 
increases in target engagement biomarkers. The underlying lipidation 
technology used for engineering these compounds has validated best in 
class potential in marketed treatments due to its molecular properties 
(e.g. size and potency). Clinical trials to assess safety and efficacy of 
lipidated IL-22 are expected to commence early 2023.

P071
Intestinal CD8+ T cell exhaustion is linked to 
disease activity in ulcerative colitis

M. Grigorian*1, H. Salié1, L.S. Mayer1, A.M. Globig1, B. Hockenjos1, 
L. Krimmel1, R. Thimme1, B. Bengsch1, P. Hasselblatt1

1Freiburg University Hospital, Department of Medicine II, Freiburg, 
Germany

Background: The immune pathogenesis of ulcerative colitis (UC) has 
been linked to imbalanced CD4+ T-cell responses while the contribution 

of CD8+ T cells is less well characterized. Chronically activated CD8+ 
T cells may become dysfunctional and acquire an exhausted pheno-
type during chronic viral infection or cancer. Recently, exhausted T cell 
(Tex) signatures have been proposed as a potential prognostic marker 
in autoimmune diseases. We therefore set out to characterize features of 
CD8+ T cell exhaustion in UC patients in more detail.
Methods: Lymphocytes were isolated from peripheral blood and sig-
moid biopsies of UC patients in remission (n = 9) and active disease 
(n = 20). Cytokine production and expression of exhaustion-associated 
markers were analyzed ex vivo by flow cytometry. Results were cor-
related with disease activity (Mayo Score) and mucosal inflammation 
(assessed endoscopically and histologically [Nancy Score]). To further 
analyze the role of CD8+ T cells within the intestinal tissue microenvir-
onment, Imaging Mass Cytometry (IMC) was applied on sigma biop-
sies (n= 21).
Results: Analysis of CD8+ Tex marker expression and functionality did 
not reveal major differences between peripheral blood lymphocytes iso-
lated from UC patients with either active disease or remission as well 
as healthy controls. In contrast, in the sigmoid colon of patients with 
active UC, CD8+ T cell numbers were strongly increased. Moreover, ex-
pression of exhaustion markers was significantly increased in intestinal 
CD8+ T cells during active disease compared to remission. These cells 
also displayed dysfunctional cytokine profile patterns, as assessed by 
an established functional exhaustion score. This phenotype also closely 
correlated with clinical, endoscopic and histological markers of UC 
disease activity. The findings were confirmed by IMC, which revealed 
the presence of several clusters of CD8+ T cells with an exhaustion sig-
nature in inflamed colonic tissues.
Conclusion: Our findings indicate that inflammation in the intestines of 
UC patients is associated with the induction of CD8+ T-cell responses 
that phenotypically and functionally resemble Tex. The functional rele-
vance, prognostic value and therapeutic relevance of these exhausted 
CD8+ T cell signatures in UC need to be analyzed in future studies.

P072
Melanocortin MC3 and MC5 receptors expression 
is different according to colonic disease activity 
in Crohn’s Disease and Ulcerative Colitis 
biopsies: results from an immunohistochemical 
observational study

A.G. Gravina MD1, I. Panarese2, M.C. Trotta3, M. D’Amico3, 
R. Pellegrino*1, F. Ferraraccio2, M. Galdiero3, R. Alfano4, 
C. Loguercio1, M. Romano1, P. Grieco5, A. Federico1

1University of Campania “Luigi Vanvitelli”, Precision Medicine, Naples, 
Italy, 2University of Campania “Luigi Vanvitelli”, Mental and Physical 
Health and Preventive Medicine, Naples, Italy, 3University of Campania 
“Luigi Vanvitelli”, Experimental Medicine- Division of Pharmacology, 
Naples, Italy, 4University of Campania “Luigi Vanvitelli”, Advanced 
Medical and Surgical Sciences DAMSS, Naples, Italy, 5University of 
Naples “Federico II”, Pharmacy Department, Naples, Italy

Background: MC3-R and MC5-R receptors belong to the complex 
melanocortin system, which has shown a strong immunomodulatory 
activity in several studies. Data on the role of these receptors in relation 
to inflammatory bowel disease are still missing and not fully elucidated. 
In this observational study we wanted to evaluate the expression profile 
of them in the colonic mucosa of Crohn’s Disease and Ulcerative Colitis 
patients both in the tracts directly affected by the disease activity and 
in the tracts spared.
Methods: We conducted on colonic biopsies of patients with histo-
logical diagnosis of inflammatory bowel disease immunohistochemical 
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analyses in order to assess the degree of expression of MC3-R and 
MC5-R. Biopsies were performed on both the traits with macroscopic 
signs of inflammation and the macroscopically normal traits to assess 
whether the expression of the two receptors was different in relation 
to disease activity.
Results: In both Crohn’s disease and ulcerative colitis diseased tracts 
MC3-R (CD: +7.7 fold vs normal mucosa, P < 0.01; UC: +5.6 fold vs 
normal mucosa, P < 0.01) and MC5-R (CD: +5.5 fold vs normal mu-
cosa, P < 0.01; UC: +8.1 fold vs normal mucosa, P < 0.01) were signifi-
cantly increased compared to healthy mucosa.
Conclusion: MC3-R and MC5-R are expressed in the colon of patients 
with Crohn’s Disease and Ulcerative Colitis. In addition, expression is 
different with a higher degree of expression in the traits most affected 
by disease activity in both Crohn’s Disease and Ulcerative Colitis pro-
viding a potential use of these receptors in inflammatory bowel diseases 
pharmacology.

P073
Eosinophil depletion partially protects from colonic 
inflammation, but increases colonic collagen 
deposition in a DSS colitis model

I. Jacobs*1, S. Deleu2, J. Cremer1,2, 
J. Guedelha Sabino2,3, M. Ferrante2,3, S. Vermeire2,3, C. Breynaert1,4, 
B. Verstockt2,3, T. Vanuytsel2,3

1KU Leuven, Microbiology- Immunology and transplantation, Leuven, 
Belgium, 2KU Leuven, Chronic diseases and metabolism, Leuven, 
Belgium, 3University Hostpitals Leuven, Gastroenterology and 
Hepatology, Leuven, Belgium, 4University Hostpitals Leuven, General 
Internal Medicine, Leuven, Belgium

Background: The role of eosinophils in intestinal inflammation and 
fibrosis in inflammatory bowel disease (IBD) is largely unknown. 
Therefore, we assessed the functional role of eosinophils in a chronic 
murine model of colitis and associated fibrosis via anti-CCR3 mediated 
eosinophil depletion.
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Methods: 6-8-week-old C57BL/6 RAG-/- mice received three cycles of 
dextran sodium sulphate (DSS) (1.75% - 2.25% - 2.25%) each inter-
spersed with 14 days of recovery. Twice weekly, anti-CCR3 antibody 
(n=8), isotype (n=8) or saline injections (n=8) were given intraperito-
neally. At the same timepoints, the disease activity index (DAI; mouse 
weight, stool consistency and presence of blood) was determined. At 
sacrifice, colonic damage was scored macroscopically (presence of 
hyperaemia, adhesions and length and degree of colon affected by in-
flammation). Colonic single cells were isolated and stained for flow 
cytometry, where eosinophils were characterized as CD45+ CD11b+ 
Siglec-F+ CD117- cells. Intestinal fibrosis was scored via colon weight/
length, collagen deposition (using a colorimetric hydroxyproline assay) 
and COL1A1 expression by PCR.
Results: Anti-CCR3 mediated eosinophil depletion resulted in 
decreased disease activity compared to the other DSS treated groups 
injected with saline or isotype, determined by the area under the 
curve of the DAI (74.6±18.4 vs. 127.5±42.9 and 136.9±33.6, p=0.01 
and p=0.0008 respectively) (figure  1). The macroscopic damage 
score also suggested eosinophil depleted mice to be partially pro-
tected from colonic inflammation compared to the saline and isotype 
injected mice that received DSS (1.1±1.0 vs. 2.1±1.2 and 3.0±0.7, 
p=0.09 and p=0.001 respectively) (figure 1). Colon weight/length and 
hydroxyproline assay showed a trend towards increased fibrosis in 
the anti-CCR3 injected group compared to saline (p=0.03 and 0.07, 
respectively) but not isotype (p=0.3 and 0.1, respectively) injected 
groups (figure 2). However, COL1A1 expression levels were signifi-
cantly increased in the eosinophil depleted mice compared to the sa-
line and isotype injected mice receiving DSS (43.2±11.4 vs. 23.3±8.7 
and 30.1±11.0, p=0.002 and 0.04 respectively) (figure 2), indicating 
increased collagen deposition.
Conclusion: Eosinophil depletion via intraperitoneal anti-CCR3 injec-
tions resulted in partial protection against colonic inflammation, but 
was associated with increased collagen production. Caution is therefore 
needed when designing therapeutic interventions targeting eosinophils.

P074
SZN-1326 promotes colonic mucosal healing in 
an acute injury model of IBD by first accelerating 
epithelial regeneration and secondarily reducing 
inflammation

R. Fletcher*1, L. Xie2, J. Phipps1, L. Sanman1, S. Deshmukh1, D. Shah1, 
N. Hill1, A. Liu2, S. Gupta3, A. Sura3, H. Chen3, J. Ye3, W.C. Yeh2, 
Y. Li1, C. Lu1

1Surrozen- Inc., Discovery Biology, South San Francisco, United States, 
2Surrozen- Inc., In Vivo Pharmacology, South San Francisco, United 
States, 3Surrozen- Inc., Protein Sciences, South San Francisco, United 
States

Background: Wnt signaling plays critical roles in regulating intestinal 
stem cell maintenance and differentiation. The inflammatory bowel 
disease, ulcerative colitis (UC), is characterized by epithelial lesions, 
and there is a need for therapies that promote mucosal healing in 
addition to limiting inflammation. The Surrozen proprietary Wnt mi-
metic, SZN-1326, is a FZD5,8 and LRP6-specific, full-length, effec-
torless, bi-specific IgG1 molecule that is well-suited for impacting the 
intestinal epithelium where FZD5 is highly expressed. Previously, we 
have shown that in an acute dextran sodium sulfate (DSS) epithelial 
injury model, where 4% DSS was provided in the drinking water 
for seven days followed by 1% DSS until termination at day 10, a 
single dose of SZN-1326 at 1  mg/kg or higher on Day 4 robustly 

induced intestinal epithelial healing and reduced inflammation, and 
we wanted to understand more thoroughly the mechanism underly-
ing this activity.
Methods: Here, we report on additional studies in the same DSS model 
including scRNA-seq and tissue analysis timepoints at days 3, 4, 5, 6, 7, 
and 10 (6-days post treatment).
Results: DSS impacted all tissue layers by day 3. The direct effect of 
SZN-1326 on the epithelium occurred as early as 24-hours after treat-
ment (day 5 of the experiment). SZN-1326 induced and/or increased 
Wnt target and cell cycle gene expression in the epithelium leading to 
progenitor cell expansion, and following this wave of enhanced pro-
genitor proliferation, the cells transited toward colonocyte differenti-
ation more quickly than the progenitor cells in control treated samples. 
Even in the presence of 1% DSS, relative to the anti-GFP treatment 
samples, the absorptive cell lineage in the SZN-1326-treated epithe-
lium was more similar at a transcriptomic level to the uninjured con-
dition. In addition, when comparing SZN-1326 treatment to anti-GFP 
at 24-hours, there were no differentially expressed genes in either the 
stroma or immune cells. However, analysis of the later timepoints 
revealed a robust reduction in cytokine/inflammatory signaling in the 
stromal and immune cells and a drastic reduction of infiltrating mono-
cytes and neutrophils, which we validated in the tissue by immunohis-
tochemistry. We detected this reduction by 72-hours after treatment, 
and it was more pronounced by day 10, 6-days after treatment, impli-
cating a secondary effect.
Conclusion: In this acute damage context, SZN-1326 promoted mu-
cosal healing by transiently inducing epithelial progenitor cell expan-
sion and accelerating epithelial repair. Secondary to its initial impact 
on the epithelium, SZN-1326 reduced stromal and immune cytokine 
signaling and immune cell infiltration.

P075
Neutrophils prevent rectal bleeding in Ulcerative 
Colitis by peptidyl-arginine deiminase-4-dependent 
immunothrombosis

M. Leppkes*1, A. Lindemann1, S. Gößwein1, S. Paulus1, D. Roth1, 
A. Hartung1, E. Liebing1, S. Zundler1, M.G. Acera1, J.V. Patankar1, 
F. Mascia1, K. Scheibe1, M. Hoffmann2, S. Uderhardt2, C. Schauer2, 
S. Foersch3, C. Neufert1, M. Vieth4, G. Schett2, R. Atreya1, A.A. Kühl5, 
A. Bleich6, C. Becker1, M. Herrmann2, M.F. Neurath1

1Universitätskliniken Erlangen, Medizin, 1, Erlangen, Germany, 
2Universitätskliniken Erlangen, Medizin, 3, Erlangen, Germany, 
3Universitätsmedizin Mainz, Institut für Pathologie, Mainz, Germany, 
4Friedrich-Alexander University of Erlangen-Nürnberg, Institute 
of Pathology- Klinikum Bayreuth, Erlangen, Germany, 5Charité, 
Universitätsmedizin Berlin, Berlin, Germany, 6Medizinische Hochschule 
Hannover, Institut für Versuchstierkunde, Hannover, Germany

Background: Bleeding ulcers and erosions are hallmarks of active ul-
cerative colitis (UC). However, the mechanisms controlling bleeding 
and mucosal haemostasis remain elusive.
Methods: We used high resolution endoscopy and colon tissue samples 
of active UC (n = 36) as well as experimental models of physical and 
chemical mucosal damage in mice deficient for peptidyl-arginine deimi-
nase-4 (PAD4), gnotobiotic mice and controls. We employed endos-
copy, histochemistry, live-cell microscopy and flow cytometry to study 
eroded mucosal surfaces during mucosal haemostasis.
Results: Erosions and ulcerations in UC were covered by fresh blood, 
haematin or fibrin visible by endoscopy. Fibrin layers rather than fresh 
blood or haematin on erosions were inversely correlated with rectal 
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bleeding in UC. Fibrin layers contained ample amounts of neutrophils 
co-aggregated with neutrophil extracellular traps (NETs) with detect-
able activity of peptidyl-arginine deiminases (PAD). Transcriptome 
analyses showed significantly elevated PAD4 expression in active UC. 
In experimentally inflicted wounds, we found that neutrophils under-
went NET formation in a PAD4-dependent manner hours after forma-
tion of primary blood clots, and remodelled clots to immunothrombi 
containing citrullinated histones, even in the absence of microbiota. 
PAD4-deficient mice experienced an exacerbated course of DSS-
induced colitis with markedly increased rectal bleeding (96 % vs 10 
%) as compared to controls. PAD4-deficient mice failed to remodel 
blood clots on mucosal wounds eliciting impaired healing. Thus, NET-
associated immunothrombi are protective in acute colitis, while insuffi-
cient immunothrombosis is associated with rectal bleeding.
Conclusion: Our findings uncover that neutrophils induce secondary 
immunothrombosis by PAD4-dependent mechanisms. Insufficient 
immunothrombosis may favor rectal bleeding in UC.

P076
Patients with Inflammatory Bowel Disease show 
IgG immune responses towards disease-associated 
small intestinal bacteria

A.R. Bourgonje*1, G. Roo-Brand2, P. Lisotto2, M. Sadaghian Sadabad2, 
R.D. Reitsema3, M.C. de Goffau4, K.N. Faber1, G. Dijkstra1, 
H.J.M. Harmsen2

1University of Groningen- University Medical Center Groningen, 
Gastroenterology and Hepatology, Groningen, The Netherlands, 
2University of Groningen- University Medical Center Groningen, 
Medical Microbiology, Groningen, The Netherlands, 3University of 
Groningen- University Medical Center Groningen, Rheumatology 
and Clinical Immunology, Groningen, The Netherlands, 4Amsterdam 
University Medical Center- University of Amsterdam, Vascular 
Medicine, Amsterdam, The Netherlands

Background: Inflammatory bowel disease (IBD) is characterized by a 
disturbed gut microbiota composition. Patients with IBD have elevated 
levels of mucosal and serum levels of IgG-antibodies directed against 
bacterial antigens, including flagellins. In this study, we aimed to deter-
mine to which faecal bacteria the humoral immune response is directed 
to in patients with IBD.
Methods: Faecal and serum samples were collected from patients with 
IBD (n=55) and age- and sex-matched healthy controls (n=55). Faecal 
samples were incubated with autologous serum and IgG-coated frac-
tions were isolated by magnetic-activated cell sorting (MACS) and the 
coating efficiency was assessed by flow cytometry. Bacterial compos-
ition of both untreated and IgG-sorted fecal samples was determined 
by 16S rRNA-gene Illumina sequencing.
Results: Serum IgG responses were primarily directed to typical small 
intestinal bacterial genera, including Streptococcus, Lactobacillus, 
Lactococcus, Enterococcus, Veillonella and Enterobacteriaceae, as well 
as against specific Lachnospiraceae bacteria, including Coprococcus 
and Dorea (all P<0.001) (Figures), and to the species Ruminococcus 
gnavus (P<0.05). In contrast, serological IgG responses against typ-
ical commensal, anaerobic and colonic microbial species were rather 
low, e.g. to the Lachnospiraceae members Roseburia and Blautia, to 
Faecalibacterium as well as to Bacteroides. IgG-sorted faecal samples 
were characterized by significantly lower microbial diversity. Patients 
with IBD showed more IgG-coating of Streptococcus, Lactobacillus 
and Lactococcus bacteria compared with healthy controls (all P<0.05). 
No differences in IgG-coated bacterial fractions were observed between 
CD and UC, between active or non-active disease, nor between differ-
ent disease locations in CD.
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Conclusion: The IgG immune response is specifically targeted at typ-
ical small intestinal bacterial genera, whereas responses against com-
mensal, rather colonic-type microbiota are lower in patients with IBD. 
These findings may be indicative of a strong immunological exposure 
to small intestinal bacteria in concordance with relative immune toler-
ance against commensal bacteria.

P077
Different granulocyte subsets are involved in the 
pathogenesis in Crohn’s disease fistula

M. Becker drs.*1, P. Koelink1, M. de Krijger1, W. Bemelman2, 
W. de Jonge1, C. Buskens2, M. Wildenberg1; DigeST
1Tytgat Institute for Liver and Intestinal Research, Gastroenterology, 
Amsterdam, The Netherlands, 2Amsterdam UMC, Surgery, Amsterdam, 
The Netherlands

Background: Early in inflammation granulocytes migrate from the cir-
culation into inflamed areas and rapidly accumulate. They form an im-
portant role in first defense as well as the orchestration of downstream 
immune responses. In the circulation, several different subsets of granu-
locytes have been described, for example immature, intermediate and 
mature granulocytes. Surprisingly, despite their abundance and prom-
inent function, this cell type is rarely studied from a tissue perspective, 
most likely due to their short lifespan ex vivo.
One example of gastrointestinal disease with an extremely high number 
of granulocytes is the occurrence of perianal fistula which contain a 
considerable amount of granulation tissue. As curettage of this tissue 
is part of the treatment, the fistula tract is good source to study tissue 
derived granulocyte subsets. The aim of this study was to characterize 
granulocyte subsets in the fistula tract.
Methods: Curettage material of perianal fistula tracts was obtained 
during surgical intervention from patients with CD (n=15) and cryp-
toglandular fistulas (n=5). From 2 CD patients venous blood was taken 
and a ficoll step was performed. Single-cell suspensions were stained 
with a 35-antibody panel, including CD66, CD14, CD33, CD16 and 
CD11b. Samples were analyzed using mass cytometry (CyTOF).
Results: Granulocytes, characterized as CD45+CD66a+ cells, were the 
main cellular component of the fistula tract (64%±24) compared to 
other immune cells. This was more pronounced in cryptoglandular 

fistula compared to CD fistula (81% vs. 67%; p=0.019). Within these 
cells we could differentiate between 4 subsets, mature granulocytes 
(CD33+CD11b+CD16+), intermediate (CD33intCD11b+CD16int), im-
mature granulocytes (CD33intCD11b-CD16int) and eosinophils (CD33-

CD11b-CD16-). Immature granulocytes were the most abundant in de 
fistula tract (31%±15), closely followed by the mature (30%±23) and 
intermediate (23±9). No significant difference was seen in the percent-
ages of granulocyte subsets between CD and cryptoglandular fistula.
Conclusion: Here, we show the presence of different subtypes of granu-
locytes in fistula derived granulation tissue. We show a heterogeneous 
group of cells ranging from immature neutrophils to mature neutro-
phils. Due to their high number in active ulcerating tissue, further 
evaluation of granulocyte subsets and function could be an interesting 
target for medical treatment options.

P078
Vedolizumab Treatment of ex-vivo Human 
Ulcerative Colitis (UC) Explants Results in Altered 
Inflammatory Protein Secretion Profiles

R. Corcoran*1, F. O’Connell2, J. O’Sullivan2, D. Kevans1

1St James’s Hospital, Department of Gastroenterology, Dublin, Ireland, 
2Trinity Translational Medicine Institute- Trinity College Dublin, 
Department of Surgery- Trinity College Dublin- St James’s Hospital- 
Dublin, 8- Ireland, Dublin, Ireland

Background: Patient-derived inflammatory bowel disease (IBD) ex-
plants have potential for biomarker and therapy discovery. Vedolizumab 
(VDZ) is a monoclonal antibody targeting a4b47 integrin whose mech-
anism of action is the reduction of inflammatory immune cell traffick-
ing to the intestinal tract. The association between VDZ exposure and 
treatment response is unclear and appears insufficiently explained by 
serum levels. For this reason it is hypothesised that VDZ may also have 
effects at the tissue level.
Methods: We aimed to evaluate the effect of VDZ on inflammatory 
protein secretion profiles in ex-vivo human ulcerative colitis ex-plants 
(UC ex-plants).
Patients with UC, undergoing endoscopy, were prospectively recruited. 
Endoscopic biopsies were collected and UC ex-plants generated as per 
previously described methods. UC ex-plants were then co-cultured for 
24 hours with an IgG control vehicle or VDZ. After 24 hours tissue 
conditioned media (TCM) from UC ex-plants was collected. TCM 
secreted protein profiles were quantified using 54 V-plex ELISA (Meso 
Scale Diagnostics, USA). Secreted cytokine profile were compared be-
tween IgG vehicle (control) and VDZ treated ex-plants. P values < 0.05 
were considered significant in analyses.
Results: Thirteen patients with UC were included; age (mean, [range]) 
45.8  years [30–78], 54% male; disease duration (mean, [range]) 
8 [1–24] years; 62% of patients were anti-TNF naïve. Baseline 
total Mayo score (median [range]) was 6 [0–9]; endoscopic Mayo 
score (median [range]) was 2 [0–3]. Comparing VDZ with control 
treatment, 5 of 54 ex-plant secreted proteins differed significantly. 
GMCSF, IL-16, IL-22, IL-23 and sVCAM-1 secretion were signifi-
cantly decreased comparing VDZ and control treatments, p < 0.03 
for all comparisons.
Conclusion: The predominant mechanism of action of VDZ is the 
blocking of gut homing pro-inflammatory immune cell traffick-
ing from the peripheral circulation to the intestinal tract. These data 
demonstrated that VDZ reduces pro-inflammatory protein secretions 
from UC ex-plants suggesting an additional local effect of this therapy. 
Further evaluation is required to determine whether a component of 
VDZ therapeutic effect occurs at the tissue level.
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P079
The expression of some circulating micro RNAs 
and serum Vitamin D levels in IBD patients

A. Atanassova1, A.C. Georgieva PhD*1

1Medical university- Varna- Bulgaria, University Hospital St. Marina- 
Clinic of Gastroenterology, Varna, Bulgaria

Background: Serum miRNAs are secreted during the inflammation 
in the gastrointestinal tract and therefore could affect the regulatory 
functions of vitamin D and its signal pathways negative feedback 1,2,3. 
Additional tests are therefore needed to discover the correlation be-
tween the levels of vitamin D and the circulating miRNAs in patients 
with IBD.
Methods: The aim of this study is to assess the correlation between 
the serum levels of vitamin D and the expression of some miRNAs 
(Hs_miR-28_1, Hs_miR- 29c_1, Hs_miR-96_1, Hs_miR-191_1, Hs_
miR-451_1, Hs_miR-142-5p_1, Hs_miR-199a_1, Hs_miR-363_1, 
Ce_miR39_1, Hs_miR-144_4, Hs_miR-142-3p_2, Hs_miR-155_2, 
Hs_miR-16_2, Hs_RNU6-2_11, Hs_miR-1228-2p_1) in a total of 
50 patients with IBD: 27 with CD and 23 with UC. Serum levels of 
25(OH)D were measured and correlated with serum CRP, FCP, IBD ac-
tivity and the expression of different miRNAs. Correlation of levels of 
miRNAs with some clinical factors as 25(OH)D deficiency, treatment 
with corticosteroids or anti-TNF antibodies was also done.
Results: There is a significant difference (р=0.007) between the serum 
Vitamin D levels in patients with active disease (39.83  nmol/L ± 
15.32 nmol/L) and those in remission (54.19 nmol/L ± 18.54 nmol/L). 
IBD activity is a risk factor for a decrease in the serum Vitamin D levels 
(OR=5.77 (1.552–21.503; p<0.01).
We found a weak inverse proportional correlation between levels of 
CRP and Vitamin D (r=-0.114;p<0.05). The correlative analysis found 
an inverse proportional weak to moderate correlation between the 
levels of FCP and Vitamin D (r=-0.259; p<0.01). The expression of 
miRNA-28_1 and miRNA-1228-3p_1 is increased in patients who 
normalized their Vitamin D levels. All others miRNAs have a higher 
expression in Vitamin D (25(OH)D) deficiency.
In Vitamin D (25(OH)D) deficit, the expression levels of all tested miR-
NAs were elevated if the patients received treatment with corticoster-
oids or monoclonal anti-TNF antibodies.
Conclusion: There is a correlation between the serum expression 
of different miRNAs and the Vitamin D levels in patients with IBD. 
Prospective cohort trials may identify the precise role of vitamin D 
as immune regulator as well as its relation to the expression of some 
miRNAs, participating in the processes of the pathogenesis, the op-
timization of the treatment and monitoring of the effect of different 
therapeutic regimens as a part of the personalized management.

P080
ADS024 attenuates weight loss and decreases 
disease activity in DSS-induced colitis

L. Chesnel*1, S. Acton1

1Adiso Therapeutics Inc, Research and Development, Concord- MA, 
United States

Background: Ulcerative colitis (UC) is a chronic, idiopathic inflam-
matory disease characterised by a dysregulated innate and adaptive 
immune response to gut microbiota that contributes to the perpetu-
ation of colonic inflammation. ADS024 is an orally administered live 
biotherapeutic product (LBP), comprised of a single strain of Bacillius 

velezensis, being developed for potential application in the treatment 
of patients with UC.
Methods: Colitis was induced in 39 mice by exposure to 3% dextran 
sodium sulfate (DSS)-treated drinking water from Day 0 to Day 5; 6 
control animals did not receive DSS. Animals were then dosed with 
vehicle (PBS; n=15) or ADS024 (n=12) twice daily for 14 days via oral 
gavage or with comparator anti-p40 mAb (n=12) once daily (IP) on 
Days 6, 9, 12, 15. All animals were monitored daily for body weight 
loss, diarrhea, blood in stool, and activity level. Each of these param-
eters was individually scored according to the disease activity index 
(DAI) scoring scheme. Animals underwent video endoscopy on Day 19 
to assess colitis severity and stool consistency was scored during endos-
copy. Following endoscopy on Day 19, all surviving animals were sac-
rificed, and blood was collected and processed for serum and analysed 
for metabolomic profile.
Results: Animals in which colitis was induced by exposure to 3% DSS 
demonstrated significant weight loss, most profoundly from Days 
8 to 11, an increase in the composite DAI and increased mean colon 
weight:length ratios as compared to control animals. Animals treated 
with ADS024 had improved body weight, starting at 72 hours post-
treatment and decreased DAI scoring over the course of the study com-
pared to the vehicle control group (p<0.01 and p<0.05 respectively), 
comparable to treatment with anti-p40 mAb which has a mechanism 
of action similar to ustekinumab (Stelara®) approved for the treatment 
of UC. A  trend towards a decrease in the mean colon weight:length 
ratio was observed in animals treated with ADS024, but there was no 
difference in mean endoscopy scoring compared to the vehicle control 
group. DSS treatment altered the serum biochemical profile at day 19 
and ADS024 induced changes suggesting a reversion towards the con-
trol state.
Conclusion: Oral treatment with ADS024 improved body weight loss, 
reduced DAI, and resulted in a trend towards reduction in mean colon 
weight:length ratios in the DSS-induced mouse colitis model. In add-
ition, ADS024 treatment led to a rebalancing of the systemic metabo-
lomic shift caused by DSS exposure.

P081
Therapeutic Drug Monitoring of infliximab in 
Crohn’s Disease: Cut-off points during maintenance 
therapy

T. Valdes*1, A. Vilches Arenas2, B. Maldonado Perez1, 
L. Castro Laria1, V. Merino Bohorquez3, F. Argüelles Arias1

1University Hospital Virgen Macarena, Gastroenterology Department, 
Sevilla, Spain, 2University Hospital Virgen Macarena, Preventive 
Medicine, Sevilla, Spain, 3University Hospital Virgen Macarena, 
Pharmacy Department, Sevilla, Spain

Background: Therapeutic drug monitoring of infliximab in Crohn’s 
disease is necessary to optimize treatments. However, infliximab serum 
levels are not well defined.
The aim of the study was to find our cut-off of infliximab serum levels in 
Crohn’s disease patients in remission in clinical practice. Furthermore, 
we tried to identify other predictors of long-term benefit of infliximab 
therapy.
Methods: Observational, retrospective and single-center study of 
patients diagnosed with Crohn’s disease on maintenance therapy with 
infliximab from January 2019 to July 2020.
Infliximab trough levels and antibodies to infliximab were measured at 
least three times, after 6 months of treatment. The tests were performed 
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using enzyme linked immunosorbent assay. Clinical remission was 
defined using the Harvey Bradshaw index ≤4. The interpretation of 
data was by ROC analysis.
Results: 105 Crohn’s disease patients were included in the study, 57.1% 
men, with a median age at diagnosis of 26 years. The rest of the char-
acteristics are in table 1.
The best infliximab level cut-off point classifying patients in clinical 
remission was 4 μg/ml with an area under the curve of 0.801 (figure 1 
and 2).
Median infliximab trough levels were significantly higher when patients 
achieved clinical remission [4.8 (3–8) μg/ml] versus [0.59 (0.1–2.4) μg/
ml].
In the multivariate analysis we observed that the variables age, time on 
infliximab treatment and time of disease evolution were associated with 
non-remission (table 2).
Conclusion: Infliximab levels are an objective parameter related to 
clinical remission in maintenance therapy in patients with Crohn’s 
disease. Our cut-off point associated with clinical remission was  
4 μg/ml.

P082
The profibrogenic role of neutrophil extracellular 
traps in stenotic Crohn’s disease: a new antifibrotic 
target?

G. Dragoni*1,2, B.J. Ke3, B. Verstockt3,4, S. Abdurahiman3, 
T. Innocenti1,2, F. Giudici5, G. De Hertogh6, M. Milla1, S. Bagnoli1, 
L. Picariello2, A. Galli1,2, G. Matteoli3, S. Vermeire3,4

1Careggi University Hospital, Department of Gastroenterology, 
Firenze, Italy, 2University of Florence, Department of Experimental and 
Clinical Biomedical Sciences “Mario Serio”, Firenze, Italy, 3KU Leuven, 
Department of Chronic Diseases- Metabolism and Ageing CHROMETA, 
Leuven, Belgium, 4University Hospitals Leuven, Department of 
Gastroenterology and Hepatology, Leuven, Belgium, 5University of 
Florence, Department of Clinical and Experimental Medicine- Surgical 
Unit, Firenze, Italy, 6KU Leuven, Department of Imaging and Pathology- 
Translational Cell & Tissue Research, Leuven, Belgium

Background: Neutrophil extracellular traps (NETs) are structures 
constituted of DNA filaments and protein granules, extruded by neu-
trophils after various insults, such as chronic inflammation. Their for-
mation is dependent on the citrullination of histone H3 (H3cit) in the 
nucleus by peptidylarginine deiminase 4 (PAD4). The pathogenic effect 
of NETs in Crohn’s disease (CD) has been poorly addressed so far. 
Recently, a profibrogenic role of NETs has been proposed in the lung.
The aim of the present study was to assess whether NETs may trigger 
the fibrotic process in patients with CD.
Methods: Multiplex immunofluorescence (M-IF) for PAD4, myelop-
eroxidase, neutrophil elastase, H3cit, vimentin and alpha-SMA were 

performed in unaffected, inflamed and fibrotic ileum of patients oper-
ated for stricturing CD. From the same patients, primary intestinal 
fibroblasts (PIF) were cultured from unaffected ileum.
NETs were obtained from healthy volunteers’ neutrophils, incubated 
with 50 nM phorbol myristate acetate for 3.5 hours. Subconfluent PIF 
were stimulated in vitro with NETs for 6 hours and RNA extracted for 
sequencing (RNAseq). Cell culture medium was collected for soluble 
collagen analysis, using SIRCOL®. Experiments were replicated in 5 
patients.
CCD-18Co cell line was used to test the migratory activity of fibro-
blasts with a scratch test and to confirm the expression of profibrogenic 
proteins, such as fibroblast activation protein (FAP) and collagen 3A1.
M-IF was interpreted using computational analysis. Statistics was per-
formed with Kruskal-Wallis Test for collagen quantification, with p < 
0.05. For RNAseq, Poisson distribution and DESeq2 were used, with 
significance set at Q < 0.05; the resulting gene list was then analysed 
with ClueGo® software.
Results: M-IF showed that NETs were primarily found in inflamed 
areas, with clusters of these traps located close to intestinal myofibro-
blasts in the deeper submucosa layer (Figure 1).
The gene ontology of RNAseq (Figure 2) showed significant upregula-
tion of profibrogenic pathways of TGFB1/SMAD and p38/MAPK in 
the group of PIF co-cultured with NETs.
NETs stimulation determined a higher release of collagen in the 
medium (p = 0.003), and an increase in the protein expression of FAP 
and collagen 3A1 in PIF. Accordingly, NETs profibrotic effect resulted 
also in a slower migratory ability of activated fibroblasts.

Conclusion: Our data show that NETs are produced during active in-
flammation of CD and their colocalisation with intestinal myofibro-
blasts suggests that they may represent an early trigger of fibroblast 
activation. Clinically, the inhibition of PAD4 might result in both con-
trasting inflammation and fibrogenesis. An in vivo chronic model of 
colitis on PAD4-KO mice is ongoing to confirm these findings.
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P083
An integrative analysis of DNA methylation and 
RNA-Seq data in human adipose-stem cells of 
Crohn’s Disease patients with different clinical 
activity

C. Serena*1, D. Montfort-Ferré1, A. Caro2, M. Menacho3, B. Espina2, 
A. Boronat-Toscano1, M. Martí4, E. Espín4, M. Millán5, J. Vendrell1, 
S. Fernández-Veledo1

1Health Institute Pere Virgili IISPV, Hospital Joan XXIII of Tarragona, 
Tarragona, Spain, 2Hospital Universitari Joan XXIII of Tarragona, 

Surgery Service, Tarragona, Spain, 3Hospital Universitari Joan XXIII 
of Tarragona, Gastroenterology Service, Tarragona, Spain, 4Hospital 
Univeristari Vall Hebrón, Surgery Service, Barcelona, Spain, 5Hospital 
La Fe, Surgery Service, Valencia, Spain

Background: Crohn’s disease (CD) is characterized by the expansion of 
mesenteric fat attached to the inflamed segments of the intestine, also 
known as “creeping fat” which seems to be directly related to disease 
activity. Our group revealed that adipose-stem cells (hASCs) isolated 
from the creeping fat of CD subjects are dysfunctional (showing a high 
inflammatory profile, high invasive and phagocytic capacities, and 
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worse immunosuppressive properties); and this dysfunction is main-
tained even in hASCs isolated from CD subjects in remission of the 
disease.1

Methods: 1) Culture and characterization of hASCs isolated from adi-
pose tissue biopsies of active CD, inactive CD, and healthy subjects 
(n=25). Visceral origin: creeping fat in active CD subjects and mesenteric 
fat in CD subjects in remission and healthy subjects. 2) Comparative 
DNA methylome analysis in hASCs isolated from the included popula-
tion (Infinium Human-Methylation EPIC (850K) BeadChip; Illumina, 
Inc). 3)  Transcriptomic study in hASCs isolated from the included 
population (Illumina HiSeq 2500 system). 4) Bioinformatic analysis & 
data integration.
Results: Methylation and transcriptomic studies revealed a multi-
omic profile of hASCs isolated from CD subjects compared to 
control individuals (Heatmaps Fig 1A). Indeed, the integration 
of genome-wide methylation changes and gene expression differ-
ences revealed the main candidate’s genes (Figure 1B). The most 
significant upregulated gene in CD was Mab-21 like 2 (MAB21L2) 
(Fig 1B-C). This gene encodes a downstream target of transform-
ing growth factor-beta signaling. MAB21L2 was validated in an 
independent cohort of hASC isolated from control, active, and in-
active CD subjects (n=7/each group) using qPCR. In agreement, 
MAB21L2 gene expression was significantly higher in hASCs iso-
lated from the active and inactive group than in the control group 
(Fig 1D). Another interesting candidate gene found was tyrosine 
kinase 2 (TYK2) which is significantly upregulated in active CD 
subjects. This gene promulgates cytokine signals by phosphorylat-
ing receptor subunits. It is also a component of both the type I and 
III interferon signaling pathways.2 Finally, another gene upregulated 
in remission of the disease is the calcium voltage-gated channel sub-
unit alpha 1H (CACNA1H), which has been involved in low-grade 
inflammation and has been proposed as an important player in IBD 
during the remission phase.3

Conclusion: Integration of data revealed genes involved in the dysregula-
tion of hASCs associated with CD and genes related to disease remission.
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P084
Secreted inflammatory protein profiles following 
treatment of ex-vivo human Ulcerative Colitis and 
Crohn’s Disease explants with licenced biologic 
therapies

R. Corcoran*1, F. O’Connell2, J. O’Sullivan2, D. Kevans1

1St James’s Hospital, Department of Gastroenterology, Dublin, Ireland, 
2Trinity Translational Medicine Institute- Trinity College Dublin- 
Ireland, Department of Surgery, Dublin, Ireland

Background: Patient-derived inflammatory bowel disease (IBD) ex-
plants have potential for biomarker and therapy discovery. Treatment 
of IBD ex-plants ex-vivo with licensed biologic therapies may result in 
further insights into their mechanism of action.
Methods: We aimed to evaluate the effect of Infliximab (IFX), 
Ustekinumab (USTK) and Vedolizumab (VDZ) on inflammatory 
protein secretion profiles in ex-vivo human IBD ex-plants.
Patients with IBD, undergoing endoscopy, were prospectively recruited. 
Endoscopic biopsies were collected from the sigmoid colon and IBD 
ex-plants generated as per previously described methods. IBD ex-plants 

were then co-cultured for 24 hours with an IgG control vehicle, IFX, 
USTK and VDZ. After 24 hours, tissue conditioned media (TCM) from 
IBD ex-plants was collected. TCM secreted inflammatory protein pro-
files were quantified using 54 V-plex ELISA (Meso Scale Diagnostics, 
USA). Secreted inflammatory protein profiles were compared between 
IgG vehicle (control) and USTK, IFX, VDZ treated ex-plants. All con-
tinuous variables are presented as median [interquartile range (IQR)]. 
P values < 0.05 were considered significant in analyses.
Results: 18 patients with Ulcerative Colitis (UC) and 19 patients 
with Crohn’s Disease (CD) were included; age (median, [IQR]) 
41[33–53], years, 49% male; disease duration (median, [IQR]) 9 
[5–14] years; 54% of patients were anti-TNF naïve. IL-22 secre-
tion was significantly lower in UC explants treated with IFX com-
pared with IgG control; 4.5 [3.1 – 39.9] versus 17.5 [10.3 – 98.3] 
pg/ml per ug of protein respectively, p=0.004. IL-22 secretion was 
significantly lower in UC explants treated with USTK compared 
with IgG control; 7.8 [1.9  – 26.5] versus 27.9 [10.3  – 110.7] pg/
ml per ug of protein respectively, p=0.004. IL-22 secretion was sig-
nificantly lower in UC ex-plants treated with VDZ compared with 
IgG control; 10.6 [3.2 – 35.7] versus 17.5 [10.2 – 73.5] pg/ml per 
ug of protein respectively, p=0.01. For CD explants, IL-22 secretion 
was significantly lower in USTK compared with IgG control; 24.4 
[17.6 – 57.7] versus 211.7 [75.9 – 588.1] pg/ml per ug of protein 
respectively, p < 0.001. In UC and CD explants, IL-23 secretion was 
significantly decreased comparing USTK with IgG control treat-
ments, p < 0.004 for all comparisons.
Conclusion: IBD ex-plant IL-22 secretion is reduced following bio-
logic therapy particularly in patients with UC. IL-22 is a pleotropic 
cytokine considered an essential factor in intestinal immune-epithelial 
cross talk and is capable of both pro- and anti-inflammatory func-
tions depending on tissue microenvironment including cytokine mi-
lieu. Further evaluation of the contribution of IL-22 to IBD disease 
biology is warranted.

P085
Paneth cells translate dietary lipid exposure into 
gut inflammation

F. Grabherr*1, M. Meyer1, J.J. Schmitz1, J. Schwärzler1, L. Mayr1, 
M. Philipp1, A. Jukic1, C. Grander1, H. Tilg1, T.E. Adolph1

1Medizinische Universität Innsbruck, Innere Medizin,  
1 - Gastroenterologie- Hepatologie und Endokrinologie, Innsbruck, 
Austria

Background: Dietary constituents impact the development and course 
of IBD (1). Especially a Western style diet is associated with an increased 
incidence and prevalence of IBD (2). The role of polyunsaturated fatty 
acids (PUFA) in the development of IBD is broadly discussed. Recently 
we could show that PUFAs elicit a pro-inflammatory response in intes-
tinal epithelial cells (IEC) in a Glutathione peroxidase 4 (GPX4) de-
ficient setting, which resembled phenotypic hallmarks of human CD 
(3). GPX4, an anti-oxidative enzyme, was described to be a risk gene 
for the development of CD (4) and is deficient in IECs derived from 
inflamed areas of the small intestine of CD patients (3). Stress responses 
in Paneth cells (PC) trigger small intestinal gut inflammation (5). In this 
study, we describe PC as originators of GPX4-restricted and PUFA-
induced intestinal inflammation.
Methods: We analyzed PC morphology in mice lacking one allele of 
GPX4 specifically in IECs (GPX4+/-IEC) by electron microscopy. We gen-
erated mice lacking both alleles of Gpx4 specifically in PC (GPX4ΔPC) 
and exposed these mice (and wildtype controls) to a Western diet 
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enriched with PUFAs for 12 weeks. Intestinal inflammation was 
assessed by histology and immunohistochemistry. Further we analyzed 
small intestinal whole tissue cultures and evaluated cytokine produc-
tion by ELISA.
Results: Paneth cells of mice lacking one allele of Gpx4 showed 
morphological signs of ER-stress at baseline and after exposure to a 
PUFA-WD for 12 weeks when compared to WT mice (Fig 1a). Based 
on these results, we dissected a role for PC in GPX4-restricted gut in-
flammation. When fed a PUFA WD for 12 weeks GPX4ΔPC mice devel-
oped a CD like enteritis while WT controls did not (Fig 1b). A WD 
did not induce this inflammatory response in GPX4ΔPC or WT mice. 
The infiltrating leukocytes contained mainly neutrophils and mac-
rophages (indicated by positive F4/80 staining, Fib 1c). Whole tis-
sue cultures derived from GPX4ΔPC mice fed a PUFA WD produced 
more Interleukin-6 and CXCL-1, the murine homologue of the human 
Interleukin-8, compared to whole tissue cultures derived from WT mice 
fed the same diet (Fig 2).

Figure legend 1a) % of PC showing massive, medium or no ER dilata-
tion 1b&c) enteritis score and representative H&E and F4/80 staining 
2) IL-6 and CXCL-1 in supernatant of whole tissue jejunal samples
Conclusion: The presented data identify Paneth cells to be crucially 
involved in the development of PUFA induced enteritis in genetically 
susceptible hosts.
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Mucosal microbiota modulate host intestinal 
immune signatures in Inflammatory Bowel Disease
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Background: Host intestinal immune gene signatures and micro-
bial dysregulations expose potential mechanisms in the pathogenesis 
of inflammatory bowel diseases (IBD). Profiling of mucosa-attached 
microbiota allows the understanding of locally present microbial com-
munities and their immediate impact on the host. This study evalu-
ated interactions between host mucosal gene expression and intestinal 
mucosa-attached microbiota in IBD.
Methods: Intestinal mucosal bulk RNA-sequencing data was combined 
with mucosal 16S rRNA gene sequencing data from 696 intestinal 
biopsies derived from 337 patients with IBD (181 with Crohn’s disease 
[CD] and 156 with ulcerative colitis [UC]) and 16 non-IBD controls. 
Hierarchical all-against-all associations testing (HAllA) was used to 
assess factors affecting host gene expressions and microbiota. Mucosal 
cell enrichments were predicted by deconvolution. Linear mixed inter-
action models were used to investigate host-microbiota interactions, 
adjusting for age, sex, BMI and batch effects. Variation explanation 
analysis was performed by Lasso regression.
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Results: In total, 15,934 intestinal genes and 113 microbial taxa were 
identified and included in subsequent analyses. Host intestinal gene 
expressions were characterized by tissue- and inflammation-specificity, 
whereas intraindividual variability of the mucosal microbiota dominated 
over disease location and inflammation effects. We observed forty asso-
ciations between the mucosal expression of genes and the abundance 
of specific microbes independent of dysbiosis (FDR<0.05). Examples 
include a positive association between aryl hydrocarbon receptor 
(AHR) and Bifidobacterium, and a negative association between inter-
leukin 18 receptor 1 (IL18R1) and Lachnoclostridium. Furthermore, 
112 gene-microbiota interactions changed in patients with microbial 
dysbiosis compared to non-dysbiosis (FDR<0.05). These interactions 
were enriched in immune-related and extracellular matrix organization 
pathways. For example, the IL1R1 gene was positively associated with 
Collinsella abundance in non-dysbiotic patients, whereas an inverse as-
sociation was observed in high dysbiosis. Finally, the presence of mucosal 
microbial taxa explained up to 10% of the variation in cell type enrich-
ment, affecting epithelial cells, macrophages and regulatory T-cells.
Conclusion: Interactions between host intestinal gene expressions 
and mucosa-attached microbiota are disrupted in patients with IBD. 
Furthermore, mucosal microbiota are highly personalized and poten-
tially contribute to intestinal cell type alterations. Our study unravels 
key immune-mediated molecular pathways and relevant bacteria in in-
testinal tissue, which may guide drug development and precision medi-
cine in IBD.

P087
Communicating Needs and Features of IBD 
Experiences (CONFIDE) Survey: Impact of 
Ulcerative Colitis Symptoms on Daily Life
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Background: Bowel urgency is the symptom described by patients as 
having the most impact on quality of life but is missing from most disease 
activity indices (Carpio et  al., 2016). The Communicating Needs and 
Features of IBD Experiences (CONFIDE) study aims to increase under-
standing of patients’ experiences and the impact of IBD on their lives 
in the United States (US), Europe, and Japan. These data focus on US 
patients with moderately-to-severely active ulcerative colitis (UC).
Methods: An online, quantitative, cross-sectional survey was conducted 
with patients with moderately-to-severely active UC in the US in July 
2021. Data included patient perspectives on their UC symptoms and 
the impact on their social life, work/school life, and ability to partici-
pate in sports/physical activities. Moderately-to-severely active UC was 
defined based on treatment, steroid use, and/or hospitalization history. 
Descriptive statistics (frequencies, percentages) summarise the data.
Results: 200 (of 756 total contacted) patients (61.5% male, mean age 
40.4, mean disease duration 7.9  years) completed the survey in the 
US, with 77% (n=153) of patients receiving advanced therapies (bio-
logic or novel oral therapy). Patients declined participation in social 
events due to bowel urgency (43%), fear of urge incontinence (40%), 
increased stool frequency (29%), and blood in stool (15%) in the last 
three months (Fig. 1). Patients declined participation in sports/physical 

exercise due to bowel urgency (38%), fear of urge incontinence (36%), 
increased stool frequency (24%), and blood in stool (10%) in the 
last three months (Fig. 2). Patients declined participation in work/
school due to bowel urgency (37%), fear of urge incontinence (42%), 
increased stool frequency (25%), and blood in stool (16%) in the last 
three months (Fig. 3). Out of 123 patients who have ever suffered from 
bowel urgency, in the last three months 42% stopped working for the 
day sooner than planned and 41% worked fewer hours. Notably, 76% 
of patients reported wearing a diaper/pad/protection at least once in the 
last three months due to fear of urge incontinence. Bowel urgency had 
no impact on work/school for 22% (n=27) of patients who had ever 
experienced bowel urgency (Fig. 4).

Conclusion: Bowel urgency and fear of urge incontinence are the most 
reported symptoms leading to patients with UC declining participation 
in work/school, social events, and sports/physical exercise. Over three 
quarters of the surveyed patients reported wearing diapers/pads/protec-
tion in the past three months due to fear of urge incontinence and only 
22% of patients who had ever suffered from bowel urgency reported 
that it had no impact on work or school.
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P088
Metabolomic analysis reveals differences among 
UC and non-IBD human colonic resections: role of 
GPCRs

C. Bauset*1, M. Carda-Diéguez2, E. Buetas2, S. Coll1,  
L. Lis-López1, M. Seco-Cervera3, F. Navarro4, Á. Mira2, S. Calatayud1, 
M.D. Barrachina1, J. Cosín-Roger3

1Universidad de Valencia, Pharmacology, Valencia, Spain, 
2FISABIO, Genomics and Health Department, Valencia, Spain, 
3FISABIO, Unidad Mixta Facultad de Medicina-Hospital Dr. 
Peset, Valencia, Spain, 4Hospital de Manises, Colorectal surgery,  
Valencia, Spain

Background: Metabolomics is a recent technique that has bounced 
into Inflammatory Bowel Diseases (IBD) due to its capacity to eluci-
date specific metabolites involved in the pathology and changes in the 
metabolomic profile have been detected in urine, blood or feces from 
UC patients. G-protein coupled receptors (GPCRs) have been recently 
identified as promising pharmacological targets. We aim to characterize 
the metabolomic profile and metabolite-sensing GPCRs expression in 
colonic resections from UC patients.
Methods: Colonic resections from UC (n=18) and non-IBD (n=20) 
patients were obtained. Metabolomic analysis was performed using 
Nuclear Magnetic Resonance (NMR) to study polar metabolites and 
Gas-Chromatography or Liquid-Chromatography Mass-Spectrometry 
to study non-polar metabolites. Results are expressed as μg of metab-
olite per gram of tissue. Gene expression of GPCRs was analyzed by 
qPCR. Data were expressed as fold induction vs control (mean±SEM) 
and compared by a t-test. A p-value<0.05 was considered statistically 
significant. Pearson correlation matrix were performed with R or mix-
Omics library in R.
Results: Metabolomic analysis revealed in colon of UC patients sig-
nificant increased levels of propionic acid (7.7±1.1), undecanoic acid 
(0.3±0.02) decanoic acid (4.5±0.9), myristic acid (64.5±8.7), α-linoleic 
acid (23.1±4.0), aspartic acid (33.9±3.4), phenylalanine (8.8±1.6), 
glutamic acid, (136.3±10.8), b-hydroxybutyric (8.3±0.9) acid and 
lactic acid (297.5±34.7) vs non-IBD patients. Gene expression of 
GPR43 (22.7±9.5), GPR41 (4.7±1.7), GPR109a (19.1±5.3), GPR109b 
(13.6±4.6), GPR91 (13.2±5.7), GPR84 (6.7±2.0), GPR40 (6.6±1.8), 
GPR65 (3.0±0.5) and GPR68 (4.6±1.0) were significantly increased in 
UC patients compared with controls. In contrast, GPR120 (0.9±0.3), 
GPR119 (0.6±0.2) and GPR35 (0.5±0.1) were significantly reduced in 

UC patients. N-oleylethanolamide positively correlates with most of 
GPCRs, especially GPR68, GPR84 and GPR91 while acetic and suc-
cinic acids negatively correlate with GPR4 (Fig.1A). In UC patients, 
medium-chain fatty acids (FA) and most long-chain FA positively cor-
relate with GPR84, GPR142, GPR43, GPR109a, GPR109b, GPR91 
and GPR132 (Fig. 1C).
Fig1. Graphs show the correlations between data relative to mRNA 
expression of GPCRs (expressed as ΔCt) vs metabolites. (A) Data from 
controls and UC. (B) Only controls. (C) Only UC.
Conclusion: Increased levels of several metabolites and GPCRs are 
detected in the colon of UC patients and their correlations suggest po-
tential candidates to be involved in UC pathophysiology.

P089
Long ncRNA Landscape in the Rectum of 
Treatment Naïve Early Onset Ulcerative Colitis 
Highlights Association with Severity and Early 
and Late Disease Outcome, with Potential Role in 
Epithelial Metabolic Functions
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Background: Long non-coding RNAs (lncRNAs) are tissue-specific and 
regulate cellular functions. We previously reported a dramatic inhib-
ition of epithelial metabolic mitochondrial functions in mucosal biop-
sies from the UC PROTECT cohort. We aimed to define lncRNAs that 
are dysregulated in UC, linked with attenuated epithelial metabolic 
functions, and associated with worse outcome.



i188 Poster presentations

Methods: Transcriptomics of pre-treatment rectal biopsies in 
PROTECT UC [206 UC and 20 controls (Ctl)]. Weighted gene co-
expression network analysis (WGCNA) to identify modules and 
gens associated with UC severity, week 4 remission after 5-ASA/
steroids (W4R), week 52 steroid-free remission (W52SFR), and col-
ectomy within 3  years. Epithelial mechanistic data of prioritized 
lncRNA.
Results: PROTECT transriptomics included 2,826 lncRNA genes with 
TPM>1 in 20% of samples. Principal components analysis (PCA, Fig 
1) using these lncRNA showed distinct clusters of UC and Ctl, and PC2 
values were linked (p<0.01) with endoscopic (Mayo score) and clinical 
(PUCAI) disease severities. Random forest classifiers using the 2,826 
lncRNA trained to distinguish UC from Ctl using PROTECT, predicted 
the correct diagnosis in PROTECT (AUC=1) and in RISK (AUC=0.88) 
connecting lncRNA to UC pathogenesis in two independent cohorts. 

WGCNA on the 2,826 lncRNA resulted in 6 modules (M1-M6) 
associated with UC (p<0.01, Fig 2). M1, which contained lncRNA 
reduced in UC, was associated with lessW4R (p=0.01) less W52SFR 
(p=0.04) and increased colectomy (p=0.02). In contrast, M6, which 
contained lncRNA elevated in UC, was linked with W4R (p=0.008). 
The hub genes in the M1 and M6 modules included GATA6-AS1 and 
LINC01272 lncRNAs, respectively. Re-analysis of single cell datasets 
supported epithelial expression of GATA6-AS1 and myeloid expression 
of LINC01272. GATA6-AS1 co-expression with protein-coding genes 
in PROTECT showed significant enrichment for mitochondrial func-
tions (p<1E-40). Reduction of GATA6-AS1 expression with 2 shRNAs 
resulted in reduced mitochondrial complex IV MT-CO2 mRNA and 
protein and reduction of LGR5, linking mitochondrial genes and func-
tion with epithelial renewal. We recently showed pronounced reduc-
tion of the mitochondrial membrane potential (MMP) by JC-1 staining 
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in UC epithelia. Consistent with this finding, GATA6-AS1 inhibition 
reduced MMP levels from 0.22 in control to 0.08 (p=0.01), similarly 
to MMP of cells treated with CCCP that is known to depolarize and 
reduce MMP.
Conclusion: LncRNA are significantly linked with UC and disease se-
verity, and the M1 epithelial enriched module shows significant associ-
ation with worse outcome. GATA6-AS1 within the M1 hub genes show 
potential role in epithelial metabolic functions and renewal.

P090
Unraveling the rewiring of cytokine signalling in 
Inflammatory Bowel Disease using a novel network 
biology approach

M. Olbei*1,2, J. Thomas1,2,3, I. Hautefort1, A. Treveil1,2, B. Bohar1,4, 
M. Madgwick1,2, L. Gul1, L. Csabai1,4, D. Modos1,2, T. Korcsmaros1,2,5
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Background: Intercellular communication mediated by cytokines is 
critical to the development of immune responses, particularly in the 
context of chronic immune-mediated disorders such as inflammatory 
bowel disease (IBD). By releasing these small molecular weight pep-
tides, the source cells can influence numerous intracellular processes in 
the target cells, including the secretion of other cytokines downstream. 
However, there are no readily available resources and studies model-
ling cytokine-cytokine interactions that would be important for better 
understanding the dysregulation of cytokine signalling in IBD, and re-
vealing potential new therapeutic targets for patients.
Methods: Based on the workflow of a cytokine signalling resource, 
CytokineLink, we developed previously, in this effort we built novel 
interaction networks using single-cell expression data from patients 
with ulcerative colitis (UC) and Crohn’s disease (CD). We defined two 
meta-networks for each disease: a cell–cell communication network 
connected by cytokines; and a cytokine–cytokine interaction network 
depicting the potential ways in which cytokines can affect the activity 
of each other.
Results: The rewiring of cell–cell and cytokine–cytokine interaction 
networks between healthy, non-inflamed and inflamed intestinal tissues 
in IBD was measured using the generated meta-networks. Cytokine-
cytokine interaction networks revealed that in active UC, the Th1 
cytokine IFNg and the chemokines CCL28 and CCL14 were central 
to cytokine-mediated communication networks. In CD, IL12B and 
IL13 formed the central cytokines in inflamed ileal tissues. Cell–cell 
interaction networks identified likely main cell types mediating the sig-
nalling of these key cytokines in non-inflamed and inflamed intestinal 
tissues: mast cells being the main source of IL13 in both IBD patients 
and healthy individuals.
Conclusion: We generated interaction networks aimed at captur-
ing the most prevalent cell–cell and cytokine–cytokine interactions 
using disease specific single-cell expression data. Using the generated 
interaction networks we identified the condition-specific rewiring of 
cytokine mediated signalling in IBD, and key cytokines that could be 
targeted for ameliorating inflammatory responses. The data can be used 
by the community as a platform for hypothesis-generation. Potential 
use cases are deconvoluting the complexities of cytokine signalling in 

IBD to reveal potential cytokine drug targets, or predicting the down-
stream effects of drugs on cytokine responses.

P091
A single-cell RNAseq approach to understand 
and predict the efficacy of tofacitinib in Ulcerative 
Colitis

E. Melon*1, A.M. Corraliza1, A. Garrido1, M. Veny1, M.C. Masamunt1, 
A. Giner1, I. Ordás1, A. Fernández1, E. Ricart1, J. Panés1, A. Salas1

1Institut d’Investigacions Biomèdiques August Pi i Sunyer IDIBAPS, 
Hospital Clinic of Barcelona - Inflammatory Bowel Disease Unit, 
Barcelona, Spain

Background: The variability and unpredictability of drug efficacy in 
ulcerative colitis (UC) patients, including tofacitinib, an oral JAK1 and 
JAK3 inhibitor, remains a perplexing reality. The aim of this study is 
to identify the relevant cellular subsets and genes involved in response 
and/or resistance to tofacitinib using single-cell RNA sequencing 
(scRNA-seq).
Methods: Colon biopsies from UC patients starting tofacitinib treat-
ment (10 mg twice daily) were collected from the involved region at 
baseline (n=9), week 8 (n=7) and week 16 (n=5). Endoscopic response 
was evaluated at week 16 and patients were classified as responders or 
non-responders based on whether they had a decrease in the endoscopic 
Mayo score of at least 1 point from baseline. Biopsies were immediately 
disaggregated and single-cell suspensions were processed using 10x 
Genomics Next-GEM Single Cell kit assays (Chromium 3’ v3.0). After 
QC filtering, a total of 61,646 cells were obtained. Additional biopsies 
were collected at all timepoints for validating scRNA-seq results by 
bulk RNA analysis (qPCR).
Results: Four out of nine patients enrolled in this study responded 
to tofacitinib treatment. Analysis of the proportions of mucosal cells 
identified by scRNAseq revealed a partial recovery of the epithelial 
and stromal cell compartments and a decrease in the total number of 
plasma and myeloid cells in responding patients at week 8, which was 
sustained at week 16 (Table 1).

scRNA-seq analysis revealed a significant downregulation of 
SOCS1 in the CD4 and B cell populations, and of both SOCS3 
and IRF1 in the neutrophil and B cell populations in all patients 
receiving tofacitinib treatment irrespective of endoscopic re-
sponse. These results were validated by qPCR of bulk biopsy 
RNA (p=0.0245, p=0.0299 and p=0.0230 respectively). In con-
trast, S100A8 and CHI3L1 were significantly downregulated only 
in responders, correlating with a decrease in the proportion of 
mucosal inflammatory cells including neutrophils, monocytes, and 
inflammatory fibroblasts.
Regarding prediction of outcome, a scRNA-seq comparative analysis 
showed that high levels of IL17A-expressing T cells at baseline signifi-
catively correlated with failure to achieve response upon tofacitinib 
treatment. This result was validated by qPCR of bulk biopsy RNA 
(p=0.0059).
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Conclusion: Our study demonstrates the potential of using scRNAseq of 
intestinal biopsies not only to characterize the mechanism of action of 
tofacitinib, but also to describe the cellular events associated with response 
to this therapeutic intervention. Moreover, we show the potential of scR-
NAseq to identify predictors of response to tofacitinib in patients with UC.

P092
Humoral and T cell responses to COVID-19 
vaccination in IBD

E. Zhang*1, K. Bond2, O. Nguyen3, L. Allen3, L. Kedzierski3, 
K. Kedzierka3, B. Christensen1

1Royal Melbourne Hospital, Gastroenterology, Melbourne, Australia, 
2Royal Melbourne Hospital, Microbiology, Victoria, Australia, 
3University of Melbourne, Microbiology and Immunology, Victoria, 
Australia

Background: The characteristics of SARS-CoV-2 vaccine-induced 
immunity in inflammatory bowel disease (IBD) patients on immune 
modifying agents has not been clearly defined due to their exclusion 
in vaccine trials. Emerging results suggest infliximab impairs antibody 
response compared to vedolizumab. However there has not been direct 
comparison to controls. We evaluated this with both humoral and T 
cell response in IBD patients.
Methods: Antibody and T cell response were analysed in IBD patients 
who received BNT162b2 (Pfizer–BioNTech) or ChAdOx1 nCoV-19 
(Oxford–AstraZeneca) vaccination from a single Australian centre. The 
control group were healthcare workers (HCW) without IBD. Blood 
samples were taken at 4 time points: at baseline V0 (before vaccin-
ation); V1 (7–14 days after vaccine 1); V2 (7–14 days after vaccine 2); 
V3 (21–42 days after vaccine 2). Antibodies to the S1/2 IgG subunit 
and receptor-binding protein (RBD) were measured and reported here.
Results: 88 (28 ulcerative colitis, 50 Crohn’s disease) IBD patients 
were included and compared to 53 healthy controls (Table 1). IBD 
patients medications included 6 5ASA (6.8%), 6 immunomodulator 
monotherapy (6.8%), 14 anti-TNF monotherapy (15.9%), 32 anti-
TNF combination therapy with immunomodulator (36%), 16 IL12/23 
(18%) and 13 vedolizumab (14%). Pre-vaccine baseline sera showed 
absence of anti-RBD antibodies in all participants. 84 patients (87%) 
received BNT162b2 and 4 (4.5%) received ChAdOx1 nCoV-19 vac-
cines. Geometric mean [SD] anti-S1/2 antibody concentrations at 4 
weeks after second vaccination (V3) were significantly lower in IBD 

TNF treated patients (162.6[1.7]) compared to IBD non TNF treated 
patients (325.2[1.3]), and healthy controls (325.2[1.3]), p<0.0001 
(Figure 1). There was no difference between non-TNF treated patients 
including those on vedolizumab or IL12/23 compared to controls. 
Similarly there was a significant difference between anti-RBD IgG titres 
between TNF and non-TNF IBD patients at V3 but not when com-
pared to controls (Figure 2). There was no difference in RBD IgG and 
anti-S1/2 antibodies between anti-TNF monotherapy and combination 
anti-TNF with immunomodulator. All IBD and healthy controls sero-
converted at V3 (Figure 3).
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Conclusion: TNF agents influence SARS-CoV-2 vaccine-induced 
antibody response in IBD patients, with lower anti-S1/2 IgG concen-
trations compared to non-TNF IBD patients and healthy controls. 
However, there was no difference in RBD IgG titres between controls 
and IBD patients overall. It is unclear whether these subtle differences 
in antibody response in IBD patients on TNF agents is biologically 
meaningful, as all groups seroconverted after second dose vaccin-
ation. Neutralising antibody and T cell data (CD4+/CD8+) from this 
study to come.

P093
Probiotic strains Lactobacillus plantarum and 
Saccharomyces boulardii influence the fibrotic 
responses of human intestinal subepithelial 
myofibroblasts

G. Tarapatzi*1, E. Filidou1, L. Kandilogiannakis1, M. Spathakis1, 
K. Arvanitidis1, K. Kotzampassi2, G. Kolios1, S. Vradelis3

1Laboratory of Pharmacology- Faculty of Medicine, Democritus 
University of Thrace- Alexandroupolis, Alexandroupolis, Greece, 
2Department of Surgery, Aristotle University of Thessaloniki- 
AHEPA Hospital, Thessaloniki, Greece, 3University Hospital of 
Alexandroupolis, Democritus University of Thrace, Alexandroupolis, 
Greece

Background: The strains Lactobacillus plantarum and 
Saccharomyces boulardii, widely used among probiotic supple-
ments, seem to ameliorate Inflammatory Bowel Disease (IBD) pro-
gression and to promote mucosal healing. Intestinal Subepithelial 
Myofibroblasts (SEMFs) are key mediators in mucosal healing and 
fibrosis, mainly by migrating to the trauma region and secreting 
collagen. The aim of this study was to investigate the different 
effects of the aforementioned probiotic strains in the migration 
rate and the fibrotic responses of SEMFs.
Methods: L. plantarum and S. boulardii were reconstituted in SEMFs 
culture medium, identified by Gram staining and their viability was 
assessed by Trypan Blue staining. Primary SEMFs were isolated from 
colonic biopsies from healthy individuals and stimulated with 102 and 
104 cfu/ml of each strain for: a) 6h, when mRNA expression of collagen 
type I, III, fibronectin, Tissue Factor and α-SMA was assessed by quan-
titative PCR, and b) 48h, when SEMFs’ migration rate was examined 
via Wound Healing Assay and protein collagen was measured via Sircol 
Assay.

Results: Trypan Blue staining confirmed the viability of the studied pro-
biotics, and both the bacteria and the yeasts were stained Gram posi-
tive. Stimulation of SEMFs with L. plantarum resulted in upregulated 
mRNAs of Collagen type I  (102cfu/ml: 1.6-fold, 104cfu/ml: 1.5-fold; 
p<0.001), type III (102cfu/ml: 1.7-fold, 104cfu/ml: 1.8-fold; p<0.0001), 
Fibronectin (102 cfu/ml, 1.5-fold, 104cfu/ml 1.5-fold; p<0.01), Tissue 
Factor (102cfu/ml: 1.4-fold, p<0.0001; 104cfu/ml: 1.3-fold, p<0.001) 
as well as SEMFs’ migration rate (102cfu/ml: 128.3%, 104cfu/ml: 
124.1%; p<0.05). On the other hand, S. boulardii stimulation resulted 
in downregulated Collagen type I  (102cfu/ml: 0.9-fold, p<0.01) and 
type III mRNAs (102cfu/ml: 0.8-fold, p<0.01), upregulated Tissue 
Factor mRNA (102cfu/ml: 1.2-fold, p<0.0001; 104cfu/ml: 1.1-fold, 
p<0.01), increased protein collagen production (104cfu/ml: by 211.6%, 
p<0.001) and increased SEMFs’ migration rate (104cfu/ml: 130.2%, 
p<0.05).
Conclusion: This study provides evidence that not only both pro-
biotic strains remain viable in SEMFs’ culture medium but are 
also able to interact with SEMFs and alter their fibrotic behaviour. 
Moreover, it was shown that L. plantarum may promote mucosal 
healing, while S.  boulardii could reduce profibrotic responses. 
Further preclinical research is needed to identify the optimal dos-
ages and combinations of probiotic strains as potential auxiliary 
treatment of IBD.
The study was supported by «Strategic expansion of the Greek 
Biobanking Infrastructure» (BBMRI-GR) in the framework of 
the Action “ENHANCING RESEARCH AND INNOVATION 
INFRASTRUCTURE - SECOND CYCLE” (NSRF 2014–2020) and 
“AMKE KLEON TSETIS” Foundation, Athens, Greece.

P094
Transcriptomic and small RNA sequencing profile 
in ileal resections from complicated Crohn´s 
Disease patients

M. Seco-Cervera1, C. Bauset*2, C. Santana-Plata2,  
M. Civera-Barrachina2, D. Ortiz-Masià2, S. Calatayud2, 
M.D. Barrachina2

1Hospital Dr Peset- FISABIO, Pharmacology, Valencia, Spain, 2Faculty 
of Medicine - University of Valencia, Pharmacology, Valencia, Spain

Background: Crohn´s disease is a chronic inflammatory disorder 
of gastrointestinal tract that is classified into three different 
behaviours: the inflammatory (B1), the stenotic (B2) or the pen-
etrating (B3). We pretend to identify differences in transcriptomic 
and non-long coding RNA expression profiles associated to dam-
aged and no-damaged surgical ileal resections from complicated 
CD patients.
Methods: We conducted both RNA and small RNA sequencing pro-
filing on ileal surgical resections from CD patients with structur-
ing (n=10) or penetrating (n=10) behaviour; from each patient we 
obtained a sample from affected tissue (B2A and B3A, respectively) 
and the paired non-affected ileum (B2C and B3C, respectively). Ten 
ileal resections (control samples) were obtained from non-affected 
ileum of patients with right colorectal cancer (IL). Enrichment scores 
of the GO terms and KEGG pathways were used to functional ana-
lysis investigated in this study. Gene expression and miRNA profiles 
were validated by RT-qPCR.
Results: Our comparative bioinformatic analysis of RNA sequenc-
ing showed that the comparation of IL and the non-affected ileum 
from CD patients (B2C+B3C) revealed that only 11 genes were sig-
nificantly altered and any miRNA with significative expression. The 
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comparative analysis between B2A+B3A vs B2C+B3C showed: a) 
2562 genes differentially regulated and the GO enrichment analysis 
determined that inflammation, cell activation, and regulation of the 
extracellular matrix (EM) were the main biological processes altered 
(Figure 1a). KEGG analysis showed that cytokine-receptor inter-
action and MAPK and Ras signalling were the most affected path-
ways (Figure 1b). Among the top ten up-regulated genes we found 
several immunoglobulins (such as IGHG4, IGHG3, and IGHG1), 
proteins of the extracellular matrix EM (such as EPYC, COMP, and 
CHI3L1), and transcription factors (such as PRRX1). When the ana-
lysis was performed by CD behaviour, results revealed that most 
of these genes were significantly increased in both, B2 and B3 CD; 
b) 103 miRNAs with differential expression, 56 were up-regulated 
and 47 were down-regulated. Negative and significant correlations 
were detected between the RNA expression of ECM components 
and some miRNA expression.

Figure 1. Bar plot of enrichment analysis with differential expressed 
genes between B2A+B3A vs B2C+B3C. A) Biological Process (BP), 
Cellular Component (CC), and Molecular Function (MF) of Gene 
Ontology (GO) enrichment analysis. B) Enrichment of Kyoto 
Encyclopedia of Genes and Genomes (KEGG) pathway analysis.
Conclusion: The correlation detected between extracellular matrix 
components and some miRNA suggest an epigenetic regulation in the 
affected ileum of complicated CD patients.

P095
Anti-inflammatory effect of high acetate 
concentration on organoid-derived epithelial 
monolayer from patients with Ulcerative Colitis

S. Deleu*1, K. Arnauts1,2, K. Machiels1, G.R.B. Huys3,4, J. Thevelein5,6, 
J. Raes3,4, S. Vermeire1,7; MIMOSA
1KU Leuven, Chrometa Targid, Leuven, Belgium, 2KU Leuven, 
Development and Regeneration- Stem Cell Institute Leuven, Leuven, 
Belgium, 3KU Leuven, Microbiology and Immunology- Rega Institute, 
Leuven, Belgium, 4VIB, Center for Microbiology, Leuven, Belgium, 
5Erasmus High School, NovelYeast bv- Open Bio-Incubator, Brussels, 
Belgium, 6KU Leuven, Molecular Cell Biology- Institute of Botany and 
Microbiology, Leuven, Belgium, 7University Hospitals Leuven- KU 
Leuven, Gastroenterology and Hepatology, Leuven, Belgium

Background: Short-chain fatty acids (SCFA), such as acetate and bu-
tyrate, have gained increasing interest for their potential to suppress 
IBD inflammation1,4. Most data have been generated for butyrate, 
showing beneficial effects on the gut microbiome composition, intes-
tinal barrier function and immune system1. The effects of acetate are 
less known, despite its lower toxicity on epithelial cells and its ability 
to support growth of butyrate-producing bacteria by metabolic cross-
feeding2. Furthermore, the probiotic effect of the biotherapeutic yeast 
Saccharomyces cerevisiae var. boulardii might be linked to its high acetic 
acid production3. Here, we studied the effect of acetate on inflamma-
tory markers and barrier integrity using an organoid-derived epithelial 
monolayer system obtained from Ulcerative Colitis (UC) patients.
Methods: Confluent Transwell® organoid-derived monolayers evalu-
ated by Transepithelial electrical resistance (TEER) of 8 UC patients 
were basolaterally stimulated with control medium (CTRL) or with 
an inflammatory mix (INFL) [100 ng/ml TNF-α, 20 ng/ml IL-1β, 1 µg/
ml Flagellin] (Fig. 1). After 24h, the monolayer was stimulated apically 
with control medium or with high acetate (HA) [100mM] and TEER 
was measured at 0, 24, and 48h post-stimulation. After 48h, RNA ex-
traction of the epithelial cell monolayers and qPCR for selected target 
genes (IL8, TNFα, CLDN1, CLDN2, HIF1A, ZO1, OCLDN, MUC2 
and MKI67) was performed. Cytokine measurement was performed 
using Mesoscale Discovery (Proinflammatory panel 1)  on apical 
and basolateral media. Data were analyzed using GraphPad Prism 9 
(D’Agostino & Pearson test for normality followed by Wilcoxon tests).
Results:  Transcriptomic analysis of the monolayer cells showed a de-
crease in expression of IL8 (p=0.03), TNFα (p=0.08) and increase of 
HIF1A (p=0.03) upon HA administration in inflamed conditions (Fig. 
2) whereas the proliferation marker MKI-67 was upregulated (p=0,03). 
Moreover, these findings were supported by significant decreases in 
pro-inflammatory cytokines measured apically after HA stimula-
tion (Fig. 3A) such as IFNγ, TNFα, IL6, IL8 and IL1β (all p=<0.01). 
Basolaterally, IL8 (p=0.02) and IL13 (p=<0.01) increased significantly 
upon HA stimulation (Fig.3B). Administration of HA was associated 
with a numerical though non-significant increase in TEER-values 
(p=0.15) (Fig. 4) suggesting a potential for improved barrier integrity.
Conclusion: In this UC patient-derived epithelial cell culture model, 
high acetate administration positively affected barrier integrity gene ex-
pression and TEER-values and suppressed expression and production 
of pro-inflammatory cytokines.

References

1. Venegas, 2019
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3. Offei, 2019
4. Deleu, 2021
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P096
Store-Operated Calcium Entry Controls Innate and 
Adaptive Immune Cell Function in Inflammatory 
Bowel Disease

M. Letizia*1, U. Kaufmann2, Y.H. Wang2, L. Gerbeth1, A. Sand1, 
M. Brunkhorst1, C. Böttcher3, S. Schlickeiser4,  
C. Fernández-Zapata3, D. Kunkel4, B. Siegmund1, S. Feske2, 
C. Weidinger1; IBDome researchers TRR 241 Research Initiative
1Charité Universitätsmedizin Berlin, Medical Department- Division of 
Gastroenterology- Infectiology and Rheumatology, Berlin, Germany, 
2New York University Grossman School of Medicine, Department of 
Pathology, New York, United States, 3Charité and MDC, Experimental 
and Clinical Research Center, Berlin, Germany, 4Berlin Institute of 
Health at Charité - Universitätsmedizin Berlin, Flow & Mass Cytometry 
Core Facility, Berlin, Germany

Background: Inflammatory bowel disease (IBD) represents a major clin-
ical challenge in need of new treatment modalities to improve patient 

care. Store-operated calcium entry (SOCE) is the predominant calcium 
influx pathway in T cells, regulating many of their functional proper-
ties. However, it is currently unknown whether the pharmacologic in-
hibition of SOCE is a suitable drug target in IBD. Therefore, we aimed 
to investigate the effects of SOCE inhibitors (SOCEi) on lymphocytes 
and epithelial cells isolated from IBD patients.
Methods: Peripheral blood mononuclear cells (PBMC), lamina pro-
pria lymphocytes (LPMCs) and epithelial cells were isolated from IBD 
patients undergoing colon resection. LPMCs or PBMCs were ex-vivo 
stimulated with Ionomycin/PMA ± SOCEi and subsequently stained 
with a panel of 37 immunological markers for mass cytometry acquisi-
tion. Ca2+ influx measurements were performed in order to assess the 
metabolic status of immune (PBMCs and LPMCs) and epithelial cells 
after SOCE blockade. Finally, murine models of colitis were used in 
order to investigate the effects of SOCE blockade on the induction of 
intestinal inflammation in-vivo.
Results: Data on B, T, NK, and myeloid cells revealed that treatment 
with SOCEi caused a dose-dependent inhibition of Ca2+ signaling 
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in human gut-resident lymphocytes and PBMCs. The inhibition of 
SOCE attenuated the production of pathogenic cytokines including 
IL-2, IL-4, IL-6, IL-17, TNF-α and IFNγ by colonic T cells and ILCs, 
reduced the activation of B cells and the production of IL-6 by myeloid 
cells, without affecting the viability of primary human epithelial cells. 
Remarkably, mouse models of transfer colitis, in which SOCE signaling 
components have been blocked, revealed that SOCE is required for the 
induction of intestinal inflammation in-vivo.
Conclusion: Our data revealed for the first time that the cytokine pro-
duction and the activation of several immune cell subtypes can be 
modulated by SOCE blockade in human intestinal inflammation, iden-
tifying SOCE as a novel therapeutic target in colitis.

P098
Mucosal Microbiota Composition Predicts 
Infliximab Response in Inflammatory Bowel 
Diseases

M. Gazouli*1, N. Dovrolis2, G. Kolios2

1School of Medicine- National and Kapodistrian University of 
Athens, Basic Medical Sciences, Athens, Greece, 2Faculty of Medicine- 
Democritus University of Thrace, Laboratory of Pharmacology, 
Alexandroupolis, Greece

Background: The inflammatory bowel disease (iBD) etiology re-
main elusive and both genetic and environmental factors have been 
implicated in the establishment of systemic inflammatory reactions 
that typify IBD. A  basic, modifiable environmental factor is the gut 
microbiota and dysbiosis seems to be a key factor in IBD pathogen-
esis. Nowadays, it is well known that anti-TNF therapy significantly 
improves the rates of remission in patients with inflammatory bowel 
disease (IBD), however, there is a subgroup of patients who do not re-
spond to treatment. The aim of the present study is to profile changes 
in the mucosal gut microbiome before and after anti-TNF therapy and 
investigate its possibility to predict patient response at baseline.
Methods: Mucosal biopsy samples from IBD patients [14 Crohn’s 
disease patients (CD), 6 ulcerative colitis (UC) patients] and healthy 
controls (HC) were examined for differences in microbiota compos-
ition (16S rRNA gene sequencing) at baseline and upon completion of 
anti-TNF treatment, accordingly, via an in silico pipeline.
Results: Although no statistically significant differences at phylum 
level were noted, a relative reduction in Bacteroidetes and an increase 
in Actinobacteria, Fusobacteria and Chloroflexi were detected in IBD 
versus HC biopsies, however the microbiomes of UC, CD and HC dis-
play qualitative differences at the OTU level. At genus level, statistic-
ally significant differential abundance between the HC and IBD groups 
was observed. The genera Parabacteroides, Barnesiella, Butyricimonas, 
Ruminococcus_1, Ruminococcaceae_UCG013, Phascolarctobacterium, 
Ruminoclostridium_6, Paraprevotella as well as members of the 
Eubacterium_ruminantium group appear reduced in IBD, whereas Dialister 
abundance is increased. The genus Collinsella exhibits an induction during 
UC versus both HC and CD. Regarding anti-TNF treatment on the micro-
biome, Alpha-diversity is reduced after anti-TNF treatment. Beta-diversity 
indicates differences before and after treatment as well as between respond-
ers and non-responders. By using the biomarker discovery tool LEfSe, we 
identified microbial genera associated mainly with anti-TNF responders.
Conclusion: In the present study, we showed that the response to anti-
TNF therapy is related to specific microbiota profiles in the gut mucosa. 
Correlation analysis between these parameters of response at baseline 
showed that the assessment of microbial taxa can further distinguish 
responders from non-responders.

P099
Serum proteomic analysis reveals novel 
biomarkers associated with disease activity in 
pediatric patients with Crohn’s disease

L. Werner1, B. Weiss2, M. Matar1, R. Shamir1, D. Shouval*1

1Schneider Children’s Medical Center of Israel, Institute of 
Gastroenterology- Nutrition and Liver Diseases, Petah Tiqwa, Israel, 
2Edmond and Lliy Safra Children’s Hospital, Pediatric Gastroenterology 
Unit, Ramat Gan, Israel

Background: Although Crohn’s disease (CD) is associated with a 
marked hyper-inflammatory response, identifying serum biomarkers 

P097 has been withdrawn
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associated with disease activity and outcomes is considered chal-
lenging, given lack of sensitivity of different assays. Our aim was 
to identify novel markers using Olink, a novel technology based on 
proximity extension assay, enabling detection of minute amounts of 
proteins.
Methods: Serum samples were obtained from pediatric patients with 
CD at the time of diagnosis and following induction therapy, and from 
control subjects, consisting of pediatric patients with normal endoscopic 
procedures, without past or present history of an immune-mediated 
disorder (e.g. celiac, diabetes). Serums were subjected to Olink (two 
panels used, consisting of 184 proteins), and analysis was performed 
on a Normalized Protein eXpression file by supervised, multivariate, 
principal component analysis and verification by univariate ANOVA 
with Benjamini-Hochberg and post-hoc Tukey analysis.
Results: Eighty-eight serum samples were collected: 30 from con-
trol subjects and 58 from 32 patients with CD (24 of them pre- and 
post-induction therapy). The median age of patients in the control 
and CD groups was 13.9 years (IQR 11.1–16.6) and 14.6 years (IQR 
12.2–16.9), respectively (P=0.32). Twenty-four patients were treated 
with anti-TNFa agents and 8 with EEN. The median pediatric Crohn’s 
Disease Activity Index (PCDAI) decreased from 35 (22.5–42.5) to 5 
(0–12.5, P<0.001) following induction therapy. We identified 72 pro-
teins that significantly differed between patients and controls, and 
many of them were associated with CRP or ESR levels. String analysis 
identified several important nodes linking different proteins, including 
MMPs, MPO, EGFR and TNFRSF1A. Many proteins, such as resistin 
and different MMPs, showed a strong positive correlation with disease 
activity, based on PCDAI, while others, such as EGFR, showed a nega-
tive correlation. Several novel markers were identified to be highly 
expressed in the serum of patients with CD, including LRIG1, an intes-
tinal stem cell marker, that was highly correlated with disease activity 
among the patients.
Conclusion: We identified novel serum markers that are associated with 
disease activity in pediatric patients with CD. These findings should be 
validated in future studies, and be complemented with expression and 

functional studies to define their role in mediating intestinal immune 
responses.

P100
Serum inflammatory protein profiling to 
corroborate selection of therapy naïve moderate-
to-severe pediatric Crohn’s disease patients eligible 
for first-line infliximab treatment

M.M.E. Jongsma1, L.M.M. Costes2, I. Tindemans2, M.A. Cozijnsen1, 
R.H.C. Raatgreep2, M. van Pieterson1, Y. Li3, J.C. Escher1, 
L. de Ridder1, J.N. Samsom*2

1Erasmus University Medical Center/Sophia Children’s Hospital, 
Department of Pediatric Gastroenterology, Rotterdam, The 
Netherlands, 2Erasmus University Medical Center, Laboratory of 
Paediatrics- Division of Gastroenterology and Nutrition, Rotterdam, 
The Netherlands, 3Erasmus University Medical Center- Erasmus MC 
Cancer Institute, Department of Pathology & Clinical Bioinformatics, 
Rotterdam, The Netherlands

Background: Early intervention with biologic therapy, especially 
with anti-Tumor Necrosis Factor-a, is very effective and now more 
commonly used to prevent disease progression and complications in 
Crohn’s disease (CD). However, a rational approach to decide which 
patient should be treated First-line Infliximab (FL-IFX) is lacking. In 
this study, using serum from a randomized control trial, we assessed 
how changes in immune profiles prior to therapy and after the first 
standardized induction treatment with either FL-IFX or conven-
tional treatment (CONV) related to maintaining disease remission at 
week 52.
Methods: Serum samples from therapy naive moderate to severe CD 
patients from the TISKIDS study1 were used at time of diagnosis and at 
10–14 weeks after induction therapy with FL-IFX (n=48) and CONV 
(n=43). FL-IFX consisted of 5 IFX infusions (5  mg/kg) combined 
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with azathioprine (AZA) maintenance. CONV consisted of induction 
therapy with Exclusive Enteral Nutrition or oral prednisolone com-
bined with AZA maintenance. Concentrations of 92 inflammatory pro-
teins were determined with Olink Proteomics®. Significant differences 
in mean protein NPX after FDR adjustment with log2fold > 0.5 were 
considered meaningful.
Results: After 10–14 weeks of induction therapy, FL-IFX suppressed a 
larger number inflammatory proteins and induced stronger suppression 
compared to CONV. Of the 30 significantly modulated FL-IFX target 
proteins 18 were differentially regulated by FL-IFX only. Hierarchical 
clustering of patients based on their baseline profiles of the 30 IFX-
modulated proteins revealed 2 patient clusters, a CD-hi cluster with 
significantly higher baseline clinical disease activity, CRP and blood 
neutrophil concentrations compared to the CD-lo cluster. The CD-hi 
cluster had an increased abundance of 23/30 proteins amongst which 
Oncostatin-M, TNFSF14, HGF and TGF-alpha compared to the CD-lo 
cluster (Figure 1A). Of the CD-lo patients treated with FL-IFX, 58% 
reached clinical disease remission without treatment escalation at week 
52, while this was only 24% for CD-hi patients treated with FL-IFX. 
Only 20% of the CD-lo patients treated with CONV reached remission 
while this was only 6% for the CONV treated patients in the CD-hi 
group (Figure 1B). Strikingly, similar clustering using the immune pro-
files after 10–14 weeks induction therapy did not predict remission at 
week 52.
Conclusion: FL-IFX achieves stronger reduction and modulates more 
inflammatory serum immune protein concentrations than CONV. 
Stratification of patients according to profiles of IFX-modulated pro-
teins prior to therapy identifies patients with a lower chance of reaching 
clinical remission without treatment escalation at week 52.

Reference
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P101
Isosteviol Attenuates Dextran Sulfate Sodium-
Induced Colitis by Maintaining the Intestinal 
Barrier Through PDK1/AKT/NF-κB Signaling

L. Yao*1, Q. Cao1

1Sir Run Run Shaw Hospital- College of Medicine Zhejiang University, 
Department of Gastroenterology, Hangzhou, China

Background: Inflammatory bowel disease (IBD) is a chronic debilitat-
ing inflammatory disorder of the gastrointestinal tract that is character-
ized by intestinal epithelial barrier dysfunction and excessive activation 
of the mucosal immune system. Isosteviol (IS) has been reported to 
possess anti-inflammatory properties. Thus, in this study, we aimed to 
investigate the therapeutic effects and detailed mechanisms of IS use 
against intestinal inflammation using both in vivo and in vitro models.
Methods: C57BL/6 mice were randomly divided into sham, dextran 
sodium sulfate (DSS), and DSS+IS groups. Colitis was established using 
3.0% DSS through oral gavage for five consecutive days. In vitro, 
tumor necrosis factor-α (TNF-α)-treated Caco-2 cells were used as an 
inflammatory model. Clinical characteristics, histological performance, 
proinflammatory cytokine expression, and intestinal barrier function 
were measured. In addition, activation of the pyruvate dehydrogenase 
kinase 1/protein kinase B/nuclear factor-κB (PDK1/AKT/NF-κB) sign-
aling pathway was determined by western blotting, quantitative poly-
merase chain reaction, and immunofluorescence assays.

Results: IS mitigated DSS-induced colitis by significantly reduc-
ing body weight loss, colonic shortening, and the disease activity 
index score via inhibition of colonic proinflammatory cytokine pro-
duction of IL-1β, IL-6, and TNF-α. IS restored impaired barrier 
function by regulating tight junctions and intestinal epithelial bar-
rier permeability. Furthermore, we found that IS ameliorated intes-
tinal barrier injury by regulating the PDK1-dependent AKT/NF-κB  
signaling pathway.
Conclusion: Our results demonstrate that IS attenuates experi-
mental colitis by preserving intestinal barrier function, probably 
mediated by the PDK1/AKT/NF-κB signaling pathway. These find-
ings highlight the potential of IS as a novel therapeutic agent  
for IBD.

P102
Changes in serum immune protein profiles 
following vedolizumab therapy in Inflammatory 
Bowel Disease

J. O’Connell*1,2, F. O’Connell2, J. O’Sullivan2, D. Kevans1,2,3

1St James’s Hospital, Gastroenterology, Dublin, Ireland, 2Dublin 
University- Trinity College, Trinity Translational Medicine Institute, 
Dublin, Ireland, 3Dublin University- Trinity College, School of 
Medicine, Dublin, Ireland

Background: Vedolizumab(VDZ) is a monoclonal antibody target-
ing α4β7-integrin which has demonstrated efficacy as induction 
and maintenance therapy for inflammatory bowel disease(IBD). 
We aimed to characterise changes in serum immune protein pro-
files following VDZ induction therapy and evaluate the associ-
ation between serum immune protein profiles and outcome of VDZ  
therapy.
Methods: IBD patients commencing VDZ induction therapy were 
prospectively recruited. Patients received VDZ induction as per 
standard protocol. Week 0 and week 6 pre-infusion serum samples 
were collected from each patient. Serum samples were analysed using 
human multiplex panels (Meso Scale Discovery, Rockville, MD, USA) 
which quantifies 54 discrete inflammatory proteins. Corticosteroid-
free remission(SFR) was assessed at week 14 and 30. Changes in 
serum immune protein profile were compared between baseline(week 
0) and following two VDZ infusions(week 6). Serum immune proteins 
which demonstrated a significant week 0 to 6 change were evaluated 
as candidate biomarkers of week 14 and 30 SFR. Continuous vari-
able are presented as median[range]. P values < 0.05 were considered 
significant.
Results: N=39 IBD patients were included: age 50.4[18.2–75.8] 
years, UC phenotype 51%, male 51%; disease duration 13.4[0.4  – 
40.8] years, clinical Mayo subscore 4[0  –  9] and HBI 7[1  –  20]. 7 
of 54 analytes demonstrated a significant change from baseline to 
week 6.  Eotaxin(p=0.001), Eotaxin-3(p=0.001), TNF-b (p<0.008), 
TARC(p=0.015), bFGF(p=0.034) and MIP1-b(p=0.043) increased from 
baseline to week 6.  IL-15(p<0.001) reduced from baseline to week 
6. There was no association between any of these 7 immune proteins 
and VDZ therapy outcome at week 14 or 30.
Conclusion: Changes in serum immune protein concentrations 
with pro-inflammatory, immunoregulatory and chemotactic func-
tions are observed following VDZ induction therapy. Further 
study is required to identify serum biomarkers of VDZ therapy  
response.
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P103
Identifying CES-1 positive myeloid cells with mass 
cytometry as a potential therapeutic target for 
Crohn’s disease

I. Hageman MD*1, A. Elfiky2, M. Becker2, V. Joustra1, C. Buskens3, 
A. Li Yim2, T. Hakvoort2, J. Verhoeff4, J. Garcia Vallejo4, G. D’Haens1, 
M. Wildenberg2, W. De Jonge2

1Academic Medical Center AMC University of Amsterdam, 
Department of Gastroenterology & Hepatology, Amsterdam, 
The Netherlands, 2Academic Medical Center AMC University of 
Amsterdam, Tytgat Institute for Liver and Intestinal Research, 
Amsterdam, The Netherlands, 3Academic Medical Center AMC 
University of Amsterdam, Department of Surgery, Amsterdam, 
The Netherlands, 4Academic Medical Center AMC University of 
Amsterdam, Department of Molecular Cell Biology & Immunology- 
Amsterdam Infection & Immunity Institute and Cancer Center 
Amsterdam, Amsterdam, The Netherlands

Background: Myeloid cells are key players in the sustained inflamma-
tory process in Crohn’s disease (CD), and are therefore therapeutic 
targets. Human mononuclear myeloid cells express the cell selective 
expression of carboxylesterase 1 (CES-1). Esterase-sensitive motif 
(ESM) technology has been developed to specifically target ESM 
tagged small molecules on human mononuclear myeloid cells, based 
on their CES-1 expression, creating a larger therapeutic window with 
less side effects. This study investigates the presence of CES-1 express-
ing cells in PBMCs, intestinal biopsies and fistula cells of CD patients, 
highlighting the potential of ESM-technology in CD. This could 
benefit CD treatment in non-responsive patients or patients with a 
fistulizing phenotype.

Methods: Intestinal biopsies were collected from CD patients who 
underwent endoscopy. PBMCs were collected from CD patients who 
were receiving Vedolizumab (VDZ) treatment and categorized as 
responders or non-responders. Criteria for response was based on clin-
ical (HBI ≤4) and biochemical (fecal calprotectine ≤250 µg/g) and/or 
endoscopic assessment (≥50% reduction in SES-CD score). Fistula tis-
sue was of CD patients was obtained during surgery. CES1-positive 
cells were phenotyped by mass cytometry with a panel of 32-markers, 
including the myeloid markers CES-1, CD14, CD16, HLA-DR, CD11c, 
CD206.
Results: We demonstrated the presence of CD14+HLADR+ 
CD11a+CD44+CD11b+ myeloid cells exclusively expressing CES-1 
in intestinal biopsies of CD patients (n=7). CES-1 expression did not 
differ between inflamed and uninflamed tissue. In PBMCs of VDZ 
responders (n=5) and non-responders (n=6), we were able to identify 
different subsets of myeloid cells such as classical (CD14++CD16-), 
intermediate(CD14+CD16+) and non-classical (CD14-CD16++) 
monocytes, DCs and CD2+ DC precursors all demonstrating CES-1 
expression. Percentage of CES-1 positive cells in inflamed PBMCs (or 
non-responders) was higher than in uninflamed PBMCs (respond-
ers) in all of the above-mentioned subsets. Furthermore, we demon-
strated different myeloid populations within fistula cells (n=13) such as 
pDCs (CD123+CD68+HLA-DR+), DCs (CD11c+CD11b+HLA-DR+ 
CD44+), CD141+DCs (CD141+CD49d+HLA-DR+),Macrophage 
(CD14+CD11c+CD11b+HLA-DR+CD44+) and M2 Macrophages 
(CD14+CD163+CD206+CD11c+CD11b+HLA-DR+CD44+), all 
expressing CES-1.
Conclusion: We demonstrated specific CES-1 positive myeloid cells 
within intestinal biopsies, PBMCs of non-responsive patients, and fis-
tulae samples of CD patients. Targeting CES-1+ with ESM-technology 
could provide new therapeutic targets for CD.

P104
Icariin Attenuates Intestinal Inflammation through 
Inhibition of the Nuclear Factor-ĸB signaling

H. Soh*1, S. Park2, H.J. Lee1, S.J. Koh1, J.P. Im1, J.S. Kim1

1Seoul National University College of Medicine, Department of Internal 
Medicine and Liver Research Institute, Seoul, Korea- Republic Of, 
2Incheon Sejong Hospital, Department of Internal Medicine, Incheon, 
Korea- Republic Of

Background: Icariin is a natural flavonoid glucoside from plants in 
Epimedium family, known to have anti-oxidative and anti-inflamma-
tory activities. This study investigated the effects of Icariin on nuclear 
factor-kappa B (NF-ĸB) signaling pathway in intestinal epithelial cells 
(IEC) and macrophages, and in acute and chronic murine colitis models.
Methods: Human IEC line COLO 205 and murine macrophage cell 
line RAW 264.7 were pretreated with Icariin and then stimulated with 
tumor necrosis factor-α (TNF-α) and lipopolysaccharide respectively 
for in vitro studies. The expression of pro- and anti-inflammatory 
cytokines were evaluated by real-time RT-PCR (TNF- α, IL-6, IL-8, 
IL-12, and IL-10), and the effect of Icariin on NF-ĸB signaling pathway 
was examined by immunoblot analysis to detect IĸBα phosphorylation 
and degradation. Dextran sulfate sodium (DSS)-induced acute colitis in 
C57BL/6 wild-type mice and chronic colitis in IL-10-/- mice were treated 
with or without Icariin for in vivo studies. The severity of colitis was 
evaluated by daily body weight change, colon length, and colonic tissue 
histopathology.
Results: Icariin significantly attenuated the production of pro-inflam-
matory cytokines and degeneration of anti-inflammatory cytokines, 
and alleviated IĸBα phosphorylation and degradation in both IEC 
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and murine macrophages stimulated by TNF-α and LPS, respectively. 
Icariin also significantly reduced the severity of colitis in both DSS-
induced acute colitis model and chronic colitis in IL-10-/- mice models.
Conclusion: Icariin inhibits NF-ĸB signaling in both IECs and mac-
rophages, and attenuates experimental murine colitis. These results 
suggest that Icariin may be a potential novel therapeutic agent for in-
flammatory bowel disease.

P105
Treatment of the lower gastrointestinal tract 
Klebsiella infections by recombinant bacteriocin 
KvarIa

I. Karaliute*1, R. Ramonaite1, J. Kupcinskas2, A. Misiunas3, 
E. Denkovskiene3, Y. Gleba4, A. Razanskiene3, J. Skieceviciene1

1Lithuanian University of Health Sciences, Institute for Digestive 
Research, Kaunas, Lithuania, 2Lithuanian University of Health 
Sciences, Department of Gastroenterology, Kaunas, Lithuania, 3UAB 
Nomads, Nomad Bioscience Gmbh, Vilnius, Lithuania, 4NOMAD 
Bioscience GmbH, NOMAD Bioscience GmbH, Halle, Germany

Background: Hospital-acquired infections (HAI) are one of the lead-
ing worldwide health care issues. The most prevalent HAI are the 
Klebsiella species. K.  quasipneumoniae strains tend to colonize the 
gastrointestinal tract (GI) and show high rates of resistance against 
antibiotics. Orally delivered recombinant bacteriocins, like klebicins, 
could be employed as oral antimicrobials to eradicate multidrug-resist-
ant Klebsiella from the intestinal tract prior to/during hospitalization.
Methods: This study aimed to investigate the antimicrobial efficacy of 
orally delivered Eudragit - coated klebicin (KvarIa) in a murine lower 
gastrointestinal tract model of K.  quasipneumoniae infection. Four 
study groups were used (3 animals/group) to test the antimicrobial 
efficacy of orally delivered klebicin KvarIa: vehicle-only group (con-
trol, phosphate-buffered saline), and other three groups with bacteria, 
antibiotic therapy, and 100  µg of uncoated Kvarla, 100  µg coated 
KvarIa, 1000 µg coated KvarIa. Faecal and tissue samples were used 
for Klebsiella haemolysin gene (khe) analysis using RT-PCR.
Results: The gastrointestinal K.  quasipneumoniae colonization was 
achieved only in the antibiotic-treated mice groups ((i) penicillin, 
streptomycin or (ii) penicillin, streptomycin, and metronidazole) fol-
lowed by the introduction of K. quasipneumoniae. Analysis of the anti-
microbial efficacy of Kvarla showed that coated-KvarIa significantly 
reduced colonization of K.  quasipneumoniae in both mice groups 
compared to the control group. The amounts of K.  quasipneumo-
niae changed from 6.3 x 107 CFU/50mg on the 18th day to 3.9 x 105 
CFU/50mg on the 22nd day (p  =  0.01) in the Eudragit S100-coated 
KvarIa 100 µg group and from 4.0 x 107 CFU/50mg on the 18th day 
to 1.6 x 105 CFU/50mg on 22nd day (p = 0.009) in the Eudragit S100-
coated KvarIa 1000 µg group.
Conclusion: Our study demonstrates that colonization of mice intes-
tinal tract by K.  quasipneumoniae can be achieved after eradication 
of resident gut microbiota with antibiotics. Furthermore, using this 
murine model, we showed that orally delivered encapsulated klebicins 
substantially reduce K.  quasipneumoniae colonization in the lower 
gastrointestinal tract.

P106
Macrophages as a source of NOTCH Ligands in 
Crohn’s disease: implications in fibrosis

M.M. Edo1, D.C. Macias-Ceja2, C. Bauset*2, L. Lis2, S. Coll2, 
M. Seco-Cervera3, J. Cosin-Roger3, S. Calatayud2, M.D. Barrachina2, 
D. Ortiz-Masiá1

1Universitat de Valencia, Medicine, Valencia, Spain, 2Universitat de 
Valencia, Farmacologia, Valencia, Spain, 3FISABIO, Farmacologia, 
Valencia, Spain

Background: Fibrosis constitute the main complications associated to 
Crohn´s disease (CD). NOTCH signalling has been implicated in lung, 
kidney, liver and cardiac fibrosis. Macrophages contribute to fibrosis 
through the release of different mediators and the pattern of secretion 
may vary according to their microenvironment. The aim of the pre-
sent study is to analyze the role of NOTCH ligands derived from mac-
rophages in the complications of CD.
Methods: The aim of the present study is to analyze the role of NOTCH 
ligands derived from macrophages in the complications of CD. We 
have analyzed: the protein expression of NOTCH ligands and recep-
tors in CD patients with fistulizing (B3) and stenting pattern (B2), the 
protein expression of NOTCH ligands in macrophages treated with the 
main cytokines present in CD patients (IFNγ-, IL10-, IL4, TNFα-U937 
treated cells), the protein expression of HES1 and fibrosis markers in 
DLL4-HT29 and DLL3-HT29 treated cells. Results are expressed as 
fold induction (mean±SEM). Statistical analysis was performed with 
one-way ANOVA followed by Newman-Keuls test or t-tet.
Results: The expression of DLL4 and NOTCH4 were significantly 
higher in intestinal samples from B3 CD patients (3,2 ± 0,6 N=4* and 
3,8 ± 0,6 N=8*, respectively) than in B2 patients (1,6 ± 0,2 N=4 and 
1,7 ± 0,3 N=8, respectively) and controls (1,0 ± 0,1N=3 and 1,0 ± 0,1 
N=8, respectively). IFNγ-U937 treated cells increased significantly the 
protein expression of DLL3 and DLL4 (1,6 ± 0,09 N=6* and 1,3 ± 0,1 
N=7*, respectively) respect vehicle; IL4 increased significantly the ex-
pression of DLL4 (1,4 ± 0,1 N=7*) and TNFα increased significantly 
the expression of DLL3 (1,4 ± 0,1 N=5*), respect vehicle. DLL4-HT29 
treated cells increased significantly fibrosis markers (VIMENTIN: 1,7 ± 
0,1 N=3*; SNAIL: 2,2 ± 0,2 N=3*) and HES1 (1,4 ± 0,06 N=3*), re-
spect vehicle (1,0 ± 0,07 N=6; 1,0 ± 0,05 N=6; and 1,0 ± 0,05 N=6, re-
spectively). DLL3-HT29 treated cells only produced a reduction in the 
protein expression of ECADHERIN (0,4 ± 0,1 N=3*), respect vehicle 
(1,0 ± 0,09 N=6).
Conclusion: Macrophages may act as a source of NOTCH ligands who 
could act as fibrosis mediators in CD patients with a fistulizing (B3) be-
havior. The microenvironment rich in IFNγ could activate the fibrosis 
process in epithelial cells by favoring the expression of DLL4 and DLL3 
in macrophages. DLL4 mainly activates transcription factors involved 
in mesenchymal epithelial transition in colonic epithelial cells (SNAIL), 
while DLL3 seems to have a more relevant role in cell-cell junction 
modification (ECADHERIN).
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IL10 secretion endows intestinal human iNKT cells 
with regulatory functions towards pathogenic T 
lymphocytes in Crohn’s disease patients

C. Burrello1, F. Strati1, A. Diaz-Basabe1, G. Lattanzi1, G. Lopez2, 
E. Trombetta3, F.S. Conforti4, F. Botti5, M. Vecchi4, M.C. Fantini6, 
F. Caprioli4, F. Facciotti*1

1European Institute of Oncology, Experimental Oncology, Milano, 
Italy, 2IRCCS Ospedale Policlinico Ca’ Granda, Pathology Unit, Milan, 
Italy, 3IRCCS Ospedale Policlinico Ca’ Granda, Flow Cytometry 
Service, Milan, Italy, 4IRCCS Ospedale Policlinico Ca’ Granda, 
Gastroenterology and Endoscopy Unit, Milan, Italy, 5IRCCS Ospedale 
Policlinico Ca’ Granda, Surgery Unit, Milan, Italy, 6University of 
Cagliari, Medical Science and Public Health- Gastroenterology Unit, 
Cagliari, Italy

Background: Invariant Natural Killer T (iNKT) cells perform pleio-
tropic functions in different tissues by secreting a vast array of 
pro-inflammatory and cytotoxic molecules. However, the pres-
ence and function of human intestinal iNKT cells capable to se-
crete immunomodulatory molecules such as IL-10 has never 
been reported so far. Here we describe for the first time the pres-
ence of IL10-producing iNKT cells (NKT10 cells) in the intestinal 
lamina propria of healthy individuals and of Crohn’s Disease (CD)  
patients.
Methods: Frequency and phenotype of NKT10 cells were analyzed ex-
vivo from intestinal specimens of Crohn’s disease (n=17) and controls 
(n=7). Stable CD-derived intestinal NKT10 cell lines were used to per-
form in vitro suppression assays and cocultures with patients’-derived 
mucosa-associated microbiota. Experimental colitis models were per-
formed by adoptive cell transfer of murine splenic naïve CD4+ T cells 
in the presence or absence of IL10-sufficient or deficient iNKT cells. 
In vivo induction of NKT10 cells was performed by administration of 
SCFA by oral gavage.
Results: Patient’s derived intestinal NKT10 cells demonstrated sup-
pressive capabilities towards pathogenic CD4+ T cells. The presence 
of increased proportions of mucosal NKT10 cells associated with bet-
ter clinical outcomes in CD patients. Moreover, an intestinal microbial 
community enriched in SCFA-producing bacteria sustained the produc-
tion of IL10 by iNKT cells. Finally, IL10- deficient iNKT cells failed to 
control the pathogenic activity of adoptively transferred CD4+ T cells 
in an experimental colitis model.
Conclusion: These results describe an unprecedent IL10-mediated 
immunoregulatory role of intestinal iNKT cells in controlling the 
pathogenic functions of mucosal T-helper subsets and in maintaining 
the intestinal immune homeostasis.

Clinical: Diagnosis and Outcome

P108
Identifying Patient-Centered Future Research 
Priorities: A Report from the Patient Reported 
Outcomes after Pouch Surgery (PROPS) Delphi 
Consensus Study

P. Cavallaro*1, L. Bordeianou1

1Massachusetts General Hospital, Section of Colon and Rectal Surgery, 
Boston, United States

Background: The Patient Reported Outcomes after Pouch Surgery 
(PROPS) Delphi Consensus Study recently described Ileoanal Pouch 
Syndome – the constellation of functional outcomes that should be 
the focus of future research. Importantly, several additional items not 
related to bowel function were identified by patients as critical to their 
quality of life. The aim of this abstract is to highlight these additional 
items.
Methods: Three panels of expert stakeholders were chosen to correlate 
with the clinical scenario of the multidisciplinary team that cares for 
pouch patients: (A) patients, (B) colorectal surgeons, (C) gastroenter-
ologists/other clinicians. IPAA patients were recruited by advertise-
ments on the social media pages of a national patient advocacy groups. 
Clinicians were recruited by a 14 member scientific committee with 
the aim of selecting experts in inflammatory bowel disease and IPAAs. 
A starting list of items was generated by systematic literature review. 
Three rounds of Delphi surveys were employed to select high priority 
items based on an a priori threshold. Participants had the opportunity 
to suggest additional symptoms not included in the starting list. A final 
online consensus meeting with representation from all three expert 
panels was held to finalize a consensus statement.
Results: After three rounds of voting, 195 patients, 62 colorectal sur-
geons, and 48 gastroenterologists/other specialists completed all three 
rounds. In the patient group, 95% had UC and J-pouch anatomy. In the 
early Delphi rounds, approximately 74% of patients identified impact 
on sexual function/intimacy as a high priority outcomes, while 70% 
of patients identified impact on ability to conceive as a high priority. 
Similarly, 78% of patients believed that risk of pouchitis was a high 
priority, compared to 47% of surgeons and 66% of gastroenterolo-
gists. Furthermore, patients participating in the subsequent online focus 
groups and final consensus meeting felt strongly that future research 
on delivery of care, long term follow up, and proper consent before 
surgery (including accurate counseling on function and perception of 
being “cured”) were critical areas for future research.
Conclusion: PROPS was the first study to identify key functional out-
comes after pouch surgery with direct input from a large panel of IPAA 
patients. The inclusion of patients in all stages of the consensus pro-
cess allowed for a true patient-centered approach in defining the core 
domains that should be focused on in future studies of pouch function. 
In addition to the identification of key bowel function outcomes, the 
study highlighted additional patient-centered core outcomes that clini-
cians should focus future research efforts on.

P109
Risk of cervical cancer in incident Ulcerative 
Colitis during the first 10 years after diagnosis: 
A nationwide population-based study

J. Kim1, H. Kim2, S.C. Park2, J.K. Lee3, D.R. Kang3, S.Y. Kim2, 
H.S. Kim2, H.M. Kim*2

1Yonsei University Wonju College of Medicine, Department of 
Medicine, Wonju, Korea- Republic Of, 2Yonsei University Wonju 
College of Medicine, Department of Internal Medicine- Division of 
Gastroenterology and Hepatology, Wonju, Korea- Republic Of, 3Yonsei 
University Wonju College of Medicine, Center of Biomedical Data 
Science, Wonju, Korea- Republic Of

Background: Several studies suggested association between inflam-
matory bowel disease (IBD) and risk of cervical cancer in women. We 
investigated the risk of cervical cancer in patients with ulcerative col-
itis (UC) using the nationwide population-based claims data in South 
Korea.
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Methods: We analysed the claims data of the Korean National Health 
Insurance (2006–2015). UC and cervical cancer were defined using 
International Classification of Diseases-10 codes and UC-specific 
prescription. Age- and sex-matched individuals without UC (control 
group) were randomly selected from the general population. Hazard 
ratios (HRs), adjusted for different covariates, were calculated using 
multivariate Cox proportional hazard regression.
Results: In total, 30,546 and 88,829 individuals with UC and without 
UC, respectively, were enrolled. Cervical cancer developed in 26 (0.21%) 
among UC patients, and 51 (0.14%) among control group, respectively. 
The standardized incidence ratio (SIR) of cervical cancer in the UC and 
non-UC groups were 2.04(95% confidence interval [CI], 1.33–2.98), and 
1.35(95% CI, 1.00–1.77). The HR of cervical cancer in UC group, with 
reference to the non-UC group, was 1.56 (95% CI, 0.97–2.50). Further, 
UC groups were stratified according to age (HR=9.89, 1.62, 0.79 and 
3.65 for 0–19, 20–39, 40–59, and ≥60  years, respectively). HR was 
significantly higher for early-onset UC (0–19 years) and late-onset UC 
(≥60 years). Among UC, age≥40, low socioeconomic status, rural resi-
dence, cerebral vascular disease are risk factors for cervical cancer.
Conclusion: UC patients had an increased risk of cervical cancer, es-
pecially with early-onset (0–19 years) and late-onset (>59 years). Since 
cervical cancer incidence is higher in UC patients than in the general 
population, UC patients should receive the human papillomavirus vac-
cine prophylactically.

P110
Risk Factors of Clinical Relapses in Pediatric 
Luminal Crohn’s Disease, a Retrospective Cohort 
Study

S. Sassine*1,2, L. Djani1,2, C. Cambron-Asselin1,2,  
M. Savoie-Robichaud1,2, Y.F. Lin1,2, M. Qaddouri1,2,  
S. Fadela-Zekhnine1,2, K. Grzywacz1,2,3, V. Groleau1,2,3, M. Dirks1,3, 
É. Drouin1,2,3, U. Halac1,3, V. Marchand1,3, C. Girard1,2,3, 
O. Courbette1,2,3, N. Patey1,2,4, D. Dal Soglio1,2,4, C. Deslandres1,2,3, 
P. Jantchou1,2,3

1Université de Montréal, Faculty of Medicine, Montréal, Canada, 2CHU 
Sainte-Justine, Research Center, Montréal, Canada, 3CHU Sainte-
Justine, Gastroenterology, Montréal, Canada, 4CHU Sainte-Justine, 
Pathology, Montréal, Canada

Background: Few risk factors are associated with the risk of relapses of 
Crohn’s disease in children. The aims of this retrospective cohort study 
were to describe the rate of relapses in children with Crohn’s disease, 
its evolution over the past decade and to determine risk factors associ-
ated with relapse.
Methods: Patients under 18 years old and diagnosed between 2009 and 
2019 were included. Patients clinical, endoscopic, histological, and la-
boratory characteristics, as well as their treatments, where collected from 
their medical records and the prospective CHU Sainte-Justine inflamma-
tory bowel disease registry. Survival analyses and Cox regression models 
were used to assess the impact of those risk factors on relapse.
Results: 639 patients were included. There was a decrease in the clinical 
relapse rate over the past decade: 70.9% of patients diagnosed between 
2009 and 2014 experienced a relapse compared to 49.1% of patients 
diagnosed between 2015 and 2019 (p<0.0001). The following vari-
ables were associated with clinical relapse: female sex (adjusted hazard 
ratio (aHR)= 1.51, p=0.0009), high PCDAI (aHR= 1.02, p=0.04) and 
SES-CD (aHR= 1.03, p=0.03) scores at diagnosis, upper digestive 
tract involvement (aHR= 1.59, p=0.0003), exposure to oral 5-ASA 
(aHR= 1.91, p=0.0003), use of immunomodulatory agents compared 
to TNF-alpha inhibitors (methotrexate aHR= 1.91, p=0.0006; thio-
purines aHR= 2.06, p<0.0001), presence of granulomas (aHR= 1.27, 

p=0.04) and increased eosinophils on intestinal biopsies (aHR= 1.34, 
p=0.02), high levels of C-reactive protein (aHR= 1.01, p<0.0001) and 
fecal calprotectin (aHR=1.09, p<0.0001) during clinical remission and 
low serum infliximab levels during maintenance (aHR for mean serum 
infliximab level under 7ug/mL = 2.48, p=0.005).
Figure 1: Kaplan-Meier curve representing patients time to relapse 
according to the first maintenance treatment administered.

Conclusion: Relapse risk was significantly associated with baseline 
clinical, endoscopic, histological and laboratory data and treatment 
strategies. These results could help better select treatment options for 
pediatric Crohn’s disease at induction and maintenance.
Figure 2: Kaplan-Meier curve representing patients time to relapse 
according to the mean infliximab level in post-induction.

P111
Gut barrier markers in Inflammatory Bowel Disease

A. Nguyen*1, M.P. Sparrow2, G. Moore3, P.R. Gibson2

1Monash University- Alfred Health and Monash Health, 
Gastroenterology, Melbourne, Australia, 2Monash University and Alfred 
Health, Gastroenterology, Melbourne, Australia, 3Monash University 
and Monash Health, Gastroenterology, Melbourne, Australia

Background: Blood monitoring for disease activity in inflammatory 
bowel disease (IBD) is largely limited to C-reactive protein (CRP), 
but this may be raised in other inflammatory conditions and normal 
in active disease. Aims were to: (a) compare plasma levels of putative 
gut barrier markers, lipoprotein polysaccharide-binding protein (LBP), 
soluble CD14 (sCD14), syndecan-1 and intestinal fatty acid-binding 
protein 2 (IFABP2) in patients with IBD with those in controls; (b) de-
fine association with inflammatory activity; (c) examine responsiveness 
to change after biologic induction therapy.
Methods: Plasma was prospectively collected from patients with IBD 
and matched healthy controls. IBD was considered active with faecal 
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calprotectin (FCP) ≥150 μg/g and/or an intestinal ultrasound showing 
a Limberg score ≥2. Gut barrier markers were compared to FCP and 
CRP. In a subset of patients who commenced on biologic therapy, they 
were measured at baseline and at least 14 weeks later. Biomarker con-
centrations were described as medians and spearman correlation was 
used for comparison with traditional biomarkers.
Results: 101 patients with IBD and 51 controls were matched in age 
(33 vs 34 years) and gender (males 54% vs 47%). Treatment for IBD 
included aminosalicylates (38%), immunomodulators (47%), biologics 
(58%) and steroids (20%). In Crohn’s disease (n=60), distribution was 
ileal (45%), ileocolonic (30%) and colonic (25%); 31 had active disease. 
In ulcerative colitis (n=41), distribution was pancolitis (63%), left-sided 
(29%) and proctitis (7%); 18 had active disease. Compared with con-
trols, patients with IBD had higher levels for LBP (13.6 vs 10.1 μg/ml; 
p<0.0001), sCD14 (1.3 vs 1.2 μg/ml; p<0.001) and LBP:sCD14 ratio 
(11 vs 8.8; p=0.002), but lower levels for syndecan-1 (19.4 vs 30 ng/ml; 
p=0.006) and IFABP2 (1452 vs 1696 pg/ml; p=0.015).

Only LBP differentiated between active and inactive disease in Crohn’s 
disease (16.1 vs 13.5  μg/ml; p=0.045) and ulcerative colitis (16.7 vs 
10 μg/ml; p=0.012). LBP, and not other markers, correlated with FCP in 
all patients with IBD (r=0.46; p<0.001). LBP and sCD14 correlated with 
CRP (r=0.7 and r=0.46; p<0.001). The best cut-off value for LBP in detect-
ing active disease was >15.9 μg/ml (AUC 0.71, sensitivity 57%, specificity 
82%). In 18 patients who underwent biologic induction, LBP (17.1 to 
13.8 μg/ml; p=0.094) and sCD14 (1.5 to 1.3 μg/ml; p=0.064) tended to fall.

Conclusion: Of putative barrier markers, only those associated with 
bacterial translocation (LBP, sCD14) were elevated in IBD with epithe-
lial markers (syndecan-1, IFABP2) paradoxically reduced. Only LBP 
was associated with active disease though its responsiveness to therapy 
is uncertain and requires further prospective study.

P112
The road to disease control: Combination of 
histologic and endoscopic remission predicts long-
term disease outcome in ulcerative colitis

F. Bretschneider1, D. Kormilez2, S. Sari1, T. Pflaum3, H.D. Le1, 
S. Nikolaus4, A. Lassen4, P. Rosenstiel1, C. Roecken3, S. Szymczak2, 
S. Schreiber4, K. Aden*4

1Christian-Albrechts-University and University Hospital Schleswig-
Holstein, Institute of Clinical Molecular Biology-, Kiel, Germany, 
2University of Luebeck University Hospital Schleswig-Holstein, 
Institute for Medical Biometry and Statistics, Luebeck, Germany, 
3University Medical Center Schleswig-Holstein Kiel, Institute of 
Pathology, Kiel, Germany, 4University Medical Center Schleswig-
Holstein Kiel, Department of Medicine I, Kiel, Germany

Background: Independent assessments of histologic and endoscopic 
scores are two commonly used parameters as therapeutic endpoints in 
ulcerative colitis. However, our individual goal for patients is to achieve 
(long-term) disease-control. It has been recently shown that the indi-
vidual combination of histologic and endoscopic remission is related 
to favorable long-term outcomes1. However, real world evidence for 
the benefit of using combined endoscopic and histologic remission end-
points is scarce.
Methods: We collected data from a retrospective cohort study of n=398 
patients with active UC who underwent clinical assessment and rou-
tine colonoscopy. All patients donated data and biomaterials at the 
University Hospital Schleswig-Holstein (Kiel) using the broad consent2. 
The patients were observed over a minimum of 6 months and three in-
dividual outcomes were pre-defined as outcome-endpoints: i) therapy 
escalation (systemic steroids/new targeted MoA), ii) long-term hospital-
ization and iii) IBD-related surgery.
Results: 398 UC patients (female: n=166, 41.7%, male: n=232, 
58.29% with a median age of 47 years at time of routine colonos-
copy) were analyzed. We observed therapy escalation in 134 cases 
(42.27%), hospitalization in 70 cases (21.21%) and IBD-related 
surgery in 34 cases (10.66%). Remission at the time of colonos-
copy was assessed by endoscopic Mayo (eMayo=0) or Nancy-Index 
(=0) and used for prediction of long-term outcome.We investigated 
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the benefit of combined endoscopic and histologic remission on 
long-term outcome by comparing a combination of both eMayo=0 
and Nancy=0 against eMayo=0 and Nancy>0. Patients with com-
bined histologic and endoscopic remission show a significantly 
reduced hazard ratio for all three outcome endpoints, such as 
therapy escalation (HR 0.20, CI 0.10–0.39, p<0.001), hospitaliza-
tion (HR 0.24, CI 0.09–0.59, p=0.002) and IBD-related surgery (HR 
0.20, CI 0.05–0.84, p=0.028).
Conclusion: We show that the combined assessment of endoscopic 
and histologic remission substantially increases the identification of 
patients with favorable long-term outcome in UC. However, even in 
patients with combined endoscopic and histologic remission approx. 
20% underwent therapy escalation within 6-month period. These 
data highlight the need of combined endpoints using histology, 
endoscopy and probably other parameters (e.g. inflammatory bio-
markers, patient reported outcomes) to define disease control and 
predict favorable disease trajectories in the future course of patients 
with UC.

P113
Defining the Safety of Early Ileostomy Closure After 
IPAA

C. Clancy1, T. Connelly1, X. Jia1, J. Lipman1, A. Lightner1, T. Hull1, 
S. Steele1, S. Holubar MD- MS*1

1Cleveland Clinic, Department of Colon & Rectal Surgery, Cleveland, 
United States

Background: Patients undergoing ileal pouch-anal anastomosis com-
monly wish to have their ileostomy reversed as quickly as possible. 
The safety of ileostomy reversal (DLI-R) within 8 weeks of surgery has 
not been established. Our hypothesis is early closure before 8 weeks is 
associated with negative outcomes.
Methods: Patients who underwent primary IPAA with DLI from 
2000 – 2021 from our Pouch Registry were retrospectively reviewed 
and stratified into groups based on timing of ileostomy closure: very 
early, routine (< 8 weeks, 56–116 days, respectively). Reasons for early 
closure were reported. Our primary outcome was overall complication 
rates according to timing of closure. Univariate analysis was used to 
compare categorical variables between groups.
Results: 2,000 patients underwent DLI-R following IPAA at a very 
early or routine timepoint: 3-stage 62%, 2-stage 38%; median age 
39.2. DLI-R was performed very early in 92 patients and early routine 
in 1,908. Median time to closure in the very early group is 49 days 
and in the early routine group was 93  days. There were no differ-
ences between the two groups in age or BMI, but the very early group 
had a higher proportion of females (62% vs 41.5% p<0.001) and a 
higher proportion of patients with ASA 1–2 (65.2% vs 51.9% p<0.02). 
Reasons for DLI-R in the very early group were stoma related problems 
in 39 patients (43.3%) with scheduled closure in 51 patients (56.7%). 
Complications following DLI-R occurred in 11.3% of patients overall. 
The complication rate in the very early group was 17.4% compared to 
11% in the routine group (p=0.09) and are shown in Table 1. When 
the patients in the very early group were stratified according to reason 
for DLI-R those reversed early for stoma related problems had a com-
plication rate of 25.6% compared to 11% in the early routine group 
(p=0.03). Patients undergoing scheduled DLI-R in the very early group 
did not have higher complication rates than the routine group (11.8% 
vs 11% respectively, p=1.0).

Conclusion: DLI-R at <8 weeks following IPAA does not appear to be 
associated with a statistically higher rate of complications compared 
to closure in a standard time frame. However, when patients were 
reversed early due to complications associated with their stoma they 
had worse outcomes.

P114
SARS-CoV-2 infection in IBD: pandemic waves and 
predictors of severe or persistent COVID-19

C. Taxonera Samso*1, D. Olivares1, I. Blanco2, E. Velasco2, S. Molina2, 
G. López2, O.N. López-García2, C. Alba1, E. Rey2

1Hospital Clínico San Carlos, IBD Unit- Department of 
Gastroenterology, Madrid, Spain, 2Hospital Clínico San Carlos, 
Gastroenterology, Madrid, Spain

Background: This study aimed to compare the risk of COVID-19 in 
patients with IBD versus the general population, and to evaluate pre-
dictors of infection acquisition, progression to severe forms, and risk 
of developing persistent COVID-19. We also assess the differences be-
tween cases across the different COVID-19 pandemic waves in our 
target population.
Methods: This single-centre prospective, cohort study included con-
secutive IBD patients diagnosed of COVID-19 either by a positive poly-
merase chain reaction test and/or antigen test in nasopharyngeal swabs, 
or by anti-SARS-CoV-2 antibodies, and that they had a follow-up of at 
least 4 months. Using logistic regression, we evaluated cases versus IBD 
controls included in the IBD Unit database for predictors of COVID-19 
acquisition. COVID-19 cases were distributed according to pandemic 
waves. Cox regression analysis was used for predictors of severe and 
persistent COVID-19.
Results: By May 31, 2021, 160 out of 1911 IBD patients (8.3%) were 
diagnosed with COVID-19. IBD patients had a similar adjusted in-
cidence of COVID-19 (OR 0.94; 95% CI 0.86–1.02; P=0.42), and 
a similar associated mortality ratio (OR 0.83; 95% CI 0.6–1.06; 
P=0.48), compared to the general population. In multivariable ana-
lysis, treatment with biologics was associated with a higher risk (OR 
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2.22, P<0.001), and treatment with salicylates with a lower risk (OR 
0.71, P=0.048) of contracting COVID-19.(Table 1) 62 COVID-19 cases 
were diagnosed during the first wave of pandemic (until the end of June 
2020), and 54 and 44 cases during the second and third waves (until the 
end of December 2020 and May 2021, respectively).(Figure 1) In multi-
variate analysis, first wave cases were associated with a higher risk of 
progression to severe forms of infection (OR 4.76, 95% CI 1.83–12.37, 
P=0.001), and development of persistent COVID-19 (OR 2.4, 95% CI 
1.16–4.95, P=0.018). 29 patients (18.1%) required hospitalisation and 
were classified as severe COVID-19, which was associated in multi-
variable analysis with age>48 (HR 3.68, P=0.007), cases diagnosed in 
the first wave (HR 6.04, P<0.001), and comorbidities (evaluated with 
Duke Severity of Illness Checklist [DUSOI], P<0.001).(Table 2) During 
a median follow-up of 8.4  months, 68 patients (42.5%) were diag-
nosed with persistent COVID-19. Multivariable analysis identified UC 
(P=0.053), comorbidities (P=0.090), and being diagnosed during the 
first wave (P=0.011) as risk factors for persistent COVID-19.(Table 3)
Conclusion: IBD patients have a similar risk of COVID-19 and associ-
ated mortality as the general population. Cases diagnosed during the 
first wave of the pandemic had severe and persistent forms of COVID-
19 more frequently. Age and comorbidity were the main risk factors for 
severe forms of the disease.

P115
Implementation of a vaccination tool in the 
electronic patient health record significantly 
increases vaccination coverage

L. Fierens*1, E. De Dycker2, J. Joly3, T. Vanhoutvin4, P. Verschueren3,5, 
P. De Haes4,6, J. Sabino1,2, S. Vermeire1,2, M. Ferrante1,2

1KU Leuven, Department of Chronic Diseases and Metabolism, Leuven, 
Belgium, 2UZ Leuven, Department of Gastroenterology and Hepatology, 

Leuven, Belgium, 3UZ Leuven, Department of Rheumatology, Leuven, 
Belgium, 4UZ Leuven, Department of Dermatology, Leuven, Belgium, 
5KU Leuven, Department of Development and Regeneration, Leuven, 
Belgium, 6KU Leuven, Department of Microbiology- Immunology and 
Transplantation, Leuven, Belgium

Background: Patients with immune-mediated inflammatory diseases 
(IMID) are at higher risk for infectious diseases. Despite this increased 
risk and the available guidelines1, we reported a sub-optimal vaccin-
ation rate of 27.4% of IMID patients in 2018. In the meantime, a vac-
cination module was introduced in the electronic patient health record 
of our hospital to accurately document and monitor vaccination status 
of patients. The impact of this new module on vaccination coverage 
was re-evaluated in the same IMID patients in 2021.
Methods: Between Aug and Oct 2021, the vaccination status of 1448 
(out of the original 1488)  IMID patients (44.8% male, median age 
53.6  years) was collected (798 patients with IBD, 612 with rheum-
atological, and 38 with dermatological inflammatory conditions) and 
compared to that of 2018. The vaccination status was obtained mainly 
through the patients’ electronic medical records. Missing data were 
added after contacting patients or their general practitioner.
Results: From 2018 to 2021, the overall vaccination coverage of all 
IMID patients significantly increased from 27.4% to 51.9% (p<0.001, 
Figure 1).
The vaccination coverage in IBD patients increased significantly from 
75.9% to 86.3% for influenza (p<0.001), from 72.9% to 88.7% 
for pneumococci (p<0.001), from 66.0% to 80.2% for hepatitis B 
(p<0.001), from 79.9% to 85.7% for tetanus (p=0.041) and from 
42.2% to 60.4% overall (p<0.001) (Figure 1 and Table 1).
Similarly, the vaccination coverage significantly increased for rheuma-
tology patients, namely from 69.3% to 78.3% for influenza (p<0.001), 
from 34.5% to 85.0% for pneumococci (p<0.001), from 32.8% to 
36.5% for hepatitis B (p<0.001) and from 7.8% to 32.6% overall 
(p<0.001) (Figure 1 and Table 1).
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For patients with dermatological inflammatory conditions, vaccination 
coverage significantly increased from 60.5% to 81.6% for pneumo-
cocci (p=0.031) and from 47.1% to 55.3% for hepatitis B (p=0.002) 
(Table 1).

Conclusion: The suboptimal vaccination rate measured in 2018 and 
the COVID-19 pandemic stressed the importance of vaccination 
recommendations to patients and healthcare professionals. We here 
show that the implementation of a vaccination tool integrated in the 
electronic medical record of patients is correlated with a significant 
increase in specific vaccination rates and also in the total amount of 
IMID patients that were fully vaccinated according to guidelines.

Reference

1. Rahier JF, Magro F, Abreu C, et al. Second European evidence-based 
consensus on the prevention, diagnosis and management of oppor-
tunistic infections in inflammatory bowel disease. J Crohns Colitis. 
2014;8:443–468.

P116
Screening for low BMI and unintentional weight 
loss alone is insufficient to identify patients at risk 
for malnutrition in an outpatient IBD population

E.M.B. Hendrix*1,2, C.E.G.M. Spooren1,2, D. Grommen2, 
Z. Mujagic1,2, M.J. Pierik1,2, D.M.A.E. Jonkers1,2

1Maastricht University, School for Nutrition and Translational Research 
in Metabolism NUTRIM, Maastricht, The Netherlands, 2Maastricht 
University Medical Centre+, Department of Internal Medicine- Division 
of Gastroenterology and Hepatology, Maastricht, The Netherlands

Background: Inflammatory bowel disease (IBD) is associated with mal-
nutrition, which can further impair disease course and quality of life. 
Therefore, guidelines advocate screening of patients in clinical practice. 

The prevalence of malnutrition in IBD-cohorts however, varies widely, 
mainly due to differences in parameters used. The primary aim of the 
present study was to assess the prevalence of malnutrition using single 
and a combined set of parameters (Global Leadership Initiative on 
Malnutrition (GLIM) criteria). Secondary aims were i) to evaluate the 
accuracy of screening recommendations given in current IBD guidelines 
and ii) to explore which patients have an increased risk of malnutrition.
Methods: Malnutrition was defined by the GLIM criteria, based on the 
combination of a phenotypic (i.e. non-volitional weight loss, low body 
mass index (BMI), or reduced muscle mass) and an etiologic criterium 
(i.e. reduced food intake or assimilation, and disease burden or inflam-
mation). Malnutrition was also determined using single parameters for 
impaired body composition, muscle strength or caloric intake (Table 
1), and the combination of low BMI and unintentional weight loss 
as advised in current IBD guidelines. To screen for malnutrition, the 
Short Nutritional Assessment Questionnaire (SNAQ) and Malnutrition 
Universal Screening Tool (MUST) were completed. Independent risk 
factors (i.e. clinical and demographic factors) for malnutrition were 
analyzed by multivariable logistic regression.

Results: Of the 200 included patients (139 CD, 61 UC), 41 (20.5%) 
fulfilled the GLIM criteria, 95 (47.5%) had at least one parameter for 
malnutrition impaired (Figure 1). The fat free mass index was most 
often affected. When unintentional weight loss and/or low BMI was 
used as screening marker for nutritional status in line with current IBD 
guidelines, 29 (14.5%) patients would have been identified (Figure 2). 
Screening for malnutrition using the SNAQ and MUST detected 44 
(22.0%) and 23 (12.9%) patients with a positive score. Only female 
sex was associated with malnutrition when at least one parameter was 
impaired (OR 2.47, 95% CI 1.35–4.51).
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Conclusion: Malnutrition prevalence among IBD outpatients 
according to the GLIM criteria was found to be 20.5%. Almost half 
of the IBD outpatients had malnutrition as defined by various single 
parameters and irrespective of disease characteristics. Screening 
instruments and/or markers according to current IBD guidelines, did 
not identify a substantial part of the patients. Therefore, screening 
for malnutrition is recommended for all IBD outpatients by multiple 
parameters, with special attention for assessing fat free mass and 
reduced intake.

P117
point-of-care intestinal ultrasound for the 
detection of postoperative Crohn’s disease 
endoscopic recurrence

M. Dolinger*1, Z. Stauber2, E. Spencer1, M. Kayal3, N. Pittman1, 
J.F. Colombel3, M. Dubinsky1

1Icahn School of Medicine at Mount Sinai, Pediatric Gastroenterology, 
New York, United States, 2Icahn School of Medicine at Mount Sinai, 
Internal Medicine, New York, United States, 3Icahn School of Medicine 
at Mount Sinai, Gastroenterology, New York, United States

Background: In patients with Crohn’s disease (CD), following an 
ileocolic resection (ICR), colonoscopy is the gold standard for the 
detection of endoscopic recurrence (ER). Colonoscopy, however, 
is invasive and not easily accepted by patients, particularly for 
repeated monitoring. In contrast, intestinal ultrasound (IUS) has 
the advantage of being non-irradiating, non-invasive, well-tolerated, 
and easy to repeat. The goal of this study was to assess the accuracy 
of IUS for ER in CD.
Methods: This was a cross-sectional study of CD patients who under-
went IUS during a postoperative clinic visit within 30  days of a 
planned colonoscopy. Parameters on IUS included bowel wall thickness 
(BWT), bowel wall hyperemia (BWH; modified Limberg score 0-III), 
layer stratification, inflammatory fat, and complications. C-reactive 
protein (CRP), fecal calprotectin (FC), endoscopic healing index (EHI; 
Prometheus Labs, CA) and Harvey Bradshaw Index (HBI) were also 
measured. ER was defined as a Rutgeerts Score (RS) > i2. Primary out-
come was the association between IUS parameters and ER. Secondary 
outcomes were the association of IUS parameters with other markers 
of disease activity.
Results: Eighteen CD patients (9 female; 29 [19–40] years old), 
underwent IUS examination 45 [29–99] months post-ICR during 
a routine clinic visit. Seven (39%) patients were on ustekinumab, 
four (22%) on adalimumab, two (11%) on infliximab, one (6%) on 

vedolizumab, and four (22%) on no therapy. ER was found in eight 
(44%) patients. BWT and BWH in the neo-terminal ileum and BWH 
at the ileocolic anastomosis were the only IUS parameters associated 
with ER (Table 1). Neo-terminal ileum BWT was 4.0 [3.2–4.8] mm 
in patients with ER compared to 2.0 [1.5–2.6] mm without (p=0.04). 
Neo-terminal ileum BWH was abnormal in six (75%) patients with 
ER compared to 0% without (p=0.007). BWT of 3.2 mm was the 
optimal cut point for predicting ER with an: AUROC of 0.82, posi-
tive predictive value of 100%, negative predictive value of 97.3%, 
sensitivity of 75%, and specificity of 100% (Figure 1) vs. a CRP of 
10.4 mg/L (AUROC = 0.54) or FC of 1146 µg/g (AUROC = 0.56). 
Significant correlations were observed between neo-terminal ileum 
BWT and RS (ρ=0.51, p=0.04) and between BWT and CRP (ρ=-
0.56, p=0.023). No correlation was observed between BWT and FC 
(ρ=-0.04, p=0.91), BWT and EHI (ρ=-0.04, p=0.91), or BWT and 
HBI (ρ=0.09, p=0.75).

Conclusion: IUS is a feasible, accurate, non-invasive monitoring tool 
for detection of postoperative CD recurrence. Larger prospective stud-
ies are needed to determine how IUS can be integrated in the monitor-
ing of CD patients after surgery.

P118
Inflammatory Bowel Disease Unclassified and 
Ulcerative Colitis: different outcomes? Multicenter 
case-control study (Spanish ENEIDA registry)

M. Gonzalez Vivo*1, M. Urpí Ferreruela2, B. Castro Senosiain3, 
I. Pérez-Martínez4, J. Barrio5, L. Codesido Prado6, B. Caballol Oliva7, 
V. Pedrera Roman8, M. Piqueras Cano9, F. Rodríguez Moranta10, 
M.J. Casanova González11, L. Ramos12, M. Iborra13, 
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17Hospital General Universitario de Alicante, Gastroenterology de-
partment, Alicante, Spain, 18Instituto Biodonostia. Universidad del 
País Vasco UPV/EHU. CIBERehd, Gastroenterology department, San 
Sebastián, Spain, 19Hospital Universitari Mutua Terrassa and Centro 
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Spain, 20Hospital Germans Trias i Pujol and Centro de Investigación 
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Gastroenterology department, Badalona, Spain

Background: Patients with inflammatory bowel disease (IBD) are often 
classified as ulcerative colitis (UC) and Crohn’s disease (CD). However, 
in some cases this categorization is not possible and these patients are 
labelled as inflammatory bowel disease unclassified (IBDU) -or indeter-
minate colitis if histologic analysis of surgical specimens is possible-.
The aims of this study were to compare the prognosis and therapeutic 
requirements in patients with IBDU and UC, and to identify potential 
predictive factors of reclassification as UC or CD.
Methods: Retrospective, observational, multicenter and case-control 
study of Spanish ENEIDA registry promoted by GETECCU. IBDU 
patients were identified from 18 centers. Every case of IBDU was 
matched with 2 patients of ulcerative colitis of the same hospital by 
sex, age at diagnosis and disease extent (in the patchy colitis subgroup, 
every case was matched with 1 extensive colitis and 1 left colitis).
Results: 231 IBDU patients and 469 UC patients were included. Only 
15 IBDU patients met current criteria of indeterminate colitis. In the 
IBDU group 59.7% patients were males and the mean of age at diag-
nosis was 43.3  years. Disease extent was distributed in 14 proctitis, 
59 left-sided colitis, 87 extensive colitis and 53 patchy colitis. 13.9% 
had rectal sparing and 31.9% presented ileitis. Thirteen percent were 

smokers at diagnosis, 5.6% had perianal disease and 15.9% had 
extraintestinal manifestations. Table 1: baseline characteristics of IBDU 
and UC group.

When comparing IBDU to UC patients, there were no statistical dif-
ferences between proportion of patients that needed immunosuppres-
sants (35.7% vs 37.7%, p=0.558) and biological therapy (27.3% vs 
24.3%, p=0.415). Regarding surgery for medically refractory disease, 
UC patients had higher surgical rates, although these differences did 
not reach statistical significance (2.6% vs 0.5%, p= 0.062). Figure 1: 
immunosuppressants, biological and surgery rates. Overall mortality 
rates were similar in both groups (5.1% in IBDU vs 2.6% in UC); with 
only one case related to IBD in IBDU group.

During follow-up, 67 IBDU patients (31%) were reclassified (32 UC, 34 
CD, 1 indeterminate colitis). 25% of patients were reclassified within 
46 months of follow-up (Figure 2: Kaplan-Meier curve of reclassifica-
tion). Neither clinical, biochemical (C- reactive protein, albumin, hemo-
globin) nor endoscopic variable (rectal sparing, ileitis) was associated 
with change in diagnosis.

Conclusion: In clinical practice, there were no statistical differences in 
prognosis, therapeutic requirements and surgical treatment between 
IBDU and UC patients. Two thirds of patients remained classified as 
IBDU during the follow-up. No predictive factors of reclassification 
have been identified.
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P119
Hereditary Colorectal Cancer Syndromes and 
Inflammatory Bowel Diseases: an ECCO CONFER 
Multicenter Case Series

B. Barberio*1, E. Savarino2, B. Verstockt3, M. Fumery4, D. Pugliese5, 
L. Bertani6, A. Buda7, G. Dragoni8, I. Goren9, I. Laish10, A. Spinelli11, 
N. Teich12, M. Truyens13, P. Ellul14

1University of Padova, Department of Surgery- Oncology and 
Gastroenterology DISCOG, Padova, Italy, 2University of Padova, 
Department of Surgery- Oncology and Gastroenterology, Padova, 
Italy, 3University Hospitals Leuven, Department of Gastroenterology 
and Hepatology, Leuven, Belgium, 4Amiens University Hospital, 
Gastroenterology Unit, Amiens, France, 5Fondazione Policlinico 
Universitario A. Gemelli IRCCS, Gastroenterology Unit- Department 
of Medical and Surgical Sciences-, Rome, Italy, 6University of Pisa, 
Department of Translational Research and New Technologies, Pisa, 
Italy, 7S. Maria del Prato- Hospital Feltre, Gastroenterology Unit- 
Department of Gastrointestinal Oncological Surgery, Feltre, Italy, 
8Careggi University Hospital, IBD Referral Center- Department of 
Gastroenterology-, Florence, Italy, 9Rabin Medical Center, Division 
of Gastroenterology, Petah Tikva, Israel, 10Sheba Medical Center, 
Gastroenterology Unit, Tel Hashomer, Israel, 11Humanitas Hospital, 
UOC Chirurgia del Colon e del Retto, MIlano, Italy, 12University 
Hospital of Leipzig, Internistische Gemeinschaftspraxis für 
Verdauungs- und Stoffwechselkrankheiten IGVS, Leipzig, Germany, 
13Ghent University Hospital, Department of Gastroenterology, Ghent, 
Belgium, 14Mater Dei Hospital, Department of Medicine- Division of 
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Background: Hereditary colorectal cancer syndromes (HCCS) are rare 
polyposis or nonpolyposis syndromes with a higher risk of develop-
ing colorectal cancer (CRC). Coexisting inflammatory bowel disease 
(IBD), including ulcerative colitis (UC) and Crohn’s disease (CD), with 
HCCS is exceedingly rare and presumably increases the risk of early-
onset colorectal cancer.
Methods: This was a multicenter case series performed as a part of 
the European Crohn’s and Colitis Organisation (ECCO) Collaborative 
Network of Exceptionally Rare case reports (CONFER) project.
Results: This report includes 26 patients with IBD (10 UC, 15 CD, 
and one with IBD unclassified (IBD-U)) and concomitant HCCS. 
Among these 26 patients (median age 33  years, IQR 20–44), 15 
(57.7%) were males, 24 (92.3%) Caucasians and 2 (7.7%) of Arab 
origin. Among patients with UC, 4 (40%) had proctitis, 3 (30%) 
left-sided colitis and 3 (30%) an extensive disease; while, among 
patients with CD, 8 (53.3%) had ileal, 5 (33.3%) ileocolonic, 
2 (13.3%) colonic disease. One of these patients had ileocolonic 
disease associated with upper disease location and six (40%) had an 
associated perianal disease. Many of patients with CD had a non-
stricturing non-penetrating phenotype (53.3%, n=8), while 20.0% 
(n=3) and 26.7% (n=4) had a stricturing or penetrating phenotype, 
respectively. HCCS was diagnosed before the IBD diagnosis in 11 
patients (42.3%), after diagnosis of IBD in 11 patients (42.3%) 
and concurrently in 4 patients (15.4%). Sixteen patients had Lynch 
syndrome, 7 had FAP, 2 had AFAP and one had MAP. The most fre-
quent genetic mutations were those of APC (n=7) and MLH1 (n= 
7). Thirteen patients were treated with immunomodulatory (IMM) 
therapy. During IMM therapy, only 5 patients developed drug-
induced side-effects which did not require drug interruption. One 
patient treated with vedolizumab developed CRC, despite yearly 
colonoscopy surveillance, after 4 years of treatment. Overall, CRC 
developed in 38.5% of patients (n=10): in 5 patients (50%) after 

IBD diagnosis, in 4 (40%) patients before IBD diagnosis, and in 1 
patient the 2 conditions were diagnosed simultaneously. Eighteen 
(69.2%) patients underwent colectomy or abdominal surgery: 9 
patients due to CRC diagnosis, 7 patients preventively due to the 
underlying HCCS and 2 patients because of active IBD disease. On 
follow-up, one patient died due to CRC.
Conclusion: This case series describes the largest series to date of 
patients with IBD patients and HCCS, with special emphasis on 
the use of IMM in this population. The most frequent diagnosis of 
HCCS associated with IBD was Lynch syndrome. These data dem-
onstrate the high malignancy rate and surgical intervention rate 
in this IBD cohort. The optimal medical approach still needs to be 
addressed.

P120
First year remission rates among patients with 
newly diagnosed Crohn’s disease: data from a real-
world prospective inception cohort

H. Yanai1, T. Sharar Fischler*1, I. Goren1, J. Ollech1, Y. Snir1, 
Y. Broitman1, R. Barkan1, T. Peffer-Gik1, B. Raykhel1, L. Kutukov1, 
A. Friedeberg1, M. Pauker1, H. Eran-Banai1, I. Avni-Biron1, I. Dotan1

1Division of Gastroenterology- Rabin Medical Center- Petah-Tikva- 
Israel- affiliated to the Sackler Faculty of Medicine- Tel Aviv University- 
Tel Aviv- Israel, Gastroenterology- Petah-Tikva- Israel, Tel Aviv, Israel

Background: There are sparse data regarding the effectiveness of novel 
treatment strategies for newly diagnosed patients with Crohn’s disease 
(CD). Data from clinical trials demonstrate 30–40% remission rates 
after 1-year. We aim to assess remission rates among newly diagnosed 
patients with CD in a referral center.
Methods: A prospective observational cohort study of patients with 
newly diagnosed CD between 03/2018- 01/2021. Patients were sched-
uled for semi-annual visits for assessment, data collection, and educa-
tion by an IBD-oriented gastroenterologist who determined a treatment 
plan, IBD nurse, and dietitian. Disease activity was determined by 
Crohn’s disease activity index (CDAI). Clinical remission (CR) at 
1-year-period (9–18 months) was defined as: CDAI < 150, no active 
perianal disease, and steroid-free> 3  months. Biochemical remission: 
C-reactive protein (CRP)<1mg/dl, fecal calprotectin (FC)<150 ug/g 
and normal albumin levels. Endoscopic remission: SES-CD<3. Deep re-
mission: composite of clinical, biochemical, and endoscopic remission. 
Predictors for clinical remission were assessed by multivariable logistic 
regression.
Results: Out of 110 enrollees, 77 completed 1-year period: 50.6% fe-
male, median age 27  years (22–38), median BMI 22  kg/m2 (20–25), 
16.9% smokers. At diagnosis 72.7% had an inflammatory phenotype 
(B1), and 26% had complex perianal disease, 55.8% had moderate-
severe CD (CDAI>220). During the first year after diagnosis 59.7% 
were treated with a biologic (58.5% anti-TNF, 1.3% ustekinumab, 
3.9%>1 biologic), diagnosis-biologic interval 4.3  months (IQR:2.6–
7.3), and 9.1% required surgery. At 1-year-period 63.6% achieved 
CR (comparable CR rates in patients recruited with mild-moderate vs 
moderate-severe CD:61.8% vs 65.1%, p= 0.814). Biochemical, endo-
scopic and deep remission rates: 51.9% (40/77), 44.4% (24/54), and 
25.9% (14/54), respectively. Significant decrease in clinical and bio-
chemical activity during follow up: median CDAI 233 (IQR:143–286) 
to 83 (IQR:29–150); median CRP 1.8  mg/dl (IQR:0.4–4.1) to 0.2 
(IQR:0.1–1); median FC 714 ug/g (IQR:128–1538) to 114 (IQR:18–
355); all p<0.001. Paired endoscopic data, available for 54 patients, 
demonstrated decrease in median SES-CD from 8 (IQR:5–11) to 3 
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(IQR:0–5), p<0.001. Short IBDQ score increased from a median of 43 
(IQR:36–55) to 56 (IQR:42–61). B1/P0 phenotype and lower BMI at 
diagnosis were associated with higher probability to achieve CR (OR 
3.37, 95% CI, 1.08–10.46; p=0.036, and 1.2, 95% CI, 1.37-1.05; 
p=0.06, respectively).
Conclusion: In a cohort of patients with newly diagnosed CD treated 
by a multidisciplinary team, there were favorable 1-year outcomes; spe-
cifically, CR demonstrated in >60%.

P121
Second-Line Biologic Therapy Persistence in a 
Multicentre Cohort of Inflammatory Bowel Disease 
Patients

J. Doherty*1, R. Stack2, N. O Morain2, R. Corcoran3, B. Ryan4, 
G. Doherty2, D. Mc Namara4, D. Kevans4; INITIative Ireland
1St James Hospital, Gastroenterology, Dublin, Ireland, 2Centre for 
Colorectal Disease- St Vincent’s University Hospital & School of 
Medicine- University College Dublin, Department of Gastroenterology, 
Dublin, Ireland, 3St James Hospital, Department of Gastroenterology, 
Dublin, Ireland, 4Tallaght University Hospital- Dublin, Department of 
Gastroenterology, Dublin, Ireland

Background: Anti-TNF agents are effective treatments for Inflammatory 
Bowel Disease (IBD), however, a significant proportion of patients re-
quire second-line biologic therapy. Real-world data on the outcome of 
second line biologic therapy can inform clinical decision-making.
Methods: To evaluate prescribing practice and second-line biologic 
therapy persistence in IBD patients. IBD patients, who had received 
one prior anti-TNF agent and commenced a second-line biologic, 
at participating centres, were identified. Baseline demographic data, 
concomitant medication and biologic therapy history were character-
ised by retrospective review of patients records. Adalimumab(ADA) 
and golimumab(GOL) were considered subcutaneous(SC) anti-TNF 
agents. Date of commencement and discontinuation of therapies 
were documented. Kaplan-Meier survival curves were constructed 
for time based analyses. P values < 0.05 were considered significant 
in analyses.
Results: N=395 IBD patients were included; 30%, 68% and 2% had 
UC, CD and IBD-U respectively; age (median[IQR]) 26[18–35] years; 
56% female; 35% receiving a concomitant immunomodulator (IMM); 
follow-up time (median [IQR]) 1.5[0.7–3.3] years. Second-line bio-
logic therapy with SC anti-TNF, infliximab(IFX), vedolizumab(VDZ), 
and ustekinumab(USTK) was used in 36%(n=143), 38%(n=151), 
10%(n=38), and 16%(n=63) of patients respectively. Follow-up time 
(median[IQR]) was significantly longer for SC anti-TNF and IFX 
compared with VDZ and USTK groups: 1.7 [0.7–3.6], 1.7 [0.7–3.5], 
1.1[0.3–2.5], 1.3[0.5–2.3] years respectively, p=0.03. A greater propor-
tion of patients receiving anti-TNF therapy versus alternate class bio-
logic therapy received a concomitant IMM: 42%, 34%, 18% and 29% 
of SC anti-TNF, IFX, VDZ and USTK treated patients respectively, 
p=0.03. In a univariate survival analysis there was no significant dif-
ference in survival-free of drug discontinuation comparing second-line 
biologic agents, p=0.8. In a multivariate analysis, including second-line 
biologic agent type, concomitant IMM use, gender and IBD pheno-
type the only factor significantly associated with time to drug discon-
tinuation was UC phenotype, Hazard ratio (95%CI): 1.5 (1.1 – 2.1), 
p=0.007.
Conclusion: While follow-up time was shorter for VDZ and USTK 
treated patients, the durability of response to second-line biologic 
therapy, assessed by drug persistence, appeared similar between 

agents. UC phenotype was associated with a shorter time to therapy 
discontinuation.

P122
Low Risk of new dysplastic lesions during 
inflammatory bowel disease surveillance with dye-
cromoendoscopy: a multicenter population-based 
retrospective study

R.M. Saiz Chumillas*1, L. Alba1, Y. Gonzalez-Lama2, B. Velayos3, 
P. Suarez4, C. Maroto-Martin5, A. Nuñez6, L. Hernandez7, L. Relea2, 
L. Fernandez-Salazar3, M. Sierra-Ausin4, J. Barrio5, F. Muñoz6, 
L. Arias1, B. Sicilia1; Group of Inflammatory bowel disease of Castilla 
Y Leon (GEICYL)
1Hospital Universitario de Burgos, IBD Department, Burgos, Spain, 
2Hospital Puerta de Hierro, IBD Department, Majadahonda, Spain, 
3Hospital Clínico Universitario de Valladolid, IBD Department, 
Valladolid, Spain, 4Hospital Universitario de Leon, IBD 
Department, Leon, Spain, 5Hospital Universitario Rio Hortega, 
IBD Department, Valladolid, Spain, 6Hospital Universitario de 
Salamanca, IBD Department, Salamanca, Spain, 7Hospital Santos 
Reyes, Gastroenterology Deparment, Aranda de Duero Burgos, 
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Background: The 21st century has witnessed advances in endoscopic 
surveillance technology such as high-definition imaging and virtual or 
dye-based chromoendoscopy, which have led to increased detection of 
dysplasia. It is unknown the rates of new dysplastic lesions or cancer 
progression with these techniques though it seems lower than previ-
ously described.
Methods: We developed a multicenter, population-based and 
retrospective cohort from 7 Spanish hospitals from the Group of 
Inflammatory bowel disease of Castilla Y Leon (GEICYL) includ-
ing sequentially all patients with inflammatory bowel disease and 
colonic dysplastic lesions completely resected (R0) in surveillance 
with dye-based indigo carmine chromoendoscopy between January 
2013 and December 2019, with a minimum endoscopic follow-up 
of 12 months. The aim was to evaluate the risk of developing more 
advanced metachronous neoplasia during follow-up, analysing pos-
sible associated risk factors.
Results: A total of 99 patients and 148 index lesions (145 low-grade 
dysplasias [LGD] and 3 high-grade dysplasias [HGD]) with a medium 
follow-up of 48.76  months (IQR: 36.34  – 67.15) were included. 
Patients and IBD baseline characteristics are reflected in table 1. During 
follow-up, 37 patients developed 97 new dysplastic lesions (92 LGD, 4 
HGD and 1 CRC) and 1 patient developed multifocal invisible dysplasia 
(3 HGD). The overall incidence rate for new dysplastic lesions was 0.23 
per 100 patient-year, 1.15 per 100 patients at 5  years and 2.29 per 
100 patients at 10 years (Figure 1). Personal history of dysplasia was 
associated with higher risk of developing any grade of dysplasia during 
follow-up (p 0.025), meanwhile, left colon lesions was associated with 
a lower risk (p 0.043). 6 patients developed more advanced lesions (5 
patients HGD and 1 CCR) with an incidence rate at year and 10 years 
of 1% and 14% respectively; LGD lesion >1cm was a risk factor for 
developing HGD or CRC (p 0.041), meanwhile LGD lesion < 1 cm was 
a protective factor (p 0.013) (table 2,3). 1/8 patients (13%) with HGD 
lesions developed CRC during follow-up. 3 patients were colectomized 
(2 by HGD and 1 by CRC). Neither mesalamine treatment or immuno-
suppressive or biological treatment were associated with a lower risk 
of dysplasia development.
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Conclusion: Risk of dysplasia progression to advanced neoplasia and spe-
cifically risk of new neoplastic lesions after endoscopic resection of colitis-
associated dysplasia are very low in our cohort with dye-chromoendoscopy. 
Personal history of dysplasia, as risk factor, and left colon location, as pro-
tective factor, were associated with new dysplastic lesions. Finally, size 
above 1 cm was the only risk factor for progression to advanced lesions.



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i213

P123
Characteristics of small bowel involvement and 
association with clinical outcome in patients with 
Crohn’s disease

H. Yoon*1, J. Park1, H.Y. Kim2, Y.J. Lee2, C.M. Shin1, Y.S. Park1, 
N. Kim1, D.H. Lee1

1Seoul National University Bundang Hospital, Department of 
Internal Medicine, Seongnam-Si, Korea- Republic Of, 2Seoul National 
University Bundang Hospital, Department of Radiology, Seongnam-Si, 
Korea- Republic Of

Background: The location and number of involved sub-segments in small 
bowel Crohn’s disease (CD) vary on each patient. This study aimed to 
evaluate the distribution and characteristics of involved small intestine 
lesions through a detailed image review at the time of diagnosis and to 
evaluate the relationship between them and clinical outcomes.
Methods: CD patients who underwent computed tomography (CT) 
at the initial diagnosis were retrospectively enrolled. Two abdominal 
radiologists reviewed the CT images of all patients. They independently 
rated the presence of “bowel wall thickening”, “stricture”, and “fistula 
or abscess” in the jejunum, distal jejunum/proximal ileum, ileum, and 
terminal ileum, respectively. Score 1 was assigned if both radiologists 
concurred regarding the presence of a lesion. Based on the total score 
summed across different locations in the small bowel (e.g., imaging 
score), we divided the patients into three groups as 0, 1–2, and 3–4. 
Major clinical outcomes were compared among these groups.
Results: A total of 152 patients were enrolled. The proportion of the 
patients involved in the jejunum, distal jejunum/proximal ileum, ileum, 
and terminal ileum was 2.0%, 30.3%, 82.2%, and 71.7%, respectively; 
32.3% of the patients had Montreal classification L4 (involvement of 
jejunum or distal jejunum/proximal ileum). Agreement on fistula or ab-
scess was almost perfect (kappa value = 1.0 for most segments); the degree 
of agreement on bowel wall thickness and stricture varied according to 
involved segments (kappa value = 0.690–0.936). There were 15 (9.9%), 
100 (65.8%), and 37 (24.3%) patients in groups 0, 1–2, and 3–4, respect-
ively. In Kaplan-Meier survival analysis, there was no difference in the 
major clinical outcomes among three groups based on the imaging score 
(emergency room visit p = 0.093; operation p = 0.080; new use of cortico-
steroid p = 0.139; and new use of biologics p = 0.126). In the multivari-
able analysis, disease behavior was the only risk factor associated with all 
clinical outcomes after adjusting other factor (emergency room visit, HR 
2.127 [1.356–3.337], p = 0.001; operation, HR 8.216 [2.629–25.683], p < 
0.001; new use of corticosteroid, HR 1.816 [1.249–2.642], p =0.002; and 
new use of biologics, HR 2.352 [1.492–3.708], p < 0.001).
Conclusion: As a result of a detailed CT review, about one-third and one-
fourth of patients newly diagnosed as small bowel CD had L4 lesions 
and multiple lesions (> 2 segments), respectively. However, the location 
and number of involved sub-segments in small bowel CD did not affect 
the clinical outcomes. Initial disease behavior is a more critical factor 
associated with clinical outcomes than characteristics of disease location.

P124
Views of patients with Inflammatory Bowel 
Disease on their care during COVID-19 pandemic

K. Klimova*1, I. Ajaz1, C. Padilla Suarez1

1University Hospital Plymouth NHS Trust, Gastroenterology, 
Plymouth, United Kingdom

Background: Patients with inflammatory bowel disease (IBD) have 
experienced changes to their usual management during the COVID-19 

pandemic. We organised an anonymous survey to obtain their perspec-
tive on what impact COVID-19 had on their disease and care.
Methods: 115 patients with IBD followed up in our clinics between 
August and October 2021 were sent a questionnaire with multiple 
choice questions as well as free comment sections which enabled 
patients to develop their answers in more detail. 53 patients returned 
the questionnaire until now.
Results: There were no statistically significant differences in descriptive 
characteristics – 52.8% patients were men, mean age was 53.1  years 
(range 18–85). 52.8% patients had Crohn’s disease. Overall, 38/53 were 
satisfied with services provided during the pandemic and similarly, 39/53 
patients reported that they were happy or very happy with the use of 
virtual clinics. Overall, it was surprising that 56.6% patients felt that the 
pandemic had no impact on their disease. Nevertheless, 20.8% experi-
enced delay in clinic appointments, 18.9% felt uncertainty about their 
diagnosis and 15.1% felt programmed investigations were postponed. 
41 patients had a flare and 24/41 used our Helpline to obtain advice. 
Only one patient reported negative experience. In the free comment sec-
tion, most messages were appraising the IBD team and Helpline as a 
useful way of keeping in touch and receiving advice. Patient 45 wrote: “I 
contact the team via email and am always responded to quickly.”
Most patients had positive views about virtual clinics, finding them easy 
and straightforward (31/53), with the advantage of not having to com-
mute to hospital (28/53) and receiving good communication (26/53). 
7/53 described virtual clinics as negative, rushed (8/53) and found it dif-
ficult to communicate (2/53). In the free comment section, many patients 
felt that “… there is no real substitute for a face-to-face consultation.” 
(patient 34) Nevertheless, in the future, 28.3% patients would like to 
continue with face-to-face appointments, 17.0% would be happy to con-
tinue with virtual clinics. The rest was happy with both options.
27/53 patients were able to have regular blood tests with their GP, the 
rest used hospital or associated services. 26/53 obtained their new med-
ications directly from hospital, 7/53 were able to contact their GP. 18 
patients did not require any new medications and continued with their 
regular prescription.
All patients have received vaccination against COVID-19.
Conclusion: Most of our patients were happy with the services pro-
vided during COVID-19 pandemic and felt that the pandemic had not 
had a significant impact on their disease.
(Note: this project is ongoing and will continue in November 21).

P125
Ankylosing spondylitis can influence the outcome 
of inflammatory bowel disease

Y.K. Jun*1, A.H. Kim2, J. Park3, E. Choi4, H. Yoon3, H.W. Kang4, 
H.J. Lee5, J.P. Im5, J.S. Kim5, K. Seong-Joon5
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Korea- Republic Of, 3Seoul National University Bundang Hospital, 
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Seongnam, Korea- Republic Of, 4SMG-SNU Boramae medical Center, 
Department of Internal medicine- Division of Gastroenterology, Seoul, 
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Background: Both inflammatory bowel disease (IBD) and ankylosing 
spondylitis (AS) are inflammatory diseases but there was little previous 
study that demonstrate the IBD severity and outcome in IBD patients 
with concomitant AS.
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Methods: Patients’ records were collected from 3 tertiary hospitals 
(Seoul national university hospital, Seoul national university Bundang 
hospital, and Seoul metropolitan government Seoul national university 
Boramae medical center) from October 2004 to June 2021. Patients 
with IBD and concomitant AS (IBD-AS group) were identified and pro-
pensity score matching (PSM) was applied to match the IBD-AS group 
and IBD patients without AS (only IBD group).
Results: After PSM, significantly more patients in IBD-AS group had 
colectomies (p = .017) or were prescribed biologics (p < .001), immuno-
suppressive agents (p = .021), and steroid (p = .017) than in only IBD 
group. The number of patients treated with biologics (p < .001) or im-
munosuppressive agents (p = .032) were significantly greater in UC-AS 
group than in only UC group. There was no significant difference in 
outcomes between only CD group and CD-AS group. In logistic regres-
sion analyses, identified that concomitant AS was a significant factor 
associated with biologics treatment in patients with IBD. Kaplan-Meier 
analyses demonstrated that there was a significant difference in the 
probability of starting biologics treatment between IBD patients with 
and without concomitant AS (p  =  0.002). In UC patients, the prob-
ability of starting biologics was also significantly different according to 
concomitance of AS (p < 0.001). Concomitant AS was a risk factor for 
predicting biologics treatment in patients with UC in Cox regression 
analysis after adjustment UC (adjusted hazard ratio, 6.296; confidence 
interval, 2.243 to 17.668; p < 0.001)
Conclusion: Patients with IBD-AS group were more likely to have a 
higher severity than in only IBD group. The current study result can 
help IBD specialists understand and treat patients with IBD and con-
comitant AS better.

P126
The predictive value of the modified Rutgeerts 
score at index endoscopy after primary ileocolic 
resection in patients with Crohn’s disease for 
the risk of re-resection and severe endoscopic 
inflammation after long-term follow-up
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M. Romberg-Camps5, N. de Boer6, F. Hoentjen7, L. Stassen8, 
A. van der Meulen – de Jong9, R. West10, C.J. van der Woude1, 
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1Erasmus Medical Center, Department of Gastroenterology and 
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Netherlands, 8Maastricht University Medical Center, Department of 
Surgery, Maastricht, The Netherlands, 9Leiden University Medical 
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Background: The modified Rutgeerts score (mRS) differentiates i2 into 
lesions confined to the anastomosis (i2a) vs. ileal lesions (i2b), and is 
considered appropriate to assess postoperative recurrence in Crohn’s 

disease (CD) patients. This study aimed to assess the predictive value 
of mRS at index endoscopy after primary ileocolic resection for the 
risk of re-resection and severe endoscopic inflammation after long-term 
follow-up. In addition, we aimed to predict the association of i2a and 
i2b for both outcomes.
Methods: Data of CD patients who underwent a ICR, between 2000 – 
2019, were retrospectively collected from a national, multicenter database. 
Patients were eligible for inclusion if ≥1 postoperative endoscopy assessed 
with the mRS was available. Primary outcome was re-resection per mRS 
(i0-i4) at index (i.e. first postoperative) endoscopy. Secondary outcome 
was severe endoscopic inflammation (defined as i3-i4) for a subset of 
patients (mRS i0-i2b). Rates for both outcomes were compared in sub-
groups (i0-i1, i2a-i2b, i3-i4) by Kaplan-Meier analyses. Multivariable 
analysis was conducted to identify risk factors for both outcomes.
Results: In total, 638 patients were included. Index endoscopy was per-
formed at median 8.5 months (IQR: 5.9 – 22.8) after ICR(Table 1), with 
a mRS of i0(30.4%), i1(17.7%), i2a(15.8%), i2b(19.6%), i3(9.6%) 
and i4(6.9%). After a mean follow up of 6.5 years (SD: 4.7), re-resec-
tion rate (Figure 1) was 7.2% for patients with a mRS of i0, 6.2%(i1), 
14.9%(i2a), 18.4%(i2b), 22.9%(i3) and 47.7%(i4). Re-resection rates 
in the subgroups were significantly higher in the group with a mRS 
i2a-i2b (16.8%) vs. i0-i1 (6.8%) (log-rank test, p<0.001) and in i3-i4 
(33.3%) vs. i2a-i2b (16.8%)(log-rank test, p=0.006). Follow-up en-
doscopy was performed in 54.0% of the patients with mRS i0-i2b at 
median interval of 20.4 months (IQR: 10.9 – 37.7). Progression to se-
vere endoscopic recurrence was observed in 19.8% of patients with 
i0, 33.9%(i1), 25.4%(i2a) and 33.8%(i2b) (Figure 2), but no signifi-
cant difference was observed between subgroups i0-i1 vs. i2a-i2b (re-
spectively 24.7% vs. 30.2%)(log-rank test, p=0.134). In multivariable 
analysis, anastomotic lesions (i2a) are not statistically significant asso-
ciated with re-resection and progression to i3-i4 (Table 2).
Conclusion: After primary ICR, the ascending order of the mRS cor-
responds with an increasing long-term risk of re-resection. In multivari-
able analysis, anastomotic lesions (i2a) are not significantly associated 
with the risk of re-resection and progression to severe endoscopic in-
flammation, in contrast to i2b lesions. The influence of therapeutic deci-
sions on these associations requires further investigation.

P127
Type I collagen degradation fragments (C1M) and 
human neutrophil elastase-derived fragments 
of calprotectin (CPa9-HNE) reflect biochemical 
and endoscopic disease activity in patients with 
Inflammatory Bowel Disease

A.R. Bourgonje*1, M. Alexdottir2, R. Loveikyte1, M. Pehrsson2, 
A.C. Bay-Jensen2, H.M. van Dullemen1, M.C. Visschedijk1, 
E.A.M. Festen1, R.K. Weersma1, M.A. Karsdal2, K.N. Faber1, 
J.H. Mortensen2, G. Dijkstra1

1University of Groningen- University Medical Center Groningen, 
Gastroenterology and Hepatology, Groningen, The Netherlands, 
2Nordic Bioscience, Immunoscience, Herlev, Denmark

Background: Crohn’s disease (CD) and ulcerative colitis (UC) are char-
acterized by intestinal inflammation and increased extracellular matrix 
(ECM) remodeling, which are key pathophysiological mechanisms in 
patients with IBD and highly related to mucosal damage. Alterations 
in intestinal ECM turnover as well as macrophage and neutrophil ac-
tivity may be reflected by secreted products that are released into the 
systemic circulation. In this study, we aimed to investigate associations 
between serum biomarkers of neutrophil activity (serum calprotectin) 
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and collagen degradation (mucosal damage), and disease activity in 
patients with IBD.
Methods: Serological biomarkers of collagen formation (PRO-C3, 
PRO-C4, PRO-C6), matrix metalloproteinase (MMP)-mediated col-
lagen degradation (C1M, C3M, C4M, C4G, C6Ma3) and intes-
tinal inflammation (VICM [macrophage activity], human neutrophil 
elastase-derived fragment of calprotectin (CPa9-HNE [serum calpro-
tectin, neutrophil activity]) were measured using Protein FingerPrint 
assay (PFA) technology in 100 patients with IBD (CD: n=44; UC: n=56). 
Biochemical disease activity was assessed using C-reactive protein 
(CRP) levels and available faecal calprotectin (FCal) levels. Endoscopic 
disease activity was determined using the Simple Endoscopic Score for 
CD (SES-CD) and Mayo endoscopic subscore for UC.
Results: C1M strongly associated with elevated CRP levels (defined 
as >5mg/L, P<0.001) in patients with IBD and significantly associated 
with faecal calprotectin levels in patients with UC (Spearman’s ρ=0.75, 
P<0.001). In patients with CD, C1M reasonably discriminated between 
patients with mild and moderate-to-severe endoscopic disease activity 
(AUC=0.73, P=0.01), whereas this discrimination was more subtle in 
patients with UC (AUC=0.68, P=0.08). CPa9-HNE levels were sig-
nificantly increased in patients with elevated CRP levels (P=0.002 for 
both CD and UC) and associated best with faecal calprotectin levels 
in patients with CD compared with UC (CD: ρ=0.43, P=0.06; UC: 
ρ=0.20, P=0.45). Finally, CPa9-HNE levels were able to discriminate 
between mild and moderate-to-severe endoscopic disease activity in 
patients with CD (AUC=0.75, P<0.01).
Conclusion: C1M and CPa9-HNE levels associate with biochemical 
(CRP, FCal) and endoscopic disease activity in patients IBD, where 
C1M demonstrated higher accuracy in UC and CPa9-HNE appeared 
to be more useful in CD in this cohort. Therefore, C1M and CPa9-
HNE could serve as surrogate biomarkers for the assessment of disease 
activity in patients with UC and CD, respectively. Our results should 
be validated in additional prospective, larger patient cohorts to corrob-
orate these findings.

P128
Accuracy of the combination of transabdominal 
and transperineal ultrasound for the evaluation of 
Ulcerative Colitis activity

F. Terracciano*1, F. Bossa1, A. Marra1, M.R. Valvano1, S. Carparelli1, 
M.A. Ippolito1, F. Perri1

1IRCCS Casa Sollievo della Sofferenza, Gastroenterology and 
Endoscopy Units, San Giovanni Rotondo, Italy

Background: Transabdominal Bowel Ultrasound (TBUS) is useful tech-
nique to assess disease activity and extent in patients with ulcerative 
colitis (UC); however, the evaluation of the rectum by TBUS is diffi-
cult. Recently, transperineal ultrasound (TPUS) has been proposed as 
a useful diagnostic tool in the evaluation of rectal disease. The aim of 
the study is to to assess the concordance between the combination of 
TPUS/TBUS and endoscopy in adult patients with UC.
Methods: Fifteen consecutive adult patients with UC were prospect-
ively enrolled from June to November 2021. Disease activity was deter-
mined using Partial Mayo Score (PMS) and Mayo Endoscopic Subscore 
(MES). TBUS and TPUS were performed within a week from endos-
copy. MES ≤ 1, bowel wall thickness ≤ 3mm in the colon and ≤ 4mm in 
the rectum were defined as remission. A concordance analysis compar-
ing endoscopy and US was performed by kappa statistics

Results: Ten patients were male (66%) and 8 female (34%), with a me-
dian age of 39± 13,9. Two patients had a pancolitis, 6 a distal colitis, 
and 3 a proctitis. 4 patients were in remission. The agreement between 
endoscopy and rectal evaluation with TBUS was fair (k =0.40), while 
the agreement with TPUS was excellent (k =0.86). The evaluation of 
the colon with TBUS showed good concordance in the right colon (k= 
0.63), left colon (k=0.65), and sigmoid colon (k=0.72), and excellent 
agreement in the transverse colon (k= 1).
Conclusion: These preliminary data showed that the combination of 
TBUS and TPUS allows to easily and accurately study all the segments 
of the large intestine in patients with UC, overcoming the limitation 
related to the reduced accessibility to the rectum with only trans ab-
dominal approach.

P129
Hepcidin and ferritin index can help to differentiate 
between different types of anaemia: an exploratory 
study
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A.C.E. Vreugdenhil3, R. de Almeida4, P.F. van Rheenen5, M.J. Pierik2
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Department of Internal Medicine- Division of Gastro-enterology 
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Background: Anaemia is frequent in patients with IBD. Iron deficiency 
anaemia [IDA] and anaemia of chronic disease [ACD] are the most 
common subtypes and warrant a different treatment approach.
The ESPGHAN/ NASHGAN position paper on Anaemia in Children 
with IBD describes cut-off values on ferritin, transferrin saturation 
[TSAT] and ferritin index (soluble transferrin receptor/log10(ferritin)) 
[sTfR-F], to distinguish between IDA and ACD. However, cut-off values 
for sTfR-F and hepcidin are based on adult data.
In this exploratory study we used a data driven approach to define 
different anaemia groups, using hepcidin and sTfR-F and studied dif-
ferences between groups and their response to iron suppletion therapy. 
Insights contribute to a better description of ACD and IDA in a pedi-
atric population.
Methods: Data from the multi-centre prospective POPEYE study 
(NTR4487) consisting of a paediatric IBD population was used. 
Subjects with anaemia (haemoglobin [Hb] < 2 standard deviations [SD] 
below the mean of a healthy age reference group) with baseline fer-
ritin, TSAT, hepcidin, sTfR-F and erythrocyte sedimentation rate [ESR] 
values were selected. Summary statistics of these biomarkers were gen-
erated for the data-driven groups and compared with existing charac-
teristics for IDA and ACD groups. At baseline subjects received oral or 
intravenous iron repletion therapy, Hb was determined at baseline and 
1 month after iron therapy. Kmeans was used, an unsupervised cluster-
ing algorithm using Euclidean distance, to divide data points into k 
clusters based on sTfR-F and hepcidin.
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Results: Mean age was 13.6 (2.5 SD) years, and mean standardized 
Hb value -3.2 at baseline for 47 subjects. Data driven groupings using 
Kmeans (k=3) were based on baseline hepcidin and sTfR-F (figure 1).
Group 1 shows characteristics indicative for IDA, with mean ferritin 
<15µg/l, TSAT < 20% and sTfR-F > 2. Group 2 shows signs suggestive 
for inflammation since ferritin, hepcidin and ESR were increased (mean 
ESR 28,5 mm/h [23,2 SD]); this group could be characterized as ACD. 
Group 3 could not be related to a specific anaemia type.
Mean standardized Hb increase 1  month after iron repletion for 37 
patients, was 2,9 (SD 0,8), 0,8 (0,7 SD), 1,3 (1,1 SD), for group 1, 2 
and 3 respectively.
Conclusion: Explorative data-driven analysis of a real-world data set 
showed that hepcidin and sTfR-F can be used to characterize groups 
that relate to ACD and IDA in a paediatric population. Children with 
high sTfR-F and low hepcidin possibly benefit more from iron repletion 
therapy (group 1), compared to when hepcidin is high (group 2). If vali-
dated in a larger patient population this determination could contribute to 
the development of diagnostic algorithms that support targeted therapy.

P130
Comparison of the clinical course of Ulcerative 
Colitis according to the presence or absence of 
clinical symptoms at the time of diagnosis

A. Madarame*1, M. Fukuzawa1, K. Uchida1, D. Nemoto1, 
H. Shinohara1, F. Yamanishi1, S. Matsumoto1, Y. Suzuki1, 
T. Muramatsu1, Y. Kagawa1, T. Matsumoto1, T. Morise1, 
H. Yamaguchi1, A. Sugimoto1, S. Kono1, Y. Yamauchi1, S. Naito1, 
T. Kawai2, T. Itoi1

1Tokyo Medical Univercity Hospital, Gastroenterology and Hepatology, 
Tokyo, Japan, 2Tokyo Medical University Hospital, Gastroenterological 
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Background: Asymptomatic ulcerative colitis (UC) is increasingly 
detected by improved screening tests such as the fecal immunochemical 
test. However, there have been few reports on the difference in the clin-
ical course of UC according to the presence or absence of symptoms at 
diagnosis. The purpose of this study was to compare the clinical course 
of UC according to the presence or absence of clinical symptoms at the 
time of diagnosis.
Methods: Data were obtained from a retrospective chart review of 64 
consecutive patients with UC diagnosed at our hospital between 2014 
and 2020. Patients were grouped according to the presence or absence 
of clinical symptoms at the time of UC diagnosis, and clinical charac-
teristics (age, sex, extent of disease, Mayo Score, endoscopic severity, 
and hematological findings) at the time of diagnosis were subjected to 
univariate and multivariate analyses. In the clinical characteristics, pro-
pensity score matched analysis was performed, and systemic steroids 
use, hospitalization within 1  year, and the introduction of therapies 
for refractory UC were evaluated. Patients with a clinical course of less 
than 1 year after UC diagnosis, patients intolerant to 5-aminosalicylic 
acid, patients with carcinoma, pregnant women, and patients under 
15 years of age were excluded.
Results: Eligible patients were 64 UC patients (19 asymptomatic 
and 45 symptomatic) diagnosed at our hospital during the period 
of the study. The symptomatic group included 32 cases of bloody 
stools, 30 cases of diarrhea, 7 cases of abdominal pain, and 4 cases 
of fever. Multivariate analysis of clinical features at diagnosis showed 
significant differences in Mayo Score (p=0.003, odds ratio: 3.650, 
95% confidence interval: 1.541–8.647) and serum hemoglobin level 
(p=0.021, odds ratio: 0.367, 95% confidence interval: 0.157–0.859). 
As a result of propensity score matched analysis, 24 patients (12 
asymptomatic, 12 symptomatic) were selected. There were no sig-
nificant differences in the rates of systemic steroid use (16.7% vs. 
16.7%), hospitalization within 1  year (16.7% vs. 8.3%), and the 
introduction of therapies for refractory UC (16.7% vs. 8.3%) be-
tween the two groups (p=1.000 in all items).
Conclusion: There was no difference in the prognosis of the asymp-
tomatic group compared with the symptomatic group using propen-
sity score matched analysis. The results suggest that asymptomatic 
UC detected by colonoscopy may be acceptable for follow-up without 
treatment.
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Impact of Inflammatory Bowel Disease on patients’ 
caregivers: Results from a French cohort

W. El Hajj MD*1, A. Buisson2, A. Olympie2, M.H. Ravel2, C. Devos2, 
C. Trang3, S. Nahon1

1Groupe Hospitaliser Intercommunal Leraincy-Montfermeil, Ile de 
France, Montfermeil, France, 2AFA Crohn-UC France Association 
François Aupetit, Ile de France, Paris, France, 3CHU Nantes, Loire-
Atlantique, Nantes, France

Background: Inflammatory Bowel Disease (IBD) has an important im-
pact on patients’ quality of life (QOL). Data on its impact on patients’ 
close relatives are limited. This study aims at exploring the effect of IBD 
on patients’ caregivers (PC).
Methods: We have conducted an online survey about the impact of 
IBD on PCs via the social network of the French association of IBD 
patients (Association François Aupetit) between october 16th and no-
vember 23rd 2020. The burden the disease had on their psychological, 
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professional and social life was evaluated through a computerized 
questionnaire.
Results: Eight hundred and fifty-three PCs aged > 16  years were 
interrogated. 77% were females. Their relatives had Crohn’s disease 
(CD) in 63% and Ulcerative colitis (UC) in 35% of cases. Patient was 
the child in 57% or the partner in 31% of cases. Fifty four percent 
of PCs had never heard about IBD before the diagnosis of their rela-
tives, and upon disease announcement, 86% experienced a feeling of 
worry, sadness or anxiety. They were regularly searching informa-
tions about the disease through internet websites, IBD associations 
or health care professionals in 72, 68 and 53% of cases, respectively. 
Main concerns included novel therapies (55%), treatment side effects 
(45%), long term disease consequences (52%) and dietary limita-
tions (47%). Twenty percent considered that they were still not well 
informed about the disease. The most significant impact on daily 
PCs’ life was psychological as they were regularly experiencing anx-
iety and incapacity in 94% of cases. Concerning professional impact, 
36% of PCs needed to reduce or to adjust their work time, to work 
from home or even to change or leave their work. Among partners, 
the disease impacted their sexual life as 22% reported a decrease in 
their desire/libido and 14% reported an absence of sexual relation 
for weeks or months. Sixty four percent have waived many social 
activities as going out with friends, holidays or cinema. More than 
50% wished they had more psychological support as well as more 
information about the disease and the way they could help their rela-
tives. The main factors associated with a higher psychological im-
pact were the following: Female sex (OR 2.23; 95%CI 1.51–3.28; 
p<0.0001), parental status (OR 2.29; 95%CI 1.28–4.11; P<0.0001), 
IBD duration <5 years (OR 1.72; 95%CI 1.11–2.66; P=0.005) and 
the lack of information about the disease (OR 0.59; 95%CI 0.39–
0.88; P=0.01).
Conclusion: IBD had an important impact on PCs’ QOL at per-
sonal and social levels. A  psychological support and an appro-
priate information about the disease and the help they can provide 
to their relatives are essential to reduce the burden of IBD on their  
daily life.

P132
An audit of quality of histopathology reporting of 
colorectal mucosal biopsies for the diagnosis and 
assessment of Inflammatory Bowel Disease

J. Mcalinn*1, R. Feakins1

1Royal Free Hospital, Cellular Pathology, London, United Kingdom

Background: Inflammatory Bowel Disease (IBD) biopsies form a large 
part of the reporting workload of most histopathology departments. 
Published UK and European guidelines include recommendations on 
how best to report these biopsies for IBD diagnosis and assessment 1,2. 
The purpose of this audit is to assess whether biopsies reported at our 
institution adhere to these guidelines and to discuss potential improve-
ments in IBD histology reporting.
Methods: An electronic search of histopathology records was con-
ducted using diagnostic results coded for Inflammatory Bowel Disease. 
The search yielded 56 cases. Percentage compliance was measured 
for 24 criteria under the following headings: Clinical details and 
processing; Macroscopic description/processing; Microscopic report; 
and Summary/conclusion. Satisfactory compliance was set at 90%, 
using the recommendations from the UK Royal College of Pathologists3.
Results: Of the 24 criteria, 14 were accepted as adhering to the guide-
lines. Noteworthy results for non-compliance were:

Duration of disease stated: 86%
Endoscopy findings provided: 79%
Actual copy of endoscopy report provided: 4%
Endoscopist states probability of IBD: 63%
Sampling is adequate and appropriate: 50%
Distribution within sites is recorded: 68%
Comment on presence or absence of basal plasmacytosis is made: 32%
Preference for Ulcerative Colitis or Crohn’s disease is stated, or inability 
to subclassify is recorded: 71%
Conclusion: There is potential for improvement in IBD reporting at 
our site.
Problems identified included lack of access to endoscopy reports, in-
appropriate sampling at endoscopy, and absence of endoscopy com-
ments on the probability of IBD. Discussion of audit results with the 
endoscopists and creation of a regular IBD multidisciplinary team 
meeting (MDTM) could help to promote communication between 
departments and provide a route towards higher quality reporting.
Areas of concern regarding microscopic reporting and interpretation 
included failure to describe distribution of inflammation within sites, 
absence of a record of basal plasmacytosis, and failure to state a pref-
erence for Ulcerative Colitis or Crohn’s disease. A  lack of clarity in 
these areas has the potential to impact patient management negatively. 
Recommendations included consideration of a structured histology 
reporting system such as a template or the PAID approach available in 
the British Society of Gastroenterology guideline2.
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Point-of-care measurement of infliximab and 
adalimumab trough levels by the fluorescence 
resonance energy transfer (FRET) assay
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Background: Therapeutic drug monitoring (TDM) is the clinical 
practice of measuring serum drug concentrations to guide clinical 
decision-making. In IBD patients, it is applied mainly in infliximab 
(IFX) and adalimumab (ADL) therapy. TDM is either performed reac-
tively in response to disease activity, or proactively in the absence of 
symptoms. The aim of the present study was to compare two analytical 
methods for the detection of trough infliximab and adalimumab lev-
els (TL): point-of-care (POCT) fluorescence resonance energy transfer 
(FRET) method, and the enzyme- linked immunosorbent immunoassay 
(ELISA).
Methods: TL IFX were measured in n=24 and TL ADL in n= 21 blood 
samples. For ELISA, standard peripheral venous samples were used, 
and for POCT FRET measurements, capillary finger puncture was per-
formed. Two assay results were compared evaluating the regression 
relationship using Spearman’s correlation coefficient and the Bland-
Altman plots. Cohen’s kappa analysis was used to compare the degree 
of qualitative agreement between the two data sets. Repeatability was 
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assessed by the difference of the repeated measurements, their means 
and standard deviations.
Results: The high degree of correlation was found between the meas-
ured values, both qualitative and quantitative (p < 0.0001 for both 
IFX and ADL), either expressed by the Spearman’s correlations, or by 
Bland-Altman analysis. Cohen’s weighted kappa 0.903 for IFX and 
0.834 for ADL showed substantial/almost perfect agreement of quali-
tative results. Closeness of the agreement of successive measurements 
was very acceptable for both TLs of both drugs.

Conclusion: Point-of-care detection of IFX and ADL trough levels by 
FRET is accurate, comparable to the reference method, analysis is suffi-
ciently consistent. For clinical sites with a proactive approach to TDM, 
FRET may be a useful tool for decision-making regarding individual-
ization of biologic therapy.
Acknowledgements: We thank ProciseDX company for the ProciseDX 
analyzer rental, and for providing the laboratory diagnostics.
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Are hepatic steatosis predictive scores still useful 
to predict metabolic associated fatty liver disease 
(MAFLD) in Crohn’s disease patients?
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Background: Crohn’s disease (CD) patients have a higher risk of 
nonalcoholic fatty liver disease (NAFLD) compared with the general 
population. There are many NAFLD predictive scores, including 
Hepatic Steatosis Index (HSI), Fatty Liver Index (FLI) and the Clinical 
Prediction Tool for NAFLD in Crohn’s Disease (CPN-CD), a recently 
validated score specifically developed for CD patients. However, it is 
not known whether these scores are useful in predicting metabolic asso-
ciated fatty liver disease (MAFLD) in CD patients.
Our aim was analyze and compare the performances of CPN-CD, 
Hepatic Steatosis Index (HSI) and Fatty Liver Index (FLI) in identifying 
CD patients with MAFLD.
Methods: Retrospective cohort study which consecutively included 
all adult CD patients submitted to transient elastography (TE) from 
January to December 2020. Patients’ demographic, clinical and bio-
chemical data were recorded. MAFLD criteria were assessed and hep-
atic steatosis (HS) was defined by a controlled attenuation parameter 

(CAP) >248 dB/m using TE. CPN-CD, HSI, and FLI were calculated, 
their accuracy for the prediction of MAFLD was evaluated through a 
receiver-operating characteristic (ROC) curve and their areas under the 
ROC curve (AUROC) were compared.
Results: Of 103 CD patients, 56 (54.4%) were female with a mean 
age of 38.2±11.5 years. Body mass index >25, type 2 diabetes mellitus, 
dyslipidemia and arterial hypertension were present in 53 (51.5%), 4 
(3.9%), 27 (26.2%) and 9 patients (8.7%), respectively. HS was identi-
fied in 50 patients (48.5%), of which 44 (88%) fulfilled MAFLD crite-
ria. Median HSI was 38.9 (IQR 7.2) and mean FLI and CPN-CD were 
36.7±27.7 and -0.5±1.5, respectively. FLI (AUROC, 0.919; 95% confi-
dence interval, 95% IC, 0.866–0.972), HSI (AUROC, 0.850; 95% CI, 
0.775–0.925) and CPN-CD (AUROC, 0.809; 95% CI, 0.722–0.896) 
had excellent discrimination in predicting MAFLD. FLI performance 
was significantly higher than CPN-CD (P=0.01) but not significantly 
different from HSI (P=0.06). Additionality, HSI performance was not 
significantly different from CPN-CD (P=0.81).
Conclusion: The FLI, HSI and CPN-CD scores can accurately identify 
MAFLD in CD patients, allowing the selection of those in whom hep-
atic steatosis and metabolic risk factors assessment may be particularly 
beneficial.

P135
Usefulness of clinical and ultrasound indices 
to assess enthesis lesions in patients with 
inflammatory bowel diseases
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Background: The aim of the study was to assess existing clinical and 
ultrasound indices for the evaluation of enthesopathies in patients with 
inflammatory bowel diseases (IBD).
Methods: 95 pts with IBD were prospectively enrolled into the study: 
55 of them with ulcerative colitis (UC) and 40 with Crohn’s disease 
(CD). Clinically we counted tender entheses in 46 points of the upper 
and lower extremities. LEI (Leeds Enthestis Index) (0–6 points), MASES 
(Maastricht Ankylosing Spondylitis Enthesitis Score) (0–13 points) and 
the SPARCC index (Spondylarthritis Research Consortium of Canada) 
(0–16 points) were calculated. Ultrasound examination was performed 
in B-mode and PD-mode. Entheseal hypoechogenicity, entheseal thick-
ening, presence of vascularization were considered as acute lesions. 
Bone erosions and enthesophytes were considered as chronic lesions. 
GUESS (Glasgow Ultrasound Enthesitis Scoring System) (0–36 points), 
MASEI (Madrid Sonography Enthesitis Index) (0–136 points) and 
BUSES (Belgrade Ultrasound Enthesitis Score) (0–132 points) were cal-
culated. Spearman coefficient used to calculate correlations.
Results: In pts with tender ≥ 1 enthesis, the LEI was positive in 26% of 
patients, the MASES index - in 7%, the SPARCC index - in 18%, the US 
indices were positive in a larger number of patients: GUESS - in 47%, 
MASEI - in 40% and BUSES - 54%.A total of 6460 entheses were exam-
ined using Doppler ultrasound. The number of enthesites was 293/6460 
(4.5%), the number of enthesites with vascularization was 62/6460 
(1.0%), the number of erosions was 313/6460 (4.8%), the number of 
enthesophytes was 91/6460 (1, 4%).A direct correlation is observed be-
tween the number of enthesites and LEI indices (SR = 0.54; p = 0.00), 
MASES (SR = 0.42; p = 0.00), SPARCC (SR = 0.54; p = 0, 00), GUESS 
(SR = 0.22; p = 0.02), BUSES (SR = 0.32; p = 0.001), as well as between 
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the number of enthesitis with vascularization and LEI indices (SR = 0.24; 
p = 0.017), MASES (SR = 0.34; p = 0.00), GUESS (SR = 0.23; p = 0.022), 
MASEI (SR = 0.32; p = 0.001), BUSES (SR = 0, 29; p = 0.003). A stat-
istically significant relationship was found between the number of ero-
sion and the GUESS indices (SR = 0.48; p = 0.00), MASEI (SR = 0.49; 
p = 0.00), BUSES (SR = 0.5; p = 0, 00), as well as between the number 
of enthesophytes and the GUESS indices (SR = 0.75; p = 0.00), MASEI 
(SR = 0.28; p = 0.00), BUSES (SR = 0.57; p = 0.00).
Conclusion: Acute lesion of enthesis in patients with IBD can be 
assessed using both clinical (LEI, MASES, SPARCC) and ultrasound 
indices (GUESS, MASEI, BUSES). To assess chronic lesions (erosion, 
enthesophyte) changes in enthesis in patients with IBD, it is preferable 
to use ultrasound indices.

P136
Risk of polyps and colorectal cancer in patients 
with microscopic colitis: case-control study with 
long-term follow-up

I. Fajardo1, Y. Zabana*1,2, A. Salas3, M. Aceituno1,2, L. Ruiz1,2, 
M. Esteve1,2, F. Fernández-Bañares1,2

1Hospital Universitari Mútua de Terrassa, Gastroenterology 
Department, Terrassa, Spain, 2Centro de Investigación Biomédica en 
Red de Enfermedades Hepáticas y Digestivas CIBEREHD, CIBERehd, 
Barcelona, Spain, 3Hospital Universitari Mútua de Terrassa, Pathology 
Department, Terrassa, Spain

Background: A previous study (Fernandez-Bañares et al, UEGJ 2016;4s: 
A434) showed that in microscopic colitis (MC) there is a low frequency 
of polyps and colorectal cancer (CRC) compared to the general popu-
lation at medium risk, without observing differences with a group of 
chronic diarrhoea and normal colonic histology. The aim of the present 
study is to assess whether this low incidence of adenomas in patients 
with MC and chronic diarrhoea persists in the long term.
Methods: Patients with follow-up colonoscopies for control of co-
lonic polyps or for diarrhoea recurrence after index colonoscopy were 
included in two groups: patients in the MC group (32/100 patients, 
Group A) and in the chronic diarrhoea group (68/200 patients, Group 
B). Colonic polyps were recorded, collecting adenomas, advanced ade-
nomas (AA; high-grade dysplasia -HGD-, villous component and size 
> 1cm) and CRC. A conditional logistic regression analysis was per-
formed (COXREG: 1 case-2 controls, matched by age and sex).
Results: With a median follow-up of 9 years (IQR =7–12 years), 2 CRC 
were diagnosed in Group B (2/200). A total of 44 colonoscopies were 
performed in Group A and 105 in Group B, with no significant dif-
ferences between groups (p=0.35). Recurrent diarrhoea was present in 
25% of Group A and 38% of Group B (p=0.19). In these endoscopies, 
the total frequency of adenomas was: Group A 28% and Group B 56% 
(p=0.009). The frequency of AA was: Group A 12.5% and Group B 
14.7% (p=1). The frequency of HGD/CRC was 0% in Group A and 
5.8% in Group B (p=0.30). For adenomas, the COXREG OR was 0.2 
(CI=0.05–0.75; p=0.017) and for AA (with CRC included) 0.8 (CI 
0.26–2.9; p=0.8).
Conclusion: After long-term follow-up, patients with MC have a 
decreased frequency of adenomas and a trend to have less HGD/CRC 
compared with patients with chronic diarrhoea and normal colonic 
histology. These differences, therefore, are probably due to the MC it-
self and not to a protective effect of diarrhoea, as had been previously 
suggested. These results support the recommendation of not doing spe-
cific screening for CRC prevention in patients with MC.

P137
Lesions of Cytomegalovirus and Epstein Barr virus 
of the proximal gastrointestinal tract in patients 
with Inflammatory Bowel Disease after COVID-19

G. Babayeva-Sadigova*1,2, U. Makhmudov3, F. Quliyev4, 
G. Asadova1,4, O. Mirzazade1, T. Samadova1,4, A. Hasanova1; IBD
1Azerbaijan State Advanced Training Institute for Doctors named after 
A.ALIYEV., department of Therapy, Baku, Azerbaijan, 2Memorial 
Klinik, department of therapy and gastroenterology, Baku, Azerbaijan, 
3Modern Hospital, department of Gastroenterology and Endoscopy, 
Baku, Azerbaijan, 4National Center of Oncology, department of 
Invasive Diagnosis and Therapy, Baku, Azerbaijan

Background: The problem of opportunistic infections in IBD remains 
one of the most pressing issues in the diagnosis and treatment of 
this pathology. Particular attention among opportunistic infections 
in IBD is given to cytomegalovirus infection(CMV), the Epstein-Barr 
virus(EBV). Aim: To assess the frequency of detection of CMV and 
EBV in biopsies taken from the mucous membranes of the proximal 
gastrointestinal tract (GIT) in patients with IBD who underwent 
COVID-19.
Methods: 72 patients with CD(40 w/32 m) and 69 patients with UC(39 
m/30 w) who underwent COVID-19, in whom CMV and EBV were 
not previously detected, were examined. The age of the patients was 
from 18 to 62 years(39.4±2.7). All patients(p.) underwent a standard 
endoscopic examination(EE), disease activity was assessed in accord-
ance with the ECCO regulations; the determination of CMV and EBV 
was carried out by PCR in biopsies of mucous membranes from the 
proximal GIT.
Results: EE in 27  p.with CD revealed deeper and more widespread 
ulcerative lesions of the gastric mucosa(CMV+11  p.40.7%/15.3%;E
BV+12 p.44.4%/16.7 %;CMV and EBV+4 p.14.8%/5.5%), in 16 p.
similar changes were detected in the esophagus(CMV+7  p.43.7%/
9.7%,EBV+6  p.37.5%/8.3%;CMV and EBV+3  p.18.7%/4.2%),in 
49  p.in the duodenal region(CMV+17  p.34.7%/23.6 
%,EBV+23 p.46.9%/31.9%;CMV and EBV+9 p.18.4%/12.5%).
 EE with UC revealed deeper and more widespread ulcerative lesions of 
the gastric mucosa in 29 p. (CMV+12 p.41.4%/17.4%;EBV+13 p.44.
8%/18.8%; CMV and EBV+4 p.3.8%/5.8%),in 19 p. similar changes 
were detected in the esophagus(CMV+9 p.47.7%/13.1%,EBV+6 p.31
.6%/8.7%;CMV and EBV+4 p.21.1%/5.8%),in 44 p. in the duodenal 
region(CMV+17 p.38.6%/24.6%,EBV+23 p. 52.3%/33.3%;CMV and 
EBV+4 p.9.1%/5.8%).
Thus, in patients with CD, when determining CMV in biopsy materials 
by PCR,an isolated positive result(48.6%) was obtained in 35 cases,for 
EBV(isolated)-41 cases(56.9%), in 16 pat. a combined lesion of CMV 
and EBV was revealed(22.2%); the localization of lesions was domi-
nated by the duodenal region(68.1%),the stomach (37.5%)and the 
esophagus(22.2%). In patients with UC, when determining CMV in bi-
opsy materials by PCR,an isolated positive result(55.1%) was obtained 
in 38 cases,for EBV(isolated)-42 cases(60.7%),in 12 pat. a combined 
damage to CMV and EBV(17.4%); the localization of lesions was 
dominated by the duodenal region(63.8%),the stomach(42%) and the 
esophagus(27.5%).
The clinical and endoscopic picture indicates a more severe course of 
IBD in the presence of herpes viruses detected by PCR examination of 
biopsies taken from the mucous membranes of the proximal GIT.
Conclusion: The findings allow us to recommend the need for more 
thorough inspection during endoscopy in patients with IBD who have 
undergone COVID-19.
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P138
Psychometric validation and interpretation of a 
patient-reported outcomes instrument to assess 
bowel urgency among adults with moderate to 
severe Ulcerative Colitis

M.C. Dubinsky1, L. Delbecque2, J. Lewis3, T. Hunter4, M. Shan*5

1Mount Sinai NY, Icahn School of Medicine, New York, United 
States, 2Eli Lilly and Company, Global Patients Outcomes Real 
World Evidence, Brussels, Belgium, 3University of Pennsylvania, 
Pereleman School of Medicine- Division of Gastroenterology and 
Hepatology, Philadelphia, United States, 4Eli Lilly and Company, 
Global Patient Outcomes Real World Evidence, Indianapolis, United 
States, 5Eli Lilly and Company, Real World Analytics, Indianapolis/
IN, United States

Background: Urgency, the sudden or immediate need for a bowel 
movement, is one of the most bothersome symptoms experienced by 
Ulcerative Colitis (UC) patients. We aimed to evaluate the psychometric 
properties of the Urgency Numeric Rating Scale (UNRS), inform the 
clinically meaningful within-patient change (MWPC) threshold and de-
termine the UNRS threshold associated with clinical, endoscopic and 
histologic remission.
Methods: In this study, the UNRS was collected daily through an elec-
tronic diary that measures the severity of the urgency to have a bowel 
movement in the past 24 hours using an 11-point NRS ranging from 0 
(no urgency) to 10 (worst possible urgency). A weekly score was cal-
culated for a 7-day period by averaging the observed entries if 4 or 
more observations are available. Item performance, reliability, validity, 

responsiveness, and score interpretation were assessed at baseline (BL) 
and week 12 in moderate-severe patients with UC enrolled in a multi-
center, randomized, placebo-controlled Phase 3 study.
Results: The full distribution of responses was provided by patients at 
BL and Week 12, with no floor or ceiling effects. Test-retest reliability 
was strong, with intra-class correlation coefficients ranging 0.76–0.89. 
As expected, moderate to high correlations were seen between the 
UNRS and health-related quality of life measures, patient ratings of 
UC severity, disease change, stool frequency and rectal bleeding (estab-
lishing convergent validity), while low correlations were seen with en-
doscopy and histology measures (establishing discriminant validity) 
(Table 1). As predicted, statistically higher UNRS scores were found in 
patients with more severe UC compared to those with less severe UC, 
providing evidence of known groups validity. Findings also indicated 
the UNRS is responsive to changes over time. Anchor-based analyses 
suggested that a 3-point score reduction from BL to week 12 consti-
tutes a MWPC (Figure 1). A UNRS score of 0, 1, or 2 best reflected ur-
gency severity level when patients were in clinical (YI=0.36), histologic 
(YI=0.27), or endoscopic remission (YI=0.27) (Table 2). A UNRS score 
of 0 or 1 may be a more conservative endpoint to define patients with 
no to minimal urgency.
Conclusion: The UNRS is a valid and reliable patient-reported measure 
of urgency in adults with UC. A  3-point improvement is a MWPC 
threshold. A  UNRS score of 0 or 1 is a conservative threshold that 
reflects clinical, endoscopic and histologic remission. These findings 
provide strong evidence supporting that the UNRS is appropriate for 
inclusion as an endpoint in clinical trials to evaluate UC treatments 
efficacy.
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P139
Body composition and Crohn’s disease behavior: Is 
adiposity the main game changer?

B. Morão*1, S. Velho2, L. Agostinho3, J. Torres1, M. Cravo4

1Hospital Beatriz Ângelo, Gastroenterology, Lisbon, Portugal, 2Hospital 
Beatriz Ângelo, Nutrition, Lisbon, Portugal, 3Hospital Beatriz Ângelo, 
Radiology, Lisbon, Portugal, 4Hospital da Luz, Gastroenterology, 
Lisboa, Portugal

Background: Introduction: Visceral fat has been associated with un-
favorable outcomes in Crohn’s disease (CD) patients. We investigated 
the association between body composition upon diagnosis and compli-
cated phenotypes and time until surgery in patients with CD.
Methods: retrospective cohort study including patients with CD who 
had a computed tomography enterography (CT) or an entero mag-
netic resonance (MR) performed within 6 months of diagnosis. Skeletal 
muscle, visceral and subcutaneous adipose tissue cross-sectional areas 
were determined with CT or MR images at L3 vertebrae level, after 
being processed with Slice-o-Matic (Tomovison) and ABCS module 
(applicable only to CT scan images). Logistic regression was used to 
assess predictors of disease behaviourand time until abdominal urgery 
was modeled with proportional hazards Cox models.
Results: We included 63 patients: 33(52%) men with median age of 
35  years. Disease location and behaviour according to Montreal clas-
sification was as follows: L1=28(44%), L2=13(21%), L3=18(28%), 
L1+L4=1(2%), L3+L4=3(5%); B1=39(62%), B2=11(17%), B3=13(21%); 
20(32%) patients had perianal disease. At diagnosis, 17(27%) patients 
were treated with corticosteroids. Anti-TNF agents were started in 
8(13%) patients, azathioprine in 23(36%), combination therapy in 
15(24%); 17(27%) patients did not start any medical therapy. Visceral 
obesity was present in 12(19%) patients at diagnosis. Visceral obesity 
was associated with higher age of CD onset (median 60 vs 34  years, 
p=0.002) and complicated disease behaviour(B2/B3) at diagnosis (66.7% 
vs 31.7%, p=0.021), with an approximately 4 times higher risk of compli-
cated behaviour(OR=4.37, 95%IC=1.19–18.44, p=0.03).After adjusting 
for age and perianal disease, total adipose tissue (visceral and subcuta-
neous fat) remained statistically significant and was associated with a 4% 
increase in the odds of complicated behaviourat diagnosis per 10 cm2of 
total adipose tissue (OR 1.004,95%CI 1.00–1.008, p=0.043). Median 
follow-up time was 3.35 years, during which 15 (24%) of patients under-
went abdominal surgery. Visceral obesity was associated with a 5.10 times 
higher risk of abdominal surgery during follow-up (95%CI 1.52–17.09, 
p=0.008); after adjusting to disease behaviour, visceral obesity maintained 
a near significant association with a 2.90 times higher risk of surgery 
(95%CI 0.83–10.08, p=0.09).
Conclusion: In our cohort of patients with newly diagnosed CD, total 
fat upon diagnosis seems to be associated with B2 and B3 disease phe-
notypes. Furthermore, visceral obesity was associated with a 5.10 times 
higher risk of abdominal surgery during follow-up and with a shorter 
time until surgery.

P140
Immunomodulators are protective against severe 
COVID 19: results from a large multicentre cohort 
of inflammatory bowel disease patients

L. Vuitton*1, A. Bourrier2, M. Uzzan3, M. Nachury4, A. Amiot5, 
X. Roblin6, M. Allez7, R. Altwegg8, M. Vidon9, A. Bourreille10, 
M. Serrero11, A.L. Pelletier12, J. Filippi13, C. Gilletta14, M. Simon15, 
D. Laharie16, S. Nahon17, N. Duveau18, A. Biron19, S. Viennot20, V. Abitbol21, 
Y. Elgharabawy22, L. Peyrin-Biroulet23; GETAID COVID study group
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APHP, Gastroenterology, Paris, France, 3Beaujon University Hospital- 
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HepatoGastroenterology, Lille, France, 5Mondor University Hospital- 
APHP, Hepatogastroenterology, Creteil, France, 6St-Etienne university 
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France, 12Bichat hospital- APHP, Gastroenterology, Paris, France, 13Nice 
University hospital, Gastroenterology, Nice, France, 14Toulouse uni-
versity hospital, Hepatogastroenterology, Toulouse, France, 15IMM 
hospital, Gastroenterology, Paris, France, 16Bordeaux university hos-
pital, Hepatogastroenterology, Bordeaux, France, 17Montfermeil hos-
pital, Hepatogastroenterology, Montfermeil, France, 18Roubaix hospital, 
Hepatogastroenterology, Roubaix, France, 19Reims university hospital, 
Hepatogastroenterology, Reims, France, 20Caen university hospital, 
Hepatogastroenterology, Caen, France, 21Cochin university hospital- APHP, 
Gastroenterology, Paris, France, 22GETAID, Methodology, Paris, France, 
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Background: In the context of the Sars-Cov2 pandemic, the man-
agement of patients with chronic diseases and/or receiving immuno-
suppressive drugs was of concern due to lack of data to dictate their 
management. The objectives of our study were to evaluate the charac-
teristics and prognosis of COVID-19 among IBD patients and to study 
the factors associated with severe COVID-19.
Methods: We carried out a multicentre bispective study in 30 French 
GETAID centres. Participating centres were asked to report all consecu-
tive COVID19 cases occurring in their IBD-cohort between March,1st 
and December,31st 2020. The cases had to be confirmed by a PCR test, 
or by a chest CT scan demonstrating COVID19 lesions. In addition to 
the baseline examination, patients were scheduled for a follow up visit 
within 3–6  months following their infection. Demographics, disease 
characteristics, treatments, and the clinical course of IBD were pro-
spectively recorded. Severe COVID-19 was defined as admission to the 
hospital >1 day and/or use of oxygen therapy and/or death. Predictive 
factors for developing severe COVID-19 were explored using univari-
ate and multivariate logistic regression.
Results: A total of 719 IBD patients with COVID 19 were included; 
54.2% were women, median age was 42  years, 64.4% had Crohn’s 
disease (CD), and median disease duration was 10.8 years. 13.3% of 
the patients were active smokers;12.7% had a BMI>30. With respect 
to the treatment, 72(10%) patients were not on any IBD medication, 
75(10.4%) were only receiving 5-ASA, 164(22.8%) received conven-
tional immunosuppressants, and 509(70.8%) biologics.21.6% of the 
patients developed either diarrhoea in remitters, or an exacerbation 
of diarrhoea in active patients. IBD treatments were maintained un-
changed, suspended or discontinued in 73.4%, 25.5%, and 1.1% of the 
patients. Over the follow-up period, 13.2% of the patients had a flare. 
A  total of 68 patients developed severe COVID 19, 67(9.3%) were 
hospitalized for a median duration of 6  days, and 4(0.6%) patients 
died. In multivariate analysis, age > 50 years (OR: 2.0,CI:1.06–3.72; 
p=0.031), obesity (OR: 2.01,CI:1.05–4.09; p=0.037), and comorbidi-
ties (OR: 3.28,CI:1.76–6.09; p=0.0002) were factors associated with 
the occurrence of severe COVID 19; while immunomodulatory treat-
ment (biologic and/or immunosuppressant) was a protective factor for 
developing severe COVID 19 (OR: 0.38,CI: 0.22–0.69; p=0.0012).
Conclusion: Rate of severe COVID 19 in this cohort of IBD patients was 
corresponding to the general population with similar risk factors for severity, 
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i.e., age, obesity and comorbidities. Prescription of immunomodulators was 
protective against severe COVID 19, raising the hypothesis of their potential 
immunological effect on the immune storm phase of Sars-Cov2.

P141
Factors Associated with Time to Clinical 
Remission in Pediatric Luminal Crohn’s disease: a 
Retrospective Cohort Study

S. Sassine*1,2, S. Fadela Zekhnine1,2, M. Qaddouri1,2, L. Djani1,2, 
C. Cambron-Asselin1,2, M. Savoie-Robichaud1,2, Y.F. Lin1,2,  
K. Grzywacz1,2,3, V. Groleau1,2,3, M. Dirks1,3, É. Drouin1,2,3, U. Halac1,3, 
V. Marchand1,3, C. Girard1,2,3, O. Courbette1,2,3, N. Patey1,2,4, 
D. Dal Soglio1,2,4, C. Deslandres1,2,3, P. Jantchou1,2,3

1Université de Montréal, Faculty of Medicine, Montréal, Canada, 2CHU 
Sainte-Justine, Research Center, Montréal, Canada, 3CHU Sainte-
Justine, Gastroenterology, Montréal, Canada, 4CHU Sainte-Justine, 
Pathology, Montréal, Canada

Background: The natural evolution of Crohn’s disease is incompletely 
understood in the pediatric population. Data on factors influencing 
time-to-remission are very limited in the literature. The aim of this 
retrospective cohort study was to describe the time to clinical remission 
in children with Crohn’s disease as well as changes over the past decade 
and to identify factors associated with time to clinical remission.
Methods: Patients under 18  years old diagnosed between 2009 and 
2019 were included. All data were collected from the patients’ med-
ical records and the CHU Sainte-Justine inflammatory bowel disease 
registry. Survival analyses and linear regression models were used to 
assess the impact of clinical, laboratory, endoscopic, histological and 
therapeutic factors on time to clinical remission.
Results: 654 patients were included in the study. There was no change in 
the time to clinical remission over the past decade. Female sex in adoles-
cents (ajusted bêta regression coefficient (aβ)= 31.8 days, p= 0.02), upper 
digestive tract involvement (aβ= 46.4  days, p= 0.04), perianal disease 
(aβ= 32.2 days, p= 0.04), presence of active inflammation on biopsies 
(aβ= 46.7 days, p= 0.01) and oral 5-ASA exposure (aβ=56.6 days, p= 
0.002) were all associated with longer time to clinical remission. However, 
antibiotic exposure (aβ= -29.3 days, p=0.04), increased eosinophils on 
biopsies (aβ= -29.6 days, p=0.008) and combination of exclusive enteral 
nutrition and TNF- alpha inhibitors as induction therapy (aβ= -36.8, 
p=0.04) were associated with shorter time to clinical remission.
Figure 1: Kaplan-Meier curve representing time to clinical remission in 
patients 13 years old and older by sex.
Figure 2: Kaplan-Meier curve representing the time to clinical remis-
sion of patients according to the first induction treatment administered.

Conclusion: Time to clinical remission did not improve during the 
decade and was associated with baseline clinical and histological data 

and treatment strategies. Combination of enteral nutrition and TNF-
alpha inhibitors was associated with faster clinical remission.

P142
Inflammatory bowel diseases associated with 
primary immunodeficiency: a multicenter study
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France, 9AP-HP. Centre-Université de Paris- Hôpital Necker-Enfants 
Malades, Molecular Genetics, Paris, France, 10AP-HP. Centre-Université 
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1163 and Imagine Institute, Laboratory of intestinal immunology, 
Paris, France, 12AP-HP. Sorbonne Université- Hôpital Saint Antoine, 
Gastroenterology, Paris, France

Background: Inflammatory bowel diseases (IBD) associated with pri-
mary immunodeficiency (PID) remain poorly known. We aimed to iso-
late characteristics of IBD associated with PID.
Methods: Using a GETAID register, we reviewed medical files of 
recorded patients with PID and IBD (Crohn’s disease, ulcerative colitis 
(UC) or microscopic colitis) followed in 9 adult university hospitals. 
Results of genetic investigations were available for 46 patients (62%).
Results: 74 patients (30 F, 44M) were included with a mean age of 
26 years (median: 24 years) at diagnosis of IBD. Forty-four (59%) 
patients had Crohn’s disease with anoperineal lesions in 12, 26(35%) 
patients had microscopic (mainly lymphocytic) colitis and 4 patients 
had UC. PID was predominantly antibody deficiency in 40(54%) 
patients [34 common variable immunodeficiency, 4 X-linked 
agammaglobulinemia, 2 selective IgA deficiencies], disease of immune 
dysregulation in 18(24%) patients [CTLA4, LRBA, NFKB1, TNFAi3, 
XIAP deficiencies, STAT3 and STAT1 hyperactivation], phagocytosis 
deficiency in 15(20%) patients (12 chronic granulomatous diseases 
(CGD), 3 congenital neutropenia] and C1s deficiency (n=1). In order 
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of frequency, Crohn’s disease was associated with antibody deficien-
cies (52%), phagocytosis deficiencies (29%) and immune dysregu-
lation (18%), microscopic colitis with antibody deficiencies (65%), 
immune dysregulation (27%) and more rarely with phagocytosis 
deficiencies (8%) and UC with antibody deficiencies (75%) and 
immune dysregulation (25%). 46% of patients received immuno-
globulin supplementation, 70% steroids, equally corticosteroids 
and budesonide, 49% biotherapy mainly anti-TNF-alpha antibody 
(38%) and ustekinumab (16%), 23% immunosuppressive drugs, 
mainly azathioprine and sirolimus and 18% aminosalicylates. Three 
patients (2 CGD, 1 XIAP) had been treated with allogeneic stem 
cell transplantation (SCT) and one patient (TNFRS13B deficiency) 
with autologous SCT. Eleven (15%) patients had intestinal surgery, 
mainly ileocecal resection. During follow-up [mean: 16 years], 51% 
of patients had transient or sustained clinical remission mainly with 
an anti-TNF-alpha antibody, ustekinumab, steroids (budesonide) and 
specific therapy (targeted therapy such as abatacept and ASCT), 41% 
of patients had severe infections, 22% developed neoplasia mainly 
gastrointestinal dysplasia and/or cancers (n=8), B cell lymphoma 
(n=3) and 4 patients died.
Conclusion: At adulthood in our series, IBD associated with PID are 
mainly Crohn’s disease and lymphocytic colitis. The first most frequent 
associated PID is antibody deficiency. Biotherapies (anti-TNF-alpha 
antibody, ustekinumab), steroids and specific therapies are commonly 
used to induce clinical remission.

P143
Changes in the Clinical Phenotype and Behavior of 
Pediatric Luminal Crohn’s Disease at Diagnosis in 
the Last Decade

S. Sassine*1,2, M. Savoie-Robichaud1,2, Y.F. Lin1,2, L. Djani1,2, 
C.A. Christine1,2, M. Qaddouri1,2, S. Fadela Zekhnine1,2,  
K. Grzywacz1,2,3, V. Groleau1,2,3, M. Dirks1,3, É. Drouin1,2,3, U. Halac1,3, 
V. Marchand1,3, C. Girard1,2,3, O. Courbette1,2,3, N. Patey1,2,4, 
D. Dal Soglio1,2,4, C. Deslandres1,2,3, P. Jantchou1,2,3

1Université de Montréal, Faculty of Medicine, Montréal, Canada, 2CHU 
Sainte-Justine, Research Center, Montréal, Canada, 3CHU Sainte-
Justine, Gastroenterology, Montréal, Canada, 4CHU Sainte-Justine, 
Pathology, Montréal, Canada

Background: Crohn’s disease (CD) triggers are incompletely under-
stood and the incidence of the disease has been increasing. The aims 
of this study were to describe the trends in the clinical, endoscopic, 
histological, and laboratory characteristics of pediatric CD during the 
last decade and to describe the seasonal variation of disease presenta-
tion at diagnosis.
Methods: Patients under 18  years old and diagnosed between 
2009 and 2019 were included. Patients clinical, endoscopic, 
histological, and laboratory data were collected from the med-
ical records. Data were analyzed for the cohort as a whole and 
according to diagnostic periods (2009–2014 and 2015–2019) and 
seasons.
Results: 654 patients were included in the study. The total number of 
incident CD cases significantly increased yearly. Patients diagnosed be-
tween 2015 and 2019 were younger at diagnosis (OR: 2.30, p<0.0001), 
had more perianal diseases (OR= 2.30, p<0.001) and more intestinal 
biopsy granulomas (OR= 1.61, p=0.003) as compared to the 2009–
2014 cohort. Also, there was a strong association between intestinal 

biopsy granulomas, young age at diagnosis and perianal fistulas or 
abscesses; the presence of granulomas was associated with greater 
perianal involvements (OR= 2.25, p<0.001) and younger age at diag-
nosis (OR = 0.90, p=0.0002). PCDAI and SES-CD scores at diagnosis, 
disease location and behavior and laboratory markers did not change 
over time.
There were fewer CD diagnosis during winter. The highest vitamin 
D levels in patients occurred in summer and fall, but the majority 
of patients had, regardless of the season of diagnosis, severe vitamin 
D deficiency (the median vitamin D level was 60.0 nmol/L in sum-
mer and fall compared to 47.0 nmol/L in winter-spring, p=0.003). 
Vitamin D levels at diagnosis are inversely correlated with PCDAI 
(Pearson correlation coefficient  =  -0.19, p=0.03) and SES-CD 
(-0.20, p=0.04). Patients diagnosed in fall had lower PCDAI and 
SES-CD scores, less failure to thrive, less digestive symptoms and 
less extensive digestive involvement. Colonic disease was signifi-
cantly more frequent during summer and fall (27.3% of patients 
diagnosed in summer and fall versus 18.2% of cases in winter and 
spring, p=0.01).
Figure 1:PCDAI at diagnosis according to the season.
Figure 2:Proportion of patients with L1-L2-L3 disease locations by the 
Paris classification according to the season of diagnosis.

Conclusion: The disease phenotype has changed over the years and 
there are important seasonal trends in the frequency and severety of 
the disease suggesting possible disease triggers. Our findings provide 
interesting avenues for future research, such as identifying the clinical 
significance of granulomas, vitamin D deficiency and microbiota on 
pediatric CD activity.
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P144
Changes of fecal metabolic and lipidomic features 
by anti-tumor necrosis factor treatment and 
prediction of clinical remission in patients with 
ulcerative colitis

S. Shin Shin*1, S.Y. Kim2, S.J. Park3, J.P. Im4, H.J. Kim5, K.M. Lee6, 
J.W. Kim7, S.A. Jung8, J. Lee9, S.B. Kang10, S.J. Shin11, E.S. Kim12, 
Y.S. Kim13, T.O. Kim14, H.S. Kim15, D.I. Park16, H.K. Kim17, E.S. Kim18, 
Y.H. Kim19, D. Teng20, J.H. Kim21, W. Kim21, M. Saeed2, J.M. Moon1, 
K. Kim1, C.H. Choi1, H.K. Choi2; The IBD Research Group of the 
Korean Association for the Study of Intestinal Diseases
1Chung-Ang University College of Medicine, Department of Internal 
medicine, Seoul, Korea- Republic Of, 2Chung-Ang University- College 
of Pharmacy, Pharmacy, Seoul, Korea- Republic Of, 3Yonsei University 
College of Medicine, Department of Internal Medicine and Institute of 
Gastroenterology, Seoul, Korea- Republic Of, 4Seoul National University 
College of Medicine, Department of Internal Medicine and Liver 
Research Institute, Seoul, Korea- Republic Of, 5Kyung Hee University 
Hospital, Department of Gastroenterology, Seoul, Korea- Republic Of, 
6The Catholic University of Korea St. Vincent’s Hospital, Department of 
Gastroenterology, Suwon, Korea- Republic Of, 7Seoul National University 
College of Medicine, Department of Internal Medicine and Liver 
Research, Seoul, Korea- Republic Of, 8Ewha Woman’s University College 
of Medicine, Department of Gastroenterology, Seoul, Korea- Republic 
Of, 9College of Medicine- Chosun University, Department of Internal 
Medicine, Gwangju, Korea- Republic Of, 10The Catholic University of 
Korea Daejeon St. Mary’s Hospital, Department of Gastroenterology, 
Daejeon, Korea- Republic Of, 11Ajou University School of Medicine, 
Department of Gastroenterology, Suwon, Korea- Republic Of, 12Korea 
University Anam Hospital, Department of Gastroenterology, Seoul, 
Korea- Republic Of, 13Inje University Seoul Paik Hospital, Department 
of Gastroenterology, Seoul, Korea- Republic Of, 14Inje University 
Haeundae Paik Hospital, Department of Gastroenterology, Busan, Korea- 
Republic Of, 15Chonnam National University Hospital, Department of 
Gastroenterology, Gwangju, Korea- Republic Of, 16Kangbuk Samsung 
Hospital- Sungkyunkwan University, Department of Internal Medicine, 
Seoul, Korea- Republic Of, 17Inha University Hospital, Department of 
Gastroenterology, Incheon, Korea- Republic Of, 18Kyungpook National 
University- School of Medicine, Department of Internal Medicine, 
Daegu, Korea- Republic Of, 19Samsung Medical Center- Sungkyunkwan 
University School of Medicine, Department of Internal Medicine, Seoul, 
Korea- Republic Of, 20AbbVie Pte. Ltd., AbbVie Pte. Ltd., Singapore, 
Singapore, 21Chung-Ang University College of Medicine, Department of 
Microbiology, Seoul, Korea- Republic Of

Background: Tumor necrosis factor (TNF) antagonists are recom-
mended for patients with ulcerative colitis (UC) for the effectiveness 
in inducing and maintaining clinical remission. We investigated the 
altered fecal metabolites and lipids by anti-TNF treatment and predic-
tion model of remission in patients with UC.
Methods: A prospective, observational multicenter study was conducted 
at 17 academic hospitals in Korea. Fecal samples were collected from 
adult patients with moderately to severely active UC (n=116) before 
and after 8 and 56 weeks of adalimumab treatment and from healthy 
controls (HC, n=37). Clinical remission was assessed using Mayo score. 
Metabolome and lipidome analyses were performed using gas chro-
matography-, and nano electro spray ionization-mass spectrometry, 
respectively. Prediction models of remission were developed using base-
line fecal samples by Fourier transform-infrared (FT-IR) spectroscopy 
combined with machine learning algorithms.
Results: Fecal metabolites and lipids in UC were different from HC at 
baseline and were changed similarly to HC during treatment. Fecal metab-
olites and lipids in remitters (RM) after treatment were more grouped and 

clustered with those of HC compared with non-remitters (NRM). In RM, 
2-aminobutyric acid, galactose and dodecanoate levels which were previ-
ously decreased at baseline compared to HC increased to the levels of HC, 
whereas benzoate, stigmasterol, 3-hydroxybutyrate, diacylglycerol and tri-
acylglycerol levels which were previously increased at baseline compared 
to HC decreased to the levels of HC after 56 weeks of treatment. The best 
model predicting short-term remission was developed by applying logistic 
regression (LR) and radial basis functions (rbf) support vector machine 
(SVM) with an accuracy of 0.99 (95% confidence interval [CI], 0.98–
1.01). For long-term remission, the best prediction model was developed 
by rbf-SVM revealing 0.99 [CI 0.98–1.01]. LR and K-nearest neighbors 
also showed excellent performance for prediction of long-term remission 
(accuracy of 0.96 [CI 0.90–1.02] and 0.96 [CI 0.92–1.00], respectively.
Conclusion: Fecal characteristics in UC were changed after anti-TNF 
treatment and became similar to those of HC. Potential therapeutic 
target compounds were suggested to develop novel therapeutic strate-
gies for UC. Novel remission prediction models by FT-IR spectroscopy 
were also established.

P145
Ultrasonographic parameters associated with 
mucosal healing 1 year after infliximab therapy in 
Crohn’s Disease: a multicentric and prospective study

C. Nascimento*1, C. Frias Gomes1, B. Morão1, T. Cúrdia Gonçalves2, 
F. Dias de Castro2, M.J. Moreira2, J. Cotter2, F. Pereira3, A. Caldeira3, 
C. Rosa4, G. Macedo4, C. Macedo5, M. Ferreira5, M. Cravo1, 
L. Glória1, J. Torres1, C. Palmela1

1Hospital Beatriz Ângelo, Gastrenterology, Loures, Portugal, 2Hospital 
Nossa Senhora da Oliveira, Gastrenterology, Guimarães, Portugal, 
3Hospital Amato Lusitano, Gastrenterology, Castelo Branco, Portugal, 
4Centro Hospitalar de São João, Gastrenterology, Porto, Portugal, 5Centro 
Hospitalar e Universitário de Coimbra, Gastrenterology, Coimbra, Portugal

Background: Bowel wall thickness (BWT) is an accurate ultrasono-
graphic parameter to assess disease activity in Crohn’s disease (CD). 
The IBUS-SAS score includes BWT, doppler sign, loss of stratification 
and inflammatory fat (i-fat) and allows a reproducible assessment of in-
flammation in CD using intestinal ultrasound (IUS). Our aim: to assess 
clinical, laboratorial and ultrasonographic predictors of mucosal heal-
ing (MH) at 1 year of infliximab (IFX) therapy.
Methods: Prospective multicentric cohort study including patients with 
active CD starting IFX. Harvey-Bradshaw index, C-reactive protein 
(CRP), fecal calprotectin (FC) and IUS were performed at week 0, 14, 
30 and 54. IUS remission was defined as BWT normalization (≤3mm) 
in the most affected segment. Ileocolonoscopy was performed at W0 
and W54. MH was defined as SES-CD <3 with no ulcers.
Results: We included 28 patients with CD (61% male; mean age of 
34±12y). Clinical, laboratory and sonographic parameters are shown in 
Table 1. At week 54, 89% were in clinical remission, 79% had normal-
ization of CRP and FC, 50% had IUS remission and 39% had MH. 
MH at W54 was associated with lower BWT at W14 (3.7 vs 5.2mm, 
p=0.049), lower Limberg score at W14 (1 vs 2, p=0.006), lower levels 
of i-fat at W14 (18 vs 72%, p=0.006) and lower IBUS-SAS score at W0, 
W14 and W30 (47 vs 71, p=0.002; 26 vs 58, p=0.001; 25 vs 50 p=0.046). 
We found a fair to good correlation between SES-CD W54 and BWT at 
W14 (r=0.45, p=0.015), Limberg score at W14 (r=0.4, p=0.037), IBUS-
SAS at W0 and W14 (r=0.49, p=0.008; r=0.58, p=0.001). The area under 
the curve of IBUS-SAS for MH was 0.86 at W0 and W14 and 0.69 at 
W30. Best IBUS-SAS cut-off value was 27.6 at W14.
Conclusion: Lower values of BWT, Limberg score and i-fat after induction 
(W14) were associated with MH at 1 year of therapy. IBUS-SAS score at 
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W14 had the highest AUC to predict MH at 1 year. Early IUS monitoring 
can be a helpful tool to predict response to therapy in CD patients at 1 year.

P146
Initial response to induction treatment more 
important than type of induction treatment for 
achieving sustained steroid free remission at 
1 year in new-onset paediatric Crohn’s disease

R. Klomberg*1, H. van der Wal1, C. Sarbagili2, P. Kemos3, 
F. Ruemelle4, N. Croft3, L. de Ridder1, A. Levine2; PIBD-SETQ 
consortium
1Erasmus MC - Sophia Children’s Hospital, Paediatric Gastroenterology, 
Rotterdam, The Netherlands, 2PIBD research center- Wolfson 
Medical Center, Pediatric Gastroenterology Unit, Holon, Israel, 
3Center for Immunobiology- Blizard Institute- Barts and the London 
School of Medicine- Queen Mary University of London, Paediatric 
Gastroenterology, London, United Kingdom, 4Université Paris 
Descartes- Sorbonne Paris Cité- APHP- Hôpital Necker Enfants 
Malades, Paediatric Gastroenterology, Paris, France

Background: For paediatric patients with high risk of complicated Crohn’s 
disease (CD) [stricturing or penetrating disease], paediatric guidelines 
recommend upfront anti-tumor necrosis factor-alpha (ATA). Early ATA 
therapy has been demonstrated to result in higher steroid- and surgery-
free remission rates at 1 year than induction with conventional treatment 
(CONV) [Exclusive Enteral Nutrition (EEN) or corticosteroids followed 
by immunomodulatory therapy]. However, it is unknown whether either 
type of induction treatment or achieving steroid free remission (SFR) at 
3 months is a more important predictor of sustained SFR (SSFR) at 1 year. 
Therefore, we aimed to evaluate the independent effect of early ATA use 
after achieving induction of remission on sustained SFR (SSFR) rates at 
1 year in an international prospective observational study.
Methods: Since January 2017, children (0–18  years) with newly-diag-
nosed CD were prospectively enrolled in 28 European and Asian paedi-
atric IBD centers. Extensive demographic and clinical data were collected 
at baseline, and at 1, 3, 6 and 12  months. The primary outcome was 
SSFR at 1 year, defined as a weighted Paediatric CD Activity Index (wPC-
DAI) <12.5 without steroids at 3, 6, and 12 months. Secondary outcomes 
included SFR at 3 and 12  months, and treatment escalation to ATA. 
Outcomes were compared between the early ATA induction treatment 
group (defined as ATA within 3 months after diagnosis) and the CONV 
induction treatment group (EEN or corticosteroids), using χ 2 tests.
Results: Up to July 2021, 235 children with new-onset CD were 
included and completed at least 1 year of follow-up (61.7% male, me-
dian age 13.7 [IQR 11.4–15.0]). At 1 year, 62/203 (30.5%) achieved 
SSFR. Patients that received early ATA were more likely to achieve SSFR 
compared to patients with CONV (35/79 [44%] vs. 27/110 [25%], 
p=0.004). After induction treatment, 99/213 [47%] achieved SFR at 
3 months. Patients with early ATA had higher rates of SFR at 3 months 
(48/84 [57%]) than those with CONV (51/129 [40%], p=0.012), and 
higher rates of low faecal calprotectin (67% vs. 17%, p<0.001) or low 
CRP (< 5 mg/l) (82% vs. 53%, p<0.001). Of those patients in SFR at 
3 months, 71% achieved SSFR, which was not significantly different 
between those in SFR at 3  months with early ATA vs. with CONV 
(35/45 [78%] vs. 27/43 [63%], p=0.12).
Conclusion: While only one-third of paediatric CD patients achieve 
SSFR at 1 year, 71% of patients achieve SSFR after having achieved 
SFR at 3 months. Patients with early ATA had higher rates of SFR at 
3 months and SSFR at 1 year than those without early ATA. Remission 
at 3 months was found to be more important for SSFR than type of 
induction treatment, highlighting the importance of initial response to 
induction treatment.

P147
Do IBD Patient Treatment Outcomes Expectations 
Differ by Ethnicity and Gender?

E. Broide*1, V. Richter2, A. Mari3, T. Khoury3, H. Shirin2, T. Naftali4

1Assaf Harofeh Medical Center, Department of Gastroenterology, Beer 
Ya’akov- Zerifin, Israel, 2Shamir Medical center, Gastroenterology, 
Zerifin, Israel, 3Nazareth Hospital, Gastroenterology, Nazareth, Israel, 
4Meir Medical Center, Gastroenterology, Kfar-Saba, Israel

Background: Understanding IBD Patient’s expectations of treatments out-
comes may improve understanding of patient’s needs. These expectations 
may differ in different ethnic groups. Awareness of the patient’s expecta-
tions and preferences will decrease the gap between patients and physicians.
We aimed to investigate patient’s preferences and priorities for treat-
ment outcomes among Jewish and Muslim IBD patients in Israel.
Methods: A prospective survey of Muslim IBD patients was compared 
to historical data of Jewish IBD patients. Data included demographics, 
socioeconomics, and disease parameters. Patients were asked to rank 
ten items regarding their preferences for treatment outcome, based on 
the ten IBD disk items.
Results: 121 Muslim patients were compared to 240 Jewish patients. 
Both groups were equal regarding age and IBD type (Crohn’s or ulcera-
tive colitis). The Jewish IBD patients were characterized by including 
more female (p<0.001), higher education level (p=0.02), more urban 
residence (p<0.001), less unemployment (p=0.012), higher income level 
(p<0.001), and less relationship with a partner (p<0.001).
Patient’s priorities stratified according to the 10 IBD disk items revealed 
that disease symptoms including abdominal pain, energy, and regular 
defecation ranked highest in both Muslims and Jews. The scores given 
by the Muslim patients were significantly lower (range 6.69 - 4.29) 
than the scores given by the Jewish patients (range: 9.03 – 6.25) regard-
ing all items, except for body image. Jewish women attached higher pri-
ority to abdominal pain, energy, education and work, sleep, and joint 
pain compared to Muslim women.
Cluster analysis and multivariable regression analysis revealed that fac-
tors associated with higher patients’ preferences (cluster 2) were Jewish 
religion [OR, 4.77; 95% CI, 2.36–9.61, p<0.001], and disease activity 
[1–2 attacks: OR, 2.13; 95% CI, 1.02–4.45, p=0.043; primarily active 
disease: OR, 5.29; 95% CI, 2.30–12.18, p<0.001].
Factors unlikely to be associated with higher patient’s preference (cluster 
2) were male gender [OR, 0.5; 95% CI, 0.271–0.935, p=0.030], and in-
come level above average [OR, 0.267; 95% CI, 0.124–0.577, p=0.001].
Conclusion: Ethnic, gender, and socioeconomic disparity have a high 
impact on patient’s ranking of priorities for treatment outcome. Despite 
the ethnic and cultural differences, symptoms relief is in the highest 
priority in both patient groups. Understanding patient’s priorities will 
improve communication and enable a better personalized approach.

P148
Subclinical inflammatory bowel disease precedes 
the diagnosis and leads to an increase on 
healthcare resources utilization: multicentric case-
control study in the Basque Country

I. Rodríguez-Lago*1, U. Aguirre2, P. Ramírez de la Piscina3, A. Muñagorri4, 
E. Zapata5, R. Higuera6, I. Montalvo7, A. Iriarte8, M. Fernández-Calderón9, 
P. Arreba10, J. Carrascosa11, J.L. Cabriada1, M. Barreiro-de Acosta12

1Hospital Universitario de Galdakao, Gastroenterology, Galdakao, 
Spain, 2Hospital Universitario de Galdakao. Research Network on 
Chronic Disease REDISSEC, Research Unit, Galdakao, Spain, 3Hospital 
Universitario Araba, Gastroenterology, Vitoria, Spain, 4Hospital 
Universitario Donostia, Gastroenterology, Donostia, Spain, 5Hospital 



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i227

de Mendaro, Gastroenterology, Mendaro, Spain, 6Hospital San Eloy, 
Gastroenterology, Barakaldo, Spain, 7Onkologikoa, Gastroenterology, 
Donostia, Spain, 8Hospital de Bidasoa, Gastroenterology, Hondarribia, 
Spain, 9Hospital de Mondragón, Gastroenterology, Mondragón, 
Spain, 10Hospital Universitario de Basurto, Gastroenterology, Bilbao, 
Spain, 11Hospital de Zumárraga, Gastroenterology, Zumárraga, 
Spain, 12Hospital Clínico Universitario de Santiago, Gastroenterology, 
Santiago de Compostela, Spain

Background: The inflammatory process associated to ulcerative colitis 
(UC) and Crohn’s disease (CD) starts before the onset of symptoms 
and the diagnosis, but this period has not yet been well defined. Our 
aim was to determine if patients with an incidental diagnosis of UC or 
CD have an increase in healthcare utilization in the years preceding the 
symptomatic onset of the disease.
Methods: All asymptomatic patients with a diagnosis of UC or CD 
during the colorectal cancer screening program between October 
2010-January 2021 were included in this multicentric retrospective 
case-control study. Cases were matched 1:3 with controls adjusted by 
sex, age and date, excluding subjects with any visit to Gastroenterology. 
The main outcomes were the number of outpatient or Emergency 
Rooms visits, admissions, radiological examinations (US, CT, MRI), 
sick-leaves, and drug prescriptions (antibiotics, systemic steroids) up 
to 5 years before the diagnosis. Descriptive statistics were used, with 
chi-square tests and a multivariable hurdle or negative binomial regres-
sion model, adjusted by smoking habits and Charlson index.
Results: A total of 124 patients were included (87 UC, 30 CD, 7 IBD-U; 
median 56 years (IQR, 53–62); 56% male), compared with 372 controls. 
Baseline characteristics including comorbidities were balanced between 
both cohorts. Patients demonstrated an increase in the number of visits to 
Primary Care physician during both 3 and 5 years before the diagnosis, 
but there were no differences in the remaining outcomes including hos-
pital admissions, Emergency Room or outpatients visits, and sick-leaves 
(Figure 1 and 2). Systemic steroids were more frequently prescribed to 
patients in the preceding 3 to 5 years before diagnosis. Patients under-
went US and/or CT scan less frequently in the preceding 5-year period.
Conclusion: Patients with IBD show an increased need of medical as-
sistance in the years prior to the diagnosis, even during the presympto-
matic phase of the disease. Tools focused on early identification of IBD 
may start on Primary Care facilities, but certain factors as steroids may 
alter the development of symptoms and the full spectrum of the disease.
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P149
Prioritising colonoscopy by faecal immunochemical 
test result does not delay the diagnosis of 
inflammatory bowel disease

K. White*1, A. Makin1

1Manchester University NHS Foundation Trust, Gastroenterology, 
Manchester, United Kingdom

Background: Due to the Covid-19 pandemic there has been unprece-
dented pressure on endoscopy services. Faecal immunochemical tests 
(FIT) are designed to detect small amounts of blood in stool samples 
using antibodies specific to human haemoglobin. This test is highly spe-
cific and sensitive for colorectal cancer (CRC) and has been shown to 
detect mucosal healing in ulcerative colitis(1). FIT was utilised at our 
hospital to prioritise urgency of colonoscopy referrals. We aimed to 
determine whether this caused a delay in the diagnosis of inflammatory 
bowel disease (IBD) in this cohort.
Methods: Consecutive colonoscopy referrals (urgent, semi-urgent and 
routine) from September 2020 to April 2021 were prioritised by FIT 
result. Any patient with a FIT>/=10mcg were deemed category 1 (col-
onoscopy within 30  days) and FIT<10mcg were deemed category 2 
(colonoscopy within 90 days). Demographic data were collected along 
with procedure result and histology.
Results: One hundred and twelve patients (52% female) had a FIT test 
and a subsequent diagnostic test (96 had a colonoscopy, 12 had a flex-
ible sigmoidoscopy, 3 had a CT colonography and 1 patient declined a 
colonoscopy but later had a CT abdomen and pelvis. Patients who did 
not go on to have a diagnostic test were excluded. Sixty four patients 
had a FIT<10 (mean age 61), 35 had a FIT 10–400 (mean age 64) and 
13 patients had a FIT>400 (mean age 52).
Median number of days from FIT result to diagnostic test was 56 
(range -9–163) in the group with FIT<10, 44 (-28–93) in the group 
with FIT 10–400 and 44 (10–89) in the group with FIT>400.
There were no cancer diagnoses in the FIT<10 group. No patients in 
this group had colonic inflammation. Of the patients with FIT 10–400; 
4 had colonic or ileocaecal valve inflammation, 12 had polyps and 2 
had a CRC. Of the patients with inflammation one had mild right sided 
inflammation (FIT 228), one had colitis (FIT 367), one had proctitis 
(FIT 87) and one had ileitis of the ileocaecal valve (FIT 119).
Of the patients with FIT>400; 4/13 had a colorectal malignancy (one 
of which was a polyp cancer), 4/13 had colonic polyps and 3/13 had 
active colonic inflammation. Of the patients with inflammation one had 
right sided inflammation, likely crohns disease, one had severely active 
ulcerative colitis (UC) and one had mild proctitis, likely UC.
Conclusion: In this cohort there were no CRC or IBD diagnoses in the 
patients with FIT<10. Therefore there was no delay in investigation of 
any patient subsequently diagnosed with IBD. This suggests that FIT 
may be safely used to stratify the priority of referrals for colonoscopy in 
symptomatic patients. Further work is required to confirm this.

P150
Increased risk of ibd flare after sars-cov-2 infection. 
who’s the more guilty: viral infection or therapy 
withdrawal?

C. Bezzio1, A.D. Guarino1, G. Fiorino2, A. Armuzzi3, D.G. Ribaldone4, 
F. Furfaro5, D. Pugliese3, M. Vernero*6, A. Variola7, V. Gerardi8, 
L. Scucchi9, C. Viganò10, F.A. Caprioli11, J. Roselli12, F. Coppini13, 
S. Ardizzone14, S. Onali15, F. Zingone16, M. Daperno17, C. Cortellezzi18, 
S. Carparelli19, A. Soriano20, G. Manes1, S. Saibeni1; Italian Group for 
the study of InflammatoryBowelDisease (IG-IBD)
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Italy, 2Humanitas University-, Department of Biomedical Sciences-, 
Milan, Italy, 3Fondazione PoliclinicoUniversitarioGemelli IRCCS, 
CEMAD- IBD Unit- Internal Medicine and Gastroenterology 
Unit- Department of Medical and Surgical Sciences-, Rome, Italy, 
4Università di Torino, Division of Gastroenterology- Department of 
Medical Sciences-, Torino, Italy, 5Humanitas University, Department 
of Biomedical Sciences-, Milan, Italy, 6University of Pavia, 
Department of medical sciences- Gastroenterology unit, Santena, 
Italy, 7IRCCS Sacro Cuore Don Calabria-, Gastroenterology Unit-, 
Verona, Italy, 8Poliambulanza Foundation, Gastroenterology Unit-
, Brescia, Italy, 9University Tor Vergata, Department of Systems 
Medicine-, Rome, Italy, 10San Gerardo Hospital, Gastroenterology 
Unit-, Monza, Italy, 11Fondazione IRCCS Ca’ GrandaOspedale 
Maggiore Policlinico, Gastroenterology and Endoscopy Unit-, Milan, 
Italy, 12Azienda Ospedaliera Universitaria Careggi, Gastroenterology 
Unit, Firenze, Italy, 13Azienda Ospedaliero Universitaria Pisana, 
Gastroenterology Unit-, Pisa, Italy, 14ASST Fatebenefratelli Sacco, 
Gastroenterology Unit, Milan, Italy, 15University of Cagliari, 
Department of Medical Science and Public Health- Gastroenterology 
Unit, cagliari, Italy, 16University of Padua, Department of internal 
medicine-, Padua, Italy, 17Mauriziano Hospital, 19Gastroenterology 
Unit, Turin, Italy, 18Ospedale di Circolo e Fondazione Macchi, 
ASST Sette Laghi- Gastroenterology and GI Endoscopy Unit-, 
Varese, Italy, 19Fondazione IRCCS Casa Sollievo della Sofferenza, 
Gastroenterology and Endoscopy Unit, San Giovanni Rotondo, 
Italy, 20Azienda USL Arcispedale S. Maria Nuova - IRCCS di Reggio 
Emilia, GastroenterologyDivision-, Reggio Emilia, Italy

Background: In the last year, the severe adult respiratory syndrome 
coronavirus 2 (SARS-CoV-2) epidemic has spread rapidly around the 
world. The interactions between SARS-CoV-2 and inflammatory bowel 
disease (IBD) are so far not fully understood. In particular, no studies 
evaluated the potential role of SARS-CoV-2 on IBD course. Indeed, it is 
known that viral infections can be act as triggers for IBD flare and it is 
reasonable that the possible drug discontinuation during SARS-CoV-2 
infection could in turn lead to an IBD flare.
Methods: This was a prospective, observational case-control study. 
From March 11th 2020 to June 30th 2020 we enrolled IBD patients 
with proven SARS-Cov-2 infection (“cases”) and IBD patients without 
SARS-CoV-2 infection matched for sex, age, diagnosis, therapy and 
clinical activity (“controls”). Cases and controls were followed-up at 
least for 6 months. Differences between case and control group were 
tested for significance using the Student’s t test and Fisher’s test, as 
appropriate. A  two-tailed p value < 0.05 was indicative of statistical 
significance.
Results: 219 IBD patients (127 UC, 58.0%) with SARS-CoV-2 infection 
and 219 IBD patients without SARS-CoV-2 infection were enrolled. 
Table 1 shows baseline features of the population. Among the 122 
cases in clinical remission at the time of viral infection, 28 (22.9%) 
showed a disease flare; this percentage was significantly higher than 
that observed in controls: 12/137 (8.8%)(p=0.0018). Among patients 
with disease flare, there were no significant differences between cases 
and controls group in terms of age (42.3 ± 16.0 vs. 43.1 ± 15.4 years, 
p=0.44), gender (female 45.7% vs. 48.2%, p= 0.54), use of biologic 
therapies (p=0.83) and UC or CD diagnosis (p=0.06). Biologic therapy 
was temporary withdrawn more significantly in cases than in controls 
(68/202, 33.6% vs. 14/204, 6.9%) (p<0.001) and overall biologic 
therapy discontinuation was significantly associated with disease flare 
(OR 2.56, 95% CI 1.02–6.41, p=0.04).
Conclusion: IBD patients with SARS-CoV-2 infection have an increased 
risk to have a clinical recurrence in short-term in comparison with IBD 
patients without SARS-CoV-2 infection. This increased risk could be 
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due to the viral infection and/or to the temporary discontinuation of 
biologic therapies, because of infection.

P151
Rationalizing colonoscopy utilization for 
Inflammatory bowel disease diagnosis: time to 
reset the Calprotectin threshold to >600?

R. Desoki1,2, M. Abdellah Ahmed*1,3, K. Taylor4, J. Woodward1, 
G. Corbett1, M. Parkes1

1Addenbrookes Hospital - Cambridge University Hospitals NHS 
FT, Gastroenterology, Cambridge, United Kingdom, 2Alexandria 
University, Genetics, Alexandria, Egypt, 3Al-Azhar University, Internal 
Medicine, Cairo, Egypt, 4Addenbrookes Hospital - Cambridge 
University Hospitals NHS FT, Endocrine Laboratory- Blood Sciences., 
Cambridge, United Kingdom

Background: Faecal calprotectin (FC) measurement is used to 
stratify risk of IBD in primary care. Typically the normal range 
for FC is 0–50 ug/g, and in established practice FC>200 man-
dates gastroenterology referral for further investigations, includ-
ing colonoscopy. The optimal FC threshold for referral is, however, 
debated: most people with FC>200 do not have IBD and some with 
IBD have FC<200.
We aimed to assess FC at different thresholds, and whether the threshold 
might be safely raised (hence reducing the numbers referred for col-
onoscopy) by combining FC with other easily ascertained parameters 
without significantly impacting IBD diagnostic yield.
Methods: We included all patients aged 18–45 in whom FC test-
ing was requested in primary care in 2018 and 2019, regardless 
of FC result, and who subsequently underwent colonoscopy at 
Cambridge University Hospitals (CUH). We excluded patients with 
a prior IBD diagnosis. Based on the retrospective review of find-
ings at colonoscopy and case notes, we classified the final diag-
nosis as one of (1) normal (2) IBD/subtype (3) non-IBD intestinal 
inflammation (e.g. infection, microscopic colitis, NSAID enterop-
athy) and (4) cancer.
Results: 852 patients were included, 60% female, median age 33. The 
FC ranged from 10 to >600. 98/189 with FC>600 had IBD, compared 
to 17/166 with FC 200–600 and 15/497 with FC<200 (Figure 1). Only 
52% with small bowel CD had FC>600 (Figure 2).
74% of colonoscopies showed no inflammation. 10.5% of these 
patients had FC >600 and 18.6% had FC 200–600.
Of the 32/130 (24.6%) patients with newly diagnosed IBD who 
had FC<600, 24 reported rectal bleeding, 13 had raised CRP >6, 
and 6 had a family history (FH) of IBD (table 1). Only one patient 
with FC <600 subsequently diagnosed with IBD had none of these 
parameters. Sensitivity and specificity data are provided in table 2. 
For patients with intermediate FC the UK advice is to repeat the 
test. In our cohort 168 patients had an initial FC of <600 and had 
a repeat. In this group the subsequent FC was <50 in 88. 6 cases 
of IBD were identified in those in whom the repeat FC was >50 
but <600, but all had one or more of rectal bleeding, raised CRP 
or FH of IBD.
12/852 were found to have colorectal cancer, however, 8 of them had 
been referred to CUH on the ‘suspected cancer’ pathway. Of the 4 
referred on the ‘suspected IBD’ pathway, only 1 had FC >600 – others 
were in the 50–600 range.
Conclusion: Based on our observations, using an FC threshold of 
>600, or 50–600 with one or more of rectal bleeding, raised CRP or 
FH of IBD, would substantially reduce the number of colonoscopies 

undertaken and have a minimal impact on diagnosis of IBD. Repeat 
testing following a modestly elevated FC had no further utility. These 
data require independent validation.
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P152

Impact of disease location on burden of illness 
in patients with moderate-severe Crohn’s 
disease: A real-world survey in the United States, 
France, Germany, Italy, Spain, and United Kingdom 
(5EU)

M. Sikirica*1, J. Lynch2, J. Kershaw3, R. Lukanova3, S. Baker3, 
G. Milligan3

1Janssen Global Services- LLC, Global Commercial Strategy, Horsham, 
United States, 2Janssen Research & Development- LLC, Immunology, 
Horsham, United States, 3Adelphi Real World, Autoimmune, 
Bollington, United Kingdom

Background: Presentation and risks of progression and complications 
differ according to Crohn’s disease (CD) location. The objective of this 
study was to investigate how disease burden differs based on CD loca-
tion, from physician and patient perspective.
Methods: Data drawn from the Adelphi Inflammatory Bowel Disease 
(IBD) Disease Specific Programme™, a point-in-time survey of gas-
troenterologists (GEs) and their IBD patients from two waves (Nov 
2014-Mar 2015; Sep 2017-Jan 2018) in the United States, and 5EU. 
GEs completed physician-reported questionnaires for 5–10 con-
secutively consulting patients with CD, covering demographics, 
treatment, symptoms, and CD location. Same patients completed 
voluntary patient-reported questionnaire including outcome meas-
ures such as Short IBD Questionnaire (SIBDQ), EuroQol 5-dimen-
sion questionnaire (EQ-5D), and Work Productivity and Activity 
Impairment questionnaire.
Comparisons were drawn between patients with CD in 3 locations: 
ileal only (IL), ileocolonic (IC), and colonic only (CO). Outcomes 
such as patient-reported level of pain, sleep disturbance, and fatigue, 
were compared between locations using linear regression analyses that 
included potential confounding variables age, gender, body mass index, 
comorbidities (using Charlson Comorbidity Index [CCI]) and severity 
at diagnosis. Least square (LS) means were generated for each loca-
tion and compared using a p-value generated from Wald tests. Variables 
such as current treatment and symptoms, were compared using uni-
variate tests (ANOVA, chi2 test). Base sizes varied due to the voluntary 
nature of patient participation.
Results: 686 GEs collected data on 2354 patients with moderate-severe 
CD, identifying patients with IL (28.3%), IC (45.7%), and CO (26.0%) 
location. Overall demographic characteristics were similar, mean age 
39 years, proportion of male patients 51.4%, mean Body Mass Index 
24.0, mean CCI 0.14.
Differences were observed between the 3 groups (Table 1). Patients 
with ileal involvement (IL and IC) were prescribed biologics more 
often and had greater symptom burden than CO patients, ex-
cept for rectal urgency. IL patients tended to have slightly greater 
burden overall in terms of symptomatology and severity. There 
was similarity across SIBDQ and EQ-5D scores; however, absen-
teeism was higher amongst IL and IC patients, compared with CO 
patients.
Conclusion: Differences were observed between IL, IC, and CO CD 
location groups. Despite IC patients experiencing the greatest burden 
overall, there were key distinctions between IL and CO patients, par-
ticularly in medication, symptoms, and work productivity impairment, 
suggesting that disease management with attention to CD location 
could lead to better patient outcomes.

P153
The impact of seton use on clinical and patient-
reported outcomes in Crohn’s disease perianal 
fistulas: findings from a systematic literature 
review

I. White*1, C. Karki2, P. Geransar3, A. Worsfold4, L. Leisle5, S. Junker5, 
P. Fleshner6

1Beilinson Hospital- Rabin Medical Centre, Colorectal Unit- Surgical 
Department, Petah Tikva, Israel, 2Takeda Pharmaceuticals USA Inc., 
Global Evidence and Outcomes, Cambridge- MA, United States, 
3Takeda Pharmaceuticals International AG, Global Medical Affairs -  
Rare GI, Zurich, Switzerland, 4M-Spective Limited, Real-World 
Evidence & Analytics, Cambridge, United Kingdom, 5Ingress-Health 
HWM GmbH an affiliate of Cytel Inc., Real World Advanced Analytics, 
Berlin, Germany, 6Cedars-Sinai Medical Centre, Division of Colon and 
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Background: Complex perianal fistulas are a common complication 
of Crohn’s disease, and are treated with both surgical and medical 
intervention. Irrespective of treatment strategy, seton placement is 
used to facilitate fistula drainage and prevent recurrent abscess for-
mation. The aim of this systematic literature review was to summarize 
available evidence on clinical outcomes associated with seton use for 
symptomatic relief and treatment of complex Crohn’s perianal fistula 
(complex CPF).
Methods: Electronic databases (MEDLINE, Embase, EBM Reviews 
and Econlit) were searched for articles (1980–present) reporting data 
on the use of seton in patients with complex CPF. Seton use as a pre-
paratory procedure for surgery was excluded. Articles were screened 
for relevance using pre-defined PICOS-T criteria and data on out-
comes of interest including clinical remission, fistula recurrence, ad-
verse events, and patient-reported outcomes (PROs) were extracted. 
Data were summarized qualitatively and analysed using descriptive 
statistics.
Results: Overall, 56 articles underwent data extraction (43 full texts, 
13 congress abstracts; 50 observational studies, 6 clinical trials). 
Duration of seton use was reported in 23 studies (range: 4–277 weeks). 
Clinical response and/or remission following seton use or seton use + 
biologics were defined by 35 articles. Definitions were variable, with 
most relating to fistula closure, symptom improvement or cessation of 
fistula drainage. Remission rates in patients treated with seton only 
and seton + infliximab were 13–75% (9 articles) and 23–100% (14 
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articles), respectively (Figure). Definitions of recurrence (e.g. fistula dis-
charge or reopening) were reported in 16 observational studies and 
varied. Most articles defined clinical outcomes (e.g. prior removal of 
seton, closure or healing of the fistula tract, or response) before recur-
rence was measured. Overall, recurrence rates in patients treated with 
seton only and seton + infliximab were 4–68% (9 articles) and 0–50% 
(12 articles), respectively (Figure). The rate of recurring abscesses (3 
articles) or local sepsis (2 articles) and the frequency of new abscess 
(7 articles) or fistula development (3 articles) was 7–43%, 31–61%, 
10–47% and 9–26%, respectively. Rates of adverse events or complica-
tions after seton use (14 articles) ranged from 0–77%. PROs measur-
ing functional outcomes, faecal incontinence and quality of life were 
reported by 6 articles.

Conclusion: Owing to a lack of standardized definitions for clinical 
outcomes following seton use in complex CPF, comparison of study 
results was not possible. Standard clinical outcome definitions are 
needed to permit data comparability, and are vital to guide treatment 
plans to improve outcomes for patients with complex CPF.

P154
Evaluation of serum protein FingerPrint biomarkers 
of collagen, citrullinated vimentin and calprotectin 
in patients with inflammatory bowel disease

Y. Luo*1, J. Saini2, J. Mortensen3, A. Bay-Jensen4, M. Karsdal5, 
D. Greenawalt2, S. Harris6

1Bristol Myers Squibb, Translational Medicine, Lawrenceville, United 
States, 2Bristol Myers Squibb, Predictive Science, Lawrenceville, United 
States, 3Nordic Bioscience, Immunology, Herlev, Denmark, 4Nordic 
Bioscience, Immunology, Hrelev, Denmark, 5Nordic Bioscience, 
Immunology and Fibrosis, Herlev, Denmark, 6Bristol Myers Squibb, 
Translational Medicine, San Diego, United States

Background: Inflammatory bowel disease (IBD) is characterized by 
chronic inflammation leading to extracellular matrix remodeling, 
reactive stroma and activated inflammatory cells. In the pursuit 
of non-invasive biomarkers of disease severity and treatment re-
sponse for IBD, we evaluated Protein FingerPrint Assay (PFA) of 

collagen formation and degradation (PRO-C3, C3M, PRO-C4, 
C4M), neutrophil elastase cleaved calprotectin (CPa9-HNE) and 
citrullinated vimentin degradation (VICM) in serum collected from 
2 clinical trials in Ulcerative Colitis (UC) and Crohns Disease (CD) 
(NCT01466374 and NCT01294410) and matched healthy volun-
teers (NHV).
Methods: PFA were generated from serum of 88 UC, 120 CD at base-
line and at Day 78 of treatment and 78 NHV. Clinical remission in UC 
was defined as Mayo score 2 with no individual subscore >1. Clinical 
response as reduction from baseline in Mayo score 3 and 30%, and 
decrease from baseline in rectal bleeding subscore 1 or absolute rectal 
bleeding subscore 1. Clinical remission in CD was defined by an abso-
lute CD Activity Index [CDAI] score < 150 and clinical response as a 
reduction in CDAI100 points from baseline or an absolute CDAI score 
< 150. Endoscopic remission was defined as SES-CD of 0. Statistical 
analysis was performed on all markers between diseased and NHV, 
pooled responders/remitters vs non-response independent of treatment 
arm and longitudinally.
Results: At baseline, C3M, C4M and PRO-C4 had significantly 
higher median levels in UC and CD patients than NHVs. CPa9-
HNE and VICM were significantly higher in CD compared to NHV, 
an increase in these markers was observed but did not meet signifi-
cance in UC patients (Figure 1). Decrease of VICM from baseline at 
Day 78 were associated with remission (median -55%, p<0.05) in 
UC, while VICM decrease from baseline (median -56%, p<0.05) at 
Day 78 was associated with CD patients achieving endoscopic re-
mission. In CD C3M and C4M was present at lower levels at base-
line and during study in patients with clinical remission compared 
with those without remission. SES-CD scores were positively cor-
related with C4M, C3M, CPa9-HNE and PRO-C4 at both baseline 
and Day 78. CD patients achieving endoscopic remission had lower 
levels of C3M, C4M, PRO-C4 and CPa9-HNE at both baseline and 
Day 78.
Conclusion: C4M, C3M, PRO-C4, CPa9-HNE and VICM were found 
at higher levels in serum of IBD patients. VICM demonstrated potential 
as a biomarker for monitoring disease activity changes. Association of 
C4M, C3M and PRO-C4 with endoscopic remission in CD patients 
suggest that these markers may predict disease progress or regression in 
CD patients. However, further studies are warranted to evaluate these 
biomarkers in IBD patients.

P155
Incidence and significance of vitamin D deficiency 
at Inflammatory Bowel Disease inception in the 
COVID era

P. Rimmer*1, J. Cheesbrough1, L. Palmer2, I. Meade2, 
M.T. Zaman Mim1, Z. Mohamed1, S. Shariff1, N. Sharma1, 
R. Cooney1, M.N. Quraishi1, T. Iqbal1

1University Hospitals Birmingham NHS Foundation Trust, 
Gastroenterology, Birmingham, United Kingdom, 2University of 
Birmingham, School of Medicine, Birmingham, United Kingdom

Background: Vitamin D, a key regulator of immune response, is known 
to be lower in Inflammatory Bowel Disease (IBD) patients than the 
general population. Disparity in the incidence of deficiency between 
ethnic groups has previously been demonstrated. We measured vitamin 
D in a unique multi-ethnic inception cohort to correlate this with trad-
itional IBD scores and patient reported outcome measures including 
the ‘IBD Disk’.
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Methods: Data regarding demographics, ethnicity, faecal calpro-
tectin (FCAL) and baseline blood results including Vitamin D was 
collected prospectively from January-October 2021, from adults 
presenting with suspected IBD. Montreal classification, Harvey-
Bradshaw Index or Partial Mayo score, endoscopic disease severity 
indices and IBD Disk score were documented in those with con-
firmed diagnosis at endoscopy. Vitamin D deficiency was defined 
as <50nmol/l.
Results: 179 patients had a Vitamin D level recorded; 58 Ulcerative 
colitis (UC), 58 Crohn’s disease (CD), 53 non-IBD controls and 10 still 
awaiting diagnosis. 44(76%) CD, 32(55%) UC and 28(53%) non-IBD 
control patients were Vitamin D deficient at first presentation. Median 
levels were lowest in CD, with a significant difference between CD 
and non-IBD (median 35nmol/l; IQR 24.05 vs. median 48.9nmol/l; 
IQR 49.1; p=0.004). Regression analysis demonstrated patients with 
Crohn’s disease were four times more likely to have Vitamin D defi-
ciency compared to UC (OR 4.08; 95% CI 1.35–12.36) at diagnosis. 
No correlation was seen between absolute vitamin D levels or vitamin 
deficiency state and faecal calprotectin when controlled for various fac-
tors regardless of the IBD subtype. The cohort distributions are dem-
onstrated in Figure 1.

Within the IBD cohort, Vitamin D levels were significantly lower in 
Black or Asian patients vs White patients (median 28.5; IQR 20.85 vs 
median 43.3; IQR 33.95; p=0.004). Figure 2 provides an overview of 
the cohort distributions.

Vitamin D levels at presentation, as demonstrated in Table 1, did 
not correlate with Disease activity markers (DAMS) whereas base-
line haemoglobin did, albeit weakly. Interestingly, Vitamin D and 
Haemoglobin correlated without reaching statistical significance 
(Spearman’s rho 0.149; p=0.08).

Conclusion: Our inception dataset demonstrates high rates of Vitamin 
D deficiency comparable to prior studies in IBD patients. Both CD and 
Black or Asian ethnicity were strongly associated with Vitamin D defi-
ciency. Baseline Vitamin D did not correlate with disease activity mark-
ers whereas anaemia showed consistent weak association. Our study 
demonstrates the problem of hypovitaminosis D and the importance of 
measurement and supplementation, particularly in Black and Asian CD 
patients, from diagnosis.

P156
A multicentric study on the development and 
application of a deep learning algorithm for 
automatic detection of ulcers and erosions in the 
novel PillCam™ Crohn’s capsule

T. Ribeiro*1, M. Mascarenhas1, J. Afonso1, H. Cardoso1, 
A.P. Andrade1, S. Lopes1, M. Mascarenhas Saraiva2, J. Ferreira3, 
G. Macedo1

1Centro Hospitalar de São João, Department of Gastroenterology, 
Porto, Portugal, 2ManopH Gastroenterology Clinic, Department 
of Gastroenterology, Porto, Portugal, 3Faculdade de Engenharia da 
Universidade do Porto, Department of Mechanical Engineering, Porto, 
Portugal

Background: Crohn’s disease has the potential to involve all seg-
ments of the gastrointestinal tract, requiring frequent and judicious 
clinical and endoscopic surveillance. Capsule endoscopy (CE) has 
revolutionized the management of these patients, playing a role in 
diagnosis, classification, and assessment of response to treatment. In 
2017, PillCam™ Crohn’s Capsule (PCC) was introduced to provide a 
panenteric assessment to this panenteric disease. However, reviewing 
each PCC exam is time-consuming and prone to errors as it implies 
examining thousands of images while significant lesions may only be 
represented in a small number of frames. Recently, the development 
of artificial intelligence (AI) algorithms for automatic interpretation 
of endoscopic images has generated a large interest. The performance 
of these tools, particularly convolutional neural networks have shown 
potential to overcome some of the main drawbacks of CE. This mul-
ticentric study aims to assess the performance of a deep learning al-
gorithm for the automatic detection of small intestinal and colonic 
ulcers and erosions in PCC images.
Methods: We included a total of 59 PCC exams from two cen-
tres (ManopH Gastroenterology Clinic and Centro Hospitalar 
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Universitário de São João) performed between 2017 and 2021. 
A total of 78415 frames were extracted. This pool of images was con-
stituted by 14124 images depicting ulcers and erosions and 64291 
with normal enteric and colonic mucosa. For the automatic iden-
tification of these findings, this image pool was split into training 
and validation datasets in a patient-based manner. Therefore, images 
from the same patient were restricted to a single dataset. A  CNN 
model with transfer learning was developed using tensorflow and 
keras tools.
Results: The neural architecture of our CNN was optimized for the 
detection of enteric and colonic ulcers and erosions. An example of the 
output provided by the CNN is shown in Figure 1.

The deep learning model had a sensitivity of 86.7%, a specificity of 
98.6%, a positive predictive value of 92.3% and a negative predictive 
value of 97.4%. The overall accuracy of our network was 96.6% 
(Figure 2).
At a threshold value of 50%, our CNN had an area under the curve of 
0.98 for the detection of ulcers and erosions (Figure 3).
Conclusion: In this multicentric study, our group has developed a CNN 
and assessed its performance in a patient-based design, which provides 
significant robustness to our results. Patient-split analyses are the first 
step towards real-life application of AI solutions which, allied to the 
high-performance results of our model, may significantly improve the 
diagnostic yield of this panendoscopic tool.
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P157
Biologic therapy and short disease duration 
correlate with no dysplasia when colectomy 
performed for ulcerative colitis

B. Ori1, Y. Shlomo1, R. Petachia1, G. Eran2, B. Koslowsky*2

1Shaare Zedek Medical Center, Department of Surgery, Jerusalem, 
Israel, 2Shaare Zedek Medical Center, Department of Gastroenterology, 
Jerusalem, Israel

Background: 15–20% of ulcerative colitis (UC) patients will eventu-
ally undergo total proctocolectomy (TPC) with or without a restorative 
pouch following. The two main indications include refractory UC and 
advanced colonic neoplasia. Risk factors associated with TPC in the 
biological era are not clarified. The aim of the study was to compare 
TPC performed with a finding of neoplasia to all other indications.
Methods: An observational retrospective analysis of all TPC performed 
at a single tertiary referral medical center between 2003–2020, was 
performed.
Results: Seventy-nine patients were included, 25 (31%) with neoplasia 
and 54 (69%) for all other indications. Average age was 42, 62% men, 
and 12.5 years of disease prior to surgery. Out of the neoplasia group, 
only 6 (24%) and 8 (32%) were exposed to biologics and steroids 
prior to surgery, opposed to 36 (66.6%) and 38 (70%) in the controls, 
p=0.005 and 0.001 respectively. Average years of disease was 18.7± 
13 for neoplasia group compared to 9.7± 11  years for the controls, 
p<0.001. The major indications for TPC in the neoplasia group were 
a finding in colonoscopy 16 (64%) and treatment failure 5 (20 %), 
opposed to 4 (7%) and 43 (80%) in the controls, p<0.001 for both, 
respectively. Short term complications and long term complications 
occurred in 15 (60%) and 6 (24%) of in the neoplasia group com-
pared to 39 (72%) and 33 (61%) in the controls, p=0.27 and 0.002, 
respectively. Hemoglobin was higher and albumin lower in the neo-
plasia group. Two-step procedures and three-step procedures were per-
formed on 12 (48%) and 1 (4%) of patients in the neoplasia group 
compared to 27 (50%) and 16 (29%) in the controls, p=0.86 and 0.01, 
respectively.
Conclusion: Even in the biologic era, neoplasia encounters nearly one-
third of TPC procedures. Short disease duration and use of biologics 
are correlated with a decreased risk for neoplasia. Long term complica-
tions are less common when TPC performed due to neoplasia.

P158
Disease and non-disease-related risk factors for 
inadequate bowel preparation in patients with 
inflammatory bowel disease: should the strategy 
be different?

T. Capela*1, V. Macedo Silva1, M. Freitas1, R. Sousa Magalhães1, 
T. Cúrdia Gonçalves1, F. Dias de Castro1, M.J. Moreira1, J. Cotter1

1Hospital da Senhora da Oliveira, Gastroenterology Department, 
Guimarães, Portugal

Background: Colonoscopy is of utmost importance in the management 
of inflammatory bowel disease (IBD) and is a critical tool for diagnostic 
and therapeutic decision-making. The quality of bowel preparation is 
important for the efficacy of colonoscopy and inadequate bowel prep-
aration (IBP) is associated with increased costs and inconvenience. 
Most studies on IBP have not specifically evaluated the impact of con-
comitant conditions, such as IBD, on the quality of bowel preparation. 
We aimed to identify disease and non-disease related factors for IBP in 
patients with IBD submitted to colonoscopy.

Methods: Retrospective cohort-study which included adult IBD patients 
submitted to colonoscopy between 2016–2021. Patients’ demographic, 
comorbidities, clinical, biochemical, and colonoscopy data were 
recorded. IBP was defined as a final Boston Bowel Preparation Scale 
(BBPS) ≤5 or ≤1 in at least one segment. A univariable analysis tested 
the association between covariables and the outcome (IBP) in general 
and considering Crohn’s disease (CD) and ulcerative colitis (UC) 
patients separately. Statistically significant variables were included in 
multivariable logistic binary regression.
Results: Of 309 patients, 52.4% were female with a mean age of 
43.7±13.7  years. Fifty one percent (n=158) had UC and 48.9% 
(n=151) had CD. Twenty-seven percent of the patients (n=82) had IBP 
which was not significantly different between UC and CD patients 
(40vs42, p=0.699, respectively). The presence of diabetes mellitus 
(adjusted OR 13.9 [95% CI 1.388–139.624], p<0.05) and anti-
depressant use (adjusted OR 4.1 [95% CI 1.247–13.625], p<0.05) 
were independently associated with the outcome in general. In con-
trast, only previous history of IBP (adjusted OR 3.1 [95% CI 1.184–
8.271], p<0.05) was independently associated with the outcome in 
UC patients. Disease-related factors such as previous surgery, ster-
oids, immunosuppressors or biologics and endoscopic activity were 
not associated with IBP.
Conclusion: This study demonstrates that the presence of diabetes mel-
litus and antidepressant use are predictors of inadequate bowel prep-
aration for colonoscopy in patients with inflammatory bowel disease. 
Disease-related factors seem to have no influence in the quality of 
bowel preparation suggesting that a specific approach is unnecessary 
in these patients.

P159
Faecal S100A12 as a non-invasive marker of 
inflammatory activity in Inflammatory Bowel 
Disease

S. Cenni*1, M. Casertano2, A.M. Caprio2, D. Pacella3, E. Miele1, 
M. Martinelli1, A. Staiano1, C. Strisciuglio2

1University of Naples “Federico II”, Department of Translational 
Medical Science- Section of Pediatrics, Naples, Italy, 2University of 
Campania “Luigi Vanvitelli”, Department of Woman- Child and 
General and Specialist Surgery-, Naples, Italy, 3University of Naples 
“Federico II”, Department of Public Health, Naples, Italy

Background: Calgranulin-C (f-S100A12) and zonulin are considered 
faecal marker of intestinal inflammation. The aim of our study was 
to evaluate f-S100A12 and fecal zonulin as alternative markers in the 
follow-up of IBD children to monitore the disease activity and to pre-
dict the clinical and endoscopic relapse, compared with FC and serum 
inflammatory markers.
Methods: Between September 2019 and March 2020, we prospectively 
enrolled all IBD pediatric patients, both Crohn’s Disease (CD) and 
Ulcerative Colitis (UC). S100A12, zonulin and faecal calprotectin (FC) 
were determined by enzyme-linked immunosorbent assay (ELISA).
Results: One hundred seventeen consecutive children, 39.3% with 
CD and 71 60.7% with UC were enrolled. No differences were found 
for FC, f-S100A12 and zonulin values in UC and CD. In both CD 
and UC there was a direct correlation between FC and f- S100A12 
levels (r=0.54; p<0.001 and r = 0.63; p<0.001, respectively). F-S100 
correlated directly with fibrinogen (r=0.32; p=0.038), platelets count 
(r=0.35; p=0.021), WBC (r=0.39; p=0.009) and SES CD (r=0.459, 
p=0.004) and inversely with hemoglobin (r= -0.40; p=0.0077), 
hematocrit (r=-0.43; p=0.015). In patient with UC we found a 
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direct correlation between f-S100 and CRP (r=0.252; p=0.040) and 
platelet count (r=0.254; p=0.038). There was no correlation between 
f-S100A12 and PUCAI or PCDAI score. No association was found 
between Paris and fecal biomarkers evaluated both in CD and UC. 
No significant correlation were found between zonulin and the dif-
ferent parameters studied.
Conclusion: Our data suggest that f-S100A12 and FC but not F-zonulin 
are useful non-invasive biomarkers in the management of pediatric IBD 
in follow up and to monitor endoscopic relapse in CD patients.

P160
Pan-enteric mucosal inflammation in CD patients 
treated with vedolizumab – interim results of a 
prospective observational study using a panenteric 
capsule (PiilCam CD)

U. Kopylov*1, M. Lipkin1, B. Ungar1, O. Haj1, E. Shachar1, A. Lahat1, 
S. Ben-Horin1, R. Eliakim1

1Tel-HaShomer Sheba Medical Center, Department of Gastroenterology, 
Ramat Gan, Israel

Background: Mucosal healing is associated with improved short- and 
long-term outcomes in Crohn’s disease (CD). However, the likelihood 
of reaching mucosal healing differs between segments of the mu-
cosal tract. The prevalence of panenteric mucosal healing is scarcely 
described. Capsule endoscopy is the prime modality for evaluation 
of the entire small bowel. Recently, a combined pan-enteric capsule 
(PillCam Crohn’s capsule (PCCD) that enables evaluation of mucosal 
inflammation in the entire digestive tract in a single procedure, has been 
developed.
The main aim of our study was to evaluate the rate of panenteric 
mucosal healing in Crohn’s disease patients treated with vedoli-
zumab (VDZ) after 52 weeks of therapy. The current interim report 
focuses on the rates of mucosal improvement after 14 weeks of VDZ 
treatment.
Methods: This was a prospective open- label observational study. 
Patients starting vedolizumab (VDZ) for Crohn’s disease underwent a 
patency capsule (PC) and if it was excreted within 30 hours, enrolled 
in the study. The patients were evaluated with PCCD at week 0, 14 
and 52 of VDZ treatment. Mucosal inflammation was quantified using 
the Lewis score (LS) and the panenteric Pillcam score (PS). In addition, 
fecal calprotectin (FC) and CRP levels were measured at each visit. 
Patients without active mucosal inflammation on week 0 PCCD were 
excluded from further participation
Results: We enrolled 30 patients; 5/30 failed PC and were dropped 
out of the study.Twenty five patients underwent PCCD at week 0 
and 19/25 (78%)% -at week14 (six patients were dropped out for 
either absence of active mucosal inflammation at week 0 (1 patient), 
treatment discontinuation before week 14 (2 patients) endoscopic 
activity – 1, withdrawal of consent (1 patient) or loss to follow-up 
(1 patient)).
After 14 weeks of VDZ treatment, there was a significant improvement 
in LS (median of 900 (interquartile ration (IQR)- 1143)), vs 450 (IQR-
750), p=0.013), ES (15 (IQR-18) vs 10 (IQR-11), p=0.012) and FC 
(996 (IQR-455) vs 742 (IQR -740), p=0.012), while CRP levels were 
not significantly different.
Conclusion: VDZ induces significant improvement in mucosal inflam-
mation evaluated by panenteric capsule endoscopy, in addition to a 
significant improvement in FC levels, after 14 weeks of therapy
*The study was supported by IIR grant from Takeda and Medtronic
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Implementation of Outcome Measurement – Case 
Finnish IBD register

A. Mustonen*1, S. Asikainen2, L.L. Hermansson3, A. Jussila4

1BCB Medical Ltd, Life Science, Turku, Finland, 2BCB Medical 
Ltd, Life Science, Espoo, Finland, 3BCB Medical Ltd, Life Science, 
Luzern, Switzerland, 4Tampere University Hospital, Department of 
Gastroenterology and Alimentary Tract Surgery, Tampere, Finland

Background: Inflammatory bowel diseases (IBD) are becoming increas-
ingly common. In Finland, during 2020, in total of 54 000 patients were 
diagnosed with IBD, and over 2000 new diagnoses are made every year. 
The Finnish university hospitals in collaboration with BCB Medical Ltd 
have built disease-specific registers to support and monitor the quality 
and effectiveness of health care. The IBD register (IBDR) collects data 
on the effectiveness of IBD treatments and their follow-up, where e.g. 
disease severity, treatment and outcomes are profoundly monitored. As 
combination, IBDR, MyHealth service, and IBD Symptom Diary ena-
bles patients’ health, functional status, experience and QoL monitoring 
to reach the health care goals. The service supports patient treatment 
pathway and makes designing more personalized treatments for IBD 
possible.
Methods: The IBDR is a web-based system integrated with electronic 
health record (EHR) systems, through which patient data is captured. 
Nationally convergent register allows for peer review of treatment out-
comes. To complement registers’ clinical data, PROMs are collected 
with online MyHealth service to enable automatic, recurring data col-
lection directly from the patient. The first questionnaire is activated 
14 days before the visit, whereas new questionnaire is sent to the pa-
tient two months after visit, and then at time points according to the 
disease activity index calculated from the questionnaire. The disease ac-
tivity is reflecting the severity of the IBD symptoms[1]. Captured meas-
ures are immediately available for clinician review.
Results: MyHealth for IBD is actively used in four Finnish university 
hospitals and two central hospitals with some inter-regional variation. 
By November 2021, the questionnaires were answered 31 506 times 
since the beginning of the implementation in 2019. The response rate is 
yearly increasing (Figure 1). Distribution of disease activity index among 
IBD patients in Tampere University Hospital is shown in Figure 2.
Conclusion: IBDR enables the evaluation and comparison of patient 
care quality, which is not accessible through EHR systems alone. Our 
electronic data collection model brings out the patients’ voice and 
saves resources since cyclic questionnaires are automatically send to 
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patients, and answers are immediately reached by clinician. In future, 
international comparison and monitoring of treatment outcomes will 
be emphasized. As MyHealth deployment proceeds across hospitals, 
the availability of the patient reported outcomes data will increase. 
International research and peer development will continue to be an es-
sential part of our activities.

Reference

1. Puolanne A-M et al. Dig Dis Sci (2017) 62:3123–3130.
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Prevalence and incidence of nonalcoholic fatty liver 
disease in Inflammatory Bowel Disease patients: 
risk factors for progression

F. Crispino*1, D. Brinch1, B. Scrivo1, C. Celsa1, G. Di Grado1, 
A. Sapia1, S. Petta1, M. Cappello1

1University of Palermo, Gastroenterology & Hepatology Section- 
PROMISE, Palermo, Italy

Background: Cross-sectional studies have assessed the prevalence of 
non-alcoholic fatty liver disease (NAFLD) in patients with inflam-
matory bowel disease (IBD). However, longitudinal studies are more 
suitable to capture dynamic changes. Our aim was to investigate the 
prevalence and progression of NAFLD in a cohort of IBD patients using 
validated non-invasive tools. The role of metabolic, disease-related and 
genetic factors as predictors of NAFLD was also assessed.
Methods: IBD patients without known chronic liver disease were 
enrolled between 2019 and 2021. NAFLD was defined as Hepatic 
Steatosis Index (HSI) ≥ 36 or controlled attenuation parameter (CAP) 
≥288 dB/m. Demographic data, traditional risk factors for NAFLD, 
biochemical tests and disease features were retrospectively collected in 
a dedicated database at the time of IBD diagnosis (defined as baseline) 
and at the last follow-up visit. PNPLA3 rs738409 C>G and TM6F2 
E167K C>T polymorphisms were also investigated. Univariate and 
multivariate logistic regression analysis were performed to identify risk 
factors for NAFLD at baseline and at the end of follow-up.
Results: 227 consecutive patients (mean age 46.1 ± 13.4 years, 48.7% 
males, 57% Crohn’s disease, mean disease duration 9.4  ±7.5  years) 

were enrolled. Laboratory data at the time of diagnosis were available 
for 64 patients. The mean HSI was 30.9 ± 4.9 and 8/64 eligible patients 
(12.5%) had NAFLD at baseline. Male sex (odds ratio [OR]: 5.6; 95% 
confidence interval [CI] 3.1–8.9; P = 0.02) and body mass index (BMI) 
(OR: 1.4, 95% CI 1.1–2.9; P = 0.0008) were significantly associated 
with NAFLD at baseline. 11/64 (17.1%) patients developed NAFLD, 
accounting for an incidence rate of 4.0/100 PY; this was predicted only 
by changes in BMI over time (OR: 13.6, 95% CI 4.8–19.5; P = 0.001). 
At the last follow-up visit, NAFLD was diagnosed in 31.2% (71/227) 
according to HSI and in 21.1% (48/227) according to CAP. Among 8 
patients with NAFLD at baseline, HSI worsened in 6 patients (41.0 ± 
3.3 vs 44.0 ± 5.2), while two patients had steatosis regression. At the 
end of follow-up, age (P = 0.01), BMI (P = 0.002) and previous surgery 
(P = 0.01) were independently associated with NAFLD.
Conclusion: Our study confirms that NAFLD is common in patients 
with IBD. Variables related to IBD were not associated with incident 
NAFLD. Age, BMI and previous surgery were independently associated 
with NAFLD progression, suggesting a pathogenetic role of gut micro-
biota and impairment in bile acids metabolism. Our results suggest the 
need for active surveillance for NAFLD in patients with IBD.

P163
Abdominal X-ray: an invaluable tool in Acute 
Severe Ulcerative Colitis

J. Correia*1, C. Gomes1, E. Afecto1, M. Estevinho1, A. Rodrigues1, 
A.P. Silva1, C. Fernandes1, A. Ponte1, J.C. Silva1, T. Freitas1

1Centro Hospitalar de Vila Nova de Gaia/Espinho EPE, 
Gastroenterology and Hepatology Department, Vila Nova de Gaia, 
Portugal

Background: Intravenous steroids (IV-S) remain the cornerstone of 
treatment of Acute Severe Ulcerative Colitis (ASUC). However, one-
third of these patients are refractory to this treatment. Several indices 
have been developed to predict the failure of IV-S for ASUC, using clin-
ical data at day 3 of treatment. However, indices able to predict IV-S 
failure based on admission data are lacking.
Methods: A retrospective analysis of all consecutive hospital admis-
sions due to ASUC, in a Portuguese tertiary centre, between February 
2007 and April 2021 was performed. Only patients receiving IV-S for at 
least 3 consecutive days were included in this study. IV-S non-response 
was defined as the need for a second-line therapy or surgery. The 
following clinical data was collected from each patient: age, gender, 
disease duration, Montreal disease extension, previous ASUC, previous 
and on admission medical therapies (oral mesalazine, rectal mesalazine, 
oral steroids, immunosuppressants and monoclonal antibodies), fever 
on admission and weeks of symptoms’ worsening before admission. 
The following parameters on admission were also registered: C-reactive 
protein, albumin level, hemoglobin, leucocytes count, platelets count, 
Mayo endoscopic subscore and presence of transverse colonic dilata-
tion on abdominal X-ray ≥5.5 cm. Univariate analysis was used to iden-
tify predictive factors of IV-S failure.
Results: 68 patients (64.7% female), with a mean age of 40.4 (±16.2) 
years, were included in this study. 9 patients (13.2%) did not respond 
to IV-S therapy. On univariate analysis, only transverse colonic disten-
sion on X-ray was more frequent in IV-S non-responders (33.3% vs 
6.8%, p=0.04).
Conclusion: Clinical data on admission, including previous medica-
tion, analytical parameters and endoscopic activity were not predictive 
of IV-S refractoriness in this population. However, abdominal X-ray 
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showed to be useful to predict the need for a rescue therapy. These 
findings highlight, in one hand, the need of larger studies to identify on 
admission predictors of IV-S refractoriness and, in other hand, the im-
portance of abdominal X-ray, in patients admitted due to ASUC.

P164
Assessment of awareness and compliance with 
the recommendations of primary and secondary 
prevention of cancer in patients with Inflammatory 
Bowel Disease

E. Tulewicz-Marti*1, M. Łodyga1, B. Stępień-Wrochna1, 
K. Lewandowski1, G. Rydzewska1

1Central Clinical Hospital of the Ministry of Interior Affairs and 
Administration- Warsaw- Poland, Department of Internal Medicine 
and Gastroenterology with Inflammatory Bowel Disease Unit, Warsaw, 
Poland

Background: Patients with Inflammatory Bowel Disease (IBD), includ-
ing Crohn’s disease (CD) and ulcerative colitis (UC), are at risk of 
developing malignancies, so prevention and adherence to cancer screen-
ing may improve its detection. The aim of this study was to asses the 
compliance with medical recommendations, especially primary and sec-
ondary prevention of cancer.
Methods: This prospective, one-center study was carried out between 
June and October 2021r. amongst patients from Department of Internal 
Medicine and Gastroenterology with IBD Division, Central Clinical 
Hospital of Ministry of Interior Affairs and Administrations, Warsaw, 
Poland. Patients were asked to complete anonymous questionnaire 
which included 42 questions concerning lifestyle, cancer risk factors, 
cancer history, and checkups in patients with IBD.
Results: A total of 190 patients with IBD were included in survey. 117 
(61.6%) had CD, 67 (35.3%) UC and 6 (3.2%) unclassified disease. 
43.7% were women and more than a half of them had >8 years of the 
length of the disease. In total 84.2% were taking mesalazine, 48.4% 
immunosupresive medication and 77.9% biological treatment. 
Statistically significantly (p=0.034) more patients with CD than those 
with UC practiced regular physical activity (respectively 65.8% and 
48.5%). Patients with UC more often were non-smokers (76.7% vs 
92.5% for CD and UC respectively; p=0.007). 39.7% of patients with 
CD and 27.3% with UC declared alcohol consumption (p=0.128). 
Only 6% of patients responded not to use sun protection measures 
when sun-bathing but 24.8% with CD and 34.4% with UC didn’t 
have regular full-body skin examinations. 78.7% of patients had ab-
dominal ultrasound scan performed in the last year. Out of 52.7% 
who had colonoscopy recommended, 49.3% of patients declared that 
the examination was carried out (36.8% of CD and 65.5% of UC; 
p= 0.038) and another endoscopy was scheduled (18.6% of CD and 
48.4% of UC; p<0.001). According to respondents cholangio-MRI 
was recommended to 14.3% patients with CD and 6.2% with UC 
(p=0.219). Only 1 patient in both groups did not perform this exam-
ination. Most of the examinations were recommended by gastroenter-
ologists. Moreover, in the last 12 months 59.6% of female answerer 
declared to have ultrasound imagining of the breast and 98.7% gyne-
cological examination performed (65.4% had regular Pap-test screen-
ing). 82.3% of respondents knew about HPV vaccination but only 
25% were vaccinated.
Conclusion: Our study reveals that many of IBD patients are exposed 
on risk factors of malignancies. Screening for cancer and regular check-
ups should be regularly performed. Primary prevention, such as HPV 
vaccinations, should be reminded to all patients.

P165
Characterization and risk of sarcopenia in patients 
with Ulcerative Colitis, compared with older and 
younger adults. Cross-sectional study

S.C. Alison1, G.G. Ylse2, M.M. Viridiana1, N. Bueno Hernández*1

1General Hospital of Mexico Dr. Eduardo Licega, Research division, 
Mexico City-, Mexico, 2Medica Sur, Gastroenterology, Mexico City, 
Mexico

Background: Ulcerative colitis (UC) is characterized by being associated 
with a large number of extraintestinal manifestations that can affect 
any organ before or during the course of the disease, one of which 
is sarcopenia. Which is a progressive disorder of the generalized skel-
etal muscle that causes a decrease in muscle mass, muscle strength, and 
physical performance. In a patient with UC, it can cause an increased 
risk of falls and fractures, impaired ability to perform daily activities, 
and increased mortality. The objective of this study was to characterize 
and measure the risk of sarcopenia in UC patients compared to elderly 
people.
Methods: The study included 78 people of both genders and treated in 
the gastroenterology service of the Hospital General de México “Dr. 
Eduardo Liceaga ”. This was a cross-sectional study in patients with 
UC, elderly people, and healthy volunteers. Sarcopenia was diagnosed 
through measurement of muscle mass (bioelectric impedance), muscle 
strength (dynamometry), and physical performance (gait speed and Sit 
to Stand Test). And all the participants were divided into presarcopenia, 
sarcopenia, and severe sarcopenia.
Results: In this study 26 patients with UC, 22 older adults, and 30 
healthy volunteers were included. In the UC group, there was a mean 
age of 40±10, in the elderly people group had a mean of 68±9.09 and 
healthy volunteers was 39±9.16. We can see that in the three groups 
there was a greater presence of women (UC: 57.7%; elderly 68.2% and 
healthy volunteers: 73.3%). The prevalence of sarcopenia was signifi-
cantly higher in the UC group (27%) than in the elderly people (14%) 
and healthy volunteers (3%) group (P<0.05). However, the presence 
of presarcopenia was higher in elderly people (41%), compared to UC 
(23%) and healthy volunteers (17%) (P<0.05). The risk of develop-
ing sarcopenia was higher in UC patients compared to elderly people 
(OR=12.8; 95%CI=1.4–11.8; P=0.008). In UC patients there was 
lower physical performance (m/s=7.52±1.15) compared to the elderly 
people (m/s=7.72±1.39) and healthy volunteers (m/s=4.66±0.74).
Conclusion: Sarcopenia has a high prevalence in patients with UC. 
Patients with a diagnosis of UC have a higher risk of presenting sar-
copenia compared to older adults. Sarcopenia manifests with physical 
deterioration in UC patients. A multidisciplinary approach is necessary 
for the early detection of sarcopenia to avoid the risk of falls, fractures, 
impaired movement capacity, increased mortality, and poor response 
to treatment.

P166
Predictive markers of Crohn’s disease in small 
bowel capsule endoscopy

J. Mattila*1, T. Stenholm1, E. Löyttyniemi2, J. Koffert1

1Turku University Hospital, Department of gastroenterology, Turku, 
Finland, 2University of Turku, Department of Biostatistics, Turku, 
Finland

Background: To distinguish between functional gastrointestinal dis-
orders like irritable bowel syndrome (IBS) and Crohn’s disease (CD) 
can be a burden. The diagnosis is based on symptoms and findings in 



i238 Poster presentations

laboratory tests, endoscopy and imaging. As CD can be limited to small 
bowel, the diagnosis often requires small bowel capsule endoscopy 
(SBCE), which is time consuming for both the patient and clinician.
Methods: To answer this problem, we conducted a retrospective study 
of 374 patients who underwent SBCE for suspected small bowel CD 
in Turku University Hospital between 2012 and 2020 and gathered 
data on the patient’s laboratory, imaging and endoscopic findings at the 
time of SBCE. The patient’s history, medications and procedures related 
to CD were also documented after SBCE. SBCE findings were graded 
along CECDAI (Capsule Endoscopy Crohn’s Disease Activity Index) 
-scoring system. The main goal was to find predictive markers to rule 
out clinically significant small bowel CD without proceeding to SBCE.
Results: Small bowel CD was diagnosed in 110 (29.4%) patients 
(CD-group). The mean follow-up time for the whole population was 
4.4 years. Fecal calprotectin (FC), serum albumin (Alb) and erythro-
cyte sedimentation rate (ESR) were significantly different between CD 
and non-CD-groups (p=<0.001, 0.025 and 0.022). Hemoglobin (Hb) 
and C-reactive protein (CRP) had no significant differences between 
the two groups (p=0.59, 0.24). FC <50ug/g had sensitivity 96.4%, spe-
cificity 19.6%, positive predictive value (PPV) 34.6% and negative pre-
dictive value (NPV) 92.5% for small bowel CD. 13 (11.8%) patients in 
CD-group had FC <100ug/g. CECDAI-score has no previously estab-
lished clear cut-off-value for the diagnosis of CD. In this study 98.2% 
of patients in CD-group had CECDAI of 3 or more whereas 90.5% 
of patients in non-CD-group had CECDAI less than 3 (PPV=81.1%, 
NPV=99.1%). Sensitivity and specificity were the highest between 
CECDAI 2.5 and 3.5. Small bowel imaging also had relatively low sen-
sitivity (65.1%) and specificity (72.7%) considering small bowel CD 
(PPV=52.2%, NPV=81.8%).
Conclusion: These findings underline our experience, that diagnosis of 
small bowel CD can be difficult. In this study, we found out that clinic-
ally relevant small bowel CD is possible even with FC<100ug/g. Based 
on our results, we suggest for a follow-up with FC before SBCE for 
patients with no endoscopic ileitis, negative imaging results and FC 
<50 ug/g. CECDAI-score of 3 would be a reasonable cut-off value for 
small bowel CD.

P167
Functional outcomes of transanal versus 
transabdominal proctectomy with ileal pouch-anal 
anastomosis in Ulcerative Colitis. A comparative 
study

G. Bislenghi*1, M. Denolf1, A. Wolthuis1, A. D’Hoore1

1University Hospitals Leuven, Abdominal Surgery, Leuven, Belgium

Background: This study aimed at comparing functional outcomes and 
quality of life (QoL) after transanal and transabdominal approach for 
ileal-pouch surgery in ulcerative colitis (UC)Ileal-pouch surgery ensures 
satisfactory intestinal function and QoL. The transanal ileal pouch-
anal anastomisis (Ta-IPAA) has recently been developed in the effort 
to address the technical shortfalls of the traditional transabdominal 
approach (Tabd-IPAA). According to previous studies, Ta-IPAA is safe. 
However, functional outcomes after ta-IPAA are scarcely described.
Methods: This is a retrospective study of consecutive UC patients who 
underwent IPAA from 2011 to 2017. Only patients operated according 
to a modified-2 or 3 stage approach were included in the analysis. Close 
rectal dissection was systematically performed in Ta-IPAA as opposed 
to total mesorectal excision in Tabd-IPAA. Groups were compared after 
propensity score weighting. Functional outcomes were assessed using 

two functional scoring systems: the Pouch Functional Score (PFS) and 
the Öresland score (OS). The global quality of life scale (GQOL) was 
used for patients’ overall perspective on QoL. Follow-up was scheduled 
at 1, 3, 6, and 12 months postoperatively.
Results: One hundred and nine patients were included. Of them, 38 
patients underwent Ta-IPAA. At 12 months follow-up, mean OS and 
PFS were 4.6 (CI 3.2–6.0) vs 6.2 (CI 5.0–7.3), p=0.02 and 6.1 (CI 
3.5–8.8) vs 7.4 (CI 5.4–9.5), p=0.32, for Ta and Tabd-IPAA, respect-
ively. Mean GQOL score for Ta-IPAA was 82.7 (CI 75.1–90.2) vs 75.5 
(69.4–81.6) for Tabd-IPAA (p=0.038).
Conclusion: Transanal IPAA provides better functional results and QoL 
scores than Tabd-IPAA in UC patients.

P168
Matrix Gla protein, a potential marker of tissue 
remodelling and physiological ageing of the gut in 
Crohn’s Disease

S. Vieujean*1, P. Delanaye2, L. Seidel3, E. Cavalier4, N. Pierre5, 
E. Louis1

1University of Liège- CHU Sart Tilman, Department of Gastroenterology, 
Liège, Belgium, 2University of Liège- CHU Sart Tilman, Department 
of Dialysis-Nephrology-Transplantation, Liège, Belgium, 3University 
of Liège, Biostatistics and medico-economic information department, 
Liège, Belgium, 4University of Liège- CHU Sart Tilman, Department 
of Clinical Chemistry, Liège, Belgium, 5GIGA Institute- University of 
Liège, Laboratory of Translational Gastroenterology, Liège, Belgium

Background: Matrix Gla protein (MGP) is an extracellular matrix 
protein. The inactive dephosphorylated and uncarboxylated form 
of this protein, called dp-ucMGP, has been shown to be increased in 
plasma of Crohn’s disease (CD) patients compared to non IBD patients 
(Brnic et al., 2020). Our aim was to assess if the plasmatic level of dp-
ucMGP could reflect disease endoscopic activity and could be a poten-
tial marker of mucosal healing in CD.
Methods: The plasmatic level of dp-ucMGP was measured in a blood 
sample collected the same day as the ileocolonoscopy by CLIA method 
using IDS-iSYS InaKtif MGP. In addition to classical clinical data 
(gender, age, body mass index or BMI, disease duration, IBD treat-
ment), endoscopic (disease localisation, Crohn’s Disease endoscopic 
index or CDEIS, as well as the presence of erythema, ulcer, oedema, 
pseudopolyp, stricture) and biological (C-reactive protein or CRP) 
parameters were collected as well as faecal calprotectin to assess CD 
activity.
Results: A total of 82 colonoscopies and dp-ucMGP assays were 
performed in 75 CD patients (44 females and 31 males; 43 colonic 
diseases, 22 ileal diseases and 19 ileocolic diseases) between October 
2012 and November 2019. Out of the 82 performed colonoscopies, 
22 showed a mucosal healing. Although MGP level was significantly 
correlated with CDEIS (r=0.21, p=0.040), it was neither associated 
with endoscopic remission (737  ± 205 pmol/L for patients in endo-
scopic remission vs 809 ± 332 pmol/L for those who were not, p=0.37), 
nor correlated with faecal calprotectin (r=0.074, p=0.51) or with CRP 
(r=0.12, p=0.27) levels. Plasma MGP levels increased significantly with 
age (r=0.38, p=0.0004) and disease duration (r=0.37, p=0.0006) but 
not with the BMI (r=0.045, p=0.69). Patients on corticosteroids at the 
time of colonoscopy had a higher level of MGP (1065 ± 531 pmol/L 
vs 729 ± 179 pmol/L, p=0.0003). There was no association with other 
treatments (5-ASA, immunomodulators, anti-TNF, anti-α4β7 integrin 
or anti-IL-12/IL-23 p40 monoclonal antibody). Regarding endoscopic 
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CD lesions, MGP values were significantly higher in cases of oedema 
(1153 ± 628 pmol/L vs 766 ± 261 pmol/L, p=0.019) and pseudopolyps 
(1099 ± 569 pmol/L vs 766 ± 264 pmol/L, p=0.018) but there was no 
association with the presence of other lesions.
Conclusion: The significant increase of plasmatic MGP levels with 
age, disease duration but also in patients with pseudopolyps suggests 
that this extracellular matrix protein could rather be a marker of tis-
sue remodelling (not necessarily stricturing) and physiological ageing 
of the gut in CD than a marker of disease activity. The relevance of the 
plasmatic dosage of this protein to assess CD bowel damages deserves 
to be further investigated.

P169
Delayed diagnosis of inflammatory bowel disease 
in women: Characterization and use of health 
resources

L. Sempere Robles*1, P. Bernabeu2, J.I. Cameo Lorenzo3, R. Laveda4, 
M.F. García5, M. Aguas6, O. Belén3, P. Zapater7, C. van-der Hofstadt2, 
R. Jover3, A. Gutiérrez3, M.T. Ruiz8

1General University Hospital De Alicante, Department of 
Gastroenterology, Alicante, Spain, 2General University Hospital-
Alicante. ISABIAL., Health Psychology Department, Alicante, Spain, 
3General University Hospital-Alicante. ISABIAL., Gastroenterology 
Department, Alicante, Spain, 4University Hospital-San Juan, 
Gastroenterology Department, Alicante, Spain, 5General University 
Hospital-Elche, Gastroenterology Department, Elche, Spain, 
6University and Polytechnic La Fe Hospital, Gastroenterology 
Department, Valencia, Spain, 7General University Hospital-Alicante. 
ISABIAL.CIBEREHD, Clinical Pharmacology Department, Alicante, 
Spain, 8University of Alicante. CIBERESP, Public Health Department, 
Alicante, Spain

Background: Delayed diagnosis of IBD is associated with increased 
complications. Female gender is one of the factors most frequently 
associated with delayed diagnosis. Higher prevalence of functional 
gastrointestinal disorders in women probably hinders the diagnosis 
of IBD. The aim of this study is to explore delayed diagnosis of IBD 
and assess differences between women and men in healthcare access 
routes.
Methods: This multicentre prospective cohort study included 190 
patients with newly diagnosed IBD. Data were collected on clinical and 
demographic characteristics, IBD activity and systematic reconstruc-
tion of the diagnostic process in a semi-structured interview together 
with a review of their medical record.
Results: Figure 1 shows clinical and demographic characteristics. In 
CD, patients’ symptoms were similar between both genders, except 
for a higher incidence of bowel incontinence, arthralgias, asthenia and 
other symptoms in women. In UC, there was no gender difference in 
clinical presentation. Overall, the median time from symptom onset to 
IBD diagnosis was 4.5(2.1–12.9) months, being significantly longer in 
women than in men, 7.8(3.3–18.9) vs. 3.8(1.7–7.8) p<0.001. In diag-
nostic process, the time from symptom onset to initial physician visit 
was 0.7(0.26–2) months with no statistically significant differences be-
tween women and men. While the time from initial physician visit to 
IBD diagnosis was 3.4(1.1–7.4) months with a longer time in women 
than in men 4.2(1.9–11.1) vs 2.2(0.82–5.1) p< 0.001. Figure 2 shows 
the different diagnostic times by sex in CD and UC. Misdiagnosis were 
reported in 61.6%, women had a higher percentage of misdiagnosis 
than men, 77.3% vs 48% (OR 3.6; 95% CI 1.9–6.9). These differences 

between women and men were maintained in CD 83% vs 55.3 (OR 
3.9; 95% CI 1.5–9.9) and in UC 68.6% vs 41.8% (OR 3; 95% CI 1.2–
7.4). Misdiagnosis were observed in 66/120 (55%) patients evaluated 
in Emergency Department, 89/166 (53.6%) in Primary Health Care, 
25/122 (20.5%) in Gastroenterology Outpatient Clinics, 4/11(36.5) 
in another medical specialist, and 14/84 (16.7) in Hospital Admission. 
Women had a higher percentage of misdiagnosis, in Emergency 
Department 66.1%/44.3% (OR 2.4; 95% CI 1.1–5.1), Primary Health 
Care 65.1%/42.2% (OR 2.5; 95% CI 1.3–4.7), Gastroenterology 
Outpatient Clinics 29.5%/11.5% (OR 3.2; 95% CI 1.2–8.4) and 
Hospital Admission 25.6%/7.3% (OR 4.3; 95% CI 1.1–16.9). Figure 3 
shows the distribution of the most frequently misdiagnosed pathologies 
prior to IBD diagnosis.
Conclusion: Delayed diagnosis of IBD in women affects both CD and 
CU, due to a longer delay in the diagnostic process since the patient 
consults for the first time. Gender biases in the misdiagnosis of IBD 
patients occur at all levels of health care.
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P170
Point-of-care ultrasound accurately quantifies 
skeletal muscle index in patients with 
Inflammatory Bowel Disease

A. Nguyen*1, M. Burns2, K. Lambell3, D. Holt2, M. Herath4, 
P.R. Gibson5, P. Ebeling6, F. Milat4, G. Moore7

1Monash University- Monash Health and Alfred Health, 
Gastroenterology, Melbourne, Australia, 2Monash Health, 
Gastroenterology, Melbourne, Australia, 3Alfred Health, Nutrition, 
Melbourne, Australia, 4Monash University- Monash Health and 
Hudson Institute of Medical Research, Endocrinology, Melbourne, 
Australia, 5Monash University and Alfred Health, Gastroenterology, 
Melbourne, Australia, 6Monash University and Monash Health, 
Endocrinology, Melbourne, Australia, 7Monash University and Monash 
Health, Gastroenterology, Melbourne, Australia

Background: Body composition is frequently altered in patients with 
Inflammatory Bowel Disease (IBD) and difficult to quantify without 

expensive and radiation-prone techniques. Low skeletal muscle index 
(SMI) has been associated with increased surgical complications 
and poor quality of life. Aim: To develop a portable ultrasound (US) 
protocol to estimate SMI, to compare this with SMI from paired whole-
body dual-energy X-ray absorptiometry (DXA) in patients with IBD 
and controls, and to assess its responsive to change over time.
Methods: Adult patients with IBD and gender-matched controls under-
went prospective assessment of body composition by US (Philips 
Lumify) and DXA (GE Lunar Prodigy) for which low SMI was defined 
as men ≤7.26  kg/m2 and women ≤5.45  kg/m2. Sonographic muscle 
thickness of the dominant arm and bilateral thighs (Figure 1) were mul-
tiplied by respective bone lengths (humerus or femur) and described in 
cm2. Results were analysed by Spearman correlation and receiver oper-
ating characteristic (ROC) curves using just arm measurements (USarm) 
or combined arm and thigh measurements (UScombined). A subgroup of 
patients with active IBD (faecal calprotectin of ≥150 µg/g) were assessed 
again ≥14 weeks after initiating biologic induction therapy. Response 
was defined with faecal calprotectin reduction of ≥50%.
Results: 48 patients with IBD had similar SMI compared with 30 con-
trols (7.1 vs 7.7 kg/m2), but a higher proportion had low SMI (19% vs. 
3%, p=0.048). In both IBD and control participants, DXA-derived SMI 
was strongly associated with USarm measurements (r=0.89 and r=0.88, 
p<0.0001) and UScombined measurements (r=0.90 and r=0.87, p<0.0001).
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On ROC analysis in patients with IBD, low SMI was identified best 
with USarm <73  cm2 in women (AUC 0.93, sensitivity 100%, spe-
cificity 89%) and <117  cm2 in men (AUC 0.88, sensitivity 100%, 
specificity 81%). In 7 of 14 patients who responded to biologic 
induction, only DXA-SMI increased significantly (7.9 to 9  kg/m2) 
compared to USarm (109 to 124  cm2, p=0.249) and UScombined (270 
to 323 cm2, p=0.080). Including both responders and non-respond-
ers, change in UScombined correlated well with change in DXA-SMI 
(r=0.77, p=0.007).
Conclusion: Sonographic measurement of the dominant arm ± bilat-
eral thigh muscle thickness accurately assesses DXA-derived SMI at the 
point-of-care. In preliminary evaluation, it was responsive to change 
after biologic induction therapy, but larger sample sizes and longer fol-
low up are needed to evaluate its monitoring role.

P171
PSC/IBD and IBD have similar type and location of 
colonic lesions, but Dye ChromoEndoscopy (DCE) 
increases detection rate compared to White Light 
Endoscopy (WLE)

N. Labarile*1, T. Parigi2,3, S.C. Smith2, R. Hejmadi2, O.M. Nardone4, 
R. Cannatelli5, U. Shivaji2, S. Ghosh6, M. Iacucci2

1National Institue of Research “Saverio De Bellis”, Section of 
Gastroenterology II, Castellana Grotte, Italy, 2University of 

Birmingham, Immunology and Immunotherapy, Birmingham, 
United Kingdom, 3Humanitas Research Hospital, Department 
of Biomedical Sciences, Milan, Italy, 4Federico II University- 
Department of Gastroenterology- Naples- Italy, Gastroenterology, 
Naples, Italy, 5ASST Fatebenefratelli Sacco, Department of 
Gastroenterology, Milan, Italy, 6University of Cork, School of 
Medicine, Cork, Ireland

Background: Inflammatory bowel disease (IBD) increases the risk of 
colorectal cancer proportionally to the extent and duration of the 
disease. Moreover, up to 5% of IBD patients have concomitant PSC, an 
additional risk factor, especially for right colon cancer. To mitigate this 
risk patients with PSC-IBD undergo stricter annual surveillance colon-
oscopy. We aimed to analyze differences in incidence, location and type 
of lesions detected during surveillance colonoscopies in PSC/IBD and 
only IBD. In addition, we assessed the impact of dye spray chromoen-
doscopy on detection rates.
Methods: In a retrospective single-center study, we collected all sur-
veillance colonoscopies performed at Birmingham University Hospital 
between January 2014 and August 2019. The procedures were divided 
for patient diagnosis in PSC-IBD or IBD-only. Demographic, clinical, 
endoscopic and histologic data were retrieved from electronic medical 
records. Categorical variables are presented as absolute and relative 
frequencies and compared using chi-square test and Fisher’s exact test. 
Continuous variables are presented as mean and compared by Student 
t-test after testing for normality.
Results: We retrieved 856 colonoscopies from 622 patients, of these 
282 colonoscopies were performed in 147 patients with PSC, the 
remaining 574 in 475 patients with IBD-only. Demographic data are 
presented in (Table 1).
In 64 (22%) colonoscopies in PSC/IBD and 173 (30%) in PSC/IBD at 
least one lesion was found (p=0.02). The total number of lesions was 70 
for PSC/IBD (0.248 lesions per procedure) and 226 for IBD-only (0.394 
per procedure) (p=0.02). While these differences were statistically sig-
nificant, PSC/IBD patients had 58% (1.2 vs 1.9) more colonoscopies, 
due to the stricter surveillance regimen, thus likely reducing the rate of 
lesions per procedure (Table 2 and 3).
There was no statistically significant difference in histologic type and 
localization of lesions between the two groups (Table 3).
Dye spray chromoendoscopy (DCE) was used in 52% of procedures 
in the IBD-only group, and 65% of the PSC-IBD. Colonoscopies with 
DCE were significantly more likely to detect lesions both in PSC-IBD 
and IBD-only cohorts (both p<0.05). Table 4.
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Conclusion: We found a higher detection rate of colonic lesions in colo-
noscopies of the general IBD population compared to those PSC-IBD 
patients, though this might be influenced by the frequency of surveil-
lance. The location and type of polyps were similar between groups. 
DCE increased the rate of detection compared with no DCE regardless 
of disease phenotype.

P172
Examining dysplasia surveillance in Inflammatory 
Bowel Disease and Primary Sclerosing Cholangitis -  
a real world experience

D. Seah*1,2, P. Gow2,3, R. Vaughan1,3, J. Grace1,3, P. De Cruz1,3, 
M. Choy1,3

1Austin Health, Department of Gastroenterology, Melbourne, Australia, 
2Austin Health, Victorian Liver Transplant Unit, Melbourne, Australia, 
3The University of Melbourne, Department of Medicine, Melbourne, 
Australia

Background: Patients with inflammatory bowel disease (IBD) and 
primary sclerosing cholangitis (PSC) are at high risk of developing 
colorectal cancer (CRC). Current guidelines recommend annual colo-
noscopic surveillance immediately following the diagnosis of PSC. This 
study aimed to assess the surveillance strategy and outcomes in IBD-
PSC patients undergoing surveillance for colonic neoplasia (CN).
Methods: We performed a retrospective audit of all patients with 
IBD-PSC at an IBD and liver transplantation referral centre from 
2013–2021, to determine the prevalence and management of dysplasia 
and CRC and evaluate the adequacy of colonoscopic surveillance. 
Surveillance was considered up-to-date if colonoscopy was performed 
at 12 month intervals +/- 3 months.
Results: Ninety-three patients diagnosed with IBD-PSC were identi-
fied. Patients who had undergone colectomy prior to enrolment or had 
colonoscopy performed externally were excluded. Sixty-nine patients 
were included in the final analysis. Thirty-three percent (23/69) of the 
cohort developed CN, with an overall rate of dysplasia of 25% (17/69) 
and CRC in 10% (7/69). Median time to development of CN from 
IBD diagnosis was 18 years (IQR 10.5–23.75). Only 23% (12/53) of 
patients were up-to-date with annual colonoscopic surveillance and fol-
lowing detection of neoplasia, chromoendoscopy was utilised in 9% of 
patients (2/23).
The rate of CN in patients with up-to-date surveillance was 6/12 (50%), 
three with low grade dysplasia (LGD) and three indefinite for dysplasia 
(IND), versus 10/41 (24%, p=0.89) in those without up-to-date surveil-
lance, 6 with LGD, 1 with IND and 2 with CRC.
Rates of CN were not significantly different between patients who 
had or had not undergone liver transplantation (18/44 (41%) vs 6/25 
(24%), p=0.16). Most patients were managed in Liver Transplant Unit 
(LTU) clinic (33/69, 48%). Forty-one percent (28/69) were seen in both 
LTU and IBD clinics, whilst a small number were seen in General Liver 
clinic (3/69, 4%) and IBD clinic (5/69, 7%) only. The rate of up-to-date 
surveillance was highest amongst those who were seen in both LTU and 
IBD clinics (8/28, 29%). In patients with CN, surgery was performed 
in 46% of cases (11/24): 25% (6/24) underwent sub-total colectomy; 
whereas, 21% (5/24) underwent segmental colectomy. Two patients 
developed recurrent dysplasia following segmental colectomy.
Conclusion: In this cohort of IBD-PSC, rates of dysplasia and CRC 
were high. Adherence to annual colonoscopy surveillance and chro-
moendoscopy was low. Surgical management of dysplasia or CRC 
varied. Multidisciplinary coordination between hepatology and IBD 
specialist services should be implemented to optimise dysplasia surveil-
lance and management.

P173
Endoscopic findings in the upper gastrointestinal 
tract in Crohn’s Disease – highly specific and 
closely related to Helicobacter pylori negative 
gastritis

K. Graca-Pakulska1, W. Błogowski2, I. Zawada1, E. Urasińska3, 
A. Deskur1, D. Bielicki1, K. Dąbkowski1, T. Starzynska MD- PhD*1

1Pomeranian Medical University in Szczecin, Department of 
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Poland, 3Pomeranian Medical University in Szczecin, Department of 
Pathology, Szczecin, Poland
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Background: Scientific data indicates that in the course of Crohn’s 
disease (CD), certain endoscopic abnormalities in the upper gastro-
intestinal tract (UGIT), such as bamboo joint-like appearance (BJA) in 
the stomach, may be frequently present. However, there are not many 
clinical analyses available, in which prevalence of various endoscopic 
UGIT lesions would be comprehensively evaluated.
The purpose of the study was to investigate the characteristic of UGIT 
involvement in CD, with a particular focus on the Helicobacter pylori 
(Hp) status, BJA lesions and presence of microscopic changes in the 
stomach.
Methods: A total of 565 consecutive patients were prospectively 
recruited into the study (98 with CD and 467 controls). All individu-
als underwent upper esophagogastroduodenoscopy (EGD) with biopsy 
using a high definition endoscope with narrow band image. Chi-square 
and t-student tests were used for statistical analysis.
Results: The majority of CD patients (n=77; 79%) were found to have 
different abnormalities in EGD. Most commonly these were found in 
the stomach (n = 73; 74%), followed by duodenum (n= 39; 40%) and 
oesophagus (n=6; 6%). Mucosal redness/edema, BJA in the proximal 
part of the body and/or fundus, as well as antral erosions were the most 
prevalent gastric lesions. BJA was present in 44 (45%) of CD patients, 
and in one individual from the control group (0.002%), p<0.00001. 
BJA presence among CD patients was irrespective of sex, age, loca-
tion, duration, intensity or course of the disease, as well as medications 
taken. Ulcerations and erosions were most commonly found lesions 
in the duodenum. Most of the CD patients were Hp negative (n = 94; 
95.9%), while in the control group the majority of individuals were 
infected with Hp (57,1%), p<0.0001. Comparison between Hp nega-
tive patients with CD and controls revealed that gastric BJA lesions, 
duodenal ulcers and erosions were present exclusively in CD. These 
lesions were accompanied by chronic microscopic gastritis in all cases. 
Finally, the prevalence of microscopic HP negative gastritis was sig-
nificantly higher in patients with CD than in controls (95.7% vs 15%, 
p<0.0002).
Conclusion: Our results demonstrated that chronic Hp negative gas-
tritis is present in nearly all CD patients, and is strongly associated 
with presence of gastric BJA lesions, as well as ulcerations and erosions 
of the duodenum. Furthermore, the results of our study support pre-
viously reported observations that BJA is a specific lesion for CD and 
may be used as an endoscopic diagnostic marker.
This work was financed by the Program of the Minister of Science and 
Higher Education - “Regional Initiative of Excellence” in 2019–2022, 
no. 002/RID/2018/19.

P174
Clostridium innocuum Infection in Inpatients with 
Inflammatory Bowel Disease

P.H. Le*1, C.H. Chiu2, C.T. Chiu1

1Chang Gung Memorial Hospital- Linkou Branch, Department of 
Gastroenterology and Hepatology, Taoyuan, Taiwan, 2Chang Gung 
Memorial Hospital- Linkou Branch, Division of Pediatric Infectious 
Diseases- Department of Pediatrics, Taoyuan, Taiwan

Background: Clostridium innocuum (CI) infection can lead to creeping 
fat in Crohn’s disease and is associated with intestinal strictures. At 
present, no clinical study ever has evaluated the role of CI infection in 
inflammatory bowel disease (IBD).
Methods: In this retrospective cohort study, we enrolled hospitalized 
IBD patients with culture results for both CI and Clostridioides difficile 

(CD) in a medical center between October 2019 and April 2021. They 
were divided into the CI (CI+/CD−), control (CI−/CD−), coinfection 
(CI+/CD+), and CD (CI−/CD+) groups. We analyzed the risk factors, 
clinical presentations, and outcomes by comparing the CI and control 
groups.
Results: We enrolled a total of 90 patients, including 22, 39, 13, and 
16 patients in the CI, control, coinfection, and CD groups. The inci-
dence rates of CI (CI+) and CD (CD+) were 39% (35/90) and 32% 
(29/90), respectively. We analyzed the differences between CI and 
control groups. We identified the use of steroid (77.3% vs. 46.2%, 
P = 0.018) and 5-aminosalicylic acid (90.9% vs. 64.1%, P = 0.022) 
as risk factors of CI infection. Clinical analysis showed that more 
patients in CI group presented with bloody stool (77.3% vs. 51.3%, 
P = 0.046). Although CI group had significantly lower overall occur-
rence of intraabdominal abscess (0% vs. 17.9%, P  =  0.042), it 
showed a lower clinical remission rate (50% vs. 87.5%, P = 0.044) 
and higher Mayo score at the end of follow-up (10 points vs. 3 
points, P = 0.008) in ulcerative colitis.
Conclusion: CI infection may lead to a poorer clinical remission in ul-
cerative colitis. We should take it into consideration in IBD patents 
with active inflamamtion or refractory diarrhea with or without CD 
infection. Precise identification of CI is imperative to guide appropro-
ate antimicrobial therapy because of its intrinsic vancomycin resistance 
nature.

P175
Low relapse rates after biologic therapy 
discontinuation in a large real life cohort of IBD 
patients with initial severe disease: do biologics 
alter the natural history of disease?

R. Banerjee*1, P. Pal1, Y. Akki1, B. Adigopula1, D.N. Reddy1

1Asian Institute of Gastroenterology, Gastroenterology, Hyderabad, 
India

Background: Discontinuation of biologic therapy has been associated 
with high risk of relapse. However indefinite biologic therapy is often 
not feasible in low resource settings of the developing countries where 
tuberculosis (TB) is endemic and cost is prohibitive. There is very lim-
ited data on the course of disease after stopping biologics from this 
region. We analysed the predictors of relapse including the rate and 
severity post withdrawal of biologics in a large real-world cohort of 
patients from India.
Methods: Prospectively collected data of consecutive patients 
treated with biologics from the IBD registry of a large tertiary care 
centre from India was analyzed. Demographic and disease charac-
teristics, reasons for biologic discontinuation and relapse rate and 
severity post withdrawal including its management were analyzed. 
Cox proportional hazard analysis was done to identify predictors 
of relapse.
Results: 403 patients (Median age-35 yrs, range 6–75, 62.5% male, 
58% Crohn’s disease:CD, 42% Ulcerative colitis:UC) received biologics 
for moderate-severe disease (steroid dependent or with complications) 
with a median follow up of 23 months (IQR-7–48 m, range- 3–228 
m). 274 patients (68%) discontinued biologics. 77(28 %) were primary 
or secondary non-responders. 65 (24%) stopped due to financial con-
straints. 98 (36%) stopped after clinical and/or endoscopic remission. 
The other reasons included TB reactivation 8 (2.6%), non-TB infec-
tion-5 (2%); infusion reactions: 4 (1.5%); non compliance 14 (5%), 
aggravated psoriasis 2(1%) and death(1).
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87/274 (32%) relapsed after stopping biologics. 187/274 (68%) 
were in remission over a median follow up of 24  months (IQR: 
10–51 months). 52/87(60%) relapsed in first year and 67/87(77%) in 
2 years. Most relapses were mild and responded to steroids 43 (49.4%) 
or re-treatment with biologics 34 (39%). 10 patients (11%) needed 
surgery. On Cox proportional hazard analysis, perianal/fistulizing 
disease (HR-2.03, 95% CI-1.1–3.8, p=0.027) and steroid dependent/
resistant disease (HR-1.79, 95% CI-1.1–2.9, p=0.019) were associ-
ated with a higher risk of relapse after withdrawal of therapy. Patients 
who stopped after clinical and endoscopic remission had lower like-
lihood of relapse after biologics discontinuation(HR-0.48, 95% 
CI-0.29–0.80, p=0.005).

Conclusion: The relapse rates on discontinuation of biologic therapy 
was low in patients with clinical and endoscopic remission particularly 
in non-fistulizing, disease. Most relapses were mild. Majority of the 
patients with an initial severe disease had a milder course post with-
drawal of biologic therapy suggesting that biologics could alter the nat-
ural course of the disease. Further multi-centre and long term studies 
are warranted.

P176
The effect of induction therapy with infliximab 
or vedolizumab on hepcidin and iron status in 
patients with Inflammatory Bowel Disease

R. Loveikyte*1,2, A.R. Bourgonje2, J.J. van der Reijden1, 
M.L.C. Bulthuis3, L.J.A.C. Hawinkels1, H. van Goor3, 
A.E. van der Meulen-de Jong1, G. Dijkstra2
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Background: Differentiating absolute iron deficiency from functional 
iron restriction is challenging in active Inflammatory Bowel Disease 
(IBD). Hepcidin, the systemic iron regulator, could be the key in the 
diagnosis and management of absolute iron deficiency. In this study, 
we assessed hepcidin as a diagnostic iron deficiency marker and we 
explored the relationship between hepcidin, inflammation, hypoxia, 
and iron deficiency in patients receiving induction therapy with inflixi-
mab (IFX) or vedolizumab (VEDO).
Methods: 130 patients with IBD, who received induction therapy with 
IFX or VEDO for active disease, were included in this study. Clinical 
and biochemical data were extracted from medical records. Serum sam-
ples at baseline and week 6 of induction therapy were retrieved from the 
University Medical Center Groningen (UMCG) biobank and analysed 
for: hepcidin, inflammation (e.g., interleukins [IL] 6, 10, and Tumour 
Necrosis Factor-α [TNFα]), oxidative stress (free thiols), and hypoxia 
(e.g., erythropoietin [EPO], Macrophage Inflammatory Protein-3α 
[MIP3α]). For comparison, serum samples from 50 age- and gender-
matched healthy controls were obtained from pre-donation biobank 
at the UMCG. Response to therapy was defined by either General 
Physician’s Assessment at week 14 of induction therapy, normalisation 
or at least a three-point decrease in clinical scores: Harvey-Bradshaw 
Index (HBI) for Crohn’s Disease, Simple Clinical Colitis Activity Index 
(SCCAI) for ulcerative colitis.
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Results: Hepcidin correlated with ferritin and sTfR/log ferritin index 
[ρ = 0.74 and ρ = -0.79, respectively; P < 0.001 for both markers], while 
inflammation- and hypoxia-associated markers showed only marginal 
correlations. Hepcidin accurately identified absolute iron deficiency: 
AUC(hepcidin)  =  0.89 [95% CI: 0.82–0.95; P < 0.001]. Induction with 
either IFX or VEDO decreased hepcidin [13.5 ng/mL vs. 9.5 ng/mL; 
P < 0.001], ferritin [45.5 ug/L vs. 37.0 ug/L, P < 0.05], and inflamma-
tory markers at week 6, while transferrin increased [2.4 g/L vs. 2.5 g/L, 
P < 0.001]. In total, 75.4% of patients responded to the induction 
therapy. Hepcidin and ferritin decreased, while transferrin increased 
(P < 0.001 for all changes) in patients who responded to the therapy. In 
addition, hypoxia (EPO and MIP3α) and inflammatory markers such 
as faecal calprotectin, IL-6, IL-22, and TNFα improved significantly. In 
contrast, none of these improvements were observed in patients who 
did not respond to the therapy.
Conclusion: Hepcidin reflects iron deficiency in active IBD, but inflam-
mation masks the severity of the deficiency. Induction therapy with 
either IFX or VEDO modulates hepcidin and iron indices, especially in 
patients who respond to the therapy.

P177
Validation of UC Intestinal Ultrasound (UC-IUS) 
Index for children with Ulcerative Colitis

H. Huynh Dr*1, H. Ma1, D. Isaac1, K. Novak2, P. Almeida1, J. Kim1, 
A. Kuc1, M. Carroll1, E. Wine1

1University of Alberta, Department of Paediatrics- Gastroenterology 
and Nutrition, Edmonton, Canada, 2University of Calgary, Division of 
Gastroenterology and Hepatology, Calgary, Canada

Background: Transabdominal bowel ultrasound (TABUS) is an ideal 
tool to assess transmural inflammation in children with Ulcerative 
Colitis (UC). The UC intestinal US (UC-IUS) Index was developed and 
validated using endoscopy with strong correlation between UC-IUS 
Index and Mayo subscore (ρ 0.830; p<0.001). Our aim was to deter-
mine how bowel wall thickness (BWT) and UC-IUS Index performed 
in children at diagnosis in comparison to endoscopy using the Mayo 
score.
Methods: Subjects (0–18 years old) with suspected inflammatory bowel 
disease (IBD) were prospectively enrolled. Baseline TABUS (exclud-
ing rectum due to poorly seen) done prior to endoscopy. Pediatric 
Ulcerative Colitis disease Activity Index (PUCAI) and Mayo were cal-
culated, albumin, C-reactive protein (CRP) and fecal calprotectin (FCP) 
collected. The UC-IUS Index was calculated for each segment – sigmoid 
(SC), descending (DC), transverse (TC) and ascending (AC) [bowel wall 
thickness (BWT) (mm): > 2 =1, >3 =2 and >4 =3; doppler: spots=1 
and stretches =2, abnormal haustrations  =  1 and fat wrapping =1]. 
Spearman’s rank (rho) and Pearson’s correlation (r) assess for a cor-
relation. Receiver operating characteristic [ROC] analysis performed 
for BWT to determine sensitivity and specificity of BWT cut-offs in 
the UC-IUS.
Results: Of the 75 subjects recruited for suspected IBD, 26 had UC with 
mean age 15 years (SD 3.33) and 5 had normal US. Twenty three have 
extensive pancolitis. Mean PUCAI score: 60 (SD 23.28), CRP 22.62 
(SD 39.5) mg/l, albumin 35.6 (SD 6.96) g/l and fecal calprotectin of 
2223 (SD 1757)  mg/kg. ROC curves generated using a total of 122 
colonic segments. BWT of 2  mm discriminates between active and 
inactive:Mayo 0 and Mayo1-3 [sensitivity 84.9%; specificity 86.2%; an 
area under the curve [AUC] 0.900]; a cut-off of 3mm discriminates be-
tween Mayo 1 from Mayo 2–3 [sensitivity of 61.3%; specificity 90.5%; 
AUC 0.858]; a cut of 4mm discriminates Mayo 3 (sensitivity 64.7%; 

specificity 85.7 %; AUC 0.876). BWT and UC-IUS scores of all co-
lonic segments correlated highly positively with the Mayo score of cor-
responding segments (rho=0.684, r=0.660, p<0.001) and (rho=0.750, 
r=0.722, P<0.001) respectively. The UC-IUS Index correlates poorly 
with CRP, ESR, and Fecal Calprotectin - r = 0.262, 0.346 and 0.100 
respectively; p>0.05.
Conclusion: BWT and UC-IUS Index correlated highly positively with 
the Mayo subscore in children with UC. UC-IUS has a better correl-
ation than BWT. BWT cut-off of 2mm discriminate between normal 
and mild Mayo is optimal. Cut-offs of 3 mm and 4 mm for moderate 
and severe Mayo may be too high in children with lower sensitivity. 
A larger cohort of children with UC will need to be studied to deter-
mine optimal BWT cut-off for moderate and severe disease.

P178
Fecal incontinence and rectal anal function in 
Crohn’s Diseases patients

L.M. Góes de Codes1, A.C. Costa de Jeus2, J.J. Góes de Codes3, 
C. da Silva Beda Sacramento1, I. Dias Marques da Cruz4, 
R. Freitas Ferreira2, N. Baqueiro Sena5, V. Moreira Gusmão4, 
J. Araujo Mota*6, M. Pamponet Motta4, E. Martins Netto7, 
G. Oliveira santana7

1Universidade Federal da Bahia - Hospital Universitário Professor 
Edgard Santos, Programa de Pós Graduação em Medicina e Saúde, 
Salvador, Brazil, 2Universidade Estadual da Bahia, Escola de Medicina, 
Salvador, Brazil, 3Hospital Ana Nery, Hospital Ana Nery, Salvador, 
Brazil, 4Universidade Federal da Bahia, Hospital Universitário Professor 
Edgard Santos, Salvador, Brazil, 5Hospital Geral Ernesto Simões Filho, 
Hospital Geral Ernesto Simões Filho, Salvador, Brazil, 6Hospital Geral 
Roberto Santos, Hospital Geral Roberto Santos, Salvador, Brazil, 
7Universidade Federal da Bahia, Programa de Pós Graduação em 
Medicina e Saúde, Salvador, Brazil

Background: Anoperineal damage in Crohn’s Disease (CD) is caused 
by inflammation, its sequelae, and the surgery’s sequelae. Fecal incon-
tinence (FI) is an important complaint reported by patients with CD. 
Literature data regarding to FI, anatomical and functional abnormali-
ties and its associated clinical factors are controversial, with few sur-
veys with a limited number of participants.1 The aim of this study is 
to analyze FI and the associated manometric and clinical findings in 
patients with CD.
Methods: Observational, cross-sectional study in patients older than 
18 years old with CD under outpatient follow-up at a tertiary center, 
who, after sign informed consent, were submitted to specific question-
naire, anorectal manometry and medical record review.
The Jorge and Wexner Fecal Incontinence Scale was applied to grade 
incontinence.2

SPSS 21.0 (SPSS, Chicago, IL, USA) was used for statistical analysis, 
with description of categorical variables with absolute and relative fre-
quency, and continuous variables with median and interquartile range 
(IIQ). To study the association, we used Pearson’s Chi-Square and 
Mann Whitney test. The null hypothesis was rejected with p<0.05.
Results: Of 104 patients with CD, 51% were male, median age of 41 years 
old (IIQ 29.2–50.0) and median disease duration of 6.1 years (IIQ 2.5 
to 11 .5). Most of the sample was diagnosed between 17 and 40 years 
old, (68.3%), with non-penetrating, non-stricturing disease (63.4%), 
with colonic location (77.9%), isolated (30.8%) or with ileal involve-
ment (47.1%); 78.8% had disease in remission and 11.5% had mild 
disease, representing 90,4% of our casuistic, according to the Harvey 
Bradshaw Index. Among patients; 41.3% had perianal disease, and 49% 
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were incontinent, of these 66.7% had mild incontinence and 33.3% had 
moderate and severe incontinence. It was found association between FI 
and lower mean resting pressures (p=0.04) and lower mean squeeze pres-
sures (p=0.04) along the anal canal. There was also association between 
FI and perianal disease (p=0.02), and FI and disease activity (p<0.01).
Conclusion: The study, unprecedented in America Latin, showed a high 
frequency of FI and found its association with disease activity, struc-
tural abnormalities (perianal disease) and anorectal disfunction (lower 
resting and squeeze pressures), reenforcing the importance of control-
ling CD activity. Furthermore, the data showed to be crucial during 
follow-up of CD patients the adequate manometric assessment and 
specialized evaluation for the management of FI.
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Background: Increasing evidence suggests a role for the vermiform ap-
pendix in onset and relapse of ulcerative colitis (UC). Consequently, 
appendectomy is increasingly being seen as a potential alternative 
treatment. As a recent study suggests that patients with histological 
appendiceal inflammation are most likely to respond, pre-operative 
identification of ulcerative appendicitis could be beneficial1. Intestinal 
ultrasound (IUS) is increasingly utilized in the diagnosis and follow-up 
of patients with UC. The objective of this study was to characterize the 
appendix by IUS in UC patients with active and quiescent disease and 
healthy controls.
Methods: In this cross-sectional prospective observational cohort 
study, we performed appendiceal IUS on UC patients with active (A) 
disease (FCP>250 and SCCAI>5) and quiescent (Q) disease (FCP<150 
and SCCAI<5), followed by age-, body mass index- and gender- 
matched healthy (H) controls. During IUS, the appendix was identified 
as a bowel structure with cecal origin and a blind-ending tip. IUS still 
images and cineloops were centrally and blindly read by an IUS expert 
(>1000 examinations). Primary outcomes were signs of appendicitis on 
IUS, defined as a <6 mm transverse appendiceal diameter3 (average of a 
cross-sectional and longitudinal measurement), hyperaemia (using the 
modified Limberg score2), presence of peri-appendiceal fat and fluid, 
and compressibility.
Results: Out of 95 (A n=35, Q n=30, H n=30) included patients, the 
majority (n=58, 61.1%) had a visible appendix on IUS, which was 
similar among cohorts (p=0.56). The appendiceal diameter measured 
>6.0mm in a significantly higher proportion of active UC patients 
(A: 45.5%, Q: 5.6%, H: 0.0%, p=0.01). An increased diameter 
occurred irrespective of disease extent (42.9% of E1/E2 endoscopic 
active patients). Although the appendiceal diameter was higher for 
UC patients (Q-H p= 0.02, A-H p< 0.01), no significant difference be-
tween A and Q patients was found (p=0.15, Fig. 1). A higher propor-
tion of UC patients had incompressibility when compared to healthy 

controls (Fig. 2a, p= 0.02). Hypervascularity was present in 54.5% of 
active UC (Fig. 2b, p= 0.02).

Fig 1. Box plot of appendiceal diameter (mm) among cohorts

Fig 2 (a, b). Bar charts of incompressibility (a) and hypervascularity (b) 
among cohorts

a

b
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Conclusion: Appendiceal IUS was feasible in UC patients. Characteristics 
of appendiceal inflammation of IUS were reported for UC patients, as 
both the transverse appendiceal diameter and incompressibility rates 
were significantly higher in UC patients when compared to healthy con-
trols. Correlating appendiceal IUS findings to histological inflammation 
could contribute to identifying UC patients most likely to benefit from 
appendectomy.
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Background: Ulcerative colitis (UC) is characterized by continuous 
mucosal inflammation extending from rectum to the proximal lesion. 
However, there are cases of atypical distribution of inflammation, such 
as appendiceal orifice inflammation (AOI), skipped lesion, and rectal 
sparing. This study aimed to evaluate the prevalence and clinical course 
of atypical distribution of inflammation in newly diagnosed UC.
Methods: Between 2013 and 2021, 374 patients who underwent a col-
onoscopy at the time of diagnosis of UC were retrospectively reviewed. 
Clinical courses including relapse rate within 1-year, 2-year of diag-
nosis and exposure to immunomodulator or biologics during follow-up 
were retracted from the prospective IBD registry (ClinicalTrial.gov, 
NCT02193464). Atypical UC was defined as patients with AOI, 
skipped lesion or rectal sparing at initial colonoscopy. The clinical 
courses and changes of endoscopic findings were compared between 
typical UC group and atypical UC group.
Results: Of 374 patients, 116 (31.0%) categorized as atypical UC; spe-
cifically, 90 (24.1%) showed AOI, 17 (4.5%) showed rectal sparing 
and 49 (13.1%) showed skipped lesion. When 90 patients with AOI 
were reclassified according to the extent of inflammation, 62(16.6%) 
had a localized inflammation at peri-appendiceal area, 13(3.5%) had 
an inflammation of the entire cecum, 15(4.0%) had an inflammation 
extends to the proximal A-colon. The clinical courses of atypical UC 
were not different from typical UC group, however, patients with 
skipped lesion showed a lower 1-year relapse rate compared to those 
without skipped lesion (P=0.042). Of 96 patients with atypical UC who 
underwent follow-up endoscopy, 73 (75.8%) demonstrated a typical 
distribution of UC at their follow-up colonoscopy.
Conclusion: Atypical distribution of UC including AOI, skipped lesion, 
and rectal sparing are not uncommon in patient with newly diag-
nosed UC. However, most of these features do not appear to correlate 

significantly with prognosis in the clinical course of UC. In majority 
of patients with atypical UC, the lesion turned into typical UC on 
follow-up colonoscopy.
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improvements achieve better long-term outcomes 
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one-year interim results of the TRUST BEYOND 
study
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Background: In the treat-to-target era, frequent and objective moni-
toring of disease activity in IBD patients is emphasized [1]. Over the 
past years, intestinal ultrasound (IUS) has become a useful modality 
to monitor and assess disease activity and response to therapy. (Trans)
mural response and healing examined by IUS have emerged as out-
come measures of growing interest and potential therapeutic goals in 
the IBD community [2–4]. However, the predictive value of a com-
posite clinical/IUS improvement for the long-term outcome remains 
elusive.
Methods: TRUST BEYOND is an ongoing, prospective, observational, 
multi-centre study in patients with active CD or UC initiating a bio-
logic- or Januskinase-inhibitor (JAKi)-therapy at baseline. The aim of 
this study is to assess the predictive value of IUS parameters evaluated 
at week 12 for the long-term outcome after 52 weeks (assessed by clin-
ical+ sonographic endpoints). For this interim analysis, 89 IBD patients 
(39 CD, 50 UC) with a documented visit at week 52 until September 
were included. The predictive value of (trans)mural response (TR; re-
duction of ≥ 25% in bowel wall thickness, BWT) and clinical remission 
at W12 was evaluated for the outcome at W52.
Results: Eighty-nine IBD patients in clinical flare with increased BWT 
were included into this analysis. Patients were predominantly female 
(53.9%,n=48) with a median age of 34.3 years (29.0–51.5) and a me-
dian disease duration of 7.18 years (2.31–13.47). Following the induc-
tion of advanced therapy, the rate of IBD patients with a (trans)mural 
response increased from 67.4% (n=60) at W12 to 73.0% (n=65) at 
W52. Likewise, the proportion of IBD patients demonstrating a (trans)
mural healing rose from 32.6% (n=29) at W12 to 41.6% (n=37) at 
W52. Of note, 53.5% (n=38) of IBD patients who achieved the com-
posite endpoint “clinical remission and (trans)mural response” at W12 
were in clinical remission at W52 while only 23.9% of patients who 
were only in clinical remission at W12 sustained clinical remission until 
W52 (p=0.007). Moreover, patients achieving both early clinical re-
mission and (trans)mural response had better sonographic outcomes 
at W52.
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Fig 1: W52 outcomes of patients with either clinical remission and 
(trans)mural response or only clinical remission at W12.

Conclusion: IBD patients who reached the composite endpoint clinical 
remission and (trans)mural response at week 12 had better outcomes 
after 1 year compared to patients in early clinical remission only. Our 
results strongly suggest that it is worth treating patients to composite 
clinical and sonographic endpoints.

Reference

1. Turner D et al. Gastroenterol. 2021; 2 Kucharzik T et al. Clin Gas-
troenterol Hepatol. 2017; 3 Maaser C et al. Gut 2020; 4 Wilkens R 
et al. Therap Adv Gastroenterol 2021

P182
Twisted Pouch Syndrome: A Rare, Difficult to 
Diagnose Mechanical Complication of Ileal Pouch-
Anal Anastomosis Amenable to Redo Pouch 
Salvage Surgery

S. Holubar MD- MS*1, T. Qazi2, E. Savage3, J. Ream4, A. Lightner1, 
F. Rieder2, I. Gordon3, M. Baker4, T. Hull1, S. Steele1

1Cleveland Clinic, Department of Colon & Rectal Surgery, Cleveland, 
United States, 2Cleveland Clinic, Department of Gastroenterology & 
Hepatology, Cleveland, United States, 3Cleveland Clinic, Pathology & 
Laboratory Medicine Institute, Cleveland, United States, 4Cleveland 
Clinic, Imaging Institute, Cleveland, United States

Background: Ileal pouch-anal anastomosis (IPAA) is a technically 
demanding procedure. Intraoperatively, great care must be taken to 
assure a straight superior mesenteric axis. Rarely, twisted pouches are 
inadvertently constructed, resulting in deviations of expected pouch 
function. Herein we describe our quaternary pouch referral center ex-
perience with twisted pouch syndrome (TPS).
Methods: We performed a retrospective review of our prospectively 
maintained pouch registry from 1995 – 2020. Patients were identified 
using free-text search of redo IPAA operative reports for variations of 
the term “twist”. We defined twisted pouch syndrome as intraopera-
tive findings of twisting of the pouch around its mesenteric axis which 
could not be reduced without disconnection from the anus. Data repre-
sent frequency (proportion) or median (range).
Results: Over 25-years, we identified 31 patients with confirmed TPS 
who underwent a redo pouch procedure by 11 surgeons: 67% were 
female, median BMI 21.2 (16.9 – 29.5) kg/m2. The duration from the 
index IPAA to redo procedure was 5 (0.5 – 21) years; all (100%) were 

referral cases constructed elsewhere. Original diagnoses included: ul-
cerative colitis 28 (90%), FAP 2 (6.5%). All patients presented with 
symptoms of pouch dysfunction including erratic bowel habits 28 
(93%) with urgency and frequency, abdominal/pelvic/rectal pain 26 
(87%), and obstructive symptoms 28 (93%) i.e. obstructed defeca-
tion and incomplete evacuation. Most had (75%) been treated for 
chronic pouchitis with medical therapy, and 48% had undergone 
previous surgery. Prior to redo IPAA procedure patients underwent 
a thorough workup: 100% pouchoscopy, 94% pouchogram, 87% 
underwent EUA, 87% MRI/CT, 71% manometry, and 39% defecog-
raphy. TPS was diagnosed in 16% by pouchoscopy, in 13% by im-
aging, and in 71% was diagnosed intra-operatively at re-diversion 
(20%) or revision/redo IPAA (51%). In terms of surgical interven-
tion, 81% were initially re-diverted. A total of 18 (60%) underwent 
pouch revision, and 12 (40%) required neo-IPAA. Short-term out-
comes: LOS 8 (3  – 32)  days, any complication 48%, readmission 
11%, reoperation 3.4%, zero mortalities. After a median follow-up 
52.5 (1 – 206) months, there were 4 failures: 2 never had loop ile-
ostomy closure, 1 pouch excision, 1 Kock pouch, yielding an overall 
pouch survival rate of 87%.
Conclusion: Twisted pouch syndrome presents with pouch dysfunc-
tion manifest by the triad of erratic bowel habits, unexplained pain, 
and obstructive (defecation) symptoms. This syndrome may also mimic 
chronic pouchitis. Despite a thorough workup suggesting a mechan-
ical problem, many patient are not diagnosed until time of redo pouch 
surgery. Redo surgery for twisted pouch syndrome results in long-term 
pouch survival for the majority.
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Background: Treatment goals for Crohn’s disease (CD) tend to shift 
from clinical towards endoscopic remission as a potential means to re-
duce intestinal damage. Additionally, sustained corticosteroid (CS) free 
remission is warranted to prevent drug related side effects.
In clinical trials, long-term efficacy of treatment is assessed by a range 
of outcome measures at variable time points. Besides clinical activity, it 
is recommended by the EMA to measure biochemical and endoscopic 
activity, given the poor correlation between commonly applied clinical 
activity indices and mucosal inflammation. Finally, STRIDE advices to 
add a PROM given the frequent perception gap in disease control be-
tween patient and health care professionals.
Moreover, the relapsing-remitting nature of CD challenges timing 
of efficacy evaluations. Use of cross-sectional outcomes only on pre-
determined moments disregards the health status in between these 
measurements.
In this systematic review, we provide an overview of the outcomes 
employed to assess long-term efficacy of maintenance (drug) therapy 
or treatment strategies in randomized controlled trials and their open 
label extensions in CD patients.
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Methods: A systematic search of Pubmed and Embase databases 
was performed. Giving the emerging treatment goals, the search was 
restricted to trials published since 2007.
Two independent reviewers screened titles and abstracts and selected 
eligible trials. We assessed whether and when long-term (i.e. >48 weeks) 
clinical, biochemical and/or endoscopic efficacy outcomes were used. In 
addition, data on patient perspective and CS use were collected.
Results: Sixty-seven out of 1947 articles were included (figure 1).

Clinical activity indices were used in 66 studies (99%) as long-term 
efficacy outcome, with 20 studies (30%) taking into account concomi-
tant CS use. C-reactive protein concentration was (part of) an out-
come in 29 studies (43%), and faecal calprotectin in 15 studies (22%). 
Endoscopic activity was evaluated in 30 studies (45%). PROMs were 
used in 29 studies (43%), with IBDQ being the most frequently used. 
Seven studies measure long-term clinical, biochemical, endoscopic 
activity and patient perspective, in three studies a sustained CS free 
status as part of the outcome was required (table 1). In most studies 
cross-sectional measures or multiple measurements over time, so-called 
panel data, were used.

Conclusion: 

We established a lack of objective outcome measures of inflammation 
and patient perspective in clinical trials in CD, consequently miss-
ing pivotal data to evaluate current treatment goals. Additionally, 
cross-sectional outcomes on fixed time points were mostly applied, 
resulting in loss of efficacy information in chronic relapsing-remitting 
diseases.
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Background: Anti-drug antibodies to infliximab (ATI) and adalimumab 
(ATA) are associated with loss of response to tumor necrosis factor an-
tagonist (anti-TNF) therapy in inflammatory bowel disease (IBD). We 
evaluated the relationship between patient sex and serum TNF antag-
onist drug and antibody concentrations in inflammatory bowel disease
Methods: A nationwide multicenter retrospective cohort study was con-
ducted by evaluating patients’ charts from July 2018 until September 
2021. The effect of patient sex on anti-drug antibodies and serum drug 
concentration in patients with IBD across 7 hospitals was investigated. 
A subgroup analysis also investigated the effect of anti-TNF combin-
ation therapy. Geometric means were calculated, and multiple linear 
regression was used to estimate the adjusted ratio of geometric means 
(RoGM) and their 95% confidence intervals (CI).
Results: In the total study sample (n  =  1093), males receiving inf-
liximab had higher anti-drug antibody concentrations (38.3 vs. 22.3 
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AU/ml; aRoGM  =  1.72, 95% CI: 1.30–2.27, p-value <0.001) com-
pared to females. Additionally, infliximab serum drug concentrations 
among males were lower compared to females (2.6 vs. 4.1 ug/ml; 
aRoGM = 0.62, 95% CI: 0.44–0.88, p-value = 0.007). In the subgroup 
analysis (n = 359), male compared to female patients on combination 
therapy with infliximab and immunomodulators had similar anti-
drug antibody concentrations (30.2 vs. 21.9 AU/ml; aRoGM = 1.38, 
95% CI: 0.79–2.40, p-value = 0.254). There was no difference in the 
anti-drug antibody and serum drug concentrations among males and 
females on adalimumab.
Conclusion: In patients receiving infliximab, anti-drug antibodies were 
higher in males than females. Consistent with this, serum drug concen-
trations were lower in males than females on infliximab. There was no 
difference in anti-drug antibody and serum drug concentrations among 
males and females on adalimumab. In addition, no difference in anti-
drug antibodies between males and females receiving anti-TNF com-
bination therapy was observed
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monocyte ratio in estimating disease activity in 
patients with ulcerative colitis
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Background: Determining disease activity in ulcerative colitis (UC) 
patients is important in order to reduce surgery rate and mortality. 
Colonoscopy has the disadvantage of being invasive, time consuming 
and expensive. Several laboratory markers have been proposed in order 
to evaluate UC disease activity.
Methods: The aim is to investigate the utility of neutrophil-lymphocyte 
ratio (NLR), neutrophil-monocyte ratio (NMR), and lymphocyte-
monocyte ratio (LMR) in differentiating active UC from UC in re-
mission. This is a prospective study carried out at a hospital center in 
Albania, from 2019–2020. Demographic and endoscopic data along 
with complete blood counts were collected for each UC patient. Based 
on Mayo score system, patients were classified as active UC (total 
Mayo score >2 points) and UC in remission (total Mayo score ≤ 2 
points). Pearson correlation coefficient was used to analyze associa-
tions between parameters. The sensitivity, specificity, and cut-off values 
were assessed using a receiver operating characteristic curve analysis.
Results: 65 UC patients, with a mean age of 45.05  ± 15.5 (16–85) 
years, of whom 52.3% were females and 47.7% males, were enrolled in 
this study. 21.4% were in remission and 63.4% were classified as active 
UC disease. We found a positive correlation between NLR, NMR and 
disease activity [(r=0.295, p=0.002); (r=0.241, p=0.011) respectively]. 
NLR and NMR were also significantly higher in active disease group 
compared to UC in remission (p=0.016 and p=0.03 respectively). ROC 
analyses revealed that NLR (AUC = 0.664, 95% CI, 0.557–0.772) and 
NMR (AUC = 0.644, 95% CI, 0.531–0.756) are satisfactory in differ-
entiating active UC from UC remission patients. A NLR cutoff value of 
2.1 had a sensitivity of 60% and specificity of 61% for active UC, while 
a NMR cutoff value of 12.2 had a sensitivity of 63% and a specificity 
of 61% for active UC. We didn’t found any correlation between LMR 
and disease activity
Conclusion: This study shows that NLR and NMR are significantly 
associated with active UC disease. Given the fact that complete blood 

count is widely available and inexpensive, NLR and NMR may play a 
role in differentiating active UC from UC in remission.

P186
Can transabdominal bowel ultrasound accurately 
detect both small and large bowel Crohn Disease 
in pediatric patients when compared to MRE?

A. Hudson*1, H.Q. Huynh1, H. Ma1, A. Kuc1, J. Kim1, P. Almeida1, 
M.W. Carroll1, E. Wine1, A. Thompson2, D.M. Isaac1

1University of Alberta, Pediatric Gastroenterology, Edmonton, Canada, 
2University of Alberta, Pediatric Radiology, Edmonton, Canada

Background: Magnetic resonance enterography (MRE) has been the 
modality of choice to assess small bowel inflammation in patients with 
Crohn disease (CD). It can also assess large bowel when not feasible to 
assess endoscopically. Transabdominal bowel ultrasound (TABUS) is an 
attractive non-invasive tool to assess CD activity. Studies to date have 
focused on its correlation to large bowel endoscopic findings in adult 
CD. This study aimed to compare TABUS and MRE in identifying small 
and large bowel CD in pediatric patients.
Methods: Pediatric patients (≤18 years old) seen for suspected CD were 
prospectively enrolled and underwent baseline TABUS, endoscopy, 
MRE, blood work and stool studies. The Pediatric Crohn’s Disease 
Activity Index (PCDAI) and Simple Endoscopic Score for Crohn’s 
Disease (SES-CD) were used to assess disease activity. Bowel wall thick-
ness (BWT) was assessed by TABUS and MRE. TABUS measurements 
were scored with the Simple Ultrasound Activity Score for Crohn Disease 
(SUS-CD) (0=≤3mm, 1=3–4.9mm, 2=5–7.9mm, 3=≥8mm). Pearson Chi-
square was used to compare BWT between TABUS and MRE.
Results: 21 patients (71% male) were included, with a median age of 
13 years (range 6–16). Median PCDAI was 40 (25–49) and SES-CD 
15 (6.5–22). There was a high level of agreement between MRE and 
TABUS (Figure 1)  with some disagreement in the jejunum (n=9/21, 
43%). For terminal ileal (TI) disease where there was disagreement, en-
doscopy of TI was in agreement with TABUS in two patients and MRE 
in five patients. Endoscopic TI disease that was documented as normal 
on TABUS was mild (SES-CD 3). In patients with abnormal MRE, BWT 
was not significantly different between the two modalities (Table 1). In 
patients with normal MRE, TABUS SUS-CD scores were accurately 0 in 
almost all segments (score 1 in TI) (Table 2). TABUS correctly identified 
no fistulae and 2 small bowel strictures (identified at endoscopy), but 
did not detect 1 intra-abdominal abscess and 4 large bowel strictures 
(only 1 stricture seen on endoscopy). Excessive lymph nodes (>4) were 
successfully seen on TABUS in 10/16 patients. TABUS correctly identi-
fied 75% of patients with significant mesenteric fibrofatty proliferation. 
Hyperemia on TABUS corresponded to an abnormal MRE for that seg-
ment in 92–100% of small bowel and 50–86% of large bowel.
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Conclusion: TABUS and MRE are comparable modalities in the assess-
ment of small and large bowel disease in newly diagnosed pediatric CD 
patients. Assessment of proximal small bowel is complex, and MRE 
may over-call disease. MRE still plays an important role in assessing 
abscesses and mild large bowel narrowing. Hyperemia on TABUS is an 
important indicator of active bowel inflammation, and is particularly 
useful for endoscopically inaccessible small bowel.

P187
Major Depression in patients with Ulcerative 
Colitis and its relationship with clinical activity

C. Facanali*1, C.W. Sobrado1, B. meirelles carregaro1, M.R. Borba1, 
S.C. Nahas1

1University of São Paulo School of Medicine, Department of 
Gastroenterology and Division of Colorectal Surgery, Sao Paulo, Brazil

Background: In the last decade, there has been an increase in manu-
scripts published around the world related to psychological aspects in 

patients with IBD, suggesting a relationship between depression and 
IBD. Depressive symptoms seem to be able to aggravate ulcerative 
colitis (UC)¹, however there is a need for a clearer characterization of 
the sample and disease activity²,³. The aim of the study is to estimate 
the prevalence of major depression (MD) in patients with UC and to 
evaluate its relationship with the clinical activity and other diseases 
characteristics.
Methods: From October 2020 to May 2021, 299 patients with UC 
were evaluated using the Patient Health Questionnaire-9 (PHQ-9) 
scale, where absent depressive symptoms range from 0–4 points, mild 
depressive symptoms 5–9, moderate depressive symptoms 10–14, mod-
erately-severe depressive symptoms 15–20, severe depressive symptoms 
greater than 20. MD was defined by PHQ-9 ≥10.
Data were prospective analyzed,regarding socio-demographic char-
acteristics, surgeries, current treatment; clinical activity and extent of 
disease were assessed by montreal classification. The association of 
characteristics with the MD risk was verified using chi-square tests or 
Fisher’s exact tests or likelihood ratio, and quantitative characteristics 
were compared according to MD risk categories using Student’s t-tests 
or Mann-Whitney tests. All statistical tests were performed with a 5% 
significance level.
Results: The prevalence of MD in UC patients was 35.8%. The main 
socio-demographic characteristics and MD risk are described in 
Figure 1. Figure 2 shows that, separately, sex, disease activity, hemo-
globin and hematocrit statistically influenced the risk of MD (p < 
0.05). There was no association between disease extension, surgeries 
performed along the disease course or current drug treatment with 
MD (p > 0.05).
Together, gender influenced the MD risk in UC patients, regardless of 
the other characteristics evaluated, with female patients having a 2.63 
times the chance of MD than male patients (Odds Ratio [OR] 2.63. 
95% confidence interval [CI] 1, 41–4.89; p 0.002).
Conclusion: Our study confirms the high risk of MD among UC patients 
and is significantly related to the disease clinical activity. Psychological 
assessment of UC patients, in addition to objective measures of disease 
activity as an integral part of IBD care, is necessary, aiming to help im-
prove the quality of life and maintain remission.

P188
Role of gastrointestinal ultrasound in severe 
Ulcerative Colitis: a real-life observational study 
from a tertiary center in Spain

J. Rueda Sanchez*1, C.J. Suarez Ferrer2, J. Poza Cordon2, 
S. Camara Baena3, A. Keco Huerga1, J. Garcia de la Borbolla Serres1, 
E. Martin Arranz2, M. Sanchez Azofra2, J.L. Rueda Garcia2, 
L. Garcia Ramirez2, J. Noci Belda2, T. Verges Martinez-Meco2, 
M.D. Martin Arranz2

1Hospital Universitario Virgen de Valme, UGC Aparato Digestivo, 
Sevilla, Spain, 2Hospital La Paz Institute for Health Research - IdiPAZ 
La Paz University Hospital - Universidad Autonoma de Madrid, IBD 
Unit, Madrid, Spain, 3San Juan de Dios del Aljarafe Hospital, CMU 
Gastroenterology, Bormujos, Spain

Background: Gastrointestinal ultrasound (GIUS), applied to Crohn`s 
Disease, has proven correlation with imaging studies and endoscopy in 
terms of diagnosis, follow-up and evaluation of transmural complica-
tions. However, real-world data about Ulcerative Colitis (UC) patients 
is still scarce. The aim of our study was to evaluate GIUS role in severe 
UC patients from our real-life cohort.
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Methods: We present a retrospective observational study from a single 
tertiary center. We included adult UC patients who needed hospital ad-
mission due to severe disease activity, defined as Truelove-Witts Index 
(TW) 15 or higher and Simple Activity Index (SAI) 4 or higher. We 
assessed clinical (TW, SAI) and biomarker (CRP, calprotectin) evolu-
tion along hospitalization, need for biological treatment, steroid (CS) 
therapy or surgery, apart from GIUS parameters (wall thickness, wall 
hyperaemia, wall echotexture, creeping fat, wall ulcers), GIUS indexes 
(SUS-CD, Simple US Score, IBUS-SAS) and endoscopic findings (UCEIS) 
coming from a baseline exam. Statistic analysis was performed using 
Pearson’s Correlation coeficient, multivariant análisis, and Spearman`s 
Correlation coeficient between GIUS indexes.

Results: We included 24 patients, with a mean extensión of 66.67% 
left colitis and a 29.17% pancolitis. Severity of disease at admission is 
described as a mean SAI 6.16 and a mean TW 17.25, with a mean fecal 
calprotectin of 3643. A 29% of patients were treated previously with 
biological therapy.

Referring to GIUS parameters, median wall thickness was 5.65mm, 
with a 83.33% of patients presenting a Limberg grade 3 of wall hyper-
aemia. Wall ulcers were present in a 58.34% of patients, and estab-
lished creeping fat was present in a 45.83% of patients. Mean score of 
GIUS indexes was SUS-CD 8.65, Simple US Score 8, and IBUS-SAS 57.
GIUS proves to be an useful tool to assess diagnosis and delimit ex-
tension of disease. A 79% of patients presented unknown extension of 
disease at the time of admission, mostly due to incomplete colonoscopy 
at diagnosis. GIUS describes full extension of disease in all the patients 
of the study.
In statistic análisis, our main finding is that Simple US Score proved 
statistic relationship with CS response during admission (Patients who 

responded to CS presented a mean Simple US Score 2.5 points lower 
than non-responders, p = 0.03). No isolated GIUS parameter proved 
relationship with CS response during admission.

Conclusion: According to our results, GIUS is an effective tool for 
assessing diagnosis and extensión of disease in severe UC. Also, Simple 
US Score seems to be a reliable predictor of CS response during ad-
mission. Larger studies are needed to determine GIUS usefulness for 
predicting natural history of CU and need for CS or biological therapy.

P189
Perceptions of Cannabis use in women with 
Inflammatory Bowel Disease of reproductive age: 
A cross-sectional study

P. Tandon*1, K. O’Connor1, H. Steinhart1, A. Desphande2, 
C. Maxwell3, V. Huang1

1Mount Sinai Hospital, Division of Gastroenterology and Hepatology, 
Toronto, Canada, 2Toronto Rehabilitation Institute- University of 
Toronto, Department of Family and Community Medicine, Toronto, 
Canada, 3Mount Sinai Hospital, Department of Obstetrics and 
Gynecology, Toronto, Canada

Background: Cannabis use in inflammatory bowel disease (IBD) may 
lead to improvement in pain and general health perception. However, 
its use during pregnancy may result in adverse outcomes such as pre-
term birth and altered fetal brain development. It remains unknown 
how women with IBD perceive Cannabis use during pregnancy and 
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whether they discuss its use with their health-care providers. We aimed 
to determine practices in, and perceptions of, cannabis use during preg-
nancy in women with IBD of reproductive age.
Methods: Women with IBD (age 18–45) were recruited at Mount Sinai 
Hospital and via social media platforms. Participants anonymously 
completed surveys on baseline demographics and IBD characteristics. 
They also completed a Cannabis questionnaire which asked about 
current use, perceived risks during pregnancy, and discussions with 
health-care providers. Categorical variables were reported as frequen-
cies and compared using the chi-square test. Continuous variables were 
reported as medians and compared using the Mann-Whitney U test.
Results: Sixty-four women were included, 26 (40.6%) with ulcerative 
colitis, 37 (57.8%) with Crohn’s disease, and 1 (1.6%) with indeter-
minate colitis. Nineteen (29.7%) were preconception, 40 (62.5%) 
were pregnant, and 5 (7.8%) were post-partum. Eleven (18.0%) 
patients reported current Cannabis use, 4 (6.3%) during pregnancy. 
Cannabis users were more likely to have discussed its use with a health-
care provider compared to non-users (45.5% vs. 5.7%, p<0.001) and 
had longer IBD duration (12.00 vs. 9.00 years, p=0.05). Twenty-five 
(42.4%) were unsure of the risks of Cannabis use in pregnancy, of 
which only two had discussed this with a health-care provider. Reasons 
for fear of Cannabis use included risk of fetal oxygen restriction (n=13, 
20.3%), impact on brain development (n=29, 46.0%), and risk of fetal 
respiratory issues (n=18, 28.6%). Only eight (12.5%) patients reported 
having a conversation about Cannabis use during pregnancy with their 
health-care provider; all of whom felt its consumption was unsafe dur-
ing pregnancy.
Conclusion: Many women with IBD report being unsure of risks of 
Cannabis use during pregnancy. With the legalization of Cannabis in 
Canada, it is imperative patients and health-care providers discuss the 
risks and benefits of its use, particularly during vulnerable times such 
as pregnancy.

P190
Implementation of IBD symptom diary – Case 
Finnish IBD register

A. Mustonen Real World Data Manager1, S. Asikainen2, T. Toivonen3, 
A.T. Jussila*3

1BCB Medical Ltd, Life Science, Turku, Finland, 2BCB Medical Ltd, Life 
Science, Espoo, Finland, 3Tampere University Hospital, Department of 
Gastroenterology and Alimentary Tract Surgery, Tampere, Finland

Background: BCB MyHealth application is a digital monitoring system 
of patient reported outcomes (PROMs) fully integrated and synchro-
nized with the Finnish IBD Register, which delivers information about 
the patients’ disease and state of health. Our system monitors patients’ 
symptoms and well-being only at one point. There is a need to monitor 
patients’ symptoms and well-being more closely between follow-up vis-
its. Therefore, we developed a digital daily self-monitoring symptom 
diary service, Feeling application, which is suitable for all patients with 
IBD in everyday practice. In addition, our goal was to create a system 
that allows IBD-patients to view their own parameters used to monitor 
treatment.
Methods: As a part of MyHealth, we developed the Feeling app (Figure 
1) with Tampere University Hospital. Project group included gastro-
enterologists, IBD-nurses, and the hospitals’ senior medical advisor 
of health technology assessment. The Feeling app is a digital daily 
self-monitoring symptom diary service intended for IBD-patients. 
The system supports biometric authentication (Figure 2)  and saves 
responses to IBD Register database.

Figure 1. IBD Symptom Diary

Figure 2. Biometric authentication

Results: Feeling app enables continuous home-monitoring of patients 
with IBD. This symptom diary allows patients to monitor their symp-
toms and well-being daily. They can see their own answers and how 
their symptoms and well-being have developed weekly, monthly, or 
annually. During treatment follow-up, the Feeling app also visualizes 
lab parameters used to monitor treatment, such as CRP, calprotec-
tin and hemoglobin values, which are derived from the IBD register 
(Figure 3). In addition, certain endoscopy related parameters, such as 
SES-CD and Mayo Score are visualized for the patient. Health care 
professionals (HCPs) can see summary view all the data that the pa-
tient has inserted in the Feeling app in IBD register and the data is 
visualized in real time. Tampere University Hospital started to use the 
Feeling app in 2021.
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Figure 3. Summary view

Conclusion: The Feeling app provides new ways to support patient 
care and is an efficient tool for long-term data collection. The oppor-
tunity of patients to monitor the development of their symptoms and 
well-being, and to see the lab parameters used to monitor treatment 
may improve adherence to treatment. With efficient data collection we 
have increased opportunity to utilize the data for AI activities such as 
synthetic data and outcomes prediction.

P191
Development and validation of a 13-item short 
version of the IBD self-efficacy scale

M. Tanaka*1, A. Kawakami1, K. Sakagami2, T. Terai3, J. Fernandez3, 
L. Keefer4, H. Ito2

1Tokyo Medical and Dental University TMDU- Graduate School 
of Health Care Sciences-, Dep.Critical and Invasive-Palliative 
Care Nursing, Tokyo, Japan, 2Kinshukai Infusion Clinic, Dep. 
Gastroenterology, Osaka, Japan, 3Takeda Pharmaceutical Company 
Limited, Japan Medical Office, Tokyo, Japan, 4Icahn School of Medicine 
at Mount Sinai, Division of Gastroenterology, New York, United States

Background: The IBD-Self-Efficacy Scale (IBD-SES) is an outcome meas-
urement scale used in various countries, with psychometric properties 
that predicted psychological distress and showed moderate correlation 
with QOL. Although the 29-item IBD-SES is useful, a shorter instru-
ment would increase the likelihood of usage. In this study, we aimed 
to develop a substantially shorter, but still as valid version of IBD-SES.
Methods: A total of 919 patients, 482 from a specialized IBD clinic 
(UC: 184, CD: 298) and 437 online (UC: 255, CD: 182), were used for 
psychometric assessment. The original 29-item IBD-SES was reduced 
using three major analytic steps (assessed ceiling or floor effect, cor-
relation between items, test-retest reliability). The shorter version was 
evaluated on construct validity by confirmatory factor analysis, cri-
terion validity by Pearson’s correlation coefficients with original ver-
sion, and internal consistency by Cronbach’s alpha coefficient.
Results: In the item reduction process, the following items were 
removed: 2 items due to a ceiling effect, 12 additional items due to high 
correlation, 2 more items due to a low intraclass correlation coefficient 

(ICC). The short version was confirmed to consist of the same 4 
subscales as the original version, [Managing Stress and Emotions], 
[Managing Medical Care], [Managing Symptoms and Disease] and 
[Maintaining Remission] and was validated by confirmatory factor 
analysis. The fit indices were as follows: Normed χ2 = 7.18 (p < 0.001), 
comparative fit index (CFI) = 0.94, goodness-of-fit index (GFI) = 0.93, 
adjusted goodness-of-fit index (AGFI) =0.89, parsimony goodness-of-
fit index (PGFI) = 0.60, and the root mean square error of approxi-
mation (RMSEA) = 0.084. Correlation with the original IBD-SES in 
each subscale was high (0.97–0.98). Cronbach’s alpha for each subscale 
ranged from 0.68 to 0.86.
Conclusion: The study showed that the revised scale has improved psy-
chometric properties and demonstrated the reliability and validity of 
the IBD-SES13. The revised scale could provide clinical usefulness with 
the possibility of higher response rates.

P192
First event of acute intestinal inflammation and the 
risk of progression to Inflammatory bowel disease: 
a retrospective analysis

A. Levartovsky*1, T. Ovdat2, Y. Barash3, Z. Ben-Shatach1, Y. Skinezes1, 
S. Jesin1, R. Klempfner2, E. Grossman4, U. Kopylov1, S. Ben-Horin1, 
B. Ungar1

1Sheba Medical center, Department of Gastroenterology, Tel Hashomer, 
Israel, 2Sheba Medical center, Leviev Heart Center, Tel Hashomer, 
Israel, 3Sheba Medical center, Department of Diagnostic Imaging, Tel 
Hashomer, Israel, 4Sheba Medical center, Internal Medicine Wing, Tel 
Hashomer, Israel

Background: Episodes of acute ileitis or colitis have been associ-
ated with future development of inflammatory bowel diseases (IBD). 
Nevertheless, the incidence of IBD among patients diagnosed with 
acute intestinal inflammation is currently unknown. We aimed to assess 
the risk for future development of IBD based on clinical and radio-
graphical features of patients presenting with abdominal symptoms to 
the emergency department (ED) and undergoing urgent computerized 
tomography (CT) of the abdomen.
Methods: We created an electronic data repository of all patients vis-
iting the ED at our medical center and undergoing abdominal CT be-
tween 2011–2020. We searched the computerized database for patients 
diagnosed with Crohn’s disease (CD) or ulcerative colitis (UC) during 
a visit to the gastroenterology department within maximal follow-up 
time of 9 years from the index-admission to the ED. Statistical analysis 
including multivariate models identified the risk and possible predictors 
of patients to develop IBD.
Results: Overall, 1551 patients visited the ED and underwent abdom-
inal imaging with abnormal findings. The radiographic parameters 
reported the most on abdominal CT scans were bowel wall thickening, 
fat infiltration, and abdominal free fluid. Twenty-three patients (1.5%) 
were eventually diagnosed with IBD (19 CD, 4 UC) at gastroentero-
logical follow-up with a median of 60 days (IQR 30–120) from the 
time of the ED admission. Patients with a future IBD diagnosis were 
significantly younger (28 vs 51 years, p<0.001) and had higher rates 
of diarrhea as a presenting symptom (17.4% vs 2.6%, p< 0.001) com-
pared to patients who did not develop IBD. On multivariate analysis, 
age (p< 0.001(and colitis on imaging (p=0.001) were associated with 
the development of IBD.
Conclusion: IBD would be eventually diagnosed only in a minority of 
patients presenting with ileitis or colitis on abdominal CT. Younger age, 
diarrhea as a presenting symptom and colitis on imaging are predispos-
ing factors.
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P193
Correlation of the IBD Disk scores with diagnosis 
of IBD, Faecal calprotectin and Endoscopic scores 
in patients presenting to a rapid access IBD 
inception clinic

S. Shariff*1, N. Sharma1, M.N. Quraishi1, R. Cooney1, T. Iqbal1, 
P. Rimmer1

1Department of Gastroenterology- University Hospitals Birmingham 
NHS Foundation Trust- Birmingham- UK, Gastroenterology, 
Birmingham, United Kingdom

Background: The IBD-Disk was adapted from the Inflammatory Bowel 
Disease –Disability Index as a tool to capture a patient’s functional 
status for Health Care Professionals to review. Patients complete this 
disk for ten symptoms with scores ranging from 0 to 10. Patients with 
higher scores have a significant burden of disease. We explore correl-
ation of IBD disk score with faecal calprotectin, endoscopic scores, and 
a diagnosis of IBD in patients referred to our inception clinic service.
Methods: Patients with symptoms compatible with Inflammatory 
Bowel Disease (IBD) and a raised faecal calprotectin are fast tracked 
to our rapid access inception clinic service for further assessment. We 
prospectively collected data on demographics, faecal calprotectin levels 
and IBD disk scores. We assessed correlation between the total score 
and individual components of the IBD disk score with demographics, 
faecal calprotectin (F.Cal) at presentation and subsequent diagnosis of 
IBD and endoscopic scores. Descriptive and multivariate regression 
analysis was performed.
Results: 68 patients (47% female; median age 35.5 years [IQR 16.8]) 
attending the inception clinic were included in this analysis. Of these 
patients 17/68 (25%) were diagnosed with Crohn’s disease (CD), 18/68 
(26%) with ulcerative colitis (UC) and 5/68 (7%) with indeterminate 
colitis. 33 (33.8%) had unclear diagnoses and are currently undergoing 
further investigation. IBD was excluded in 5/68 (7%) patients. Younger 
patients (age 15 – 30 years) and patients above 60 years of age had a 
relatively higher F.Cal at presentation (Figure 1).
The total IBD disk score was significantly higher in younger patients 
(p=0.03). No correlation was seen between the eventual diagnosis of 
IBD and total score at presentation or individual components of the 
IBD disk score. Multivariate regression analysis, however, demonstrated 
significant correlation between regulated defecation and interpersonal 
interactions with F.Cal at baseline in patients with IBD (p<0.05). No 
correlation was seen with other variables of the IBD disk and faecal 
calprotectin levels.
IBD Disk score as well as Harvey Bradshaw index correlated well with 
Simple Endoscopic Score in Crohn’s disease (SES-CD) (Figure 2). No sig-
nificant correlation was seen between IBD Disk score and baseline F.Cal 
or Endoscopic Mayo Score. The simple Mayo score showed a better 
correlation between F.Cal and Endoscopic Mayo score than IBD Disk.

Conclusion: Correlation of F.Cal with certain elements of the IBD Disk 
tool highlights its utility in capturing both inflammatory and non-
inflammatory related disability in patients with IBD. IBD Disk Scores 
correlate with CD endoscopic severity scores (ie SES-CD) but not UC 
scores (ie Endoscopic Mayo Score).

P194
A modified Rutgeerts score of i2a after ileocolic 
resection for Crohn’s Disease: endoscopic 
recurrence or anastomotic healing?

E. Van Der Does De Willebois*1, M. Duijvestein2, K. Wasmann1, 
G. D’Haens2, C. Buskens1, W. Bemelman1; DETECT study group
1Amsterdam UMC, Surgery, Amsterdam, The Netherlands, 2Amsterdam 
UMC, Gastroenterology, Amsterdam, The Netherlands

Background: The reliability and reproducibility of scoring endoscopic 
recurrence is of utmost importance because it generally determines 
initiating postoperative medical therapy and it is used as outcome 
parameter in clinical trials. Variability in endoscopic scoring may re-
sult in inappropriate therapeutic decisions and study conclusions. It is 
hypothesised that different types of anastomoses have an influence on 
scoring endoscopic recurrence using the Rutgeerts’ score. The aim of 
this study is to analyse to what extent the ulcerations are determined 
by the type of anastomosis and how it interferes with the scoring of 
Crohn’s recurrence.
Methods: This is a retrospective review of endoscopy videos to re-
assess endoscopic recurrence. All videotapes of the ileocolonoscopy 
were blinded and scored by a trained gastroenterologist (MD) and a 
surgeon (WB). Videos were excluded if the quality of the video was low 
or if the anastomosis was not visualised properly. The primary outcome 
is the presence of ulcerations six months after surgery, on individual 
parts of the anastomosis: inverting stapled anastomosis (side to side 
conjunction) and everting type of junction (transection ends). In the 
latter group, at least one site – colon, ileum or both – was scored.
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Results: Of 99 available endoscopy videos, eighty-nine eligible 
patients were included in this retrospective study for analysis. The 
inverting and everting stapled anastomosis were scored individually 
using the SES-CD. A  SES-CD of zero was found in 21/89 (23.6%) 
of the inverting anastomoses versus 74/75 (98.67%) in the everting 
anastomoses.
Conclusion: This study demonstrated a significant difference in wound 
healing of the inverting anastomosis versus the everting anastomosis. 
Inverting anastomoses show ulcerations and a circular scar long after 
surgery irrespective of the presence of ulcerations of terminal ileum. 
A normal wound healing phenomena might mistakenly be seen for re-
current Crohns’ disease. Everting anastomosis, on the contrary, heal 
without residue.

P195 has been withdrawn

P196
Pre-treatment antibodies to infliximab and 
adalimumab are common but are  
not associated with anti-TNF treatment  
failure

R. Nice*1,2, J.R. Goodhand2,3, N. Kennedy2,3, T. Ahmad2,3, P. Winyard2, 
T.J. McDonald1,2

1Royal Devon & Exeter NHS Foundation Trust, Blood Sciences, 
Exeter, United Kingdom, 2University of Exeter, Medical school, Exeter, 
United Kingdom, 3Royal Devon & Exeter NHS Foundation Trust, 
Gastroenterology, Exeter, United Kingdom

Background: Anti-TNF treatment failure is common. Primary 
non-response and loss of response are frequently caused by low 
anti-TNF drug levels mediated, principally, by the formation 
of anti-drug antibodies which can be mitigated by concomitant 
immunomodulator use.
Previous small studies in patients with IBD suggest that antibodies 
formed prior to treatment can bind drug and impair the pharmacokin-
etics, efficacy and safety of the anti-TNF drugs.
We sought to determine the prevalence, neutralising capacity and 
clinical relevance of pre-treatment antibodies to infliximab and adali-
mumab in in anti-TNF-naïve patients with active luminal Crohn’s 
disease.
Methods: The Personalised Anti-TNF Therapy in Crohn’s Disease 
study (PANTS) is a UK-wide, multicentre, prospective observational 
cohort reporting treatment failure rates of the anti-TNF drugs inflixi-
mab and adalimumab in Crohn’s disease.
The prevalence of antibodies to infliximab and adalimumab at base-
line in all patients were measured using IDKmonitor ELISA assays 
and neutralising capacity in positive cases was determined using the 
iLite™ cell-based assays. Associations between baseline antibody 
status, subsequent immunogenicity and drug levels, and response status 
were assessed using Mann-Whitney U tests and chi-squared analyses, 
respectively.
Results: In the PANTS cohort, at baseline, pre-treatment anti-TNF 
antibodies were detected in 7.3% (112/1525) patients. Pre-treatment 
antibodies to infliximab were more common (6.3% 96/1525 vs 
2.4% 36/1525, p<0.01) and of higher levels (median (IQR) inflixi-
mab: 23.9 (14.2  – 55.2) AU/ml vs adalimumab: 7.2 (6.3  – 10.4) 

AU/ml, p<0.0001) than adalimumab. A minority (1.3% (20/1525)) 
of patients had anti-drug antibody reactivity to both drugs. None 
of the detected anti-drug antibodies had demonstrable anti-TNF 
neutralising capacity detected by our iLite™ cell-based assay. No 
associations were seen between baseline antibody reactivity, subse-
quent immunogenicity, drug levels or response status at week 14 or 
week 52.
Conclusion: Pre-treatment anti-drug antibodies are common. 
However, they do not neutralise anti-TNF drug activity invitro, pro-
mote drug clearance or influence clinical response to anti-TNF drugs. 
Further work is required to understand this cross-reactivity and to 
determine the exact nature of the antibodies detected in drug naïve 
individuals.

P197
Anogenital Crohn’s disease and granulomatosis: 
A systematic review of epidemiology, clinical 
manifestations, and treatment

S. Honap*1, S. Meade1, A. Spencer2, P. Pavlidis1, R. Luber1, 
E. Calonje3, E. Rashid4, C. Bunker5, F. Lewis3, P. Irving1

1Guy’s and St Thomas’ NHS Foundation Trust, IBD Centre- Department 
of Gastroenterology, London, United Kingdom, 2Hammersmith 
Hospital- Imperial College Healthcare NHS Trust, Department of 
Dermatology, London, United Kingdom, 3Guy’s and St Thomas’ 
NHS Foundation Trust, Department of Dermatopathology- St John’s 
Institute of Dermatology, London, United Kingdom, 4Guy’s and St 
Thomas’ NHS Foundation Trust, St John’s Institute of Dermatology, 
London, United Kingdom, 5University College London Hospitals 
NHS Foundation Trust, Dermatology Department, London, United 
Kingdom

Background: Metastatic Crohn’s disease (CD) is an extra-intestinal 
manifestation (EIM) characterised by ulceration, swelling or inflamma-
tory lesions that are non-contiguous with the gut; genital involvement 
is rare. We conducted a systematic review of ACD and granulomatosis 
to provide a synthesis of epidemiology, clinical features, and treatment 
outcomes in adults and children.
Methods: A systematic literature search was conducted via MEDLINE, 
EMBASE and the Cochrane database from inception to 1st December 
2020 to identify studies of ACD presentation and/or treatment out-
comes. Investigators extracted, analysed, and reported study data in 
accordance with PRISMA. Clinical response was defined as a reduction 
in symptoms, genital swelling or partial healing of ulcers and fissures. 
Remission was defined as complete resolution of symptoms and exam-
ination findings.
Results: Of 9,381 screened studies, 185 articles, (comprising 410 
cases; 273 female (F), 137 male (M)), were included (figure 1). The 
median age at diagnosis was 29 (F) and 16 (M) and up to 50% did not 
have a prior CD diagnosis. Luminal CD was subsequently diagnosed 
in 80% of cases including 45–80% patients without gastrointestinal 
symptoms (time to CD diagnosis from ACD presentation [range] –43 
to 11  years). The predominant clinical features across both sexes 
were, oedema (79%), ulcers/fissures (47%), and hypertrophic, exo-
phytic lesions (nodules and plaques) (23%) (table  1). Adults and 
children present similarly. Most patients, 81% (331/410), underwent 
genital biopsy (106 (M), 225 (F)). Granulomas were noted in 71% 
(234/331) cases and an inflammatory cell infiltrate was documented 
in 191/331 (58%). Systemic antibiotics, corticosteroids, thiopurines 
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and anti-TNF therapy were the most frequently prescribed agents 
with the highest response and remission rates (table  2). At final 
follow-up, where reported, non-response, response, and remission 
rates were 37/304 (12%), 267/304 (88%) and 114/304 (38%), re-
spectively. Oedema was associated with a poor response to topical 
corticosteroids vs. those with ulcers or fissures without oedema 
(p=0.03). Greater response rates to anti-TNF therapy were seen in 
patients prescribed concomitant immunomodulation (24/25, 96% vs 
67/90, 74%, p=0.02).
Conclusion: To our knowledge this is the first systematic review of 
ACD in adult and paediatric males and females. ACD and granu-
lomatosis are rare EIMs of CD that are under-recognised, leading to 
treatment delay, and significant morbidity. There is a wide hetero-
geneity in presentation and some of the treatments used in luminal 
and perianal CD appear to be effective. Further studies with longer 
follow up are required to define optimal treatment strategies.

P198
An inflammatory serum metabolomic signature 
predicts response to vedolizumab treatment in 
people with Crohn’s Disease

D. Radford-Smith1, A. Yates2, I. Hageman3, V. Joustra3, A. Li Yim4, 
M. Davids5, P. Henneman4, T. Hakvoort6, G. D’Haens3, W. de Jong6, 
D. Anthony1, J. Satsangi7, F. Probert*2

1University of Oxford, Department of Pharmacology, Oxford, 
United Kingdom, 2University of Oxford, Department of Chemistry, 
Oxford, United Kingdom, 3University of Amsterdam, Department 
of Gastroenterology and Hepatology, Amsterdam, The Netherlands, 
4University of Amsterdam, Genome Diagnostics Laboratory- 
Department of Clinical Genetics, Amsterdam, The Netherlands, 
5Academic Medical Center, Laboratory of Experimental Vascular 
Medicine, Amsterdam, The Netherlands, 6University of Amsterdam, 
Tytgat Institute for Liver and Intestinal Research, Amsterdam, The 
Netherlands, 7University of Oxford, Translational Gastroenterology 
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Background: While Vedolizumab (VDZ) is an established treatment for 
Crohn’s disease (CD), primary non-response is well-recognised – there 
is an urgent clinical need for biomarkers that predict response, before 
initiation of treatment. Metabolomic profiling is a rapidly growing field 
in biomarker discovery and can distinguish between active and quies-
cent inflammatory bowel diseases. Here, we sought to identify a meta-
bolic signature able to predict response to VDZ.
Methods: Prospective serum samples from 62 CD patients before 
(baseline) and post-treatment follow-up (FU) (median 30 weeks, IQR 
27–35) were analyzed. Patients were stratified into n=35 responders (R) 
and n=27 non-responders (NR) using endoscopic (≥50% reduction in 
SES-CD score), clinical (≥3 point drop in HBI or HBI ≤4, no systemic 
steroids), and/or biochemical assessments (≥50% reduction in C-reactive 
protein (CRP) and fecal calprotectin (fCal) or a basal CRP ≤5 g/mL and 
fecal calprotectin ≤250 µg/g). Untargeted metabolomic profiling was car-
ried out using high-resolution nuclear magnetic resonance (NMR) spec-
troscopy. Significant differences in metabolite signatures were identified 
by orthogonal partial least squares discriminant analysis (OPLS-DA). 
Model accuracy (acc.) was assessed by external 10-fold cross-validation 
(CV), permutation testing, and validated on an independent test set.

Results: We first demonstrate that bowel preparation required for 
endoscopy had a significant impact on the serum metabolite profile 
(CV acc. 77±4%, acc. n=10 independent test set 80%, KS test 
p-value < 0.001) and samples taken from patients at colonoscopy 
were excluded from further analysis. This reduced the cohort size; 
19 baseline (12R/7NR) and 25 FU (16R/9NR). No significant differ-
ence in baseline fCal or CRP was observed between R and NR (t-test 
p-value >0.05). The metabolite profiles at baseline and FU were in-
distinguishable (KS test p-value > 0.05) suggesting the metabolome 
was stable. However, high (>300 µg/g) fCal values were associated 
with elevated N-acetyl-glycoprotein (GlycA), a known inflammatory 
marker, elevated serum glucose along with decreased lipoprotein and 
lactate levels (CV acc. 74±3%, acc. n=10 independent test set 100%, 
KS test p-value < 0.001). This same metabolite signature predicts 
response (CV acc. 61±5%, acc. n=6 independent test set 83%, KS 
test p-value < 0.001) with responders exhibiting increased metabolic 
inflammation at baseline.
Conclusion: Here, we identify an inflammatory metabolic signature 
which predicts response to VDZ. Work to confirm these findings in a 
larger cohort and extend this method to investigate infliximab, adali-
mumab and ustekinumab treated patients, as part of the EPIC Pioneer 
study, is ongoing.
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P199
Ileal pouch-anal anastomosis in women of 
childbearing age affected by ulcerative colitis: a 
single-centre study on the risk factors for infertility 
and outcomes of pregnancy over 17 years

M. Rottoli*1, P. Pezzuto1, G. Fallani1, G. Pellino2, F. Rizzello1, 
P. Gionchetti1, G. Poggioli1

1Alma Mater Studiorum University of Bologna. IRCCS Azienda 
Ospedaliero-Universitaria di Bologna., Department of Medical and 
Surgical Sciences, Bologna, Italy, 2Università degli Studi della Campania 
“Luigi Vanvitelli”- Policlinico CS, Department of Advanced Medical 
and Surgical Science, Naples, Italy

Background: The impact of Ileal Pouch-Anal Anastomosis (IPAA) 
on the fertility of women affected by ulcerative colitis (UC) is still 
debated in the literature. The primary aim of this study was to 
assess the risk factors for infertility in women undergoing IPAA. 
The second aim was compare the outcomes of pregnancy before and 
after IPAA.
Methods: Retrospective study including women (18–45 years) under-
going IPAA for UC (2004–2020). Univariate comparison was carried 
out as appropriate. Cox regression analysis was used to identify signifi-
cant predictors of infertility over the follow-up (defined as the conceiv-
ing time starting one year after IPAA surgery).
Results: Some 149 patients answered the questionnaire and were 
included in the study. Table 1 shows the comparison between fertile 

(23, 15.5%) and infertile (20, 13.4%) women after IPAA surgery. At 
the cox regression analysis, only the Mayo endoscopic score of 3 was 
associated with the risk of postoperative infertility (OR 4.16, 95% CI 
1.07–16.6, p=0.040).
Table 2 shows the comparison between pregnancies before (72) and 
after (27) IPAA. Pregnancies after IPAA were more likely to require 
assisted conception treatment (25.9% vs 2.7%, p<0.001), and to be 
carried out without any UC drug regimen (85.2% vs 61.1%, p=0.17), 
since they were less likely to trigger an exacerbation of the disease both 
during (8% vs 22.2%, p=0.09) and after pregnancy (24% vs 45.8%, 
p=0.044).
Of the 61 nulliparous women who did not try to conceive after IPAA, 
11 (18%) feared physical consequences, 10 (16.4%) were afraid 
to transmit the disease, while 3 (4.9%) were recommended by their 
gynecologist.
Conclusion: IPAA surgery is associated with a reduction of the fer-
tility of 46.5%, and the preoperative severity of the disease seems 
to be the strongest predictor of infertility. Although the pregnancy 
after IPAA requires a longer conceiving time, it is safe for both 
the mother and the child, at least when carried out through cae-
sarean delivery. A great proportion of women of childbearing age 
affected by UC still refer confusion regarding the risks of compli-
cations and infertility associated with IPAA. A dedicated counsel 
pathway should be mandatory in all referral centres. A larger mul-
ticentric study will be required to assess the outcomes in a larger 
population.
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P200
The diagnostic yield of pan-enteric capsule 
endoscopy in inflammatory bowel disease: 
A systematic review and meta-analysis

A.G. Tamilarasan*1, Y. Tran2, S. Paramsothy1, R. Leong1

1Concord Repatriation General Hospital, Gastroenterology and 
Hepatology, Concord, Australia, 2Macquarie University, Faculty of 
Medicine and Health Sciences, Sydney, Australia

Background: Capsule endoscopy (CE) is a non-invasive diagnostic 
modality enabling real time video imaging of the gastrointestinal 
(GI) mucosa with an ingestible recording device. Major technological 
advancements now allow pan-enteric capsule endoscopy (PCE) to thor-
oughly assess the entire GI tract. CE is increasingly utilised in the in-
flammatory bowel disease (IBD) diagnostic algorithm. Our aim was to 
evaluate the diagnostic accuracy of PCEs in IBD.
Methods: We comprehensively searched electronic databases 
(MEDLINE, SCOPUS, EMBASE and Cochrane Central Register of 
Controlled Trials) for studies comparing the diagnostic accuracy of 
PCE with colonoscopy or magnetic resonance enterography (MRE). 
Prospective studies with ≥ 10 IBD patients were included in our final 
analysis. Diagnostic accuracy and yield were calculated for the detec-
tion of active IBD. Meta-analysis of proportions was performed to 
assess for an incremental benefit between modalities. The risk of bias 
was determined by the Quality Assessment of Diagnostic Accuracy in 
Systematic Reviews (QUADAS-2). Data was analysed by calculating 
forest plots and the use of the I2 statistic for heterogeneity.
Results: Fourteen studies, including 797 patients, were identified com-
paring PCE diagnostic yield with colonoscopy or MRE. Seven studies 
evaluated PCE diagnostic yield in CD and 7 studies in UC. There was a 
low risk of bias for the majority of included studies; only 1 study was 
found to have a high risk of bias. In CD, there was a trend to superiority 
of PCE over MRE and colonoscopy (individually and for pooled out-
comes) with a pooled odds ratio (OR) of 1.25 (95% CI 0.85–1.86) (Fig 
1) for the detection of CD. This translates to an incremental benefit in 
diagnostic yield of 5% and 7% for PCE compared with MRE and col-
onoscopy respectively. PCE performed comparably with colonoscopy 
in the terminal ileum and colon with ORs of 1.19 (95% CI 0.78–1.79) 
(Fig 2), and 1.14 (95% CI 0.76–1.71) (Fig 3) respectively. PCEs had 
a diagnostic sensitivity for the detection of UC of 93.8% (95% CI 
87.6%-97.0%) (Fig 4)  and a specificity of 69.8% (95% CI, 38.2%-
89.6%). This equates to a diagnostic OR of 24.0 (95% CI 10.4–55.3). 
Subgroup analysis suggested that newer PCEs had greater diagnostic 
yield than the earlier devices (for UC and CD).

Conclusion: PCEs have a comparable diagnostic yield to colonoscopy 
and MRE in Crohn’s disease. This was true for the small and large 
bowel, giving PCE an advantage over standard CE as a single pan-
enteric assessment tool for CD. Limitations include the standardisation 
of PCE scoring systems and the lack of transmural assessment. In UC, 
PCE has an excellent diagnostic sensitivity and positive predictive value, 
but is limited by the lack of histologic assessment and poor specificity.

P201
Crohn’s Disease of the terminal ileum associated 
with ileo-sigmoid fistula: risk factors for ileostomy 
formation and postoperative complications during 
the years of biologics

A. Belvedere*1, D. Gerti1, A. Canavese1, G. Pulcina1, A. Romano1, 
G. Poggioli1, M. Rottoli1

1Alma Mater Studiorum University of Bologna. IRCCS Azienda 
Ospedaliero-Universitaria di Bologna., Department of Medical and 
Surgical Sciences, Bologna, Italy

Background: Ileo-sigmoid fistula (ISF) is a complication of Crohn’s 
disease occurring in a significant proportion of patients. The aim of this 
study was to describe the perioperative outcomes of patients affected 
by ISF and to identify the risk factors for complications and ileostomy 
formation.
Methods: Consecutive patients operated for ISF between 2004 and 
2021 in a single referral centre were included. Considering the presence 
of a large number of regressors the variables to include in the models 
were selected using the least absolute shrinkage and selection operator 
(LASSO) method. The multivariate analyses of the independent varia-
bles associated with the risk of ileostomy formation and post-operative 
complications were conducted using logistic regression.
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Results: Of the 208 patients who underwent ileocolic resection for 
ISF (Table 1), 161 (77.4%) also underwent sigmoid resection, while 
47 (22.6%) underwent a conservative treatment of the target sigmoid 
colon. ISF was detected preoperatively with CT scan in 121 (58%) 
patients and with colonoscopy in 63 (30%) patients.
Significant risk factors for ileostomy (performed in 63 patients - 30%, 
Table 2) were the preoperative diagnosis of ISF (Odds Ratio - OR - 
2.22, 95% Confidence Interval - CI – 1.02–4.78), surgery for a recur-
rence (OR 6.71, 95% CI 1.46–30.86), the presence of an intrabdominal 
abscess (OR 3.03, 95% CI 1.44–6.35), and additional small bowel sur-
gery (OR 2.6, 95% CI 1.08–6.25).
Anastomotic leak occurred in 19 (9%) patients. Postoperative com-
plications classified grade 2 or higher according to Clavien-Dindo 
(71 patients, 34.1%) were significantly associated with additional 
small bowel surgery (OR 2.42, 95% CI 1.11–5.3), the presence of an 

intrabdominal abscess (OR 2.45, 95%CI 1.44–6.35), and the localiza-
tion of Crohn’s disease to the left colon (OR 1.98, 95%CI 1.03–3.8).
Conclusion: Although a diverting ileostomy was more likely to be per-
formed in those patients identified perioperatively as high-risk subjects 
(more clinically relevant ISF, recurrent disease, addition bowel surgery 
or abdominal sepsis), this did not prevent the onset of postoperative 
complications, which seem to be associated with a more disseminated 
disease (either to the colon or to other locations of the small bowel) or 
with the presence of untreated intra-abdominal sepsis.

P202
Performance characteristics of serum FGF19 
measurement compared with the Se-HCAT 
retention test in the diagnosis of bile acid 
diarrhoea in Crohn’s Disease

A. Ruiz-Cerulla*1, R. Blat Serra1, E. Sánchez-Pastor1, P.C. Notta2, 
L. Rodríguez-Alonso1, C. Aràjol Gonzalez1, K. Serra Nilsson1, 
S. Antón Güell1, I. Serrano Santacruz3, A. Luque Gómez3, J.M. Aran3, 
F. Rodríguez-Moranta1, J. Guardiola Capon1

1Bellvitge University Hospital, Gastroenterology, L’Hospitalet de Llobregat, 
Spain, 2Bellvitge University Hospital, Nuclear Medicine, L’Hospitalet de 
Llobregat, Spain, 3IDIBELL, Immune-Inflammatory Processes and Gene 
Therapeutics Group, L’Hospitalet de LLobregat, Spain
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Background: Bile acid diarrhoea (BAD) is common in patients with 
Crohn’s disease (CD), but its recognition is challenging since symptoms 
are similar to those of active inflammatory disease. The current clinical 
gold standard for diagnosing BAD is the Se-HCAT test, however, it is in-
convenient to the patient and has limited availability. FGF19 is a hormone 
produced in the enterocytes of the ileum in response to absorbed BAs. 
Serum FGF19 levels are a direct marker of BA absorption, and they are 
reduced in BAD. The aim of this study was to evaluate the performance of 
FGF19 as a diagnostic tool for BAD in Crohn’s disease.
Methods: Fasting serum FGF19 levels and Se-HCAT retention 
were  measured before bowel preparation in 63 consecutive Crohn’s 
disease patients referred for an ileocolonoscopy. Clinical, endo-
scopic and biologic data were prospectively recorded. BAD was defined 
as an abdominal retention <10% and severe BAD as <5% at day seven.
Results: BAD was present in 60% of non-resected CD (NR-CD) 
patients and in 93% of ileal-resected (IR-CD) patients. FGF19 levels 
were lower in IR-CD patients (median 23 pg/ml; IQR, 3–44) than in 
the NR-CD patients (61 pg/ml; IQR, 18–121) (p = 0.02). FGF19 lev-
els were inversely related with ileal resection length in IR-CD patients 
(rs  =  -0.52, P  =  0.01). FGF19 and Se-HCAT values were positively 
related (rs = 0.57, P < 0.0001), whereas FGF19 was inversely related 
with the number of bowel movements (rs = -0.31, P=0.01) and Bristol 
scale (rs = -0.27, P= 0.04). No significant relation was found between 
FGF19 and clinical (CDAI) nor endoscopic (SES-CD) scores. Area under 
the ROC curve for FGF19 to detect SeHCAT at <10% and <5% were 
0.75 (95% CI 0.62–0.88) and 0.81 (95% CI 0.71–0.92) respectively.
Conclusion: Serum FGF19 can be used as a simple blood test to the 
diagnostic of BAD in CD. FGF19 measurement could be an adjunct in 
guiding treatments for diarrhoea in CD.

P203
The performance of the Rutgeerts’ score, SES-CD, 
and MM-SES-CD for prediction of post-operative 
clinical recurrence in Crohn’s disease

N. Narula*1, E. Wong1, P. Dulai2, J. Marshall1, V. Jairath3, 
W. Reinisch4

1McMaster University, Department of Medicine Division of 
Gastroenterology, Hamilton, Canada, 2University of California San Diego, 
Division of Gastroenterology, La Jolla, United States, 3Western University, 
Department of Medicine Division of Gastroenterology, London, Canada, 
4Medical University of Vienna, Department of Internal Medicine III 
Division of Gastroenterology and Hepatology, Vienna, Austria

Background: Prevention of post-operative recurrence in Crohn’s disease 
(CD) is important to avoid further complications requiring additional 
surgeries. The Rutgeerts’s score is currently the gold standard assess-
ment in clinical trials of post-operative CD. However, the Simplified 
Endoscopic Score for CD (SES-CD) has not been validated or used clinic-
ally in post-operative CD patients. The Modified Multiplier of the SES-CD 
(MM-SES-CD) is a novel internally validated tool that was developed to 
account for differences in items of the SES-CD and has not yet been 
validated in the setting of post-operative CD. The purpose of this study 
was to compare the SES-CD and MM-SES-CD scores with the Rutgeerts’ 
score for predicting clinical recurrence (CR) of post-operative CD.
Methods: This was a post-hoc analysis of data from the phase 3 
PREVENT trial (ClinicalTrials.gov identifier: NCT01190839) of 208 
participants who received infliximab or placebo. Receiver operating char-
acteristic curve analyses to compare the Rutgeerts’, ileum SES-CD, and 
ileum MM-SES-CD scores at week 76 with CR at week 104. Multivariate 
logistic regression models evaluated cut-offs for the odds of achieving 
week 104 CR, after adjustment for confounders, including treatment 

allocation, disease duration, prior anti-TNF use, and concomitant immu-
nomodulator use. CR was defined as CDAI score ≥200 and ≥70 point 
increase from baseline (or development of fistulas, abscesses, or treatment 
failure) and endoscopic recurrence, defined as Rutgeerts’ score ≥i2.
Results: The Rutgeerts’ score predicted week 104 CR at with fair accuracy 
[AUC: 0.74 (95% CI: 0.65–0.83)], which was similar to the SES-CD ileum 
score [AUC: 0.72 (95% CI: 0.64–0.80)] and the MM-SES-CD ileum score 
[AUC: 0.72 (95% CI: 0.63–0.80)]. Compared to various cut-offs by the 
other scores, the MM-SES-CD ileum score ≥26 at week 76 had the best 
ability to predict week 104 CR. Patients with a week 76 MM-SES-CD 
ileum score ≥26 were 4.17 times (95% CI: 1.90–9.12, p <0.001) more 
likely to have CR compared to those with a MM-SES-CD ileum score <26.
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Conclusion: The ileal SES-CD and ileal MM-SES-CD perform simi-
larly to the Rutgeerts’ score for predicting CR of post-operative CD. 
The MM-SES-CD threshold of ≥26 best predicted post-operative CR. 
Clinicians and trialists should consider the use of the MM-SES-CD in 
the assessment of post-operative CD given its performance and ability 
to capture colonic disease recurrence.

P204
Endotrophin (PRO-C6) is associated with MRE 
confirmed intestinal strictures and Protein 
FingerPrint biomarkers of collagen degradation is 
associated with ulcerations in paediatric Crohn’s 
disease patients – results from the ImageKids study

J. Mortensen*1, G. Focht2, M. Pehrsson1, A.M. Griffiths3, 
M.S. Alexdóttir1, P.C. Church3, R.N. Baldassano4, A.C. Bay-Jensen1, 
J. Silverstein5, M.A. Karsdal1, D. Turner2

1Nordic Bioscience A/S, Biomarkers & Research, Herlev, Denmark, 
2Shaare Zedek Medical Center, Pediatric Gastroenterology and 
Nutrition Unit, Jerusalem, Israel, 3Hospital for Sick Children, Division 
of Gastroenterology, Toronto, Canada, 4The Children’s Hospital of 
Philadelphia, Division of Gastroenterology- Hepatology- and Nutrition, 
Philadelphia, United States, 5Harvard Medical School, Division of 
Gastroenterology- Hepatology and Nutrition, Boston, United States

Background: Most patients with inflammatory bowel disease (IBD) 
eventually develop intestinal fibrosis due to increased extracel-
lular matrix (ECM) remodelling. There is a huge medical need for 
non-invasive serological biomarkers for intestinal fibrosis and inflam-
mation, as magnetic resonance enterography (MRE) and endoscopy 
are less desirable for repeated monitoring. Therefore, we aimed to in-
vestigate Protein FingerPrint assays (PFA) of collagen remodelling and 
citrullinated vimentin as surrogate markers of intestinal stenosis and 
tissue inflammation in paediatric Crohn’s disease (pCD) patients.
Methods: This is a proteomics planned sub-study of the multi-
center prospective ImageKids study that enrolled children with CD 
undergoing MRE and colonoscopy concurrently (ImageKids study: 
NCT01881490). We included those in Tanner stage 5 with available 
serum sample for these initial analyses, as age and stage of physical 
development affects ECM remodelling. Serum from healthy age and 
gender matched controls were obtained from Central BioHub. PFA bio-
markers of collagen degradation (C1M, C3M, C4M, C6M), collagen 
formation (PRO-C1, PRO-C3, PRO-C4, PRO-C5, PRO-C6) and citrul-
linated vimentin (VICM) were measured. Intestinal stenosis was deter-
mined by MRE and mucosal inflammation by the SES-CD. Student’s 
t-test, Pearson r correlation and one-way-ANOVA with Tukey correc-
tion was applied for statistical analysis.
Results: 50 pCD adolescents were included (mean age ± 14.53 years, 
30 (60%) females, 11 (22%) in clinical remission and 18 (36%) with 
moderate-severe disease), along with 83 serum samples from healthy 
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controls. SES-CD correlated with C1M (r=0.58, p=0.0001), C3M 
(r=0.46, p=0.0033), C6M (r=0.48, p=0.0021), PRO-C4 (r=0.58, 
p=0.0001), VICM (r=0.48, p=0.0018), PRO-C1 (r=-0.39, p=0.015) 
and PRO-C3 (r=-0.33, p=0.043). C1M (p<0.0001), C3M (p<0.05), and 
C6M p<0.001) were elevated in patients with severe ulcers compared 
to patients without ulcers, and vice versa for VICM (figure 1). PRO-C6 
(p<0.05) was significantly elevated between patients with vs. without 
intestinal stenosis, and PRO-C5 (p<0.01), C4M (p<0.05), and PRO-C4 
(p<0.05) were significantly lower (figure 2).
Conclusion: PFA biomarkers of collagen degradation and formation are 
associated with inflammation and/or intestinal fibrosis pCD. Furthermore, 
the biomarkers C1M, C3M, C4M, C6M, reflecting mucosal damage and 
tissue inflammation, were elevated in pCD patients with severe ulcers. 
PRO-C6, PRO-C5 and C4M were the best PFA biomarkers to reflect 
MRE-confirmed stenosis. PFA biomarker of collagen remodelling could 
potentially be applied as surrogate biomarkers for monitoring of mucosal 
damage/tissue inflammation and fibrostenotic stricture development.

P205
Eliakim and CECDAIic scores are useful pan-
intestinal tools for CD diagnosis and activity 
monitoring

M. Freitas*1,2,3, T. Capela1,2,3, V. Macedo Silva1,2,3, C. Arieira1,2,3,  
S. Xavier1,2,3, T. Cúrdia Gonçalves1,2,3, P. Boal Carvalho1,2,3, 
F. Dias de Castro1,2,3, B. Rosa1,2,3, M.J. Moreira1,2,3, J. Cotter1,2,3

1Hospital da Senhora da Oliveira, Gastroenterology Department, 
Guimarães, Portugal, 2PT Government Associate Laboratory, ICVS/3B’s, 
Braga/Guimarães, Portugal, 3School of Medicine- University of Minho, 
Life and Health Sciences Research Institute ICVS, Braga, Portugal

Background: Capsule endoscopy is a valuable tool in the diagnosis and 
monitoring of Crohn’s disease (CD). Recently, a new panenteric capsule 
(pan-CE), PillCam Crohn’s (Medtronic, USA) was approved. A novel 
quantitative score of inflammation for PillCam Crohn’s, the Eliakim 
score, has emerged. However, the optimal index for panenteric moni-
toring disease activity is far from being completely defined. We aimed 
to evaluate the correlation and accuracy between the pan-CE Eliakim 
and capsule endoscopy Crohn’s disease activity index (CECDAIic) 
scores and inflammatory parameters.
Methods: Retrospective study, including a cohort of consecutive 
patients with suspected or established CD that underwent Pan-CE 
PillCam Crohn’s over 4 years. The Eliakim and CECDAIic scores were 
calculated. Spearman correlation (rs) was used to access the correlation 
between the scores and inflammatory biomarkers.
Results: Thirty-two patients were included, 71.9% females, with mean 
age of 35±13 years, 59.4% with suspected CD. The median Eliakim 
and CECDAIic scores were 5.5 (0–13) and 6.5 (0–15.5), respectively. 
The diagnosis of CD was established in 31.6% of patients with sus-
pected CD. We found a very good correlation between Eliakim and 
CECDAIic scores (rs=0.87; p<0.001), and a moderate correlation be-
tween Eliakim and CECDAIic scores with C-reactive protein (rs=0.53; 
p=0.003), (rs=0.44; p=0.02), and fecal calprotectin (rs=0.46; p=0.02), 
(rs=0.54; p=0.01), respectively. In patients with suspected CD, an 
Eliakim ≥3.5 and CECDAIic score ≥5.5 had a sensitivity of 100%, and 
specificity of 84.6%, and 75.0%, respectively, for the diagnosis of CD.
Conclusion: The Eliakim and CECDAIic scores have a strong correl-
ation in assessing panenteric CD activity, and a moderate correlation 
with inflammatory biomarkers. The application of Eliakim ≥3.5 and 
CECDAIic score ≥5.5 as the cutoff values for the presence of significant 
inflammatory activity in patients undergoing pan-CE for suspected CD 
may be useful to establish the diagnosis.

P206
Comparison of dye-spraying chromoendoscopy 
and virtual chromoendoscopy for colonic dysplasia 
detection in longstanding Inflammatory Bowel 
Disease

J. Correia*1, A. Ponte1, L. Proença1, A. Rodrigues1, R. Pinho1, S. Leite1, 
C. Fernandes1, J. Rodrigues1, J.C. Silva1, C. Gomes1, E. Afecto1, 
M.M. Estevinho1, T. Freitas1

1Centro Hospitalar de Vila Nova de Gaia/Espinho EPE, Gastroenterology 
and Hepatology Department, Vila Nova de Gaia, Portugal

Background: Dye-spraying chromoendoscopy (DCE) is the technique 
of choice for colonic surveillance in patients with long-standing ex-
tensive Inflammatory Bowel Disease (IBD). Conversely, the use of vir-
tual chromoendoscopy (VCE) is still controversial. This study aimed to 
compare lesion and dysplasia detection and accuracy of margins delin-
eation between VCE and DCE.
Methods: Eleven gastroenterologists were given a survey with 20 pairs of 
pictures of IBD surveillance colonoscopies (10 with nondysplastic lesions, 
5 with dysplastic lesions and 5 with no lesions). Each pair contained the 
same image captured during colonoscopy using VCE and DCE. The 40 
pictures were randomly ordered to avoid any classification bias. For each 
picture, the gastroenterologist assessed the presence/absence of lesion 
and, when a lesion was identified, assessed the presence/absence of dys-
plasia and delineated its margins. To compare lesion and dysplasia detec-
tions between techniques, the sensitivity, specificity and inter-observer 
agreement (using fleiss’ kappa (K) test) were calculated. The chi-square 
test was used to assess the accuracy of margins delineation.
Results: When assessing lesion detection using VCE, sensitivity (S) and 
specificity (E) were 0.93 and 0.49 and in, DCE, 0.97 and 0.38, respect-
ively. When assessing dysplasia detection using VCE, S and E were 0.74 
and 0.60 and, in DCE, 0.67 and 0.62, respectively. Interobserver agree-
ment analysis revealed that VCE and DCE had a moderate agreement 
in lesion detection - 0.57 and 0.58, respectively; however, for dysplasia 
detection, VCE had a fair agreement (k=0.30) and DCE a slight agree-
ment (k=0.11). The rate of accurately defined margins was similar for 
both techniques (p=0.22).
Conclusion: Similar lesion and dysplasia detection and margins delin-
eation were achieved with both techniques. However, concerning dys-
plasia detection, interobserver agreement was slightly better using VCE. 
Therefore, VCE may constitute a valid alternative to DCE for dysplasia 
screening in IBD. Further studies are needed to validate these findings.

P207
COVID-19: a prevalence rate two times lower than 
that of the general population in French patients 
with Inflammatory Bowel Disease treated with 
intravenous biologic agents

M. Lelong*1, S. Nancey2, G. Bouguen3, M. Allez4, M. Serrero5, 
A. Chupin6, L. Caillo7, S. Viennot8, P. Blanc9, J.M. Reimund10, 
D. Laharie11, R. olivier12, P.B. Laurent13, N. dib14, A. De Maissin15, 
C. Montuclard16, C. Trang-Poisson1, G. Gaillot1,  
C. Bressollette-Bodin1, M. Berthome1, M. Burel1, F. Vavasseur17, 
A. Bourreille1, C. Le Berre1

1CHU Nantes, Loire atlantique, Nantes, France, 2CHU Lyon, Rhone, 
Lyon, France, 3CHU Rennes, Ile et Vilaine, Rennes, France, 4Saint 
Louis, Ile de France, Paris, France, 5CHU Marseille, Bouches du Rhone, 
Marseille, France, 6HEGP, Ile de France, Paris, France, 7CH Nimes, 
Gard, Nimes, France, 8CHU Caen, Calvados, Caen, France, 9CHU 
Montpellier, Hérault, Montpellier, France, 10CHU Strasbourg, Bas Rhin, 
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Strabourg, France, 11CHU Bordeaux, Gironde, Bordeaux, France, 
12CHU Poitiers, Vienne, Poitiers, France, 13CHU Nancy, Meurthe-et-
moselle, Nancy, France, 14CHU Angers, Maine et Loire, Angers, France, 
15CHD Vendée, Vendée, La roche sur yon, France, 16CH Valence, Drôme, 
Valence, France, 17CHU Nantes, Loire Altantique, Nantes, France

Background: Patients with Inflammatory Bowel Disease (IBD), either 
Crohn’s Disease (CD) or Ulcerative Colitis (UC), treated with immu-
nosuppressants and/or biotherapy might have an altered immune re-
sponse to SARS-CoV-2 infection. The aim of this study was to evaluate 
the incidence of COVID-19 in a French cohort of IBD patients treated 
with infliximab or vedolizumab during the first epidemic wave and to 
identify factors associated with the risk of infection.
Methods: All patients with IBD treated with infliximab or vedolizumab 
from March to June 2020 in 16 French centres were included and fol-
lowed for 6  months. At baseline, clinical, demographic, family and 
socio-professional data were collected. At each of their day hospitaliza-
tion, patients reported the occurrence of symptoms of COVID-19, and 
the performance of a diagnostic test, if so. Serum was collected at each 
visit to detect immunisation by SARS-CoV-2 at the end of follow-up 
and to measure trough levels. Peripheral blood lymphocytes (PBLs) 
were frozen at each visit for 50% of patients to further analyse the im-
munological changes associated with COVID-19.
Results: 1079 patients were included (CD n=690, mean age 41.6 years, 
mean disease duration 13.3  years). Clinical and demographic data 
at baseline are detailed in Tables 1 and 2, respectively. 143 patients 
(13.3%) had one or more co-morbidities associated with a risk of se-
vere COVID-19 (hypertension 5.6%, chronic lung disease 5%, diabetes 
2.4%, obesity 0.3%).
Over the 6 months of follow-up, 458 patients (42%) had active disease 
defined by an HBI score >4 or Mayo score >2 and/or treatment op-
timisation (dose increase, shortening of infusion interval, addition 

of an immunosuppressant or change of biotherapy). 111 patients 
(10.2%) received corticosteroids at least occasionally (self-medication 
was not excluded). 341 patients (32%) were tested for COVID-19 by 
nasal swab, of whom 23 were positive. Three patients were hospital-
ized. Regarding serology, in the first 13 centres analysed hitherto (886 
patients), 20 patients were seropositive at the end of follow-up before 
the start of the vaccination campaign (January 2021), i.e. 2.2%, com-
pared to 4.5% in the general population at the same period according 
to Santé Publique France data.
Conclusion: The preliminary analysis of this French cohort confirms 
that patients with IBD are not at higher risk of severe COVID-19 des-
pite the use of biotherapy and repeated hospital stays. This population 
was significantly less infected than the general population. Clinical, 
demographic and immunological factors associated with SARS-CoV-2 
infection are being analysed as well as factors associated with a lower 
incidence of infection compared to the general population.

P208
Enthesopathies in patients with inflammatory 
bowel diseases

G. Gainullina*1, D. Abdulganieva1, E. Kirillova1, A. Odintsova2

1Kazan State Medical University, Hospital Therapy, Kazan, Russian 
Federation, 2Republican Clinical Hospital, gastroenterology, Kazan, 
Russian Federation

Background: Background. The aim of study was to evaluate the enthe-
sis in patients with inflammatory bowel diseases (IBD) and to assess the 
involvement of enthesis in different IBD behavior.
Methods: Methods. 95 IBD pts were prospectively enrolled into the 
study: 55 pts with ulcerative colitis (UC) and 40 - with Crohn’s disease 
(CD). The average duration of the disease was 48 (12; 102) months 
in UC, and 42 (18; 87) months in CD. The severity of UC exacerba-
tion was assessed by the Mayo index, in CD – by Harvey-Bradshaw 
index. In UC, moderate and severe exacerbation was revealed in 40 pts 
(73%), in CD - in 17 (43%). Among 95 pts with IBD, extraintestinal 
manifestations occurred in 67 pts (71%), of which 34 (62%) pts with 
UC and 33 (82%) pts with CD. 70 enthesis were evaluated clinically 
and by US in each pt. The clinical examination included tenderness of 
enthesis, US examination with power Doppler detected inflammatory 
(hypoechogenicity of enthesis, thickening of enthesis, presence of vas-
cularization) and structural (erosion, enthesophyte) changes in enthesis. 
Fisher’s exact test, Spearman’s coefficient and binary logistic regression 
to determine the odds ratio (OR) were used to calculate differences.
Results: Results. The duration of IBD course directly correlated with 
the number of tender entheses (SR = 0.24; p = 0.017), as well as the 
number of enthesophytes (SR = 0.20; p = 0.044). The severity of IBD 
exacerbation and enthesis involvement didn’t have statistically signifi-
cant correlation. However, the inflammatory lesions of entheses (the 
number of erosions with vascularization) correlated with CRP level 
(SR = 0.25; p = 0.01). We also identified a relationship between the 
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presence of extraintestinal manifestations and the enthesis involve-
ment: for example, the presence of at least one extraintestinal mani-
festation increased the likelihood of detecting erosions by 4.77 times 
(95% CI 1.6–13.9, p  = 0.003). The presence of joint pain increased 
the likelihood of detecting erosions of entheses by 3.37 times (95% CI 
1.18–9.65, p = 0.02). Clinical signs of musculoskeletal system involve-
ment (tenderness of enthesises on palpation) significantly increased the 
frequency of enthesitis, including vascularized enthesitis (p = 0.01).
Conclusion: Conclusion. In IBD pts with long disease duration and the 
presence of extraintestinal manifestations, structural (erosion, entheso-
phytes) changes in enthesis were observed significantly more often. The 
frequency of entheses erosions was higher in the presence of pain in 
the joints, and the number of erosions with vascularization with an in-
crease in laboratory markers of inflammation (CRP).

P209
Disproportionate low albumin and high 
neutrophil-to-lymphocyte ratio in small bowel 
adenocarcinoma in long-term Crohn’s disease 
patients

I. Veisman*1,2, A. Oppenheim2,3, Z. Sub laban2,3, A. Kenig4,5,  
O. Ukashi1,2,3, E. Shacham-Shmueli2,6, T. Engel1,2, U. Kopylov1,2,  
S. Ben-Horin1,2, A. Lang1,2

1Sheba medical center- Tel Hashomer, Gastroenterology, Ramat Gan, 
Israel, 2Tel-Aviv university, Sackler school of medicine, Tel Aviv, Israel, 
3Sheba medical center- Tel Hashomer, Internal Medicine A, Ramat 
Gan, Israel, 4Hadassah medical center, Medicine, Jerusalem, Israel, 5The 
Hebrew University, Faculty of medicine, Jerusalem, Israel, 6Sheba med-
ical center- Tel Hashomer, Oncology, Ramat Gan, Israel

Background: Although Crohn’s disease (CD) is a known risk factor for 
small bowel adenocarcinoma (SBA), early diagnosis remains a signifi-
cant clinical challenge with many cases diagnosed inadvertently dur-
ing small bowel resection or biopsies performed for presumed active 
or structuring CD. Identification of biomarkers for SBA may lead to 
early detection and improved prognosis in CD patients. The aim of the 
study was to explore a possible association between two simple labora-
tory values – serum albumin levels and neutrophil-to-lymphocyte ratio 
(NLR) and SBA in CD patients.
Methods: A retrospective case-control study comparing long-standing 
(>10 years) CD patients who have undergone small bowel (SB) resec-
tion with carcinoma detection by histopathology examination, com-
pared with long-standing CD patients who underwent SB resection 
without malignancy detection at a ratio of 1:3 of cases to controls. 
Demographics, disease behavior, NLR, albumin levels and total par-
enteral nutrition (TPN) status during the three months period prior to 
surgery were retrieved and compared between groups.
Results: Forty-two patients with long-standing CD were included 
(11 with SBA and 31 patients without SBA). Median age was 55 
[Interquartile range (IQR) 44–65] in the malignancy group and 37 
(IQR 31–47) in the no-malignancy group (p-value < 0.05). Median 
NLR in the three months prior to surgery was 8.5 (IQR 6.2–31.3) 
in SBA patients and 3.8 (IQR 2.8–5.3) for patients without SBA (p 
< 0.05). Mean albumin levels during the three months period prior 
to surgery were significantly lower among patients with SBA com-
pared with patients without SBA (2.6 ± 0.6 g/dL versus 3.5 ± 0.6 g/dL, 

respectively, p < 0.05), despite SBA patients being treated with TPN for 
significantly longer duration.
Conclusion: CD patients with SBA have statistically significant 
increased NLR and lower albumin compared with surgically treated 
CD patients without SBA. If corroborated by further studies, high NLR 
and disproportionate low albumin levels in long-duration CD patients 
may be useful biomarkers of SBA.

P210
Assessment of disease specific knowledge and 
quality of life among patients with Inflammatory 
Bowel Disease

C. Sequeira*1, I. Santos1, M. Coelho1, C. Teixeira1, J. Mangualde1, 
I. Cremers1, A. Oliveira1

1Centro Hospitalar de Setúbal- Hospital de São Bernardo, 
Gastroenterology, Setúbal, Portugal

Background: Inflammatory bowel disease (IBD) is a chronic inflamma-
tory condition affecting the gastrointestinal tract that leads to a marked 
decrease in quality of life. Patients should develop coping strategies. 
Higher levels of IBD-related knowledge are associated with lower dis-
ease-related helthcare costs and less need for a step-up strategy.
Aims: To determine individual factors influencing the level of patient 
knowledge and whether this has an impact on therapeutic adherence 
and quality of life.
Methods: The IBD-KNOW, Short Inflammatory Bowel Disease 
Questionnaire (SIBDQ) and Morisky Medication Adherence Scale 
(MMAS-8) questionnaires were applied to IBD patients who were 
consecutively assessed at outpatient consultation or day-care hospital. 
Factors associated with higher levels of knowledge about IBD were 
analysed
Results: We included 74 patients (male: 51%; median age: 46 years 
[interquartile range (IQR): 25–67]), 54% (n=40) had Crohn’s 
Disease. The median duration of IBD was 5 years (IQR: 1–16 years). 
Physicians/nurses (n=67) and the internet (n=26) were considered the 
main sources of knowledge. Median IBD-KNOW score was 13 (IQR: 
7–19), the percentage of correct answers was highest in the areas 
of vaccination (78%), epidemiology (43%) and anatomy (27%) 
and lowest in knowledge regarding reproduction (21%), lifestyle 
(21%), physiology (14%) and surgery (14%). Most patients (68%, 
n= 53) know that IBD with several years of evolution is a risk fac-
tor for colorectal cancer and recognize the importance of screening. 
The IBD-KNOW median score was statistically significantly higher 
in patients with previous hospitalisation (p=0.01), bowel surgery 
(p=0.04) and disease with more than 5 years of evolution (p=0.04). 
No differences were identified according to educational level. 
Patients adherent to therapy (MMAS-8=8) did not present higher 
scores (p=0.09) and no positive correlation was found between IBD-
KNOW score and SIBDQ (p=0.415).
Conclusion: A longer duration of disease and previous hospitalisation/
surgery related to the disease were associated with a higher level of 
knowledge. There was no association between quality of life and thera-
peutic adherence and level of knowledge. The authors intend to use this 
analysis to target future promotion of health education programmes to 
address the areas with the greatest knowledge deficits.
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P211
Vaccination against Sars-Cov-2 in IBD patients: 
experience from a single tertiary referral centre

C. Bezzio1, A.D. Guarino1, I. Arena1, C. Della Corte1, M. Devani1, 
G. Manes1, M. Schettino1, E. Sablich1, M. Vernero*2, S. Saibeni1

1Rho Hospital- ASST Rhodense, Gastroenterology Unit-, Rho, Italy, 
2University of Pavia, Department of medical sciences- Gastroenterology 
unit, Santena, Italy

Background: Coronavirus disease 2019 (COVID-19) caused by SARS-
CoV-2 have afflicted millions of people in a global pandemic. Recently 
developed vaccines against SARS-CoV-2 represent one of the most im-
portant tool in limiting widespread of infection. However, it is known 
that vaccination rates in IBD patients are suboptimal. The aim of this 
study was to compare clinical and socio-demographic features of IBD 
patients undergoing or not vaccination against SARS-CoV-2, and assess 
the reasons of who expressed their consent.
Methods: A questionnaire was administered to all consecutive IBD 
contacted by a tertiary referral center for vaccine against SARS-
CoV-2 from April 10th 2021 to May 16th 2021. Comparisons of 
prevalence were assessed by Fisher’s exact test (significance level 
p<0.05)
Results: 475 IBD patients were contacted by phone call: 28 of them 
were not reachable, 98 were already vaccinated. Of the remaining 349 
IBD patients, 324 (92.8%) accepted to be vaccinated while 25 (7.2%) 
refused. The questionnaire was compiled by 248/324 (76.5) of accept-
ing and by 19/25 (76.0%) of refusing patients. Their demographic, so-
cial and clinical features are shown in Table 1. Among the different 
variables, only a previous unwillingness to be vaccinated against influ-
enza was associated with the refuse of vaccine anti-SARS-CoV-2. Age, 
sex, diagnosis, marital status, educational level, employment, previous 
COVID-19 and biologics and/or immunosuppressants were not associ-
ated with the decision to be vaccinated or not.
171 (68.9%) IBD patients have been always pro-vaccine, while the 
others 77 decided after discussion with their own gastroenterologist 
(41, 53.2%), relatives (16, 20.8%), general practitioner (9, 11.7%) or 
according to mass-media (9, 11.7%). The reasons leading to be vacci-
nated were: duty of collective (190, 76.6%), back to the normality (91, 
36.7%) and fear to get sick (71, 28.6%). The possibility to be vacci-
nated in their own IBD Centre was considered relevant by 141 (56.8%) 
IBD patients. After vaccine, 67 (27.0%) reported no concerns; the oth-
ers reported the following: side effects in the short- and long-term (60, 
24.2% and 62, 25.0%, respectively), IBD flare (22 (8.9%), interference 
with IBD medications (19, 7.7%) and inefficacy (18, 7.3%).

Conclusion: The majority of IBD patients accepted to be vaccinated 
against SARS-CoV-2. IBD patients who previously refused vaccine 
against influenza also refused vaccine against SARS-CoV-2. The possi-
bility to be vaccinated in their own IBD Centre and, among undecided 
patients, the gastroenterologist recommendations played a relevant role 
towards the decision to be vaccinated.

P212
The DUBLIN Score is a Useful Tool for Predicting 
Disease Course in Patients with Ulcerative Colitis

J. Doherty*1, R. Stack2, N. O Morain2, D. Mc Namara3, C. Coe2, 
D. Kevans4, G. Doherty2; INITIative IBD research network (www.
initiativeibd.ie)
1St James Hospital, Gastroenterology, Dublin, Ireland, 2Centre for 
Colorectal Disease, St Vincent’s University Hospital & School of 
Medicine- University College Dublin, Dublin, Ireland, 3Tallaght 
University Hospital, Department of Gastroenterology, Dublin, 
Ireland, 4St James Hospital, Department of Gastroenterology, 
Dublin, Ireland

Background: The DUBLIN (Degree of Ulcerative colitis Burden of 
Luminal Inflammation) is a novel simple clinical score of inflammation 
in patients with Ulcerative Colitis (UC) which can be used easily in 
outpatients and at the bedside.
Methods: We sought to validate the clinical utility of scoring UC 
inflammatory burden at diagnosis in predicting disease outcomes 
using the DUBLIN score (DS). We performed a multicentre retro-
spective study of patients recruited to the Genuity medicine IBD re-
search project at three centres. DS at diagnosis was calculated based 
on disease extent and endoscopic severity. Study outcomes were need 
for immunomodulators and/or biologic therapy and need for surgery. 
We also examined the association between DS and FCP, albumin and 
C-reactive protein.
Results: 679 patients with confirmed UC were identified. 291 had data 
allowing calculation of DS at diagnosis (median age 38.9 years, 53% 
male). Median DS was 4 [1–9]. 122 patients were treated with biologic 
therapy during follow-up. Median DS at diagnosis was significantly 
higher in patients requiring biologic therapy compared to those not 
requiring biologic therapy [4 versus 3, p = < 0.001]. Of patients requir-
ing biologic therapy patients with a DS > 3 had a significantly shorter 
time on 1st biologic therapy [2.1 versus 3.9 years, p = 0.005]. There 
was no difference in median DS dependent on immunomodulator use. 
Similarly median DS at diagnosis was significantly higher in patients 
requiring colectomy compared to those not requiring colectomy [6 
versus 4, p = 0.001].
There was a weak positive correlation between both DS and faecal 
calprotectin [correlation coefficient 0.27, p  =  0.001] and C-reactive 
protein [correlation coefficient 0.7, p = 0.01] and a weak negative cor-
relation between DS and albumin level [correlation coefficient -0.22, 
p = 0.04].
Conclusion: Our study validates the clinical utility DS is an accurate 
clinical tool at diagnosis and during a patients’ disease course for 
identifying disease burden. A higher DS correlates with an increased 
need for biologic therapy, need for colectomy and increased bio-
markers of disease activity. This is a useful tool for day to day use 
in clinical practise providing personalised management of patients 
with UC.
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P213
Risk factors associated with NAFLD and liver 
fibrosis in patients with Inflammatory Bowel 
Disease: a prospective cohort study

S.J. Martínez-Domínguez*1,2,3, S. García Mateo1,2,3, B. Gallego Llera3, 
C.J. Gargallo-Puyuelo1,2,3, E. Refaie4, M.T. Arroyo Villarino1,2,3, 
V. Laredo de la Torre1,3, E. Alfambra Cabrejas3, F. Gomollón García1,2,3

1Hospital Clínico Universitario Lozano Blesa, Gastroenterology and 
Hepatology, Zaragoza, Spain, 2University of Zaragoza, School of 
Medicine, Zaragoza, Spain, 3IIS Aragón, IIS Aragón, Zaragoza, Spain, 
4University of Milan, School of Medicine, Milan, Italy

Background: Non Alcoholic Fatty Liver Disease (NAFLD) preva-
lence is increasing quickly all over the world. A higher prevalence has 
been reported in Inflammatory Bowel Disease (IBD) patients. NAFLD 
is associated with increased mortality from liver and cardiovascular 
causes, so defining risk factors is clinically very relevant.
Methods: Consecutive IBD patients ≥ 18 years were evaluated at a refer-
ence center from October 2020 to April 2021, after giving their informed 
consent. They were investigated the presence of NAFLD by hepatic ultra-
sonography and Controlled Attenuation Parameter (CAP) performed by 
two trained gastroenterologists, considering steatosis in case of any de-
gree of ultrasound steatosis or CAP > 245 dB/m. Risk of advanced liver 
fibrosis was considered if transient elastography was ≥ 8 kPa. Patients 
with risk alcohol consumption, secondary causes of steatosis or any 
chronic hepatic disease were excluded. In addition, a blood sample was 
obtained for biochemical parameters, clinical variables were recovered 
prospectively and medical records were reviewed. A descriptive analysis 
was carried out and factors potentially associated with NAFLD and liver 
fibrosis were analysed through logistic regression multivariate analyses. 
For all tests a two-sided p value <0.05 was considered statistically signifi-
cant. The study was approved by local Ethical Committee.
Results: 700 patients (50% women) with a median age of 50 (IQR (40–
60)) years were included. In 377 (53.9%) the diagnosis was Ulcerative 
Colitis and in 323 (46.1%) Crohn´s Disease, the median age at diag-
nosis was 33 (IQR (22–42)) years. 131 (18.7%) had obesity and 238 
(34%) had overweight. The prevalence of NAFLD was 42.57% and the 
prevalence of liver fibrosis was 7.31%.
In multivariate analysis, NAFLD was significantly associated with older 
age (OR (CI 95%) 1.04 (1.02–1.06), p <0.001), obesity/overweight (OR 
(CI 95%) 0.26 (0.17–0.39), p <0.001), waist-to-hit ratio (OR (CI 95%) 
0.32 (0.21–0.48), p <0.001) and absence of active lifestyle (OR (CI 95%) 
2.41 (1.44–4.05), p<0.001). No significant association was found between 
NAFLD and type of IBD, location, extension, pattern or the treatment of 
the disease. Hepatic fibrosis was significantly associated with hyperten-
sion (OR (CI 95%) 0.07 (0.10–0.45), p= 0.006) and surgical reinterven-
tion for IBD (OR (CI 95%) 6.41 (1.06–38.83), p= 0.043) in multivariate 
analysis, without significant association with other comorbidities, type 
and location of IBD or pharmacological treatment.
Conclusion: 

NAFLD is very prevalent in IBD and seems to be associated with the 
same risk factors than in the general population. Screening for NAFLD 
seems warranted in all IBD patients.

P214
Plasma fatty acid binding protein 2, interleukin-10 
and lipopolysaccharides as biomarkers for 
microscopic colitis
K. Vytautas*1, G. Varkalaite2, E. Vaitkeviciute2, J. Arstikyte2, 
J. Skieceviciene2, J. Kupcinskas1

1Lithuanian University of Health Sciences, Department of 
Gastroenterology, Kaunas, Lithuania, 2Lithuanian University of Health 
Sciences, Institute for Digestive Research, Kaunas, Lithuania

Background: The pathogenesis of microscopic colitis (MC) is still 
poorly understood and there are no non-invasive diagnostic mark-
ers to aid in disease diagnosis. Fatty acid binding protein 2 (FABP2) 
is expressed in enterocytes and colonocytes (although to a lesser 
extent) and is released after intestinal injury. Interleukin-10 (IL-10) 
is an anti-inflammatory cytokine that is reduced in inflammatory 
bowel diseases. Lipopolysaccharides (LPS) are bacterial endotoxins 
that promote inflammation and their presence in systemic circula-
tion represents impaired intestinal barrier function. Our aim was 
to investigate these compounds as possible non-invasive diagnostic 
biomarkers for MC and compare their profile between MC and ul-
cerative colitis (UC).
Methods: 63 patients with active MC, 52 healthy controls (HCs), 
43 patients with active and 43 with inactive UC were recruited for 
the study. The presence of active disease was assessed using the 
Hjortswang criteria in MC and Mayo score in UC patients. Plasma 
concentrations of FABP2, IL-10 and LPS were measured using 
Human FABP2/I-FABP Quantikine ELISA Kit (DFBP20; R&D sys-
tems, MN, USA), Human IL-10 Quantikine ELISA KIT (D1000B; 
R&D systems, MN, USA), and Human Lipopolysaccharides (LPS) 
ELISA Kit (CSB-E09945h; Cusabio, China). Statistical significance 
of concentration differences between groups was determined using 
the Mann-Whitney U test.
Results: No significant difference was discovered when compar-
ing the plasma FABP2, IL-10 and LPS concentrations between 
MC patients and HCs. However, FABP2 concentrations were sig-
nificantly lower in the plasma of UC patients, both active (me-
dian 1272 pg/ml, p  =  0,004) and inactive (median 1334 pg/ml, 
p  =  0,001) when compared with MC patients (median 1680 pg/
ml). The difference in FABP2 concentration between HCs (median 
1365 mg/ml) and active or inactive UC patients did not reach stat-
istical significance.
 IL-10 concentrations were significantly lower in patients with active 
UC (median 2,58 pg/ml) than in MC patients (3,89 pg/ml, p = 0,006) 
and HCs (median 4,79 pg/ml, p = 0,005). There was no significant dif-
ference between MC patients or HCs when compared with inactive UC 
patients (median 3,04 pg/ml).
The plasma concentrations of LPS were similar across all the patient 
groups and no significant difference was observed.
Conclusion: Plasma FABP2, IL-10 and LPS did not distinguish MC 
patients from HCs in our study and did not show potential as biomark-
ers. Our results of lower plasma IL-10 concentration in patients with 
active UC show that it could be a useful biomarker for disease activity. 
It is unclear whether the lower plasma concentration of FABP2 in active 
UC patients compared to MC patients is important since neither group 
differed significantly from HCs.
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P215
Correlation between small bowel capsule 
endoscopy and biomarkers in postoperative 
recurrence in Crohn’s Disease

A. Elosua Gonzalez*1, M. Rullan1, S. Rubio2, S. Oquiñena2, 
E. Macías2, I. Elizalde2, M. Vicuña2, M.R. Aznárez2, 
J.F. Juanmartiñena2, A. Borda2, C. Rodriguez2, I. Fernández-Urién2, 
Ó. Nantes2

1Hospital García Orcoyen, Gastroenterology, Estella, Spain, 2Hospital 
Universitario de Navarra, Gastroenterology, Pamplona, Spain

Background: Endoscopic postoperative recurrence (POR) measured 
by the Rutgeert´s score is a strong predictor of clinical recurrence. 
Ileocolonoscopy is the gold standard in the diagnosis of POR by re-
cent guidelines and is recommended within the first 6 to 12 months 
after surgery. After the initial ileocolonoscopy the monitoring is usually 
based on non-invasive test such as fecal calprotectin (FCP), imaging 
studies or small bowel capsule endoscopy (SBCE) since symptoms are 
not reliable of mucosal lesions. Our aim was to evaluate the accuracy 
of FCP and C-reactive protein (CRP) for detection of endoscopic recur-
rence measured by SBCE.
Methods: We included all patients with known CD with previous ile-
ocolonic resection followed in the Inflammatory Bowel Disease Unit of 
Hospital Universitario de Navarra from 01/01/2008 to 31/12/2019 in 
which a SBCE was performed. CRP was considered elevated if >5g/L. 
To avoid bias from disease activity in colon undetectable by SBCE, only 
L1 patients were included in this specific analysis. Sensitivity, specifi-
city, negative predictive value (NPV), positive predictive value (PPV) 
and diagnostic Odds Ratio (DOR) were calculated. Receiver operating 
characteristic curve (ROC) and its area under the curve (AUC) were 
calculated with FCP and CRP.
Results: A total of 113 SBCE procedures were performed for evalu-
ation of POR but only 89 were L1 patients. CRP was available for all 
patients (16.9% elevated) and FCP for 66.3% within 3 months pre-
vious to SBCE. Patients with significant POR had a higher mean CRP 
(4.8 ± 6.6 vs 2.5 ± 5.2, p= 0.017) and FCP (176.3 ± 178 vs 86.3 ± 
132, p= 0.04). Diagnostic performance for detecting ≥i2 in neoterminal 
ileum for CRP was: sensitivity 24.4 %, specificity 89.6%, PPV 66.7%, 
NPV 58.1%, DOR 2.8. Diagnostic accuracy was obtained for FCP lev-
els of 50 µg/g, 100 µg/g, 150 µg/g and 200µg/g and shown on the table.
CRP and FCP had an AUC of 0.7 (95% CI 0.56–0.84) and 0.7 (95% 
CI 0.56–0.84) respectively.

Conclusion: FCP is an accurate surrogate marker of postoperative 
endoscopic recurrence.
The FCP cut-off 100 µg/g appears to have the best overall accuracy.

P216
Effect of the Crohn’s disease exclusion diet (CDED) 
on the fecal calprotectin level in children with 
active Crohn’s disease

M. Matuszczyk*1, M. Meglicka1, A. Wiernicka1, D. Jarzebicka1, 
M. Osiecki1, M. Kotkowicz-Szczur1, J. Kierkus1

1The Children’s Memorial Health Institute, Department of Gastroenterology- 
Hepatology- Feeding Disorders and Pediatrics, Warsaw, Poland

Background: The CDED + PEN (partial enteral nutrition) is a promis-
ing method of nutritional treatment in active Crohn’s disease (CD). An 
increase of fecal calprotectin (FCP) level - a marker of mucosal inflam-
mation – happens to be the first evidence of the Crohn’s disease exacer-
bation, ahead of clinical symptoms, and usually accompanies clinical 
symptoms. In this study we present our own experience with using the 
CDED + PEN in treatment of children with CD and higher FCP level.
Methods: Forty eight children (male/female: 27/21) in age 4–18 years 
(median value = 13.6; IQR=3.7) were treated with CDED + PEN. The 
main inclusion criteria to the study was active CD defined as FCP level 
≥ 250 µg/g. Patients with severe clinical manifestation of CD (PCDAI 
>40) or who started any new concomitant CD’s treatment together with 
the dietary intervention were excluded from the analysis. The PCDAI 
and fecal calprotectin level were assessed at week 0 and 12. The primary 
endpoint was ITT normalization of FCP level that is result< 250 µg/g at 
week 12. Wilcoxon Matched Pairs Test was used for statistical analysis.
Results: The normalization of FCP level was obtained in 35 % (17) of 
children and the minimum 50% decrease of FCP level in 56% (27). The 
reduction of fecal calprotectin level between week 0 and week 12 was statis-
tically significant with median value = 1045 µg/g; IQR=1188 and 363 µg/g; 
IQR=665, respectively (p<0.05). In the group of 29 patients who were not 
in clinical remission (PCDAI≥10) at baseline 16 (55%) obtained clinical 
remission (PCDAI<10) at week 12 and 20 (69%) clinical response defined 
as a drop in PCDAI of at least 12.5 points or PCDAI<10 points. The reduc-
tion of PCDAI between baseline and week 12 was statistically significant 
(median value = 20 points; IQR=7.5 and 5 points; IQR=6.2, respectively 
(p<0.05)). All patients with normal FCP level at week 12 were in clinical re-
mission. In 10 children (21%) the full course of 12 weeks with CDED+PEN 
was not completed or the concomitant therapy had been started before 
week 12 due to the lack of efficacy/ intolerance of nutritional treatment.
Conclusion: The 12-weeks course of treatment with the CDED + PEN 
has a beneficial effect on the fecal calprotectin level in children with 
active CD. Dietary intervention leaded to significant decrease in the 
FCP level in studied group and to the normalization of this parameter 
in every third patient.

P217
Prevalence of COVID-19 in IBD patients treated with 
infliximab and vedolizumab in Croatian tertiary 
center – clinical observation of a case series

V. Domislović*1, M. Brinar1,2, S. Čukovic-Čavka1,2, N. Turk1, 
D. Grgić1, A. Barišić1, M. Jelaković1, Ž. Krznarić1,2

1Clinical Hospital Centre Zagreb, Department of Gastroenterology 
and Hepatology, Zagreb, Croatia, 2University of Zagreb, School of 
Medicine, Zagreb, Croatia

Background: The risk of COVID-19 in patients with IBD is considered 
comparable to general population. However, it has been hypothesized 
that patients on immunosuppressive therapy could be more susceptible 
to SARS-CoV-2, mainly due to well-known association of immunosup-
pressive therapy and increased risk of viral infections. Our aim was to 
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examine the frequency of COVID-19 infection among tertiary center 
IBD patients treated with biological therapy.
Methods: These are descriptive data including IBD patients on bio-
logical therapy which are regularly followed in Croatian referral IBD 
center at the University Hospital Centre Zagreb, Croatia. Patients on 
adalimumab were excluded since they are not regularly followed and 
are receiving therapy at home. SARS-CoV-2 infection was identified 
as RNA positive nasopharyngeal swab. Disease activity was meas-
ured using Harvey-Bradshaw Index (HBI) in CD, partial Mayo score 
(pMayo) in UC, and CRP. COVID-19 was defined as mild as any of the 
symptoms consistent with COVID-19 without shortness of breath, dys-
pnea, abnormal chest imaging and room SpO2>=97%.
Results: Out of total 234 patients on infliximab 15 (6.4%) had COVID-
19, which was the case for 3 out of 48 (6.2%) patients on vedolizumab. 
We have not documented COVID-19 among 67 patients on usteki-
numab and 10 on golimumab. Among infected there were 9 patients 
with CD, 8 UC and 1 IBD unclassified, 61.1% were male and average 
age was 37 (SD 12). All patients had mild clinical picture with symp-
toms lasting around 3 days. Overall, 3 UC patients on infliximab had 
worsening of IBD symptoms (bloody stools and diarrhea) in approxi-
mate time to and after COVID infection (increase of pMayo by >=2 
points) with only 1 patient requiring glucocorticoid therapy. One male 
patient had prolonged post-COVID syndrome in terms of fatigue and 
mild dyspnea over 4 months, but suffered from bronchial asthma. There 
was no difference in HB index, pMayo or CRP before and after COVID-
19 infection (p>0.05). Loss of smell and taste was present 3 patients.
Conclusion: Our analysis was limited to IBD patients scheduled to 
receive a visit; hence it could not represent general IBD population. 
However, according to the results of other studies, we did not gain the 
impression of increased risk of infection or poorer clinical outcome in 
IBD patients on biological therapy. In addition, study from Singh AK 
et al. reported worse outcomes of COVID-19 IBD patients in UC, but 
not on biological therapy, which is also in line with our observation (1).

Reference

1. Singh AK et al. Risk and outcomes of coronavirus disease in patients 
with inflammatory bowel disease: A  systematic review and meta-
analysis. United European Gastroenterol J. 2021;9:159–176.

P218
Accuracy of Ultrasonography in Assessing Disease 
Activity in Pediatric Ulcerative Colitis: Preliminary 
Results of a two-center study

A. Marra*1, F. Terracciano1, F. Bossa1, M.R. Pastore2, A. Marseglia2, 
A. Di Rodi2, M.R. Valvano1, S. Carparelli1, M.A. Ippolito1, 
M. D’Altilia2, D. Ferrara3, F. Esposito3, C. Bucci4, F. Perri1

1IRCCS Casa Sollievo della Sofferenza, Gastroenterology and 
Endoscopy Units, San Giovanni Rotondo, Italy, 2IRCCS Casa Sollievo 
della Sofferenza, Department of Pediatrics, San Giovanni Rotondo, 
Italy, 3AORN Santobono Pausillipon- Pediatric Hospital, Department 
of Radiology, Napoli, Italy, 4AORN Santobono Pausillipon- Pediatric 
Hospital, Emergency Department, Napoli, Italy

Background: Ulcerative colitis (UC) is an inflammatory bowel disease 
involving rectum and colon. Transabdominal bowel ultrasound (TBUS) 
is a non-invasive technique evaluating inflamed colonic segments. 
Previous studies showed optimal concordance between TBUS and en-
doscopy in the colon, but suboptimal in the rectum. Transperineal ultra-
sound (TPUS) of the rectum achieved high agreement with endoscopy in 
adult UC patients. Aim of this study was to assess the accuracy of ultra-
sound in evaluating disease activity in pediatric UC patients by means of 
TBUS and TPUS

Methods: Pediatric UC patients were enrolled in two IBD centers from 
March to November 2021. Disease activity was determined using PUCAI 
score and Mayo Endoscopic Subscore (MES). TBUS and TPUS were per-
formed within a week from endoscopy. MES ≤ 1, bowel wall thickness ≤ 
3mm in the colon and ≤ 4mm in the rectum were defined as remission. 
A concordance analysis comparing endoscopy and US was performed.
Results: Eighteen patients were enrolled with a mean age of 9.1  ± 
4.0 years and a mean disease duration of 2 ± 2.9 years.10 patiens had 
pancolitis, 2 distal colitis, 4 proctitis. Fifteen patients had endoscopic 
active disease (2 mild, 12 moderate and 1 severe), and 3 were in remis-
sion. Good correlation at the Cohen κ-value between endoscopy and 
TPUS was observed (K= 0.68). In the evaluation of colon with TBUS the 
same concordance was found in right (K= 0.64), the transverse (K= 0.75) 
and in the left colon (K= 0.77), while moderate in the sigma (K= 0.55).
Conclusion: If these results will be confirmed in a larger study, the com-
bination of TBUS and TPUS could represent a non-invasive technique 
to assess disease activity in UC children.

P219
Impact of COVID-19 pandemic in patients with 
a first consultation for suspected inflammatory 
bowel disease

L. Ramos Lopez*1, A. Hernández1, M. Carrillo-Palau1,  
A. Hernández-Camba2, I. Alonso-Abreu1, C. Reygosa1, M. Vela2, 
G.E. Rodríguez2, Y. González-Mendez1, C. Tardillo2, L. Arranz2, 
F. Benítez-Zafra1, M. Hernández-Guerra1

1Hospital Universitario De Canarias, Department of Gastroenterology, 
Santa Cruz De Tenerife, Spain, 2Hospital Universitario Nuestra Señora 
de la Candelaria, Gastroenterology, Santa Cruz de Tenerife, Spain

Background: During the COVID-19 pandemic, outpatient activity and 
the performance of complementary tests have been limited in order to 
optimize health care resources in patients with SARS-CoV2 infection 
according to the incidence of cases in each time period. The aim of 
this study was to determine the impact of the measures implemented 
by the COVID-19 pandemic on the diagnosis, initiation of treatment, 
and follow-up of patients referred for suspected inflammatory bowel 
disease (IBD) at different times during the pandemic.
Methods: Retrospective multicenter study comparing three cohorts of 
patients who were referred for evaluation in IBD consultation during 
three time periods: pre-pandemic “pre-COVID19” (pC), from March 
to May 2019; during health alert “alert-COVID19” (aC), from March 
to May 2020; and during a recent post-pandemic alert period “post-
COVID19 alert” (p-aC), from January 2021 to March 2021. All patients 
referred with suspected IBD (“first time” consultation) were included. 
Epidemiological and clinical variables were recorded from the onset of 
digestive symptoms and up to a follow-up of 6 months after consultation.
Results: A total of 114 first-time consultations were recorded: 47 in 
pC (age 45.3, SD 2.6 years; 63.83% female), 24 in aC (age 48.3, SD 
3.3; male 54.2%) and 43 in p-aC (age 44.5, SD 2.4; male 53.4%). 
Significant differences were determined in terms of the reason for con-
sultation between the periods (recent diagnosis of IBD: 25.5% pC vs 
41.7% cD vs 53.5% a-pC; p= 0.03 and suspicion of IBD: 74.5% pC 
vs 58.3% aC vs 46.5% in p-aC; p = 0.03). The diagnosis of IBD was 
confirmed in 44.6% of patients in the pC period, 66.6% in aC and 
67.4% in p-aC, (p=0.06). There were no significant differences be-
tween the three periods in terms of time from suspicion of the disease 
to evaluation at the first visit and time to completion of complemen-
tary tests. However, there were significant differences in the time be-
tween diagnosis and initiation of treatment among the pC group (mean 
1.7, SD 1.05 months), in contrast to 4.36 months (SD 2.03) in aC and 
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3.82 months (SD 1.3) in p-aC (p= 0.05). There were also no differences 
in the management (treatment and request for complementary tests) of 
the sucessive consultation, except for the number of hospital admis-
sions in the six months following the first consultation (5 cases in pC 
vs. no admissions in aC and p-aC,p=0.03).
Conclusion: During the COVID19 pandemic,the ability to diagnose 
patients with IBD has been maintained with no delays in the perform-
ance of complementary tests at participating centers. However, a delay 
in the initiation of treatment that could negatively impact the health of 
IBD patients is currently being maintained.

P220
CROHN’S DISEASE (CD): The predictive value of 
Montreal clinical patterns, and biological treatment 
in a Latin American IBD reference center

A. Sambuelli MD*1, A. Gil1, P. Tirado1, S. Huernos1, S. Negreira1, 
S. Goncalves1, M.J. Rothwain1, I. Candel1

1Bonorino Udaondo Hospital, IBD section - Clinical Department, 
Buenos Aires, Argentina

Background: CD is a potencially disabling condition, with high rate 
of complications and surgical requirement. Biological treatments have 
revolutionized the CD treatment management, but their efficacy and 
predictive factors could be influenced for epidemiological and environ-
mental conditions which should be locally analyzed wordly.
AIMS: to describe by a retrospective study in a Latin American IBD refer-
ence center, clinical features of the CD casuistic, predictive Montreal pat-
terns for surgical risk and efficay of biologs and immunosuppressant drugs.
Methods: Data of CD patients (pts) assisted from 1990-June 2020 (CD 
duration ≥1 yr), categorized by Montreal classification, and by biological 
and IMM treatment in the prevention as first mayor surgery. Clinical pat-
terns were evaluated as predictive factors at the basal time (up to 90 days 
from debut) in: Age at diagnosis (A)A1:≦16yrs, A2:17–40, A3:>40, 
Behavior (B): nonstricturing nonpenetrating (B1), stricturing (B2), pen-
etrating (B3), perianal disease modifier (p), Location (L): L1: ileal, L2: 
colonic, L3: ileocolonic, L4: upper G.I. Incidence rates of surgery and 
preventive treatment efficacy were estimated by a Cox regression model.
Results: 598 CD pts (M 313, F 285) with mentioned available data, CD 
median duration 13.9 yr (IQR 7.1–21.2) were analyzed. Montreal pat-
terns A1: n 93 (15.6%), A2: n 335 (56.0%), A3: n 170 (28.4%), B1: n 
523 (87.5%), B2: n 52 (8.7%), B3: n 23 (3.8%) L1: 52 (8.7%), L2: n 
368 (61.5%), L3: n 176 (29.4%), L4: iUGI: n 2 (0.33%) and L4 com-
bined with L1, L2, L3: n 47 (7.9%) Perianal disease (p) n 286 (47.8%). 
Biologics (before first surgery) in 202 pts, primary non response in 45 pts. 
Major surgery was performed in 304/598 pts (50.8%) Kaplan Meier esti-
mates: Major surgery incidence rate was 5.1 per 100 person/yrs. Median 
survival without surgery: 14.2 yrs. Signifficant variables of Cox model for 
surgery risk were: B1 HR 1 (reference), B2 HR 3.03 (95%CI 2.14–4.29, 
p=0.000), B3 HR 3.27 (95%CI 2.03–5.29, p=0.000), L2 HR 1 (refer-
ence), L1 HR 2.025 (95%CI 1.37–2.99, p=0.000), L3 HR 2.51 (95%CI 
1.95–3.23, p=0.000), A1 HR 1 (reference), A2 HR 1.48 (95%CI 1.05–
2.10, p=0.027), A3 HR 1.89 (95%CI 1.27–2.83, p=0.002), Biologics 
(mainly Anti-TNFs) only induction 1.49 (95%CI 1.005–2.195, p=0.047). 
Induction plus maintenance HR 0.388 (95% CI 0.27–0.55), p=0.000. 
Non signifficant variables involved in the risk for surgery were: gender, 
perianal complication, and IMM treatment.
Conclusion: In our CD population we found: 1) Montreal patterns 
associated with surgical risk (fistulizing and stricturing behaviors), ileal 
and ileocolonic locations, A2, but also A3 (debut beyond 40 yrs). 2) 
Biologics showed a reduction in surgical risk (induction plus mainten-
ance versus only induction).

P221
Association between Irritable Bowel Syndrome-
type symptoms and Ulcerative Colitis: is it real?

A.P. Silva*1, J. Madeira2, M. Sant’Anna1, M.J. Temido1, A. Fernandes3, 
S. Lopes1, A.M. Ferreira1, S. Mendes1, M. Ferreira1,4, M.R. Silva2, 
M.A. Cipriano2, P. Figueiredo1,4, F. Portela1,4

1Centro Hospitalar e Universitário de Coimbra, Gastroenterology 
Department, Coimbra, Portugal, 2Centro Hospitalar e Universitário de 
Coimbra, Anatomy Pathology Department, Coimbra, Portugal, 3Centro 
Hospitalar de Leiria, Gastroenterology Department, Leiria, Portugal, 
4Universidade de Coimbra, Faculty of Medicine, Coimbra, Portugal

Background: The origin of gastrointestinal symptoms compatible with 
irritable bowel syndrome (IBS) in patients with inflammatory bowel 
disease in remission is a challenge. Our aim was to prospectively deter-
mine the relation of IBS symptoms with calprotectin levels (FC), endo-
scopic Mayo score and histologic findings, in patients with ulcerative 
colitis (UC) in clinical remission.
Methods: Patient recruitment was between January – March of 2020 
and November of 2020 - August of 2021 and included consecutive UC 
patients in clinical remission and scheduled for a colonoscopy. Clinical 
remission was defined by a stool frequency ≤3/day with no bleeding, 
ulcerative colitis activity index <4 and serum C-reactive protein lower 
than 1mg/dL. Exclusion criteria were therapeutic with corticosteroids 
over the prior 6 months or initiation of biological agents in the last 
6 months. IBS diagnosis was evaluated by Roma IV criteria (IBS-like 
group). FC level was assessed before colonoscopy and during the exam 
Mayo endoscopy subscore was applied and random biopsies of all seg-
ments of colon and rectum were made to achieve histologic activity 
using Geboes index. This study was approved by Centro Hospitalar e 
Universitário de Coimbra Ethics Committee.
Results: A total of 106 patients (50% women; mean age 51  years 
±14.8) were included. The mean of disease duration was 15.7  years 
(±9.06) and 13 of them (12.3%) had proctitis, 64 (60%) left-sided col-
itis and 29 (27.4%) extensive colitis. Regarding disease activity: mean 
FC was 189.48mg/Kg (±382), endoscopic Mayo score lower than 1 was 
found in 63 patients (59.4%) and Geboes index lower than 1.1 was 
found in 66 patients (62.3%). Rome IV criteria for IBS were fulfilled by 
29 patients (27.4%). The IBS-like group showed FC levels significantly 
higher (303±483mg/Kg vs. 139±319mg/Kg; P<0.05), with greater 
histologic activity (Geboes index >1.1 in 65,5% vs. 27.3%, P<0.05). 
Besides, in the same group (IBS-like group), Mayo endoscopy subscore 
was numerical higher but with no statistical significancy (subscore ≥1: 
55.2% vs. 36.4%; P>0.05).
Conclusion: IBS-like symptoms are common in patients with UC con-
sidered to be in clinical remission. Higher levels of FC and histological 
activity support the idea of the presence of subclinical inflammation 
rather than coexistent IBS.

P222
Raman Spectroscopy in the diagnosis of pIBD: 
experimental study

I. Viola*1, S. Costa1, S. Pellegrino1, G. Acri2, C. Romano1

1University of Messina - “G.Martino” Hospital, Pediatric 
Gastroenterology and Cystic Fibrosis Unit- Department of Human 
Pathology in Adulthood and Childhood, Messina, Italy, 2University of 
Messina - “G.Martino” Hospital, Department of BIOMORF, Messina, 
Italy

Background: Diagnostic delay is a major issue among the paedi-
atric Inflammatory Bowel Disease (pIBD) population because of the 
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association with higher risk of complications and growth failure. At 
present, non-invasive serological and faecal biomarkers lack suffi-
cient sensibility and/or sensitivity to be used as a diagnostic tool in 
clinical practice and none can discriminate between Crohn’s Disease 
(CD) and Ulcerative Colitis (UC). In this setting, new non-invasive 
diagnostic tools with better diagnostic performance are needed.Raman 
Spectroscopy (RS) is a spectroscopic technique that relies on the in-
elastic scattering process of monochromatic light. Through the analysis 
of spectra molecular changes can be identified.The overall objective of 
this study was to explore RS performance as a non-invasive diagnostic 
test in IBD diagnosis.
Methods: RS was applied to the analysis of stool protein extracts in 
pIBD patients and a control group. Being directly in contact with the 
intestine stool can provide information on the bacterial and inflamma-
tory background and represents an excellent sample material to study. 
At our Paediatric Gastroenterology Unit 55 patients (age 0–18) were 
enrolled, 32 cases (20 MC, 2 Very Early Onset-IBD, 9 CU, 2014 Porto 
criteria), 23 controls (functional constipation, irritable bowel syndrome, 
Rome IV criteria). Protein extract from faecal samples (obtained by the 
same kit test used to evaluate faecal calprotectin) were analysed with a 
DXR- Smart Raman Spectrometer (thermos Fisher Scientific, Waltham, 
MA, USA) with a 785 nm diode laser. After obtaining a spectrum the 
analysis focused on the band in the wavenumber range of about 1550–
1750 cm-1 which defines the amide-I vibration modes, deconvolution of 
this band was performed. Ratio of the area of the sub-bands, parameter 
R, was calculated. Receiver Operating Characteristic (ROC) Curve and 
Youden Index (J) were used for statistical analysis.
Results: As represented by the ROC curve R showed a great diag-
nostic accuracy in differentiating between cases and controls, AUC 
0,9389 (0,87-1,00) figure 1. A cut-off value of 1,2 distinguished cases 

from controls with sensibility 0,9 (0,78-0,95), specificity 1 (0,85-1), 
figure 2.
In the group of cases R distinguished CD from UC, AUC 0,83 (0,65-1) 
figure 3. A cut of value of 1,4 distinguished CD from UC with sens-
ibility 1 (0,69-1), specificity 0,83 (0,58-0,96) figure 4.
Conclusion: This is the first application of RS as a non-invasive diag-
nostic tool on stool samples. Preliminary data show that RS may rec-
ognize IBD from non-IBD features, and, what is completely new, it 
can discriminate the two main forms of IBD, CD and UC. Future pro-
spective studies including patients with suspected IBD will help defining 
the diagnostic performance.

P223
Neutrophil to lymphocyte ratio and platelet to 
lymphocyte ratio in patient with intestinal Behçet’s 
disease as a marker of disease activity and 
prognosis

B.W. Jung*1, E.A. Kang1, S.J. Park1, J.J. Park1, J.H. Cheon1, T.I. Kim1, 
J. Park1

1Gastroenterology- Yonsei University College of Medicine, Internal 
medicine, Seoul, Korea- Republic Of

Background: The neutrophil to lymphocyte ratio (NLR) and platelet 
to lymphocyte ratio (PLR) are used as a diagnostic marker, disease ac-
tivity marker, and prognostic marker in patients with Crohn’s disease 
and ulcerative colitis. We aimed to investigate the NLR and PLR as 
a marker of inflammation and prognostic biomarker in intestinal 
Behçet’s disease (BD).
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Methods: A total of 1712 diagnostic tests with 621 intestinal BD 
patients who underwent both blood examination and endoscopic 
examination at the Inflammatory Bowel Disease Clinic of Severance 
Hospital, Seoul, Korea between March 2005 to November 2020 were 
analyzed in our study. We analyzed to identify the independent risk 
factors of the clinical remission (CR) and endoscopic remission (ER). 
Moreover, for 435 patients who underwent a series of blood and endo-
scopic examination, we performed Kaplan-Meier (K-M) analyses to 
identify the NLR and PLR as a marker of prognosis in intestinal BD.
Results: The NLR levels were higher in non-CR group compared 
to CR group (3.3±2.7 vs. 2.0±1.2, p<0.001). The PLR levels were 
higher in non-CR group compared to CR group (192.9±113.8 vs. 
139.6±63.757, p<0.001). The NLR levels were higher in non-ER group 
compared to ER group (2.8±2.2 vs. 2.0±1.3, p<0.001). The PLR levels 
were higher in non-ER group compared to CR group (171.5±171.5 
vs. 136.3±54.4, p<0.001). In the CR group and the ER group, NLR 
and PLR were meaningful indicators for predicting each remission. We 
obtained the cut-off values of NLR(CR group 3.17, ER group 2.53) 
and PLR(CR group 187.28, ER group 124.27). There was a significant 
difference in the duration of CR/ER remission when the NLR/PLR 
high group and low NLR/PLR group were applied with the K-M curve 
based on cut-off.

Conclusion: The NLR and PLR were higher in patients with active 
intestinal BD compared to those with inactive intestinal BD. And the 
NLR and PLR showed a promising role as marker for prediction of 
disease prognosis. Therefore, the NLR and PLR might be effective, 
readily available, and low-cost biomarkers for inflammation in intes-
tinal BD patients.

P224
Deconstructing distress: Stakeholder engagement 
for evidence-based, patient-centered interventions 
for the management of IBD-associated 
psychological distress

C.G. Heisler*1, N. Rohatinsky2, M. Stewart3, M. Vallis4, T. Shepherd5, 
L. Wozney6, C. Cassidy7, B. Currie1, K. Phalen-Kelly8, J. Robar1, 
L. Targownik9, T. Huard10, E. Neil10, J. Jones3

1Nova Scotia Health, Digestive Care & Endoscopy, Halifax, Canada, 
2University of Saskatchewan, College of Nursing, Saskatoon, Canada, 
3Dalhousie University, Medicine- Gastroenterology, Halifax, Canada, 
4Dalhousie University, Medicine- Psychiatry, Halifax, Canada, 5Nova 
Scotia Health, Medicine- Psychology, Halifax, Canada, 6Nova Scotia 
Health, Mental Health and Addictions, Halifax, Canada, 7Dalhousie 
University, School of Nursing, Halifax, Canada, 8Nova Scotia Health, 
Division of Digestive Care & Endoscopy, Halifax, Canada, 9University 
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of Toronto, Medicine- Gastroenterology, Toronto, Canada, 10Nova 
Scotia Health, Nova Scotia Collaborative IBD Program, Halifax, 
Canada

Background: The growing prevalence of Inflammatory Bowel Disease 
(IBD) along with increasing complexity of providing high-quality, 
patient-centered care within a resource-constrained healthcare envir-
onment presents a major challenge. IBD-related psychological distress 
(IBD-PD) is the emotional impact of IBD and is associated with mental 
health disorders, increased disease severity, and premature mortality. 
With estimates of nearly 90% of IBD patients experiencing PD, the 
inability to provide high-quality, person- centered care for IBD- PD 
that is proportionate to clinical need is a significant care gap in the 
Canadian healthcare system. The aim of this project was to generate 
stakeholder-derived data to inform the design and development of 
stepped-intensity, cognitive behavioral therapy-based interventions for 
IBD-PD using evidence-based, patient–centered interventions and im-
plementation strategies.
Methods: Virtual semi-structured interviews were conducted from 
September to October 2021. The interview guide was developed itera-
tively by researchers, IBD care providers, and patient research partners 
and guided by the COM-B Model of Behaviour and the Theoretical 
Domains Framework. Interview questions assessed perceptions, experi-
ences, barriers, and facilitators to accessing IBD-PD care. Adults diag-
nosed with IBD were recruited from academic centers across Canada. 
Interviews were co-facilitated by a researcher and patient research 
partner, audio recorded, and transcribed. Using thematic analysis, 
codes were generated to identify themes using an inductive approach.
Results: As of October 2021, eleven interviews have been completed, 
with data collection ongoing. The mean participant age was 33.5 years 
(range 21–55  years) with 63.6% of respondents identified as female 
(7/11). The majority of participants worked full time (8/11, 72.7%) and 
all had completed at least high school. Diagnoses of Crohn’s Disease 
(7/11, 63.6%) were more common than ulcerative colitis (4/11, 36.4%) 
among the participants. Thematic analyses identified five major themes: 
1) Lack of holistic care and acknowledgement of IBD-PD; 2) System-
level and financial barriers to psychological support; 3) Lack of psy-
chological support from providers with an understanding of IBD; 
4) Preference for individualized virtual-based support; 5) Heavy reli-
ance on informal support structures (caregivers) due to lack of access 
to formal psychological support.
Conclusion: As part of human-centered design, stakeholder engage-
ment is key to understanding behavioral, social, attitudinal, and envir-
onmental barriers and facilitators for accessing IBD-PD care. Interviews 
are ongoing and specific intervention functions will be defined and 
incorporated into patient-centered implementation strategies.

P225
David against Goliath: direct comparison of hand-
held bowel sonography and magnetic resonance 
enterography for diagnosis of Crohn’s disease

A. Rispo*1, P.P. Mainenti2, A. Testa1, R. de Sire1, N. Imperatore1, 
O.M. Nardone1, S. Ricciolino1, M. Patturelli1, O. Olmo1, 
G. Calabrese1, F. Castiglione1

1University Federico II of Naples, Clinical Medicine and Surgery, 
Naples, Italy, 2Biostructures and Bioimaging of the National Council 
of Research, Radiology, Naples, Italy

Background: The diagnosis of small bowel Crohn’s disease (CD) is 
mainly performed by ileo-colonoscopy (IC), while the assessment of 

its extension can be achieved non-invasively by using magnetic res-
onance enterography (MRE) and bowel sonography (BS) in view of a 
very concordant agreement about diagnostic accuracy. More recently, 
hand-held sonography has been used effectively in cardiological and 
orthopaedical diagnostic settings, while data about its use for CD diag-
nosis are still scarce. The aim of this pilot study was to evaluate the 
diagnostic accuracy of hand-held BS (HHBS) in comparison with MRE 
for the diagnosis of CD.
Methods: From September 2019 to June 2021, we prospectively stud-
ied 85 consecutive subjects who attended our third level IBD Unit for 
suspected CD. All patients underwent IC (as gold standard for CD diag-
nosis), HHBS (VScan, dual probe, 5–7.5 MHz; General Elelectric®) 
and MRE in a random order and blind way. MRE was assumed as 
reference standard for defining the extension of small bowel CD. 
Bivariate correlation about CD extension between MRE and HHBS 
was calculated by Spearman’s coefficient (r). To test the consistency be-
tween MRE and HHBS for CD location and complications (strictures, 
abscesses, fistulas) the Cohen’s k measure was applied. A p value of 
0.05 was considered significant.
Results: The diagnosis of small bowel CD was made in 48 out of 85 
subjects (56%), whereas the remaining 37 subjects received a differ-
ent diagnosis. Sensitivity, specificity, positive and negative predictive 
values for CD diagnosis were 87% (95%CI 74–95%), 91% (95%CI 
78–98%), 91% (95%CI 78–96%), 88% (95%CI 77–93%) for 
HHBS (TP 42, TN 34, FP 3, FN 6) and 92% (95%CI 80–97%), 95% 
(95%CI 81–99%), 94% (95%CI 81–98%), 91% (95%CI 85–97%) 
for MRE (TP 44, TN 35, FP 2, FN 4), without significant differences 
(p=N.S.). On the other hand, MRE was superior to HHBS in defin-
ing CD extension (r=0.67; p<0.01) and location (k = 0.81; p<0.01). 
Also, MRE showed a better diagnostic performance than HHBS for 
detecting strictures (k=0.75; p<0.01), abscesses (k=0.68; p<0.01) and 
fistulas (k=0.65; p<0.01).
Conclusion: HHBS and MRE are two accurate and non-invasive proce-
dures for the diagnosis of CD, even if MRE appears to be more sensitive 
in defining the extension, location and intestinal complications. HHBS 
could be used as effective ambulatory (or out-of-office) screening tool 
for selecting the patients to submit to MRE examination because of 
high probability of CD diagnosis.

P226
Nuclear magnetic resonance spectroscopy 
measure of protein glycosylation is a biomarker 
of activity and metabolic complications in 
Inflammatory Bowel Disease

S. García Mateo*1,2, S.J. Martínez-Dominguez1,2, M.C. Aso Gonzalvo1, 
E. Refaie3, B. Gallego Llera1, E. Alfambra Cabrejas1, B. Sanz4, 
N. Amigó Grau5, J. Ribalta6,7, N. Martínez-Micaelo8,  
C.J. Gargallo-Puyuelo1,2, F. Gomollón1,2,9

1University Hospital Lozano Blesa, IBD Unit, Zaragoza, Spain, 2IIS 
Aragón, Digestive Diseases, Zaragoza, Spain, 3University of Milano, 
Medical School, Milano, Italy, 4University Hospital Lozano Blesa, 
Endocrinology Unit, Zaragoza, Spain, 5Biosfer Teslab, Chief Executive 
Officer, Reus, Spain, 6University of Reus, Faculty of Medicine- Lipid 
and Artherosclerosis Unit, Reus, Spain, 7CIBERDEM, Metabolic 
Diseases Unit, Barcelona, Spain, 8Institut de Investigació Sanitaria 
Pere Virgili IISPV, Research Unit on Lipids and Atherosclerosis, Reus, 
Spain, 9University of Zaragoza, Faculty of Medicine, Zaragoza, Spain

Background: Plasma glycoproteins are acute-phase proteins, which can 
contribute to the development of many complex inflammatory diseases 
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as Inflammatory Bowel Disease (IBD). Glycoprotein concentration as 
measured by nuclear magnetic resonance (NMR) spectroscopy has 
been proposed as a biomarker for monitoring activity of IBD, but has 
been also related to metabolic syndrome. Our goal is to further define 
the role of this new biomarker in IBD patients with MAFLD.
Methods: Prospective cohort study of consecutive IBD outpatients 
(Leonnard-Jones criteria, > 1 year) seen at reference centre, was per-
formed from October 2020 to April 2021. Of 947 outpatients, 50 
patients with IBD who met criteria for MAFLD and 50 patients with 
IBD and without MAFLD were matched by sex, age and IBD se-
verity. Every IBD patient was also matched with 4 controls without 
IBD. Patients and controls with a previous diagnosis of CV disease, 
type II diabetes mellitus and under treatment for dyslipidaemia were 
excluded. Serum samples were analysed by NRM Spectroscopy with 
glycoprotein (Glyc-B, Glyc-F and Glyc-A) analysis by Biosfer Teslab, 
Spain. Demographic, clinical, biochemical and anthropomorphic vari-
ables were obtained prospectively in all cases. Wilcoxon Rank-sum test 
was used for comparison between groups with R (v 4.1.1).
Results: A total of 100 IBD patients and 400 controls were included. 
The median age were 51.0 (41–59) years old for each group. There were 
no differences in body mass index (BMI) between groups (26.4 (23.1–
29.9) for IBD and 27.1 (24.4–30.4) for controls p=0.130). Regarding 
IBD patients, 49 (49%) had ulcerative colitis (UC) and 51(51%) 
Crohn’s disease (CD). Both IBD groups (with or without MAFLD) 
were well-matched excepting BMI as expected (table 1). Glycoprotein 
concentrations were significatively higher in IBD when compared to 
controls (table  2, p<0.001). In IBD patients with MAFLD glycopro-
tein concentrations were the highest (p<0.001) with no overlap with 
controls (table 3).

Conclusion: This prospective study confirms that glycoprotein concen-
trations can be a biomarker in IBD and for the first time suggests that 
it can be a very useful biomarker to identify MAFLD.

P227
High prevalence of mental health illness in 
IBD patients with high caregiver burden in the 
developing world: An analysis of risk factors from 
the IBD Emerging Nations Consortium (IBD-ENC)

R. Banerjee*1, P. Pal1, I. Hilmi2, M. Rahman3, T.T. Aye4, N. Joshi5, 
U. Ghoshal6, P. Alavinejad7, K. Peddi8, S. Mudigonda1; Inflammatory 
Bowel Disease Emerging nations Consortium (IBD ENC)
1Asian Institute of Gastroenterology, Gastroenterology, Hyderabad, 
India, 2University of Malaya, Gastroenterology, Kuala Lumpur, 
Malaysia, 3Dhaka Medical College and Hospital, Gastroenterology, 
Dhaka, Bangladesh, 4University of Yangon, Gastroenterology, Yangon, 
Myanmar Burma, 5Nidan Hospital, Gastroenterology, Kathmandu, 
Nepal, 6Sanjay Gandhi Post Graduate Institute of Medical Sciences, 
Gastroenterology, Lucknow, India, 7Ahvaz Jundishapur University of 
Medical Sciences, Gastroenterology, Ahwaz, Iran- Islamic Republic Of, 
8Yashoda Hospitals, Gastroenterology, Hyderabad, India

Background: Mental health is an important yet most neglected part of 
IBD care more so in developing countries.Left unaddressed, psycho-
logical factors can portend worse disease outcomes and poor quality 
of life. Caregiver burden including QOL and coping strategies have not 
been evaluated.
Methods: The study was conducted under IBD ENC (www.ibdenc.
com). Consecutive IBD patients from 8 centers in 6 countries (Nepal, 
Bangladesh, India, Thailand, Myanmar, Malaysia, Iran) were enrolled 
after informed consent. For patients, a proforma including demo-
graphics, disease severity (Harvey Bradshaw Index: HBI- Crohn’s 
disease (CD), Simple Clinical Colitis Activity Index: SCCAI- Ulcerative 
Colitis), Morisky medication adherence scale (MMAS-8), Patient 
Health Questionnaire 9 (PHQ-9) for depression
Generalised anxiety disorder 7 (GAD7) for anxiety, Short inflammatory 
bowel disease questionnaire (SIBDQ) for quality of life (QOL) and IBD 
COPE was used. For caregivers the Zarit Burden Interview (ZBI), the 
Ferrans & Powers QOL index and Brief COPE survey were analysed.
Results: 192 (age 14–79 yrs, median 33, 54% male) IBD patients and 
168 (age 18–70, median-45, 41% male) caregivers were recruited. 
Depression and anxiety were noted in 72% and 67% patients respect-
ively. On multivariate analysis, active disease was associated with 
increased risk of depression (p <0.001,OR-6.7,95%CI-2.8–16.3); 
Risk factors for anxiety were higher education (p=0.002, 
OR-2.17, 95% CI-1.32–3.55), married (p=0.001,OR-6.78, 95% 
CI- 2.27–20.26), comorbidities (p=0.022, OR- 3.9, 95% CI-1.22–
13.12) and active disease (p<0.001, OR-14.2, 95% CI-4.8–41.5). 
Drug adherence was associated with lower risk of depression 
(p=0.001,OR-0.59, 95% CI: 0.43–0.87) and anxiety (p=0.002, 
OR-0.63, 95% CI- 0.47–0.84). Both Depression and anxiety scores 
(PHQ-9 and GAD-7) correlated negatively with QOL (SIBDQ) (r= 
—0.653, p<0.001;r=—0.653, p<0.001). but there was no significant 
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association with good or bad coping scores (IBD COPE). Disease ac-
tivity scores correlated positively with PHQ-9 (r=0.55, p<0.001,CD; 
r=0.52,p<0.001, UC) and GAD-7 (r=0.47, p<0.001, CD; r=0.36, 
p=0.001, UC).66.7% of caregivers reported high care giver burden 
(ZBI score≥ 21)  which correlated with poor QOL (r=—0.373, 
p<0.001). Higher occupational status was associated with lower 
care giver burden (p=0.028,OR-0.88, 95% CI-0.79–0.99). Positive 
reframing and self distraction were the most common adaptive and 
maladaptive coping strategies.
Conclusion: Depression and anxiety is highly prevalent in IBD 
patients in developing countries with high caregiver burden. 
Clinicians need to make assessment of psychiatric comorbidity in 
IBD patients a priority.

P228
Appendiceal Orifice Inflammation Is Associated 
with Lower Rate of Complete Endoscopic 
Remission in Patients with Ulcerative Colitis

C.K. Oh*1, H.H. Lee2, J.S. Kim3, B.I. Lee1, Y.S. Cho1

1Seoul St. Mary’s Hospital- The Catholic University of Korea-, 
Department of Medicine, Seoul, Korea- Republic Of, 2Yeouido St. 
Mary’s Hospital- The Catholic University of Korea-, Department of 
Medicine, Seoul, Korea- Republic Of, 3Eunpyeong St. Mary’s Hospital- 
The Catholic University of Korea-, Department of Medicine, Seoul, 
Korea- Republic Of

Background: Appendiceal orifice inflammation (AOI) is commonly 
considered a skip lesion in ulcerative colitis (UC). However, the clinical 
significance of AOI in UC patients remains controversial. This study 
aimed to evaluate the clinical feature and long-term outcomes of AOI 
by comparing UC patients with and without AOI.
Methods: This study was conducted as a retrospective design of patients 
who were newly diagnosed or referred within 3 months after diagnosis 
at Seoul St. Mary’s Hospital from January 1, 2001 to December 31, 
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2020. All patients underwent index and follow-up colonoscopies. The 
long-term outcomes involved achieving complete endoscopic remission 
(ER), use of biologics, hospitalization, and proximal disease extension. 
Complete ER was defined as Mayo endoscopic subscore 0.
Results: In total, 318 UC patients were included, of which 140 had AOI. 
The baseline characteristics were not significantly different between 
AOI and non-AOI groups. The cumulative risk of complete ER was 
a significant difference between AOI and non-AOI groups (p=0.041). 
The other cumulative risks of disease outcomes were not significantly 
different between AOI and non-AOI groups (use of biologics, p=0.542; 
hospitalization, p=0.795; proximal disease extension, p=0.403). The 
multivariate Cox regression analysis also revealed that AOI was the 
only significant factor of complete ER (hazard ratio, 0.636; 95% confi-
dence interval, 0.446–0.906; p=0.012) in UC patients.
Conclusion: AOI shows a significant association with lower rate of 
complete ER in UC patients. Therefore, a meticulous treatment strategy 
may be recommended to achieve complete ER in UC patients with AOI.

P229
Capsule endoscopy is useful in the diagnosis and 
monitoring of postoperative recurrence in Crohn’s 
disease. Analysis from an 11-year cohort

A. Elosua Gonzalez*1, M. Rullan1, S. Rubio2, I. Elizalde2, 
C. Rodríguez2, M.R. Aznárez2, M. Vicuña2, J.F. Juanmartiñena2, 
I. Fernández-Urién2, Ó. Nantes2

1Hospital García Orcoyen, Gastroenterology, Estella, Spain, 2Hospital 
Universitario de Navarra, Gastroenterology, Pamplona, Spain

Background: Small bowel capsule endoscopy (SBCE) has been pro-
posed as a non-invasive method to detect endoscopic postoperative 
recurrence (POR). To date, few studies with small-sized cohorts have 
evaluated the role of SBCE in monitoring patients with CD in the 
postoperative setting, targeting the early POR (≤ 12 months). Our aim 
was to conduct a retrospective analysis of the performance of SBCE 
in assessing POR comparing three different situations encountered 
in clinical practice: detecting early POR, monitoring for late POR (≥ 
12 months) and assessing response to treatment in patients with pre-
vious endoscopic-POR.
Methods: We included all patients with known CD with previous ile-
ocolonic resection followed in the Inflammatory Bowel Disease Unit of 
Hospital Universitario de Navarra from 01/01/2008 to 31/12/2019 in 
which a SBCE was performed. Patients were divided in three groups 
(early POR, late POR and monitoring POR)
Results: A total of 113 SBCE procedures were included after exclud-
ing 18 cases (13.7%) due to a negative SB patency test. Patients were 
divided in early-POR group (n= 34), late-POR group (n=44) and mon-
itoring-POR group (n=35). A  total of 105 procedures (92.9%) were 
complete and 97 SBCE (85.5%) were considered conclusive since they 
allowed a correct assessment of the neoterminal ileum.
Disease activity in the neoterminal ileum according to the Rutgeert’s 
score is shown in figure  1. SBCE assessment was feasible for early 
(85%) and late (89%) detection of POR but with significant differ-
ences in the results. While in the Early-POR most patients (85%) had 
disease activity in the neoterminal ileum, only 64% of patients assess-
ing late-POR had mucosal lesions (p= 0.03). There was relevant POR 
(Rutgeert’s ≥i2) in 58.8% of the early-POR group compared to 27.3% 
in the late POR (p=0.02).

For patients with previous POR, assessment with SBCE is also feasible 
with conclusive results in 83% of the patients. The predominant score 
was i2 with 26% of the group with similar proportions in the remain-
ing scores (figure  1). Within the Monitoring-POR group, for those 
with previously assessed POR by endoscopy (either ileocolonoscopy or 
SBCE), the Rutgeerts Score improved in 43.5% of patients, worsened 
in 26% and remained unchanged in 30.5%. Overall, 45.7% of patients 
had relevant POR with 60% classified as i2.
No adverse events occurred in our cohort.

Conclusion: SBCE is a safe and effective method to assess the postop-
erative recurrence after an ileocecal resection in the early (≤ 12 months) 
and late setting in clinical practice. SBCE is a safe and effective method 
to assess the response to treatment in patients with previous endoscopic 
POR

P230
Ultrasonography-based and Magnetic Resonance-
based Lémann Index: two sides of the same coin

M. Allocca*1, C. Dell’Avalle2, S. Radice1, C. Bonifacio3, F. Furfaro4, 
A. Zilli1, F. D’Amico1, L. Peyrin-Biroulet5, S. Danese1, G. Fiorino1

1IIRCCS Ospedale San Raffaele and University Vita-Salute San 
Raffaele, Gastroenterology and Gastrointestinal Endoscopy, Milan, 
Italy, 2Humanitas University, Biomedical Science, Pieve Emanuele, Italy, 
3Humanitas Research Hospital, Radiology, Rozzano, Italy, 4Humanitas 
Research Hospital, Gastroenterology, Rozzano, Italy, 5University 
Hospital of Nancy- University of Lorraine, Gastroenterology and 
Inserm NGERE, 1256, Nancy, France

Background: Lémann Index (LI) is a well-established validated index 
to assess cumulative bowel damage in Crohn’s disease (CD). Magnetic 
resonance imaging and colonoscopy are usually used to measure LI. We 
assessed the accuracy of bowel ultrasound in assessing LI and its sensi-
tivity to change in a longitudinal cohort of CD patients, in comparison 
with magnetic resonance imaging.
Methods: We performed a prospective observational study of 60 
patients with active CD. All patients underwent bowel ultrasound, 
magnetic resonance imaging, and colonoscopy at baseline and at 
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reassessment, within 1 year from treatment with biologics (30 patients 
were treated with adalimumab, 22 with ustekinumab, four patients 
with infliximab, and four with vedolizumab). The primary analysis 
was to determine the correlation between magnetic resonance-based 
LI and ultrasonography-based LI, both at baseline and at reassess-
ment. Additional analyses established the magnitude of change in LI 
over time, measured by magnetic resonance imaging and colonoscopy, 
and its correlation with those in LI measured by bowel ultrasound and 
colonoscopy.
Results: The mean values of magnetic resonance-based LI and 
ultrasonography-based LI at baseline were 6.3 (± 4.8) and 6.4 (± 
4.9) respectively, p= 0.39; at reassessment, 5.3 (± 4.6) and 5.5 (± 
4.9) respectively, p= 0.30. No differences were observed according 
to different treatments (Table1). There were significant differences 
between LI assessed at baseline and LI at reassessment, independ-
ently by the imaging tool used for measuring it (p < 0.05). Very 
high correlations were observed between the magnetic resonance-
based LI and ultrasonography-based LI (at baseline, r= 0.964, p 
< 0.0001; at reassessment, r= 0.970, p < 0.0001) (Figure 1). The 
magnitude of change in magnetic resonance-based LI correlated 
with those in ultrasonography-based LI (r= 0.871; p < 0.0001) 
(Figure 1).
Conclusion: LI can be measured by bowel ultrasound alternatively 
to magnetic resonance imaging, without no meaningful change in its 
value.

P231
Emergency Colectomy for IBD Is Not Associated 
with Increased Risk of Postoperative Infection, 
Reoperation or Readmission

T. Connelly1, C. Clancy1, J.Y. Cheong1, X. Jia1, H. Kessler1, 
M. Valente1, S. Holubar MD- MS*1

1Cleveland Clinic, Department of Colon & Rectal Surgery, Cleveland, 
United States

Background: The current literature suggests that IBD patients have worse 
outcomes after emergency surgery when compared to elective surgery. We 
hypothesized that this association will be lost after matching cohorts of 
emergency and elective patients. We aimed to confirm the current emer-
gency IBD surgery literature in a large cohort of unmatched IBD patients. 
We then aimed to determine if postoperative outcomes are worse in 
matched patients undergoing elective vs emergency colectomy.
Methods: We utilized the NSQIP PUF IBD Cohort 2005–2019 to 
assess 30-day outcomes in adult IBD patients undergoing emergency vs 
elective colectomy. Our primary outcome was any complication. Our 
secondary endpoints were readmission, reoperation, and mortality. 
Univariable and multivariable logistic regression models were used to 
examine the association between emergency surgery and complications 
in the unmatched cohort. Propensity-score matching was performed to 
match emergency patients to non-emergency patients on a 1:1 basis. 
A  logistic regression model was used to assign a propensity score to 
each patient using emergency surgery as the outcome. All preopera-
tive and perioperative characteristics were included in the model except 
those with > 20% missing data. The probability of emergency sur-
gery based on these factors was used as the propensity score. A greedy 
matching algorithm was used to find the best controls matches for each 
case. A Love plot was used to show the covariate balance. Conditional 
logistic regression were used to evaluate the association between out-
comes and emergency surgery on the matched sample.
Results: A total of 16,790 patients (15,849 elective, 941 emergency) 
were included in the unmatched cohort analysis. 30-day outcomes in 
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21 categories including length of stay, surgical site infection, sepsis, 
death and cardiovascular, renal and thrombotic complications were 
worse in the emergency cohort (Table 1). After matching, 632 sets were 
constructed. The majority of adverse outcomes demonstrated in the un-
matched cohort lost significance. Only unplanned intubation (OR 2.6, 

p=.006), >48 hours on a ventilator (OR 2.8, p<.001), septic shock (OR 
3.6, p<.001) and any complication (OR 1.3, p=.03) retained signifi-
cance (Table 2).
Conclusion: In concordance with the current literature, we demon-
strated increased rates of postoperative infection, cardiovascular 
and renal complications, reoperation and length of stay in un-
matched groups of IBD patients undergoing emergency vs elective 
surgery. However, the majority of these complications were not 
significantly different after propensity matching. This suggests 
that emergency surgery is not associated with poorer outcomes in 
terms of length of stay, mortality and most morbidities as previ-
ously thought.

P232
Depression and fatigue in active IBD from a 
microbiome perspective - a bayesian approach to 
faecal metagenomics

A. Thomann*1, T. Wuestenberg1, J. Wirbel2, G. Zeller2, P. Thomann3, 
L.L. Knoedler1, M. Ebert1, W. Reindl1

1University Medical Center Mannheim- Medical Faculty Mannheim- 
Heidelberg University- Mannheim- Germany, Department of 
Medicine II, Mannheim, Germany, 2European Molecular Biology 
Laboratory- Heidelberg, Structural and Computational Biology Unit, 
Heidelberg, Germany, 3Center for Mental Health- Odenwald District 
Healthcare Center- Erbach- Germany, Department of Psychiatry and 
Psychotherapy, Erbach, Germany

Background: Extraintestinal symptoms are common in inflammatory 
bowel diseases (IBD) and include depression and fatigue. These are 
highly prevalent especially in active disease, potentially due to inflam-
mation-mediated changes in the microbiota-gut-brain-axis.
The aim of this study was to investigate associations between structural 
and functional microbiota characteristics and severity of fatigue and 
depressive symptoms in patients with active IBD
Methods: We included clinical data of 62 prospectively enrolled 
patients with IBD in an active disease state. All patients were sched-
uled for a change in the therapeutic regime, and completed ques-
tionnaires and collected stool samples before induction of the new 
therapy. Based on taxonomical and functional metagenomic annota-
tions of faecal gut microbiota, we investigated associations between 
bacterial genera/functional (KEGG-)modules and symptom severity 
of self-reported fatigue and depression by means of a bayesian triple 
association approach
Results: Triple associations with moderate to strong evidence were 
found for 3 genera (Odoribacter, Anaerotruncus and Alistipes) and 3 
functional modules (pectin-, glycosaminoglycan- and central carbohy-
drate metabolism) with regard to depression (left), and for 4 genera 
(Intestinimonas, Anaerotruncus, Eubacterium and Clostridiales g.i.s) 
and 2 functional modules implicating amino acid and central carbohy-
drate metabolism with regard to fatigue (right).
Conclusion: This study provides first evidence of a triple association 
between microbiota composition, function and extraintestinal symp-
toms in active IBD. Depression and fatigue were associated with lower 
abundances of short chain fatty acid-producers and distinct pathways 
implicating glycan-, carbohydrate and amino acid metabolism. Our 
results suggest that microbiota-directed therapeutic approaches may 
reduce fatigue and depression in IBD and should be investigated in fu-
ture research
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P233
Efficacy and safety of oral sulfate tablet for the bowel 
preparation in patients with inflammatory bowel 
disease: multicenter randomized controlled study

K.O. Kim1, B.I. Jang*1, Y.J. Lee2, H.S. Lee3, E.S. Kim3, Y.J. Jung4, 
E.Y. Kim5, S.K. Kim3, C.H. Yang1; Crohn’s and Colitis Association in 
Daegu-Gyeongbuk (CCAiD)
1Yeungnam University College of Medicine, Division of Gastroenterology 
and Hepatology- Department of Internal Medicine, Daegu, Korea- 
Republic Of, 2Keimyung University School of Medicine, Division of 

Gastroenterology and Hepatology- Department of Internal Medicine, 
Daegu, Korea- Republic Of, 3Kyungpook National University School of 
Medicine, Division of Gastroenteorlogy and Hepatology- Department of 
Internal Medicine, Daegu, Korea- Republic Of, 4Fatima Hospital of Daegu, 
Division of Gastroenterology and Hepatology- Department of Internal 
Medicine, Daegu, Korea- Republic Of, 5Daegu Catholic University School 
of Medicine, Division of Gastroenterology and Hepatology- Department 
of Internal Medicine, Daegu, Korea- Republic Of

Background: Although high and low volume polyethylene glycol(PEG) 
bowel preparations are recommended for patients with inflammatory 
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bowel disease(IBD) before colonoscopy, sometime it is limited due to 
poor compliance. So, studies regarding novel low volume preparations 
in IBD are need, but, there is limited data. We aimed to evaluated the 
safety, tolerability and efficacy of oral sulfate tablet (OST) by com-
parison with 2L PEG and ascorbate (PEG/Asc) in patients with IBD.
Methods: One hundred ten patients with IBD were enrolled in this sin-
gle-blind, multicenter, non-inferiority study. Patients were assigned either 
2L PEG/Asc or OST to be administered in a split-dose regimen. OST 
patients were administered 14 tablets with more than 1L of free water in 
the evening, and the following morning. Colonoscopies were performed 
by blinded investigators. The primary efficacy endpoint was successful 
bowel cleansing rate, defined as Harefield Cleansing Scale grade A or 
B as evaluated by blinded endoscopist in each hospital. Secondary end-
points included the presence of residual air bubbles. Adverse events and 
laboratory evaluations were monitored to assess safety. Flare up of IBD 
symptoms and mucosa change associated with preparation were also 
evaluated. Tolerability, in terms of taste and degree of resistance to drink 
was assessed with VAS score by interview before colnoscopy. Safety was 
assessed by spontaneously reported adverse events, solicited ratings of 
expected prep symptoms, and laboratory testing.
Results: The cleansing score at all the segment was significantly higher in 
OST group. A high rate of cleansing success was seen with OST (98.1%), 
which was noninferior to 2L PEG/Asc (98.1%). Proportion of patients 
with bubble score 0 was significantly higher in OST than 2L PEPG/Asc 
group (94.5% vs. 50.0%, p<0.001). Satisfaction, in terms of easiness to 
drink (8.2 ± 1.6 vs. 6.0 ± 2.2, p<0.001) and taste(7.0 ± 2.8 vs. 5.4 ± 2.4, 
p=0.002) was significantly higher in OST group. More patients in OST 
group (94.5%) wanted to repeat the same preparation next colonoscopy. 
There was no significant difference in the development of vomiting and 
bloating between group. Aphthous ulcers were noted in the same number 
of patients in both group and symptom flare up were noted in 2 cases 
of OST group (p=1.000). No clinically significant differences were seen 
between preps for renal function and serum electrolyte.
Conclusion: Oral sulfate tablets achieved a high level of cleansing compar-
able with 2L PEG/Asc in patients with IBD. The risk of mucosal change or 
symptom relapse were not higher, on the other hand the degree of satisfac-
tion was higher than 2L PEG/Asc. OST split method could be considered 
as one of the preparation method for patients with inactive IBD.

P234
Remission state in Inflammatory Bowel Disease 
patients on anti TNF or vedolizumab: a confocal 
endomicroscopy study

J.P. Loly*1, S. Vieujean2, C. Reenaers1, C. Van Kemseke1, L. Seidel3, 
J. Somja4, E. Louis1

1CHU Liège, Gastroenterology, Liège, Belgium, 2CHU de Liège, 
Gastroenterology, Liège, Belgium, 3CHU Liège, Division of Biostatistics, 
Liège, Belgium, 4CHU Liège, Pathology, Liège, Belgium

Background: Confocal endomicroscopy is a technique allowing the in 
vivo assessment of the superficial layers of the mucosa, including the 
epithelium, the surrounding connective tissue and blood vessels. Some 
of the features observed by endomicroscopy can’t be assessed by clas-
sical histology. Preliminary studies have already suggested its added 
value in the assessment of endoscopic remission in IBD. However, most 
of these studies were performed on patients still having some endo-
scopic activity. Furthermore, to our knowledge, no study has used 
endomicroscopy to compare the state of remission in IBD patients 
under vedolizumab and anti TNF. Our aim was to disclose persisting 
endomicroscopy anomalies in patients with full endoscopic healing and 
to compare them between vedolizumab and anti-TNF.

Methods: we screened patients with CD or UC treated for more than 
6  months by adalimumab, infliximab, or vedolizumab, and being in 
steroid-free clinical (PRO2) and biological remission (CRP<5  mg/l 
and F Cal <250 microg/g). Confocal endomicroscopy analysis was 
performed in the ileum, right colon, transverse colon, left colon and 
rectum. In each ileal segment, we recorded fluorescein leakage, the pres-
ence of epithelial erosions, gap junction anomalies and vessel diam-
eter. In each colonic segment, we recorded the presence of fluorescein 
leakage, crypt dilatation, vessel diameter, and hypervascularization. 
Patients were prospectively follow-up and clinical relapses (PRO2  + 
one objective marker) were recorded.
Results: 72 CD and UC patients treated by biologic therapy and in clin-
ical remission were screened. 37 of them were also in endoscopic remis-
sion (eMayo=0 in UC and absence of ulcer or erosion in CD) and were 
included in our study. Their treatment were infliximab (n=5), adali-
mumab (n=16), vedolizumab (n=15) and ustekinumab (n=1). We found 
a persistence of residual endomicroscopy anomalies in the different seg-
ments in a substantial number of patients (table 1). These persisting 
abnormalities were not significantly associated with any demographic 
or clinical characteristics including the treatment (anti-TNF or vedoli-
zumab), nor with histologic parameters (almost all patients were in 
histologic remission), levels of CRP or F Cal.
The average follow-up time was 33.4 (+/- 9.5) months. Among the 37 
patients, 7 (18.9%) relapsed. The risk of relapse was not associated 
with any clinical, biological, histologic or endomicroscopy factor.

Conclusion: Despite endoscopic, biological and even histologic remission, 
we found a high prevalence of endomicroscopic abnormalities, which 
were not different between anti-TNF and vedolizumab treated patients. 
The clinical significance of these anomalies remains to be clarified.

P235
The natural history of COVID-19 in vaccinated 
Inflammatory Bowel Disease patients

N. Viazis*1, A. Theodoropoulou2, E. Zampeli3, K. Karmiris2, 
M. Tzouvala4, G. Bamias5, I. Koutroubakis6, C. Liatsos7, 
K. Koustenis1, C. Veretanos1, E. Papathanasiou3, E. Zacharopoulou4, 
G. Tribonias4, V. Kitsou5, I. Drygiannakis6, S. Michopoulos3, 
G. Mantzaris1

1Evangelismos Hospital, Gastroenterology, Athens, Greece, 2Venizeleio 
General Hospital Heraklion- Crete, Gastroenterology, Heraklion, 
Greece, 3Alexandra General Hospital, Gastroenterology, Athens, 
Greece, 4General Hospital Nikaias Piraeus AgiosPanteleimon, 
Gastroenterology, Athens, Greece, 53rd Academic Department of 
Internal Medicine- National and Kapodistrian University of Athens- 
Sotiria Hospital, Gastroenterology Unit, Athens, Greece, 6University 
Hospital of Heraklion- Crete, Gastroenterology, Heraklion, Greece, 
7401 General Army Hospital- Athens, Gastroenterology, Athens, Greece

Background: Patients with Inflammatory Bowel Disease (IBD), especially 
those on immunosuppressive (IMS) treatment should be vaccinated against 
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SARS-CoV-2 to prevent hospitalization, mechanical ventilation, and death. 
However, IMS may adversely affect vaccination, raising concerns as to how 
vulnerable these patients are to break through COVID-19 infections. Thus, 
we aimed to assess the proportion of IBD patients who despite complete vac-
cination developed COVID-19, as well as the course of the infection.
Methods: This study was an initiative of the Hellenic Group for the 
study of IBD which involved seven IBD referral Centers. Patients 
attending these Centers who reported a COVID-19 infection at least 3 
weeks after vaccination completion were asked to complete an on-line 
anonymous questionnaire which included patient demographics and 
IBD clinical and therapeutic data, a detailed vaccination history, and 
the course and outcome of COVID-19, especially the need for hospi-
talization, oxygen supply, and admission to ICU. In patients with grave 
outcome information was sought by family members
Results: On estimate, 2940 patients reported full vaccination (Pfizer vac-
cine) in the 7 centers. Between 1st May 2021 and 30th October 2021, 46 
(1.5%) fully vaccinated IBD patients reported COVID-19 infection [25 
male, 32 CD, 14 UC, mean (SD) age 40.8 (13.7) years, mean (SD) IBD 
duration mean, 11.2 (10.8) years]. Five patients were receiving 5-ASAs, 
2 corticosteroids, 5 azathioprine/methotrexate, 23 anti-TNFs as mono-
therapy and 3 in combination with azathioprine/methotrexate, and 1 
with corticosteroids, 3 vedolizumab and 1 each ustekinumab, tofacitinib 
and rizakinzumab at the time of COVID-19 diagnosis; one patient was 
receiving no treatment. IBD was in remission in 37/46 patients (80.4%). 
Comorbidities were seen in 21 patients (thyroid disease 11; diabetes mel-
litus 2; hypertension 2; psoriasis 1; prior breast cancer 1; spondyoartrop-
athy 2; dyslipidemia 1; and PSC 1 patient). The mean (SD) time between 
last vaccination dose and infection was 3.2 (1.4) months. Overall, 40 
(86.9%) patients reported mild constitutional and respiratory symptoms, 
4 (8.7%) were asymptomatic and only 2 patients (4.3%) required hospi-
talization which was uneventful in both. None needed high flow oxygen 
supply or ICU admission, and none reported symptoms of long COVID. 
No deaths were reported by patient relatives. IBD medications were 
stopped in 21 patients (45.6%) during the COVID-19 infection.
Conclusion: A minority of fully vaccinated IBD vaccinated patients 
developed COVID-19 which was relatively mild and uneventful. These 
results reinforce the importance of vaccination especially in vulnerable 
populations.

P236
Interobserver reliability of the Nancy index 
for ulcerative colitis: An assessment of the 
practicability and ease of use in a single-centre 
real-world setting

H.D. Le1, T. Pflaum2, S. Sari1, F. Bretschneider1, S. Nikolaus1, 
A. Lassen1, S. Schreiber1, K. Aden*1, C. Roecken2

1University Medical Center Schleswig-Holstein Kiel, Department of 
Medicine I, Kiel, Germany, 2University Medical Center Schleswig-
Holstein Kiel, Institute of Pathology, Kiel, Germany

Background: Histological disease severity assessment in ulcerative colitis 
has become a mainstay in clinical endpoints definition (“histologic remis-
sion”) in clinical trials of ulcerative colitis (UC). Among the several scores 
that were developed for the microscopical assessment of disease activity, 
the Nancy index (NI) stands out for the least amount of work load due 
to the lowest number of scoring items. To which extent histologic assess-
ment using NI is affected by interobserver reliability in the real word 
setting, is poorly understood. We therefore performed a single-center 
retrospective analysis of NI assessment in patients with ulcerative colitis.
Methods: We retrospectively evaluated in two independent cohorts 
with a total of n=1085 of biopsy samples (sigmoid, rectum) taken from 

547 clinically diagnosed UC patients, who underwent colonoscopy be-
tween 2007 and 2020. Cohort #1 consisted of 637 biopsies from 312 
patients, Cohort #2 consisted of 448 biopsies from 235 patients. The 
NI of these samples were assessed by two blinded pathologists with a 
different amount of pathological experience. After each cohort a con-
sensus conference was held where samples that were rated with differ-
ent NI grades were re-assessed, and a consensual score was given by 
both observers. We evaluated interobserver reliability and differences 
in the amount of the several grades of the NI rated by the observers.
Results: The interobserver-agreement of the NI was very-good after the 
assessment of the 1085 samples (κ = 0,687 [95%-CI: 0,653-0,720]). An 
improvement of the interobserver-agreement was found with growing 
numbers of samples evaluated by both observers (1st cohort: κ = 0,659 
[95%-CI: 0,615-0,704]; 2nd cohort: κ = 0,726 [95%-CI: 0,675-0,776]). 
The biggest number of differences were in NI grade 1 (observer 1: 
n=128; observer 2: n=236). The smallest number of differences were in 
NI grades 0 (observer 1: n=504; observer 2: n=479) and 3 (observer 1: 
n=71; observer 2: n=66). After a consensual score was given the larg-
est part of grades were NI grade 0 (n=504) followed by NI grade 2 
(n=309). The least number of samples were given NI grade 3 (n=62). 
Average time for scoring was less than 2 minutes.
Conclusion: The NI represents an easy-to-use index with very high 
interobserver reliability to assess the histological disease activity of UC 
patients in a real-world setting. Though further improvements of the NI 
regarding stricter classifications of the several grades need to be done to 
improve the practicability of the index. While NI grades 0 and 3 having 
a very high level of agreement between the observers, NI grade 1 has a 
lower agreement-level. This highlights the clinical need to specify histo-
logical characteristic leading to NI grade 1.

P237
Proteomic analyses do not reveal subclinical 
inflammation in fatigued patients with quiescent 
Inflammatory Bowel Disease

A.R. Bourgonje*1, S.J. Wichers1, S. Hu1,2, H.M. van Dullemen1, 
M.C. Visschedijk1, K.N. Faber1, E.A.M. Festen1, G. Dijkstra1, 
J.N. Samsom3, R.K. Weersma1, L.M. Spekhorst1,4

1University of Groningen- University Medical Center Groningen, 
Gastroenterology and Hepatology, Groningen, The Netherlands, 2University 
of Groningen- University Medical Center Groningen, Genetics, Groningen, 
The Netherlands, 3Erasmus University Medical Center, Pediatrics- Division 
of Gastroenterology, Groningen, The Netherlands, 4Medisch Spectrum 
Twente, Gastroenterology and Hepatology, Enschede, The Netherlands

Background: Fatigue is a common and clinically challenging symptom 
in patients with inflammatory bowel diseases (IBD). While fatigue 
occurs most often in patients with active disease, up to 50% of patients 
with quiescent disease still report significant fatigue of unknown aeti-
ology. Here, we aimed to investigate whether fatigue in patients with 
quiescent IBD is reflected by circulating inflammatory proteins, that in 
turn might reflect ongoing subclinical inflammation.
Methods: Ninety-two (92) different inflammation-related proteins were 
measured in plasma of 350 patients with quiescent IBD (188 Crohn’s 
disease [CD]; 162 ulcerative colitis [UC]). Quiescent IBD was defined 
as clinical (Harvey-Bradshaw Index [HBI] <5 or Simple Clinical Colitis 
Activity Index [SCCAI] <2.5) and biochemical remission (C-reactive 
protein [CRP] <5  mg/L) at time of sampling. Fatigue severity was 
assessed on a visual analogue scale (VAS).
Results: None of the analysed plasma proteins were differentially 
abundant between mildly (1st quartile, Q1) or severely (4th quartile, 
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Q4) fatigued patients under a false discovery rate of 10%. Considering 
nominal significance (P<0.05), however, leukemia inhibitory factor re-
ceptor (LIF-R) concentrations were inversely associated with severe fa-
tigue, also after adjustment for confounding factors (P <0.05) (Figure 
1). Although solely LIF-R showed weak ability to discriminate between 
mild (Q1) and severe (Q4) fatigue (area under the curve [AUC]=0.61, 
95% CI: 0.53–0.69, P<0.05), a combined set of the top seven (7) 
fatigue-associated proteins (LIF-R, vascular endothelial growth factor-
A [VEGF-A], glial-derived neurotrophic factor [GDNF], interleukin-20 
receptor subunit alpha [IL-20RA], Delta and Notch-like epidermal 
growth factor-related receptor [DNER], T-cell surface glycoprotein 
CD5 [CD5], and extracellular newly identified receptor for advanced 
glycation end-products binding protein [EN-RAGE], also known as 
protein S100-A12, all P<0.10) was observed to have reasonable dis-
criminative performance (AUC=0.82 [95% CI: 0.74–0.91], P<0.01).
Conclusion: Fatigue in patients with IBD is not clearly reflected by dis-
tinct circulating inflammatory protein signatures, which suggests that 
subclinical immune activation as defined by the studied panel of in-
flammatory proteins could not be detected. Reduced shedding of the 
LIF-R protein could be related to fatigue in IBD through modification 
of the oncostatin-M (OSM) signaling pathway, or through induction 
of pro-inflammatory phenotypes of T-cells, macrophages, or neural 
cells. Future studies are warranted to investigate other proteomic or 
metabolic markers that may accurately reflect fatigue in quiescent IBD, 
which might represent alternative pathophysiological pathways.

P238
Symptom burden and indolent disease in newly 
diagnosed patients with ulcerative colitis and Crohn’s 
disease - a Copenhagen IBD Inception Cohort Study

M. Attauabi*1,2,3, G.R. Madsen1,3, F. Bendtsen1,3, R. Wilkens1,3, 
J.F.K.F. Ilvemark2, K. Theede1,3, T. Boysen1,3, J.T. Bjerrum2, 
J.B. Seidelin2, J. Burisch1,3

1Copenhagen University Hospital- Hvidovre, Gastrounit- Medical 
Section, Hvidovre, Denmark, 2Herlev Hospital- University of 
Copenhagen, Department of Gastroenterology and Hepatology, Herlev, 
Denmark, 3University of Copenhagen- Hvidovre Hospital, Copenhagen 
Center for Inflammatory Bowel Disease in Children- Adolescents and 
Adults, Hvidovre, Denmark

Background: The early course of ulcerative colitis (UC) and Crohn’s 
disease (CD) is difficult to predict, particularly regarding identifying 
patients for whom an indolent course might be expected. Therefore, 
we aimed to investigate the initial course of UC and CD and clinical 
predictors hereof in a generalizable population-based inception cohort.
Methods: We initiated a prospective population-based inception cohort 
of newly diagnosed patients with UC and CD between May 1st, 2021 
and November 1st, 2021, according to the Copenhagen IBD Criteria 
within the geographical uptake area of Hvidovre University Hospital 
and Herlev University Hospital. All patients were examined system-
atically by IBD specialists at diagnosis using endoscopy, magnetic res-
onance (MR) enterography, and patient-reported measures including 
Simple Clinical Colitis Index (SCCAI) and Harvey-Bradshaw Index 
(HBI) for UC and CD, respectively. Indolent disease presentation was 
defined as the absence of UC or CD-related hospitalization, surgery, or 
decision to start steroid, immunomodulator, or biologic therapy within 
three months of follow-up. In addition, well-recognized predictors 
of long-term disease course of UC and CD were a priori defined and 
implemented in a univariate logistic model, and factors with a p-value 
smaller than 0.10 were included in the multivariate model.
Results: The study included 63 adult patients with UC and 50 with CD. 
At diagnosis, 23 (36.5%) and 13 (26.0%) patients with UC and CD 
were in clinical remission according to their SCCAI or HBI score, respect-
ively (Table 1). The symptomatic disease burden is outlined in Table 2–3. 
Interestingly, well-recognized risk factors for the long-term disease course 
of UC and CD, including disease extent, behavior, baseline endoscopy, 
MR enterography, and serologic data, did not predict the initial disease 
course in a multivariable analysis (Table 4). However, C-reactive protein 
<10 mg/L were associated with an indolent course of UC (adjusted odds 
ratio=6.2 (95% confidence interval 1.3–38.9), p=0.03).
Conclusion: The preliminary data from the ongoing prospective pop-
ulation-based cohort study indicate that very heterogenous disease 
course patterns might be experienced very early. As initial disease con-
trol is considered critical for long-term outcomes, this study highlights 
the inapplicability of long-term predictors for the short-term disease 
course. It emphasizes the need for further development of simple clin-
ical tools or biomarkers for early patient stratification.
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P239
Ulcerative Colitis Index of Severity is a better 
predictor of histologic activity than Mayo 
endoscopic subscore, an Asian cohort study in 
ulcerative colitis

S. Tay*1, K.K.J. Teh1, L.M. Wang2, M. Tan1

1Singapore General Hospital, Gastroenterology and Hepatology, 
Singapore, Singapore, 2Changi General Hospital, Pathology, Singapore, 
Singapore

Background: Targets of therapy in ulcerative colitis (UC) have 
undergone a shift from clinical remission to endoscopic healing 

(EH). Recent STRIDE II guidelines1 have recommended stricter 
criteria for EH, Ulcerative Colitis Index of Severity (UCEIS) ≤1 or 
Mayo endoscopic subscore (MES)=0, with histologic healing (HH) 
as an adjunctive endpoint. We aim to ascertain the strength of cor-
relations between EH and HH using validated indices in an Asian 
cohort.
Methods: A single-centre cohort study was performed in a tertiary 
centre. Patients with a diagnosis of UC were prospectively enrolled into 
a database from January 2017 to June 2020. Patient demographics, 
clinical classification, endoscopic and histological assessments were 
collected retrospectively and analysed. Endoscopic scores in the worst 
affected segments by two independent gastroenterologists. Histological 
activity was assessment by a single gastrointestinal histopathologist 
using the Nancy Histological Index (NHI). Analysis was done using 
SPSS v23. Spearman correlations between UCEIS, MES and NHI was 
performed.
Results: A total of 88 patients with UC were enrolled (Figure 1). Seven 
patients were excluded as no biopsies were done during endoscopy. 
Analysis was done for 163 pairs of endoscopy and histology. The distri-
bution of UCEIS, MES and NHI scores for all endoscopies are shown 
in Figure 2. Both MES and UCEIS had modest correlations with NHI 
but UCEIS had a stronger correlation to NHI (r=0.640, p<0.01) than 
MES (r=0.538, p<0.01) (Figure 3). When evaluating patients in EH 
(UCEIS≤1 or MES=0), both endoscopic scores had similar distribution 
of NHI scores (Figure 4a & 4b). Despite appearing to be endoscopically 
inactive, more than half of patients had histologically active disease, 
with NHI≥2 (14/27 [51.8%] in the UCEIS≤1 group, 9/17 [52.9%] in 
the MES=0 group). When using the older definition of EH (MES≤1), 
49 of 66 patients (74%) had histologically active disease with NHI≥2 
(Figure 4c).
Conclusion: UCEIS ≤1 is slightly more predictive of HH than MES=0 
but endoscopic correlation with HH is poor. Biopsies should still be 
performed if HH is a desired treatment outcome. The more stringent 
criteria change for EH in STRIDE II from MES≤1 to MES=0 results in 
higher rates of HH.

Reference

1. Turner D, et al.; International Organization for the Study of IBD. 
STRIDE-II: An Update on the Selecting Therapeutic Targets in In-
flammatory Bowel Disease (STRIDE) Initiative of the International 
Organization for the Study of IBD (IOIBD): Determining Thera-
peutic Goals for Treat-to-Target strategies in IBD. Gastroenterology. 
2021 Apr;160(5):1570–1583.
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P240
Influence of Covid-19 infection in patients with 
inflamatory bowel disease with biological and no 
biological therapy

M. Herrador Paredes*1, M.C. Fernández Cano1, 
A.D. Sánchez Capilla1, M.D.M. Martín Rodrírguez1, 
M.J. Cabello Tapia1, E. Redondo Cerezo1

1Virgen de las Nieves University Hospital, Gastroenterology 
Department, Granada, Spain

Background: Inflammatory bowel disease (IBD) patients undergoing 
treatments that act on the inmune system and present an increased 
risk of infections. For this reason, we could consider that these patients 
may have an increased risk of severe SARS-CoV-2 infection, however, 
it remains unclear. We aimed to analyze the cumulative incidence, the 
severity of the infection and its influence on the natural history of IBD 
in patients under biological treatment and also evaluating the possible 
differences with another group without these therapy.
Methods: Retrospective observational study about our IBD patients 
followed from March 2020 to January 2021 divided into two groups: 
patients on treatment with biological drugs (anti-TNF, vedolizumab, 

ustekinumab and tofacitinib) and patients without biological drugs 
(thiopurines or 5-ASA). We evaluated: the cumulative incidence in 
10 months for COVID-19 in the 2 cohorts; clinical variables considered 
risk factors for the infection, the infection severity and influence on the 
course of IBD employing Harvey-Bradshaw index in Crohn´s disease 
and Mayo partial index in ulcerative colitis before and after infection.
Results: It collected 755 IBD patients. 89 were infected by SARS-
COV-2, 43 in the biological group and 46 in non biological group. 
The cumulative incidence in 10 months was 10.85% in the first group 
(figure 1) and 12.81% in the second group with no significant differ-
ences. We verified comparability of the groups discarded the existence 
of statistical differences in all of the risk factors (sex, age, hypertension, 
diabetes, dyslipidemia, cardiovascular disease and BMI). In most cases, 
the infection was mild (94.4%) and the required treatment was symp-
tomatic in 86.4% of the total (Figure 2), without significant differ-
ences between groups. Pneumonia was diagnosed in 5 patients, whose 
required hospital admission (3 belonged to the biological group and 2 
to the other). The maximum respiratory support required was FIO2 
36%, no patient required admission to ICU and there were no deaths. 
Additionally, the course of IBD was not affected because of COVID-19, 
considering no significant differences were observed in clinical scores 
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in each group before and after infection, even taking into account 14 
patients discontinued biological therapy temporarily during infection.

Conclusion: Our study suggests that IBD patients under biological 
therapy do not have an increased incidence of SARS-COV-2 infection 
and also do not have a higher risk of severe disease than IBD patients 
without this therapy. Furthermore, COVID-19 does not affect the nat-
ural history of IBD. These data go in the same direction as those pub-
lished to date, however, we need multicentre registries with a larger 
sample size in the future

P241
Advantages of a fully automated 
chemiluminescent method for therapeutic drug 
monitoring (TDM) of anti-TNFα in patients with 
Inflammatory Bowel Diseases

A. Cifù1, M. Marino*2, R. Sablich3, M. Carletti4, N. Blasone4, 
S. Milloch4, F. Curcio1, M. Fabris4

1University of Udine, Department of Medicine DAME, Udine, Italy, 
2Azienda Sanitaria Universitaria Friuli Centrale ASUFC, Clinic of 
Gastroenterology, Udine, Italy, 3Azienda Sanitaria Friuli Orientale 
ASFO, Clinic of Gastroenterology, Pordenone, Italy, 4Azienda Sanitaria 
Universitaria Friuli Centrale ASUFC, Institute of Clinical Pathology, 
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Background: In recent decades, biological drugs targeting anti-tumour 
necrosis factor-α (TNF-α) have represented the cornerstone in the treat-
ment of inflammatory bowel diseases. Currently, anti- TNF-α repre-
sents a breakthrough in patient care. However, 20–50% of patients 
experience primary or secondary loss of response. This may be due to 

pharmacodynamic and/or pharmacokinetic issues, resulting in subther-
apeutic drug concentrations, frequently related to the development of 
anti-drug antibodies (ADA).
In this context, therapeutic drug monitoring (TDM) is essential to 
patients’ management in order to pinpoint the basis of reduced effi-
cacy. Indeed, a fast and reliable assessments of TDM is mandatory 
to allow rapid intervention, to avoid toxicity and improve treatment 
efficacy.
In this study we assess the analytical performance of a novel fully auto-
mated chemiluminescent assay in measuring biological drugs levels and 
ADA serum concentration and to compare its performances to the cur-
rent diagnostic method (ELISA).
Methods: Serum levels of biological drugs (Infliximab and Adalimumab) 
and their respective ADA were measured in twenty infliximab (IFX)-
treated IBD patients and twenty adalimumab (ADL)-treated IBD 
patients using both the Promonitor® ELISA kits (Grifols) and the 
i-TRACKER chemiluminescent (CLIA) kits (Theradiag
Results: The CLIA method is a random-access platform that allows 
the continuous loading of samples, while the ELISA is a time-con-
suming manual method to be planned in advance to reduce expenses. 
Actually, in our laboratory is performed only twice a month. A very 
good correlation was observed both for Infliximab (Spearman 
r=0.9695, 95%CI  =  0,92-0,99, p<0.0001) and Adalimumab serum 
levels (Spearman r=0.9476, 95%CI  =  0,86-0,98, p<0.0001). Among 
the patients with undetectable IFX serum levels, 6/8 (75%) resulted 
ADA positive by ELISA versus 8/8 (100%) by CLIA. Moreover, CLIA 
disclosed very high ADA concentration in 3 samples compared to bor-
derline results by ELISA. Regarding ADL, all the 9 patients with un-
detectable serum levels presented similar ADA concentration as tested 
with ELISA or CLIA.
Conclusion: In conclusion, the i-TRACKER CLIA Infliximab and 
Adalimumab assays showed a very good correlation for serum-
based drugs level quantification as compared to the related ELISA 
methods. Furthermore, a good agreement was observed for ADA 
analysis, with a higher sensitivity against anti-IFX antibodies by 
CLIA compared to ELISA. Our data clearly highlighted that a fully 
automated assay for TDM would certainly reduce costs and signifi-
cantly improve the management of IBD patients in terms of a shorter 
turn-around time.

P242
Latent Tuberculosis: frequency of occurrence and 
effect on clinical, laboratory, endoscopic and 
morphological activity of the course Inflammatory 
Bowel Diseases

G. Babayeva-Sadigova*1,2, U. Makhmudov3, G. Asadova1,4, 
F. Quliyev4, T. Samadova1,4, O. Mirzazade1, A. Hasanova1; IBD
1Azerbaijan State Advanced Training Institute for Doctors named 
after A.ALIYEV., department of therapy, Baku, Azerbaijan, 2Memorial 
Klinik, department of therapy and gastroenterology, Baku, Azerbaijan, 
3Modern Hospital, departament of gastroenterology and endoscopy, 
Baku, Azerbaijan, 4National Center of Oncology, department of 
Invasive Diagnosis and Therapy, Baku, Azerbaijan

Background: Early diagnosis of tuberculosis remains challenging due to 
the nonspecific clinical manifestations that can mimic other gastrointes-
tinal diseases and range from acute to chronic abdominal disease. In 
recent decades, latent tuberculosis (LTI) has been of particular interest. 
Patients with inflammatory bowel disease (IBD) are at risk of contract-
ing tuberculosis.
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Aim: to identify the incidence of LTI in patients with IBD and its effect 
on the clinical, laboratory, endoscopic and morphological activity of 
IBD.
Methods: The study included 350 patients with IBD, who were moni-
tored and a group of patients (188 people (UC = 80, CD = 101, MC = 7) 
who did not respond / or poorly respond to basic IBD therapy were 
identified. In this group, the determination of the quantiferon test was 
carried out. To achieve this goal, two main hypotheses were considered: 
assessment of IBD-associated and systemic vascular lesions (h/s CRP, 
platelet count, homocysteine, vit D, urine albumin, fecal calprotectin 
and lactoferrin; α-TNF, IL-1,IL-2,IL-4,IL-6,IL-8,IL-10,IL-18; endo-
scopic examination with pathomorphological assessment), assessment 
of changes in the thickness of the vascular intima and blood flow vel-
ocity (based on the doppler determination of the pulse wave velocity 
(PWV) and the thickness of the intima media (CIMT) on the common 
carotid, vertebral and subclavian arteries).
Results: The number of positive responses to the quantiferon test was 
found in 37 patients (19.7%) / 10.6%) out of 188 patients (53.7%); 
positive skin tests (Mantoux reaction) ≥5 mm in 78 (22.3%) patients; 
altered peritoneal lymph nodes in 28 (8%), pulmonary and pleural TB 
in 9 (2.57%) patients. There were no patients with intestinal TB / “+” 
TB PCR in the gastrointestinal tract tissue. The prevalence of positive 

cases according to the quantiferon test was: in the general group of 
patients - 10.6%. Laboratory indicators for both IBD and systemic 
vascular lesions were higher in the group of patients with latent tu-
berculosis (Table 1, Table 2). Damage to the vascular bed (based on 
doppler determination of pulse wave velocity (PWV) and intimal thick-
ness (CIMT) on the common carotid, vertebral and subclavian arteries) 
was more pronounced in the group of patients with latent tubercu-
losis (CIMT (mm) 0.68 ± 0, 1 / 0.67 ± 0.2; PWV (sm / s) 93.3 ± 2.2 / 
97.2 ± 1.4).
Conclusion: Conclusion. Comparing the results of the data before and 
after the treatment of latent TB in patients with IBD, certain depend-
ences of the influence of infection on the course of IBD (h/s CRP, 
platelet levels, homocysteine, fecal calprotetin and lactoferrin, IL-8 and 
a decreased vit. D; changes, associated with damage to the vascular 
bed), endoscopic and morphological activity.

P243
Relationship between intestinal ultrasound, fecal 
calprotectin and Harvey-Bradshaw Index in the 
assessment of infllamatory activity in Cronh´s 
Disease

Á.M. Montero Moretón*1, I. Bastón Rey2, C. Calvino Suarez2, 
D. De la Iglesia García2, R. Ferreiro Iglesias2, S. Maestro Antolín1, 
F. Santos Santamarta1, A.G. Pérez Millán1, E. Dominguez-Munoz2, 
M. Barreiro-de Acosta2

1Complejo Asistencial Universitario de Palencia, Gastroenterology, 
Palencia, Spain, 2Hospital Clínico Universitario de Santiago, 
Gastroenterology, Santiago de Compostela, Spain

Background: Crohn’s disease (CD) is an inflammatory bowel disease 
with chronic course and exacerbations. Diagnosis and follow-up are 
based on clinical activity, biomarkers, ileocolonoscopy and imaging 
techniques. Intestinal ultrasound (IUS) has been shown to have high 
sensitivity and specificity analyzing inflammatory activity in CD. The 
aim of our study is to correlate IUS parameters with clinical activity 
and biomarkers in CD.
Methods: Retrospective, observational, single-center study was 
designed. Adult patients with CD who underwent IUS between 
September 2020 and May 2021 were included. Exclusion criteria 
was exclusive colonic involvement. Examination was done by ultra-
sound machine (Hitachi Ascendus) with low frequency curved-array 
(1–5 MHz) and high-frequency linear-array (5–13 MHz) transducers. 
Examination assessed bowel wall thickness, mesenteric fat hypertrophy, 
lymph nodes, hyperemia on color Doppler flow measured as Limberg 
index and length of affected segment (cm). Clinical activity score for 
CD was assessed by Harvey Bradshaw index (HBI). Biomarkers param-
eters studied were C-reactive protein (CRP) and faecal calprotectin 
(FC). Results are shown as percentages, median and interquartile range 
(IQR). Data were analysed using Spearman´s correlation analysis
Results: 121 patients were included (median age 45.6 years (IQR 33.4 – 
59.6), 56.2% female). 78.5% had ileal disease and 21.5% ileocolonic 
involvement. At the time of IUS 17.4% of patients were not taking any 
maintenance treatment, 13.2% were on azathioprine, 48.8% on anti-
TNF (61% adalimumab; 39% infliximab) and 8.3% on ustekinumab. 
85.1% patients had HBI <6, 14.1% had moderate activity. Median 
CRP level was 0.334 mg/dl (IQR 0.06–1.12), FC was 141 µg/g (IQR 
35–386). Median wall thickening was 4.7 mm (range 4.1–5.6), 68.6% 
of patients had mesenteric fat hypertrophy and 73.55% had lymph 
nodes. Limberg index was 0 in 20.7%, 1 in 23.1%, 2 in 37.2% and 3 
in 19% of patients. IUS determined treatment modification in 60.3% 
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of cases: 19% started biological therapy, 15.7% changed biological 
target, 14.9% underwent intensification or reinduction of biological 
treatment, in 1.7%, treatment reduction was decided. The Spearman´s 
correlation between IUS parameters, clinical and biochemical markers 
is presented in Table 1.  IUS parameters were significantly associated 
with faecal calprotectin and CRP level, specially Limberg Index and 
faecal calprotectin (r=0.56, p<0.05) and Limberg Index and CRP level 
(r= 0.38, p<0.05) (Figure 1 and 2). No correlation was observed be-
tween HBI and IUS parameters.

Conclusion: Through this study, significant correlation between IUS 
and biomarkers was observed in CD. IUS has been shown to be useful 
for monitoring CD activity in order to optimize patients´ treatment.

P244
COVID-19 vaccine does not increase the likelihood 
of disease exacerbation in IBD: results from a 
population-based study
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Background: While short-term safety data of COVID-19 vaccination 
has been reassuring, it is theoretically possible that the vaccine-
associated immune activation could trigger immune dysregulation 
and thus exacerbation of IBD. We used the epi-Israeli IBD Research 
Nucleus (IIRN) database to perform a population-based study 
exploring the effect of COVID-19 vaccination on disease course in 
IBD patients.
Methods: We included all IBD patients insured in two of the four Israeli 
HMOs, covering 35% of the population, by validated algorithms, and 
selected those who received two doses of Pfizer BNT162b2 vaccine. 
These were matched to unvaccinated IBD patients by demographics, 
parameters of disease severity at baseline generated by hierarchical 
clustering of laboratory data, and length of time from previous ex-
acerbation to baseline. The primary outcome was rate of IBD exacer-
bation as defined by proxies of hospitalizations, treatment escalation, 
and commencement of corticosteroid or enema. The study period was 
December, 2020 to June, 2021
Results: 707 pairs of vaccinated and unvaccinated IBD patients were 
compared. The pairs matched exactly for gender, district, IBD type 
and disease severity, and ±1 year for age at IBD diagnosis and at vac-
cination. Mean age was 38.5±13.5  years and median follow-up was 
98 days (IQR 16–143). No difference in the outcome was found be-
tween the groups from the 2nd vaccination to the end of follow-up, with 
risk of exacerbation in vaccinated patients of 29% and risk in unvac-
cinated patients 26% (p=0.3).
Conclusion: COVID-19 vaccinated IBD patients demonstrated a rate 
of IBD exacerbation following vaccination that was no different from 
that of unvaccinated patients. The multifaceted immune activation 
induced by the vaccine did not result in worsening IBD disease course. 
These results provide further reassurance for IBD patients receiving the 
vaccine.
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Microbiome in Paediatric Inflammatory Bowel 
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F. Al-Mudahka2, M. Hendaus4, S. Al Khodor3

1Sidra Medical and Research Centre, Department of Paediatric 
Gastroenterology, Doha, Qatar, 2Sidra Medicine, Department of 
Paediatric Gastroenterology, Doha, Qatar, 3Sidra Medicine, Research 
Department, Doha, Qatar, 4Sidra Medicine, Pediatrics Department, 
Doha, Qatar

Background: Inflammatory Bowel Disease (IBD), including Crohn’s 
disease (CD), ulcerative colitis (UC) and IBD unclassified (IBDU) 
is characterized by a chronic relapsing inflammation of the gastro-
intestinal tract, resulting from the complex interplay between genetic 
make-up, microbiome, environmental factors, and immune response. 
The potential role of the immune response and microbiome in the de-
velopment and progression of IBD has been extensively studied, how-
ever, markers that can predict disease relapse remain scarce, especially 
in children with IBD. Developing non-invasive monitoring tools are 
also extremely needed in the field.
Methods: Multi-omics analysis provides a global view of changes 
in immune, microbial, and environmental factors. In this study, we 
enrolled a total of 85 IBD patients and 57 matching controls living 
in Qatar and attending Sidra Medicine IBD clinic. Patients were fol-
lowed- up every 3 months and when they felt unwell. In addition to 
the phenotypic and clinical data, saliva, blood, and stool samples were 
collected at each visit. Salivary and gut microbiome analysis was per-
formed using high throughput 16S rRNA gene sequencing. Blood sam-
ples were stimulated with a total of 14 ligands before being processed 
for immune transcriptomics and proteomics. Patients were compared 
to their matching healthy controls.
Results: Reduced microbial diversity and increased variability in 
the microbiome composition was observed in both CD and UC 
patients compared with controls. Our preliminary data show that 
Bacteroidetes, Firmicutes, Actinobacteria and Proteobacteria are the 
common phyla present in both patients and controls. Interestingly, 
the longitudinal microbiome analysis revealed reduced temporal 
microbial stability in both CD and UC patients, particularly in 
patients with changes in disease activity. The microbiome compos-
ition of patients in remission appeared similar to healthy controls, 
whereas dysbiosis was mostly observed in patients with increased 
disease activity. We then characterized the spectrum of transcrip-
tional responses in blood collected from healthy controls and IBD 
patients stimulated for 6 hours with 14 ligands. Blood transcriptom-
ics analysis separated patients from controls and a clear clustering 
was observed when the same patient was in relapse or remission. We 
aim to identify microbial and immune signatures that can classify 
patients CD, UC and IBD-U and predict onset of both remission and 
relapse.
Conclusion: This is the first paediatric data to show that, by integrat-
ing various multi-omics datasets collected from CD, UC and IBD-U 
patients and comparing their profiles with their matching controls, we 
are able to identify specific non-invasive predictive markers for disease 
remission and relapse.
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Persistent burden of disease in patients with 
Crohn’s disease treated with biologic therapy: 
results from a real-world survey in the United 
States (US), France, Germany, Italy, Spain, and 
United Kingdom (5EU)
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G. Milligan3

1Janssen, Market Access, Horsham, United States, 2Janssen Research & 
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Background: Crohn’s disease (CD) requires life-long disease man-
agement. The study objective was to investigate the burden of CD in 
patients who have only partially responded to biologic therapy.
Methods: Data were drawn from two waves (Nov 2014-Mar 2015; 
Sep 2017-Jan 2018) of the Adelphi Inflammatory Bowel Disease (IBD) 
Disease Specific Programme™, a point-in-time survey of gastroenter-
ologists (GEs) and their IBD patients, in the US, and 5EU. GEs com-
pleted a physician-reported questionnaire (PRF) for 5–10 consecutively 
consulting patients with CD, covering demographics, clinical character-
istics, and health care resource use (HCRU). Same patients completed a 
voluntary patient-reported questionnaire (PSC) covering the Short IBD 
Questionnaire (SIBDQ), EuroQol 5-dimension (EQ-5D), and Work 
Productivity and Activity Impairment (WPAI) questionnaires. Crohn’s 
Disease Activity Index (CDAI) score, derived per patient from the PRF 
and PSC, was used to stratify patients into four groups by degree of 
disease activity (DA). Since clinical remission (CDAI <150) and mod-
erate to severe (mod/sev) (≥221) are well known in clinical trials, we 
explored stratification in between, creating a ‘mild’ group (CDAI 150 
- <180) and a ‘partial responder’ (PR) group (CDAI 180 - 220).
Outcomes were compared between DA groups using linear regres-
sion (or logistic for binary outcome) that included the potential con-
founding variables age, gender, body mass index (BMI), comorbidities 
(using Charlson Comorbidity Index), and severity at diagnosis. From 
each regression, least square (LS) means were generated for each DA 
group and pairwise Wald tests were conducted to compare pairs of DA 
groups. Base sizes varied due to the voluntary PSC element.
Results: 319 GEs and 853 CD patients receiving a biologic for at least 
12 weeks at data collection were included in the analysis (mean age 
38.1  years, proportion of female patients 52.3%, 65.3% employed, 
mean BMI 24.1). CDAI groups are reported in Table 1.

Levels of pain, sleep disturbance and fatigue were significantly lower in 
patients in remission (Table 2).

SIBDQ, EQ-5D, and WPAI Health-Related Quality of Life (HrQoL) 
measures indicated significantly better outcomes amongst remission 
patients (Table 3).
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HCRU in the past 12 months, in terms of hospitalisations and surgery 
rates, was significantly lower amongst remission patients (Table 4).

Conclusion: Patients in remission showed significantly better outcomes 
compared with mild, PR and mod/sev. Patient stratification by CDAI 
demonstrated that patients in remission may considerably benefit from 
fewer symptoms and improved HrQoL, even vs ‘mild’ patients. The 
latter had unaddressed symptoms, which may negatively impact their 
wellbeing.

P247
Comparison of discontinuation/switching between 
infliximab biosimilar and originator among 
Inflammatory Bowel Disease patients: a real-world 
analysis of two Canadian cohorts

C.S. Moura1, L. Lukusa1, E.C. Wong2, P.L. Lakatos3, W. Afif*3, 
N. Narula2, S. Bernatsky3
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Background: Biosimilar infliximab (INF-B) has been approved in 
Canada for Inflammatory Bowel Disease (IBD) for over five years, but 
real-world descriptions of therapy persistence (discontinuation/switch-
ing) comparing INF-B to bio-originator (INF-O) are still scarce. Our 
objectives are to describe and compare therapy discontinuation/switch-
ing of INF-B and INF-O in IBD.
Methods: We used data from two IBD tertiary care clinics in Canada, 
in Montreal (QC) and Hamilton (ON). We studied biologic-naïve and 
biologic-experienced IBD adult initiating INF-B or INF-O between Jan. 
2015 and Jul. 2020. We assessed time to discontinuation/switching 
through Kaplan-Meier curves (right-censoring due to loss to follow-up 
or end of the observation period). Reasons for discontinuation were 
assessed. Multivariable Cox regression models were performed to 
assess difference in time to discontinuation/switching between the 
two infliximab types. Model variables included age at infliximab initi-
ation, sex, underlying condition (Ulcerative Colitis or Crohn’s Disease), 
disease duration, race/ethnicity, calendar year of infliximab start, cur-
rent smoking, clinical centre, and previous use of other biologics, as 
well as previous/current use of corticosteroids, non-biologic immuno-
suppressants, budesonide, or 5-aminosalicylates.
Results: We studied 306 patients followed an average of 1.4 (standard 
deviation, SD=0.99) years. Patients were 46.7% female, with me-
dian age at infliximab initiation of 32 (interquartile range, IQR 21 
to 47)  years and median disease duration of 3.5 (IQR 0.9 to 11.7) 
years. Age, sex, and other baseline characteristics were comparable be-
tween the two groups, though there was a trend towards more INF-B 

initiation in recent years (Table 1). We identified 70 discontinuation/
switching events; the main reasons for discontinuation/switching were 
adverse events (37.1%) and secondary loss of response (28.6%). The 
median time to discontinuation/switching was 4.1 (95% confidence 
interval, CI 3.4–5.5) years among INF-O and 3.0 (95% CI 2.2–3.5) 
years in the INF-B group. In the multivariate model, risk of the main 
outcome was not clearly different between the two groups (hazard 
ratio, HR 1.21, 95% CI 0.64–2.32 – Table 2). Older age and corticos-
teroids were significantly associated with discontinuation/switching of 
the initial infliximab therapy.

Conclusion: In this real-world analysis, we were unable to demonstrate 
differences in risk of discontinuation/switching among initiators of inf-
liximab biosimilar or originator in IBD.
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Lifestyle changes after Inflamatory Bowel Disease 
diagnosis
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Background: Some lifestyle factors seem to modify the course and 
clinical outcomes in patients with Inflammatory Bowel Disease (IBD). 
A higher level of exercise has been associated with lower risk of re-
lapse among patients in remission whereas obesity increases the risk 
of treatment failure. Moreover, sleep disturbances and stress have 
been associated with a higher risk of flare up. The relationship be-
tween various lifestyle factors and IBD seems to be bi-directional. In 
clinical practice, we observe lifestyle changes in patients with IBD 
unknowing exactly their incidence. The aim of this study is to assess 
lifestyle changes after IBD diagnosis.
Methods: Prospective and multicenter observational study in patients 
with new diagnosis of IBD. Semi-structured interviews were con-
ducted evaluating lifestyle changes (diet, physical activity, rest, relax-
ation techniques, and leisure activities) in the first 6 months after IBD 
diagnosis.
Results: 154 patients were included 79 (51.3%) Crohn’s disease (CD), 
75 (48.7%) Ulcerative Colitis (UC). 68 (44.2%) women, 86 (55.8%) 
men. Mean age 42.5 years (±16.1). BMI 24.9 ± 5. 67 (43.5%) were 
never-smokers, 26 (16.9%) smokers, 61 (39.6%) ex-smokers. Lifestyle 
changes consisted in dietary modifications in 94 (61%) patients, 
increased physical activity in 43 (27.9%) patients, increased time for 
resting in 32 (20.8%) patients, the use of relaxation techniques in 11 
(7.1%) patients and increased leisure activities in 27 (17.5%) patients. 
There were no differences in lifestyle changes between CD patients and 
UC patients except for the diet, which was more often modified by 
CD patients than UC patients [58 (73.4%) vs. 36 (48%) p=0.001, OR 
95% 2.9 (1.5–5.8)]. Regarding differences between both sexes, men 
more frequently increased exercise than women [30 (34.9%) vs. 13 
(19.1%) p=0.03 OR 95% 2.2 (1.07-4-7)]. There were no differences 
in rest, relaxation, leisure activities and dietary changes between men 
and women. Age was not associated with changes in lifestyle, except 
for leisure activities, which were more often increased in patients under 
40 years of age than patients over 40 years of age [17 (23.9%) vs 10 
(12%) p=0.053, OR 95% 2.2 (0.97–5.4)].
Conclusion: Lifestyle changes in IBD patients appear soon, and diet is 
the most frequently modified habit.

P249
Serum calprotectin is useful to confirm 
Inflammatory Bowel Disease activity but is not 
effective to predict relapse
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Background: Serum calprotectin (SC), a novel biomarker of inflamma-
tory bowel diseases (IBD), has been recently investigated with conflict-
ing results. The purpose of this study was to assess the ability of SC 
for predicting disease relapse in patients with IBD treated by biologic 
therapies, and to evaluate the correlation between SC and clinical and 
endoscopic relapse and with other biomarkers including fecal calpro-
tectin (FC) and C-reactive protein (CRP).

Methods: All consecutive IBD patients in deep remission (clinical and 
endoscopic or imaging remission) were recruited in this prospective 
study and followed 12 months. Blood and stool samples were collected 
for SC, serum CRP and FC measurement. SC was measured the day of 
inclusion (baseline, D0), 3 months (M3) and 6 months (M6) later and 
in case of relapse during the study period. Relapse was defined as clin-
ical, biomarkers, or endoscopic/imaging activity. So, firstly, we looked 
at evolution of SC before relapse to analyze a predicting value of loss 
of response (LOR). We also compared SC for patients with active IBD 
and those with symptoms without inflammation.
Results: Among the 119 patients included, 54 (46.4%) patients expe-
rienced a disease relapse during follow-up. When we looked at the 
kinetic of SC during follow-up, median SC levels did not increase in 
patients who relapsed: 3.15 µg/l at baseline, 3.38 µg/l at M3, 3.33 µg/l 
at M6 and 3.99 µg/l in case of relapse (p=0.63).
We compared SC during relapse with patients in endoscopic remis-
sion but clinical symptoms which defined secondary Irritable Bowel 
Syndrome, we found that SC levels were higher in active IBD and 
similar between the groups of patients with IBS or deep remission 
(3.05µg/l IBS vs 2.99µg/l remission vs 5.1µg/l for relapsers, p=0.04). In 
patients with clinical symptoms, SC presents a good predictive value 
for relapse. (AUROC 0.764, IC95: 0.68–0.88), giving a sensitivity of 
72% with a specificity of 77%, using a cut-off value of 4.45mg/ml. 
A weak, but significant correlation was found between SC and FC lev-
els (r=0.35, P= 0.001). A combined score with CRP, FC and SC didn’t 
improve its diagnostic accuracy.
Conclusion: SC was significantly higher in patients with relapse com-
pared to those in endoscopic remission with or without clinical symp-
toms. It seemed that it permit to oppose patients with active IBD and 
those with symptoms of IBS. However, it failed to predict relapse.

P250
Clinical validation of a point of care test for fecal 
calprotectin in distinguishing irritable bowel 
syndrome from Inflammatory Bowel Disease

K. Bray*1, B. Bahur2, M. Yadav3, M. Skinner3, M. Wong3, K. Chon3, 
R. Huang3, V. Day3, L. Mimms3, M. Hale3

1ProciseDx Inc., Clinical Development and Medical Affairs, San Diego, 
United States, 2ProciseDx Inc., Clinical Operations, San Diego, United 
States, 3ProciseDx Inc., Research and Development, San Diego, United 
States

Background: Calprotectin is a small calcium-binding protein that when 
measured in human stool has shown utility in assessing the degree of 
bowel inflammation in inflammatory bowel disease (IBD) and in dis-
tinguishing IBD from irritable bowel syndrome (IBS). However, most 
fecal calprotectin (FCP) assays are slow and inconvenient. This study 
examined the analytical agreement and clinical utility of a point of care 
(POC) assay for FCP.
Methods: A fast (~5  min.), time-resolved fluorescence resonance en-
ergy transfer based immunoassay (Procise FCP™) was developed for 
the POC measurement of FCP using 15 mg of fecal specimen eluted in 
collection fluid from the Procise Stool Collection Device™. The analyt-
ical agreement between the Procise FCP assay and a commercial ELISA 
assay: Inova Quanta Lite Calprotectin Extended Range was assessed 
using 46 leftover deidentified fecal specimens.
Clinical performance of the assay was assessed using stored frozen 
stool specimens from a nested cohort derived from a prospective study 
of chronic diarrhea patients. Chronic diarrhea was defined as unex-
plained diarrhea of at least 4 weeks duration. Study subjects were males 
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and females of ages 2 – 70 with no chronic liver disease and were con-
secutively enrolled. Diagnoses were made by attending physicians, and 
IBD patients did not necessarily have active disease beyond diarrhea 
at the time of specimen collection. Primary endpoint: Proportion of 
patients diagnosed with either IBS or IBD testing positive for FCP.
Statistical analysis: Method comparison analysis was performed by 
Deming linear regression. A  post hoc analysis of patients from the 
diarrhea study diagnosed with either IBS or IBD was performed. The 
significance of the proportion of patients diagnosed with either IBS 
or IBD testing positive for FCP was calculated using Fisher’s Exact 
Probability Test. The assay was assessed at cut-offs of 50 µg/g and 
120 µg/g.
Results 
Figure 1.

Table 1.

Table 2.

Conclusion: The Procise FCP assay shows excellent analytical agree-
ment to another commercial FCP assay and can clinically significantly 
distinguish between IBD and IBS in chronic diarrhea patients. Thus, 
the assay can aid in the differentiation of IBD from IBS. Distinguishing 
IBS from IBD with a convenient POC format test enhances the clinical 
utility of FCP by enabling faster treatment response

P251
Endoscopic and pathologic findings of the 
esophago-gastroduodenal involvement of Crohn’s 
disease in Korea: a prospective cohort study

G.H. Kim*1, J. Kim2, S.H. Park1, J.Y. Ahn1, B.D. Ye1, H.Y. Jung1, 
S.K. Yang1

1Asan Medical Center University of Ulsan College of Medicine, 
Gastroenterology, Seoul, Korea- Republic Of, 2Asan Medical Center 
University of Ulsan College of Medicine, Pathology, Seoul, Korea- 
Republic Of

Background: The characteristics and incidence of esophago-gastrodu-
odenal involvement of Crohn’s disease (CD) are unclear in Korea. We 
aim to investigate the prevalence and clinicopathological characteristics 
of CD with esophago-gastroduodenal involvement.
Methods: A total of 115 patients with CD who underwent esophago-
gastroduodenoscopy (EGD) including esophageal, gastric and duodenal 
biopsies were enrolled prospectively between 2020 and 2021 at a ter-
tiary care center. Total of five specimens obtained from the esophagus, 
gastric body and antrum, and duodenal bulb and second portion re-
spectively during endoscopy were histologically reviewed. The presence 
of Helicobater pylori was evaluated by immunohistochemical analysis.
Results: The median age was 30.0 (interquartile range [IQR] 25.0–
37.0) years and 74.8% were male. Of total, 32.2% had were symptoms 
including epigastric pain (29.7%), bloating (27.0%) and dyspepsia 
(13.5%). Based on histological features, 56 patients (48.7%) were 
identified as having UGI involvement (15 esophageal, 44 gastric, and 
36 duodenal). Of 115 included patients, bamboo- joint-like appearance 
in the stomach was founded in 81 (70.4%) and their histologic findings 
were mostly revealed as non-specific feature. Notable histopathological 
findings included non-caseating granulomas in 8 cases (7.0%), focally 
enhanced gastritis in 38 cases (33.0%), and lymphocytic esophagitis 
in 13 cases (10.7%). Among 115 cases, 6 cases (5.2%) were H. pylori 
positive and 109 cases (94.8%) were H. pylori negative.
Conclusion: The prevalence of esophago-gastroduodenal involvement 
of CD was relatively high among CD patients who underwent EGD 
in Korea. A high suspicion of CD with esophago-gastroduodenal in-
volvement with endoscopic biopsy is warranted when patients have ab-
normal endoscopic findings.

P252
Low adherence is associated with worse disease 
course in Ulcerative Colitis: a retrospective study 
from a single referral center

A. Viola*1, M.G. Demarzo2, A. Abbruzzese1, M.F. Chiappetta1, 
G. Costantino1, A. Alibrandi3, W. Fries1

1University of Messina., IBD-unit- Dept. of Clinical and Experimental 
Medicine., Messina, Italy, 2University of Genoa- Ospedale Policlinico 
San Martino-IRCCS per l’Oncologia, Gastroenterology Unit- 
Department of Internal Medicine., Messina, Italy, 3University 
of Messina., Department of Economics- Unit of Statistical and 
Mathematical Sciences, Messina, Italy

Background: New therapeutic approaches for ulcerative colitis (UC) 
are becoming available but still there is no robust evidence for predic-
tors of poor outcome. We aimed to evaluate factors associated with a 
more aggressive UC course.
Methods: Data of all UC outpatients followed for at least 3 years after 
diagnosis were retrospectively collected. Demographic, anamnestic 
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data, disease characteristics and treatment were collected. Disease pat-
terns were defined according to the IBSEN study (Henriksen M. et al1). 
Disease worsening at 3  years was defined as the presence of disease 
extension at endoscopy, proctocolectomy and or early use of biologics. 
Risk factors for chronically active disease were assessed. Moreover, the 
following outcomes were explored according to disease extent at diag-
nosis (E1-E2 vs E3): corticosteroid free remission, hospitalization, early 
use of immunomodulators and biologics, colorectal cancer, adherence, 
mucosal healing at 3 years. Survival analysis was carried out to estimate 
the probability of receive a biological treatment within 3 and 5 years 
from diagnosis according to disease extent (E1 vs E2 vs E3) and disease 
patterns.
Results: A total of 345 UC patients were included and followed for a mean 
period of 94 months. Patients with extensive colitis had a higher rate of 
colectomy (p < 0.001), hospitalizations (p=0.004) and of chronically active 
disease 3 years after diagnosis (p < 0.001) and were more likely to receive 
early biologics and IMM (p= 0.04 and p=0.01 respectively) (Figure 1). The 
only factor associated with chronic active disease was non-adherence (p < 
0.03; OR 0.49, 95% CI: 0.26–0.95) (Table 1). No differences were found 
for the probability to receive biologics within 3 and 5 years from diagnosis 
according to Montreal extension at diagnosis and disease pattern.

Conclusion: Patients diagnosed with pancolitis were more likely to 
underwent colectomy or to have a chronically active disease with 
a higher rate of hospitalization, early use of IMM or biologics. The 
only predictor for chronically active UC was the lack of adherence to 
therapy within the first 3 years after diagnosis.

Reference

1. Henriksen M, et al; IBSEN Study Group. Ulcerative colitis and clin-
ical course: results of a 5-year population-based follow-up study 
(the IBSEN study). Inflamm Bowel Dis. 2006;12:543–50.

  The study was supported by a grant from Ferring S.p.A.

P253
Are we doing enough to prevent colectomy in 
Inflammatory Bowel Disease (IBD) patients? 
A 5-year review of colectomy rates in Shropshire 
and Mid-Wales UK (2015–2019)

A. Javed*1, J. Butterworth1, G. Townson2

1Shrewsbury & Telford Hospitals NHS trust, Gastroenterology, 
Shrewsbury, United Kingdom, 2Shrewsbury &Telford Hospitals NHS 
Trust, Gastroenterology, Shrewsbury, United Kingdom

Background: Colectomy for IBD significantly impacts the psycho-social 
aspects & quality of life.
Methods: Electronic records were retrospectively analysed for colec-
tomy rates & parameters of interest.
Results: 68 patients (Men 37:Women31), median age 30  years had 
colectomies. Annual colectomy rates remained constant;7 (2015), 20 
(2016), 11 (2017) & (2018) each and 19 (2019). 28% had colectomy 
within 1  year of diagnosis and only 63% received a biologic agent. 
Over half, (54%)had emergency surgeries & 37% experienced infec-
tions, re-laparotomy and ileus (20% each).

Conclusion: There is an opportunity to risk-stratify patients at diag-
nosis based on the risk factors (men, younger age, severe/extensive 
disease) to a top-down therapy & treat to target strategy to reduce 
colectomy rates.

P254
Crohn’s disease of the pouch: an overdiagnosed 
condition?

D.C. de Jong*1, M. Reijntjes2, E. Wessels1, C. Buskens2, R. Hompes2, 
M. Löwenberg1, K. Gecse1, G. D’Haens1, W. Bemelman2, 
M. Duijvestein3

1Amsterdam UMC- location AMC- The Netherlands, Department 
of Gastroenterology and Hepatology, Amsterdam, The Netherlands, 
2Amsterdam UMC- location AMC- The Netherlands, Department of 
Surgery, Amsterdam, The Netherlands, 3Radboudumc, Department of 
Gastroenterology and Hepatology, Nijmegen, The Netherlands

Background: Approximately 10% of ulcerative colitis (UC) patients 
undergoing ileal pouch-anal anastomosis (IPAA) are believed to 
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develop ‘de novo Crohn’s disease’ (CD) of the pouch (1). Clear diag-
nostic criteria are lacking, but the diagnosis is mostly based on the de-
velopment of fistula, strictures, treatment refractory disease, pre-pouch 
ileitis, or typical endoscopic findings fitting with CD, such as ulcers and 
patchy inflammation (1, 2). However, the findings on which this diag-
nosis is established may be caused by (unrecognized) surgical complica-
tions such as silent anastomotic leakage. It is important to distinguish 
these complications from what is truly a ‘de novo CD’ as treatment 
strategies differ in both groups. We aimed to investigate incidence rates 
and reasons for diagnosing CD of the pouch.
Methods: In total, 483 consecutive UC patients who underwent a proc-
tocolectomy and IPAA in a tertiary IBD referral centre from January 
1990 until December 2017 were retrospectively reviewed. Patients with 
a diagnosis ‘CD of the pouch’ were identified based on medical records, 
and could be based on either clinical, endoscopic, imaging and/or histo-
logical findings.
Results: Median follow-up time was 20 years (IQR 10 – 24). In 46 out 
of 483 patients (10%), de novo CD of the pouch was diagnosed, which 
was mostly based on endoscopic findings (29/46, 63%). Presence of 
pre-pouch ileitis was the most common reason to diagnose CD of the 
pouch, which was present in 18/29 patients (62%), followed by ulcera-
tions in 6/29 (21%). On MRE, 19/46 (41%) patients had a fistula or 
sinus, 4/46 patients (9%) had a stricture (all proximal of the pouch). 
Interestingly, 12/46 patients (26%) never underwent cross sectional im-
aging after IPAA construction.
Only ten patients (22%) showed histologic findings with a preference 
for CD in biopsies, revised colectomy specimen, and/or pouch excision 
specimen. Only two patients had granulomas, others showed signs of 
transmural inflammation, ulcerations or fibrosis. Other histologic find-
ings were non-specific.
Conclusion: In our centre, 10% of patients were ‘diagnosed’ with de 
novo CD of the pouch. However, as confirmatory histological signs 
of CD were present in only 22%, chronic surgical complications as 
underlying cause might be of greater importance. It is advised to per-
form cross sectional imaging in every patient after a year after pouch 
construction to rule out silent leaks that might cause symptoms at a 
later stage mimicking Crohn’s disease, avoiding a diagnostic dilemma.

P255
Mirikizumab modulates genes associated with the 
symptom of bowel urgency

G. Krishnan*1, B. Steere1, R. Higgs1, Y.C. Wang1, C.J. Harris1, 
C. Milch1, R. Escobar1, W. Reinisch2, M. Dubinsky3

1Eli Lilly and Company, Biomedicines, Indianapolis, United States, 
2Medical University Vienna, Internal Medicine, Vienna, Austria, 3Icahn 
School of Medicine at Mount Sinai, Mount Sinai, New York, United 
States

Background: Bowel urgency (BU) is one of the most common and 
distressing symptoms experienced by patients (pts) with ulcerative 
colitis (UC). Mirikizumab (miri), a p19-directed IL-23 antibody, dem-
onstrated efficacy and an acceptable safety profile in a phase 2 rand-
omized clinical trial in pts with moderately to severely active UC. We 
have previously shown that miri significantly downregulates transcripts 
associated with disease activity defined by modified Mayo score and 
Robart‘s Histopathology Index, and upregulates genes expressing 
transporter proteins associated with healthy mucosa in pts with UC. 
Here we investigate associations between colon tissue transcripts and 
patient-reported BU at Baseline (BL) and Week (W)12. We assess the 
effect of miri induction treatment on genes associated with BU.

Methods: Pts were randomized 1:1:1:1 to receive intravenous pla-
cebo (N=63), miri 50mg (N=63) or 200mg (N=62) with possibility of 
exposure-based dose increases, or fixed miri 600mg (N=61) every 4 
weeks for 12 weeks. Patient colonic biopsies were collected at BL and 
W12 (placebo N=58, miri 50mg N=52, 200mg N=51, 600mg N=54). 
Gene expression was measured using an Affymetrix HTA2.0 micro-
array workflow. Differential gene expression was determined by paired 
T-test comparing expression values at W12 and BL. BU was reported 
daily by pts as yes/no. Proportion of days of BU at BL and at W12 was 
calculated for the 3 days prior to visit on a 4-point ordinal scale (0: 
absence of urgency on all 3 days; 3: presence of urgency all 3 days). BL 
and W12 gene expression and BU values were pooled and associations 
identified based on non-parametric Kendall’s tau. Pathway analysis of 
correlated genes were performed using over-representation analysis on 
Hallmark and Reactome gene sets from MSigDB. p values of enrich-
ment were determined by hypergeometric distribution test and adjusted 
for multi-testing with Benjamini-Hochberg (BH) procedure.
Results: A total of 249 pts reported BU scores at BL and W12. The 
presence of BU was associated with 320 genes (|tau|> 0.225 and qval 
<0.001). Pathway analysis identified pathways significantly associated 
with BU (Table). Among the 320 correlated transcripts, 296 were posi-
tively correlated (higher gene expression) and 24 were negatively cor-
related (lower gene expression) with the frequency of BU. Treatment 
with miri (200mg) resulted in a statistically significant decrease in the 
296 transcripts positively correlated with BU, and an increase in the 24 
transcripts negatively correlated with BU.
Conclusion: This is the first study to identify colon-based transcripts 
pertinent to mucosal inflammation and healing that correlate with 
bowel urgency and that are consistently modulated by miri.

P256
The practical use of an eHealth platform for 
inflammatory bowel disease patients: the 
validation of the IBD Tool web-based tele-
monitoring system

E. Giuffrida1,2, M. Mangia1,3, V. Figini4, E. Carli1, A. Colombo1, 
M. Mendolaro1, A. Lavagna1, C. Lia5, M. Bonina5, 
F. Martínez De Carnero5, E. Morello1, M. Cosimato1, R. Rocca1, 
G. Pagna4,5, M. Daperno*1

1Mauriziano Hospital, Department of Gastroenterology and 
Endoscopy, Torino, Italy, 2”Rodolico - S. Marco” Policlinic Hospital, 
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Gastroenterology Unit, Catania, Italy, 3ASL TO4 Hospital, 
Gastroenterology Unit, Ciriè, Italy, 4LINKS Foundation, LINKS 
Foundation, Turin, Italy, 5Polytechnic of Turin, Polytechnic of Turin, 
Turin, Italy

Background: Tele-monitoring and eHealth tools are useful to monitor 
disease burden and activity in inflammatory bowel disease (IBD). We 
developed a web-based tele-monitoring platform (IBD Tool), in order 
to monitor granularly disease activity and impact on patients’ lives. Aim 
of this abstract is to report preliminary data on IBD Tool effectiveness.
Methods: Consecutive IBD patients were offered the access to the 
tele-monitoring platform (IBD Tool) as a part of an ongoing inves-
tigator-initiated observational study, overall 677 patients were 
enrolled between February and November 2021. Validated question-
naires administered on the platform captured disease activity [Harvey 
Bradshaw Index (HBI), Simple Clinical Colitis Activity Index (SCCAI), 
Monitor IBD At Home Questionnaire for Crohn’s disease (CD) or for 
ulcerative colitis (UC): MIAH-CD or MIAH-UC] and disease burden 
and quality of life. Patients were randomized 1:1 to standard of care 
(only activity questionnaires required every 3-months) and telemedi-
cine (activity questionnaires required monthly, remaining question-
naires every 3-months).
Results: Out of 678 patients enrolled, 585 (87%) are active on the 
platform and filled overall 14,297 questionnaires during an average 
follow-up of 9.8  months, the mean number of questionnaires filled/
patient was 24.9. Characteristics of the patient enrolled in the study are 
presented in Table 1.
Table 1. Characteristics of patients enrolled on the IBD Tool tele-mon-
itoring platform and questionnaires filled

Among the 320 cases with 2 or more observations in the IBD Tool plat-
form, it was possible to analyse disease activity variation (summarized 

as constant, amelioration, or worsening) according to SCCAI or HBI 
changes ±2 points, results are detailed in Table 2.

Table 2. Charateristics of patients constant, ameliorating or worsening 
in time.

Conclusion: Patients’ persistence in the tele-monitoring system is ad-
equate; the systems offer granular and precise multidimensional evalu-
ation of IBD patients.

P257
The clinical decision support tool has low 
performance in predicting outcome to 
ustekinumab in Crohn’s disease

D. Alsoud*1, J. Sabino1,2, M. Ferrante1,2, B. Verstockt1,2, S. Vermeire1,2

1KU Leuven, Translational Research in Gastrointestinal Disorders- 
Department of Chronic Disease- Metabolism and Ageing, 
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Leuven, Belgium, 2University Hospitals Leuven, Department of 
Gastroenterology and Hepatology, Leuven, Belgium

Background: Several biologicals and small molecules have been added 
to the therapeutic arsenal of inflammatory bowel disease, which gener-
ated a wide interest in precision medicine. In this context, both clin-
ical features and laboratory tests have shown some correlation with 
therapy outcome. Recently, an online clinical decision support tool1 
(CDST) was built, using clinical and biochemical variables (e.g. disease 
location, prior anti-TNF exposure), to help physicians predict the out-
come of various biological treatments in Crohn’s disease (CD). We 
sought to evaluate the predictive performance of this tool in patients 
with CD initiating ustekinumab (UST).
Methods: Baseline data were collected from consecutive CD patients 
who started UST IV induction followed by eight weekly UST 90 mg 
SC maintenance from December 2015 through March 2021 at our 
referral center. The probability of achieving clinical remission (low, 
intermediate, or high) was determined using the online CDST using 
patients’ data. Also, differences in rates of primary non-response and 

ustekinumab persistence were compared between CDST classifications. 
Primary non-response was defined as failing to attain endoscopic re-
sponse (≥50% decrease in SES-CD) nor clinical response (a drop in the 
physician global assessment score or patients reported outcome), both 
assessed at month 6 after UST initiation. Finally, we studied the relation 
between the individual components used to construct the CDST and 
the three classifications in a univariate analysis.
Results: A total of 291 CD patients started UST, of whom 237 had 
objectively-assessed (CRP, fCal, symptoms or endoscopy) baseline 
disease activity. Using the CDST, the proportion of patients with “low”, 
“intermediate” or “high” probability to attain clinical remission were 
11.8 % (n=28), 55.7 % (n=132) and 32.5 % (n=77), respectively. The 
CDST could not discriminate patients with primary non-response 
(p value = 0.18; Figure 1), nor identify trends in drug persistence (p 
value  =  0.44; Figure 2). In the univariate analysis, 3 out of 9 com-
ponents (active fistulizing disease, disease location and concomitant 
immunomodulatory use) were not significantly contributing to the 
CDST classification (Table 1).
Conclusion: The recently developed clinical decision support tool 
showed low performance in predicting short-term (primary clinical 
and endoscopic response) and long-term (drug persistence) real-life 
outcomes in CD patients starting UST. These findings underscore the 
necessity of incorporating molecular variables, in addition to clinical 
ones, to construct reliable and reproducible tools to predict therapeutic 
outcomes.

1. https://via.juxlyapps.com/pathway/archemedx/ibd-cdst/index.html#/
disease-selection

P258
Impact of inflammatory bowel diseases on the 
phenotype and severity of primary sclerosing 
cholangitis - a systematic review with meta-analysis

M. Attauabi*1,2,3, M.D. Wewer1,3, F. Bendtsen1,3, J.B. Seidelin2, 
J. Burisch1,3

1Copenhagen University Hospital- Hvidovre, Gastrounit- Medical 
Section, Hvidovre, Denmark, 2Herlev Hospital- University of 
Copenhagen, Department of Gastroenterology and Hepatology, Herlev, 
Denmark, 3University of Copenhagen- Hvidovre Hospital, Copenhagen 
Center for Inflammatory Bowel Disease in Children- Adolescents and 
Adults, Hvidovre, Denmark

Background: Data regarding the impact of co-occurring inflammatory bowel 
diseases (IBD) on the phenotype and severity of primary sclerosing cholan-
gitis (PSC) are emerging. The purpose of our study was to characterize the 
phenotype and disease course of PSC in relation to co-occurring IBD.
Methods: The purpose of our study was to characterize the phenotype 
and disease course of PSC in relation to co-occurring IBD. The system-
atic review and meta-analysis were conducted according to Cochrane’s 
recommendations. PubMed and EMBASE were searched from data-
base inception till January 2020 for studies reporting disease phenotype 
and severity of PSC in association with co-occurrence of IBD. Meta-
analyses were performed using a random-effects model. The quality of 
the studies was assessed by the Newcastle-Ottawa Scale (NOS).
Results: The electronic search yielded 12,220 studies which were nar-
rowed down to 132 after screening based on study titles and abstracts. 
Of these, a full-text review identified 42 eligible studies, including a 
total of 8,081 and 5,728 patients with PSC and with or without co-
occurring IBD, respectively (Figure 1). The mean NOS score was 6.4 
ad included 23 (54.8%) and 18 (42.9%) studies of moderate and high 
methodological quality, respectively.
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The meta-analysis demonstrated that co-occurrence of IBD was associ-
ated with significantly less frequent involvement of the extra-hepatic 
ducts (risk ratio (RR)=0.50 (95% CI 0.33–0.75), p<0.01, I2=0%) as com-
pared with patients without co-occurring IBD. However, IBD-PSC and 
PSC without IBD had similar rate of small-duct PSC, histologic stages 
of PSC, risk of developing cirrhosis, and features of decompensation. 
Furthermore, in comparison to patients with isolated PSC, co-occur-
ring IBD was associated with an increased overall risk of malignancies 
(RR=1.53 (95% CI 1.01–2.32), p=0.04, I2=46%), which was ascribed 
to colorectal cancers (RR=4.77 (95% CI 2.50–9.09), p<0.01, I2=0%) 
and not cholangiocarcinomas (RR=0.88 (95% CI 0.59–1.31), p=0.54, 
I2=31%), gallbladder cancers (RR=2.28 (95% CI 0.39–13.21), p=0.36, 
I2=0%), or hepatocellular carcinomas (RR=4.49 (95% CI 0.57–35.46), 
p=0.15, I2=0%). Regarding long-term PSC outcomes, having IBD was 
not associated with the need of liver transplantation (RR=0.84 (95% CI 
0.50–1.41), p=0.52, I2=60%) or mortality (RR=0.74 (95% CI 0.37–1.50), 
p=0.40, I2=37%), but was associated with a longer liver transplantation-
free survival (hazard ratio = 0.70 (95% CI 0.60–0.82), p<0.01, I2=5%).

Conclusion: This systematic review with meta-analysis suggests that 
IBD is associated with a distinct phenotype and course of PSC, thus 
emphasizing the importance of a multidisciplinary approach to patients 
with co-occurring PSC and IBD.

P259
Metabolic associated Liver Disease and sex as 
key factors of cardiovascular risk in Inflammatory 
Bowel Disease

S. García Mateo*1,2, S.J. Martínez-Domínguez1,2, S. Ballesta Martínez3, 
J. Espinosa Rueda3, C. Tejero Justes3, M.C. Aso Gonzalvo1, 
B. Gallego Llera1, E. Alfambra Cabreja1, P.M. Baptista2,4, 
M.M.L. Nocito Colón5, C.J. Gargallo-Puyuelo1,2, F. Gomollón1,6,7

1University Hospital Lozano Blesa, IBD Unit, Zaragoza, Spain, 2IIS 
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Diseases, Madrid, Spain, 5University Hospital Lozano Blesa, Inmunology 

Unit, Zaragoza, Spain, 6University of Zaragoza, Faculty of Medicine, 
Zaragoza, Spain, 7ISS Aragón, Digestive Diseases, Zaragoza, Spain

Background: Atherosclerosis is the main factor for the development of 
cardiovascular (CV) events. Patients with systemic inflammatory condi-
tions such as inflammatory bowel disease (IBD) are supposed to be at 
risk of early atherosclerosis. However, data are still contentious. IBD 
patients are also at risk of other comorbidities such as metabolic asso-
ciated fatty liver disease (MAFLD), a well-recognised entity associated 
with increased CV risk. The aim of this study is to demonstrate the 
impact of MAFLD on CV risk for IBD patients.
Methods: Prospective cohort study of consecutive IBD outpatients 
(Leonnard-Jones criteria, > 1 year) was performed from October 2020 
to April 2021. Of 947 patients, 50 with IBD who met criteria for 
MAFLD and 50 with IBD and without MAFLD were matched by sex, 
age and IBD location. Patients with a previous diagnosis of CV disease, 
type II diabetes mellitus and under treatment for dyslipidaemia were 
excluded. Fatty liver disease (FLD) was diagnosed by ultrasonography, 
controlled attenuation parameter (CAP TM), fatty liver index (FLI), hep-
atic steatosis index (HSI) and lipid accumulation product (LAP). To 
assess early atherosclerosis, alterations in carotid artery intima-media 
thickness (CIMT) and SCORE as non-invasive CV risk test were per-
formed in both groups. Statistical analysis was performed using SPSS, 
a binomial generalized linear model with logistic regression was per-
formed, with CIMT alteration as dependent variable. For all tests a 
two-sided p value <0.05 was considered significant.
Results: Of 100 IBD patients included 51 (51%) were women with 
median age of 51.0 (41–59). There were 49 (49%) patients diagnosed 
of ulcerative colitis (UC) and 51 (51%) of Crohn’s disease (CD). 
Comorbidities and disease patient’s characteristics are shown in table 1. 
Most of the patients had an abnormal CIMT (58 (58%)). Of all the vari-
ables obtained, only female sex (OR (CI 95%) 3.322 (1.03–10); p=0.033) 
and MAFLD (OR (CI 95%) 5.05 (1.71–14.92); p=0.003)) were signifi-
catively associated with CIMT alterations. SCORE test did not associate 
with a significatively CIMT alteration. Among the different options to 
assess FLD, only ultrasonography and CAP were statisticaly associated 
with CIMT alterations (specificity 66%, sensibility 62%, p=0.005).
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Conclusion: Female sex and MAFLD are associated with early athero-
sclerosis defined by CIMT alterations in IBD patients. Ultrasonography 
and CAP are better than biochemical test not only to predict FLD but 
also to assess CV risk.

P260
Autoimmune pancreatitis in patients with 
Inflammatory Bowel Disease: results from a 
multicentre ECCO CONFER cases series

P.M. Eder*1, B. Verstock2, E. Culver3, G. Dragoni4, L.I. Kredel5, 
A.G.G. de Paredes6, M. Kaniewska7, H. Leibovitzh8, G. Oracz9, 
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P. Bossuyt14, K. Falloon15, C.F. Vozzo15, T. Jess16, L. Larsen17, 
S.S. Olensen18, T. Starzyńska19, M. Chaparro20, D. Dror21, P. Ellul22, 
I. Gromny23, K. Maciejewska7, N. Peleg24, A.B.G. Shitrit25, Ł. Szwed26, 
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Namur, Yvoir, Belgium, 13Rho Hospital, Gastroenterology Unit, Rho 
Milano, Italy, 14Imelda General Hospital, Imelda GI Clinical Research 
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Nutrition, Cleveland, United States, 16Aalborg University, Center for 
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23Wroclaw Medical University, Department of Gastroenterology and 
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Background: Autoimmune pancreatitis (AIP) is an uncommon inflam-
matory disorder that may accompany inflammatory bowel disease 
(IBD). The clinical relevance of AIP-IBD coexistence, therapeutic strat-
egies, and long-term outcomes are scarcely known.
Methods: In this ECCO COllaborative Network For Exceptionally 
Rare case reports project (ECCO-CONFER) we included cases of AIP 
diagnosed in patients with IBD. Data on the diagnostic criteria, clinical 
characteristics, and patient outcomes were retrospectively collected and 
analysed.
Results: The cohort included 82 patients [54% males, 77% with ulcera-
tive colitis (UC), age at IBD and AIP diagnosis 32±16 and 35±16 years, 
respectively]. Of all AIP patients, 71% were classified as type 2, 21% 
as type 1, and 8% as undefined type. Detailed characteristics of the 
study group are shown in Table 1. In 57% of the individuals, IBD was 
diagnosed before AIP. In the remaining cases, IBD was diagnosed sim-
ultaneously (20%) or afterwards (23%). Half of the patients required 
immunomodulators and 43% biological therapy to control their IBD. 
Twenty-two percent of UC and 6% of Crohn’s disease (CD) required 
surgical intervention during a mean follow-up of 3.6±3.4  years. 
Histological confirmation was used in 38% of cases, while the remain-
ing were diagnosed as probable AIP based on clinical, biochemical, and 
radiologic criteria. Magnetic resonance was the most frequently used 
imaging modality (61%). Eighty percent of patients received steroids 
for AIP. Thiopurines were used for AIP in 16 (19%) patients, 81% of 
them responded to treatment. One patient was successfully treated 
for AIP with infliximab. AIP complications occurred in 27%, includ-
ing pancreatic exocrine insufficiency (19%) and diabetes (13%). Five 
patients underwent surgery due to suspected pancreatic cancer. Patients 
with complicated AIP were significantly older at AIP and IBD diagnosis, 
were more frequently males and presented with weight loss at AIP diag-
nosis, and had less frequently a family history of IBD (Table 1). Colonic 
IBD (i.e. UC, isolated colonic IBD-unclassified or colonic CD) was seen 
in a higher proportion of individuals with complicated vs benign AIP 
course (91% vs 33%, p<0.0001). At the end of follow-up, 75 (91%) 
and 73 (89%) patients were in remission of AIP and IBD, respectively. 
No IBD or AIP-related deaths were reported.
Conclusion: In this large international cohort of patients with con-
comitant AIP-IBD, most patients have type 2 AIP and colonic IBD. AIP 
course is relatively benign, and long-term outcomes are favourable. 
Older age, male gender, isolated colonic IBD location, and weight loss 
at AIP presentation were seen in higher proportions of patients with a 
complicated course of AIP.



i302 Poster presentations

P261
Burden of bowel urgency across specific treatment 
groups among Ulcerative Colitis patients – real 
world global study analyses
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S. Barlow6, F. Hennessy6, T. Hunter7

1University Hospital Erlangen- Friedrich-Alexander-University 
Erlangen-Nurnberg, Medical Department, 1, Erlangen, Germany, 2Eli 
Lilly and Company, International Medical, Lisbon, Portugal, 3Eli Lilly 

and Company, International PRA, Bracknell, United Kingdom, 4Eli 
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Background: Bowel urgency, the sudden and immediate need to have a 
bowel movement, is a common symptom in ulcerative colitis (UC) and 
is associated with higher disease activity, decreased work productivity 
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and markedly reduced quality of life1. This study explored differences 
in disease burden among UC patients with bowel urgency based on 
their treatment pathway.
Methods: Data were extracted from the Adelphi Disease Specific 
Programme for UC, a point-in-time survey of gastroenterologists (GIs) 
and patients from Jan 2020-Mar 2021 in Germany, France, Spain, 
Italy, UK and US. GIs provided patient demographics, clinical charac-
teristics and treatment history. The same patients were invited to com-
plete the Short Inflammatory Bowel Disease Questionnaire (SIBDQ), 
EQ-5D and Work Productivity and Activity Impairment (WPAI) ques-
tionnaire. Three patient subgroups were identified: never received tar-
geted therapy (biologics and JAK inhibitors) (TT-naïve), receiving first 
TT currently (1L TT) and receiving TT with prior TT use (TT-exp). 
Within these groups, patients currently experiencing day- or nighttime 
bowel urgency, reported by physicians, with current treatment duration 
>3  months, were included. ANOVA, chi-squared and Kruskal-Wallis 
tests were used to compare the groups.
Results: Of the UC patients in the TT-naïve (n=595), 1L TT (n=851) 
and TT-exp (n=321) groups, 23%, 17% and 26% experienced bowel 
urgency, respectively. Of those with bowel urgency, TT-naïve patients 
were younger with lower BMI and the lowest proportion of never 
smokers vs. the 1L TT and TT-exp groups (Table 1). 70–80% of 
patients across the three groups remained in non-remission based on 
the derived Mayo score, while 19% of the TT-naïve group were flaring 

vs. 18% 1L TT and 32% TT-exp patients (p=0.0324). Steroid use was 
highest in the TT-naïve group (43%) vs. 10% 1L TT and 17% TT-exp 
(p<0.0001). 1L TT had the highest number of visits to healthcare pro-
fessionals in the last 12 months. The patient reported outcome meas-
ures indicated substantial and similar quality of life impairment across 
all patients with bowel urgency (Table 2). The only significant differ-
ence was across impairment while working (31% TT-naïve, 17% 1L 
TT, 28% TT-exp; p=0.0232).

Conclusion: This study confirmed that a substantial proportion of patients 
across all three groups still experience bowel urgency despite receiving 
treatment. Since bowel urgency is known to negatively impact patients’ 
quality of life, there is a therapeutic need to address this symptom.

Reference

1. Ha, C, et al. Rectal Urgency Among Ulcerative Colitis and Crohn’s 
Disease Patients: Analyses from a Global Survey. Poster presented 
at: Digestive Disease Week; 2021 May 21–23; Online event.
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Decreased infliximab trough levels (TLI) is a 
moderate predictor of loss of response to IFX in 
IBD patients
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Saint Etienne - Hospital Nord, Immunology - Inserm- CIC1408, Saint 
Priest en Jarez, France

Background: If the use of anti-TNF trough levels (TDM) are proposed 
in case of loss of response (reactive attitude), a proactive strategy has 
not shown in most randomized trials its interest. The aim of this study 
was to analyze the predictive value of a decrease of TLI in IBD patients 
in terms of loss of response over time.
Methods: This was a retrospective study that included all IBD patient 
followed in our university hospital. Eligible patients had to have IBD 
treated with IFX as maintenance therapy (5mg/kg/8weeks). Patients 
had to be in clinical remission of the disease at inclusion with calprotec-
tin levels < 100 µg/g stool and therapeutic levels of IFX concentration 
(TLI > 5 µg/ml) on IFX mono- or combination therapy. IFX levels were 
analyzed by ELISA (Theradiag, France). Every two months, patients 
were reviewed in the day hospital with fecal calprotectin, TLI and a 
measure of the clinical activity score (CDAI for CD and Mayo clinical 
score for UC). Loss of response was defined for CD as a CDAI > 220 
with fecal calprotectin > 250µg/g stool and for UC as a full Mayo score 
> 5 with an endoscopic Mayo score > 1. Low TLI during follow-up was 
defined as a level below 3 µg/mL. Patients who had dose optimization 
based on calprotectin or TLI alone were excluded from the study.
Results: 145 patients (65% CD, mean age 34  years, disease dur-
ation 4.5 years) were included. The mean follow-up was 66 months. 
79 patients (55%) showed a loss of response. A decrease of TLI was 
found in 65% of patients who relapsed within 6 months versus 33% in 
patients in long-term clinical remission (p=0.14). The predictive value 
of loss of response within 6 months was moderate in the presence of 
low IFX levels (sensitivity: 71%, specificity: 73%; PPV: 73%, NPV: 
68%). Conversely, fecal calprotectin (> 250 µg/g stools) increase was 
strongly predictive of loss of response within 6  months (sensitivity: 
85%, specificity: 85%). The association of the two markers (decrease 
of TLI and/or increase of fecal calprotectin) improved the predictivity 
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of relapse in the follow-up (sensitivity: 90%, Specificity: 89%). For the 
79 patients who relapsed, for 35% (28 patients) of the cases, the rise of 
fecal calprotectin preceded the fall of TLI but for 25% of the cases (25 
patients), apparition of low TLI preceded the rise of fecal calprotectin.
Conclusion: The decrease of TLI is n moderately predictive of a loss of 
clinical response in the short or medium term under IFX for IBD. These 
results may explain the negative results of a proactive attitude based on 
TDM alone. A proactive strategy based on TDM and fecal calprotectin 
could be very interesting but needs to be confirmed.
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Very early onset Inflammatory Bowel Diseases: 
Review of the Genoa-Messina joint clinical 
experience. Clinical history: Part I
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Background: Pediatric inflammatory bowel diseases (pIBD) have spe-
cific phenotypes compared to Inflammatory Bowel Diseases (IBD) in 
adults. The Very Early Onset-IBD (VEO-IBD) is considered a diagnosis 
of IBD in children before age 6 years old with 15% of prevalence.
Methods: The objective of this study was to compare the clinical and 
endoscopic features of VEO-IBD compared to pediatric IBD (diagnosis 
> 6 years old) also in terms of natural history and response to treatment.
The VEO patients followed at the IBD-Centers of Messina and Gaslini 
were enrolled retrospectively. We compared the results of this popula-
tion with what is reported in the literature in terms of clinical character-
istics at onset (symptoms, age at onset, age at diagnosis), comorbidities, 
complications, associated immunodeficiencies, endoscopic models. 
Percentage comparison and chi-square test of data was performed.
Results: 74 VEO-IBD patients were enrolled. The onset is around 
3  years, a predominantly colonic localization, inflammatory pattern. 
Positive family history for IBD in 8.1%. Histology is very nonspecific 
and is characterized above all by basal plasmacytosis (CD 68,4%; CU 
72,7%) and hypereosinophilia (CD 36,8%; CU 40%). At diagnosis, 
IBD-U (= Unclassified) is prevalent (47,2%), the frequency of which 
will decrease over the years (3 years after onset, 32.4%), differentiating 
into CU and CD (table 1). The main clinical manifestations at onset 
are chronic diarrhea (CD 89,5%; CU 91%), blood in the stool and / 
or hematochezia (CD 78,9%; CU 96,4%; table 2). Sensitive onset tests 
for IBD are ESR, fecal calprotectin and iron deficiency anemia (posi-
tive respectively in CD 75-60-71,4%%; CU 58,8-84,6-66,7%). The 
most frequent extraintestinal manifestations are arthritis (CD 22,2%) 
and sclerosing cholangitis (CU 7,3%). To highlight the significant stat-
istical association (p <0.05) between VEO-IBD and neuro / nephro-
logical diseases (major renal malformations and nephropathies, autism 
and neuropsychiatric disorders; table  3). Among the most common 
complications are severe anemia (CD 31,6%; CU 42,6%), acute attack 
of severe colitis, malnutrition and fistulization. A monogenic form of 
VEO-IBD was found in 5.4% frequently linked to immunedeficiency, 2 
cases required allogenic HSC transplantation (XIAP, WAS).
Conclusion: VEO-IBDs represent a challenge for the pediatric gastro-
enterologist. The clinical course is no more severe than pediatric inflam-
matory bowel diseases, with the exception of monogenic forms. A genetic 
association between nephro / neurological comorbidities and VEO-IBDs 
is likely, the genetics is still to be discovered. Further studies will be needed 
to define the best therapeutic and diagnostic approach for these diseases.
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Background: Crohn’s disease (CD) is associated with a high risk of intes-
tinal complications such as stricture, fistula and abscess formation, as well 
as perianal disease, frequently requiring surgical procedures and intestinal 
stoma formation. The aim of the present study was to evaluate the preva-
lence as well as predictors for surgical stoma formation in CD patients.
Methods: This is a retrospective single tertiary center cohort study of 
1157 patients with CD with a median follow-up of 15  years whose 
characteristics (Table 1)  are recorded via a validated data software 
(IBDIS, Inflammatory Bowel Disease Information System). The primary 
objective was the assessment of risk factors for intestinal stoma for-
mation during follow-up. The probability of stoma-free survival was 
calculated for the entire patient population and for subgroups defined 
by their time of diagnosis (-1999, 2000–2009, 2010-), location and be-
havior of disease, presence of perianal disease (ever), gender, and smok-
ing habits by means of Kaplan-Meier estimates.
Results: 135 (11.7%) patients with intestinal stomas [78 (57.8%) ileos-
tomies and 57 (42.2%) colostomies] were registered. The probability of 
stoma-free survival after 5, 10, and 20 years was 95.9%, 91.8%, and 
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85.5%, respectively. Stoma formation surgery was elective in 51 (37.8%) 
cases, emergency in 49 (36.3%) and unknown in the others (25.9%). 
The most common indications were perianal disease [(n=34; 25.2%), in-
ternal fistula/abscess [n=25 (18.5%)], postoperative complications [n=21 
(15.6%)], stricture [n=11 (8.1%)], and refractory to treatment [n=10 
(7.4%)]. The probability of stoma-free survival was significantly lower 
in patients with perianal disease (p<0.0001) (Figure 1), colon involve-
ment (p<0.0001) (Figure 2), and penetrating disease behavior (p<0.0001) 
(Figure 3). Time of diagnosis, gender, and smoking habit were not sig-
nificantly associated with stoma-free survival. In 73 (54.1%) patients a 
restorative surgery for intestinal continuity was performed.
Conclusion: We found a high prevalence of intestinal stoma formation in CD 
patients of a tertiary center. Patients with perianal disease, penetrating be-
havior and colonic location, have a lower probability of stoma-free survival.
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Open approach for ileocolic resection in Crohn’s 
disease in the era of minimally invasive surgery: 
indications and perioperative outcomes in a 
referral centre
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Background: Minimally invasive surgery (MIS) is the first-line approach 
for ileocolic resection in patients with Crohn’s disease (CD) and it is 
safe and feasible even in complex cases. However, an open approach 
is still required, but indications to open ileocolic resection for CD are 
not well described.
Methods: All consecutive adult patients with CD who underwent 
elective ileocolic resection in the Departments of Colon and Rectal 
Surgery at Mayo Clinic Rochester, Minnesota and Jacksonville, Florida 
between September 2014 and March 2021 were included and divided 
into “open” and “MIS” groups. Open approach was defined as up-
front laparotomy, MIS included laparoscopic and robotic approaches, 
and conversion was defined as incision made earlier than planned. 
Indications to open approach were retrospectively reviewed by two 
authors, and any incongruity was resolved. Analogous indications were 
also assessed in the MIS group, as appropriate. Indications, baseline, 
perioperative characteristics, and short-term postoperative outcomes 
were compared between open and MIS.
Results: Among 319 ileocolic resections for CD, 45 (14.1%) were 
open and 274 (85.9%) MIS. Indications for open approach were se-
vere disease, adhesions at previous surgery, history of abdominal 
sepsis, multifocal and extensive disease, abdominal wall involvement, 
concomitant open procedures, small bowel dilatation, and anaesthe-
siologic contraindications (Table 1). In addition, two or more of the 
above indications were present in 40 patients (89%) in the open group, 
while only in 6 patients (2%) in the MIS group (p<0.001). Compared 
to MIS patients, patients undergoing open ileocolic resection were 
older, with longer CD duration, more previous surgery and preopera-
tive intra-abdominal abscess drainage (Table 2). Nine patients were 
converted in the MIS group (3.3%). Intraoperatively, open group had 
more adhesiolysis ≥45 min, more intraoperative complications, more 
blood loss, more primary stoma, less anastomosis, and longer opera-
tive time (Table 3). Postoperatively, they had more overall postopera-
tive complications, ileus, surgical site infections, dehydration, vascular 
thromboembolism, higher severity by Clavien-Dindo classification, and 
longer length of stay (Table 4).
Conclusion: Overall rate of open approach ileocolic resection for CD 
was 14 % during a 7-years period in a referral centre. Open approach 
was the only operation performed in cases of abdominal wall involve-
ment, concomitant open procedures, and anaesthesiologic contraindi-
cation. In addition, the presence of at least two indications,predicting 
high technical complexity, may be considered as a no-go for the MIS 
approach in ileocolic resections for CD.
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Elderly-onset Inflammatory Bowel Disease: a 
retrospective single-center study with current 
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Background: Elderly-onset inflammatory bowel disease (IBD) will be 
seen more frequently with the ageing of the population and the increas-
ing incidence of IBD. However, to date there are few studies focusing 
in the medical management of IBD in this patient population. The aim 
of our study was to describe the main clinical features of elderly-onset 
IBD.
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Methods: Patients diagnosed with IBD after the age of 65 years (elderly-
onset IBD) until December 2020 with current follow-up in a special-
ized IBD consultation in a tertiary hospital center (by June 2021) were 
included in this retrospective study. The hospital electronic medical 
records were searched in order to retrieve demographic and clinical 
data of the patients.
Results: A total of 61 patients were included, with mean age of 
72.0  years (range 65–86); 34 (55.7%) were male. All patients were 
alive and with current follow-up. Mean follow-up duration was 
84 months (interquartile range 35–97). The most common type was ul-
cerative colitis in 36 (59%) patients, whereas Crohn’s disease was diag-
nosed in 25 (41%). Among patients with ulcerative colitis, 14 (38.9%) 
had pancolitis, 11 (30.6%) left-sided colitis and 11 (30.6%) proctitis. 
Crohn’s disease was most often ileal in 48% of patients, followed by 
colonic in 44% and only 8% of patients presented ileocolonic disease. 
Non-stenosing non-penetrating behavior was present in 19 (76%) 
patients, followed by stenosing behavior in 6 (24%), with no case of 
penetrating phenotype; associated perianal disease was detected in 5 
(20%) patients. Salicylates were used as single maintenance therapy 
in 44 (72.1%) of all patients with IBD; 11 (18%) patients required 
immunosuppressant therapy with biological agents including inflixi-
mab (n=5), vedolizumab (n=5) or ustekinumab (n=1) whereas 4 (6.6%) 
patients required no specific treatment. Surgery was necessary in only 
3 (4.9%) patients: 2 performed total colectomy for refractory ulcera-
tive colitis, whereas the other required right ileocolectomy for stenosing 
Crohn’s disease. At the time of diagnosis, anemia was present in 23 
(37.7%) patients. In 21 (34.4%), levels of C-reactive protein were sig-
nificantly elevated (>10 mg/L) and hypoalbuminemia was present in 12 
(19.7%). Vitamin D levels were measured in 44 patients, among these 
41 (93.2%) presented abnormally low levels.
Conclusion: Patients with elderly-onset IBD appear to have a mild 
disease course, with low use of biological agents and surgery. Ileocolonic 
involvement and penetrating phenotype in Crohn’s disease appear to be 
rare. Nevertheless, other comorbidities are often present and IBD may 
contribute to a higher prevalence of laboratory abnormalities including 
anemia and vitamin D deficiency.

P267
Milan Ultrasound Criteria are accurate in assessing 
endoscopic remission and treatment response in 
patients with ulcerative colitis

M. Allocca*1, C. Dell’Avalle2, S. Radice3, F. Furfaro4, A. Zilli3, 
F. D’Amico3, L. Peyrin-Biroulet5, G. Fiorino3, S. Danese3

1IRCCS San Raffaele Scientific Institute, Gastroenterology and 
Gastrointestinal Endoscopy Unit, Milan, Italy, 2Humanitas University, 
Biomedical Science, Pieve Emanuele, Italy, 3IRCCS Ospedale San 
Raffaele and Vita-Salute University San Raffaele, Gastroenterology 
and Digestive Endoscopy, Milan, Italy, 4Humanitas Research Hospital, 
Gastroenterology, Rozzano, Italy, 5University Hospital of Nancy- 
University of Lorraine, Gastroenterology and INSERM NGERE, 
1256, Nancy, France

Background: We assessed the accuracy and the responsiveness to 
change of Milan Ultrasound Criteria (MUC) in patients with ulcerative 
colitis (UC), using colonoscopy as the reference standard.

Methods: We performed a prospective observational study of 49 
patients with active UC. All patients underwent bowel ultrasound and 
colonoscopy at baseline and at reassessment, at week 48, after treat-
ment with biologics (29 patients were treated with infliximab, 14 
with vedolizumab, four with adalimumab, two with ustekinumab). 
Furthermore, patients underwent bowel US also at week 12 and 24. 
Disease activity was quantified using Mayo endoscopic subscore and 
MUC. The primary analysis was to determine the accuracy of MUC in 
identification of endoscopic remission defined as a Mayo endoscopic 
subscore < 2.  Additional analyses established the accuracy of MUC 
in determining change in lesion severity. Logistic regression was used 
to examine the relationship between the absence or presence (0/1) of 
endoscopic remission at reassessment as the dependent variable and 
possible predictors at week 12 as the independent variables. The model 
was performed using the stepwise backward method.
Results: Eighteen patients (37%) got endoscopic remission at reassess-
ment. In Table 1 are summarized endoscopic and ultrasound outcomes 
achieved at reassessment according to the different treatments. MUC < 
6.2 determined endoscopic remission with 83% sensitivity, 84% spe-
cificity, 84% accuracy, 75% PVP and 90% PVN (Table 2). MUC was 
sensitive to change in ulcerative colitis [Guyatt’s responsiveness index: 
1.73; standardised effect size ratio: 2.0]. MUC changed significantly 
from baseline to reassessment [8.72 (7.78−9.14) vs 7.60 (4.71−8.53), p 
< 0.0001], with the largest drop at week 12 [8.72 (7.82−9.19) vs 7.46 
(5.80−7.98), p < 0.0001] (Figure 1). A change of -2 in MUC overtime 
predicted endoscopic remission at reassessment (AUC 0.806, 95% CI 
0.667–0.904; sensitivity 89%, specificity 77%). At multivariable ana-
lysis only MUC < 6.2 at week 12 was statistically significantly associ-
ated with endoscopic remission at reassessment (Table 3).
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Conclusion: MUC accurately detects endoscopic remission. MUC is 
a highly responsive, reliable tool for assessing treatment response in 
patients with ulcerative colitis.

P268
IBD and Covid-19 in italy: comparisons between 
first and second pandemic wave

C. Bezzio1, S. Costa2, A. Armuzzi3, F. Furfaro4, S. Ardizzone5, 
M. Milla6, F. Bossa7, A. Orlando8, F.A. Caprioli9, F. Castiglione10, 
C. Viganò11, D.G. Ribaldone12, F. Zingone13, R. Monterubbianesi14, 
N. Imperatore15, S. Festa16, M. Daperno17, L. Scucchi18, A. Ferronato19, 
L. Pastorelli20, P. Balestrieri21, C. Ricci22, M. Cappello23, C. Felice24, 
F. Coppini25, P. Alvisi26, V. Gerardi27, A. Variola28, S. Mazzuoli29, 
M.V. Lenti30, S. Alessandro31, A. Buda32, F. Micheli33, V. Ciardo34, 
G. Casella35, A. Viscido36, G. Bodini37, G. Fiorino4, M. Vernero*2, 
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Italy, 10University Federico II of Naples, Gastroenterology- Department 
of Clinical Medicine and Surgery, Naples, Italy, 11San Gerardo Hospital, 
Gastroenterology Unit-, Monza, Italy, 12Università di Torino- Turin., 
Division of Gastroenterology- Department of Medical Sciences-, 
Turin, Italy, 13DISCOG- University Hospital- Padova, Department of 
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14Azienda Ospedaliera San Camillo Forlanini, Gastroenterology and 
Endoscopy Unit-, Rome, Italy, 15AORN Antonio Cardarelli of Naples- 
Naples, Gastroenterology and Endoscopy Unit, Rome, Italy, 16San 
Filippo Neri Hospital- Rome, IBD Unit-, Rome, Italy, 17Mauriziano 
Hospital- Turin, Gastroenterology Unit-, Turin, Italy, 18Ospedale Alto 
Vicentino- AULSS, 7-, Department of Systems Medicine- University 
Tor Vergata- Rome-, 21UOSD Endoscopia Digestiva -, Vicenza, Italy, 
19Ospedale Alto Vicentino- AULSS, 7-, UOSD Endoscopia Digestiva, 
Vicenza, Italy, 20IRCCS Policlinico San Donato-, Gastroenterology 
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Hospital- Faculty of Medicine and Psychology-, Rome, Italy, 34S. 
Antonio Hospital-, Gastroenterology Unit-, San Daniele del Friuli- 
Italy., Italy, 35ATS Brianza- Limbiate-, Gastroenterology Unit, Monza 
Brianza- Italy, Italy, 36University of L’Aquila-, Gastroenterology Unit- 
Department of Life- Health and Environmental Sciences-, L’Aquila, 
Italy, 37Internal Medicine Department- Genoa University- Italy, 
Gastroenterology chair-, Genova, Italy

Background: Coronavirus disease 2019 (COVID-19), had two pan-
demic waves in 2020, respectively in April and November. In the 
general population, the first wave has been characterized by a higher 
prevalence in Northern Italy and a higher mortality rate compared to 
the second one. The aim of this study was to compare the characteris-
tics of IBD patients and negative outcomes of COVID-19 (pneumonia, 
hospitalization, ventilatory support, death) between the two pandemic 
waves in Italy.
Methods: Prospective observational cohort study. Patients with diag-
nosis of IBD and confirmed SARS-CoV-2 infection were enrolled. 
Differences between first and second wave were tested for significance 
using the Student’s t test and Fisher’s test, as appropriate. A two-tailed 
p value <0.05 was indicative of statistical significance.
Results: We enrolled 937 IBD patients from 47 participating IBD cen-
tres across Italy (219 in the first wave, 718 in the second wave). There 
were no significant differences between the first and the second wave in 
terms of age (46.3 ± 16.0 vs. 44.1 ± 15.5 years, p=0.06) and gender (fe-
male 45.7% vs. 48.2%, p= 0.54). In the first wave, a lower percentage 
of patients was affected by Crohn’s disease (CD): 92 (42.0%) vs. 399 
(55.6%) (p<0.001) while no differences were observed for disease 
clinical activity: 97/219 (44.3%) vs. 280/718 (38.9%) in the first 
and second wave, respectively (p=0.18). Regarding biologic therapy, 
the percentage of patients on biologics in the two waves was similar: 
119/219 (54.3%) vs. 393/718 (54.7%) (p=0.94), without differences 
in anti-TNFalpha, anti-integrins and anti-IL12/23 distribution. During 
the first wave, a significantly higher percentage of patients were from 
Northern Italy compared to Central-Southern Italy: 171/219 (78.1%) 
vs. 387/718 (53.9%), respectively (p<0.001). Overall, COVID-19 nega-
tive outcomes were significantly higher in the first wave compared to 
the second one: 110 (50.2%) vs. 95 (13.2%), respectively (p<0.001). 
Also the single negative outcomes were significantly higher in the first 
wave: 61/219 (27.8%) vs. 84/718 (11.7%) had pneumonia, 62/219 
(28.3%) vs. 76/718 (10.6%) required hospitalization, 26/219 (11.9%) 
vs. 39/718 (5.4%) required ventilatory support, and 12/219 (5.5%) vs. 
13/718 (1.8%) died (Figure 1).

Conclusion: IBD patients had higher number of COVID-19 negative 
outcomes in the first wave than in second wave. In the first wave, a 
significantly higher percentage of patients were from Northern Italy, 
but no significant differences in negative outcomes were observed in 
comparison with those from Central- Southern Italy. Overall, findings 
in IBD population are coherent with those observed in the general 
population.

P269
Spaciotemporal machine learning analysis of 
complete small bowel capsule endoscopy videos 
for prediction of outcomes in Crohn’s disease

R. Kellerman1, A. Bleiweiss1, S. Samuel1, O. Barzilay2, 
R. Margalit Yehuda2, E. ZImlichman3, R. Eliakim2, S. Ben-Horin2, 
E. Klang3, U. Kopylov*2

1Intel Inc, Intel Israel, Petach Tikva, Israel, 2Tel-HaShomer Sheba 
Medical Center, Department of Gastroenterology, Ramat Gan, Israel, 
3Tel-HaShomer Sheba Medical Center, SHeba ARC, Ramat Gan, Israel

Background: Capsule endoscopy (CE) is a prime modality for diagnosis 
and monitoring of Crohn’s disease (CD). However utilization of CE for 
monitoring of CE is hampered by prolonged reading time and interob-
server variability. Machine learning (ML) techniques such as convolu-
tional neural networks (CNN) are capable of accurate detection and 
grading of inflammatory findings on isolated images from CE in CD 
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patients, with accuracy above 95%. However, ML-based analysis of 
complete CE films have not yet been reported; moreover, the predictive 
utility of ML of CE in CD for disease outcomes has not been examined 
so far.
Methods: The study cohort included treatment-naïve CD patients 
that have performed CE (SBIII, Medtronic) within 6 months of diag-
nosis of CD and had a minimal follow-up of 6  months. Complete 
small bowel videos (first duodenal to first cecal image) were extracted 
using the RAPID reader software, V9.0. Prior to extraction, CE vid-
eos were scored using the Lewis score (LS). Clinical, endoscopic and 
laboratory data were extracted from the electronic medical records. 
All patients were classified as per start of biological therapy during 
follow-up. Machine learning analysis was performed by Intel Inc. 
using TimeSformer computer vision algorithm developed by Facebook. 
Timesformer algorithm utilizes spaciotemporal
Results: The patient cohort included 103 patients (54 (52%) female, 
median age- 25  years, interquartile ratio (IQR) 21–40). The median 
duration of follow-up was 941 (363–1644) days. The median LS was 
450 (IQR-225–900). Biological therapy was initiated by 41(39.8%) 
of the patients (adalimumab -20 (48.7%), infliximab-14 (34,1%), 
vedolizumab- 7 (17%) patients, respectively). TimeSformer algorithm 
achieved training and testing accuracy of 91% and 79% respectively, 
with area under the curve (AUC) of 0.79 for prediction of the need for 
biologic therapy. In comparison, the AUC for LS was 0.69. The required 
time for analysis per complete video was 440ms on a single GPU.
Conclusion: Spaciotemporal analysis of complete small bowel CE vid-
eos of newly diagnosed CD patients achieved accurate prediction of 
the need for biological therapy. The accuracy was superior to that of 
human reader index. Following future validation, this approach will 
allow for fast and accurate personalization of treatment decisions in 
CD.

P270
Ultrasonography interobserver agreement in Crohn 
Disease between experienced and non expert 
operators

A. Marra*1, P. Dell’Aquila2, A. Di Leo3, M.B. Principi3; Ultrasound 
Study Group
1IRCCS “Casa Sollievo della Sofferenza”, Gastroenterology and 
Endoscopy Units, San Giovanni Rotondo, Italy, 2University of Bari “ 
Aldo Moro”, Internal Medicine, Bari, Italy, 3University of Bari “ Aldo 
Moro”, Section of Gastroenterology- Department of Emergency and 
Organ Transplantation-Internal Medicine, Bari, Italy

Background: Bowel ultrasound (US) is a safe, noninvasive, access-
ible, reproducible, and cost-effective resource technique for assessing 
bowel inflammation in CD. Despite the performance and advantages 
of bowel US, its incorporation into routine gastroenterology practice 
is internationally inconsistent. To date, this technique is often branded 
as ‘‘operator -dependent’’ and it has value only in expert hands. 
Nevertheless, some evidence showed that bowel US in CD could be 
standardized with a good reproducibility among expert operators. This 
result has been confirmed more recently. Interobserver agreement be-
tween operation with several degree of experience in bowel US and its 
learning curve need to be investigated further. The aim of this study is 
to assess the interobserver agreement between experienced and non-
experts sonographers in the evaluation of established bowel US param-
eters used in CD.
Methods: Twenty-eight patients with an established diagnosis of CD 
underwent bowel US examination by an experienced sonographer. 

After baseline examination, a small intestine contrast-enhanced ultra-
sonography (SICUS) by use of polyethylene glycol (PEG) was also be 
performed. Every exam was recorded and for each segment of the 
bowel a videotape was registered at baseline and after PEG intake. 
Every video was showed to both 10 blinded expert and 10 blinded 
non- expert operators. Interobserver agreement was scored by kappa 
statistics and AC1.
Results: Agreement among 16 sonographers for the evaluation of bowel 
wall thickening was high (K = 0.70; AC1 = 0.82), comparable between 
expert operators (K = 0.72; AC1 = 0.81) and non-experts (K = 0.69; 
AC1  =  0.83). Agreement was moderate for stratification and vascu-
larization according to Cohen’s analysis (k  =  0.60), and excellent at 
AC1 with values   of 0.90 and 0.84, respectively. The presence of lymph 
nodes was reproducible in both groups with k values   of 0.41 and 0.51, 
whereas that on abdominal free fluid was poor (0.09- 0.16). For the 
evaluation of complications (stenosis, fistulas, abscesses), the agreement 
differs significantly, resulting poor with Cohen’s K (0.14–0.37) and ex-
cellent with AC1 analysis (0.98-0.94), in both groups.
Conclusion: In this study, most of the US parameters used in CD 
showed moderate/substantial agreement without any significant dif-
ference between experienced and non-expert operators. A  different 
agreement based on the statistical analysis for some parameters was 
observed. Standardized training between operators would be useful to 
reduce the variability of the learning curve.

P271
Fecal calprotectin at diagnosis is associated with 
oral steroid use first year of Inflammatory Bowel 
Disease
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1University of Oslo, Faculty of Medicine, Oslo, Norway, 2Lovisenberg 
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Background: Fecal (f-) calprotectin is demonstrated to predict forth-
coming flares in Inflammatory Bowel Disease (IBD). Predictive value 
in newly diagnosed IBD is scarcely studied. The aim of this study was 
to investigate if high or low f-calprotectin at time of diagnosis of IBD 
was associated with need of steroids during first year of disease in a 
population-based inception cohort study (IBSEN III).
Methods: Newly diagnosed IBD patients >18  years, enrolled from 
the South-Eastern Health Region of Norway in the period of 2017–
2019, were studied. Age, gender, smoking status, CRP and level of 
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f-calprotectin were registered at diagnosis. At one-year follow-up, oral 
and intravenous (IV) steroid use during first year of disease were regis-
tered. Associations between high levels of f-calprotectin (≥ 500 mg/kg) 
at diagnosis and steroid use were tested using logistic regression analy-
ses. A p-value of 0.05 was considered statistically significant.
Results: At baseline, 352 adult patients with Crohn’s disease (CD) and 
702 patients with ulcerative colitis (UC) provided samples for f-calpo-
tectin and were included in this study. Steroid use (both IV and oral) 
was associated with higher levels of f-calprotectin. When adjusted for 
CRP, age, gender and smoking status, the association remained stat-
istically significant for oral steroid use (CD: OR=2.21, 95%CI [1.25; 
3.93], p=0.007. UC: OR=1.87, 95%CI [1.26;2.78], p=0.002), however 
not for IV steroid use.
Conclusion: High level of f-calprotectin at time of diagnosis is associ-
ated with oral steroid use during the first year of disease for patients 
with IBD.

P272
Psychological burden in newly diagnosed IBD 
patients: Differences between Crohn’s Disease and 
Ulcerative Colitis in early IBD

P. Bernabeu*1, J.I. Cameo2, A. Gutiérrez2, G. García3, M.F. García4, 
M. Aguas5, O. Belen2, P. Zapater6, P. Cabezos1, A. Andreu1, R. Jover2, 
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1General University Hospital-Alicante. ISABIAL., Health Psychology 
Department, Alicante, Spain, 2General University Hospital-
Alicante. ISABIAL., Gastroenterology Department, Alicante, Spain, 
3University Hospital-San Juan, Gastroenterology Department, 
Alicante, Spain, 4General University Hospital-Elche, Gastroenterology 
Department, Elche, Spain, 5University and Polytechnic La Fe Hospital, 
Gastroenterology Department, Valencia, Spain, 6General University 
Hospital-Alicante. ISABIAL.CIBEREHD, Clinical Pharmacology 
Department, Alicante, Spain, 7University of Alicante. CIBERESP, 
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Background: Psychological factors such as stress, anxiety and depres-
sion are frequently related to IBD. However, there are few studies of 
these factors in patients with a new diagnosis of IBD. The aim of the 
present study is to test the psychological burden in patients with a re-
cent diagnosis of IBD and to check if there are differences between 
Crohn’s disease (CD) and Ulcerative Colitis (UC).
Methods: Prospective, multi-center, observational study in patients with 
a new diagnosis of IBD (<6 months). The patients were recruited from 
4 different Spanish hospitals. Patients were evaluated using the Holmes 
and Rae social readjustment rating (SRRS), the hospital anxiety and 
depression scale (HAD), Scale of Stress Perceived by the Disease (EAE) 
and quality of life questionnaire for patients with inflammatory bowel 
disease (IBDQ).
Results: We included 156 patients, 69 (44.2%) women and 87 men 
(55.8%); 80 (51.3%) CD and 76 (48.7%) UC, mean age 42.3 (SD 
16.21) years. The sample was homogeneous between groups in rela-
tion to socio-demographic variables. In the total sample a 60.9% of 
the patient associated the onset of the disease with a stressful life event. 
Patients with CD showed a greater psychological impact on measures 
of anxiety, CD 48.8% - UC 25%, OR 2.8, (95% CI 1.4–5.6), depres-
sion CD 25% - UC 9.2%, OR 3.2 (95%CI 1.2–8.3) and stressful life 
events CD 86.3% - UC 67.1%, OR 3 (95%CI 1.3–6.8). In terms of 
general quality of life, 82.9% of UC patients showed high scores com-
pared to 57.5% of CD patients, OR 0.27 (95%CI 0.13–0.58). In the 
IBDQ domains, CD patients had lower scores than UC patients, except 

in the digestive domain, where scores were similar. In the scale of per-
ceived stress due to the disease, both groups showed elevated values 
(CD 86.3% - UC 80.3%).
Conclusion: Patients with a recent diagnosis of CD are more emotion-
ally affected and have a poorer quality of life at the beginning of the 
diagnosis when compared to patients with UC. Both have high scores 
in perceived stress due to the disease. They perceive the disease at 
diagnosis as a highly stressful life event, so this should be considered 
to promote interventions (perhaps disease-specific) aimed at alleviat-
ing that stress and preventing it from interfering with the course of 
the disease.

P273
Inflammatory Bowel Disease and COVID-19 vaccine

E. Zahra Bianco*1, T. Tabone1, P. Cassar2, D. Agius2, D. Zammit2, 
A. Vella Baldacchino1, C. Scicluna1, K. Gatt1, M. Ciantar2, 
B. Montebello2, P. Ellul1, M. Sciberras1

1Mater Dei Hospital, Gastroenterology, Msida, Malta, 2mater dei hos-
pital, Medicine, Msida, Malta

Background: Owing to the COVID-19 pandemic, inflammatory bowel 
disease (IBD) patients are strongly encouraged to vaccinate against 
SARS-COVID-19. In fact, the uptake of this vaccine in IBD cohorts has 
been greater than the general population. The adverse events of this 
vaccine are predicted to be low. The aim of this study was to assess the 
percentage of IBD patients who took the COVID-19 vaccine- including 
booster- and any significant adverse events. Any possible correlation 
with lifestyle habits, treatment and disease activity was also established.
Methods: Data was collected prospectively. 200 patients with a histo-
logical diagnosis of IBD were randomly recruited through our local 
database. Data was gathered using electronic case summaries and direct 
patient contact. Data collected included; diagnosis, type and number 
of COVID-19 vaccines taken, demographics, lifestyle habits, treatment 
and any adverse events to the vaccine. Patients were also asked about 
any concerns regarding this vaccine.
Results: 187 patients (57.8% male) were recruited. 73.8% of which 
had Crohn’s disease (CD), 25.7% had Ulcerative colitis (UC) and 
0.5% were unclassified. Mean age was 41.96 (SD ±16.56). 37.8% 
were on Azathioprine/6- Mercaptopurine, 93.5% were on biologicals 
and 33.2% were on both. 61% had quiescent IBD while 2.1% had se-
vere IBD. 19.7% were current smokers while 15.8% were ex-smokers. 
98.9% received at least one COVID-19 vaccine.
Table 1 illustrates the type of vaccine administered to IBD patients.

17% of patients were concerned regarding the effectiveness of the vac-
cine due to IBD treatment. 19.8% of IBD patients believed that the vac-
cine may trigger a flareup of their disease. 11.8% of patients felt that 
not enough information was available to make an informed choice. 
7.1% of IBD patients had treatment altered in response to the COVID-
19 vaccine.

Graph 1 shows the percentage of both local and systemic adverse 
events to 1st, 2nd and 3rd Covid-19 vaccine in IBD patients.



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i311

Conclusion: This study demonstrates that the uptake of COVID-19 
vaccine in IBD patients was high. The most commonly report adverse 
events were pain at the injection site and fever. Increased in tempera-
ture at the injection site occurred more frequently with the 3rd dose. 
A number of patients had a change in their medication in response to 
at least one the vaccines. Larger studies are needed to decipher whether 
data can be extrapolated on a larger scale.

P274
Bioelectrical impedance analysis identifies 
low skeletal muscle index in patients with 
Inflammatory Bowel Disease

A. Nguyen*1, D. Holt2, M. Burns2, M. Herath3, P.R. Gibson4, 
P. Ebeling5, F. Milat3, G. Moore6
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Melbourne, Australia, 2Monash Health, Gastroenterology, Melbourne, 
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Background: Low skeletal muscle index (SMI) has been associated with 
increased need for surgery and post-surgical complications in patients 
with Inflammatory Bowel Disease (IBD). On dual energy X-ray absorp-
tiometry (DXA), SMI is routinely calculated by dividing limb skeletal 
muscle mass (kg) by the square of the height (m2). Bioelectrical imped-
ance analysis (BIA) provides a quick, inexpensive and radiation-free 
method to measure body composition. The aim of this study was to 
compare BIA with DXA to identify patients with low skeletal muscle 
mass and to show change over 14 weeks.
Methods: This single-centre prospective study recruited adult patients 
with IBD and adult controls, matched for gender. Active disease was 
defined as a faecal calprotectin of ≥150  μg/g. Active IBD patients 
undergoing biologic induction had repeat body composition measure-
ments at least 14 weeks apart. All patients underwent single-frequency 
segmental BIA (Tanita BC-418) and DXA (GE Lunar Prodigy). A BIA-
predicted SMI was calculated by dividing limb fat-free mass (kg) by the 
square of the height (m2).
Results: Of 48 patients with IBD, 54% had Crohn’s disease, 56% were 
male and median age was 29 (IQR 23–40) years. 28 had active disease, 
16 inactive disease and 4 had no faecal calprotectin available. Patients 
with IBD and controls (n=30) had similar total body water, measured 
by BIA, and differed in albumin levels (39 vs 40.1 g/L, p=0.011). In IBD 
patients and controls, BIA total fat-free mass correlated strongly with 
DXA-derived fat-free mass (0.96 and 0.93, both p<0.0001). The BIA-
predicted SMI also correlated well with DXA-derived SMI (0.89 and 
0.91, both p<0.0001).

The correlation was stronger for Ulcerative Colitis (0.96) compared to 
Crohn’s disease (0.84). In patients with IBD, the mean difference be-
tween BIA-predicted SMI and DXA-derived SMI was 1.1 ± 0.6 kg/m2 
with 95% limits of agreement, -0.1 to 2.3 kg/m2. Controls followed a 
similar trend with a mean difference of 0.5 ± 0.6 kg/m2 and 95% limits 
of agreement, -0.5 to 1.6 kg/m2.

The BIA-predicted SMI demonstrated a strong ability to identify low 
DXA-derived SMI for women with IBD (AUC: 0.98) and less so for 
men (AUC: 0.79). In 14 patients undergoing biologic treatment, change 
in DXA-derived SMI correlated with BIA-derived SMI (0.76, p=0.003).

Conclusion: An accurate estimate of SMI can be obtained with BIA 
as point-of-care in clinical practice. Further prospective studies with 
larger sample sizes are needed to determine the accuracy of BIA in 
monitoring changes of SMI during IBD treatment.

P275
New non-invasive biomarkers of intestinal 
inflammation in pediatric inflammatory bowel 
diseases and their correlation with fecal 
calprotectin – pilot study

E. Szymanska*1, J. Bierla2, A. Wierzbicka3, M. Dadalski4, 
E. Konopka5, B. Cukrowska5, J. Kierkus6

1Children’s Memorial Health Institute, Department of 
Gastroenterology- Hepatology- Feeding Disorders and Pediatrics, 
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Children’s Memorial Health Institute- Warsaw- Poland, Department 
of Biochemistry and Experimental Medicine, Warsaw, Poland, 4The 
Children’s Memorial Health Institute- Warsaw- Poland., Department 
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Warsaw, Poland

Background: Current data indicates that increased intestinal perme-
ability leading to intestinal damage plays a key role in the pathogenesis 
of inflammatory bowel diseases (IBD) and correlates with disease flare. 
Therefore, recently, the role of non-invasive biomarkers in both diag-
nosis and monitoring IBD is emphasized.
Zonulin is the protein that increases permeability in the epithelial layer 
of the small intestine by reversibly modulating the intercellular tight 
junctions.
Fatty acid binding proteins (FABPs) are intracellular proteins expressed 
in several tissues including intestine. Intestinal FABP (I-FABP) is a 
plasma and urine marker of intestinal damage.
The aim of this study was to investigate fecal and serum zonulin and 
I-FABP in pediatric IBD patients and theircorrelation with fecal calpro-
tectin (FCP).
Methods: Seventy-one individuals: 32 Crohn’s disease (CD) patients, 
33 ulcerative colitis (UC) patients and 6 controls were examined for 
fecal and serum zonulin and plasma I-FABP. Values were correlated to 
FCP and to each other for all children included in the study. A stool 
specimen and blood samples were collected during check-up visit at 
hospital. Then fecal and serum zonulin, I-FABP and FCP were tested by 
ELISA test. Non-parametric statistical tests were used for data analysis.
Results: The level of fecal zonulin and FCP were higher in IBD patients 
compared to control group (CG): median for CD – 113.6(53.6–150) 
ng/mL, 46 (7–551) ug/g; UC – 115.3 (50.7–150.4) ng/mL, 40 (16.0–
251.2) ug/g; CG – 60.8 (31.8–81.2) ng/mL, 41.5 (31.0–97.7) ug/g, 
respectively, (P<0.05). No statistically significant difference in concen-
trations of serum zonulin and I-FABP was reported between patients 
and CG (P=0.55). The only correlation that has been reported was be-
tween fecal zonulin and FCP and the strongest one was in CD: CD – 
R = 0.73, UC – R = 0.67, All – R=0.67, CG – R=0.65.
Conclusion: Accordnig to our results it seems that only fecal zonulin 
may serve as another, next to FCP, biomarker of intestinal damage in 
IBD. However, both fecal and serum zonulin as well as I-FABP need 
further studies to assess their usefulness in diagnostics and monitoring 
in IBD.

P276
Prevalence, clinicopathological, and biological 
characteristics of serrated polyps in patients with 
ulcerative colitis
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Japan, 5Osaka City Juso Hospital, Department of Gastroenterology 
and Hepatology, Osaka, Japan, 6Yokohama City University Graduate 
School of Medicine, Department of Biostatistics, Yokohama, Japan, 
7Chiba University Graduate School of Medicine, Department of 
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Background: Serrated polyps are recognized as precursors of colo-
rectal cancer in general population and have recently been reported 
in patients with ulcerative colitis (UC). However, their prevalence and 
detailed characteristics remain unclear.
Methods: The prevalence and clinicopathological and biological char-
acteristics of serrated polyps in patients with UC were retrospectively 
examined in a single tertiary inflammatory bowel disease centre in 
Japan from 2000 to 2020.
Results: In total, 252 neoplasms, including 36 serrated polyps (26 in 
colitis-affected segments, 10 in colitis-unaffected segments), were iden-
tified in 187 patients with UC. The proportion of serrated polyps was 
significantly higher from 2010 to 2020 (35/213, 17%) than from 2000 
to 2009 (1/39, 3%; p = 0.023). Serrated polyps in colitis-affected seg-
ments were common in patients with extensive colitis (88%), a his-
tory of persistent active colitis (58%), and a long duration of UC 
(12.1  years). Serrated polyps in colitis-affected segments were more 
common in men (88%). Of 26 serrated polyps in colitis-affected seg-
ments, 15, 6, and 5 were categorized as sessile serrated lesion (SSL)-like 
dysplasia, traditional serrated adenoma (TSA)-like dysplasia, and ser-
rated dysplasia not otherwise specified (SD NOS), respectively. SSL-like 
dysplasia was common in the proximal colon (67%) and with BRAF 
mutation (62%), whereas TSA-like dysplasia and SD NOS were com-
mon in the distal colon (100% and 80%) and with KRAS mutations 
(100% and 75%). CpG island hypermethylation phenotype-positive 
status was observed in 60% cases of TSA-like dysplasia but in only 
25% cases of SSL-like dysplasia and SD NOS.
Conclusion: Serrated polyps have recently been increasing in patients 
with UC. Serrated polyps in colitis-affected segments were common in 
men with extensive and longstanding colitis, suggesting that chronic 
inflammation is involved in the development of serrated polyps in 
patients with UC.

P277
Assessment of fatigue as a patient-reported 
outcome: Correlation with baseline disease activity 
and therapy response in Inflammatory Bowel 
Disease

F. Tran*1,2, F. Schrinner2, S. Nikolaus1, J. Kümpers1, L.K. Sievers1,2, 
A. Lessing1, J. Lintner1, M. Lessing1, P. Rosenstiel2, K. Aden1,2, 
A. Franke2, S. Schreiber1,2

1University Medical Center- Schleswig-Holstein- Kiel Campus, 
Department for Internal Medicine I, Kiel, Germany, 2University 
Medical Center- Schleswig-Holstein- Kiel Campus, Institute of Clinical 
Molecular Biology, Kiel, Germany

Background: Currently available disease activity indices for IBD (e.g., 
CDAI and Mayo score) focus on symptoms directly related to intestinal 
function, while other relevant health consequences of disease activity 
including quality of life, neuropsychiatric symptoms like depression, 
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and social functionality, are not captured. With better therapies more 
stringent definitions of patient health have come into focus. One of 
the most common patient reported outcomes (PROs) in IBD is fatigue, 
which can be unrelated to endoscopic disease activity. We have shown 
earlier a strong degradation of tryptophan in active IBD (Nikolaus 
et  al, 2017, Gastroenterology) and low tryptophan levels have been 
linked in various chronic disease to high fatigue levels. Here, we aim to 
study the relationship of fatigue with disease activity in the context of 
therapy response to a biological treatment.
Methods: Patients with Crohn’s disease and ulcerative colitis with high 
disease activity (Mayo score ≥ 6, CDAI ≥ 220) and planned new therapy 
with a biologic agent were included into a prospective observational 
protocol. After informed consent, clinical disease activity, inflammatory 
biomarkers, tryptophan levels in serum and fatigue levels were assessed 
longitudinally at week 0, 2, 6 and 14 after start of induction therapy. 
Complete assessments including week 14 were available for 38 patients 
for this interim analysis of the ingoing study. For fatigue assessment 
we used the validated German version of the fatigue subscale of the 
FACIT-F questionnaire. Patients were stratified into therapy responder 
(clinical remission (CR), reduction of partal Mayo score (pMayo) > 
50%, CDAI < 150), non-responders (reduction of Mayo <30%, CDAI 
reduction <70) and partial responders at week 14.
Results: In the cross-sectional analysis of all patients (n = 76), the fa-
tigue score strongly (inversely) correlated with pMayo and CDAI and 
correlated positively with tryptophan levels in serum. In receiver operat-
ing characteristic (ROC) analysis, FACIT-F score were able distinguish 
active vs. non-active disease (p < 0.0001, AUC = 0.7619) with specifi-
city of 0.7103 and sensitivity of 0.7160. We did not observe significant 
differences in fatigue scores between males and females. In the longi-
tudinal analysis, fatigue score only improved in the CR group (n = 25, 
median FACIT score 30 at baseline vs. 44 at week 14, p  = 0.0221), 
and was significantly higher in CR vs. non-responder (n = 16, median 
FACIT score 44 vs. 31.5, p = 0.007).
Conclusion: Fatigue is strongly related but not completely overlapping 
with disease activity. Fatigue will be evaluated as a a patient-oriented 
indicator for therapeutic response. This observation will be extended 
by increasing the cohort size and independent validation.

P278
Pan-enteric capsule to assess treatment effects 
of vedolizumab in IBD patients: A 1 year proof of 
concept study

A. Thakor*1, M. Johnson2, J. Wye2; Matt W. Johnson Luke B Johnson 
John Wye
1The Luton and Dunstable University Hospital, Gastroenterology 
Department, Luton, United Kingdom, 2The Luton & Dunstable 
University Hospital, Gastroenterology Department, Luton, United 
Kingdom

Background: Pan-enteric capsule (PEC) endoscopy may be an ac-
ceptable alternative to more invasive endoscopy in the assessment of 
patients with IBD. These patients require endoscopic assessment of 
disease extent and severity to guide both initiation and continuation 
of biological therapy. There are many potential benefits including: 
increased patient comfort, lower complication risk, no sedation related 
risks and greater convenience for the patient.
Vedolizumab is an effective biological agent for both UC and Crohn’s 
disease. Previous studies largely concentrated their endoscopic ana-
lysis on improvements seen within the colonic mucosa. However, less 

is known about the effects of Vedolizumab on the small bowel Crohn’s 
disease.
Using a pan-enteric capsule (PillCam Crohn’s Capsule, Medtronic, 
USA), we evaluated the symptomatic, clinical and endoscopic improve-
ments seen in a group of IBD patients over a 1 year treatment course 
of Vedolizumab. We also assessed any patient preference for PEC as 
opposed to colonoscopy.
Methods: A group of 10 patients starting Vedolizumab were evalu-
ated at 0, 6 and 12 months via PEC, rather than colonoscopy +/- small 
bowel capsule/MRI. Biochemical and clinical evaluation used ESR, 
Calprotectin and symptomatic scores (HBI or mUCDAI). The extent 
and severity of the underlying Crohn’s disease was assessed using the 
Eliakim score, which has shown strong inter-reader reliability and 
moderate-to-strong correlation with the Lewis score. Questionnaires 
were completed post procedure to determine patient acceptability.
Results: We found the average ESR reduced from 30 (range 7–81) to 
12.1 (2–31) after 1 year of Vedolizumab. Likewise, the average faecal 
calprotectin dropped from 1263.6 (189->1800) to 440.1 (30–1460). 
The modified UCDI score and modified HBI reduced from 5 to 0, 
and 7.5 to 3.5, respectively. The average small bowel PillCam Crohn’s 
Capsule Score reduced from 5 to 2.8, whilst the Eliakim Score dropped 
from 13.6 (6–30) to 5.2 (0–22).
The comfort score for PEC was on average 9.5/10, with all 10 patients 
reporting a preference to continue with PEC evaluation in the future.
Conclusion: PEC provides an excellent evaluation of the pan-intestinal 
extent and severity of IBD, and the effects of a treatment regime. We 
feel PEC should be considered as a 1st line assessment tool when evalu-
ating the effectiveness of biological therapy in IBD patients, especially 
those with small bowel Crohn’s disease. Whilst Vedolizumab has al-
ready been shown to be beneficial in the treatment of colonic inflamma-
tion, this proof of concept study also demonstrated its beneficial effect 
in reducing inflammation across all 3 segments of the small bowel in 
those with Crohn’s disease.

P279
Prevalence of iron deficiency in inflammatory 
bowel disease

T. Resál*1, P. Bacsur1, D. Lupas2, K. Szántó1, M. Rutka1, A. Fábián1, 
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1University of Szeged, Department of Medicine- Szent-Györgyi Albert 
Medical School- University of Szeged, Szeged, Hungary, 2Békés County 
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Background: Iron deficiency (ID) is one of the most common extraintes-
tinal manifestation of inflammatory bowel disease, which often remains 
untreated, despite the fact, that ID significantly impairs patients’ quality 
of life. Since anaemia develops through several pathomechanisms (e.g., 
occult bleeding, chronic inflammation, medicines), treating anaemia 
requires to manage the underlying pathological changes as well.
Methods: In our prospective, two-centers study, we assessed the fre-
quency of ID among our IBD patients. The diagnosis of iron deficiency 
(iron deficiency anaemia [IDA], anaemia of chronic inflammation 
[CDA], anaemia of mixed origin [AMO]) was based on the ECCO’s 
anaemia guideline. According to the guideline, haemoglobin, CRP, fer-
ritin, transferrin saturation, serum iron values, total iron binding cap-
acity, hematocrit, and platelet counts were collected from our patients 
on a one-off basis. We aimed to compare the frequency of ID in a bio-
logic centre, and in a non-biologic centre hospital as well. In addition, 
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we assessed the frequency of the need for oral and intravenous iron 
replacement, respectively, based on the guideline as well.
Results: 720 patients were included in our study (CD 58.8%, UC 41.2 
%). Average age was 43.3 years. We found, that 26.6% of our patients 
had anemia. There was no significant difference in the prevalence of 
ID (p=0.65) between CD and UC patients. Based on the ECCO crite-
ria, 61.8% of them have ID (33.0% IDA, 23.0% AMO, 5.8% CDA), 
and in the rest of the cases (38.2%) it was classified to be anaemia 
of other origin (AOO), however, in 68.5% of these cases ID can be 
suspected at some degree, as ferritin was < 100 mg/l and/or transferrin 
saturation ≤ 20%. In total, 133 patients (69.6%) had anaemia in re-
mission, and 58 patients (30.4%) in case of activity (CRP ≥10 mg/l). 
In addition, we found an association between elevated CRP levels 
and the prevalence/severity of anemia (p<0.001) as mean CRP was 
5.9 mg/l in the non-anaemic, 9.9 mg/l in the anaemic, and 16.0 mg/l 
in the severe anaemic group. Anemia (p<0.001) and iron deficiency 
anemia (p<0.001) were significantly more common in patients treated 
in a clinical/biological centre, compared to a non-biological hospital. 
Patients with active disease received iv. ferric-carboximaltose, which 
turned to be efficient (Hgb>120–130 g/l) already after 2 months in 
76.5% of the cases.
Conclusion: Based on our results, anemia and iron deficiency are com-
mon complications of IBD and correlate well with disease activity. 
Consequently, we suggest, that iron deficiency should be a part of the 
treat to target approach, and in case of ID, iv. ferric-carboximaltose is 
efficient in activity as well.

P280
Prognosis of patients with Crohns Disease in 
transmural remission with gastrointestinal 
ultrasound
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Background: Gastrointestinal ultrasound (GIUS) can be used to 
measure bowel wall thickness (BWT). If the bowel wall is less than 
3 mm in all bowel segments in a patient with Crohn’s disease(CD) this 
predicts endoscopic remission with a high degree of accuracy, but still 
some CD patients with disease located to the terminal ileum and colon 
will have a thickened bowel wall even if they are in endoscopic remis-
sion. Could BWT be an independent predictor of disease activity in 
CD? The aim of the study was to investigate if a normalisation of bowel 
wall thickness in CD patients affects risk for important negative clinical 
endpoints such as need for corticosteroids, failure in maintenance treat-
ment, hospital admissions and surgery.
Methods: Patients with CD referred to the Haukeland University 
Hospital for ileocolonoscopy were examined with GIUS and followed 
for at least 12 months. The clinical endpoints examined were defined 
as the need for short- or long-time treatment with corticosteroids, 
changes in the maintenance treatment including drug switch and dose 
adjustments, hospital admissions and any surgical procedure that could 
be related to Crohn’s disease. Patients were categorized into 3 groups 
according to their findings on endoscopy and GIUS: The activity group 
(1) consisted of patients with activity on GIUS defined as any bowel 
wall segment ≥3mm and Simple Endoscopic score of Crohn’s disease 
(SES-CD) >2. The group in transmural remission (2) was defined as 
all patients with BWT <3mm independent of findings on endoscopy. 

The final group (3) consisted of the patients with isolated endoscopic 
remission defined as SES-CD ≤2 and BWT ≥3mm in one or more bowel 
segment.
Results: 155 CD patients were included in the study. In total 61/155 
patients experienced one or more negative, clinical endpoint during the 
one year follow up period. 9/155 received treatment with corticoster-
oids, 50/155 had adjustments in their medical therapy, 32/155 were 
admitted to the hospital at least once and 18/155 had surgery. In group 
1, 44/92 experienced one or more endpoints while the corresponding 
numbers were 9/40 in group 2 and 8/23 in group 3.  The frequency 
of clinical endpoints were significantly different between the different 
groups (p=0,020, Fischer’s exact test). Only patients in group 1 were 
operated.
Conclusion: The group with transmural remission had fewer patients 
with negative, clinical endpoints which suggests that GIUS is well 
suited for distinguishing between CD patients with high or low risk for 
negative clinical endpoints.

P281
TELEIBD: A telematic fast-track pathway for 
patients with high suspicion of Inflammatory 
Bowel Disease in primary care

C. Pradera Cibreiro1, M. Ramos Alonso1, M. Fernández López1, 
G. Molina Arriero*1, R. Fraga Iriso1, T. González Furelos1, 
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Background: The incidence and prevalence of Inflammatory bowel 
disease (IBD) are increasing in the last years.
In primary care (PC) patients often present with confusing and 
non-specific symptoms which can often be a delay in referring and 
diagnosing suspected IBD. The average time from symptom onset to 
diagnosis of IBD is longer than five years in up to 18% of cases and 
64% of patients presenting to emergency care with symptoms of IBD 
prior to the diagnosis.
Shared care protocols and closer working with integrated care teams 
can bridge the gap between primary and specialized care, improving 
their assistance
Methods: This is a retrospective study that evaluates the results of 
TELEIBD (telematic circuit care) in patients with high diagnostic sus-
picion of IBD between PC and IBD Unit of our health area since its 
implementation in August 2019 to October 2020.
The number of telematic consultations, average resolution time, adap-
tation to referral criteria, complementary tests requested and diagnostic 
confirmation were evaluated.
TELEIBD establishes the issuance of a telematic consultation through 
the electronic clinical history when a patient meets previously estab-
lished criteria.
Specialized IBD physician who evaluates the case, can advise a diag-
nostic or therapeutic attitude either by electronic means or face-to-face 
with the patient.
Results: A total number of 77 care consultations from 77 patients 
(58,4% females) have been made. The average age was 49,2 years and 
the average reponse time were 7,5 days.
After teleconsultation, 46 patients (59.7%) were not requested med-
ical test. Lower gastrointestinal endoscopy (LGE) was performed in 
25 patients, blood and faecal calprotectin testing in 7 patients, mag-
netic resonance (MR) or computer tomographic (CT) enterography in 
6 patients.
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Taking into account the criteria for referral to a specialist, a total of 
15 patients (19,5%) fully met the criteria, 13 patients (16,9%) par-
tially met the criteria and 49 patients (63,6%) did not meet it. The 
main reason fot not meeting the criteria were the inadequated use of 
TELEIBD (53,1%).
Of the 25 LGE requested, 3 were suggestive of Ulcerative Colitis (UC) 
and 1 of Crohn’s Disease (CD). Diagnosis of CD was confirmed in 2 
patients, using MR or CT enterography.
Diagnoses were reached in 4 patients, 3 of the group that met referral 
criteria (20%) and 1 of the group that partially met it (7.7%). The diag-
nosis was not achieved in any patient who did not partially and/or fully 
meet the referral criteria.
Conclusion: TELEIBD can be a useful tool for the quick assessment of 
patients who meet the criteria for high suspicion of IBD. Training pri-
mary care physicians in the referral criteria of the pathway is essential 
to improve the functioning of the circuit.
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Influence of phenotype at diagnosis and of other 
potential prognostic factors on the prognosis of 
Crohn’s Disease in Chinese population

Z. Xiao*1,2, L. Wu1, Q. Cao1
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Background: L4 Crohn’s disease (CD) is defined as any lesion location 
proximal to terminal ileum according to Montreal classification. L4 
disease was considered to associated with poor prognosis. However, 
the outcome of CD patients with esophagogastroduodenal disease 
and small intestinal lesions remains to clarified. Our aim was to con-
firm whether the outcome diffs among the patients with different L4 
disease.
Methods: Our study included 670 patients who confirmed CD between 
January 2014 and December 2020 retrospectively. As similar as Paris 
classification, we divide L4-disease in adult into L4a and L4b with a 
ligament of Treitz as a boundary. The primary outcome was defined as 
intestinal surgery. Clinical manifestation and outcomes were compared 
among L4a, L4b, and non-L4 disease.
Results: Totally 237(10.0%) patients had isolated L4 disease or 
L4 disease concomitant non-L4 disease. Among them, 67(10.0%) 
patients suffered from L4a disease and 168(25.1%) patients has a 
L4b disease. Patients with L4b disease were more likely to undergo 
intestinal surgery compared to L4a and non-L4 disease (41.7% versus 
9.0% and 21.8%, respectively, both p<0.0001). However, L4a wasn’t 
a risk factor for intestinal surgery than non-L4 disease(9% versus 
21.8%, p=0.074). At diagnosis, L4b group has a higher percentage of 
intestinal obstruction than L4-GD and non-L4 group (39.3% versus 
17.9% and 22.4%, respectively, p=0.0021 and p<0.0001). Results 
of multivariate analysis also showed that intestinal obstruction at 
diagnosis, disease behavior and disease location was a independent 
predictors for intestinal resection, and L4b (HR 1.786; 95%CI 
1.302–2.303, p=0.0032) show significant differences between non-L4 
disease.
Conclusion: Within L4 disease, L4b disease was a risk factor associ-
ated a poor prognosis compared to non-L4 disease. But the same result 
can’t be found in L4a disease. It might indicate that we need divide 
L4 phenotype of Montreal classification into L4a subgroup and L4b 
subgroup, and treat patients with L4-intestnal disease with biological 
agents earlier.

Clinical: Therapy and Observation
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Infliximab re-challenge: could it be an option in 
refractory IBD patients?

M. Truyens*1, E. Pijoan Comas2, E. Glorieus1, J. Geldof1, 
T. Lobatón Ortega1

1University Hospital of Ghent, Department of Gastroenterology 
and Hepatology, Ghent, Belgium, 2Palamós Hospital, Department of 
Gastroenterology and Hepatology, Palamós, Spain

Background: Infliximab (IFX) is effective in treatment of inflammatory 
bowel disease (IBD). However, primary non-response and secondary 
loss-of-response rates go up to 30–40% and intolerance may occur 
leading to treatment switch. Unfortunately, even with increased avail-
ability of new molecules, some patients remain refractory to all cur-
rently available medical options. This study assesses the effect of IFX 
re-challenge in a real-life cohort of highly refractory IBD patients.
Methods: A retrospective observational study was set up to analyse the 
effect of IFX rechallenge in IBD patients previously treated with IFX 
and found refractory to other biologics. Cases between August 2018 
and June 2021 with at least one year of follow-up (FU) were analysed. 
Clinical, biological (CRP and faecal calprotectin [FC]) and endoscopic 
response was evaluated, as well as adverse events (AE).
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Results: Ten patients with refractory IBD were included (9 Crohn’s 
disease [CD], 1 ulcerative colitis [UC]). Details on previous treatment 
before IFX re-challenge are shown in Table 1.
All patients had active disease at the start of IFX re-challenge. Median 
baseline CRP was 12.6mg/L [4.9–24.1] and FC 396mg/kg [64–2786.8]. 
IFX was started in combination with systemic steroids, immunosup-
pressants and ustekinumab in 50%, 70% and 10% of patients, respect-
ively. Baseline endoscopy showed severe active disease in 7/8 patients.
Clinical and endoscopic response rates are shown in Table 2. Biological 
response is shown in Figure 1. After 1 year FU, all (7/7) required intensi-
fied dosing (4-weekly), in 3/7 corticosteroid free clinical remission was 
reached. IFX re-challenge was discontinued after the second adminis-
tration in 2/10, due to a severe allergic reaction despite premedication 
with antihistamines and corticosteroids (1 anaphylactic shock admitted 
to intensive care unit, fully recovered). IFX was continued in 8/10.
Other AE (not in all cases considered to be related to IFX) included: 
disease flare-up requiring hospitalization (3/10), liver test abnormalities 
(1/10), new perianal abcedation (1/10), subobstruction (1/10), C. dif-
ficile infection (1/10), EBV infection (1/10) and Addison crisis (1/10).
Conclusion: IFX re-challenge was efficient in inducing clinical and 
endoscopic response in this highly refractory IBD population. However, 
there is a non-negligible risk of AE including infusion reaction.
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Prophylactic medication for the prevention of 
endoscopic recurrence after ileocolonic resection 
in Crohn’s disease: a prospective study based on 
clinical risk stratification
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A.C. De Vries*1

1Erasmus Medical Center Hospital, Department of Gastroenterology 
and Hepatology, Rotterdam, The Netherlands, 2University 
Medical Center Groningen, Department of Gastroenterology and 
Hepatology, Groningen, The Netherlands, 3Zuyderland Medical 
Center, Department of Gastroenterology and Hepatology, Sittard-
Geleen, The Netherlands, 4Amsterdam University Medical Centers- 
University of Amsterdam- AG&M Research Institute, Department 
of Gastroenterology and Hepatology, Amsterdam, The Netherlands, 
5Radboud University Medical Center, Department of Gastroenterology 
and Hepatology, Nijmegen, The Netherlands, 6Haaglanden Medical 

Center, Department of Gastroenterology and Hepatology, The Hague, 
The Netherlands, 7Leiden University Medical Center, Department 
of Gastroenterology and Hepatology, Leiden, The Netherlands, 
8Reinier de Graaf Groep, Department of Gastroenterology and 
Hepatology, Delft, The Netherlands, 9Amsterdam University Medical 
Centers- Vrije Universiteit Amsterdam- AG&M Research Institute, 
Department of Gastroenterology and Hepatology, Amsterdam, The 
Netherlands, 10Franciscus Gasthuis & Vlietland, Department of 
Gastroenterology and Hepatology, Rotterdam, The Netherlands, 
11Rijnstate Hospital, Department of Gastroenterology and Hepatology, 
Arnhem, The Netherlands, 12Maastricht University Medical Center, 
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Background: In patients with Crohn’s disease (CD), postoperative 
prophylactic medication based on clinical risk stratification is rec-
ommended in international guidelines to prevent recurrence after 
ileocolonic resection (ICR). This study aimed to evaluate the risk of 
endoscopic recurrence after implementation of a predefined manage-
ment algorithm after ICR incorporating clinical risk stratification.
Methods: In this multicenter, prospective clinical cohort study, CD 
patients (≥16 years) were included who were scheduled for ICR and 
gave informed consent. Endoscopy-guided treatment (no prophylactic 
medication directly after ICR) was recommended in patients at low 
risk (LR) of postoperative recurrence, and prophylactic medication 
(immunosuppressant/biological) in high risk (HR). HR was defined as 
≥1 risk factor: smoking, penetrating disease, re-resection. Clinical and 
histologic risk factors for endoscopic recurrence (Rutgeerts’ score ≥i2) 
were assessed using logistic regression models and ROC curves based 
on predicted probabilities.
Results: In total 213 CD patients were included (median age 34.5 years, 
65.3% women): 93 (43.7%) at LR and 120 (56.3%) at HR (smoking 
45 (21.3%); penetrating disease 51 (23.9%); re-resection 51 (23.9%)). 
Adherence to the proposed management algorithm was 65%; 76/93 
(81.7%) in the LR (no prophylaxis) and 61/120 (50.8%) in the HR 
population (prophylaxis). Endoscopic recurrence in LR patients was 
69% without prophylaxis versus 48% with prophylaxis (p=0.070); in 
HR 78% without prophylaxis versus 55% with prophylaxis (p=0.019). 
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Clinical risk stratification corresponded with an area under the curve 
(AUC) of 0.64 (95%CI 0.55–0.73) (Figure 1). Clinical factors combined 
with histology (active inflammation, granulomas, plexitis in resection 
margins) increased the AUC to 0.69 (95% CI 0.61–0.88) (Figure 1).
Conclusion: This prophylactic medication algorithm in CD patients 
based on clinical risk stratification after ICR, results in an absolute risk 
reduction of endoscopic recurrence of 23% in HR versus 21% increase 
in LR patients in whom medication is omitted. For this latter popula-
tion, further refinement of risk stratification is required, and may in-
clude histologic assessment.

P285
Longitudinal single cell transcription profiling of 
peripheral blood disentangles shared and biologic-
specific patterns of early remission in active IBD 
patients
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F. Tran1,3, K. Aden1,3, M. Beyer4, J. Schultze2, P. Rosenstiel1

1Institute of Clinical Molecular Biology, Systems Immunology, Kiel, 
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Center for Neurodegenerative Diseases DZNE, Molecular Immunology 
in Neurodegeneration, Bonn, Germany

Background: IBD patients suffer from an uncertain disease course with 
only 10–20% of patients sustainably benefiting from complete and 
long-term remission, despite several modern biologic therapies being 
available. Large multi-omics datasets aimed to elucidate the relation-
ship between changes in disease pathophysiology upon introduction of 
targeted therapy have delineated overal molecular pathways affected 
by biologic treatment (e.g. anti-TNF treatment). However, cell-specific 
molecular studies with the ability to detect cellular features associ-
ated with biologic treatment remain scarce, in particular, studies that 
focused on the mechanisms of action different biologic treatments and 
potential predictors of early therapy response.
Methods: We collected longitudinal single-cell RNA-seq data from 21 
IBD patients treated with anti-TNF and anti-IL12/23 biologic treat-
ments. The analysis included single-cell transcription profiles of PBMCs 
(>500,000 cells) collected before and two and six weeks after the first 
round of treatments. Cell-types of interest were identified by selecting 
changes in immune cell proportions and molecular patterns detected 
throughout the course of treatment. Specifically, we were interested in 
identifying molecular pathways that distinguish patients undergoing re-
mission at 14 weeks of treatment (Partial Mayo score <2 or HBI <5).
Results: Upon anti-TNF therapy, most patients displayed an increase in 
the number of B cells, with patients with a favourable disease outcome 
most likely to display an increase in the proportion of memory and 
transitional B cells. Remarkably, for Crohn’s disease patients, transi-
tional B cell proportion increased throughout the course of anti-TNF 
treatment, while it decreased for patients undergoing anti-IL12/23 
treatment. Molecular signatures related to leukocyte and lymphocyte 
proliferation were shared at early time points of therapy response, but 
interestingly, the decrease was not sustained for patients not under-
going remission. Similar patterns could be identified for NF-κB and 
Toll-like receptor signaling pathways in memory B cells. Moreover, we 
identified a molecular cluster comprised of Fc receptor-like (FCRL) 
family members that might infer response to anti-TNF treatment even 
before the treatment has started, implying hyperactivity of B cells in 
inflammation as a determinant factor of therapy response.

Conclusion: Here, we identified cell-type specific molecular changes 
in the B cell compartment that are specific to the biologic treatment. 
Underlining the importance of comparative clinical studies in boosting 
the rates of patients with a high chance for long-term benefit, by strin-
gent optimization of therapy and personalized treatment.
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Sustained improvement in health-related quality 
of life outcomes in patients with Ulcerative Colitis 
with long-term tofacitinib treatment in the open-
label extension study, OCTAVE Open
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Background: Tofacitinib is an oral, small molecule JAK inhibitor 
for the treatment of ulcerative colitis (UC). Tofacitinib induction 
and maintenance therapy has previously been shown to improve 
health-related quality of life (HRQoL) outcomes. Here, we present 
HRQoL data from patients (pts) with UC who received tofacitinib 5 
or 10 mg twice daily (BID) in the Phase 3 open-label, long-term ex-
tension (OLE) study (OCTAVE Open; NCT01470612), up to Month 
(M)72.
Methods: Proportions of pts with an Inflammatory Bowel Disease 
Questionnaire (IBDQ) total score ≥170, and EuroQol-5D (EQ-5D) and 
Short Form-36 Health Survey (SF-36) scores were analysed up to M72 
in 4 subpopulations in the OLE study: ‘maintenance remitters’ com-
pleted OCTAVE Sustain in remission and received tofacitinib 5 mg BID 
in the OLE study; in contrast, ‘maintenance treatment failures’ (induc-
tion responders who experienced treatment failure), ‘maintenance non-
remitters’ and ‘induction non-responders (IndNR)’ received tofacitinib 
10 mg BID in the OLE study (Figure 1). Data were analysed for each 
subpopulation overall and stratified by prior tumour necrosis factor 
inhibitor (TNFi) failure, prior immunosuppressant failure and baseline 
corticosteroid use.
Results: Baseline demographics and clinical characteristics for each 
subpopulation are shown in Table 1.  Among the 163 maintenance 
remitters, HRQoL outcomes were maintained up to M72: 80.0% of 
pts had an IBDQ total score ≥170 (Figure 1); changes from baseline in 
EQ-5D scores up to M72 and SF-36 scores up to M33 were minimal (eg 
M72 EQ-5D utility score -0.07 [standard deviation 0.10]; M33 SF-36 
physical functioning score -1.3 [8.3]). Among pts continuing long-term 
tofacitinib treatment, improvement in IBDQ total score was main-
tained/achieved by M2 (first post-baseline assessment), and was stable 
up to M72, with maintenance treatment failures and IndNR subpopu-
lations experiencing the largest improvements from baseline (Figure 1). 
Similar trends were observed for improvement in EQ-5D and SF-36 
scores. Improvements in HRQoL outcomes were independent of prior 
TNFi failure, prior immunosuppressant failure or baseline cortico-
steroid use, eg in maintenance remitters with prior TNFi failure, 90.9% 
of pts had IBDQ total score ≥170 at M60 vs 88.9% of pts without prior 
TNFi failure.
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Conclusion: Sustained beneficial effects in HRQoL were observed among 
pts continuing long-term tofacitinib treatment in OCTAVE Open. In 
maintenance remitters, improvements in all HRQoL outcomes were 
maintained with tofacitinib therapy. In pts who entered the OLE study 
not in remission and received tofacitinib 10 mg BID, HRQoL improve-
ments were observed within the first 2 months, and were maintained up 
to M72, regardless of treatment history including prior TNFi failure.
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The knowledge and skills needed to perform 
intestinal ultrasound – An international Delphi 
consensus survey
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Background: Intestinal Ultrasound (IUS) is a non-invasive modality for 
monitoring disease activity in inflammatory bowel diseases (IBD). IUS 
training currently lacks well-defined standards and international con-
sensus on IUS competency criteria. Hence, the aim of this study was 
to achieve international consensus on what competencies should be 
expected from a newly certified IUS practitioner.
Methods: A three-round iterative Delphi process was conducted among 
54 IUS experts from across 17 countries. Round 1 was a brainstorming 
phase with an open-ended question to identify the knowledge and skills 
that the experts believed a newly certified IUS practitioner should have. 
The experts’ suggestions were summarised and organised into state-
ments by a Steering Committee. Round 2 allowed the experts to pro-
vide comments and to rate the statements on a five-point Likert scale 
by level of agreement, i.e., how much they agreed or disagreed that a 
newly certified IUS practitioner should have a specific knowledge or 
skill. Statements were revised based on the comments and ratings from 
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the experts. In round 3, the experts re-rated the revised statements. 
Statements achieving the pre-defined consensus-criterion (at least 70% 
agreement) were included in the final list of consensus statements.
Results: 858 items were suggested by the experts in first round. Based 
on the suggested items, 55 statements were summarised and organised 
into three categories; knowledge, technical skills and interpretation 
skills. After the second round, two statements were merged and one 
statement was excluded, leaving 53 revised statements. After the third 
and final Delphi round, a total of 41 statements were included in the 
final list of consensus statements.
Conclusion: We established an international consensus on the know-
ledge and skills that should be expected from a newly certified IUS 
practitioner. The inception of these consensus statements is the first step 
in the process of developing training standards. Educators can utilize 
these consensus statements to guide them in designing training pro-
grams and in evaluating the competencies of trainees before they en-
gage in independent practice.
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Recurrence rates of advanced neoplasia after 
endoscopic or surgical resection in Inflammatory 
Bowel Disease patients: a retrospective cohort 
study
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Background: Inflammatory bowel disease (IBD) patients are at increased 
risk of advanced neoplasia (AN) including high grade dysplasia (HGD) 
and colorectal cancer (CRC). Historically, a (sub)total colectomy was 
recommended in these patients, but alternatively, endoscopic resection 
or partial colectomy can be considered as well. We aimed (1) to identify 
factors associated with AN treatment choice and (2) to assess AN re-
currence rates following different treatment modalities.
Methods: In this retrospective multi-center cohort study we used the Dutch na-
tionwide histopathology registry (PALGA) to identify ulcerative colitis (UC), 
Crohn’s disease (CD) and IBD-unclassified patients diagnosed with colonic 
AN between 1991 and 2020 in seven hospitals in the Netherlands. Exclusion 
criteria were familial CRC or AN prior to IBD diagnosis. Data regarding the 
first (index) AN, treatment and endoscopic and surgical follow-up were col-
lected. Recurrence was defined as colorectal AN (independent of colonic lo-
cation) detected after treatment of index AN. Multinomial logistic regression 
and cox regression analysis were used to assess in respective associations with 
treatment choice and recurrence free survival.
Results: We included 189 patients with index AN (n=81 HGD, n=108 
CRC) with a median follow up of 27 months (IQR 7–69 months). (Sub)
total colectomy was performed in 79 patients (41.8%; n=33 HGD, n=46 
CRC), whereas 55 patients (29.1%; n=12 HGD, n=43 CRC) had a partial 
colectomy. Endoscopic resection was performed in 38 patients (20.1%; 
n=35 HGD, n=3 CRC), of which EMR/ESD n=12 (6.3%). Seventeen 
lesions (8.9%; n=1 HGD, n=16 CRC) were not removed, due to comor-
bidity or metastatic disease. CRC, primary sclerosing cholangitis (PSC), 
extensive disease and younger age at time of index AN were associated 
with (sub)total colectomy (Table 1). Twenty-one patients (12.2%) devel-
oped recurrence AN (n=12 HGD, n=9 CRC), after a median of 24 months 
(IQR 14–48; figure 1). Endoscopic resection was associated with recur-
rence (adjusted hazard ratio 4.0, confidence interval [1.3–12.2], p=0.02), 
as 14/21 patients (66.7%) with recurrence were initially (for index AN) 
treated with endoscopic resection. In addition, 3 patients (14.3%) were 
treated with partial colectomy and 4 (19.0%) with (sub)total colectomy. 
In 11/21 patients (52.4%) recurrence was treated with surgical resection.
Conclusion: Factors associated with AN treatment with (sub)total col-
ectomy were CRC, PSC, extensive disease and younger age. After AN 
treatment, 1 out of 10 IBD patients developed recurrence of AN, mainly 
after endoscopic resection. This underlines the importance of stringent 
endoscopic surveillance following treatment of AN, especially after 
endoscopic resection with residual colon in place.

P289
Evaluation of the safety and effectiveness of direct-
acting antiviral drugs in the treatment of hepatitis C in 
patients with inflammatory bowel disease: National 
multicenter study (ENEIDA registry). MIC project
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Background: The prevalence of hepatitis C virus infection (HCV) in 
patients with inflammatory bowel disease (IBD) ranges from 1–6%. 
Direct-acting antivirals (DAAs), with cure rates >90%, represent a 
radical change from interferon-based therapies. The ECCO guidelines 
(Kucharzik JCC 2021) warns about the risk of IBD reactivation due 
to the effect of DAAs, but HCV management in this situation is uncer-
tain given the lack of evidence. AIMS: To evaluate: 1) Effectiveness and 
safety of DAAs in IBD; 2) Interaction of DAAs with IBD drugs, particu-
larly immunosuppressants and/or biologics.
Methods: Multicenter retrospective study of patients with IBD and 
HCV treated with DAAs identified on the ENEIDA registry (January 
2011-February 2021). Variables evaluated: age, gender, location, ex-
tent, phenotype and activity of IBD, treatments, anti-HCV and viral 
load, DAA treatment and duration, fibrosis and hepatic decompensa-
tions, adverse effects (AE) and interactions.
Results: We included 79 patients with IBD and HCV treated with DAAs 
(47 sofosbuvir, 28 ledipasvir, 7 daclatasvir, 8 velpatasvir, 1 simeprevir, 16 
paritaprevir+ritonavir+ombitasvir, 14 dasabuvir, 3 grazoprevir+elbasvir, 
13 glecaprevir+pibrentasvir). Clinical and demographic characteris-
tics: mean age (years) 54+/-12.66SD; 62% male, 77.2% genotype 1, 
32.6% advanced fibrosis (none Child B-C). A 78.5% (n=62) received 
IBD treatment (39 salicylates, 20 azathioprine, 1 methotrexate, 4 cor-
ticosteroids, 10 antiTNF, 2 vedolizumab, 2 ustekinumab, 1 apheresis). 
A 17.7% (n=14) had active IBD (64.3% remained unchanged, 21.4% 
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improved and 14.3% worsened) and 82.3% (n=65) were inactive at the 
onset of ADD. Of these, 9.2% (n=6) developed mild-moderate activity (4 
mild and 2 moderate). In 85% (n=67) no treatment changes were made, 
in 9% (n=7) it was intensified and in 6% (n=5) it was de-intensified. 
Adherence to DAAs and sustained virologic response was obtained in 
96.2% (n=76). A total of 7 (8.9%) AE were notified, of which 5 were 
possibly/probably related to DAAs (100% mild) and 2 were unrelated (1 
azathioprine withdrawal due to pancytopenia). The AE were unrelated 
with the presence of inflammatory activity, type of IBD, liver fibrosis, use 
of immunosuppressants, biologics, or with any DAA regimen.
Conclusion: This is the first reported series of IBD patients infected with 
HCV and treated with DAAs, we showed that DAA are effective and safe. 
They do not trigger IBD flare-ups, nor have more AE than in patients 
without IBD. Moreover, they do not have clinically significant pharmaco-
logical interactions with immunosuppressants and/or biologics. Thus, the 
eradication of HCV with DAA in IBD patients must be the same of the 
HCV infected patients without IBD, based on EASL recommendations.
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B. Sicilia8, R. Mena9, L. Nieto1, E. Domenech4, M. Barreiro-de Acosta1; 
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Department, Madrid, Spain, 17Hospital Clinico Universitario de Ourense, 
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Institute, Servei de Digestiu, Barcelona, Spain, 19Hospital Universitario y 
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Real, Gastroenterology Department., Ciudad Real, Spain, 24Hospital 
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Background: Ulcerative proctitis may have a mild and less aggressive 
course, although evidence is scarce because these patients are excluded 
from participation in randomized controlled clinical trials. The aim is 
to identify clinical characteristics and complications associated with ul-
cerative proctitis refractory to conventional therapy.
Methods: Patients included in the prospectively maintained ENEIDA 
registry from GETECCU with ulcerative proctitis were included. 
Socio-demographic data were evaluated. We defined ulcerative proc-
titis based on ECCO guidelines and immunosuppression as the use of 
immunomodulators and/or biologics. Logistic regression was used to 
identify the independent factors associated with immunosuppressive 
therapy among the different socio-demographic data.
Results: From a total of 34.716 patients with ulcerative colitis, 6281 (18%) 
patients with ulcerative proctitis were identified. Mean age was 53 ±15 years 
and mean duration of illness was 12 ± 9 years. Surgery was necessary only 
in 2% of patients, 31 (0.5%) panprotocolectomy or subtotal colectomy. The 
clinical characteristics of the patients with and without immunosupressive 
therapy are summarized at table 1. A total of 3691 patients received oral 
5-ASA (58.8%) and 4652 (74.1%) topic 5ASA. 636 (10.1%) were refrac-
tory to 5-ASA and corticosteroids, necessitating immunosuppression: 459 
patients with azathioprine (7%), 28 with 6-mercaptopurine (0.4%), 49 with 
methothrexate (0.8%), 191 with infliximab (9%), 125 with adalimumab 
(2%), 50 with golimumab (0.8%), 57 with vedolizumab (0.9%), 6 with 
ustekinumab (0.1%) and 3 with tofacitinib (0.0). 316 (5%) patients needed 
one biologic therapy, 95 (1.5%) needed 2 biologics and 40 (0.6%) at least 
three different biologics. Longer duration of illness and use of corticosteroids 
were associated with higher risk of immunosuppression.
Table 1. Characteristics of the study population.

Total  
(%)

Immunosuppressive  
therapy (%)

No immunosuppres-
sive therapy (%)

Sex (male) 45.1 47 44.8
Family background 10.9 14.3 10.5
Smoking habit 10.1 9.7 10.1
Perianal disease 3.2 7.7 2.7
Extraintestinal  
 manifestations

8.5 22.6 6.9

Colonic tumors 0.2 0.2 0.2
Diabetes type 1 0.3 0.3 0.3
Celiac disease 0.6 0.8 0.5
Hospitalizations 3.2 9.7 2.4
Autoimmune thy-
roiditis

1.1 0.9 1.2

Surgery 2 1.3 8
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Conclusion: Good clinical outcomes were recorded in ulcerative proc-
titis, with only 10% of patients treated with immunosuppression 
therapy. The risk factors of immunosuppression were longer duration 
of illness and use of corticosteroids.

P291
Effect of the preconception steroid-free remission 
period on disease activity during pregnancy and 
birth outcomes in women with Ulcerative Colitis: a 
retrospective cohort study

A. Ikeda*1, R. Kunisaki1, S. Aoki2, K. Yaguchi1, S. Asami1, 
K. Furusawa1, R. Atsusaka1, D. Azuma1, S. Tsunoda1, K. Fujii1, 
D. Nishida1, A. Madarame1, M. Nishio1, T. Ogashiwa1, Y. Nakamori1, 
M. Fuse1, S. Daibo1, K. Araki1, H. Kimura1, R. Suzuki3, H. Go4, 
Y. Saigusa4, S. Maeda5

1Yokohama City University Medical Centre, Inflamatory Bowel Disease 
Centre, Yokohama, Japan, 2Yokohama City University Medical Centre, 
Perinatal Centre for Maternity and Neonates, Yokohama, Japan, 
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4Yokohama City University Graduate School of Medicine, Biostatistics, 
Yokohama, Japan, 5Yokohama City University Graduate School of 
Medicine, Gastroenterology, Yokohama, Japan

Background: Current consensus statements recommend at least 
3–6 months of preconception steroid-free remission for women with 
inflammatory bowel disease, as determined by experts. However, little 
data is available on the appropriate preconception remission period 
in women with ulcerative colitis (UC). We explored the effect of the 
preconception steroid-free remission period on disease activity during 
pregnancy and birth outcomes in women with UC.
Methods: Data were obtained from a retrospective chart review of 
141 consecutive pregnant women with UC at our inflammatory bowel 
disease centre and a related clinic from 2000–2020. Women who were 
diagnosed with UC more than 6 months before conception and who 
were judged to have been accurately assessed for disease activity dur-
ing the 6-month preconception period and at each trimester during 
pregnancy were included. We categorized the women into four sub-
groups according to their preconception steroid-free remission periods 
(≥6 months, 3–6 months, <3 months, and active disease at conception) 
and compared the disease activity during pregnancy and adverse birth 
outcomes in the four subgroups. Multivariable logistic regression of 

risk factors of disease activity during pregnancy and adverse birth out-
comes was performed.
Results: The rate of active disease during pregnancy was 63% in the 
≥6  months preconception steroid-free remission group, 50% in the 
3–6  months preconception steroid-free remission group, 71% in the 
<3 months preconception steroid-free remission group, and 93% in the 
active disease at conception group. The rates of active disease during 
pregnancy were significantly lower in all the preconception steroid-free 
remission groups than in the active disease at conception group. In the 
multivariate analysis, independent predictors of disease activity dur-
ing pregnancy were a preconception steroid-free remission period of 
≥6  months [adjusted odds ratio (aOR), 0.13; p<0.001], 3–6  months 
(aOR, 0.09; p<0.001), and <3 months (aOR, 0.17; p<0.05) compared 
with active disease at conception after adjustment for age and smok-
ing. Active disease at conception was also an independent predictor 
of disease activity during pregnancy (aOR, 8.13; p<0.001) compared 
with remission at conception. The neonatal birthweight tended to de-
crease as the length of preconception steroid-free remission period 
decreased. Preterm birth, low birth weight, and small for gestational 
age were more common in the <3 months and active disease at concep-
tion groups (p>0.05).
Conclusion: The largest risk factor for disease activity during preg-
nancy appears to be active disease at conception. A shorter preconcep-
tion steroid-free remission period than the recommended 3–6 months 
might reduce the risk of disease activity during pregnancy.

P292
Association of golimumab trough concentrations 
during maintenance with endoscopic and 
histologic remission in patients with ulcerative 
colitis
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Fuenlabrada, Gastroenterology, Madrid, Spain, 6Hospital Universitario 
Fundación Alcorcón, Gastroenterology, Madrid, Spain, 7Hospital 
Universitario La Fe, Gastroenterology, Valencia, Spain, 8Hospital 
Universitario Ramón y Cajal, Hospital Universitario Ramón y 
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Gastroenterology, Valencia, Spain

Background: The aim of this study was to investigate the association of 
serum golimumab concentrations (SGC) during maintenance therapy in 
UC with clinical outcomes including endoscopic and histologic healing.
Methods: This multicentre, cross-sectional cohort study included UC 
patients who had received at least 5 maintenance doses of golimumab. 
A colonoscopy was scheduled, and study-specific recto-colonic biop-
sies were taken for blind central histologic reading. Samples for 
trough SGC and anti-golimumab antibodies (AGA) were collected on 
the day of the scheduled golimumab administration closest to the col-
onoscopy. Definitions: clinical remission = partial Mayo score (PMS) 
≤2 with no individual subscore >1, combined clinical-biochemical 
remission  =  PMS ≤2  + faecal calprotectin <300  μg/g, endoscopic 
healing = Mayo endoscopic subscore of 0, deep remission = clinical 
remission + endoscopic healing, histologic remission = Geboes index 
≤2.0, and disease clearance = clinical remission + endoscopic healing 
+ histologic remission.

Results: Fifty-two patients were included. The overall median 
SGC was 1.79  µg/ml (interquartile range [IQR] 0.87–2.79). Three 
patients (5.7%) had undetectable SGC together with positive AGA. 
With a median of 23 [IQR 15–32] months of golimumab therapy, 
46 patients (88%) were in clinical remission, 26 (52%) had com-
bined clinical-biochemical remission, 18 patients (35%) had both 
endoscopic healing and deep remission, 21 (40%) had histologic 
remission, and 14 (27%) had disease clearance. Median SGC were 
significantly higher in patients who were in clinical remission (2.01 
versus 0.72 µg/mL, P=0.047) µg/mL, combined clinical-biochemical 
remission (2.21 versus 1.47 µg/mL, P=0.041), mucosal healing and 
deep remission (2.52 versus 1.47 µg/mL, P=0.003), histologic remis-
sion (2.33 versus 1.50 µg/mL, P=0.02), and disease clearance (2.52 
versus 1.70 µg/mL, P=0.009), compared with those not meeting these 
criteria. (Figure 1)  The higher SGC quartiles were associated with 
higher rates of mucosal healing (P=0.005), and histologic remis-
sion (P=0.006). (Figure 2)  Receiver-operating characteristic analy-
ses identified SGC thresholds [area under the curve] of 0.85 [0.76], 
1.90 [0.65], 2.29 [0.75], and 2.29 [0.72] µg/mL be associated with 
clinical remission, combined remission, deep remission, and disease 
clearance, respectively. (Table 1) On multivariate analysis, body mass 
index (P=0.021) and CRP level (P=0.040) were linearly associated 
with lower SGC, and concomitant immunosuppressant with higher 
SGC (P=0.47). (Table 2)
Conclusion: We identified SGC thresholds during maintenance most 
closely associated with clinical outcomes including endoscopic and 
histologic healing. Higher SGC are needed to achieve increasingly strin-
gent therapeutic targets.

P293
Insights from patients with Ulcerative Colitis on 
disease burden: Findings from a real-world survey 
in Europe

J. Burisch PhD*1,2, A. Hart3, A. Oortwijn4, J.M. Khalid4, F. Hennessy5, 
H. Knight5, R. Meadows5, H. Patel6, A. Armuzzi7

1Hvidovre University Hospital- University of Copenhagen, Gastrounit- 
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Background: Ulcerative colitis (UC) requires life-long management 
with symptom control and disease remission being the ultimate 
goals. Despite existing treatments (Tx), there are patients without 
fully controlled disease which impacts their health-related quality of 
life (HRQoL). We investigated the disease burden, including residual 
disease symptoms and quality of life impairment, among moderate-
severe UC patients in remission and not in remission.
Methods: Data were drawn from Adelphi Inflammatory Bowel Disease 
(IBD) Disease Specific Programme, a point-in-time survey of gastro-
enterologists (GIs) and patients conducted in France, Germany, Italy, 
Spain and UK in Oct 2020-Mar 2021. Patient demographics, clinical 
characteristics (including mMayo components: stool frequency, rectal 
bleeding, endoscopic findings) and Tx history were reported by GIs 
while the patients reported symptoms, satisfaction with Tx, Short IBD 
questionnaire (SIBDQ), and EQ-5D at the time of consultation. Derived 
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mMayo was used to define remission groups. Propensity score match-
ing was used to compare outcomes among those with and without 
remission.
Results: Data for 502 UC patients were included (mean age 
38.9  years, 46% males, 67% employed, mean disease duration 
5.2  years, and 61% treated with advanced therapies). At time of 
consultation, 74% of patients reported presence of symptoms, most 
frequent being fatigue (27%), abdominal pain (26%) and bowel 
movement urgency (26%); they were also reported as most bother-
some symptoms (25%, 23%, 31% respectively) alongside bloody 
diarrhoea (28%). Since Tx initiation, patients stated no improve-
ment in sexual problems (54%), sleep disturbance (47%), fatigue 
(33%), night-time urgency (27%) and no steroid reduction (22%). 
37% of the patients were dissatisfied or believed a better control was 
possible with their Tx; common reasons were overall lack of efficacy 
(30%) and uncontrolled symptoms (30%). Symptoms reported by 
patients satisfied with their Tx vs those dissatisfied or believed a bet-
ter control was possible are reported in Fig 1. Out of 502 patients, 
66% (n=332) were in remission and yet reported that symptoms 
such as urgency, pain and fatigue remained (Fig 2). Whilst patients 
in remission had significantly better HRQoL measured by SIBDQ 
and EQ-5D, their scores were not optimal (Fig. 3, Fig. 4).

Conclusion: We found that 66% of the UC patients have achieved re-
mission, however 65% of those patients still reported residual symp-
toms. Quality of life aspects related to pain, discomfort, anxiety and 
depression still remained unaddressed among patients in remission. Our 
data highlights the need for a holistic approach to remission in the man-
agement of UC.

P294
On the way to disease control: Fatigue as part of 
a novel composite endpoint in an analysis of a 
prospective open label observation trial

F. Tran*1,2, S. Nikolaus1, F. Schrinner2, J. Kümpers1, A. Lessing1, 
J. Lintner1, M. Lessing1, L.K. Sievers1,2, P. Rosenstiel2, K. Aden1,2, 
A. Franke2, S. Schreiber1,2

1University Medical Center- Schleswig-Holstein- Kiel Campus, 
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Medical Center- Schleswig-Holstein- Kiel Campus, Institute of Clinical 
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Background: Ambitious therapeutic goals in the therapy of inflamma-
tory bowel disease need more stringent individual endpoints. Several 
definitions for composite endpoints are under evaluation to describe 
disease control. Most commonly symptomatic (PRO2) remission is 
combined with endoscopic response, histology and/or biomarker re-
mission. Here we explore the addition of fatigues as a lead problem 
reported by patients with IBD as part of a composite endpoint.
Methods: We have conducted an interim analysis of an ongoing open 
label study of patients with Crohn’s disease (CD) and ulcerative col-
itis (UC) assigned to anti-TNF therapy, vedolizumab, ustekinumab or 
tofacitinib. Patients are scheduled for evaluations at start of the re-
spective therapy and at weeks 2, 6, 14, 26 and 52. Endoscopies are 
conducted before therapy and at weeks 14 and 52. Clinical remission 
(CR) was defined as CDAI < 150 and reduction of partial Mayo score 
(pMayo) > 50% vs. baseline at week 14. All patients who are not in 
CR and/or no improvement in endoscopy at week 14 are assessed for 
a switch in the mechanism of action and observation schedules after a 
switch are reset to week 0. FACIT-F scores <30 was defined as clinically 
relevant fatigue.
Results: Fatigue was present in 52% patients (39/75) at baseline. 54% 
(25/46) of the patients achieved CR at week 14 while 46% (21/46) 
did not meet CR criteria (non-responder). Fatigue at baseline was per-
sistent at week 14 in 12% (3/25) of CR responders, in contrast to 43 % 
(9/21) of non-responders. 64% (21/33) of all patients reached a com-
bined endpoint of CR and absence of fatigue. If fatigue was present at 
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baseline (n = 25), fatigue response was observed in 52% (13/25) of the 
patients, while CR was only reached in 40% (10/25) and the combined 
endpoint of CR and fatigue response in 24% (6/25) of the patients 
at week 14. In contrast, 71% (15/21) of patients without fatigue at 
baseline reached CR at week 14. Absence of fatigue at baseline thus 
increased the chance of CR at week 14, with an OR of 3.75 [1.031 – 
11.50] (p = 0.0422 in Fisher’s exact test).
Conclusion: Fatigue is an important complaint strongly impacting the 
patients’ quality of life. A  composite endpoint including fatigue and 
clinical remission (based on pMayo and CDAI) can be reached in a 
significant percentage of patients treated with biological therapies. 
Presence of fatigue at baseline might serve as a strong marker for clin-
ical non-response at week 14. Further evaluation and replication of this 
novel composite endpoint will be conducted in our ongoing trial with 
a particular focus on inclusion of endoscopies and long-term outcome.

P295
Proctitis during Crohn’s disease, would it be a 
factor in the sustainability of anoperineal fistulas?

M. Mtir*1, H. Hassine1, F. Kahlaoui1, D. Cherif1, R. Tlili1, H. Kchir1, 
N. Maamouri1

1La Rabta hospital, department of gastro-enterology B, tunis, Tunisia

Background: Rectal involvement during Crohn’s disease (CD) was 
identified as a risk factor associated with poor therapeutic response of 
anoperineal fistulas (APF).
The aim of our study was to evaluate the impact of rectal mucosal 
healing on the healing of APF during CD treated with anti-Tumour 
Necrosis Factor Alpha (anti-TNFα).
Methods: We conducted a monocentric retrospective study, including 
records of all patients followed for CD with APF treated with anti-
TNFα over a 10-year period [2010 - 2020]. We collected clinical, bio-
logical, endoscopic and radiological data as well as the evolution of the 
patients on anti-TNFα. The therapeutic response was assessed clinically 
and radiologically by perineal MRI. Healing of the rectal mucosa was 
investigated by endoscopy with biopsies, and compared with that of 
the APF.
Results: A total of 38 patients were included, with a mean age equal 
to 42 years [26 - 73] and a M/F sex ratio equal to 0,4. Two patients 
(5,2%) had exclusively perineal involvement. APF was associated with 
luminal involvement in 94,7% of cases. Twenty-three patients (60,5%) 
had associated proctitis. APF were complex in 92,1% of cases, associ-
ated with a perineal abscess in 44,7% of cases and anorectal stricture 
in 7,9% of cases. All patients had received anti-TNFα after disappear-
ance of perineal collections if initially present (Infliximab (92,1%), 
Adalimumab (7,9%)) combined with thiopurines in 97,4% of cases. 
After a mean follow-up of 40 months, the response of the APF to treat-
ment was associated with healing of the rectal mucosa in 10 patients 
(43,5%), healing of the APF alone with persistence of proctitis was 
observed in 6 patients (26,1%), healing of the rectum with persistence 
of APF was described in only one patient (4,3%). The absence of rectal 
and anoperineal healing together was observed in 6 patients (26,1%).
In a univariate study and using the chi-square test, there was no statis-
tically significant relationship between rectal mucosal healing and APF 
healing after treatment with biotherapy with p = 0,069 [95% confi-
dence interval].
Conclusion: Our results suggest that healing of the rectal mucosa does 
not influence the natural history of anoperineal fistulas in Crohn’s 
disease. Larger scale studies are needed to confirm these results.

P296
vedolizumab Does Not Increase Risk of Clostridium 
Difficile Infection in Patients with Inflammatory 
Bowel Disease Using vedolizumab: a Retrospective 
Cohort Study

A. Alshahrani*1; Danah Mohammad Mohammad attieh Alzahrani 
Neeraj Narula
1Assistant Professor - Najran University, internal medicine - 
Gastroenterology, Najran, Saudi Arabia

Background: Several studies have demonstrated that there is increased 
incidence, recurrence, and severity of Clostridium difficile (CDI) infec-
tion over the last decade. Patients with inflammatory bowel disease 
(IBD) who develop CDI are more prone to morbidity and mortality 
than CDI in patients without IBD. This study seeks to evaluate whether 
IBD patients who use vedolizumab are at increased risk of CDI com-
pared to IBD patients using other therapies.
Methods: This was a retrospective cohort study, and 684 patients with 
confirmed IBD (228 on vedolizumab, 228 on anti-TNF, and 228 on 
5-ASA therapy) were enrolled from January 2015 to August 2019 at 
a tertiary referral IBD center at McMaster University Medical Centre 
(MUMC) in Hamilton, Ontario, Canada. The primary outcome was 
time to the development of CDI in IBD patients using the three different 
classes of therapy. Secondary outcomes included rates of CDI and the 
association between baseline variables and risk of CDI. A Cox propor-
tional hazards (PH) model was used to evaluate baseline factors and 
development of CDI.
Results: There was no difference in time to CDI between the three treat-
ment groups (log rank p-value 0.37). No difference was seen in the 
number of patients with CDI; CDI occurred in 16 patients (2.3%), spe-
cifically four patients (1.75%) in the vedolizumab group, four patients 
(1.75%) in the anti-TNF group, and eight patients (3.5%) in the 5-ASA 
group (p=0.36). The Cox PH model revealed current smoking, older 
age, and concomitant immunomodulator use as risk factors for CDI, 
after adjustment for other covariates. Vedolizumab was not associated 
with increased risk of CDI in the model.
Conclusion: Biologic therapy with vedolizumab or anti-TNF did not 
impact risk of CDI. Risk factors for CDI in IBD patients included 
smoking, older age at the onset of medication, and immunomodulator 
therapy. Clinicians should have a high degree of suspicion for CDI in 
IBD patients presenting with diarrhea, particularly in those with risk 
factors identified in this study.
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Treatment of patients with complex perianal 
Crohn’s disease with darvadstrocel: a single-
institution real life experience
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Background: Complex perianal disease in patients with Crohn’s 
disease (CD) represents a therapeutic challenge since, despite biological 
treatment, half of the patients do not achieve an adequate response. 
Treatment with allogenic expanded adipose-derived mesenchymal 
stem cells (Darvadstrocel) has proven to be an innovative treatment 
in patients refractory to treatment with immunomodulators and anti-
TNF antibodies.
Methods: To assess the efficacy of Darvadstrocel treatment in clinical 
practice in patients with CD and complex perianal fistula. Method: 
We performed a prospective descriptive study in patients with CD and 
complex perianal fistula (high intersphincteric, transsphincteric, extras-
phincteric or suprasphincteric; presence or ≥ 2 external opening or 
abscesses), refractory to antiTNF treatment, treated consecutively with 
Darvadstrocel at our Crohn’s and Colitis Attention Unit. Each patient 
was treated with 120 million stem cells (half of the dose was injected 
along the tract walls and the other
half around the internal opening/s). Response to treatment was assessed 
as combined remission according to the criteria of the ADMIRE study 
(clinical assessment of closure of all treated external openings that 
drained before treatment and absence of collections> 2 cm confirmed 
by MRI).
Results: From July 2020 to October 2021 12 patients (10M / 2H) have 
been treated with Darvadstrocel. All patients were in clinical remission 
(luminal disease) and had perianal disease refractory to anti-TNF treat-
ment. In addition, 7/12 patients were also refractory to ustekinumab. 
The patients had previously been treated with a mean of 5.7 perianal 
surgeries (1–16), most of them curettage and seton placement or re-
placement. One patient had previously been treated with mesenchymal 
stem cells in 2014 (ADMIRE participant). All fistulas were complex, 5 
with a single tract, 2 with a branched tract and 5 with a double tract; 
7 were transsphincteric, 1 intersphincteric (double), 1 supraelevator, 
1 suprasphincteric, and 2 extrasphincteric. 6/10 patients underwent 
a previous conditioning surgery (cleaning, curettage and seton place-
ment) two weeks before cell administration. Six of the 10 patients with 
a follow-up of at least 6 months had combined remission (60%). Two 
of the three patients with a 1-year follow-up presented combined remis-
sion. Regarding safety, no relevant adverse effects have been observed: 
2 patients presented abscesses in the immediate postoperative period 
(self-drained without subsequent recurrence).
Conclusion: In real-life clinical practice, treatment with Darvadstrocel 
can be an effective and safe therapy in patients with CD and complex 
perianal disease refractory to biological treatment.

P298
Pregnancy in Crohn’s and Colitis - Observations, 
Levels and Outcomes Extension (PICCOLO-X) 
Study: Biological therapy reduces faecal 
calprotectin and the need for corticosteroids 
in pregnant women with Inflammatory Bowel 
Disease

R. Prentice*1, E. Wright2, E. Flanagan2, R. Goldberg1, I. Prideaux1, 
A. Ross2, M. Burns1, S. Bell1; Pregnancy in Crohn’s and Colitis: 
Observations Levels and Outcomes Study Group
1Monash Medical Centre, Gastroenterology, Melbourne, Australia, 2St 
Vincent’s Hospital Melbourne, Gastroenterology, Melbourne, Australia

Background: Active Inflammatory Bowel Disease (IBD) in pregnancy is 
associated with adverse obstetric and neonatal outcomes. PICCOLO-X 
is an ongoing prospective cohort study of pregnant women with IBD, 
aiming to describe rates of biochemically active IBD in the current 
therapeutic landscape, and associations with adverse outcomes.

Methods: Participants were evaluated preconception, in each tri-
mester and postpartum with clinical and biochemical data collected. 
Univariate and multivariate logistic regression was performed to iden-
tify the relative risk (RR) of adverse outcomes by relevant exposures. 
Fischer’s exact test was used to compare group medians.
Results: 164 completed pregnancies were included, with 62% exposed 
to biologic therapy and 56% having Crohn’s Disease (Table 1).
Clinically active disease (PGA ≥1) was reported in 23.9% in trimester 1 
(T1), 18.8% in trimester 2 (T2) and 17.5% in trimester 3 (T3), and was 
less common in biologic exposed patients (Table 2 & 3).
The median faecal calprotectin (FC) was <50μg/g in all trimesters, 
and was lower in those receiving biologics (24.9 vs 86μg/g T1 p=0.02, 
26.25 vs 46μg/g T2 p=0.02, 30 vs 58μg/g T3 p=0.04) (Table 3). Adverse 
pregnancy outcome rates were equivalent to the normal population 
(Table 2). Corticosteroid (CCS) exposure in T2 was associated with an 
increased risk of preterm delivery (PTD) on multivariate analysis (RR 
8.12, 95%CI 1.23–53.72, p=0.03). T1 FC ≥250μg/g (RR 2.41 95% 
CI 0.5–4.31, p=0.01), clinically active disease in T3 (RR 4.7, 95% CI 
1.02–26.61, p<0.01) & T3 FC 100–250 (RR 6.8 95% CI 1.71–26.0, 
p<0.01), but not T3 FC ≥250μg/g (RR 1.6, 95% CI 0.41–8.25, p=0.6) 
were associated with an increased risk of PTD on univariate analysis 
(Table 4).
Biologic exposure was associated with a reduced need for CCS; no 
participants on a biologic had CCS in T1, with RR 0.14 (95% CI 
0.03–0.66, p=0.01) in T2 and 0.11 (95% CI 0.02–0.46, p=0.003) in 
T3. On multivariate analysis, FC >100μg/g in T2 was associated with 
an increased risk of emergency caesarean section (RR 1.65, 95% 
CI 0.47–2.82, p<0.01), whilst FC >100μg/g in T2 (RR 1.65 95% 
CI 0.4–2.91 p=0.01) and T3 (RR 2.47,95% CI 1.36–8.82, p<0.01) 
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were associated with an increased risk of neonatal intensive care unit  
admission.
Conclusion: PICCOLO X describes low rates of biochemical and clin-
ical active disease in pregnant women with IBD as compared to historical 

cohorts, possibly due to the cohort’s high rate of biologic use. Pregnancy 
outcomes were favourable overall. Clinical and biochemical inflammation 
and CCS exposure were associated with an elevated risk of adverse preg-
nancy outcomes. Biologic therapy reduces FC and the need for steroids.
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P299
Prediction model for steroid-free clinical remission 
with vedolizumab at week 22 in patients with 
Ulcerative Colitis: Machine learning using clinical 
data at baseline

J. Miyoshi*1, T. Maeda2, K. Matsuoka3, D. Saito1, H. Morikubo1, 
M. Matsuura1, S. Tamura2, T. Hisamatsu1

1Kyorin University School of Medicine, Department of Gastroenterology and 
Hepatology, Mitaka-shi, Japan, 2Gifu University, Department of Electrical- 
Electronic & Computer Engineering- Faculty of Engineering, Gifu-shi, Japan, 
3Toho University Sakura Medical Center, Division of Gastroenterology and 
Hepatology- Department of Internal Medicine, Sakura-shi, Japan

Background: Predicting the response of patients with ulcerative colitis 
(UC) to a molecular targeted drug before administration is an unmet 
need for optimizing individual patient care. We hypothesized that a 
new machine-learning approach could identify predictors of thera-
peutic efficacy that have not been reported as statistically significant 
factors using the conventional statistical approaches. As a proof-of-
concept study, we explored predictors and a prediction model for the 
efficacy of vedolizumab (VDZ) for UC.
Methods: The clinical data at baseline (week 0) of 34 UC patients who 
started VDZ at Kyorin University Hospital was collected (Cohort 1; train-
ing cohort). The collected data contained 49 clinical features; patient back-
ground (e.g. sex, age, disease phenotype, etc.), treatment history, clinical/
endoscopic activity, and blood examination items. Random forest (RF) 
was employed to investigate clinical features that affect steroid-free clin-
ical remission (SFCR) with VDZ at week 22 in UC. A prediction model 
was developed using logistic regression based on the results of RF. The 
prediction ability of the prediction model was evaluated with the data of 
35 patients who started VDZ at Toho University Sakura Medical Center 
(Cohort 2; extra-facility test cohort). The prediction ability of the VDZ 
prediction model for ustekinumab (UST) was examined using the data of 
22 patients who started UST at Kyorin University Hospital (Cohort 3).

Results: RF computed the contribution of each clinical feature to 
achievement/no-achievement of SFCR at week 22. When the top 8 
features (partial Mayo score, MCH, BMI, BUN, concomitant use 
of AZA, lymphocyte fraction, height, and CRP) were employed for 
logistic regression, the prediction accuracy of the prediction model 
was 100% and 68.6% for Cohorts 1 and 2, respectively. The sensi-
tivity, specificity, positive predictive value (PPV), and negative pre-
dictive value (NPV) in Cohort 2 were 92.3%, 54.5%, 54.5%, and 
92.3%, respectively. Meanwhile, in Cohort 3 with UST, sensitivity, 
specificity, PPV and NPV were 70.0%, 45.5%, 53.4%, and 62.5%, 
respectively.
Conclusion: Our machine-learning approach detected clinical features 
at baseline that impact the achievement of SFCR at week 22 in patients 
who received VDZ for UC and developed a prediction model that 
appears to be useful to screen non-responders to VDZ. Given the low 
prediction ability in Cohort 3, our findings support the notion that a 
prediction model for each molecular targeted drug is needed for opti-
mizing the drug selection for individual patients. This study provides 
the proof-of-concept that machine learning on clinical data could open 
a new era of personalized medicine for UC.
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P300
Very early onset Inflammatory Bowel Diseases: 
Review of the Genoa-Messina joint clinical 
experience. Therapeutic approach: Part II

S.M.C. Gramaglia*1, U. Cucinotta1, V. Dipasquale1, A. Serena2, 
P. Gandullia2, C. Romano1

1Pediatric Gastroenterology and Cystic Fibrosis Unit, Department 
of Human Pathology in Adulthood and Childhood “G. Barresi”- 
University of Messina, Messina, Italy, 2Institute ‘Giannina Gaslini’- 
Genoa- Italy, Pediatric Gastroenterology and Endoscopy Unit, Genova, 
Italy

Background: Pediatric inflammatory bowel diseases (pIBD) have 
specific phenotypes compared to Inflammatory Bowel Diseases 
(IBD) in adults. The Very Early Onset-IBD (VEO-IBD) is considered 
a diagnosis of IBD in children before age, 6 years old with, 15% of  
prevalence.
Methods: The objective of this study was to compare the clinical and 
endoscopic features of VEO-IBD compared to pediatric IBD (diag-
nosis >, 6 years old) also in terms of natural history and response to 
treatment.
The VEO patients followed at the IBD-Centers of Messina and 
Gaslini were enrolled retrospectively. We compared the results of this 
population with what is reported in the literature in terms of thera-
peutic approach and surgery. Percentage comparison of data was 
performed.
Results:, 74 VEO-IBD patients were enrolled. At the onset of the 
disease, during induction therapy, we found, 15–21% of VEO-IBDs 
are corticoresistant, remission was with Infliximab (table  1). During 
disease follow-up of at least, 5 years from onset: CD, 47,4% and CU, 

61,1% of VEO-IBDs remain in therapeutic maintenance with, 1st line 
drugs (Mesalazine and Azathioprine; table  2). This result highlights 
how the VEO-IBDs also maintain clinical, histological and endoscopic 
remission even with, 1st line drugs, the only exception being the mono-
genic forms that may also require HSC transplantation.
The surgical approach, according to our data, is far superior to that 
reported in the literature, although there are several conflicting studies 
in this regard. Patients undergoing major surgery (colectomy, ileostomy, 
ileorectoanastomosis, J pouch) are CD, 36.8% and CU, 18.5%, if we 
also consider minor surgery (perianal surgery; CD, 36.8%) the per-
centage of patients with Crohn’s disease undergoing surgery increases 
to, 52.6%. These numbers are far above what is reported in the litera-
ture:, 14–15% after, 5 years from diagnosis. It is likely that this result is 
due to the high numbers of procedures performed at Gaslini Institute, 
National Center for these diseases.
A monogenic form of VEO-IBD was found in, 5.4% frequently linked 
to immunedeficiency, 2 cases (2,7%) required allogeneic HSC trans-
plantation (XIAP, WAS) with complete recovery from disease.
Conclusion: VEO-IBDs represent a challenge for the pediatric gastro-
enterologist. Therapy is no different in terms of response from pediatric 
inflammatory bowel diseases, with the exception of monogenic forms 
who may need HSC transplant. Many VEO IBDs maintain remission 
with, 1st line drugs. Further studies will be needed to define the best 
therapeutic and diagnostic approach for these diseases.

P301
Relapse rates after withdrawal of thiopurines in 
patients with Inflammatory Bowel Disease

M.K. Ranjan*1, S.K. Vuyyuru1, B. Kante1, P. Kumar1, S.K. Mundhra1, 
R. Golla1, R. Sharma2, P. Sahni3, P. Das4, G. Makharia1, S. Kedia1, 
V. Ahuja1

1All India Institute of Medical Sciences, Department of Gastroenterology 
and Human Nutrition, New Delhi, India, 2All India Institute of Medical 
Sciences, Department of Radio Diagnosis, New Delhi, India, 3All India 
Institute of Medical Sciences, Department of Gastrointestinal Surgery, 
New Delhi, India, 4All India Institute of Medical Sciences, Department 
of Pathology, New Delhi, India

Background: Withdrawal of thiopurines after remission has been 
shown to be associated with an increased risk of relapse in patients 
with inflammatory bowel disease. However, long-term data on thiopu-
rine withdrawal is limited especially from developing countries.
Methods: We retrospectively analyzed data of patients with IBD on 
thiopurine monotherapy who had stopped and were not on any other 
immunomodulator or biologics at the time of stopping thiopurines. All 
these were in clinical remission at the time of withdrawal.
Results: Among, 1264 patients of IBD who were treated with thiopu-
rines, a total of, 461 patients had to stop thiopurine because of various 
reasons. Among these, 218 (UC=179; CD=39) patients were eligible 
for further study (Table-1). Overall, 36.7% (n=80) had relapsed after 
a median duration of months of, 20 months (IQR:, 9–49). There was 
no difference in relapse rate between UC and CD (39.6% vs, 23%; 
P:, 0.055). The overall cumulative probabilities of relapse were, 17%, 
34%, and, 44% at the end of, 1, 3, and, 5 years respectively (Figure-1). 
The cumulative probabilities of relapse at, 1, 3, and, 5  years after 
thiopurine withdrawal were significantly lower in patients who had 
received azathioprine for at least, 48 months (14%, 20%, and, 31%) in 
comparison to those who had received for less than, 48 months (28%, 



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i331

45%, and, 54%) respectively (P=0.007) (Figure-2). On multivariate 
Cox regression analysis, male sex [(HR:, 1.7 (1.1–2.7), P=0.014] and 
short duration of therapy with thiopurines [HR:, 0.98 (0.98–0.99), 
P=0.003] before withdrawal were associated with increased risk of re-
lapse (Table-2).

Conclusion: Approximately, 50% of patients with IBD will relapse 
within, 5 years of thiopurine withdrawal. Male sex and shorter treat-
ment duration (<, 4 years) predict relapse after thiopurine withdrawal. 
Treatment should be continued even beyond, 4 years in patients who 
tolerate and maintain remission on thiopurines.

P302
Malignancy surveillance in patients with 
primary sclerosing cholangitis and Inflammatory 
Bowel Disease – keeping up with international 
guidelines? A Norwegian cohort study

T.K. Tønjum*1, K. Anisdahl1,2, T. Folseraas3, H. Midgard2, 
M.L. Høivik1,2

1University of Oslo, Institute of Clinical Medicine, Oslo, Norway, 
2Oslo University Hospital, Department of Gastroenterology, Oslo, 
Norway, 3Oslo University Hospital Rikshospitalet, Section of 
Gastroenterology & the Norwegian PSC Research Centre- Department 
of Transplantation Medicine- Division of Surgery- Inflammatory 
Medicine and Transplantation, Oslo, Norway

Background: Primary sclerosing cholangitis (PSC), especially PSC in 
inflammatory bowel disease (PSC-IBD), increases risk of developing 
several types of cancers, including cholangiocarcinoma (CCA), gall 
bladder cancer and colorectal cancer (CRC) – highlighting the need for 
frequent and thorough screening employing several diagnostic modali-
ties, in these patients. We aimed to assess whether current international 
guidelines for malignancy surveillance were followed for the PSC-IBD 
population at the Department of Gastroenterology (DoG) at Oslo 
University Hospital (OUH).
Methods: Data from health records of patients at DoG OUH contain-
ing the term ‘PSC’ was screened for IBD and PSC diagnoses, disease ac-
tivity and severity, as well as follow-up of PSC disease progression and 
surveillance of PSC-associated malignancies. All data was collected in 
the last quarter of, 2020 and registered in the local IBD registry.
Results: Clinical characteristics [Table  1] and surgical intervention 
for PSC-IBD [Table 2] are displayed below. In the last year, magnetic 
resonance cholangiopancreatography (MRCP) was performed in, 16 
patients (26%), while, 47 (78%) had an abdominal ultrasound (US). 
Colonoscopy or other lower endoscopy was performed within the last 
year in a total of, 42 patients (69%). In those who had not undergone 
colectomy, 33/40 (83%) underwent colonoscopy in the last year, while, 
31/40 (78%) had biopsies taken.
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Conclusion: Abdominal US and colonoscopy with biopsies should be 
performed annually in all PSC-IBD patients1,2, meaning, on average, 
about one fifth of PSC-IBD patients at OUH may be at risk of un-
necessary and preventable affliction. Also, there is a void of guidelines 
regarding CRC screening in colectomised patients. Evidence for screen-
ing for CCA with MRCP remains unclear3, but when performed may 
indicate severe economic impact on public health systems.
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P303
Biologic Therapeutic Drug Monitoring in Patients 
with Inflammatory Bowel Disease: Are we aiming 
high?
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Background: Infliximab and Adalimumab are the only funded biologic 
therapies for inflammatory bowel disease (IBD) in New Zealand. We 
hypothesised that clinicians are aiming for higher drug trough levels to 
mitigate for the absence of alternative therapies.

Methods: Retrospective study of IBD patients at Lakes DHB from, 
2016 to, 2021. Data collected using the IBD patient register and elec-
tronic patient records. Change in management included dose escal-
ation, de-escalation and switching biologic. Analyses were performed 
using chi-square and student t-test. Target trough levels are Infliximab 
>5 mg/L and Adalimumab>7.5 mg/L. We defined high trough levels as 
greater than double the suggested target levels (Infliximab >10mg/L, 
Adalimumab>15mg/L).
Results:, 197 patients in the IBD register., 79 (40.1%) receiving bio-
logic therapy (Infliximab, 31 [39.2%], Adalimumab, 48 [60.8%]).
Therapeutic drug monitoring (TDM) performed in, 61 (77.2%) bio-
logic patients with a total of, 129 TDM results available. Mean trough 
levels: Infliximab, 7.7 (sd, 9.2) mg/L, Adalimumab, 5.7 (sd5.8) mg/L.

Conclusion: High trough levels were seen more with Infliximab use, 
reflecting its increased use as a, 2nd line agent and a final option to op-
timise medical management prior to considering surgery. Fewer changes 
to management were seen with high trough levels indicating improved 
clinical outcomes and acceptability of high levels within our practice.

P304
Intensified versus conventional infliximab 
induction in acute severe steroid-refractory 
Ulcerative Colitis

J. Pedro*1, I. Coelho Rodrigues1, I. Botto1, S. Fernandes1, S. Bernardo1, 
A.R. Gonçalves1, P. Moura Santos1, A. Valente1, L. Correia1, 
R. Tato Marinho1

1Centro Hospitalar Lisboa Norte, Gastrenterology, Lisboa, Portugal

Background: Infliximab is effective as salvage therapy in severe steroid-
refractory Ulcerate Colitis. However, up to one third of patients do not 
respond to this treatment and require surgery. There is still insufficient 
evidence regarding the benefits of intensified infliximab induction regi-
mens in this setting.
Methods: Retrospective study including, 51 patients meeting the 
Truelove and Witts criteria for severe acute Ulcerative Colitis with re-
fractoriness to intravenous steroids requiring infliximab rescue therapy. 
We compared patients under conventional infliximab induction therapy 
(n=29) with patients performing an intensified infliximab induction 
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regimen (n=22), defined as a higher dose/shorter interval of treatment 
during induction.
Results: There was no difference in respect to median age [IQR] (32.0 
[27.0–43.0] vs, 42.0 [29.0–58.0], p=0.116), and male gender (69.0 % 
vs, 63.6%, p=, 0.458) between patients with conventional or intensi-
fied infliximab. Compared to patients with conventional induction, 
patients under optimized infliximab presented reduced admission to 
intermediary/intensive care unit (4.5% vs, 31.0%, p=, 0.019), and sur-
gery (13.6% vs, 41.4%, p=, 0.031). There were no differences in deaths 
(3.4% vs, 9.1%, p=0.396), readmission rates (17.2% vs, 28.6%, p=, 
0.270), and median duration [IQR] of hospitalization (19.0 [10.5–
31.0] vs, 12.0 [8.0–15.5], p=0.094) between patients with conventional 
or intensified regimens. In a multivariate analysis, the use of an intensi-
fied infliximab induction regimen was associated with a lower risk of 
surgery (OR, 0.224, 95%CI [0.054–0.929], p=, 0.039).
Conclusion: In this small cohort, there was some suggestions that inten-
sified infliximab induction may improve treatment outcomes in acute 
severe steroid refractory Ulcerative Colitis.

P305
Low ALT is more Common in Patients with IBD 
than Healthy Controls and is Associated with 
Active Disease

A. Shafrir*1,2,3, L. Katz1,2, A. Zinger1,2, R. Safadi1,2, I. Kaliski1,2
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Faculty of Medicine, Jerusalem, Israel, 3Meuhedet Health Maintenace 
Organization, Jerusalem District, Tel Aviv, Israel

Background: Sarcopenia is underdiagnosed in patients with 
Inflammatory bowel disease (IBD). Studies have shown that low alanine 
transaminase (ALT) levels are associated with sarcopenia. We evaluated 
the association of low ALT levels with the IBD diagnosis and activity.
Methods: Data of patients from state mandatory health maintenance 
organization in Israel was collected. Electronic medical records within 
the past two years included diagnosis, medications, blood and stool 
tests. Based on ICD9 coding, patients diagnosed with Ulcerative Colitis 
(UC) or Crohn’s disease (CD) were compared to healthy control group. 
Patients with ICD9 diagnosis of chronic liver disease, cirrhosis, and age 
<18 were not included. Serum ALT lower than, 15 was considered low.
Results: Our cohort consisted of, 348,454 patients, of them, 
1780 patients with CD and, 916 with UC. Mean ALT was lower 
among patients with IBD than healthy controls (22.71 vs., 24.04, 
p-value<0.001). In multivariate logistic regression, controlling for age, 
sex, BMI, and smoking status, IBD was associated with low ALT levels 
(OR –, 1.25, 95% CI, 1.12–1.39, p-value<0.001)
Of the CD patients, 392 (27.96%) were in the low ALT group. Patients 
in the low ALT group were younger (38.85 vs., 42.38 p- value<0.001), 
were less likely to be male (33.9% vs., 54.7%), had lower BMI (23.94 
vs., 26.29 p – value<0.001). Fecal Calprotectin and CRP was higher in 
the low ALT group (601.25 vs., 282.33 p-value<0.001, 12.94 vs., 7.35 
p value<0.001 respectively) while serum albumin was lower (4.12 vs., 
4.28 p-value<0.001).
Among patients with UC, 204 (30.13%), had low ALT. Patients in the 
low ALT group were slightly younger (46.92 vs., 49.65 p-value=0.06), 
less likely to be male, 22.5% vs., 52% p-value<0.001), had lower BMI 
(25 vs., 26.37 p-value=0.004). Patients with low ALT had higher CRP 
levels (12.92 vs., 6 p-value<0.001) and non-significantly higher fecal 
calprotectin levels (779.52 vs., 498.18 p-value, 0.16). Serum albumin 
was lower in the low ALT group (4.04 vs., 4.26 p value<0.001)

In multivariate linear regression models, controlling for age, gender IBD 
subtype, and smoking status, low ALT was associated with elevated 
fecal calprotectin and CRP and lower albumin levels (p-value<0.001).

Conclusion: Patients with IBD have lower ALT levels than the general 
population. Among patients with IBD, low ALT is associated with 
active disease. Further studies are warranted to strengthen the associ-
ation of low ALT with sarcopenia among patients with IBD.

P306
Efficacy and tolerance of sodium picosulfate 
preparation in bowel Magnetic Resonance Imaging 
in Crohn’s disease
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L. Vuitton1
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Background: Polyethylene glycol (PEG) is one of the most commonly 
used bowel preparation for magnetic resonance imaging (MRI) in 
Crohn’s Disease (CD). Sodium picosulfate (Pico) is a low volume bowel 
preparation known for its efficacy and higher tolerability for colon-
oscopy. No study has to date evaluated tolerance and efficacy of Pico 
preparations for MRI in CD. Aim: To assess for the first time the effi-
cacy and tolerance of Pico preparation compared to PEG preparation 
for bowel MRI in CD.
Methods: The study took place in a French university hospital. To 
assess the efficacy of low volume preparations compared to PEG, we 
selected consecutive bowel MRI from January to June, 2017 prepared 
with PEG formulas, and consecutive MRI from January, 2020 to June, 
2020 prepared with low-volume Pico formula.The sample size was cal-
culated to assess the non-inferiority of Pico preparation vs PEG. The 
efficacy endpoint was the quality of bowel distention on a, 5 points 
scale and by visual analog scale (VAS) by two independent readers. To 
study Pico preparation tolerability, we performed a prospective survey 
in CD patients undergoing MRI from October, 2020 to August, 2021. 
Patients completed a self-administered validated questionnaire on tol-
erability and a VAS.
Results: In the efficacy study,84 MRIs were analysed (42 in each PEG 
and Pico group). There was no significant difference between PEG and 
Pico preparation regarding jejunum and ileum distention on the, 5 points 
quality scale. Moreover, we did not find significant difference between 
PEG and Pico regarding overall quality in the VAS (8.1 ±, 1.4 in PEG 
group, vs, 8.7 ±, 1.2 in Pico group, by reader, 1 (p=, 0.125);, 6.35 ±, 1 in 
PEG group, 6.5 ±, 1 in Pico group by reader, 2 (p=0.298)) with a mod-
erate but significant correlation rate between the two readers (r=, 0.45; 
p<0.001). There was no significant difference regarding ileal diameter 
between the two preparations with a moderate correlation rate between 
the two readers (r=0.41; p<0.01). In the prospective study, 38 patients 
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participated in the survey. The bowel preparation intake was complete-
for, 94.7% of the patients. The mean tolerance was, 6.84/10. Overall, 
81.6% of patients were willing to take the same preparation again.
Conclusion: The study assessed Pico preparation non-inferiority to PEG prep-
aration for small bowel MRI and confirmed low volume bowel preparations 
good tolerability profile. This suggests that low-volume preparations could 
be more widely implemented in clinical practice for small bowel imaging in 
chronic inflammatory bowel disease and thus improve follow-up acceptance.

P307
The effect of COVID-19 infection and vaccination 
in patients with Inflammatory Bowel Disease and 
Irritable Bowel Syndrome

N. Sciberras*1, A. Pisani2, C. Vassallo1, E. Zahra Bianco2, P. Ellul2

1Mater Dei Hospital, Medicine, Msida, Malta, 2Mater Dei Hospital, 
Gastroenterology, Msida, Malta

Background: Inflammatory Bowel Disease(IBD) and Irritable Bowel 
Syndrome(IBS) are gastrointestinal disorders which differ in patho-
physiology and management. The use of immunomodulatory drugs 
brings concerns which increased during the pandemic. Similarly, 
patients with IBS may have concerns about the effect of infection and 
vaccine on their wellbeing. The aim of this study was to assess for any 
differences in swabbing, vaccine uptake, COVID-19 infection, hospital-
isation rates and outcomes in patients with IBD on immunomodulatory 
treatment and patients with IBS.
Methods: Patients were recruited through the local database (March, 
2020  – August, 2021). All IBD patients had a histological diagnosis 
while IBS patients were diagnosed according to ROME IV criteria. 
All patients were offered vaccination. Apart from demographic data 
the following was collected: number of COVID-19 swabs taken, vac-
cination rates, type of vaccine administered, infection secondary to 
COVID-19, hospitalization and outcomes.
Results: Overall, 250 IBD patients (43.6% female) and, 250 patients 
with IBS (78.4% female) were recruited. The mean patient age in the 
IBS cohort was, 40.6 years (SD ±, 11.99) whilst the mean patient age in 
the IBD cohort was, 40.7 years (SD±15.7).
Patients with IBD underwent significantly more COVID-19 swab tests 
(n=759) than patients with IBS (n=615) (p =0.02).
Patients with IBD were having the following biological therapy:, 
62.8% Infliximab, 24.8% Adalimumab, 10% Vedolizumab and, 2.4% 
Ustekinumab.
There was no significant difference in COVID-19 infection rate be-
tween the IBS cohort (8.8%; n=22 patients;, 2 patients not vaccinated) 
and the IBD cohort (6.4%; n=16 patients;, 3 patients not vaccinated)
(p=0.3). The vaccine uptake rate was similar (IBD:, 91.2%, IBS: 90%).
Table, 1 demonstrates the type of vaccine administered to both cohorts.
In the IBS cohort, 1 patient was admitted to hospital in view of symp-
tomatic hypoxaemia. The patient was treated with oxygen and dexa-
methasone, but did not require ventilatory support. Within the IBD 
cohort, 3 patients requiring admission for IBD related treatment, tested 
positive asymptomatically on pre-admission COVID-19 screening. All 
had an uneventful outcome.
Table 1

Cohort Pfizer AstraZeneca Johnson&Johnson Moderna 

IBD 43% 54% 1% 2% 
IBS 57% 31% 7% 5% 

Conclusion: This study demonstrates that vaccine uptake, Covid-19 in-
fection rates and outcomes were similar in patients with IBS and IBD 
patients on immunosuppressive therapy. However, IBD patients under-
went significantly more swabbing than patients with IBS and this was 
generally due to patient concern of acquiring Covid-19 while being on 
immunosuppresive medications. This added psychological burden may 
further impact patients’ psychological state and thus their quality of 
life.

P308
Quadruple oral antibiotic treatment in refractory 
Paediatric Inflammatory Bowel Disease – incidence 
and analysis of responders from a, 10 year  
cohort

J.J. Meredith*1,2, K. Armstrong1, R.K. Russell1,2, P. Henderson1,2, 
D.C. Wilson1,2

1Royal Hospital for Children and Young People, Department of 
Paediatric Gastroenterology and Nutrition, Edinburgh, United 
Kingdom, 2University of Edinburgh, Child Life and Health- College of 
Medicine and Veterinary Medicine, Edinburgh, United Kingdom

Background: Recent, albeit limited, studies indicate that combination 
oral antibiotic therapy may be an efficacious, immunosuppressive-free, 
alternative strategy to achieve remission in a subset of medically re-
fractory IBD patients. We sought to identify incidence data and pro-
vide cohort analysis of any refractory IBD patients who subsequently 
responded to combination oral antibiotic therapy from a large paedi-
atric inflammatory bowel disease [PIBD] centre.
Methods: We identified a regional cohort of prospectively acquired 
incident cases of paediatric inflammatory bowel disease (CD, UC 
and IBD-U) diagnosed <16 years of age in South-East Scotland over 
a, 10-year period (2009–2018) and conducted a retrospective re-
view identifying all cases with treatment refractory disease who 
subsequently achieved remission with a quadruple oral antibiotic 
regimen (vancomycin/doxycycline/metronidazole/amoxicillin) as 
salvage therapy. We characterised demographic data, IBD disease 
type, classification, severity, duration, as well as prior treatment 
efficacy and duration. There was a minimum of, 2 years of follow 
data available.
Results: In total, 4 cases of successful treatment with a quadruple 
oral antibiotic regimen in refractory patients were identified from 
our, 10-year PIBD registry that included, 222 new cases of PIBD (cu-
mulative incidence, 1.8%). Treatment was attempted in, 9 refractory 
patients over the period. All responders were male, median age at 
diagnosis, 13.1yrs (0.5, 11.3, 14.8, 15.7yrs), median disease dur-
ation was, 1.3yrs. All responders had chronically active moderate-
severe disease., 3 had ulcerative colitis (Paris classification E4), the 
remainder had Crohn’s disease (Montreal classification B1, L3/4). All 
responders had disease refractory to a least, 2 biological therapies 
that were co-administered with either thiopurines or methotrexate., 
3 of the, 4 had failed at least one steroid induction course., 3 of the, 
4 maintained clinical remission at the minimum, 2 year follow up on 
regular oral vancomycin therapy.
Conclusion: A subset of patients with PIBD that is highly refractory to 
conventional therapeutics, including to steroids and multiple biologics, 
may achieve remission with a quadruple combination oral antibiotic 
regimen. Those with active colitic phenotypes at intervention were 
more likely to respond and longer-term disease remission may be main-
tained with regular oral vancomycin.
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Withdrawal of thiopurines in Inflammatory Bowel 
Disease patients in stable remission: a prospective, 
multicentre cohort study

E. Savelkoul*1, R. Mahmoud2, D. De Jong1, W. Van Dop1, 
T. Römkens3, L. Nissen3, N. Mahmmod4, P. Van Boeckel4, 
M. Lutgens5, W. Mares6, L. Epping7, I. Minderhoud8, J. Jansen9, 
I. Gisbertz10, P. Boekema11, D. De Koning12, C. Horjus13, B. Jharap14, 
B. Oldenburg2, F. Hoentjen15; The AWARE study group and the Dutch 
Initiative on Crohn’s and Colitis
1Radboud University Medical Centre, Department of Gastroenterology 
and Hepatology, Nijmegen, The Netherlands, 2University Medical Centre 
Utrecht, Department of Gastroenterology and Hepatology, Utrecht, The 
Netherlands, 3Jeroen Bosch Hospital, Department of Gastroenterology 
and Hepatology, ‘s-Hertogenbosch, The Netherlands, 4St. Antonius 
Hospital, Department of Gastroenterology and Hepatology, Nieuwegein, 
The Netherlands, 5Elisabeth-TweeSteden Hospital, Department of 
Gastroenterology and Hepatology, Tilburg, The Netherlands, 6Gelderse 
Vallei Hospital, Department of Gastroenterology and Hepatology, Ede, 
The Netherlands, 7Pantein Hospital, Department of Gastroenterology 
and Hepatology, Boxmeer, The Netherlands, 8Tergooi Medical Centre, 
Department of Gastroenterology and Hepatology, Hilversum, The 
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10Bernhoven Hospital, Department of Gastroenterology and Hepatology, 
Uden, The Netherlands, 11Máxima Medical Centre, Department of 
Gastroenterology and Hepatology, Veldhoven, The Netherlands, 12Gelre 
Hospital, Department of Gastroenterology and Hepatology, Apeldoorn, 
The Netherlands, 13Rijnstate Hospital, Department of Gastroenterology 
and Hepatology, Arnhem, The Netherlands, 14Meander Medical Centre, 
Department of Gastroenterology and Hepatology, Amersfoort, The 
Netherlands, 15University of Alberta, Division of Gastroenterology- 
Department of Medicine, Edmonton, Canada

Background: Thiopurines including azathioprine [AZA], mercaptopu-
rine [MP] and tioguanine [TG] are cornerstone therapies in the main-
tenance treatment of inflammatory bowel diseases (IBD). Withdrawal 
in patients in stable remission may reduce the risk of infections and 
malignancies, but little is known about the subsequent risk of relapse. 
This study aimed to assess the relapse rate after discontinuation of thio-
purines in IBD patients in stable remission.
Methods: Patients with IBD discontinuing thiopurine therapy were 
prospectively included in, 14 Dutch hospitals if they used a thiopu-
rine for at least one year, and were in steroid-free clinical remission for 
one year or longer. Clinical, biochemical, endoscopic and radiological 
data were collected at baseline (thiopurine cessation), and at, 3, 6, 12 
and, 24 months thereafter. The primary endpoint was disease relapse, 
defined as: induction or escalation of therapy, or, if available, endo-
scopic activity, indicated by simple endoscopic score (SES-CD) >, 4 for 
Crohn’s disease (CD) or endoscopic Mayo >, 1 for ulcerative colitis and 
IBD unclassified (UC/IBDU). Cox regression analysis was used to deter-
mine predictors of relapse.
Results: We enrolled, 134 patients (94 CD [70%]; AZA, 56%, MP, 
20%, TG, 25%) with a median age of, 44.0 years (IQR, 30.8–59.0). 
Fifty-three (40%) patients received concomitant anti-tumour necrosis 
factor alpha (anti-TNF) at baseline. The median therapy duration be-
fore cessation was, 61.5  months (IQR, 40.0–111.0), median time of 
clinical remission before cessation was, 43.5 months (IQR, 27.8–65.5). 
During the median follow-up time of, 14.0 (IQR, 11.9–19.7) months 
after cessation, 37 (28%) patients relapsed (Figure, 1). Relapse rates 
at, 12 and, 24 months were, 28% and, 40%, respectively. Median time 
to relapse was, 10.9 (IQR, 5.5–16.5) months. UC/IBDU patients had a 

higher risk of relapse (HR, 2.603 [95% CI, 1.364 -4.965], p=0.004). 
Relapse free survival probability in patients with and without con-
comitant anti-TNF was not significantly different (anti-TNF, 82%, no 
anti-TNF, 87%, log rank=0.494, Figure, 2). Type of thiopurine, con-
comitant, 5-ASA, remission duration, therapy duration before cessa-
tion, baseline mucosal healing, and baseline faecal calprotectin were 
not predictive of relapse. After relapse, 27 patients received steroids (18 
budesonide, 9 prednisone), 15 (re)started thiopurines, 8 initiated anti-
TNF, and, 8 intensified concomitant anti-TNF.
Figure 1

Figure 2

Conclusion: This prospective study showed relapse rates of, 28% and, 
40% at, 12 and, 24 months, respectively, after cessation of thiopurines 
for stable remission. UC/IBDU patients had a higher risk of relapse. 
Type of thiopurine, remission duration, concomitant, 5-ASA or anti-
TNF were not predictive of continuing remission.

P310
Atopic dermatitis is associated with the clinical 
course of Inflammatory Bowel Disease

K.W. Kim*1, H. Ha2, Y. Jun1, H.J. Lee1, H. Yoon3, H.W. Kang4, 
J.P. Im1, J.S. Kim1, S.J. Koh1

1Seoul National University College of Medicine, Department of Internal 
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Korea- Republic Of, 3Seoul National University Bundang Hospital, 
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4Seoul National University Boramae Medical Center, Department of 
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Background: There are a few studies about the relationship between 
inflammatory bowel disease (IBD) and atopic dermatitis (AD). It impli-
cates that both diseases have common pathophysiologic mechanism 
and are able to affect each other. However, little information is avail-
able for the effect of AD on the clinical course of patients with IBD.
Methods: This is a retrospective, observational case-control study. 
Patients with concurrent IBD and AD were defined as case group and 
those with IBD only as control group. Diagnosis of AD was defined 
as chronic eczematoid dermatosis diagnosed by dermatologists. Age-, 
gender-, and IBD subtype-matched patients with a confirmed diagnosis 
of IBD were included as control group. The ratio of the case and con-
trol group was set as, 1:2. Trend in the duration from diagnosis of IBD 
to first use of biologics, first IBD-related operation and first IBD-related 
bowel resection were estimated with Cox regression analysis.
Results: The numbers of patients in the case and control group were, 31 
and, 62, respectively. Compared with the control group, the case group 
showed an earlier disease onset (unit: years, 22.13 ±, 10.66 vs., 17.68 ±, 
8.07, p  =  0.043) and longer disease duration of IBD (unit: months, 
98.37 ±, 69.24 vs., 150.77 ±, 83.45, p = 0.002). In addition, the propor-
tion of biologics use (35% vs., 61%, p = 0.018) and the total numbers 
of biologics usages (0.48  ±, 0.76 vs., 1.06  ±, 1.12, p  =  0.013) were 
higher in patients in the case group than those in the control group. In 
the Cox-regression analysis, there was a significant decrease of the dur-
ation for the biologics free survival in the case group compared with the 
control one after the adjustment with age, IBD subtype, onset age and 
disease duration (p < 0.001).

Conclusion: Patients having concurrent IBD and AD exhibited different 
characteristics compared with those having IBD only, particularly in 
terms of disease onset and severity. Furthermore, AD showed an signifi-
cant effect on the time for the initiation of biologics. Further research is 
required to elucidate the common pathogenesis and the role of AD on 
the clinical course of IBD.

P311
Depression and anxiety are associated with poor 
clinical outcomes in Inflammatory Bowel Disease: 
A Nationwide Population-Based Study in South 
Korea

S. Kim*1, L. Seungwoo2, H. Kyungdo2, L. Hyun Jung1, I. Jong Pil1, 
K. Joo Sung1

1Seoul National University College of Medicine, Department of Internal 
Medicine and Liver Research Institute, Seoul, Korea- Republic Of, 
2Soongsil University, Department of Statistics and Actuarial Science, 
Seoul, Korea- Republic Of

Background: The increase in prevalence of depression and anxiety dis-
order in Inflammatory Bowel Disease (IBD) is demonstrated from pre-
vious studies, but it is uncertain whether the patients with depression 
and anxiety are at higher risk of poor outcomes of IBD. Therefore we 
aimed to determine the impact of depression and anxiety on clinical 
outcomes in patients with IBD.
Methods: We conducted a nationwide, population-based retrospective 
cohort study using the Korean national health insurance claims data 
between, 2010 and, 2017. Patients with Crohn’s Disease and Ulcerative 
Colitis were targeted through the registration program for rare/in-
tractable diseases, and patients with depression and anxiety were also 
identified by the International Classification of Disease, tenth revision 
(ICD-10) code. The primary outcome of this study is the poor IBD-
related outcomes and we defined the poor IBD-related outcomes as 
IBD-related emergency room visits, hospitalization, and surgery in this 
study.
Results: A total of, 36,379 IBD patients (10,754 Crohn’s disease (CD) 
and, 25,625 ulcerative colitis (UC)) were enrolled in this study between, 
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2010 and, 2017 and among them, 4,335 (11.9%) had depression/anx-
iety. Multivariate analysis showed that CD patients with depression/
anxiety were at an increased risk of ER visits (HR, 1.858, 95% CI, 
1.5–2.301) and hospitalization (HR, 1.727, 95% CI, 1.315–2.269). UC 
patients with depression/anxiety were also at increased risk for ER vis-
its (HR, 1.339, 95% CI, 1.084–1.654) and hospitalization (HR, 1.367, 
95% CI, 1.059–1.764). While the risk of surgery in patients with de-
pression/anxiety was not different from those without depression/anx-
iety in both CD and UC.
Conclusion: Depression and anxiety disorder was associated with a 
higher risk for poor clinical outcomes in patients with IBD. The results 
of this study suggest that psychologic co-morbidities such as depression 
and anxiety might improve the clinical course of IBD

P312
Combination corticosteroids with, 5-aminosalicylic 
acid versus corticosteroids alone in the treatment 
of hospitalized patients with acute severe 
ulcerative colitis: A multi-center randomized 
controlled trial

S. Ben-Horin*1,2, O. Har-Noy1, K.H. Katsanos3, R. Xavier4, 
M.H. Chen2, X. Gao5, D. Schwartz6, J.H. Cheon7, M. Cesarini8, 
D. Bojic9, M. Protic9, A. Theodoropoulou10, H. Abu-Kaf6, T. Engel1, 
J. Tang5, P. Veyrard4, X. Lin2, R. Mao2, D. Christodoulou3, 
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1Tel-HaShomer Sheba Medical Center, Department of Gastroenterology, 
Ramat Gan, Israel, 2First affiliated Hospital of the Sun Yatsen 
University, Gastroenterology, Guangzhou, China, 3University of 
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Gastroenterology, Belgrade, Serbia, 10Venizeleio General Hospital, 
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Background: Corticosteroids are the mainstay of treatment for hospi-
talized patients with acute severe ulcerative colitis (ASUC). However, 
whether the addition/continuation of, 5-aminosalicylates (5ASA) with 
corticosteroids during hospitalization is superior to corticosteroids 
alone is unknown
Methods: This was a randomized controlled investigator-blinded clin-
ical trial conducted in ten centers in six countries. Patients hospital-
ized with ASUC (Lichtiger score ≥10) were eligible. Patients received 
corticosteroids alone or corticosteroid+5ASA (4gr/day mesalamine) by 
a stratified randomization according to, 5ASA use prior to admission. 
The primary outcome was the percentage of patients who responded to 
treatment by day, 7, defined by a drop>3 points in the Lichtiger score 
and an absolute score<10 without the need for rescue medications or 
colectomy.
Results:, 346 patients were screened and, 149 were included (70/149 
females, median age, 41). Of these, 73 received corticosteriods+5ASA 
and, 76 corticosteroids alone. For the primary outcome, 53/73 (72.6%) 
of patients receiving corticosteroids with, 5ASA responded versus, 
58/76 (76.3%) of patients on corticosteroids alone (OR, 0.82, 95%CI, 
0.39–1.72, p=0.60). There was no difference between groups in dur-
ation of hospitalization or CRP normalization rate. Colectomy rate 
up to day, 90 was similar, but in an exploratory analysis the need for 

biologics among patients receiving combination corticosteroids with, 
5ASA was numerically lower by day, 30 (p=0.11) and day, 90 (p=0.07).
Conclusion: In this prospective randomized controlled trial, combin-
ation, 5ASA with corticosteroids during hospitalization did not benefit 
patients admitted with ASUC more than corticosteroids alone. An ex-
ploratory finding of a reduced need for biologics at, 90  days in the 
combination group merits further evaluation.
ClinicalTrials.gov ID: NCT01941589
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Within, 6 months from COVID-19 BNT162b2 
vaccine patients with Inflammatory Bowel 
Diseases treated with Anti-TNFα have significantly 
lower serologic responses

K.M. Rabinowitz1,2, M. Navon3, H. Edelman-Klapper*1,4, E. Zittan5,6, 
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T.T. Perets15,16, H. Ben Zvi17, R. Eliakim4,14, R. Barkan1, S. Goren18, 
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Background: While vaccines against COVID-19 are effective in healthy 
individuals, we reported significantly lower serologic responses to 
BNT162b2 in patients with inflammatory bowel diseases (IBD) treated 
with anti-tumor necrosis factor (TNF) α agents. As this was apparent 
already, 4 weeks post vaccination, vaccine longevity is concerning. Aim: 
to assess long-term serologic responses to BNT162b2 in patients with 
IBD stratified according to medical treatment.
Methods: A prospective, observational multi-center Israeli study. 
Patients with IBD (anti-TNFα treated versus non-anti-TNFα treated) 
and healthy controls (HC) were followed from before the, 1st 
BNT162b2 dose until, 6 months after vaccination. COVID-19 spike (S) 
and nucleocapsid (N) antibodies (Abs) concentrations were analyzed 
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by ELISA, followed by neutralization studies. Specific anti-receptor 
binding domain (RBD) memory B-cells response, serologic responses 
against variants of concern (VOCs), Beta, Gamma and Delta, immuno-
globulin levels and lymphocyte cell subsets were evaluated as well. 
Safety was assessed using questionnaires, clinical and laboratory data.
Results: Of, 193 subjects, 130 had IBD (45 and, 85 in the anti-TNFα and 
non-anti-TNFα groups, respectively), 63 HC. Serologic response assessed, 
176 (median) days (IQR, 166–186) and compared to, 4 weeks after, 1st 
dose significantly declined in all three groups, but was lowest in the anti-
TNFα group:, 6 months anti-S Abs titer geometric means:, 193 (95%CI:, 
128–292), 703 (520–951), and, 1253 (1023–1534) in anti-TNFα, non- 
anti-TNFα and HC groups, respectively, p<0.001, Figure, 1.  This was 
further supported by neutralization and inhibition studies. Importantly, 
significantly decreased memory B-cell response towards RBD was 
detected only in the anti-TNFα group, with the most significant reduction 
in response to Beta VOC (p<0.0008 and p<0.0001, vs. non-anti-TNFα 
and HC, respectively). Older age was an additional predictor of lower 
serologic response. Immunoglobulin levels and lymphocyte cell subsets 
were comparable between the study groups. Infection rate reflected by 
anti-N Abs was ~1% in all groups. Safety was comparable in all groups.
Conclusion: The, 6-months serologic response to BNT162b2 vaccine, 
evaluated prospectively, decreased in all subjects, most prominently in 
patients with IBD treated with anti-TNFα. Importantly, the latter also 
had the sharpest decline in serologies, the lowest functional activity and 
lowest RBD specific memory B-cells. Older age is an additional pre-
dictor of decreased serologic response. Altogether, waning of COVID-
19 serologic and functional response over, 6  months, specifically in 
patients with IBD treated with anti-TNFα, supports the need for an 
early third vaccine dose.

P314
Elderly onset is associated with low efficacy of 
anti-TNF treatment in Bio-naïve IBD patients: 
A multicenter cohort study by the Osaka Gut 
Forum

T. Amano1, S. Shinzaki*1, A. Asakura1, T. Tashiro1, Y. Otake1, 
M. Tani1, T. Yoshihara1, T. Inoue1, T. Takehara1; the Osaka Gut Forum
1Osaka University Graduate School of Medicine, Department of 
Gastroenterology and Hepatology, Osaka, Japan

Background: The number of elderly patients with inflammatory bowel 
disease (IBD) is increasing, but the outcomes of patients with elderly 
onset (EO) IBD treated with anti-tumor necrosis factor (TNF) remains 
uncertain. The present study evaluated the efficacy and safety of anti-
TNF treatment for bio-naïve EO-IBD.

Methods: This was a multicenter retrospective observational study includ-
ing bio-naïve patients with IBD who started anti-TNF treatment from, 
2010 to, 2019 at, 18 hospitals of the Osaka Gut Forum. Elderly patients 
were defined as those, 60 years and older, and elderly patients with IBD 
were further divided into those with EO (Elderly-EO) and those with non-
elderly onset (Elderly-NEO). The clinical symptoms were evaluated by par-
tial Mayo score (pMayo) for UC and Harvey-Bradshaw index (HBI) for 
CD, and the clinical remission rate at, 52 weeks after the start of treatment 
was analyzed retrospectively. Clinical remission was defined as pMayo ≤, 2 
and each subscore ≤, 1 for UC and HBI ≤, 4 for CD.
Results: A total of, 432 patients were enrolled, comprising, 55 with 
Elderly-EO (12.7%), 25 with Elderly-NEO (5.8%), and, 352 under 
age, 60 (Non-elderly, 81.5%). After, 52 weeks of anti-TNF treatment, 
clinical and steroid-free remission rates were significantly lower in 
Elderly-EO than in Non-elderly (37.7% and, 60.8%; P = 0.001, and, 
35.9% and, 57.8%; P = 0.003, respectively), and comparable between 
Elderly-NEO and Non-elderly. Multivariate analysis revealed that eld-
erly onset was a significant factor for both clinical remission [Odds 
ratio (OR), 0.49, 95% confidence interval (CI), 0.25–0.96] and ster-
oid-free remission [OR, 0.51, 95%CI, 0.26–0.99] after, 52 weeks of 
anti-TNF treatment. The rate of cumulative severe adverse events was 
significantly lower in Elderly-EO than in Non-elderly (P = 0.007), but 
comparable between Elderly-NEO and Non-elderly.
Conclusion: Anti-TNF treatment is less effective for bio-naïve EO-IBD 
than for elderly patients with younger onset and non-elderly, and may 
raise safety concerns in this group of patients.

P315
High symptom burden and impact on health-
related quality of life in patients with Crohn’s 
perianal fistulas: results from a global burden of 
illness study

C. Karki*1, E. Sharpe2, G. Hantsbarger3, K. Lee4, M. Perovic5, 
L. Raven6, M. Sajak-Szczerba7, A. Silber2, A. Yoon8, P. Tozer9

1Takeda Pharmaceuticals USA- Inc., Global Evidence and Outcomes, 
Cambridge MA, United States, 2Trinity Partners- LLC, Heath 
Economics & Outcomes Research, Waltham- MA, United States, 
3Takeda Pharmaceuticals USA Inc., Safety and Health Value Statistics, 
Cambridge- MA, United States, 4Crohn’s & Colitis Canada, Research & 
Patient Programs, Toronto, Canada, 5European Federation of Crohn’s 
and Ulcerative Colitis Associations, European Federation of Crohn’s 
and Ulcerative Colitis Associations, Brussels, Belgium, 6Crohn’s & 
Colitis Australia, n/a, Camberwell, Australia, 7European Federation 
of Crohn’s and Ulcerative Colitis Associations, n/a, Brussels, Belgium, 
8Takeda Pharmaceuticals, Gastroenterology- Japan Medical Office, 
Tokyo, Japan, 9St Mark’s Hospital and Academic Institute, Fistula 
Research Unit, London, United Kingdom

Background: Perianal fistulas (PAF) are a common complication in 
Crohn’s disease (CD) and can be associated with an increased burden 
of illness. A  global study was conducted to assess the burden of ill-
ness in patients with Crohn’s perianal fistulas (CPF) compared with 
patients with CD without PAF (non-PAF CD). Here we present patient 
symptom burden and impact on HRQoL.
Methods: This cross-sectional study was conducted in seven countries 
(France, Germany, Spain, UK, Canada, Australia and Japan) in patients 
aged ≥21 and ≤90  years with self-reported physician-diagnosed CD. 
Patients were classified as having non-PAF CD (cohort, 1)  or CPF 
without PAF-related surgery (cohort, 2)  or CPF with PAF-related 
surgery (cohort, 3). Customised questions and validated general and 



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i339

disease-specific patient-reported outcome data were collected via a, 
45-min IRB/EC-approved web-enabled questionnaire. Symptom burden 
and impact on HRQoL were evaluated using the Short Inflammatory 
Bowel Disease Questionnaire (SIBDQ, scores, 1–7 [low–optimum] 
with, 2-week recall period) in all cohorts and Quality of Life in Patients 
with Anal Fistula (QoLAF, scores, 14–70 [low–high impact]) in cohorts, 
2 and, 3. Data were analysed using descriptive statistics.
Results: Of, 929 patients recruited (cohort, 1, n=620; cohort, 2, n=174; co-
hort, 3, n=135), 58–69% were male and, 55–67% were aged, 21–40 years 
across all cohorts. Cohorts, 2 and, 3 experienced a significantly higher fre-
quency of CD-related complications than cohort, 1 (mean [standard de-
viation, SD]:, 9.4 [4.5] and, 11.1 [5.2] vs, 6.0 [4.1], respectively; both p 
<0.05, Table, 1) and had a higher number of CD-related surgeries (other 
than PAF-related surgeries) in the past, 12 months (mean [SD]:, 1.8 [1.1], 
p =0.109 and, 2.2 [1.3], p <0.0001 vs, 1.5 [0.9], respectively). In patients 
with CPF, a smaller proportion in cohort, 2 had active PAF vs cohort, 3 
(136 [78%] vs, 119 [88%], respectively; p =0.022) and a smaller propor-
tion had experience with post-treatment PAF recurrence/persistence in 
cohort, 2 vs cohort, 3 (84 [48%] vs, 80 [59%], respectively; p =0.055). 
Overall SIBDQ scores were significantly lower (worse) in cohorts, 2 and, 
3 than in cohort, 1 (3.8 and, 3.7 vs, 4.1 respectively; both p <0.001). In 
patients with CPF, total QoLAF scores were comparable between cohorts, 
2 and, 3 (41 and, 42, respectively), although patients in cohort, 3 had a 
significantly higher (worse) score in the physical impact domain compared 
with cohort, 2 (21 vs, 19, respectively; p <0.05).

Conclusion: In this large global study, we observed that patients with 
CPF had incrementally higher symptom burden, owing to both CD and 
PAF, compared with patients with non-PAF CD. For patients with CPF, 
there was no difference in HRQoL irrespective of whether they had 
received PAF-related surgery or not.

P316
Ozanimod is an efficacious oral therapy after, 
5-ASA failure in immunomodulator- and biologic-
naive patients with ulcerative colitis: post hoc 
analysis from True North

B.E. Sands*1, A. Dignass2, P. Irving3, M. Chiorean4, M. Long5, 
D. Eren6, H.A. Ahmad6, M.T. Osterman6, A. Petersen6, A. Elegbe6, 
T. Ritter7, S. Danese8

1Icahn School of Medicine at Mount Sinai, Gastroenterology, New York, 
United States, 2Goethe University, Gastroenterology, Frankfurt, Germany, 
3Guy’s and St Thomas’ NHS Foundation Trust, Gastroenterology, 
London, United Kingdom, 4Swedish Medical Center, Gastroenterology, 
Seattle, United States, 5UNC Chapel Hill, Gastroenterology, Chapel 
Hill, United States, 6Bristol Myers Squibb, Department of Immunology 
and Fibrosis Development, Princeton, United States, 7GI Alliance, 
Gastroenterology, Southlake, United States, 8IRCCS Ospedale San 
Raffaele and University Vita-Salute San Raffaele, Tbc, Milan, Italy

Background: Oral, 5-aminosalicylates (5-ASA) and corticosteroids 
(CS) are often the first-line treatment for ulcerative colitis (UC), and 
patients (pts) who fail these agents typically advance to chronic immu-
nosuppressives. Ozanimod, an oral sphingosine, 1-phosphate receptor 
modulator, is approved for treating adults with moderately to severely 
active UC in the US. This post-hoc analysis from the pivotal phase, 3 
True North randomised controlled trial evaluated the efficacy of oza-
nimod at week (wk), 10 (end of induction) in immunomodulator- and 
biologic-naive pts with moderate to severe UC who failed, 5-ASA with 
or without concomitant CS.
Methods: True North consisted of a, 10-wk induction period. Pts in 
Cohort, 1, stratified by CS use at screening, were randomised to either 
ozanimod, 0.92  mg (equivalent to ozanimod HCl, 1  mg; n=429) or 
placebo (n=216) once daily in a double-blind manner; pts in Cohort, 
2 (n=367) received open-label daily ozanimod, 0.92  mg. At enroll-
ment, pts were required to be on stable doses of oral, 5-ASA and/or CS 
for >2 wk and continued on the same dose throughout induction. Pts 
who received tofacitinib within, 2 wk of screening were excluded. This 
analysis focused on clinical remission, clinical response, endoscopic 
improvement, and mucosal healing efficacy outcomes in immunomodu-
lator- and biologic-naive, 5-ASA exposed pts.
Results: Of, 464  pts treated with, 5-ASA and were immunomodula-
tor- and biologic-naive, with or without CS, 205 were on ozanimod 
and, 105 were on placebo in Cohort, 1;, 158 received open-label ozani-
mod in Cohort, 2. Baseline characteristics were similar between groups 
in Cohort, 1. Compared with placebo at wk, 10, a higher proportion 
of ozanimod-treated patients achieved clinical remission (23.4% vs, 
8.9%), clinical response (53.7% vs, 30.7%), endoscopic improvement 
(35.6% vs, 14.9%), and mucosal healing (18.0% vs, 5.0%; Figure, 
1) in this subgroup. These results are consistent with previously pub-
lished results of the overall study population,1 which demonstrated 
significantly greater proportions of patients receiving ozanimod vs pla-
cebo achieving clinical remission (18.4% vs, 6.0%), clinical response 
(47.8% vs, 25.9%), endoscopic improvement (27.3% vs, 11.6%), and 
mucosal healing (12.6% vs, 3.7%). Additionally, all efficacy endpoints 
were achieved by a greater proportion of patients on ozanimod vs 
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placebo regardless of CS use at baseline (Figure, 2). Results were similar 
for open-label ozanimod-treated patients in Cohort 2.
Conclusion: Ozanimod demonstrated efficacy at wk, 10 in immu-
nomodulator- and biologic-naive patients with UC who had failed, 
5-ASA, regardless of CS use at baseline.

Reference

1. N Engl J Med, 2021;385:1280.

P317
Ustekinumab Trough Concentrations Associated 
with Biochemical Outcomes in Patients with 
Crohn’s Disease

T. Straatmijer*1, V.B.C. Biemans1, D.J.A.R. Moes2, F. Hoentjen7, 
R. ter Heine4, P.W.J. Maljaars5, R. Theeuwen5, M. Pierik6, 
M. Duijvestein3, A.E. van der Meulen5; Dutch Initiative on Crohn and 
Colitis
1Initiative on Crohn and Colitis, Gastroenterology, Amsterdam / Leiden, 
The Netherlands, 2Leiden University Medical Center, Clinical Pharmacy 
and Toxicology, Leiden, The Netherlands, 3Radboud University Medical 
Center, Gastroenterology, Nijmegen, The Netherlands, 4Radboud 
University Medical Center, Pharmacology and Toxicology, Nijmegen, 
The Netherlands, 5Leiden University Medical Center, Gastroenterology, 
Leiden, The Netherlands, 6Maastricht University Medical Center, 
Gastroenterology, Maastricht, The Netherlands, 7University of Alberta, 
Division of Gastroenterology, Edmonton, Canada

Background: Ustekinumab (UST) is a monoclonal antibody which 
binds to the p40 subunit of interleukins-12/23 and is an effective 
and safe treatment for patients with Crohn’s disease (CD). An associ-
ation between serum drug concentrations and therapeutic outcomes is 
required to justify Therapeutic Drug Monitoring (TDM). However, it is 
currently unknown if TDM is of additional value in UST treatment. We 
assessed the exposure-biochemical response relationship of UST trough 
concentrations at week, 8 in a prospective, real-world setting.

Methods: We performed a prospective study in CD patients with 
biochemical, radiologic or endoscopic disease activity in four aca-
demic centers in the Netherlands. All patients (n=90) received weight 
adjusted intravenously (IV) UST induction. First subcutaneous (SC), 
90  mg induction dose was administered at week, 8 followed by a 
maintenance dose of, 90 mg SC every, 8 or, 12 weeks, at the discre-
tion of the physician. Blood for drug levels were drawn at different 
time points during follow up (median follow up was, 52 weeks (IQR, 
50–52)) with a median amount of, 2 measurements (IQR, 1–4) per pa-
tient. Plasma concentrations of UST were determined by means of a 
validated enzyme-linked immune assay. A population pharmacokinetic 
(PK) model was developed based on these measurements and the UST 
FDA review documents. Subsequently, the individual UST concentra-
tion time course during treatment were predicted using the developed 
model. Corticosteroid-free clinical remission (HBI ≤, 4) and biochem-
ical remission (C-reactive protein (CRP) ≤ 5 mg/L or faecal calprotectin 
(FC) ≤, 250) were assessed at week, 12 and, 24. Quartile analysis and 
logistic regression was performed to analyse if UST concentration at 
week, 8 was associated with biochemical remission rates at week, 24. 
An independent cohort of, 34 patients was used to validate the primary 
outcomes.
Results: Basis characteristics of all patients are shown in table  1. 
Median estimated trough concentrations of UST were, 4.23 µg/mL 
(IQR, 2.79–5.83) and, 7.19 µg/mL (IQR, 3.30–10.67) at week, 8 in 
the primary and validation cohort respectively. Patients achieving 
biochemical remission at week, 12 and, 24 had statistically signifi-
cantly higher UST levels at week, 8 (P<0.01) compared to patients 
without biochemical remission (fig, 1). Also, higher UST levels at 
week, 8 were associated with better biochemical remission rates at 
week, 12 and, 24 in quartile analysis and logistic regression (fig, 2,3). 
Associations of UST levels at week, 8 and biochemical remission at 
week, 12 and, 24 were confirmed in the validation cohort. No UST 
antibodies were detected.
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Conclusion: In this real-world cohort of CD patients, ustekinumab lev-
els of ≥5.9 µg/mL at week, 8 were associated with higher biochemical 
remission rates at week, 12 and, 24.

P318
Safety of Biological Therapies in Elderly IBD: a 
Systematic Review and Meta-analysis

G. Drügg Hahn*1, P. Golovics1, P. Wetwittayakhlang1, 
D. Santa Maria2, U. Britto2, G. Wild1, W. Afif1, T. Bessissow1, 
A. Bitton1, P.L. Lakatos PhD1

1Mcgill University Health Center, IBD Centre, Montréal, Canada, 
2Universidade Federal do Rio Grande do Sul, Departamento de 
Estatística, Porto Alegre, Brazil

Background: There was a significant progress in the medical therapy of 
inflammatory bowel diseases(IBD) with the advent of biological com-
pounds, yet patients may experience adverse events(AE): infusion/injec-
tion reactions, infections and malignancies, understudied in vulnerable 
patient populations (e.g. elderly).
Methods: We systematically searched PubMed/Medline and confer-
ences proceedings between January, 1, 2010, and June, 1, 2021, to 
identify eligible studies that examined the safety of biologic therapies 
in elderly patients with IBD. Two reviewers independently evaluated the 
collected studies based on inclusion and exclusion criteria. Search was 
focused on MESH Terms including IBD/CD/UC, biological therapy, 

adverse events, infections, infusion/injection reaction and malignancy 
and elderly.
Results: Our search identified, 2885 articles and, 12 congress abstracts 
trough the data base search, finally, 14 peer reviewed papers and, 3 
abstracts met the inclusion criteria. Most studies were retrospective, 
merging CD and UC patients, with an age limit of, 60 or, 65 years for 
elderly, from Europe or North America. According to our meta-analysis 
the rates of AE were not different according to the type of biologics 
(mean rate:, 11.3 (CI, 95%, 9.9–12.7)/100 pts years; p=0.11) in eld-
erly IBD patients with the use of anti-TNF, vedolizumab(VDZ) and 
ustekinumab(UST). Similarly, rates of infection (mean rate:, 9.5 (CI, 
95%, 8.4–10.6)/100 pts years; p=0.56). On the other hand, regarding 
infusion/injection rates were more common in patients on anti-TNFs 
(mean rate:, 2.51 (CI, 95%, 1.7–3.4/100 pts years; p=0.02) and malig-
nancy rates were higher in elderly patients on VDZ/UST (mean rate:, 
2.14 (CI, 95%, 1.6–2.8)/100 pts years; p=0.01). Two studies directly 
comparing anti-TNF and VDZ reported similar efficacy and safety in 
the elderly IBD population.

(p=0.56; Total: reflects patient year of follow-up.)
Conclusion: We report the first meta-analysis on the comparative safety 
of biological therapies in elderly IBD patients. Rates of adverse events 
and infections were not different across the biologics. In contrast, infu-
sion/injection reactions were more common in patients on anti-TNFs. 
Current data are insufficient to suggest sequencing among biologicals 
in the elderly based on the safety, larger studies in elderly IBD popula-
tion are warranted.
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P319
Incorporating HLADQA1*05 in pre-biologic 
screening in IBD patients initiating biologic 
therapies

H. Aleman Gonzalez*1, S. Ramachandran1, E. Whitehead1, 
A. Pattinson1, K. Stamp1, J. Turnbull1, S. Myers1, A. Talbot1, 
S. Sebastian1

1Hull University Teaching Hospitals, Inflammatory Bowel Disease, 
Kingston Upon Hull, United Kingdom

Background: The PANTS study reported high risk of immunogenicity 
and loss of response in anti Tumor Necrosis Factor (anti-TNFs) treated 
Crohn’s disease (CD) patients carrying HLADQA1*05 allele. The pro-
posed biomarker stratified trial to evaluate the usefulness of HLA test-
ing prior to initiation of anti-TNFs is not yet available. We aimed to 
evaluate the use of HLADQA1*05 as part of pre-biologic screening in 
IBD patients initiating biologics on MDT decision on drug choice and 
disease outcomes
Methods: We prospectively included all IBD patients who had 
HLADQA1*05 tested prior to initiation of biologics over a period 
of, 12 months. Patients with definitive indication for one class of 
drug or drug strategy (perianal fistula, acute severe colitis, contrain-
dications to infliximab, co-existent EIMs) were excluded. Primary 
outcome was treatment persistence at, 6 and, 12 months. Secondary 
outcomes were steroid free remission at, 6 and, 12  months, use 
concomitant immunosuppression and proportion needing dose 
escalation.
Results: Seventy-six patients were included in analysis (UC=, 32, 
CD=43, IBD-U =1). HLADQA1*05 was positive in, 46.7% of 
patients. The therapy class choice was as recorded in figure  1. 
Concomitant immunosuppression was used in, 44% of the whole 
cohort and in, 100% of HLADQA1*05 positive patients started on 
anti-TNF agents. Primary non-response was recorded in, 8 patients 
and secondary loss of response in, 3 patients. Among patients started 
on anti-TNFs, anti-drug antibodies were detected in, 10 (15.6%) 
patients with, 7 out of, 10 positive for HLADQA1*05. However, 
only, 3 (4.6%) had undetectable drug levels in the presence of anti-
body and all three were HLADQA1*05 positive. Two patients had 
reactions during induction therapy both were HLADQA1*05 posi-
tive and were on combination therapy with Infliximab. Therapy 
persistence with initial drug strategy and steroid free remission at, 
6  months was recorded in, 77.1% and, 78% respectively. There 
was no significant difference in drug persistence rates at, 6 months 
and, 12  months in patients with HLADQA1*05 variant or those 
with variant absent (Figure, 2). Steroid free remission at, 6 and, 
12  months was also similar irrespective of the variant status 
(Figure 3)

Conclusion: Choice of therapy incorporating HLADQA1*05 status 
may allow anti-TNF monotherapy and tailoring of therapy in IBD 
patients. A randomised stratified biomarker trial is required to deter-
mine the utility of pre-treatment testing.

P320
6-Thioguanine nucleotide levels are associated 
with trough levels of infliximab and adalimumab 
in Inflammatory Bowel Disease patients on 
combination therapy: A retrospective multicentre 
study

N. Yu1, D. Tassone1, T. Lee1, S. Phan2, D.M. Wu2, J. Tjahyadi3, 
K. Dutt3, H. Liou4, L. Wang5, J. Zhang6, C. Basnayake1,7, E. Wright1,7, 
M. Lust1, O. Niewiadomski1, M.A. Kamm1,7, W. Connell1, 
A. Thompson1,7, I. Hilmi8, R. Affendi Raja Ali9, S.C. Wei4, 
P. De Cruz2,7, D. van Langenberg3,10, G.T. Moore5,10, A.B. Friedman6, 
N.S. Ding*1,7; COMBAT
1St Vincent’s Hospital Melbourne, Gastroenterology, Melbourne, 
Australia, 2Austin Health, Gastroenterology, Melbourne, Australia, 
3Eastern Health, Gastroenterology, Melbourne, Australia, 4National 
Taiwan University Hospital, Internal Medicine, Taipei, Taiwan, 
5Monash Health, Gastroenterology, Melbourne, Australia, 6Alfred 
Health and Monash University, Gastroenterology, Melbourne, 
Australia, 7University of Melbourne, Medicine, Melbourne, Australia, 
8University of Malaya Medical Centre, Medicine, Kuala Lumpur, 
Malaysia, 9Universiti Kebangsaan Malaysia, Medicine, Kuala 
Lumpur, Malaysia, 10Monash University, Medicine, Melbourne, 
Australia

Background: Thiopurine co-therapy with anti-tumour necrosis factor 
alpha (anti-TNFα) agents is associated with higher anti-TNFα drug 
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levels and reduced immunogenicity in patients with Inflammatory 
Bowel Disease (IBD). However, the, 6-thioguanine nucleotide (6-TGN) 
threshold level required to confer this benefit remains unclear. We aimed 
to evaluate the relationship between serum, 6-TGN levels and trough 
levels of infliximab (IFX) and adalimumab (ADA) in IBD patients on 
combination therapy.
Methods: We performed a retrospective multicentre study of 
IBD patients receiving combination anti-TNFα and thiopurine 
maintenance therapy, for at least, 3 months duration with stable 
doses for at least, 2 months. All, 6-TGN levels measured within, 
3  months prior to or on the same date as IFX or ADA trough 
levels, between January, 2015 and August, 2021, were included. 
Undetectable  6-TGN levels (<5pmol/8x108 RBC) were excluded. 
Patient demographics, disease characteristics, treatment details, 
biochemical results, and endoscopy results were collected. Primary 
outcomes were IFX and ADA levels. Secondary outcomes were 
antibodies to IFX (ATI) or ADA (ATA). Spearman’s rho was used 
to correlate, 6-TGN and anti-TNFα levels. The Mann-Whitney 
U test was used to compare anti-TNFα levels between, 6-TGN 
quartiles, and, 6-TGN levels between patients with and without 
detectable ATI.
Results:, 483 paired, 6-TGN and anti-TNFα levels (426 IFX, 57 
ADA) from, 266 patients (217 IFX, 49 ADA) were included. The 
median, 6-TGN level was, 240pmol/8x108 RBC, median IFX level 
was, 6.55mcg/ml and median ADA level was, 7.60mcg/ml. There 
were significant positive correlations between, 6-TGN and IFX 
levels (rho, 0.147, p=0.003), and, 6-TGN and ADA levels (rho, 
0.266, p=0.047). Figure, 1 shows median IFX levels stratified by, 
6-TGN quartiles (Q1:, 0–156, Q2:, 157–237, Q3:, 238–331 and 
Q4: >331pmol/8x108 RBC). There was a significant difference in 
IFX levels between Q2 and Q3 (p=0.017), but not between Q1 
and Q2 (p=0.232), or Q3 and Q4 (p=0.544). Figure, 2 shows me-
dian ADA levels stratified by, 6-TGN quartiles (Q1:, 0–183, Q2:, 
184–252, Q3:, 253–352, Q4: >352pmol/8x108 RBC). ADA levels 
did not differ significantly between, 6-TGN quartiles., 6 patients 
had detectable ATI. Of these, 5 patients had, 6-TGN levels in Q1 
and, 1 patient had a, 6-TGN level in Q2. Patients with ATI had 
significantly lower, 6-TGN levels compared to those without ATI 
(median, 6-TGN, 147 vs, 239.5pmol/8x108 RBC, p=0.017). No 
patients had detectable ATA.

Conclusion:, 6-TGN levels are associated with IFX and ADA trough 
levels. Target, 6-TGN levels in the lower end of the therapeutic range 
may be adequate to maintain anti-TNFα levels and prevent anti-drug 
antibodies in combination therapy.

P321
Mucosal Healing and Clinical remission after 
Treatment with Adalimumab in Small Intestinal 
Crohn’s Disease (SIMCHA study): final results from 
a prospective, open-label, single-arm study

P. Wetwittayakhlang*1, P. Golovics1, G. Hahn1, T. Bessissow1, W. Afif1, 
G. Wild1, A. Bitton1, P.L. Lakatos PhD1; IBD centre McGill University 
Health Centre
1Mcgill University Health Center, IBD Centre, Montréal, Canada

Background: Endoscopic mucosal healing is a key treatment target in 
inflammatory bowel disease (IBD). The aim of this study was to inves-
tigate small bowel (SB) mucosal healing using video capsule endoscopy 
(VCE) in patients with Crohn’s disease (CD) following, 24 weeks of 
adalimumab therapy.
Methods: In this prospective study, moderate to severe SB involve-
ment CD patients were enrolled, defined by a Lewis score on VCE 
at diagnosis >, 790 in at least one tertile. All patients were treated 
with adalimumab monotherapy at the standard dosing for CD for, 24 
weeks prior to undertaking the follow-up second VCE. The primary 
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outcome was the endoscopic healing defined as a Lewis score (LS) 
<, 350, whereas partial response was defined as a >, 50% decrease 
from baseline in LS. Secondary outcomes included the remission in 
the clinical symptoms (Harvey Bradshaw Index, HBI <, 4) and bio-
markers (fecal calprotectin, FC <, 200 ug/g, and c-reactive protein, 
CRP <, 5 mg/l).
Results: A total of, 59 CD patients were screened at McGill 
University Health Centre between November, 2011 and October, 
2021;, 15 patients were met the eligibility criteria and were enrolled. 
The median age at inclusion was, 46 years (IQR, 28–51), 8 patients 
(53.3%) had ankylosing spondylitis. The most frequent locations of 
CD on VCE findings were the proximal-mid ileum (93.3%) and je-
junum (73.3%). Primary outcome; complete endoscopic healing was 
observed in, 8 patients (53.3%, p=0.002, OR for remission = 2.14, 
95%CI:, 1.25–3.68), and partial response in an additional, 5 
patients (33.3%) after, 24 weeks. The median total Lewis score was 
decreased significantly compared to the baseline (1,912 vs., 337, 
p=0.0005). Secondary outcomes; the HBI at baseline was elevated 
(>, 4)  in, 11 patients. Post-treatment HBI was consistent with clin-
ical remission in all cases (11/15 vs., 0/15, p <0.0001 OR clinical 
remission = 0.27,95%CI:0.12–0.62). Nine patients who had baseline 
CRP elevation had achieved normal CRP after treatment, and the 
median CRP was significantly decreased from, 7.3 mg/L (1.8 -18.0) 
to, 1.6  mg/L (IQR, 1.0  –, 3.2), p=0.025. However, there were no 
significant changes in FC pre-and post-treatment. In addition, base-
line VCE demonstrated ulcerated SB strictures in, 3 patients, 2 had 
non-ulcerated strictures on the second VCE. No capsule retention or 
other adverse events were observed.
Conclusion: Adalimumab led to significant improvement of small in-
testinal endoscopic healing in Crohn’s disease, with, 53% achieving 
complete healing.
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P322
Effectiveness of Tumor Necrosis Factor-alpha 
inhibitors and Thiopurines combination therapy 
according to, 6-thioguanine nucleotides plasma 
levels: A Systematic Review

E. Céspedes Martínez*1, V. Robles1, M. Miarons2, 
C. Herrera-De Guise1, L. Mayorga-Ayala1, Z. Perez1, E. Oller1, 
F. Casellas1, N. Borruel1

1Hospital Vall d’Hebron, Crohn’s and colitis Attention Unit. Digestive 
System Research Unit., Barcelona, Spain, 2Hospital Vall d’Hebron, 
Pharmacy Deparment- Hospital Vall d’Hebron Universitari Campus, 
Barcelona, Spain

Background: Inflammatory bowel diseases (IBD), Crohn’s disease (CD) 
and Ulcerative Colitis (CU), have a progressive course with a signifi-
cant percentage of primary or secondary failure to anti- tumor necrosis 
factor (TNF). It is already known that the combination therapy with 
anti-TNF and thiopurines have shown more effectiveness than mono-
therapy, especially with Infliximab (IFX). Thiopurines activity opti-
mization, by the, 6-thioguanine nucleotides (6-TGN) measurement, 
have been related to better clinical outcomes in monotherapy, but evi-
dence is lacking regarding combination therapy. Our aim was assessing 
the clinical and pharmacokinetic outcomes of the combination therapy 
regarding (6-TGN) serum levels.
Methods: We performed a systematic review in electronic resources 
in three major databases (PUBMED, Cochrane and Web of Science) 
up to, 18 January, 2021 using MeSH terms, text terms and specific 
outcomes without restrictions for year or language. We searched for 
randomized clinical trials (RCT) and observational studies. Outcomes 
included clinical remission, clinical relapse, mucosal healing, anti-
TNF serum levels, antibodies to anti-TNF and adverse events regard-
ing, 6-TGN serum levels. Studies without, 6-TGN measurement were 
excluded.
Results: Our search identified, 14 studies (three RCT and, 11 observa-
tional studies). Eight (57.1%) studies in Crohn’s disease patients. Seven 
(50.0%) publications included patients with IFX, and, 5 (35.7%) with 
adalimumab (ADA). Most of the studies showed a positive association 
between, 6-TGN serum levels and clinical remission in patients with 
IFX treatment. Higher, 6-TGN serum levels improved the pharma-
cokinetic profile in patients with both anti-TNF. The target, 6-TGN 
serum levels proposed for the pharmacokinetic outcomes were lower 
(125–200 pmol/, 8 ×, 108 RBC) than those for clinical remission (230 -, 
450 pmol/, 8 ×, 108 RBC).
Conclusion: This systematic review shows that adequate, 6-TGN 
serum levels are associated with clinical response and better 
pharmacokinetic outcomes in combination therapy with IFX, with 
a weaker association with ADA therapy. Lower, 6-TGN serum levels 
could be enough to avoid unfavorable pharmacokinetic evolution 
with anti-TNF, especially IFX. There is not enough data supporting 
lower thiopurines doses for clinical outcomes, nor even to avoid 
adverse events. Further, well-designed research is needed to con-
firm the importance of, 6-TGN monitoring to optimize the com-
bination therapy with anti-TNF and to decrease thiopurine doses 
when possible.

P323
The Crohn’s Disease Exclusion Diet (CDED) for 
pouch inflammation: an interventional pilot study

N. Fliss Isakov*1, J. Kornblum1, M. Zemel2, A. Hirsch1, N. Maharshak1

1Tel Aviv Sourasky Medical Center, Department of Gastroenterology 
and Liver Diseases- Sackler Faculty of Medicine, Tel Aviv, Israel, 2Tel 
Aviv Sourasky Medical Center, Surgery division, Tel Aviv, Israel

Background: Restorative proctocolectomy with ileal pouch-anal anas-
tomosis (IPAA) is the surgical treatment of choice for patients with UC. 
Unfortunately, pouchitis is a common condition, reported in up to, 72% 
of pouch patients. Pouchitis pathogenesis is not entirely clear and has 
similarities to that of Crohn’s disease (CD), given the de-novo inflamma-
tion of the small intestine, the microbial dysbiosis and the occurrence of a 
penetrating phenotype. The Crohn’s Disease Exclusion Diet (CDED) has 
demonstrated its efficacy in improving clinical and biochemical param-
eters of intestinal inflammation in CD. Therefore, we aimed to examine 
whether the CDED may be effective for the treatment of active pouchitis.
Methods: A non-controlled, open-label, interventional pilot trial. Active 
pouchitis patients were recruited at the comprehensive pouch clinic of 
the Tel Aviv Medical Center (TLVMC), a tertiary center. Patients were 
treated with the CDED (phases, 1–3) for, 24 weeks, underwent, 5 clinic 
visits (weeks, 0, 3, 6, 12 and, 24) which included physician assessment 
and monitoring [clinical pouch disease activity index (cPDAI) sub score 
evaluation], dietary evaluation and guidance, inflammatory biomarkers 
evaluation, and collection of biologic samples. Patients underwent three 
pouchoscopy procedures (baseline, end of phase, 2 and end of phase, 3) for 
assessment of endoscopic and histologic disease activity. The primary end-
point of the study was week-6 clinical remission (cPDAI subscore≥2).
Results: Fifteen patients (mean age, 42.6±11.2, 3 males, mean pouch age, 
14.7±10.7 years) with pouchitis were recruited (Crohn’s like disease of the 
pouch, n=5; chronic pouchitis, n=4; acute pouchitis, n=3; recurrent acute 
pouchitis, n=3). Nine patients completed the study protocol and were 
evaluated throughout, 24 weeks, while six patients were withdrawn: four 
due to exacerbation requiring antibiotics, and two due to bowel obstruc-
tion. No other adverse events were noted. Clinical remission was achieved 
by, 66.7% of the study population at week, 6 by per-protocol analysis, 
and was maintained by, 60.0% at week, 12. Modified PDAI (mPDAI) 
decreased at week, 12 compared to baseline (8.0 vs., 5.0, P=0.027), with 
an improvement in the median number of defecations per day (24h) (12.5 
vs., 7.0, P=0.003), and night (2.5 vs., 1.0, P=0.018). CRP and fecal calpro-
tectin decreased compared to baseline (11.1±5.2 vs, 6.0±4.0, P=0.007, and, 
697±680 vs, 497±483, P=0.607). Among patients who achieved clinical 
remission at week, 6, 80% maintained remission at week, 12 (P=0.025).
Conclusion: This pilot study demonstrates that CDED is a beneficial 
and safe therapeutic dietary intervention for pouchitis. Larger con-
trolled trials should be performed in this population.

P324
Tacrolimus for induction of remission in refractory 
ulcerative colitis: a Cochrane systematic review

M. Gordon1, V. Sinopoulou*1, M. Pana2, G. Moran2

1UCLan, School of Medicine, Preston, United Kingdom, 2University 
of Nottingham, Faculty of Medicine & Health Sciences, Nottingham, 
United Kingdom

Background: There is a limited number of treatment options for 
patients with corticosteroid refractory ulcerative colitis (UC). We aimed 
to evaluate tacrolimus for induction of remission in these patients.
Methods: MEDLINE, Embase, CENTRAL, Clinicaltrials.gov 
and ICTRP were searched up to October, 2021 to identify all 
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relevant randomised contolled trials (RCTs). The authors independ-
ently reviewed potentially relevant studies to determine eligibility based 
on pre-specified criteria. A  data extraction form was developed and 
used to extract data from included studies. Data were analysed using 
Review Manager. The primary outcomes were induction of remission 
and clinical improvement, as defined by the studies.
Results: Five RCTs were included with a total of, 347 participants with 
active UC. There is low certainty (oral and rectal) tacrolimus may be 
superior for clinical remission when compared to placebo (14/87 to, 
1/61, RR, 3.76, 95% CI, 1.03 to, 13.73). There is low certainty (oral 
and rectal) tacrolimus may be superior for clinical improvement when 
compared to placebo (45/87 to, 7/61, RR, 4.47, 95% CI, 2.15 to, 9.29. 
The results on adverse events are of very low certainty and no conclu-
sions can be drawn. There is low certainty there may be no difference 
in achievement of clinical remission when tacrolimus suppositories 
(16/44) were compared to beclomethasone (15/44) (RR, 1.07, 95% CI, 
0.60 to, 1.88). There is low certainty there may be no difference in 
clinical improvement when tacrolimus suppositories (22/44) were com-
pared to beclomethasone (22/44) (RR, 1.00, 95% CI, 0.66 to, 1.88). 
There is low cerainty there may be no difference in serious adverse 
events when tacrolimus suppositories (1/44) were compared to placebo 
suppositories (0/44) (RR, 1.00, 95% CI, 0.13 to, 71.70) and total ad-
verse events (21/44 to, 14/44) (RR, 1.50, 95% CI, 0.88 to, 2.55). The 
evidence on the efficacy and safety of tacrolimus compared to cyclo-
sporine is of very low quality and no conclusions can be drawn.
Conclusion: The cohorts studied are small, with missing data sets, short 
follow-up, and the clinical endpoints used are not in line with those 
suggested by regulatory bodies. No clinical practice conclusions can 
be made.This review highlights the need for further research that tar-
gets relevant clinical questions, uses appropriate trial methodology, and 
reports key findings in a systematic manner that facilitates future inte-
gration of findings with current evidence to better inform clinicians and 
patients. Future studies need to be adequately powered and of pertinent 
duration to capture the effectiveness of tacrolimus in the medium-to-
long term. Well-structured efficacy studies need to be followed up by 
long-term phase, 4 extensions to provide key outputs and inform a 
real-world setting.

P325
Performance of new MRI scores: the modified 
Van Assche Index and the MAGNIFI-CD in the 
evaluation of the response to anti-TNFα in 
anoperineal fistulas in Crohn’s disease

M. Mtir*1, H. Hassine1, F. Kahlaoui1, D. Cherif1, R. Tlili1, H. Kchir1, 
N. Maamouri1

1La Rabta hospital, department of gastro-enterology B, Tunis, Tunisia

Background: Despite considerable therapeutic advances over the last 
two decades in the management of Crohn’s disease(CD), complex 
anoperineal fistulas(APF) still constitute a real therapeutic challenge 
for the practitioner. Treatment is mainly medico-surgical, combining 
seton drainage and biotherapy. The ultimate goal is to obtain a deep re-
mission, which combines clinical remission and a normal perineal MRI. 
Thus, several MRI scores have been proposed to assess the therapeutic 
response of APF to biotherapy.
The aim of this study was to investigate the reliability of the new MRI 
scores: the modified Van Assche Index(mVAI) and the MAGNIFI-CD 
in the evaluation of the response of APF to anti-TNFα, by comparing 
them to the old version of the Van Assche Index(VAI).

Methods: We conducted a retrospective study, including all patients 
followed up for CD with APF treated with anti-TNFα over a, 10-year 
period [2010–2020]. Clinical, biological, morphological and evolu-
tionary data were collected. VAI, mVAI and MAGNIFI-CD scores 
were calculated from data provided by perineal MRI: number, loca-
tions, extensions and lengths of fistulous tracts, characteristics of 
collections. Clinical response to anti-TNFα was assessed by procto-
logical examination, at the end of which the patients were classified 
into two groups:
• Responders(26): having a complete remission (closure of all initially 

productive fistulous orifices) or partial response (closure of more 
than, 50% of orifices)

• Non-responders(12): closure of less than, 50% of the initially pro-
ductive fistulous orifices

A statistical study was carried out to compare the performance of the 
different scores in assessing the response to treatment by calculating the 
area under the ROC curve with a, 95% confidence interval.
Results: A total of, 38 patients were included. The mean age was, 
42  years [26–73] and the sex-ratio M/F was, 0,4. All patients 
had received anti-TNFα after disappearance of perineal col-
lections if initially present (Infliximab in, 35 cases(92,1%) and 
Adalimumab in, 3 cases(7,9%)) combined with thiopurines in, 
97,4%. The average duration of anti-TNFα therapy was, 46 months  
[5–180]
The means of the different scores were calculated in responders and 
non-responders before and after anti-TNFα treatment respectively:

A decrease in all three scores was observed after anti-TNFα treatment 
in the responders, in contrast to the non-responders, thus confirming 
therapeutic failure.
Furthermore, the AUROC of the VAI, mVAI and MAGNIFI-CD scores 
in the assessment of response to anti-TNFα in APF were, 0,925, 0,908 
and, 0,869 respectively.

Conclusion: Our results suggest that the old version of the VAI, as 
well as the mVAI and MAGNIFI-CD, are reliable scores with com-
parable performance in the assessment of response to treatment in 
APF in CD.
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The effect of compliance during exclusive enteral 
nutrition on faecal calprotectin levels in children 
with Crohn’s disease

S. Mckirdy*1, R. Russell2, R. Hansen3, V. Svolos1, K. Gkikas1, 
M. Logan1, K. Gerasimidis1

1University of Glasgow, Human Nutrition, Glasgow, United Kingdom, 
2Royal Hospital for Children and Young People, Department of 
Paediatric Gastroenterology, Edinburgh, United Kingdom, 3Royal 
Hospital for Children, Department of Paediatric Gastroenterology, 
Glasgow, United Kingdom

Background: It is yet unclear whether suboptimal response to exclusive 
enteral nutrition (EEN), in some children with Crohn’s disease (CD), is 
explained by poor compliance. All proprietary feeds used for EEN are 
gluten-free; hence patients’ compliance to EEN could be determined 
by detecting gluten immunogenic peptide (GIP), a biomarker of gluten 
intake, in faeces.
Methods: The concentration of GIP was measured in the faeces of, 45 
children (3–17 years) with CD prior to and during (33 &, 54 days) 
treatment with EEN. Associations with GIP and faecal calprotectin 
(FCAL) levels were explored at, 33 and, 54 days of EEN.
Results: GIP was present in, 37 of the, 40 (93%) patients who provided 
stool samples prior to starting EEN, indicating typical gluten consump-
tion in CD patients. In patients with undetectable GIP at both, 33 and, 
54 days of EEN, FCAL significantly decreased from baseline (mean de-
crease, 33 days: -743mg/kg, 54 days: -1043mg/kg, p<0.001), but not 
in patients who had detectable GIP. At EEN completion, patients with 
undetectable GIP had a lower FCAL by, 763mg/kg than patients with a 
positive GIP result (p=0.041) and demonstrated a greater decline from 
baseline FCAL (-69% vs +5.%, p=0.021).
Conclusion: Poor response to EEN might be explained at least in part 
by diminished compliance and dietary transgressions. Faecal GIP might 
be useful as a proxy biomarker of EEN compliance.

P327
Comparison of adalimumab drug levels and drug 
survival in proactive vs reactive therapeutic drug 
monitoring

S. Shields*1, A. Dunlop2, S. Barry3, P. Galloway2, J.P. Seenan1, 
J. Macdonald1

1Queen Elizabeth University Hospital, Gastroenterology, Glasgow, 
United Kingdom, 2Queen Elizabeth University Hospital, Biochemistry, 
Glasgow, United Kingdom, 3University of Strathclyde, Department of 
Mathematics and Statistics, Glasgow, United Kingdom

Background: The therapeutic landscape for inflammatory bowel disease 
(IBD) has expanded in recent years. The anti-TNF drug adalimumab 
remains one of the most commonly prescribed treatments. However, 
rates of loss of response to adalimumab are significant. Therapeutic 
Drug Monitoring (TDM) has emerged as a tool to prevent loss of re-
sponse to treatment but there is no consensus on the optimum TDM test-
ing strategy., 2 testing strategies are commonly used - proactive TDM 
(pTDM), performed during sustained clinical response and reactive TDM 
(rTDM), performed following loss of response. The aim of this work 
was to compare adalimumab drug levels (DL) and drug survival (DS) for 
patients exposed to pTDM compared to rTDM testing strategies.
Methods: Data for patients with IBD, treated with adalimumab, and 
exposed to TDM, was extracted from the Scottish Biologic TDM data-
base. Patients were assigned to pTDM or rTDM groups based on the in-
dication of their first TDM test. Prescribing information was extracted 
from the NHS Scotland Safe Haven homecare prescribing database. 
Homecare delivery dates were used to infer start and end dates of adali-
mumab treatment. Where adalimumab start date was before, 2017, a 
start date of, 1/1/2017 was used to coincide with the introduction of 
the Scottish TDM service. The study period was, 1/1/2017 to, 1/3/2020 
giving a maximum duration of drug exposure of, 38 months. The most 
recent drug level was used for each patient to reflect the impact of the 
TDM strategy employed. SPSS was used to perform statistical analysis.
Results:, 367 patients were included for analysis, 190 males and, 177 females, 
262 with Crohn’s disease and, 105 with Ulcerative Colitis., 314 patients 
were assigned to the pTDM group, and, 53 to the rTDM group. The mean 
DL across both groups was, 9.5 mcg/ml, with no significant difference seen 
between pTDM and rTDM groups (p=0.642). Median DS in the pTDM 
group was, 21 months versus, 15.6 months in the rTDM group. 277 patients 
(75.5%) remained on treatment at the end of the study, 244 (77.7%) in the 
pTDM group, versus, 33 (62.3%) in the rTDM group. DS was significantly 
higher in the pTDM group compared to the rTDM (p=0.004) group (Fig., 
1), with divergence of the survival curve seen after, 6 months.
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Conclusion: pTDM has been clearly favoured by clinicians from the 
outset of the TDM service. Whilst our data shows that DLs do not vary 
significantly between TDM groups, importantly, the DS with adali-
mumab is longer with pTDM as part of routine clinical care, when 
compared to rTDM. Further evaluation of clinical outcomes includ-
ing steroid prescription, hospital admissions and surgery rates in the 
context of pTDM and rTDM strategies is therefore warranted, and in 
progress.

P328
In silico evaluation and pre-clinical efficacy of 
anti-TNF and anti-IL-23 combination therapy in 
Inflammatory Bowel Disease

J. Perrigoue1, L. Muniz-Bongers1, L. Ong1, Y. Chen2, L. Chang*2, 
K. Ngo2, A. Stojmirovic1, C. O’Brien1, M. Germinaro1, R. Rao1, 
M. Vetter1, J. Towne2; VEGA
1Janssen Research & Development- LLC, Immunology, Spring House, 
United States, 2Janssen Research & Development- LLC, Immunology, 
San Diego, United States

Background: Despite advances in the treatment of inflammatory bowel 
diseases (IBD), fewer than, 40% of patients reach clinical remission, 
suggesting that improved response rates may require targeting of mul-
tiple pathogenic pathways through combination therapy. However, the 
rational selection of combination therapies based on patient and pre-
clinical data remains a significant challenge.
Methods: Here, we used Crohn’s disease (CD) patient-derived mo-
lecular networks as a platform for bridging pre-clinical animal models 
of combination therapy to human disease. Intestinal transcriptional sig-
natures of anti-TNF, anti-IL-23 or combination treatments were gener-
ated from the anti-CD40 agonistic antibody murine colitis model and 
the murine genes mapped to their human orthologues. Humanized gene 
signatures were intersected with human disease networks to generate 
treatment subnetworks and enrichment analyses performed.
Results: The anti-TNF subnetwork was enriched in genes expressed 
in myeloid cells, chemokine signaling and NFkB signaling, while the 
anti-IL-23 subnetwork was enriched in genes expressed in the intestinal 
epithelium, IL-17 signaling, and cell adhesion. The intersection of these 
two therapeutic gene signature subnetworks was significantly enriched 
in IBD GWAS loci genes and human CD inflammatory gene signatures, 
suggesting that the molecular mechanisms reflected in the pre-clinical 
model faithfully captures aspects of the human disease. Simultaneous 
inhibition of these two pathways could result in enhanced efficacy 
through targeting shared inflammatory pathways and complementary 
biology in myeloid and epithelial cells to reduce colitis. To test this hy-
pothesis, mice were treated with varying doses of anti-IL-23, anti-TNF, 
or the combination of both. A  synergistic response to combination 
therapy was observed both in reduction of systemic weight loss and 
inhibition of local colonic tissue inflammation by histopathology. A set 
of genes uniquely significantly modulated by the combination therapy 
compared to either monotherapy was mapped to our human IBD net-
work. Upregulated gene networks in the combination therapy enriched 
in stromal cells, epithelial mesenchymal transition and extracellular 
matrix pathways, and adhesion pathways while downregulated gene 
networks were enriched in IBD disease signatures, M1 macrophages, 
neutrophils and IFN-γ signaling.
Conclusion: These results provide a novel, data-driven approach to 
predict effective combination therapies for inflammatory diseases and 
suggest that anti-TNF and anti-IL-23 combination therapy may drive 

more patients into deep remission through impacts on both shared and 
unique molecular pathways involved in IBD pathogenesis.

P329
Which should come first? Surgery or biologic 
therapy for ileocaecal Crohn’s disease in biologic 
naïve patients

C. Witjes1,2, A. Patel*1,3, D. Zocche1, C. van ‘t Hullenaar-1, S. Cripps4, 
S. Travis5, B. George1

1Oxford University Hospital- NHS Foundation Trust- Oxford, 
Department of Colorectal surgery, Oxford, United Kingdom, 
2Ijsselland Hospital, Department of General Surgery and Colorectal 
Surgery-, Capelle aan den IJssel, The Netherlands, 3University hospital 
of Coventry and Warwickshire NHS Trust, Department of Colorectal 
surgery, Coventry, United Kingdom, 4Oxford University Hospital- 
NHS Foundation Trust, Pharmacy Department – Gastroenterology/
Hepatology, Oxford, United Kingdom, 5Oxford University Hospital- 
NHS Foundation Trust, Translational Gastroenterology Unit, Oxford, 
United Kingdom

Background: The L!RIC trial confirmed that surgical treatment of lim-
ited ileocaecal Crohn’s disease (ICCD) has comparable outcomes to 
antiTNF therapy. However, strict exclusion criteria for a randomised 
controlled trial make it difficult to determine if results can be gener-
alised to a wider population. We therefore compared clinical out-
comes between surgical resection or antiTNF or other biologic therapy 
amongst biologic-naïve patients with ileocaecal Crohn’s disease to pro-
vide real world experience.
Methods: All patients with ICCD who were naïve both to biologic 
therapy and surgery, treated at our institution between January, 2011 
and December, 2018 were identified from surgical and pharmacy data-
bases. Electronic case records were used to obtain data on patient 
characteristics retrospectively and treatment-specific outcomes. The, 
5-year cumulative recurrence rate was calculated after composite con-
sideration of endoscopic recurrence, recurrence on imaging, switch to 
different therapy, or surgical re-intervention.
Results: Overall, 222 patients were identified.149 (67%) underwent 
surgical resection first, of whom, 54 patients (36%) subsequently 
required antiTNF or other biologic therapy., 73 patients were treated 
with antiTNF or other biologic therapy first, of whom, 29(40%) sub-
sequently required surgical resection (p=0.60). There were, 95/149 
patients (64%) who were successfully treated by a surgical resection 
first approach alone.
There was no difference in, 1- and, 5-year cumulative recurrence rates 
between the two treatment approaches (17%, 55% for surgery vs, 
14%, 54% for biologics (p=0.53)), median follow-up was, 74 months 
(0–406) and, 71 months (13–235), respectively.
There was no significant difference in time to switch from surgery to 
biologic or vice versa (p=0.10). Patients who underwent surgery more 
likely need post-operative biologic therapy if female (p=0.010), ob-
structive symptoms (p=0.028), or smoker (p=0.030). Patients on bio-
logic therapy more likely undergo surgery if the disease was limited to 
terminal ileum (p=0.001), was stricturing or penetrating rather than 
inflammatory and if the patient had obstructive symptoms (p=0.003). 
Only, 3/149 patients required endoscopic dilatation because of an anas-
tomotic stricture. None of the patients needed a second surgical re-
section.In comparison, 26 patients (20%) reported side effects from 
biologic therapy and as result of these side-effects or due to loss of 
response (n=9), biologic agents was changed in, 28 patients (22%).
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Conclusion: This real world experience confirms the findings of the 
L!RIC trial, demonstrating that surgical intervention can be considered 
at an early stage in the disease process, rather than restricting it to 
patients who develop complications of Crohn’s disease.

P330
Immunity in patients with inflammatory bowel 
disease on biologic therapy after COVID, 19 
vaccination

T. Knezevic*1, D. Cujic2, O. Odanovic1, D. Kralj1, M. Gnjatovic2, 
A. Kalaba1, D. Vrinic Kalem1, P. Svorcan1,3, S. Markovic1,3

1University Hospital Zvezdara, Gastroenterology and hepatol-
ogy, Belgrade, Serbia, 2Institute for Application of Nuclear Energy, 
University of Belgrade, Belgrade, Serbia, 3School of Medicine, University 
of Belgrade, Belgrade, Serbia

Background: IBD patients, especially on immunosuppressive therapy, 
are in high-risk of developing infections, the outbreak of the SARS-
CoV-2 pandemic, made us approach to the whole situation with special 
caution. At beginning, we wondered if these patients were at increased 
risk of developing severe COVID19 infection. Knowledge and experi-
ence, in this area have progressed, however, with the beginning of vac-
cination a new question has arisen about what the humoral response to 
the vaccine would be in these patients.
In Serbia, 3 different types of vaccines from, 4 manufacturer (Pfizer-
BioNTech, AstraZeneca/ ChAdOxl nCoV-l9 COVISHIELD, SARS-
CoV-2 Vero Cell, SPUTNIK V Gam-COVID-Vac) were available and 
the aim was to evaluate presence of neutralization antibodies after im-
munization against SARS-CoV-2.
Methods:, 328 patients with IBD, from a single tertiary IBD center, 
were asked about immunization against SARS-CoV-2 during treatment 
with biologic therapy (anti-TNF, anti-integrin- Vedolizumab) with 
two doses of available vaccines. Patients who were immunized were 
selected and analyzed on SARS-Cov-2 IgG response which was meas-
ured using ELISA anti-spike protein-based serology (INEP, Belgrade, 
Serbia) with cut off level of, 15 as negative, 15–20 intermediate, and 
>, 20 as positive.
Results: From, 328 patients, 61.5% (202/328) patients had CD, 
and, 38.1% (125/328) had UC. Gender distribution was relatively 
equal, 53.6% men (176/328), with an average age of, 55.7 (SD 
±15.1) years. From those patients, 25 were excluded because bio-
logic therapy was stopped. On ADA were, 105 patients, IFX were, 
91, VDZ, 106. From, 303 patients, 58.08% (176/303) were vacci-
nated (with Pfizer-BioNTech COVID-19, 59 patients, AstraZeneca/
ChAdOxl nCoV-l9 COVISHIELD, 9 patients, SARS-CoV-2 Vero 
Cell, 97 patients and SPUTNIK V Gam-COVID-Vac, 11 patients). 
In, 16 patients IgG antibodies weren’t measured because they were 
vaccinated after IgG were measured. From, 160 patents, 31.2 % 
(50/160) didn’t have detectable IgG antibodies and that is in, 5 
patients vaccinated with Pfizer-BioNTech COVID-19, 43 patients 
with SARS-CoV-2 (Vero Cell) and in, 2 patients with SPUTNIK V 
Gam-COVID-Vac. When we look in contest of therapy. IgG antibod-
ies were detectable in, 53.9% (34/63) from, 63 vaccinated patients 
on VDZ and in, 53.06% (52/98) from, 98 vaccinated patients on 
anti TNF.
Conclusion: In patients with inflammatory bowel disease on biologic 
therapy from February to September, 2021 rate of immunization were 
satisfying with more than, 50% vaccinated patients with detectable IgG 
antibodies in, 68.6% of patients with highest neuralization IgG anti-
bodies present after immunization with Pfizer-BioNTech COVID-19 

vaccine, however further studies are needed to determine efficacy of 
each vaccine.
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Composite outcomes in Crohn’s disease: 
a systematic review and meta-analysis of 
observational studies
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University of Porto, Department of Community Medicine, Porto, 
Portugal, 12Agaplesion Markus Hospital- Dept. of Medicine I, 
Gastroenterology, Frankfurt, Germany, 13Humanitas Clinical and 
Research Center IRCCS, Inflammatory Bowel Disease IBD Center- 
Department of Gastroenterology-, Milan, Italy, 14University Hospital 
of Nancy- University of Lorraine, Department of Gastroenterology and 
Inserm NGERE U1256-, Vandoeuvre-lès-Nancy, France, 15São João 
University Hospital Center CHUSJ, epartment of Gastroenterology, 
Porto, Portugal

Background: Observational studies are essential to analyse outcome 
reporting in inflammatory bowel disease. However, such studies are 
usually heterogeneous. Therefore, the development of core outcome sets 
to be included in future observational studies is of major importance. 
Composite and aggregate outcomes (in which an event is classified by 
the presence of any one or by the combination of every individual vari-
able under assessment, respectively) allow maximizing the statistical 
power of observational studies. A systematic review and meta-analysis 
were performed to assess composite and aggregate outcomes in obser-
vational studies for Crohn’s disease (CD) and to evaluate whether the 
number and type of variables affect the frequency of the outcome.
Methods: Three online databases (PubMed, Scopus and Web of 
Science) were searched to identify observational studies that enrolled 
CD patients and evaluated a composite or aggregate outcome. The 
proportion of patients achieving the outcome was determined and a 
random-effects meta-analysis was performed to evaluate how the fre-
quency of each outcome varied according to the reporting of predefined 
variables.
Results: From the, 10.257 identified records, 46 were included in 
the systematic review and, 38 in the meta-analysis. The median fre-
quency of composite and aggregate outcomes was, 0.445 [95% confi-
dence interval (CI), 0.389–0.501] and, 0.140 [95% CI, 0.000-, 0.211], 
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respectively. When comparing composite outcomes by the number of 
included variables, the frequency was, 0.271 [95% CI, 0.000-, 0.405] 
and, 0.698 [95% CI, 0.651–0.746], for one and six variables, respect-
ively. The frequency of the composite outcome varied according to the 
set of variables being reported. Specific pairs of predefined variables 
had a significant effect on the frequency of composite outcomes.
Conclusion: Composite outcomes with an increasing number of vari-
ables and those including the variables “surgery” and “steroids” pre-
sented higher frequencies. Moreover, specific variables and pairs of 
variables had a clear effect on the frequency of composite outcomes. 
Taking this information into account, future efforts must be made to 
standardize CD outcome reporting, a yet unmet need.

P332
Group-based Acceptance and Commitment 
Therapy (ACT) is acceptable and effective at 
reducing psychological distress in patients with 
Inflammatory Bowel Disease (IBD)

A. Duff*1, A. De Petrillo2, D. Reynolds3, E. Bangura4, P. Pavilidis1, 
J. Mawdsley1

1Guy’s and St. Thomas hospital- London, Gastroenterology, London, 
United Kingdom, 2King’s College Hospital- London, Pediatrics, 
London, United Kingdom, 3Guy’s and St. Thomas hospital- London, 
Pediatrics, London, United Kingdom, 4Kings College, Clinical 
Psychology, London, United Kingdom

Background: ACT is a psychological therapy designed to increase psy-
chological flexibility and improve how people relate to difficulties. It 
has been found to be efficacious with a range of difficulties (Gloster 
et al, 2020) but is increasingly used to support patients with long term 
health difficulties due to its unique perspective on the disease related 
and realistic ideas that patients hold about their conditions (Graham 
et al, 2016).
Initial studies using ACT with patients with IBD, have shown posi-
tive but varying effects on outcomes (Hou et al, 2017; Wynne et al, 
2019). Feedback from these patients suggests that ACT is an ac-
ceptable approach (Dober et  al, 2020), however, one trial had a 
significant drop out rate (Wynne et  al, 2019). No real world evi-
dence of the use of ACT with IBD patients has been reported and 
little is known about the practicality and efficacy as part of routine 
clinical practice
Methods: Those referred to a specialist IBD psychology service, 2019 
to, 2021, were assessed as being suitable for an ACT based ‘managing 
symptoms group’. Those struggling with low mood, anxiety, chronic 
or functional symptoms and struggles with adjustment were included. 
Exclusion criteria were; trauma symptoms, interpersonal difficulties or 
individual issues such as surgery or adherence.
Patients attended, 8 weekly sessions of, 90 minutes. Data was captured 
on demographics and attendance. The primary outcome was adherence 
to the group, with completion defined as attending, 5 or more sessions. 
Secondary outcomes of psychological distress, flexibility and function-
ing, were measured with patient-reported questionnaires pre and post 
intervention. Descriptive statistics, t-tests and Wilcoxon rank tests were 
performed
Results:, 78 were assessed as suitable and enrolled for the group, 15 
(19%) did not attend the first session and were discharged. Of the 
remaining, 63, 10 (16%) dropped out during the group, partial data is 
available for, 41 of those who completed the group and complete data 
for, 18 of these.

Conclusion: This is the first analysis of this type of intervention, per-
formed in a clinical setting. Unlike a previous trial, the relatively low 
dropout and high number of sessions attended indicates that it is accept-
able to the majority. Additionally, the significant change in psychological 
distress suggests that this group intervention is practical, effective and 
acceptable in settings where we are all under pressure for resources.
The results are from a small sample and suffered from typical chal-
lenges in obtaining patient-reported responses. However, there were 
no obvious differences between those who completed all measures and 
those who didn’t. The results provide evidence to support the continued 
use of ACT based interventions for those with IBD.

P333
Precise and unbiased infliximab dosing in patients 
with inflammatory bowel diseases using a multi-
model averaging approach

W. Kantasiripitak*1, A. Outtier2,3, D. Thomas1, A. Kensert1, Z. Wang1, 
J. Sabino2,3, S.G. Wicha4, S. Vermeire2,3, M. Ferrante2,3, E. Dreesen1

1University of Leuven, Department of Pharmaceutical and 
Pharmacological Sciences, Leuven, Belgium, 2University Hospitals 
Leuven, Department of Gastroenterology and Hepatology, Leuven, 
Belgium, 3University of Leuven, Department of Chronic Diseases and 
Metabolism, Leuven, Belgium, 4University of Hamburg, Department of 
Clinical Pharmacy, Hamburg, Germany

Background: Underexposure to IFX is a common cause of loss of re-
sponse in patients with inflammatory bowel disease (IBD). To ensure 
adequate – but not unnecessarily high – exposure, we aimed to iden-
tify a precise and unbiased approach for model-based dosing of IFX in 
patients with IBD.
Methods: A retrospective study was performed using data from, 54 patients 
on IFX maintenance therapy. The predictive performance of, 18 published 
IFX population pharmacokinetic (popPK) models was evaluated using 
NONMEM (v7.5). A priori prediction (only based on covariates) and 
Bayesian forecasting (BF; also based on one to three consecutively measured 
IFX trough concentrations; TC-2, TC-1, and TC0) of the IFX TC+1 was evalu-
ated (Fig, 1). The predictive performance of a single-model approach was 
compared with two automated multi-model approaches: a model selection 
algorithm (MSA) and a model averaging algorithm (MAA).1 Relative bias 
(rBias) and relative root mean square error (rRMSE) were used to determine 
bias and imprecision of the predicted versus observed TC+1. Clinical accept-
ability was defined as an rBias between ±20% with a, 95%CI including zero. 
The predicted and observed TC+1 were classified at, 5.0 mg/L TC target.2
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Results: Four models were selected based on their predictive performances 
and implemented in the TDMx software tool to support model-based IFX 
dosing in the forthcoming prospective MODIFI study (NCT04982172).
A priori prediction of TC+1 was clinically unacceptable with both single- 
and multi-model approaches (rBias +30% to +97%, rRMSE, 107% to, 
158%; Fig, 2A). Also, a priori prediction had the lowest classification ac-
curacy (median, 59%, IQR, 59%-63%; Fig, 3A). Providing one IFX TC 
greatly improved predictive performance (rBias -10% to +15%, rRMSE, 
30% to, 49%; Fig, 2B, 2C) and classification accuracy (TC-1: median, 70%, 
IQR, 63%-72%; TC0: median, 80%, IQR, 76%-84 %; Fig, 3B, 3C). More 
specifically, BF resulted in a significantly lower chance of a falsely predicted 
≥5 mg/L TC+1 than a priori prediction (p<0.01). In comparison with BF 
with TC-1, the availability of TC0 significantly lowered the chance of falsely 
predicting TC+1 <5 mg/L (unnecessary dose optimisation) (p=0.0034).
Providing more than one previous TC improved predictive perfor-
mances only marginally (data not shown). In general, MAA performed 
better than MSA.

Conclusion: 

Conclusion: A multi-model averaging approach provided more reliable 
Bayesian forecasts than the single-model approach. Adding one pre-
vious trough concentration in addition to covariate information suf-
ficed to provide accurate and unbiased predictions of future exposure. 
Concentration data collected with a rapid assay may reduce the chance 
of performing unnecessary dose optimisation.

Reference

1. Uster D CPT,2021;2Vande Casteele N Gastroenterology,2017

P334
Effectiveness and safety of ustekinumab in  
Crohn’s disease: short and long-term results of a 
multi-refractory cohort

A. Aparicio-Serrano*1, J.M. Zamora Olaya1, D.S. Ortiz Chimbo1, 
M.I. Rodríguez Tirado1, A. Gómez Pérez1, P. Soto Escribano1, 
S. Marín Pedrosa1, E. Iglesias Flores1, J.M. Benítez1

1Reina Sofía University Hospital, Gastroenterology and Hepatology, 
Córdoba, Spain

Background: To evaluate the short and long-term effectiveness and 
safety of ustekinumab (UST) in a real-world multirefractory Crohn’s 
disease (CD) cohort.
Methods: An observational, retrospective and single-center study of 
CD patients treated with UST since June, 2017, with at least, 16 weeks 
of treatment. All patients were identified in the ENEIDA Registry. 
Demographic, disease, and outcome variables were collected. Clinical 
remission and response (measured by the physician global assessment 
and Harvey Bradshaw Index (HBI) score) as well as biological response 
(measured by C-reactive protein (CRP) and fecal calprotectin) were 
evaluated at weeks, 16, 26, 52 and at the end of the follow-up. Kaplan-
Meier survival curves were performed to analyze drug persistence and 
multivariate analysis to identify predictors of response. Treatment-
related adverse events were assessed.
Results:, 64 patients included, mean age of, 49 years (35–60), 56.2% 
men and CD duration of, 15.5 years (8–22)., 53% had ileocolic in-
volvement and, 59% stricturing and/or penetrating disease., 40% 
presented perianal disease, 35% active smoking and, 33% patients 
had extraintestinal manifestations., 92.2% had prior failure to bio-
logics (44% failed at, 1 and, 48.5% failed ³2) and, 9.4% had failed 
to vedolizumab., 57.8% required prior surgery for IBD., 40.6% ini-
tiated UST for treatment of postoperative recurrence. Baseline clin-
ical activity was present in, 87.5% patients (60% moderate-severe 
activity). Rates of clinical remission, response and no response were, 
respectively, 40.7%, 47.5% and, 12% at week, 16;, 56.8%, 32.8% 
and, 10.3% at week, 26;, 60%, 30% y, 10% at week, 52. At the end 
of the follow-up, more than, 2/3 of patients (76.3%) had clinical 
response or remission (figure 1). Overall, a significant reduction of 
HBI score was observed from baseline to week, 16 and maintained 
at W26 and W52 (figure  2). Likewise, a biological response was 
observed with a significant reduction of CRP (baseline of, 26.7 mg/
dL) at different times of evaluation (figure  3)., 74.9% continued 
with UST for up to three years (figure 4). In the multivariate ana-
lysis, the only independent factor associated with non-response was 
previous therapy with vedolizumab (OR:, 0.055 [IC95%:, 0.005–
0.551], p=0.001). The safety profile was favorable; only, 2 patients 
(3.1%) stopped the drug due to side effects (arthralgias and bladder 
neoplasia).
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Fig, 1. Remission, response, and no response rates.

Fig, 2. Evolution of HBI score from baseline to W52.

Fig, 3. Evolution of CRP from baseline to W52.

Fig, 4. Persistence of ustekinumab during the follow-up period.
Conclusion: UST is effective and safe in a real-life refractory CD co-
hort, with a persistence of the drug of, 75% at, 3 years. Previous ved-
olizumab therapy is associated with UST treatment failure.

P335
Utility of Intestinal Ultrasound in Monitoring 
Disease Activity in Ulcerative Colitis Patients 
Treated with Biologics

V. Tomašić*1, D. Kralj1, A. Bišćanin1, P. Ćaćić1, D. Ogresta1, 
Z. Dorosulić1, D. Hrabar1

1University Hospital Centre Sestre milosrdnice, Department of 
Gastroenterology and Hepatology, Zagreb, Croatia

Background: Given the invasive nature and high cost of frequent and 
repeated endoscopies needed to monitor UC, search for non-invasive 
diagnostic alternative is warranted. Intestinal ultrasound is a 
cost-effective, well-tolerated, non-invasive and readily available „point-
of-care“ tool for the management of patients with Crohn’s disease. The 
role and widespread use of IUS for UC is still limited. We aimed to 
evaluate association between UC disease activity assessed by IUS on 
one hand and standard clinical, biochemical, and endoscopic param-
eters on the other one.
Methods: A single center, noninterventional retrospective chart review 
of adult UC patients treated with biologics at a tertiary center was per-
formed. Routine clinical (stool frequency score – SFS, and rectal bleed-
ing score – RBS), biochemical (FC), endoscopic (Mayo Endoscopic 
Subscore - MES), and IUS parameters (bowel wall thickness - BWT and 
colonic wall hyperemia assessed by colour Doppler imaging - CDS) 
were assessed before initiating biologics. Normal distribution was 
assessed using Shapiro-Wilk tests. Spearman correlation coefficients 
were calculated and ROC analysis was carried out.
Results: Total of, 44 patients (50% females, mean age, 37.4  ±, 
14.05  years) with predominantly extensive UC (75%) were ana-
lysed. Positive correlation was observed between combination of 
BWT and level of CDS with SFS (rs = 0.68, p <, 0.01, N = 33) as well 
as with RBS (rs = 0.44, p <, 0.01, N = 34). Moreover FC values were 
in positive correlation with BWT (rs = 0.54, p <, 0.01, N = 36), lev-
els of CDS (rs = 0.66, p <, 0.01, N = 33) and combination of BWT 
coupled with level of CDS (rs = 0.7, p <, 0.01, N = 33). In case of 
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clinical active UC (SFS, 2/3 + RBS, 2/3 + FC >150 mg/g) correlation 
coefficient between FC level and BWT coupled with level of CDS 
rises to rs  = 0.72, p <, 0.01, N = 30. Positive correlation of CDS 
with MES (rs = 0.65, p <, 0.01, N = 16) as well as between combin-
ation of BWT + level of CDS with MES (rs = 0.6, p <, 0.02, N = 16) 
was observed. Interestingly, positive correlation between BWT and 
MES didn´t reach statistical significance (rs = 0.42, p = 0.1, N = 16). 
The area under the curve (AUC) for the FC values and disease ac-
tivity (defined as SFS, 2/3 + RBS, 2/3 + BWT >4 mm + presence of 
CDS) was, 0.96 (SE:, 0.03;, 95% CI, 0.89–0.99, p<0.01). FC values 
>134 mg/g were associated with active disease (sensitivity, 89.3%, 
specificity, 87.5%).
Conclusion: Results of this study show a good correlation between IUS 
and clinical, biochemical and endoscopic parameters of UC disease se-
verity. IUS as a monitoring tool can be helpful in estimation of UC 
disease activity and can guide daily management of patients treated 
with biologics.

P336
Can Mesenchymal Stem Cell (MSC) apoptosis 
be used as a biomarker for treatment success in 
perianal fistulising Crohn’s Disease (pCD)? Findings 
from a prospective pilot study

N. Iqbal*1,2, L. Constable3,4, P. Tozer1,2, P. Lung1, A. Hart1,4, N. Powell4

1St Mark’s Hospital, Robin Phillips Fistula Research Unit, London, 
United Kingdom, 2Imperial College London, Department of Surgery 
and Cancer, London, United Kingdom, 3Kings College London, 
Department of Inflammation Biology- School of Immunology and 
Microbial Science, London, United Kingdom, 4Imperial College 
London, Department of Metabolism- Digestion and Reproduction, 
London, United Kingdom

Background: Mesenchymal Stem Cells (MSC) demonstrated promising 
results in patients with refractory perianal fistulising Crohn’s Disease 
(pCD) in the ADMIRE-CD trial, however their use is limited by treat-
ment cost. Studies of Graft vs. Host Disease (GvHD) patients receiving 
MSCs for steroid refractory disease have shown that in vitro Peripheral 
Blood Mononuclear Cell (PBMC) induced MSC apoptosis correlates 
with clinical response. We conducted a pilot prospective study to in-
vestigate the clinical and radiological outcome of MSC treatment and 
determine whether in vitro MSC apoptosis correlates with clinical re-
sponse in patients with pCD.
Methods: Patient eligibility and MSC administration mirrored that in 
ADMIRE-CD. Prior to treatment, patient PBMCs were isolated and 
co-cultured with MSCs and the proportion of apoptotic MSCs iden-
tified using flow cytometry (Annexin V+, 7AAD- MSCs). Patients 
were followed up at, 6-monthly intervals and clinical indices includ-
ing the Perianal Disease Activity Index (PDAI) and Fistula Drainage 
Assessment (FDA) were recorded in addition to MRI response. Clinical 
response categories were determined according to ADMIRE-CD as 
well as new criteria accounting for radiological healing (Table 1).
Results: Ten patients underwent MSC treatment (M=4, median age, 
35, range, 22–73  years). At final follow up (median, 24  months, 
range, 18–30 months), there was a significant improvement in mean 
FDA (baseline, 1.3, final follow up, 0.5, p<0.01) but not in PDAI. The 
apoptosis assay was performed in, 9 patients. A greater proportion of 
MSC apoptosis was demonstrated when co-cultured with pCD patient 
PBMCs than with PBMCs from healthy controls (Figure, 1). Patients 

with a percentage of apoptotic MSCs greater than the group median 
(22.3%) were classed as apoptosishigh. At final follow up, apoptosishigh 
patients were also those who demonstrated a response to MSC treat-
ment according to both St Mark’s (Figure, 2) and ADMIRE CD criteria 
(Figure 3).
Conclusion: The ability of patient PBMCs to induce the highest pro-
portions of MSC apoptosis correlates with clinical response to MSC 
treatment in this small sample of patients. An adequately powered pro-
spective study is required to determine the potential use of MSC apop-
tosis as a biomarker of clinical response.

P337
Therapeutic drug monitoring: standardization 
of Promonitor Quick IFX and Promonitor Quick 
ADL point of care tests with WHO International 
Standards for the quantification of infliximab and 
adalimumab in whole blood and serum

A. Ametzazurra*1, J. Pascual1, L. Del Rio1, A. Urigoitia1, D. Nagore1, 
M.B. Ruiz-Argüello1

1Progenika Biopharma - Grifols, Research and Development, Derio, 
Spain

Background: Promonitor Quick IFX and Promonitor Quick ADL 
are rapid point of care lateral flow tests (LFT) based on a sand-
wich immunoassay for the quantification of infliximab (IFX) and 
adalimumab (ADL), respectively, in human whole blood (finger 
prick or venous) or serum. These tests are to be used as an aid 
in Therapeutic Drug Monitoring (TDM) of inflammatory bowel 
disease (IBD) and rheumatic patients under anti-TNFα therapy. 
The international standards (IS) developed by World Health 
Organization (WHO) for IFX and ADL allow harmonization and 
comparability among different assays. The aim of this study, was to 
show that Promonitor Quick IFX and Promonitor Quick ADL can 
measure either reference or biosimilar drugs, as well as to evaluate 
the agreement of Promonitor Quick IFX and Promonitor Quick 
ADL tests and the WHO IS.
Methods: Clinical and Laboratory Standards Institute EP10-A3 guide-
lines were followed to estimate the bias of Promonitor Quick assays 
when used to quantify IFX or ADL in samples containing the refer-
ence drugs, biosimilars or the WHO IS. Briefly, whole blood was spiked 
with four known concentrations of IFX or ADL, including current clin-
ical decision levels. Ten replicates were measured of each level along 
two days.
Promonitor Quick IFX was evaluated using the reference drug, SB2 and 
CT-P13 biosimilars, and the WHO IS (NIBSC, 16/170).
Promonitor Quick ADL was evaluated using the reference drug, 
ABP501 and SB5 biosimilars, and the WHO IS (NIBSC, 17/236).
Results were obtained in combination with the automated portable 
reader PQreader.
Results: Bias was estimated by comparing the observed concentration 
of drug spiked whole blood samples. Each biosimilar was compared 
to the reference at the different drug levels tested. Results showed that 
Promonitor Quick IFX (Table, 1) and Promonitor Quick ADL (Table, 
2) are able to measure equivalently any molecule.
The accuracy or closeness of the agreement between the result provided 
by Promonitor Quick IFX and Promonitor Quick ADL and the true 
value of the measurand was assessed by measuring the IS developed by 
the WHO (Tables, 1 & 2).
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Similar results were obtained when serum matrix was used.
Conclusion: Promonitor Quick IFX and Promonitor Quick ADL allow 
monitoring of patients treated with IFX and ADL, respectively, with 
just a finger prick sample. Both tests can quantify reference and biosim-
ilar drugs with equivalent results. Moreover, comparable results were 
obtained with the WHO IS, and thus, demonstrate that Promonitor 
Quick tests are suited to accurately determine drug levels at the clin-
ical decision points in both whole blood and serum, proving to be an 
effective and valuable tool in TDM and immediate decision making in 
the doctor office or hospitals.

P338
Early proactive drug monitoring strategy of 
infliximab as monotherapy for inflammatory bowel 
disease in paediatric patients is associated with 
good sustained clinical remission

C. Girard*1, S. Achkar2, S. Sassine2, L. Chapuy3, P. Jantchou1, 
C. Deslandres1

1CHU Sainte-Justine- Université de Montréal, Department of 
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Montreal, Canada, 2Université de Montréal, Faculty of medecine, 
Montreal, Canada, 3Montreal Children’s Hospital- McGill University, 
Department of Pediatrics. Division of Gastroenterology- Hepatology- 
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Background: Monotherapy with infliximab (IFX) could be as efficient 
as combotherapy with immunomodulators in the treatment and main-
tenance of remission for children with inflammatory bowel disease 
(IBD) if a proactive therapeutic drug monitoring strategy is adequately 
performed. This strategy may allow optimization of blood levels of IFX 
in order to obtain a sustained clinical response.
Methods: A retrospective study was conducted amongst children with 
IBD, aged from, 2 to, 18 years old and diagnosed between January, 
2018 and June, 2020. All patients were treated with IFX less than, 
30  days after diagnosis. Data concerning disease activity was col-
lected at diagnosis, at one year after diagnosis. Close monitoring of 
IFX blood levels were collected before the third and fourth dose and 
regularly thereafter. Adjustments in IFX dose per infusion were made 
according to blood levels and clinical response. The primary outcome 
was clinical remission, defined by a PUCAI or shortPCDAI score <, 10 
without the need of corticosteroid, at one year after diagnosis. The 
secondary outcomes measured were the median (interquartile range 
(IQR)) dose of IFX (in mg/kg) after a year of treatment, the median 
(IQR) number of changes of IFX dose, the time intervals between IFX 
infusions over a year, and the median (IQR) number of blood levels 
of IFX done in a year.
Results: A total of, 91 patients were included (81% Crohn’s disease; 
mean age at diagnosis was, 13.2 years (IQR = 11.3 to, 15.15)). After 

one year of treatment, 76 patients (83.5%) reached clinical remis-
sion. IFX was discontinued in, 13 patients:, 6 due to antibody occur-
rence, 5 because of treatment failure, 1 due to psoriasis and, 1 due 
to autoimmune hepatitis. In total, 61.5% of patients needed two or 
more IFX dose/interval optimization over the course of a year. At one 
year after diagnosis, the median IFX dose per infusion was, 8.78 mg/kg 
(IQR = 7.5 mg/kg to, 9.9 mg/kg) with infusions given, 6 weeks apart or 
less in, 82% of the patients. Patients who were diagnosed before the age 
of, 10 had a median IFX dose of, 9.43 mg/kg. The median number of 
IFX blood level dosage was, 4 per patient over a year (IQR=, 3.5 to 6).
Conclusion: Early treatment for IBD with IFX as monotherapy and 
a proactive optimization strategy is associated with a good sustained 
steroid free clinical remission. Most patients needed an increase of IFX 
dose during the first year of treatment. We therefore recommend to pro-
actively monitor blood levels of IFX before the third and fourth dose of 
IFX and thereafter, in order to lower the risk of treatment failure and 
anti-infliximab antibodies occurrence.

P339
Effect of antinuclear antibodies on 
pharmacokinetics of anti-TNF therapy in patients 
with Inflammatory Bowel Disease

E. Theodoraki MD- MA- PhD c*1, E. Orfanoudaki1, 
K. Foteinogiannopoulou1, N.P. Andreou2, M. Gazouli2, 
I. Koutroubakis1

1University Hospital of Heraklion- School of Medicine, Department 
of Gastroenterology, Heraklion, Greece, 2Laboratory of Biology- 
School of Medicine- National and Kapodistrian University of Athens, 
Department of Basic Medical Sciences, Anthens, Greece

Background: The detection of antinuclear antibodies (ANA) in serum 
of patients with inflammatory bowel disease (IBD) has been associated 
with a worse response to anti-TNF therapy and the development of 
cutaneous or arthritic manifestations. The aim of this study was to in-
vestigate a possible association of serum ANA with infliximab (IFX) 
and adalimumab (ADA) trough levels (TLs) and anti-drug antibodies in 
IBD patients treated with IFX or ADA.
Methods: Consecutive IBD patients under maintenance therapy with 
IFX or ADA in whom there was at least one available measurement 
of anti-TNF TLs, antibodies to IFX or ADA, and ANA in serum were 
included. The cut off of therapeutic TLs for both IFX and ADAs was, 
5μg/ml. For anti-drug antibodies the cut off of, 10 AU/ml for IFX and, 3 
AU/ml for ADA (as positivity of anti-drug antibodies was defined) was 
applied. The correlation of ANA positivity with demographics, clinical 
characteristics, treatment, TLs and anti-drug antibodies, of all patients 
was analyzed.
Results: A total of, 102 IBD patients [mean age (SD), 43.4 (13.8) years, 
females, 40 (39%), Crohn’s Disease, 85 (84%), under IFX, 50 (49%), 
under combination therapy with immunomodulator, 36 (35%), me-
dian duration of treatment (IQR), 33 (21–81.8) months] were included. 
Among them, 53 (52%) were ANA positive with, 28 (27.5%) positive 
also to anti-ds-DNA in serum. In the univariate analysis ANA posi-
tivity (ANA greater than, 1:80) was found to be correlated with age 
(P=0.008), female gender (P=0.03), duration of treatment (P=0.06), 
arthralgias (P=0.04) and TLs (P=0.007). In multivariate logistic re-
gression analysis only age and TLs remained significantly associated 
with the presence of ANA positivity (P=0.04 and P=0.003 respectively). 
Studying separately IFX and ADA treated patients, the median IFX 
TLs of ANA(+) group (N=28) was, 3.51 (1.2–7.12) μg/ml significantly 
lower than the median IFX TLs of ANA(-) group [7.38 (4.83–10.3) 
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μg/ml, N=22], P=0.017. The median antibodies to IFX of ANA(+) 
group was, 2.65 (2.4–3.24) AU/ml, significantly higher than the me-
dian antibodies to IFX of ANA(-) group [2.53 (2.11–2.83) AU/ml, 
P=0.03]. Regarding ADA treated patients, the median TLs of ANA(+) 
and ANA(-) group was, 7.33 (2.03–9.85) VS, 9.32 (6.17–10.05) μg/m 
(P=0.14), while antibodies to ADA in ANA(+) and ANA(-) group was, 
1.42 (1.40–1.43) VS, 1.41 (1.40–1.43) AU/ml (P=0.52). No significant 
association of ANA positivity with the development of cutaneous or 
rheumatological manifestations was found.
Conclusion: In IBD patients under maintenance therapy with anti-TNF 
ANA positivity is associated with lower TLs, more remarkably with 
IFX TLs. The clinical significance of this finding remains to be defined 
in future larger prospective studies.

P340
Risankizumab in Inflammatory Bowel Disease: 
Real World Experience from a Pre-Approval Access 
Program

P. Dawson*1, E. Sharma1, R.J. Dart1, S. Lim1, S.H. Anderson1, S. Ray1, 
J. Mawdsley1, P.M. Irving1, M.A. Samaan1

1Guys and St Thomas NHS trust, Department of Gastroenterology, 
London, United Kingdom

Background: Risankizumab is a new generation monoclonal antibody 
which inhibits interleukin-23A. It has applications in several immune 
mediated inflammatory diseases including moderate-to-severe CD. Pre-
approval access was granted for a cohort of patients who had active 
disease and prior use of all European licenced biologic therapies for 
CD. We aimed to define the effectiveness and tolerability of risanki-
zumab in this real-world, treatment refractory cohort.
Methods: We performed a retrospective cohort analysis of prospectively 
maintained data for patients starting risankizumab between January 
and September, 2021. All patients received doses at four weekly inter-
vals (IV, 600mg doses for CD and SC, 300mg doses for IBD-U). Clinical 
disease activity, biochemical activity and quality of life were measured 
using HBI, CRP and IBD-C scores, respectively. Study evaluations were 
made at baseline, weeks, 4 and, 12. Data were analysed in GraphPad 
prism and are described as median (range).
Results: Since January, 2021, 16 patients have started risanki-
zumab. We included, 13 patients who had completed the, 12 week 
induction period at the time of submission;, 12 with CD and, 1 
with IBD-U. Demographics are shown in Table, 1. The characteris-
tics are consistent with a more aggressive phenotype with the ma-
jority of patients (9 (75%)) having perianal involvement as well as 
having either stricturing (5(42%)) or internal penetrating disease 
(3(25%)). Nine (75%) patients had undergone prior luminal sur-
gery, 7 of whom still had stomas, therefore were not included in 
the analysis for HBI. Median HBI at baseline was, 5 (0–10) vs, 2 
(0–8) at week, 4 and, 1.5 (0–2) at week, 12 and due to small pa-
tient numbers was not statistically significant. There was an im-
provement in IBD-C scores. Median IBD-C score at baseline was, 5 
(0–14) vs, 11 (4–16) at week, 4 (p=0.034) and, 12 (2–16) at week, 
12 (p=0.067). CRP decreased from, 12 mg/L (1–48) at baseline to, 
8 mg/L (1–20) at week, 4 (p=0.23) and to, 6 mg/L (1–34) at week, 
12 (p=0.022). Results are represented in Figure, 1.  Two patients 
experienced mild headaches, no other side effects were reported. 
At initiation two patients were being treated with steroids; one 
has since discontinued and one has remained on steroids. No other 
patients initiated steroids. No patients discontinued risankizumab 
during the study period.

Conclusion: We present a heterogeneous cohort of patients with refractory 
CD despite multiple biologic mechanisms. Overall, there was a positive im-
pact of risankizumab induction over a, 12 week period with respect to symp-
toms, quality of life and CRP, showing the effectiveness of risankizumab in 
this refractory cohort. We will follow up, and at week, 24 will objectively 
assess disease activity with cross sectional imaging and/or endoscopy.

P341
Pharmacokinetics and exposure-response analyses 
of upadacitinib in patients with moderate to severe 
ulcerative colitis – Analyses of induction and 
maintenance clinical trials

A.V. Ponce-Bobadilla1, S. Stodtmann1, D. Eckert1, W. Zhou2, W. Liu2, 
M.E. Mohamed*2

1AbbVie Deutschland GmbH & Co. KG, Research and Development, 
Ludwigshafen, Germany, 2AbbVie, Research and Development, North 
Chicago- IL, United States

Background: Upadacitinib (UPA), an oral selective and reversible JAK1 
inhibitor, showed favorable efficacy and safety profile in Phase, 2b and, 
3 studies in subjects with moderate to severe ulcerative colitis (UC). 
Population pharmacokinetics and exposure-response analyses were per-
formed to characterize the relationships between UPA plasma exposures 
and key efficacy and safety endpoints using data from these studies.
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Methods: The pharmacokinetics (PK), efficacy, and safety of UPA for in-
duction and maintenance treatment in UC were evaluated in a Phase, 
2b induction, two replicate Phase, 3 induction, and a Phase, 3 main-
tenance clinical trials. UPA PK was characterized using data from, 978 
UC patients. UPA exposure-response relationships for key efficacy and 
safety endpoints at the end of induction and maintenance periods were 

characterized using data from, 1,234 and, 449 UC patients, respectively. 
Quartile plots and logistic regression models were used to evaluate the 
exposure-response relationships across UPA doses of, 7.5 mg to, 45 mg 
once daily (QD) for induction and, 15 mg to, 30 mg QD for maintenance.
Results: UPA PK in UC patients was consistent with other patient 
populations and between the induction and maintenance periods. The 
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percentage of subjects achieving clinical and endoscopic efficacy end-
points at the end of the induction increased with increasing UPA average 
plasma concentration (Cavg), and became mostly flat at Cavg values ap-
proximately equivalent to the, 45 mg QD (Figure, 1). For maintenance 
treatment, there was a trend for increasing the percentage of subjects 
achieving clinical remission, steroid-free remission, endoscopic improve-
ment, and histo-endoscopic mucosal improvement within the range of 
UPA plasma exposures evaluated. Exposures associated with UPA, 30 mg 
QD were estimated to provide a, 8% to, 10% increase in the percentage 
of subjects achieving these endpoints compared to, 15 mg QD (Figure, 2). 
There was no trend for exposure-response relationships within the range 
of evaluated UPA exposures for any of the evaluated safety endpoints 
(>2 g/dL decrease in hemoglobin and >2 g/dL decrease in hemoglobin 
and < lower limit for normal, hemoglobin <, 8  g/dL, lymphopenia ≥ 
Grade, 3, neutropenia ≥ Grade, 3, Herpes Zoster infection, serious infec-
tions, and pneumonia) at the end of induction or maintenance periods.
Conclusion: UPA plasma exposures associated with the, 45 mg QD in-
duction dose maximized efficacy for clinical and endoscopic endpoints at 
Week, 8. Plasma exposures associated with UPA, 30 mg maintenance dose 
provide additional incremental benefit compared to, 15 mg QD. No trends 
were observed for increase in the evaluated safety events with increasing 
UPA plasma exposures at the end of induction or maintenance periods.

P342
Trans-continental analysis of over, 2000 Inflammatory 
Bowel Disease patients implicates geography, disease 
type, and exposure to immunosuppression as drivers 
of SARS-CoV-2 seroprevalence: data from the ICARUS-
IBD Consortium

S.Y. Wong*1, D. Helmus2, L. Marlow3, V. Martinez Pazos2, S. Brann3, 
J. Wellens4, S. Kedia5, J.W.Y. Mak6, D. Bergemalm7, M. Argollo8, 
C. Zaltman9, F. Steinwurz10, D. Rubin11, M. Allez12, J. Halfvarson7, 
M.T. Abreu13, J. Lindsay14, U. Dutta15, M.S. Silverberg16, S.C. Ng6, 
V. Ahuja5, K. Watanabe17, S. Vermeire18, J.F. Colombel2, J. Satsangi19; 
ICARUS-IBD Consortium
1Mount Sinai Hospital, The Henry D.  Janowitz Division of 
Gastroenterology- Department of Medicine, New York, United States, 
2Icahn School of Medicine at Mount Sinai, The Henry D.  Janowitz 
Division of Gastroenterology- Department of Medicine, New York, 
United States, 3University of Oxford, Translational Gastro-Intestinal 
Unit- Nuffield Department of Medicine, Oxford, United Kingdom, 
4University Hospitals Leuven, Translational Research for Gastrointestinal 
Diseases, Leuven, Belgium, 5All India Institute of Medical Sciences, 
Gastroenterology, New Delhi, India, 6The Chinese University of 
Hong Kong, Medicine and Therapeutics, Hong Kong, China, 7Örebro 
University, Dept of Gastroenterology- Faculty of Medicine and Health, 
Örebro, Sweden, 8Universidade Federal de São Paulo, Department of 
Gastroenterology, São Paulo, Brazil, 9Hospital Universitário- Universidade 
Federal Do Rio de Janeiro, Departamento de Clínica Médica, Rio de 
Janeiro, Brazil, 10Instituto Steinwurz de Saúde do Intestino, Division of 
Gastroenterology and Hepatology, São Paulo, Brazil, 11The University 
of Chicago, Gastroenterology- Hepatology & Nutrition, Chicago, 
United States, 12Hôpital Saint-Louis- APHP- Université de Paris, 
Gastroenterology, Paris, France, 13University of Miami Miller School of 
Medicine, Gastroenterology- Department of Medicine, Miami, United 
States, 14Barts Health NHS Trust – The Royal London Hospital, Centre 
for Immunobiology, London, United Kingdom, 15Postgraduate Institute 
of Medical Education & Research, Gastroenterology, Chandigarh, India, 
16University of Toronto, Division of Gastroenterology- Mount Sinai 
Hospital Inflammatory Bowel Disease Centre, Toronto, Canada, 17Hyogo 
College of Medicine, Center for Inflammatory Bowel Disease- Division of 

Internal Medicine, Nishinomiya, Japan, 18University Hospital Leuven and 
Catholic University Leuven, Gastroenterology & Hepatology, Leuven, 
Belgium, 19University of Oxford, Nuffield Department of Medicine, 
Oxford, United Kingdom

Background: IBD patients on immune-modulatory therapies are con-
sidered high-risk for SARS-CoV-2 infection. Direct comparisons of 
serological responses to SARS-CoV-2 infection in IBD patients across 
different continents and medications are lacking. We performed SARS-
CoV-2 sero-surveillance of IBD patients prior to vaccination at seven 
large tertiary centres in Asia, Europe, and North America.
Methods: Clinical data and sera were collected from, 2,213 IBD patients 
receiving routine care at institutions in Belgium, Canada, Hong Kong, 
India, Japan, the United Kingdom, and the United States between, 26 
May, 2020 and, 24 September, 2021 (Table, 1). Sera were taken prior to 
vaccination. Clinical data were collected through patient questionnaires 
and medical records. Antibody reactivity to the SARS-CoV-2 spike protein 
was assessed using the Roche SARS-CoV-2 anti-spike total antibody and/
or Siemens Healthineers COV2T anti-spike total antibody assays, which 
showed, 99.4% concordance. Univariate analysis was performed to 
evaluate association between individual variables and sero-status.
Results: The pre-vaccination seroprevalence of antibodies to SARS-
CoV-2 in IBD patient varied widely according to location from, 0% in 
Hong Kong to, 57.9% in New Delhi, India (p<0.001). Rates in Europe 
and North America were similar (range, 3.57%-8.94%). Overall, SARS-
CoV-2 seroprevalence appears to be equal to or less than local populations 
(Table, 2). Seroprevalence rates were associated with IBD type (7.8% CD, 
12.4% UC, 15% IBD-U, p<0.001), smoking status (p<0.001), and history 
of COVID diagnosis (p<0.001) or COVID hospitalization (p=0.001), and 
any IMM (p<0.001). (Table, 3). Whilst there were no significant differ-
ences in seroprevalence between patients receiving infliximab (IFX), ved-
olizumab (VDZ), and ustekinumab (UST), antibody levels were attenuated 
in patients on IFX monotherapy and combination therapy (both p=0.002) 
and VDZ (p=0.02), compared with no medications (Figure 1).
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Conclusion: We confirm in diverse poulations that exposure to biologics or 
immunomodulators, type of disease, and smoking status are associated with 
seroprevalence and antibody levels. We show for the first time the dominant 
influence of geographical location on sero-status in these patients. These 

observations should be considered as we look towards post-vaccination data 
to help stratify patients for clinical guidelines on SARS-CoV-2 vaccination.

P343
Changing the coUrse of cRohn’s disease with an 
Early use of adalimumab: The CURE study from the 
GETAID

L. Peyrin-Biroulet*1, Y. Bouhnik2, D. Laharie3, Y. Elgharabawy4; the 
CURE GETAID study group
1CHRU de Nancy, Gastroenterology, Nancy, France, 2AP-HP. Nord-
Université de Paris- Hôpital Beaujon, Gastroenterology, Clichy, France, 
3CHU Bordeaux Haut Lévèque, Gastroenterology, Pessac, France, 
4GETAID, Biostatistic, Paris, France

Background: Crohn’s disease (CD) is a disabling and destructive disease. 
Early intervention associated with tight monitoring appear to the best way 
to achieve deep remission and to prevent disease progression. Whether 
anti-TNF therapy can be interrupted in patients with early CD who have 
undergone a period of prolonged deep remission is unknown. The primary 
objective was to evaluate the sustained deep remission rate one year after 
discontinuation of a, 12-month course of adalimumab in adult patients 
with early CD who achieved deep remission at, 12 months and who were 
already in clinical remission and biomarker remission at, 6 months.
Methods: We carried out a multicentre prospective GETAID cohort study. 
All patients were naïve to biologics. The primary study endpoint was the 
percentage of patients with sustained deep remission at, 2  years after a, 
12-month course of adalimumab in patients who achieved deep remission 
without therapeutic intervention (i.e. no surgery, no clinical flare-up, no 
introduction of CD-related treatment, no need for adalimumab optimiza-
tion) AND who were already in clinical remission (CDAI <, 150) and bio-
marker remission (CRP <, 5 mg/L and fecal calprotectin <, 250) at, 6 months.
The time to first relapse in patients who achieved deep remission after, 
12-month therapy was also evaluated.
Results: A total of, 201 subjects were included between March, 2015 
and March, 2019. The median disease duration was, 4 months.
Overall, 56/183 (30.6%) of patients achieved deep remission at one 
year. From those who achieved deep remission, not lost to follow-up 
(n=8) and without protocol violation (n=2), 20/46 (43.48%) main-
tained their deep remission for one year after their treatment dis-
continuation (month, 24 of the study). Probabibility of relapse-free 
survival following adalimumab discontinuation in patients achieving 
deep remission at, 12 months was, 44.8% (Figure).
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Conclusion: Three out of, 10 patients with early CD and naïve to bio-
logics achieved deep remission at one year with adalimumab. Among 
these patients, about half of them maintained deep remission at, 
2 years. The identification of factors associated with treatment success 
will allow identifying CD patients who can stop anti-TNF therapy after 
achieving deep remission.

P344
What our patients are looking for - the common 
fields of interest in IBD patients: A Google Trends 
Analysis

R. Zarchi1, A. Elgressy2, S. Ben-Horin2, U. Kopylov*2

1Tel Aviv University, Sackler School of Medicine., Tel Aviv, Israel, 2Tel-
HaShomer Sheba Medical Center, Department of Gastroenterology, 
Ramat Gan, Israel

Background: Inflammatory bowel diseases are varied in the way they 
present, progress and respond to treatment. IBD patients frequently 
complain about the lack of proper knowledge and support systems, 
this gap leads to an extensive online search for information. The aim of 
our study was to characterize the trends in IBD-related Google searches 
by exploring the Google Trends query tool
Methods: We retrieved worldwide Google Trends data related to 
Crohn’s Disease and Ulcerative Colitis over the past, 10  years (Jan, 
2011 - Oct, 2021). The search terms selection was based on prefer-
ences and knowledge gaps identified by an online survey by the mem-
bers of the of the israeli Crohn’s Disease and Ulcerative Colitis patients 
association, coupled with data from available literature and Google 
autocompletion data. We also compared the search volume of the two 
diseases using the “Topic” feature in google trends, which allows us 
to utilize google’s search terms aggregation by a specific topic. Google 
trends provide RSV (Relative Search Volume) over time, and over dif-
ferent regions. The results are normalized on a scale of, 0–100 (100 
signifying the most highly-search item).We also compared the RSV for 
searches related to UC and CD.
Results:  Out of the, 20 domains researched over, 370  months, the, 
10 most searched domains in Crohn’s disease related searches 
was ’diet’(41.30%), ’cancer’(14.22%), ’weight’(7.52%), ’preg-
nancy’(4.44%), ’disability’(4.05%), ’COVID’(3.45%), ’alcohol’ 
(3.22%), ’vaccine’ (3.17%), ’stress’ (2.54%) and ’smoking’ (2.47%). The, 
10 most searched domain in ulcerative colitis related searches was ’diet’ 
(41.72%), ’cancer’ (18.69%), ’weight’ (5.47%), ’pregnancy’(4.77%), 
’smoking’(3.76%), ’alcohol’(3.63%), ’probiotics(3.27%), ’dis-
ability’(2.77%), ’stress’(2.62%) and ’covid’(2.12%). When focusing at 
the time period between March, 2020 and October, 2021, the most 
searched domain in crohn’s disease was ’COVID’(22.67%) followed by 
’diet’(21.81%), ’cancer’(12.52%), ’vaccine’(10.70%), ’weight’(7.07%), 
’disability’ (4.34%), ’alcohol’ (2.82%), ’pregnancy’ (2.67%), ’stress’ 
(2.22%) and ’biologics’ (2.17%). Over the same time span, the most 
searched domain in ulcerative colitis was ’diet’ (29.59%) followed by 
’cancer’ (18.32%), ’COVID’ (11.84%), ’weight’ (6.32%), ’vaccine’ 
(5.75%), ’alcohol’ (4.07%), ’pregnancy’ (3.66%), ’disability’ (3.06%), 
’smoking’ (2.61%) and ’probiotics’ (2.46%).
Conclusion: Patients have numerous interests related to their IBD 
disease. The most searched IBD-related item is diet, with COVID-19 
leading since the break of the pandemic. Our results are a surrogate 
representation of the patient’s knowledge gaps and needs, and we sug-
gest that IBD healthcare providers should focus their guidance on the 
issues identified by the patients as such.

P345
The Effectiveness of Ustekinumab and 
Vedolizumab as Third-line Therapy in Patients with 
Refractory Crohn’s Disease

F.S. Macaluso*1, M. Grova1, M. Saladino2, M.G. Demarzo3, 
A.C. Privitera4, E. Giangreco5, S. Garufi6, S. Renna1, A. Casà1, 
M. Ventimiglia7, M. Cappello2, W. Fries3, A. Orlando1; Sicilian 
Network for Inflammatory Bowel Disease (SN-IBD)
1Ospedali Riuniti Villa Sofia-Cervello, IBD Unit, Palermo, Italy, 
2University of Palermo, Gastroenterology and Hepatology Section- 
Promise-, Palermo, Italy, 3University of Messina, IBD Unit, Messina, 
Italy, 4Cannizzaro Hospital, IBD Unit, Catania, Italy, 5Guzzardi 
Hospital, Gastroenterology Unit, Vittoria, Italy, 6A.R.N.A.S. 
“Garibaldi”, Gastroenterology Unit-, Catania, Italy, 7Italian Ministry 
of Health, Directorate General of Medical Device and Pharmaceutical 
Service, Rome, Italy

Background: There is no head-to-head trial comparing ustekinumab 
(UST) and vedolizumab (VDZ) in Crohn’s disease (CD). Recently, 
real-world studies evaluated the two biologics in patients refractory 
to anti-TNF therapy, i.e. as second-line agents. Conversely, no study 
specifically focused on the effectiveness of UST and VDZ as third-line 
agents, i.e. after failure with at least one TNF-α inhibitor plus failure 
with VDZ or UST. We performed a multicentre, real-world assessment 
of the effectiveness of UST and VDZ in these highly-refractory patients 
with CD.
Methods: Data of consecutive patients with CD treated with UST and 
VDZ as third-line therapy until October, 2021 were extracted from 
the cohort of the Sicilian Network for Inflammatory Bowel Disease 
(SN-IBD). The effectiveness was evaluated at, 8, 26, and, 52 weeks, 
and as treatment persistence at the end of follow up. The clinical out-
comes were steroid-free clinical remission (SFCR - Harvey-Bradshaw 
Index <, 5 without steroid use) and clinical response (CR - reduction 
of the Harvey-Bradshaw Index ≥, 3 points with a concomitant decrease 
of steroid dosage compared with baseline). Multiple logistic regres-
sion models were build to find independent predictors of effectiveness, 
including the use of UST and VDZ as candidate predictors.
Results:, 143 patients (UST: n=113; VDZ: n=30) were included. After, 
8 weeks, SFCR was reported in, 38.1% of patients treated with UST 
and in, 43.3% of patients treated with VDZ (p=0.75), while CR was 
reported in, 61.9% of patients treated with UST and in, 60.0% patients 
treated with VDZ (p=1.00). After, 26 weeks, the rates of SFCR and 
CR were, 41.6% for UST and, 50.0% for VDZ (p=0.60), and, 61.4% 
for UST and, 66.7% for VDZ (p=0.81), respectively. After, 52 weeks, 
the rates of SFCR and CR were, 51.8% for UST and, 57.1% for VDZ 
(p=0.78), and, 65.9% for UST and, 71.4% for VDZ (p=0.77), respect-
ively. Lack of difference in effectiveness between the two drugs at any 
time point was confirmed by multiple logistic regression models. After, 
26 weeks, 88.7% of patients treated with UST and, 81.4% of patients 
treated with VDZ were still on treatment. Univariable Cox survival 
analysis showed a higher probability of treatment discontinuation 
for VDZ compared with UST (HR for VDZ:, 2.66; p=0.008), even if 
such difference was not confirmed at the multiple Cox proportional 
hazard regression model (HR for VDZ:, 1.94; p=0.08), where only 
age (HR, 0.98; p=0.04) and use of systemic steroids at baseline (HR, 
3.29; p=0.003) were found to be independent predictors of treatment 
discontinuation.
Conclusion: This is the first real-world study assessing VDZ and UST as 
third-line therapy in patients with CD. Both drugs showed surprisingly 
high effectiveness, without significant differences between them.
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P346
Chronic pouch failure rates after close rectal 
dissection and total mesorectal excision in ileal 
pouch-anal anastomosis

M. Reijntjes*1, D. de Jong2, E. Bocharewicz1, W. Elise2, 
M. Duijvestein3, W. Bemelman1

1Amsterdam UMC- location AMC, Surgery, Amsterdam, The 
Netherlands, 2Amsterdam UMC- location AMC, Gastroenterology, 
Amsterdam, The Netherlands, 3Radboud UMC- Nijmegen, 
Gastroenterology, Nijmegen, The Netherlands

Background: During restorative (completion) proctectomy and Ileal 
pouch-anal anastomosis (IPAA), rectal dissection can be performed 
in either the total meso-rectal excision (TME) plane with anterolat-
eral exception, or as a full close rectal dissection (CRD). CRD showed 
lower postoperative morbidity and better short-term quality of life 
(QOL) when compared to TME. We aimed to compare the incidence of 
chronic pouch failure (PF) in patients undergoing TME or CRD during 
proctectomy followed by IPAA for inflammatory bowel diseases (IBD).
Methods: This mono-centre retrospective cohort study included con-
secutive patients who underwent IPAA surgery for UC from January, 
2002 to October, 2017 in a tertiary IBD referral centre. Outcomes of 
this study were chronic pouch failure (PF) rates and PF-free survival be-
tween patients who underwent CRD and TME. Chronic PF was defined 
as a pouch-related complication occurring <, 3 months after IPAA sur-
gery requiring pouch-redo surgery, -excision or definitive ileostomy 
without excision. PF-free survival was defined as months between date 
of functional pouch and date of surgical PF. Multivariable cox- regres-
sion was used to determine whether CRD as dissection type had impact 
on PF-free survival, when compared to TME. (Chronic) anastomotic 
ileal pouch-anal leakage and fistula were also included in analyses as 
confounding factors, which is in line with available literature1.
Results: Out of, 293 patients that underwent pouch surgery, 123 
(42.0%) had a proctectomy in the CRD plane, and, 170 (58.0%) in the 
TME plane. As the median operation year for CRD was, 9 years later 
(2006 vs, 2015), a significantly shorter postoperative follow-up for 
CRD patients was reported (74 vs, 172 months, p<0.01). PF occurred 
in, 27 (9.2%) patients, of which six (4.9%) underwent CRD and, 21 
(12.4%) underwent TME (p=0.03). Both the mean PF-free survival in 
months (162 vs, 195, p=0.31) and PF-free survival rate after, 36 months 
(98.1% vs, 92.1%) were comparable among patients who underwent 
CRD and TME (Figure, 1, p=0.31). CRD was not associated with 
developing chronic PF (Odds ratio = 0.96, CI, 95%:, 0.35–2.61) after 
multivariable cox-regression analysis.
Figure, 1. PF-free survival curve for patients who underwent CRD (red) 
and TME (blue)

Conclusion: In the current study, we did not observe a significant dif-
ference in chronic PF after either CRD or TME. Although data on 

long-term functional outcomes and QOL are necessary to draw final 
conclusions, results of this study suggest that long-term outcomes of 
CRD were comparable to outcomes after TME. As an earlier study 
concluded CRD is beneficial when it comes to postoperative morbidity 
and short-term QOL, surgeons should consider performing close rectal 
dissection during IPAA surgery for IBD.

P347
Sarcopenia is a poor prognostic factor for 
endoscopic outcomes in patients with Crohn’s 
disease

M. Grova*1,2, F. Crispino1,2, M. Maida3, A. Vitello3, L. Tesè4, 
G. Rizzuto1, A. Casà1, S. Renna1, F.S. Macaluso1, A. Orlando1

1Azienda Ospedaliera Ospedali Riuniti Villa Sofia-Cervello, 
Inflammatory Bowel Disease Unit, Palermo, Italy, 2Azienda Ospedaliera 
Universitaria Policlinico “Paolo Giaccone”, Department of Health 
Promotion- Mother and Child Care- Internal Medicine and Medical 
Specialties PROMISE, Palermo, Italy, 3“S.Elia-Raimondi” Hospital, 
Section of Gastroenterology, Caltanissetta, Italy, 4Azienda Ospedaliera 
Ospedali Riuniti Villa Sofia-Cervello, Radiology Unit, Palermo, Italy

Background: Sarcopenia is defined as depletion in lean muscle mass 
with a loss of muscle strength and has been associated with increased 
morbidity and mortality in chronic diseases. Despite the risks and po-
tential consequences of low lean muscle mass in patients with Crohn’s 
disease (CD), the impact of sarcopenia has been poorly evaluated. 
Therefore, the aim of our study was to assess the role of sarcopenia in 
predicting clinical and endoscopic outcomes in a cohort of CD patients.
Methods: Consecutive CD patients who started biologics between, 
2015 and, 2020 and who underwent abdominal magnetic resonance 
imaging (MRI) within, 6 months from the beginning of the treatment 
were enrolled. Sarcopenia was defined as sex-specific total psoas area 
index (TPAI), measured at the, 3rd lumbar vertebra level, below the, 25th 
percentile. Multivariate analysis was used to evaluate whether sarco-
penia could predict steroid-free clinical remission (Harvey-Bradshaw 
Index [HBI] <5 and no steroid treatment) and endoscopic response 
(Simple Endoscopic Score for Crohn’s disease [SES-CD] ≤2 or SES-CD 
≤2 and Rutgeerts score i0-i1) after, 52 weeks of treatment.
Results:, 358 patients were included. Sarcopenic patients were older 
(p = 0.001), with lower body mass index (BMI) (p = 0.001) and higher 
Charlson Comorbidity Index (p  =  0.02). Furthermore, sarcopenia 
was associated with a lower rate of endoscopic response (p = 0.014) 
and a lower SES-CD and Rutgeerts score after, 52 weeks of treatment 
(p  =  0.008; p  =  0.001). In multivariate analysis, sarcopenia was an 
independent predictor of absence of endoscopic response (odds ratio 
[OR] = 2.8;, 95% confidence interval (95% CI), 1.1–7.5; p = 0.02), 
along with smoking (OR  =  2.39;, 95% CI, 1.05–5.44; p  =  0.038) 
and perianal disease (OR  =  2.69;, 95% CI, 1.19–6.08; p  =  0.017). 
Sarcopenia was not associated with steroid-free clinical remission.
Conclusion: This is the first study demonstrating that sarcopenia is a 
poor prognostic factor for endoscopic response in CD patients. These 
results suggest that, in the future, screening for sarcopenia on routine 
abdominal MRI could be used in clinical practice for better management 
of CD patients in need of biological therapy. Further studies with a larger 
sample size and a validation cohort are needed to confirm our data.
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P348
Top down versus step-up strategies to prevent 
postoperative recurrence in Crohn’s disease

A. Buisson*1, L. Blanco1, L. Manlay1, M. Reymond1, O. Rouquette1, 
A. Dubois1, B. Pereira1

1University Hospital Estaing, Department of Gastroenterology- IBD 
Unit, Clermont-Ferrand, France

Background: The best management after ileocolonic resection is still 
unknown in Crohn’s disease (CD).
We compared step-up and top-down approaches to prevent short and 
long-terms postoperative recurrences in CD patients.
Methods: From a comprehensive database, consecutive CD patients 
who underwent intestinal resection (2014–2021) were included. Top-
down (biologics started within the first month after surgery) or step-up 
strategies (no biologic between surgery and colonoscopy at, 6 months) 
were performed with systematic colonoscopy at, 6 months and thera-
peutic escalation if Rutgeerts index was ≥i2a (endoscopic postoperative 
recurrence). Propensity score analysis (Inverse probability of treatment 
weighting) was applied for each comparison adjusted on the following 
parameters: gender, prior history of bowel resection, smoking habits, 
CD location, CD behaviour, resection length >, 30  cm, age and the 
number of biologics before surgery.
Results: Among, 115 CD patients, top-down was the most effective 
strategy to prevent endoscopic postoperative recurrence (Rutgeerts index 
≥ i2a) (46.8% vs, 65.9%, p=0.042) and to achieve complete endoscopic 
remission (Rutgeerts index = i0) (45.3% vs, 19.3%, p=0.004) at, 6 months. 
The median time of follow-up (ending at the time first progression of 
bowel damage or last follow-up) was, 41.9 months [21.4–76.2]. We did 
not observe any significant difference between the two groups regarding 
clinical postoperative recurrence (hazard ratio (HR) = 0.86 [0.44–1.66], 
p=0.66) and progression of bowel damage (HR  =  0.81 [0.63–1.06], 
p=0.12). Endoscopic postoperative recurrence (Rutgeerts index ≥ i2a) at, 
6 months was associated with increased risk of clinical postoperative recur-
rence (HR = 1.97 [1.07–3.64], p, 0.029) and progression of bowel damage 
(HR = 3.33 [1.23–9.02], p=0.018). Among the subgroup without endo-
scopic postoperative recurrence (Rutgeerts index = i0 or i1) at, 6 months, 
the risks of clinical postoperative recurrence and progression of bowel 
damage were significantly improved in the top-down group compared to 
step-up (HR = 0.59 [0.37–0.94], p = 0.025) and HR = 0.73 [0.63–0.83], 
p<0.001, respectively). In contrast, when focusing on patients experiencing 
endoscopic postoperative recurrence (Rutgeerts index ≥ i2a) at, 6 months, 
top-down approach was associated with higher likelihood of clinical post-
operative recurrence (HR = 1.92 [1.02–3.59], p = 0.042) and progression 
of bowel damage (HR = 1.58 [1.03–2.42], p = 0.035).
Conclusion: Top-down strategy should be preferred to step-up 
approach to prevent endoscopic postoperative recurrence as well as 
clinical postoperative recurrence and progression of bowel damage in 
most of the patients with Crohn’s disease after bowel resection.

P349
Safety of Inflammatory Bowel Disease treatments 
in patients with Solid Organ Transplantation 
(EITOS study of GETECCU)

I. Bastón Rey*1, C. Calvino Suárez1, A.M. Luque2, B. Caballol3, 
C. Soutullo4, A. Bravo5, A. Castaño6, B. Gros7, A. Hurtado8, 
T. Vázquez Rey9, H. Alonso Galán10, F. Cañete11, B. Castro12, 
P. Pérez Galindo13, C. González Muñoza14, I. El Hajra15, 
P. Martínez Montiel16, I. Alonso Abreu17, F. Mesonero18, 
M. González Vivo19, L. Peries20, E. Martín Arranz21, C. Abril22, 

I. Marín Jiménez23, R. Baltar24, M. Vicuña25, N. Moreno26, E. Brunet27, 
I. Rodríguez Lago28, C. Rubín de Célix29, I. Fajardo30, N. Cruz31, 
M. Rojas Feria2, A. Fernández Clotet3, M. Gimeno4, Y. Zabana32, 
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Investigación Biomédica en Red de Enfermedades Hepáticas y Digestivas 
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Background: Inflammatory bowel disease (IBD) in patients with solid 
organ transplantation (SOT) is associated with a greater complexity in 
their medical management. The aim of this study was to evaluate the 
safety profile of different IBD treatments in patients with IBD and SOT.
Methods: A retrospective, observational multi-center study was 
designed. IBD patients with SOT were included in two separate cohorts: 
(1) patients with pre-existing IBD and (2) patients without IBD at the 
time of SOT (de novo IBD). The primary outcome was to evaluate the 
presence of severe infections (opportunistic infections or infection that 
required hospitalization) and malignancies. Predictive factors for infec-
tions were identified by logistic regression.
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Results: A total of, 177 patients (106 pre-existing IBD and, 71 de novo 
IBD) from, 31 centers were included. Baseline characteristics are shown 
in Table, 1.  Tacrolimus was the most commonly used antirejection 
treatment (153 patients, 88.7%).
In the pre-existing IBD cohort, after SOT, 61 patients (59.8%) were not 
under treatment or were treated with, 5-aminosalicylates, 10 patients 
(9.8%) were on azathioprine and, 31 (30.4%) were on biologics, of which, 
8 were on combo therapy. In the pre-existing IBD cohort, 47.1% patients 
had severe infections being cytomegalovirus (CMV) infection, acute chol-
angitis and Clostridioides difficile (C.Diff) colitis the most common (Fig. 1).
In de novo IBD cohort, 13 patients (18.3%) were on azathioprine and, 
28 (39.4%) were on biologics, of which, 4 were on combo therapy. 
Half of patients in de novo IBD cohort (54.9%) had severe infections, 
being CMV infection and pneumonia the most frequently observed. 
C.Diff colitis was less frequent in this group (Fig 2).
Asystole donor (OR, 3.7, 95%CI, 1.1–12.6), primary sclerosing chol-
angitis (PSC) (OR, 3.3, 95%CI, 1.3–8.6) and retransplantation (OR, 
10.8, 95%CI, 1.2–98.8) were identified as risk factors for severe in-
fection after SOT in patients with pre-existing IBD. No treatment was 
significantly associated with increased risk of infections.
In the pre-existing IBD cohort, 14 (13.5%) developed at least one malig-
nancy after SOT over a median of, 5 years (range, 1.2–10.1). In patients 
with de novo IBD, 13 (18.3%) developed cancer after the diagnosis of 
IBD over a median of, 6.6 years (range, 2.9–8.0). Non-melanoma skin 
cancer was the most frequent malignancy in both groups. Two colo-
rectal cancers were detected in each cohort.

Conclusion: About half of patients with IBD and SOT develop severe 
infections, being CMV the most frequent involved. Asystole donor, PSC 
and retransplantation are associated with increased risk of infection after 
SOT in pre-existing IBD cohort. Both groups show an elevated incidence of 
malignancies, being non-melanoma skin cancer the most common.

P350
Comparative risk of incident cancer in patients 
with Inflammatory Bowel Disease with 
prior non-digestive malignancy according to 
immunomodulator: a multicenter cohort study

F. Poullenot*1, A. Amiot2, M. Nachury3, S. Viennot4, R. Altwegg5, 
Y. Bouhnik6, V. Abitbol7, S. Nancey8, L. Vuitton9, L. Peyrin-Biroulet10, 
A. Biron11, M. Fumery12, L. Picon13, M. Vidon14, C. Reenaers15, 
M. Serrero16, G. Savoye17, L. Beaugerie18, P. Rivière1, D. Laharie1; 
GETAID
1CHU de Bordeaux- Hôpital Haut-Lévêque- Service d’Hépato-
gastroentérologie et oncologie digestive – Université de Bordeaux- 
F-33000 Bordeaux- France, Gastroenterology, Pessac, France, 
2Département de Gastroentérologie- Hôpitaux Universitaires Henri 
Mondor- AP-HP- EA7375 EC2M3, Gastroenterology, Creteil, 
France, 3Univ. Lille- Inserm- CHU Lille- U1286 - INFINITE - 
Institute for Translational Research in Inflammation- F-59000 Lille- 
France, Gastroenterology, Lille, France, 4Hepato-gastroenterology 
Departement- CHU Caen- Caen- France, Gastroenterology, Caen, 
France, 5Department of Gastroenterology- Saint-Eloi Hospital-, 34, 
000 Montpellier- France, Gastroenterology, Montpellier, France, 
6Gastroenterology and Nutrition Support Department- Department of 
Gastroenterology- Beaujon Hospital- Clichy- France., Gastroenterology, 
Clichy, France, 7Hôpital Cochin AP-HP Gastro-entérologie, 27 rue 
du faubourg saint Jacques, 75014 Paris France et Université de Paris, 
Gastroenterology, Paris, France, 8Department of Gastroenterology- 
CHU- Lyon- France, Gastroenterology, Lyon, France, 9Department 
of Gastroenterology- CHRU- Besançon- France, Gastroenterology, 
Besançon, France, 10Gastroenterology Departement- Nancy University 
Hospital- Université de Lorraine- Nancy- France, Gastroenterology, 
Nancy, France, 11CHU Reims. Hôpital Robert Debré. Service Hépato-
gastroentérologie et cancérologie digestive., Gastroenterology, Reims, 
France, 12Department of Gastroenterology- CHU- Amiens- France, 
Gastroenterology, Amiens, France, 13Hepato-gastroenterology 
Departement- CHRU Tours-TROUSSEAU Hospital- Tours- France, 
Gastroenterology, Tours, France, 14Hôpital Intercommunal de Créteil., 
40 avenue de Verdun –, 94, 000 Créteil, Gastroenterology, Créteil, 
France, 15Hepato-gastroenterology Departement- CHU Sart Tilman- 
Liège University- Liège- Belgium, Gastroenterology, Liège, Belgium, 



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i363

16Hepato-gastroenterology Departement- APHM Hôpital Nord- 
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Background: Knowledge about the cancer risk when initiating a biologic 
in Inflammatory Bowel Disease (IBD) patients with prior malignancy 
remains scarce especially for vedolizumab. Our aim was to evaluate the 
rate of incident cancer in a cohort of IBD patients with prior non-diges-
tive malignancy according to the subsequent treatment given.
Methods: Consecutive cases of patients with IBD and a malignancy 
were retrospectively collected in, 33 centers in two countries. Patients 
with a biliary- or digestive tract cancer were excluded. Inclusion date 
corresponded to diagnosis of malignancy. Patients were categorized into 
different cohorts according to the first treatment they were exposed to 
after the malignancy diagnosis and before incident cancer. Follow-up 
time was calculated from the first administration of therapy to last 
follow-up visit. For patients receiving no therapy, follow-up started 
at diagnosis of cancer. Incident cancer during follow-up was defined 
as recurrence of the known cancer or occurrence of a new cancer. 
Crude cancer incidence rates were compared between the cohorts 
using chi-square test. Patients from the anti-TNF, vedolizumab, and no 
treatment cohorts were matched on age, lymph node and metastasis 
extension and malignancy recurrence risk according to the Penn classi-
fication using a propensity-score analysis with a, 1:1 ratio.
Results: Among the, 538 patients (58% female; mean [standard devi-
ation (SD)] age inclusion:, 52 [15] years) analyzed, the most frequent 
malignancy was breast cancer (25%). First immunomodulator given 
after inclusion was a conventional immunosuppressant in, 27% of 
patients, anti-TNF in, 21% or vedolizumab in, 9%. With a median 
(inter-quartile range (IQR)) follow-up duration of, 55 (23–100) months, 
100 incident cancers were observed. Crude cancer incidence rates per, 
1000 person-years were, 47.0 for patients receiving no immunomodu-
lator, 36.6 in the anti-TNF cohort and, 33.6 in the vedolizumab cohort 
(p=0.23). Incident-cancer free survival rates were not different between 
patients receiving anti-TNF and those receiving vedolizumab (p=0.56). 
After adjustment, incidence rates were not different between patients 
receiving no immunomodulator, anti-TNF or vedolizumab.
On multivariate analysis, age ≥, 52 years at inclusion, follow-up after 
index cancer <55 months, and receiving immunomodulatory treatment 
within, 12 months after index cancer, were associated with an increased 
risk of incident cancer.
Conclusion: In this large multicenter cohort study, we found no differ-
ence in terms of incident cancer rates in patients with IBD and a prior 
non-digestive malignancy treated by vedolizumab compared to those 
treated by other immunomodulatory therapies including anti-TNF.

P351
Allogenic adipose-derived mesenchymal stem cells 
(darvadstrocel) in Japanese patients with complex 
perianal fistulas in Crohn’s disease
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M. Shibata5, T. Yamaguchi5

1Hyogo College of Medicine, Center for Inflammatory Bowel Disease- 
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Bowel Diseases, Osaka, Japan, 3Mie University Graduate School of 
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4Yokohama Municipal Citizen’s Hospital, Department of Inflammatory 
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Background: Patients with complex Crohn’s perianal fistulas were 
treated with allogenic mesenchymal stem cells (darvadstrocel) in piv-
otal studies, and in clinical practice in Europe since, 2018. However, 
it is unclear whether the same efficacy and safety could be expected 
across different ethnic groups. Moreover, it is known that perianal 
complications including perianal fistulas are more frequent in Asian 
patients with Crohn’s disease (CD).
Methods: Japanese adult patients with treatment-refractory complex peri-
anal fistulas in CD were enrolled from, 9 sites in a phase, 3, open-label, 
single-arm, uncontrolled study. Patients could have, 2 internal and, 3 ex-
ternal openings at maximum, and their luminal disease was non-active or 
mildly active (CDAI ≤220) at baseline. A single dose (24mL, 120 million 
cells) of darvadstrocel was intralesionally injected, and results after, 24 
and, 52 weeks were evaluated. Primary endpoint was combined remission 
(a remission rate evaluated clinically and by MRI) at Week 24.
Results:, 22 patients (mean age, 36.4 years, 63.6% male, mean duration 
of CD, 11.3 years) were enrolled. A half (11/22) had, 1 internal open-
ing (IO) and, 2 external openings (EO) followed by, 1IO-1EO/2IO-
2EO/2IO-3EO (3 each, 9/22) and, 1IO-3EO (2/22)., 59.1% and, 
68.2% achieved combined remission at Week, 24 (primary endpoint) 
and Week, 52, respectively.
Up to Week, 52, 90.9% (20/22) experienced adverse events (AE), and, 
81.8% (18/22) were mild or moderate in intensity. Proctalgia (6/22), 
nasopharyngitis (5/22), and anal fistula (4/22) were most frequently 
reported. There was no death or AE-related study discontinuation.

Darvadstrocel (n=22)

  % (n) 95% CI 

Combined remissiona 
W24 59.1 (13/22) (38.5, 79.6) 
W52 68.2 (15/22) (48.7, 87.6) 
Clinical remissionb 
W24 59.1 (13/22) (38.5, 79.6) 
W52 72.7 (16/22) (54.1, 91.3) 
Responsec 
W24 81.8 (18/22) (65.7, 97.9) 
W52 90.9 (20/22) (78.9, 100.0) 
Relapsed 
W24 25.0 (4/16e) (3.8, 46.2) 
W52 23.1 (3/13f) (0.2, 46.0) 
 Median (week)  
Time to clinical remission 3.77 (2.0, 15.6) 
Time to response 2.6 (1.7, 4.3) 

 a: Clinically confirmed closure (CCC) of all treated EOs (ATE), and the 
absence of collections >2 cm confirmed by MRI
b: CCC of ATE
c: CCC of at least, 50% of ATE
d: Clinically confirmed reopening, or a collection >2  cm confirmed 
by MRI
e: Number of clinical remission at previous visit
f: Number of combined remission at W24

Conclusion:, 52 weeks after administrating darvadstrocel in Japanese 
patients with complex perianal fistulas in CD, fistula closure was confirmed 
in, 68% (15/22) and partial closure in, 90.0% (20/22). These findings are 
consistent with the pivotal study ADMIRE-CD, and real-world case-series 
reported from Europe. Furthermore, no new safety concerns were identified.
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Ustekinumab is associated with superior 
treatment persistence compared to vedolizumab 
in Crohn’s disease patients who failed to anti-TNF 
therapy: results from a Hungarian cohort study
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S. Zoltán1, M. Matuz6, T. Molnár1, K. Farkas1
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Background: Anti-tumor necrosis factor alpha treatments are effective 
and safe as first line therapy, however, their long-term efficacy is limited 
by primary (PNR) and secondary non-response (LOR) resulting in treat-
ment discontinuation in approximately, 40–50% of cases. Vedolizumab 
(VDZ) and ustekinumab (UST) therapy could be good alternative in 
patient with anti-TNF failure, however, no direct comparison has been 
made. This study aimed to assess treatment persistence and long-term 
efficacy of VDZ and UST as second- and third line biological therapies 
in Crohn’s disease (CD) patients refractory to anti-TNF therapy.
Methods: In this multicentre study, CD patients on VDZ or UST main-
tenance therapy were enrolled. We analysed data of medical history 
retrospectively in case of both agents. Demographic and clinical data 
at baseline and one-year were obtained. Clinical (CDAI<150) and bio-
chemical (CRP<10) activities and steroid-free remission were assessed 
while concomitant medications, hospitalisations and surgeries were 
recorded during the follow-up. We performed Kaplan–Meier analyses 
of persistence on treatment including age, CRP, CDAI at baseline, local-
isation, disease duration, treatment level as possible predictors.
Results:, 200 UST and, 96 VDZ-treated patients were included in the 
study. After exclusion of confounders, 162 UST and, 77 VDZ-treated 
patients were completed the follow-up. Mean age was, 41,1 (±16,5) 
and, 37,9 (±11,3) years at both agents at baseline. Steroid-free clin-
ical and biochemical remission rates did not differ between VDZ and 
UST groups at one year (73% vs, 73% and, 67% vs., 51%). Kaplan-
Meyer analysis revealed superiority of UST during follow up (86,5% 
vs., 62,9%, p<0,0001). At both agents, second-line therapy was su-
perior to third line in drug persistence (p=0,019,Exp(B)=, 0,314). 
None of the further examined parameters predicted treatment out-
come. Therapies were terminated due to PNR in, 14 (18%) vs., 8 
(5%) cases, while LOR appeared at, 13 (17%) vs., 12 (7,4%) cases 
at VDZ and UST treatment. One patient discontinued UST therapy 
due to adverse drug reaction at w20. Other drug-associated adverse 
reactions didn’t occur during the follow-up. During the follow-up 
surgery was indicated in, 6 and, 4 cases on VDZ, and, 8 and, 1 cases 
on UST treatment due to activity and perianal disease (8 and, 5%;, 5 
and, 1%, p=0,39, p=0,04).
Conclusion: We confirmed that VDZ and UST are effective and safe 
alternatives to CD patients who have failed to anti-TNF therapy. UST 
has a superiority in drug persistence compared to VDZ. Second com-
pared to third line of sequential therapy results in better outcome in 
drug persistence in case of both agents, however, head-to-head com-
parison of both agents are needed to verify our data.

P353
Agreement between patients, senior and junior 
physicians on disease activity and burden scoring 
in inflammatory bowel disease, using a tele-
monitoring platform
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F. Martínez De Carnero5, E. Morello1, M. Cosimato1, R. Rocca1, 
G. Pagana4,5, M. Daperno*1
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Background: Inflammatory bowel disease (IBD) are complex chronic 
disabling disease with variable disease activity. Physicians’ and patients’ 
perception of disease burden may vary considerably. The use of eHealth 
tools is a useful technique to monitor disease burden, but physicians- 
and patients-reported disease measurement do not overlap completely. 
Aim of this study was to perspectively explore agreement for rating 
disease activity and impact between patients, senior (consultants) and 
junior (residents) physicians.
Methods: Using a tele-monitoring platform (IBD Tool), 508 con-
secutive IBD patients filled disease activity (Harvey Bradshaw Index, 
HBI, for Crohn’s and Patient Simple Clinical Colitis Activity Index, 
P-SCCAI, as appropriate) and disease impact (Pictorial Representation 
of Illness and Self-Measure, PRISM) validated questionnaires at the 
time of outpatient visits. At the same timepoint also senior and junior 
physicians filled the same activity (HBI and Clinician SCCA, C-SCCAI) 
and impact (PRISM) questionnaires. Agreement between patients’ and 
physicians’ scores was analysed with intraclass and concordance correl-
ation coefficients and Spearman’s rank correlation coefficient.
Results: A total of, 629 filled questionnaires regarding, 508 patients was 
available for analysis. Crohn’s patients were, 52%, and females were, 
50%, median age of patients was, 44 years, and their median age at 
diagnosis was, 28 years, while median disease duration was, 12 years; 
overall, 39% of patients underwent surgery before being enrolled.
Agreement for different scores among patients, senior and junior physi-
cians was always significant and details are reported in Table, 1.
Table, 1. Agreement among patients, senior and junior physicians for 
HBI, SCCAI and PRISM.

A closer inverse relationship between activity indices and PRISM was 
found in physicians’ scores, while it was looser in patients’ scores. 
Senior physicians’ agreement was -0.774 and -0.793 for HBI and 
C-SCCAI, respectively, to PRISM (p<0.0001); Junior physicians’ agree-
ment was -0.745 and -0.753 for HBI and C-SCCAI, respectively, to 
PRISM (p<0.0001); patients’ agreement was -0.414 and -0.498 for HBI 
and C-SCCAI, respectively, to PRISM (p<0.0001).
Conclusion: Agreement of patients’ and physicians’ scoring of disease 
activity on a tele-monitoring platform is good and significant, and it 
is optimal between junior and senior doctors. According to published 
data, physicians’ and patients’ agreement regarding the perception of 
disease impact on patients’ lives (measured with PRIMS) is slightly 
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worse, although still significant, while it is good comparing junior and 
senior physicians’ rates. When exploring relationships between PRISM 
and disease activity scores it is good for physicians, and only average 
for patients.

P354
Immunological response to vaccination against 
SARS-COV-2 infection in Inflammatory Bowel 
Disease patients under immunosuppressive 
therapy: should we prioritize an additional booster 
injection?

V. Macedo Silva*1,2,3, T. Lima Capela1,2,3, M. Freitas1,2,3, 
T. Cúrdia Gonçalves1,2,3, P. Boal Carvalho1,2,3, F. Dias de Castro1,2,3, 
M.J. Moreira1,2,3, J. Cotter1,2,3

1Hospital da Senhora da Oliveira, Gastroenterology Department, 
Creixomil- Guimarães, Portugal, 2School of Medicine- University 
of Minho, Life and Health Sciences Research Institute ICVS, Braga, 
Portugal, 3PT Government Associate Laboratory, ICVS/3B’s, Braga / 
Guimarães, Portugal

Background: The severe acute respiratory syndrome coronavirus, 2 
(SARS-COV-2) infection may lead to the development of the novel 
coronavirus disease, 2019 (COVID-19). Currently, little to no data is 
available regarding safety and efficacy of SARS-COV-2 vaccination in 
Inflammatory Bowel Disease (IBD) patients, which may present differ-
ences between subgroups, as these patients may exhibit impaired innate 
and adaptive immune system responses. Lower immunological re-
sponse could, in this specific population, require an additional booster 
injection.
Methods: We conducted a prospective study including adult patients 
with Crohn’s disease (CD) and Ulcerative Colitis (UC) who have 
undergone complete vaccination against SARS-COV-2 infection with 
BioNTech® vaccine. Patients with previous SARS-COV-2 infection 
were excluded. Medical data regarding age, sex, IBD classification and 
current medication for IBD were collected.
A control group with healthy individuals matched for age and sex was 
also analyzed.
Blood samples were collected, 30 days after complete vaccination to 
quantify IgG antibody titers for SARS-COV-2 in both groups (IBD and 
non-IBD).
Results: Our final sample included, 81 IBD and, 32 non-IBD patients, 
55 (48.7%) of them females, with a mean age of, 40.2±13.0  years. 
From the IBD patients, 58(71.6%) had CD and, 23(28.4%) had UC.
IBD patients had significantly lower anti-SARS-COV-2 IgG levels when 
compared to the control group (8950±9366 vs, 14834±11679 AU/mL; 
p=0.003).
Regarding IBD medication, significant lower levels of SARS-COV-2 
IgG antibodies when compared to control patients were found in 
patients under thiopurines (9074±9779 AU/mL; p=0.011); metho-
trexate (1987±2568 AU/mL; p=0.002); infliximab (7208±7276 AU/
mL; p=0.001); and corticosteroids (1065±933 AU/mL; p=0.001). 
Additionally, patients under combined therapy (infliximab plus thio-
purines) presented with significantly lower antibodies titers when 
compared to patients treated with thiopurines in monotherapy 
(8130±11048 vs, 10563±5680 AU/mL; p=0.039).
No significant differences were found in IBD patients under salicylates 
(10195±7371 AU/mL; p=0.226); adalimumab (15644±21467 AU/mL; 
p=0.336); vedolizumab (10464±9087 AU/mL; p=0.286) and usteki-
numab (11366±10016 AU/mL; p=0.390).
Conclusion: IBD patients presented with significantly lower anti-
SARS-COV-2 IgG levels, 1 month after complete vaccination against 

SARS-COV-2 infection compared to healthy controls. Thiopurines, 
methotrexate, infliximab and corticosteroid treatment were associated 
with significantly lower antibodies levels. These findings may express 
the benefit of an additional booster injection in this population.

P355
Exceeding treatment expectations in Crohn’s 
disease: transmural healing and a new definition of 
deep remission

F. Castiglione*1, N. Imperatore1, A. Testa1, R. de Sire1, 
O.M. Nardone1, S. Ricciolino1, I. Di Luna1, M. Patturelli1, 
G.D. Villani1, O. Olmo1, A. Rispo1

1University Federico II of Naples, Clinical Medicine and Surgery, 
Naples, Italy

Background: While mucosal (MH) and transmural healing (TH) pre-
dict relevant clinical outcomes in Crohn’s disease (CD), little is known 
about the real significance and clinical impact of deep remission (DR). 
The aim of this study was to better explore the concept of DR, towards 
a direct correlation between MH, TH and biomarkers.
Methods: A real-world observational longitudinal study was per-
formed to evaluate the rate of clinical remission (CR), MH and TH, 
and the fecal calprotectin (FC)/C-reactive protein (CRP) levels in all 
consecutive patients with CD undergoing maintenance treatment with 
biologics. A ROC curve was constructed to define the best FC and CRP 
cut-offs associated with MH and TH. Finally, CD patients achieving 
CR, MH and TH, in association with the target FC and CRP values, 
were considered in DR.
Results: Among, 118 CD patients, CR, MH and TH were achieved in, 
74 (62.7%), 52 (44.1%) and, 38 patients (32.2%), respectively. After, 
2  years, the mean FC levels decreased from, 494  ±, 515.4  μg/gr to, 
260 ±, 354.9 μg/gr (p<0.01). Using the ROC curve analysis, a FC cut-off 
value of, 94 μg/gr was associated with both MH (sensitivity, 94.2%, 
specificity, 84.8%, PPV, 83.05%, NPV, 94.92%, AUC, 0.95) and TH 
(sensitivity, 92.1%, specificity, 70%, PPV, 64.4%, NPV, 94.9%, AUC, 
0.88). The MH/FC and TH/FC k of agreement was, 0.81 (p<0.01) and, 
0.58 (p<0.01), respectively. CRP <, 5 mg/L was associated with both 
MH (sensitivity, 96.1%, specificity, 62.1%, PPV, 66.7%, NPV, 95.35%, 
AUC, 0.85) and TH (sensitivity, 97.4%, specificity, 52.5%, PPV, 52%, 
NPV, 95.35%, AUC, 0.78). When considering CD patients with con-
comitant CR, MH and TH associated with a FC level <, 94 μg/gr and 
CRP <, 5 mg/L, DR was identified in, 33 patients (27.9%).
Conclusion: A FC cut-off of, 94  μg/gr and a normal CRP could be 
included in the definition of DR in association with CR, MH and TH. 
Thus, DR can be achieved in approximately, 30% of CD patients dur-
ing maintenance treatment with biologics.

P356
Czech experience with treatment of Crohn´s 
disease perianal fistulas by allogenic mesenchymal 
stem cell

Z. Serclova*1, M. Lengálová1, P. Zusková1, A. Tremerová1, 
L. Drvostepova1

1NH Hospital, Surgical Department, Horovice, Czech Republic

Background: Perianal complex fistulas in Crohn´s disease (CD) are diffi-
cult to treat by both surgical and conservative methods. Administration 
of allogenic, adipose-derived mesenchymal stem cells (darvadstrocel) 
was studied in a prospective randomised trial (PRS) with a success rate 
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of more than, 50%. The aim of our study was prospectively evaluate 
results of commercial treatment of perianal fistulas in CD patients by 
darvadstrocel in Czech Republic.
Methods: We prospectively followed, 42 consecutive patients treated 
commercially by darvadstrocel since August, 2019 till August, 2021. 
Perianal CD activity index (PDAI) was recorded for all patients as 
well as well as AGA clinical fistula assesment. Complete healing was 
considered as: no secretion from the external opening, no infiltration 
perianally, no pain; treatment failure: clear perianal secretion, painful 
infiltration and / or the need for surgery; partial response: anamnestic 
mild secretion from one external opening, infiltration around the fistula 
without pain and without the need for surgical intervention.
Results:, 42 prospectively monitored patients (17M /, 25F), average 
age, 42 years (range;, 21–70 years) underwent darvastrodstrocel treat-
ment in, 2 Czech mesenchymal stem cell therapy centers (39 pp in NH 
Hospital, 3 in ISCARE center). Patients suffered from intestinal CD 
for an average of, 15.6 years (3–34 years), perianal CD for, 8.9 years 
(2–23  years) and underwent an average of, 7.5(3–24) minor peri-
anal surgeries before the treatment., 38% (16) of patients had ano-
rectal stenosis at the time of the treatment. Patients were treated on 
average, 25 months (6–84) by stable immunosuppressive and/or bio-
logic therapy. Locally, it was complex fistulas, mostly high trans-sphinc-
teric with, 1–3 external openings (EO) (78.6%;, 33 pp had, 1 EO) and 
with, 1–2 internal openings (IO) (14.3%;, 6 pp had, 2 IO). Patients 
were monitored for an average of, 10.5 months (range;, 4–26 months). 
Complete healing occurred in, 76% patients (32), partial response in, 
11.9% (5pp) and treatment failure was in, 5 patients (11.9%). PDAI 
before MSC surgery was on average, 9.7 (3–13), 3 months after sur-
gery, 3.2 (0–13) and, 6 months after surgery, 2.6 (0–13) in patients who 
have healed or healed partially.
Conclusion: The treatment was more successful in real life than in 
PRS, which may be due to the relatively short follow-up period. 
Another reason for better outcome could be proper selection of 
patients with long term stable conservative treatment, which dem-
onstrates stable CD. In our conditions, this treatment is similarly ef-
fective as eradication of the fistula using AF, but it can also be used 
in difficult conditions such as anorectal stenosis or chronic changes 
in the rectal mucosa.

P357
Monitoring of Thiopurines and Methotrexate in 
Inflammatory Bowel Disease: Are we Monitoring 
Too Frequently? A Cross Sectional Study

Y.W. Liao*1, S. Oh1, A. Wright1, C. Evans1, C. Duff1, A. Farmer1, 
A. Fryer1

1University Hospital of North Midlands NHS trust, Department of 
Gastroenterology, Stoke-on-Trent, United Kingdom

Background: The use of immunosuppressive medications such as thio-
purines and methotrexate (MET) are commonly employed in inflamma-
tory bowel disease (IBD) to control symptoms and maintain remission. 
The British Society of Gastroenterology recommends three monthly 
full blood count (FBC) and liver function tests (LFT) to monitor for 
myelotoxicity and hepatotoxicity after being established on therapy. 
However, the quality of evidence for this is low.
Due to the high burden of blood tests and patients becoming increas-
ingly apprehensive to attend hospital or their general practice surgery 
in the midst of a pandemic, we aimed to investigate (1) the feasibility 
to adhere to these recommendations and (2) the frequency of abnormal 
blood test when recommendations are adhered.

Methods: We performed a, 12-month cross sectional study from July, 
2017 to July, 2018 of patients established on azathioprine (AZA), 
6-mercaptopurine (6-MP), or MET. The timeline was split into four 
windows of three months each. A patient was removed from the study 
if they reached any one of these six end points: no FBC or LFT checked 
within a window, new abnormal LFT, white cell count (WCC) less than, 
3.5, change in medication, change in dosage, and medication stopped.
Results: As of, 2019, 4327 patients were under the care of our specialist 
IBD team with, 1081 on active therapy. We identified, 205 patients who 
were established on these agents (AZA = 156, 6-MP = 41, MET = 8) 
within the determined study period. A  total number of, 96 patients 
reached an end point during this period.
For our first objective, a patient was deemed to have been monitored 
if FBC and LFT was checked at least once during a window., 26% 
(54/212) of patients were removed from the study as they did not fulfil 
this criteria.
Of the remaining, 41 patients who reached an end point, 14 were due to 
a new abnormal LFT result (AZA = 8, 6-MP = 6, MET = 0) and, 5 due 
to a WCC less than, 3.5 (AZA = 4, 6-MP = 1, MET =0). Excluding non-
adherent patients, our study revealed only, 12% (19/158) of patients 
had to discontinue therapy due to an abnormal blood test.
Conclusion: Achieving an adherence of, 74% was possible with a team 
of dedicated IBD specialist nurses and doctors in a tertiary centre. 
Whilst there is still much room for improvement, this may be difficult 
to replicate in smaller centres with more limited resources.
Despite the small sample size, our finding of only, 12% of abnormal 
blood test is consistent with similar studies done by Fournier et.al in, 
2010 and Chaparro et.al in, 2013. This would certainly pose the ques-
tion if we can consider monitoring less frequently.

P358
Keeping it simple: How a streamlined referrals 
process reduces the time taken to initiate biologic 
therapy

E. Granger*1, E. Heyes2, E. Cahoon2, G. Riley2, J. Kwok2, 
E. Shuttleworth2

1East Lancashire Hospitals NHS Trusts, Gastroenterology, Blackburn, 
United Kingdom, 2Lancashire Teaching Hospitals NHS Trust, 
Gastroenterology, Preston, United Kingdom

Background: The process of commencing IBD patients on biologic 
therapy is logistically complex. Most biologic therapy is administered 
via a subcutaneous or intravenous route, so in addition to a negative 
pre-biologic screen, patients must be educated on subcutaneous self-
administration or booked into an infusion’s clinic. A  delay of over, 
40 days in starting biologic therapy results in statistically worse self 
reported GI symptoms and endoscopic appearances at one year1. 
Therefore, reducing the time between the decision to initiate biologic 
treatment and the administration of the first dose is a key factor in 
improving outcomes.
Methods: A retrospective review of clinic letters, appointment dates 
and email exchanges was performed for all IBD patients commenced 
on outpatient biologic therapy (Adalimumab, Infliximab, Vedolizumab, 
Ustekinumab, Golimumab and Tofacitinib) by the Gastroenterology 
team at Lancashire Teaching Hospitals NHS Trust between February, 
2019 and September 2021.
The length of time between the decision to initiate biologic therapy 
and the administration of the first dose was recorded in days. For cases 
where this time period was greater than, 28 days, the reason for the 
delay was categorised into either patient factors; logistical; outstanding 
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biologic screen; outstanding clinical question; homecare delay or no 
single factor.
A tracking spreadsheet and generic referral email address were intro-
duced in March, 2021 and the impact of these interventions was 
assessed via run chart.
Results: The median time period from the decision to initiate biologic 
therapy to administration of the first dose was, 35 days at the start of 
the study period, with, 67% of patients waiting over, 28 days.
Following the interventions in March, 2021, despite twice the number 
of patients, the median wait time was reduced to, 20 days with only, 
23% of patients waiting over, 28 days.
Outstanding biologic screens and logistical factors such as delays in let-
ter typing were the most common reasons for delays. Only, 17% of cases 
where communication was via email had a wait time of over, 28 days, 
compared to, 75% of cases where communication was via letter.

Conclusion: Simple adjustments such as a dedicated tracking spread-
sheet and switching to email communication have a big impact on 
streamlining the process of initiating biologic therapy, almost halving 
the time taken from decision to initiate therapy to administration of 
the first dose.
1 System delays have real consequences: Impact of timing of biologic 
commencement on inflammatory bowel disease patient response 
A  McCulloch, Journal of Crohn’s and Colitis, Volume, 13, Issue 
Supplement_1, March, 2019, Page S176

P359
Radiomics could predict surgery at, 10 years in 
Crohn’s disease

L. Laterza*1, L. Boldrini2, H.E. Tran2, C. Votta2, L. Larosa2, 
L.M. Minordi2, F. Scaldaferri1, A. Papa1, A. Armuzzi1, A. Gasbarrini1

1Fondazione Policlinico Universitario A.  Gemelli IRCCS- Università 
Cattolica del Sacro Cuore Roma, CEMAD- Digestive Diseases Center, 
Rome, Italy, 2Fondazione Policlinico Universitario A. Gemelli IRCCS- 
Università Cattolica del Sacro Cuore Roma, Department of Diagnostic 
Imaging- Oncological Radiotherapy- and Hematology – Diagnostic 
Imaging Area, Rome, Italy

Background: Predicting clinical outcomes and defining the best time 
for elective surgery represents a major challenge in managing Crohn’s 
disease (CD) patients. Radiomics provides a method to extract quanti-
tative features from medical images and may successfully predict clin-
ical course. Although radiomics has been successfully used in oncology, 
its application in inflammatory bowel disease is still scarce. The aim of 
this pilot study is to evaluate the use of radiomics to predict the need 
for surgery in a cohort of CD patients with a long-term follow-up.
Methods: We retrospectively selected a cohort of, 30 CD patients under-
gone one or more CT scan enterographies between, 2009 and, 2011 for 
a total of, 44 CT scans. For each CT scan, typical lesions of CD were 
searched by an expert radiologist generating a region of interest (ROI) 
segmentation for each lesion., 93 lesions were lastly obtained for radi-
omic analysis., 217 radiomic features were extracted from each ROI 
using a dedicated institutional R library (Moddicom) validated within 
the Image Biomarker Standardization Initiative. Patients’ charts were 
reviewed to assess if patients underwent surgery in a, 10-year follow-up 
for a binary classification.
The feature selection process included a univariate analysis with the 
Wilcoxon-Mann-Whitney test, the application of Boruta algorithm 
and the exclusion of highly correlated features. A  logistic regression 
model was built with the selected features and evaluated by computing 
the area under the curve (AUC) of the receiver operating characteristic 
(ROC) curve. Accuracy, sensitivity, specificity, positive and negative pre-
dictive values (PPV, NPV) of the model were calculated using the best 
cut-off according to the Youden index method. A 3-fold cross-valida-
tion repeated, 5 times was used for internal validation.
Results: Two radiomic features were obtained from the feature selec-
tion process and resulted statistically significant in the fitted logistic re-
gression model (p <, 0.0001) in predicting surgery: grey level histogram 
variance and grey level non-uniformity. This model presented an AUC 
(95% CI) of, 0.83 (0.73-0-91) in predicting surgery, confirmed by the 
cross-validation. Mean (standard deviation) values of the model per-
formance metrics over the cross-validation iterations were: accuracy, 
0.78 (0.02), sensitivity, 0.68 (0.14), specificity, 0.86 (0.07), PPV, 0.72 
(0.12), NPV, 0.83 (0.09).
Conclusion: Radiomics could be a helpful tool to identify patients with 
high risk for surgery and needing a stricter monitoring or therapy in-
tensification. Further studies are required to understand the possible 
corresponding histopathological features and to obtain larger and ex-
ternal validations of this model.
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P360
The correlation between ophthalmological 
posterior segment findings and disease severity in 
patients with inflammatory bowel disease

M. Mitrovic*1, M. Jeremić2, D. Zlatković1, M. Pantelić1, 
D. Vrinić-Kalem1

1University Medical Center Zvezdara, Department of Gastroenterology, 
Belgrade, Serbia, 2Eye Clinic- Clinical Center Serbia, Eye Clinic, 
Belgrade, Serbia

Background: Inflammatory bowel disease (IBD) is often associated 
with ophatlmological complications, such as blepharitis, conjunctivitis, 
episcleritis and iridociclitis. Although present in approximately quarter 
of all IBD patients, ophthalmological posterior segment findings are 
often overseen and possibly related to disease activity.
Methods: A total of, 136 patients, with previous IBD, underwent a 
complete ophthalmological examination, including fundus photog-
raphy and optical coherence tomography/angiography (OCT/OCTA) 
using Optovue Avanti XR HD-OCT. The retinal foveolar avascular 
zone (FAZ) and choroidal thickness was measured using AngioPlex 
OCTA software. IBD activity was evaluated using adapted Mayo score 
and Crohn’s disease activity index (CDAI), for ulcerative colitis (UC) 
and Crohn’s disease (CD), respectively, as well as faecal calprotectin 
and serum C-reactive protein levels. UC remission based on the modi-
fied Mayo score was defined as stool frequency sub-score, 0 to, 1, rectal 
bleeding sub-score of, 0, and endoscopy sub-score, 0 to, 1. CD remis-
sion was defined with CDAI score bellow, 150. Patients with recent 
ophthalmological surgery, refractive errors greater than +3 or -3, as 
well as patients with retinopathies were excluded from analysis.

Results: We performed a cross-sectional study of, 272 eyes of, 136 
IBD patients (91 UC and, 45 CD) average age, 45  years, of which, 
87 females. A total of, 37 patients (27.2%), of which, 18 UC and, 19 
CD patients, were defined as having an active disease. The most preva-
lent fundoscopic finding was vascular tortuosity, observed in, 47 eyes 
(17.2%). The difference between choroidal thickness between UC and 
CD patients was not observed (308±35µm vs, 314±29µm, p=0.32), as 
well as the FAZ difference (0.32 vs, 0.33 mm2, p=0.21). On the other 
hand, if we take in count only patients with active disease, the FAZ area 
of CD patients was significantly greater in comparison to UC patients 
(0.31 vs, 0.34 mm2, p=0.028). Correlation study showed significant cor-
relation between choroidal thickness and CDAI (Rho, 0.448, p=0.036).

Conclusion: The choroidal thickness and FAZ area are ophthalmo-
logical parameters that could be easily obtained using OCTA and may 
be taken in count as possible non-invasive markers of disease severity, 
especially in CD patients.

P361
PREPARE-IBD: Physician Responses to disease 
Flares and Patient Adaptation in Relation to 
Events in Inflammatory Bowel Disease during the 
COVID-19 pandemic: A multicentre cohort analysis

A. Saifuddin*1, A. Kent2, S. Mehta3, L. Hicks4, H. Gonzalez5, J. Segal4, 
M. Brooks6, S. Subramanian7, N. Bhala8, T. Conley7, K. Patel9, 
C. Lamb10, G. Walker11, N. Kennedy12, S. Sebastian5; PREPARE-IBD 
collaborators
1St Mark’s Academic Institute, Inflammatory Bowel Disease, London, 
United Kingdom, 2King’s College Hospital NHS Foundation Trust, 
Dept of Gastroenterology, London, United Kingdom, 3Barts Health 
NHS Trust, Dept of Gastroenterology, London, United Kingdom, 
4Imperial College Healthcare NHS Trust, Dept of Gastroenterology, 
London, United Kingdom, 5Hull University Teaching Hospitals NHS 
Trust, Dept of Gastroenterology, Hull, United Kingdom, 6The Royal 
Wolverhampton NHS Trust, Dept of Gastroenterology, Wolverhampton, 
United Kingdom, 7Royal Liverpool and Broadgreen University 
Hospitals NHS Trust, Dept of Gastroenterology, Liverpool, United 
Kingdom, 8University Hospitals Birmingham NHS Foundation Trust, 
Dept of Gastroenterology, Birmingham, United Kingdom, 9St George’s 
University Hospitals NHS Foundation Trust, Dept of Gastroenterology, 
London, United Kingdom, 10Newcastle Hospitals NHS Foundation 
Trust, Dept of Gastroenterology, Newcastle, United Kingdom, 11Torbay 
and South Devon NHS Foundation Trust, Dept of Gastroenterology, 
Torbay, United Kingdom, 12Royal Devon and Exeter NHS Foundation 
Trust, Dept of Gastroenterology, Exeter, United Kingdom

Background: The COVID-19 pandemic continues to pose complex 
problems across Europe and the world, with rising numbers of infec-
tions and the ongoing need for drastic public health interventions. 
This is difficult for patients with immune-mediated disorders like 
Inflammatory Bowel Disease (IBD), where immunosuppressive medi-
cations may affect susceptibility to serious infection. It was particu-
larly challenging for physicians and patients during the first wave of 
the pandemic, when it was unclear whether anti-inflammatory flare 
treatment should be adapted to reduce infection risk, whilst trying to 
ensure symptomatic control and avoid admission to overwhelmed hos-
pitals. Despite the development of various IBD / COVID-19 databases, 
the treatment adaptations and outcomes of patients experiencing IBD 
flares during the COVID-19 pandemic remain undefined. We aimed to 
compare IBD management and outcomes between pandemic and pre-
pandemic cohorts.
Methods: An observational cohort study was performed, compris-
ing patients who contacted IBD teams for a symptom flare between 
March – June, 2020 in, 60 National Health Service trusts in the United 
Kingdom. Data were compared to a pre-pandemic cohort after pro-
pensity-matching for age and disease severity. Statistical analyses were 
performed using R (version, 4.1.0, Vienna, Austria).
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Results: In total, 3728 patients in the pandemic (n=1864) and pre-pan-
demic (n=1864) cohorts were included. The principal findings were reduced 
systemic corticosteroid prescription during the pandemic in both Crohn’s 
disease (prednisolone: pandemic, 199/752, 26.5% vs, 263/708, 37.1%; 
p<0.001) and ulcerative colitis (UC) (prednisolone: pandemic, 372/1112, 
33.5% vs, 470/1156, 40.7%, p<0.001), with increases in poorly bioavail-
able oral corticosteroids in Crohn’s (pandemic, 117/752, 15.6% vs, 48/708, 
6.8%; p<0.001) and UC (pandemic, 131/1112, 11.8% vs, 60/1156, 5.2%; 
p<0.001). Ustekinumab (Crohn’s and UC) and vedolizumab (UC) treat-
ment also significantly increased during the pandemic. Three-month 
steroid-free remission was similar in both Crohn’s (pandemic, 175/616, 
28.4% vs, 195/608, 32.1%; p=0.17) and UC (pandemic, 312/858, 36.4% 
vs, 404/1006, 40.2%; p=0.095). The, 65 patients experiencing a flare and 
COVID-19 were more likely to have moderate-to-severely active disease at 
three months compared to those with a flare alone.
Conclusion: Despite several treatment adaptations during the pan-
demic, steroid-free outcomes were comparable to pre-pandemic levels, 
though patients with a flare and COVID-19 experienced worse out-
comes. These findings have implications for IBD management during 
future waves or pandemics

P362
Influence of HLA DQA1*05 genotype in patients with 
inflammatory bowel disease and Anti-TNF treatment 
with proactive therapeutic drug monitoring

E. Fuentes-Valenzuela*1, F.J. García-Alonso1, C. Maroto-Martín1, 
L. Juan-Casamayor1, J.A. Garrote Adrados2, R. Almendros Muñoz3, 
Á. de Prado1, M.Á. Marinero1, R. Calleja Carbajosa1, 
A. Vara Castrodeza4, J. Barrio1

1Hospital Universitario Rio Hortega, Gastroenterology Department, 
Valladolid, Spain, 2Hospital Universitario Rio Hortega, Department 
of Laboratory Medicine, Valladolid, Spain, 3Hospital Universitario 
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Background: The HLADQA1*05 variant increases the risk of develop-
ing antibodies against infliximab and adalimumab. Whether proactive 
therapeutic drug monitoring (PTDM) could overcome this immuno-
genicity remains unknown.
The primary aim was to evaluate the influence of the allele 
HLADQA1*05 on treatment persistence.
Methods: We performed a single centre retrospective cohort study. IBD 
patients starting anti-TNF therapy between January, 2017 and March, 
2021 were included. HLA DQA1*05 genotype screening was per-
formed during, 2021. PTDM was defined as periodic drug level meas-
urement (≥2 determinations during the first year of treatment and ≥1/
annual determination during the following years), regardless of clin-
ical condition, with according dose optimization. Patients not fulfilling 
these criteria were excluded. Target concentration during induction:, 
25–30 mcg/ml (week, 2) and, 20 mcg/ml (week, 6) for Infliximab and 
>, 10 mcg/ml (week, 2 and, 4)  for Adalimumab. During mainten-
ance:, 3–10 mcg/ml for Infliximab and, 8–12 mcg/ml for Adalimumab. 
Clinical remission was defined as HBI <5 or pMS ≤, 2 without any 
item >1 and biochemical remission as a fecal calprotectin<250  mg/
kg. Variables associated with treatment persistence were assessed with 
multivariable Cox regression analysis.

Results:, 126 patients started anti-TNF therapy during the study 
period. Fourteen were excluded (8 lacked PTDM and, 6 declined 
the HLA DQA1*05 genotype), thus including, 112 patients with 
a median follow-up of, 73.9 (IQR:, 35.4–133.1) weeks, 52 (46.4%) 
HLADQA1*05 positive. Figure, 1 presents baseline characteristics. 
Combination therapy with thiopurines was more frequent among 
HLADQA1*05 negative patients (28 (46.7%) vs, 12 (23.1%), p=0.01).
During their first year, patients underwent a median of, 3 (IQR, 2–4) 
drug level measurements. We performed, 497 determinations (4/patient 
(IQR:3–6);, 149 (30%), drove to dose modifications, 63 (42.3%) among 
symptomatic patients and, 86 (57.7%) among asymptomatic ones.
Primary nonresponses were higher (8.1% vs, 0, p=0.06) among 
HLADQA1*05 negative patients. The HLADQA1*05 positive pre-
sented non-significant higher clinical remission rates at week, 14 (77.9% 
vs, 73.9%, p=0.69) and, 56 (73.2% vs, 68.4%, p=0.64) (figure 2).
Figures, 3 and, 4 presents drug persistence, which was higher among 
HLADQA1*05 positive patients (HR:, 0.32, 95% CI:, 0.14–0.71, 
p=0.01). Multivariable Cox regression analysis identified systemic ster-
oids at anti-TNF initiation (Hazard ratio (HR):, 4, 95% CI, 1.7–9.7) as 
a risk factor and a positive HLA DQA1*05 genotype (HR:0.31 (0.12–
0.81)) as a protective factor of treatment cessation.

Fig.1
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Fig. 2.

Fig.3

Fig.4. 

Conclusion: When PTDM is performed, a positive HLA DQA1*05 
genotype does not associate a higher risk of treatment cessation.

P363
Are clinical decision support tools for vedolizumab 
and ustekinumab in biologic naïve patients with 
Crohn’s disease drug-specific?

J.E. Kim*1, H. Won2, Y.H. Kim1, E.R. Kim1, S.N. Hong1, D.K. Chang1; 
Hojeong Won
1Samsung medical center, Department of Medicine, Seoul, Korea- Republic 
Of, 2Samsung Medical Center, Biomedical Statistics Center- Research 
Institute for Future Medicine, Seoul, Korea- Republic Of

Background: Clinical decision support tools (CDST) were developed to 
predict drug response with introduction of various biologics to Crohn’s 
disease (CD) treatment. This study aimed to determine whether CDST’s 
for vedolizumab (V-CDST) and ustekinumab (U-CDST) could be used 
as prognostic markers or drug-specific markers to predict response.
Methods: A hypothetical scenario was created with, 872 CD patients 
who used first biologic at Samsung Medical Center between, 1995 and, 
2020. V-CDST & U-CDST were calculated with clinical and laboratory 
data just before the first biologic was started. Cumulative Link Mixed 
Model (CLMM) test, weighted Kappa and plot, and Spearman’s correl-
ation statistical techniques were used to check the degree of agreement 
and difference between the two tools.
Results: Twenty-five percent of biologic naïve CD patients could be 
categorized to different probability group using V-CDST and U-CDST. 
The difference between the two tools was significant [Two-sample 
Paired Ordinal Test with Cumulative Link Mixed Model (CLMM), p 
value <, 0.001)]. Concordance between the two tools with a total of, 
654 people (75% of all patients) was evaluated to have the same prob-
ability (weighted Kappa:, 0.47, 95% CI:, 0.41–0.52).
Conclusion: V-CDST and U-CDST are similar and different. V-CDST 
and U-CDST are useful for choosing vedolizumab or ustekinumab in, 
25% of biologic-naïve CD patients in our hypothetical scenario.

P364
Comparison of two treatment strategies in 
IBD: Biosimilar adalimumab (CinnoRA®) 
in monotherapy and in combination with 
azathioprine

F. AlborziAvanaki*1, N. Moghbel2, N. Aletaha3, N. E. Daryani4, 
M.J. Farahvash5, A. Miroliaii6, N. Shayegan6, N. Anjidani7

1Assistants professor of gastroenterology, department of 
Gastroenterology -Tehran University of Medical Sciences, Teheran, 
Iran- Islamic Republic Of, 2Assistant professor of gastroenterology. 
Kurdistan university of Medical sciences, Gastroenterology, kurdistan, 
Iran- Islamic Republic Of, 3Associated professorof Gastroenterology. 
Tehran University of Medical sciences, Gastroenterology depart-
ment of Imam Khomeini hospital, Tehran, Iran- Islamic Republic 
Of, 4Professor of Gastroenterology.Tehran University of Medical 
sciences, Gastroenterology Department of Imam khomeini hospital, 
Tehran, Iran- Islamic Republic Of, 5Tehran University of Medical 
Sciences, Gastroenterology Department of Imam Khomeini Hospital, 
Tehran, Iran- Islamic Republic Of, 6Tehran University of Medical sci-
ences, Gastroenterology, Tehran, Iran- Islamic Republic Of, 7Orchid 
pharmed company, Medical department, Tehran, Iran- Islamic 
Republic Of

Background: Tumor Necrosis Factor-alpha (TNF-alpha) inhibitors, 
such as adalimumab (ADA) and infliximab (IFX), are among the most 
effective biological drugs for inducing and maintaining remission in 
patients with moderate to severe inflammatory bowel disease (IBD). 
Previous studies have shown that the effectiveness of IFX is increased 
with the concomitant use of immunosuppressive drugs. However, lit-
tle is known about the benefits of adding other immunosuppressive 
agents to ADA. This study compared the efficacy of monotherapy with 
biosimilar adalimumab (ADA) and combination therapy with ADA + 
azathioprine (AZA) in IBD patients.
Methods: In this retrospective cohort study, we evaluated the medical 
records of anti-TNF-naïve IBD patients referred to Imam Khomeini 
Hospital in Tehran during, 2019–2020 and were prescribed with 
biosimilar ADA (CinnoRA®). We compared the effectiveness of treat-
ment, serum levels of ADA, anti-adalimumab antibodies (AAAs), 
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and laboratory data between the two monotherapy and combination 
therapy groups.
Results: A total of, 65 patients were enrolled in the study. Fifty-six 
(86.2%) patients had ulcerative colitis (UC), and the remaining had 
Crohn’s disease (CD). Fifty patients (76.9%) received combination 
therapy, and, 15 (23.1%) patients were under monotherapy. The rate 
of clinical remission in the combination therapy group (50%) did not 
differ significantly from the monotherapy group (40%) (P=0.56). The 
drug levels were in the therapeutic range (≥7.5 µg/mL) in, 57.5% of 
patients in the combination therapy group and, 76.9% of those in the 
monotherapy group (P=0.21). The antibody test result was positive in, 
40% of patients taking AZA + ADA and, 10% of patients in the ADA 
group (P=0.21).
Conclusion: There was no significant difference in the ADA and AAA 
concentrations between patients receiving ADA monotherapy and com-
bination therapy. Moreover, there was no association between ADA con-
centrations and the rate of remission in IBD patients. Hence, AZA does 
not affect the efficacy and pharmacokinetics of ADA in patients with IBD.

P365
Weight gain after initiation of adalimumab in 
patients with Crohn’s disease

L. Darwin1, C. Wall*2, H. Su1, R.B. Gearry2

1Canterbury District Health Board, Gastroenterology Department, 
Christchurch, New Zealand, 2University of Otago, Department of 
Medicine, Christchurch, New Zealand

Background: Overweight and obesity are associated with increased 
risk of metabolic chronic diseases including cardiovascular disease and 
metabolic associated fatty liver disease. Weight gain post initiation of 
anti-tumour necrosis factor-alpha (TNFα) inhibitor medication is anec-
dotally common. This project aimed to determine whether weight gain 
occurs after inititiation of anti-TNFα inhibitor adalimumab.
Methods: A hospital database of, 277 patients that started on adalimumab 
between November, 2015 and November, 2020 to manage Crohn’s disease 
was retrospectively audited. Demographic and clinical data were extracted 
from the electronic medical record of patients. Weight and height prior to, 
and after, initiation of adalimumab were recorded and body mass index 
(BMI) was calculated. Anthropometric data was analysed using paired 
t-tests and statistical significance was assumed at p<0.05.
Results: Patients initiated on adalimumab were mostly of New Zealand 
European ethnicity, 216/277 (78%), 159/277 (56%) were female, 
129/277 (47%) had ileocolonic Crohn’s disease and, 199/277 (72%) 
had non-stricturing, non-penetrating disease. Weight before and after 
starting adalimumab was available for, 160/277 (58%) patients and 
increased by a mean of, 3.19 ±, 7.62% from, 74.74 ±, 18.98 kg to, 
76.91 ±, 19.53 kg (2.18 kg (95% CI:, 1.31 to, 3.06, p < 0.0001). Height 
(cm) was documented in, 97 (35%) patients. Mean BMI pre-adali-
mumab was, 25.89 kg/m2 (range, 16.05 to, 45.94 kg/m2) and increased 
by a mean of, 0.74 kg/m2 (95% CI:, 0.34 to, 1.13, p < 0.001). Post-
initiation of adalimumab patients with a BMI <, 18.5 kg/m2 fell from 
five to three (3.1%) patients and the number of patients with a BMI ≥, 
30.0 kg/m2 increased from, 18 to, 21 (21.6%) patients.
Conclusion: This single centre audit of patients starting adalimumab 
for management of Crohn’s disease found that significant weight gain 
is common. Less than two thirds of patients had weight documented at 
follow up appointments and height was documented in approximately 
a third of patients. Interventions to limit unintentional weight gain on 
initiation of adalimumab are warranted.

P366
Exclusive enteral nutrition drives protective 
microbiome modulation in paediatric Crohn’s 
Disease

D. Häcker*1, K. Siebert2, A. Metwaly1, H. Hölz2, F. De Zen2, 
N. Köhler3, J.K. Pauling3, M. Matchado4, M. List4, T. Schwerd2, 
D. Haller1,5

1Technical University of Munich, Chair of Nutrition and Immunology, 
Freising, Germany, 2Dr. von Hauner Children’s Hospital - University 
Hospital - LMU Munich, Department of Paediatrics, Munich, Germany, 
3LipiTUM - Technical University of Munich, Chair of Experimental 
Bioinformatics - TUM School of Life Sciences, Freising, Germany, 
4Technical University of Munich, Chair of Experimental Bioinformatics, 
Freising, Germany, 5ZIEL-Institute for Food and Health, Technical 
University of Munich, Freising, Germany

Background: Exclusive enteral nutrition (EEN) is a first-line induc-
tion therapy for paediatric Crohn’s disease (CD). Although the pro-
tective mechanisms remain unclear, previous studies showed substantial 
changes in microbiome composition in response to EEN. We aim to 
assess the protective function of EEN and its impact on gut microbiome 
signatures in paediatric CD.
Methods: We prospectively followed, 15 newly diagnosed paediatric 
CD patients aged, 3–18 years between, 01/2019 –, 08/2021. Patients 
were treated according to international guidelines including EEN 
therapy for, 6–8 weeks, followed by a gradual re-introduction of solid 
food and concomitant start of maintenance treatment. Disease activity 
and inflammatory biomarkers were monitored during, 12-months 
follow-up. 16S rRNA gene sequencing and targeted/untargeted metab-
olomics was performed from stool samples collected weekly during 
EEN and monthly thereafter (n = 261). Dietary modulation and clin-
ical activity of patient-derived stool microbiota were studied by ex-vivo 
faecal fermentation and after faecal microbiota transplantation (FMT) 
into germ free (GF) IL10-/- mice.
Results: All patients achieved remission with EEN therapy but, 6/15 
had resuming CD activity within, 6  months. Longitudinal micro-
bial and metabolite profiling of stool samples showed highly indi-
vidualized responses to EEN without coherent signatures. Integrated 
multi-omics data analysis showed an enrichment of long-chain fatty 
acids in patients under EEN, which correlated with a reduced abun-
dance of Lachnospiraceae, compared to patients under regular diet. 
Faecal microbiota from CD patients with active disease (baseline or 
relapse) or inactive disease (EEN-induced remission) were exposed 
to EEN-like or dietary control formulations in continuous ex-vivo 
cultures. EEN-like formulation induced protective changes in the 
patient-derived baseline microbiota confirmed by the absence of 
disease activity after FMT in GF IL10-/- mice. Mice colonized with 
baseline microbiota after ex-vivo EEN exposure showed a decreased 
abundance of Bacteroides, Akkermansia, Blautia and an increase of 
Lachnoclostridium and Parabacteroides in comparison to those colo-
nized directly with patient’s baseline microbiota. In contrast, EEN-like 
diet failed to mitigate the aggressive behaviour of relapse microbiota 
when transferred into GF IL10-/- mice which was in line with an in-
ability to cause significant compositional changes.
Conclusion: Our data show that clinical efficacy of EEN in paedi-
atric CD is accompanied by temporal and individual gut microbial 
and metabolite changes. The combined findings of continuous cul-
ture and gnotobiotic mouse models point towards a direct protective 
role of EEN-modulated patient microbiomes in regulating intestinal 
inflammation.
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P367
Quality of life in patients with Inflammatory Bowel 
Disease

J. Salem1, F. Ghandour2, M.T. Halabi3, T. Douaihy1, J. Matta4, 
K. Bedran5, S. Farhat*5

1University of Balamand, Faculty of medicine, Ashrafieh- Beirut, 
Lebanon, 2Saint Georges University Medical Center, Pathology, 
Ashrafieh- Beirut, Lebanon, 3Saint Joseph University, Faculty of 
Education, Beirut, Lebanon, 4Saint Georges University Medical Center, 
Paediatrics, Ashrafieh- Beirut, Lebanon, 5Saint Georges University 
Medical Center, Gastroenterology, Ashrafieh- Beirut, Lebanon

Background: Inflammatory bowel disease (IBD) has a lengthy natural 
history with significant symptomatic impacts. Crohn’s disease (CD) and 
Ulcerative colitis (UC) both have a major impact on patient Health 
Related Quality of Life (HRQoL). This study aims to evaluate the pos-
tulated negative effect of IBD on HRQoL in the Lebanese population.
Methods: Cross sectional data was collected from a group of, 
55 Lebanese patients with IBD (43 with CD and, 12 with UC). 
Demographic and disease-related data were recorded. Health Related 
Quality of Life was assessed by disease-specific and generic question-
naires, Inflammatory Bowel Disease Questionnaire (IBDQ) and Short 
Form Health Survey (SF-36), respectively. Disease activity was assessed 
based on Harvey-Bradshaw Index (HBI) and the Colitis Activity Index 
(CAI) for CD and UC patients, respectively.
Results: IBD resulted in sub-optimal scores in both IBDQ-32 and 
SF-36, especially in UC patients (mean IBDQ-32 of, 174.8 [UC]vs, 
208.8 [CD]; P<0.01 and mean SF-36 of, 111.4 [UC] vs, 130.3[CD]; 
P<0.05) and in patients classified in the increased disease activity group 
“Severe symptoms” (P<0.01 for both questionnaires). In addition, only 
IBDQ-32 scores were significantly decreased for patients classified in 
the long disease duration group “>60 months” (P<0.05). Last but not 
least, treatment modality had a significant relation to HRQoL for all 
studied treatment subtypes.
Conclusion: Health Related Quality of Life in Lebanese patients is 
negatively impacted by IBD, but relatively to a lesser degree than what 
has been previously reported from other countries using IBDQ ques-
tionnaire as an assessment tool. More specifically, patients with UC, 
longer disease duration and higher disease activity have an increased 
negative impact on HRQoL. Treatment modality had significant rela-
tion to HRQoL, but larger scale studies are still needed to reach more 
reliable conclusions.

P368
Safety issues of azathioprine in patients with 
inflammatory bowel disease: clinical experience 
from a referral center

F. Fousekis*1, G. Kourtis1, M. Saridi1, E. Albani1, K. Katsanos1, 
D. Christodoulou1

1University Hospital of Ioannina, Department of Gastroenterology, 
Ioannina, Greece

Background: Despite the development new agents for inflammatory 
bowel disease (IBD) therapy, azathioprine (AZA) is widely used as both 
as monotherapy and as combination therapy for induction and main-
tenance of remission both Crohn’s disease (CD) and ulcerative colitis 
(UC). Aim of this study is to investigate the long-term safety of AZA, 
to document the prevalence of adverse events of AZA in patients with 
IBD.

Methods: In this retrospective study, we included, 222 patients with 
IBD, who were monitored at University hospital of Ioannina from, 
2003 to, 2019. The diagnosis of IBD was made based on endoscopic 
and histologic findings after ileocolonoscopy with biopsies. Inclusion 
criteria of study were diagnosis of IBD and regular follow-up intervals 
at least every six month after start of AZA administration.
Results: The average age of patients was, 46.9 years (Std. Dev., 17,9) 
at start of AZA administration., 65.6% of IBD patients (146/222) 
had CD and, 34.4% had UC (76/222). The mean duration of AZA 
administration was, 51 months (range:, 0–135 months). The most fre-
quent location of CD was ileocolonic (38.4%, 56/146), while the most 
patients with UC had left sided colitis (54%, 41/76). Furthermore, the 
main indication for AZA treatment was the maintenance of remission 
both in UC and CD. The most common dose of AZA was, 100mg/
day (range:, 50-200mg). The most common adverse events were gastro-
intestinal symptoms (8.6%, 18/222), leucopenia (2.7%, 6/222), hepato-
toxicity (5.4%, 12/222) and pancreatitis (1.8%, 4/222). Two patients 
were diagnosed with basal cell cancer. Infections were recorded in, 19 
patients (8.6%) of whom, 6 needed hospitalization.
Conclusion: According to this retrospective observational study, ap-
proximately one-third of IBD patients receiving AZA presented clinical 
significant adverse event during follow-up. Azathioprine withdrawal or 
dose reduction was needed in, 47 (21%) patients.

P369
Dual Biologic in Moderate to Severe Pediatric 
Inflammatory Bowel Disease: A Case Series

M. Wlazło*1, D. Jarzębicka1, M. Meglicka1, J. Kierkuś1

1The Children’s Memorial Health Institute, Department of 
Gastroenterology- Hepatology- Feeding Disorders and Pediatrics- 
The Children’s Memorial Health Institute- Warsaw- Poland, Warsaw, 
Poland

Background: Inflammatory bowel diseases (IBD) patients equipped 
in biological therapy embody a group with significant disease burden 
who have never succeeded conventional medication such as corticoster-
oids and thiopurines. Biologic agents are frequently used in the disease 
course, however they only result in, 1-year remission rates of approxi-
mately, 40% in given IBD populations. We aim to assess the efficacy 
and safety of concomitant use of, 2 biologic therapies including: anti-
TNF (infliksimab, adalimumab) vedolizumab and ustekinumab in a re-
fractory pediatric IBD cohort.
Methods: Eight children (5 ulcerative colitis, 1 ulcerative colitis/
IBD-unspecified, 2 Crohn’s disease) with a disease duration of, 3,2 
(8mth-9 years), initiated dual therapy at an age of, 10,8 (3–17) years 
after failing ≥2 biologic therapies. Three (37,5%) were treated with 
ustekinumab/adalimumab, 3 (37,5%) with vedolizumab/adalimumab 
and, 2 (25%) with infliksimab/vedolizumab. Primary outcome was 
clinical response after minimum, 3 dose of a second biological drug. 
It was defined as a decrease in PCDAI of at least, 12.5 points between 
baseline and, 3th dose of a second biological drug for CD, and a de-
crease in PUCAI of at least, 20 points between baseline and this time 
for UC.
Results: A clinical improvement was obtained in seven children 
(87,5%;, 4 UC, 1 UC/IBD-unspecified, 2 CD) in PCDAI/PUCAI scale 
after minimum, 3 dose of a second biological drug. Clinical response 
in patients: mean baseline PCDAI score was, 58,5 ±, 9 and, 21 ±, 19 
after induction therapy with second biological drug, while PUCAI score 
was, 62 ±, 17 vs., 29 ±, 15, respectively. We reported one adverse event 
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during treatment in the form of an anal abscess (UC, vedolizumab/
adalimumab).
Conclusion: In pediatric IBD, combining biological agents seems to be 
safe and beneficial in selected patients. The application of dual biological 
therapy seems to be an appealing therapeutic option and may bring a 
possibility to better tailor and customize the therapies for patients. In a 
few publications the comparative efficacy and safety endpoints of dual 
therapies have been provided. Nevertheless, the clarification and jus-
tification of potential advantages of combined biological therapies in 
further studies such as randomized control trials are needed.

P370
Maintenance of health-related quality of life 
improvements with upadacitinib treatment among 
patients with moderately to severely active 
ulcerative colitis: results from, 52-week phase,  
3 study U ACHIEVE maintenance

J. Panés*1, E.V.J. Loftus2, P. Higgins3, J.O. Lindsay4, W. Zhou5, 
X. Yao5, D. Ilo5, C. Phillips5, J. Tran5, Y. Sanchez Gonzalez5, 
S. Vermeire6

1Hospital Clinic Barcelona- IDIPABS- CIBERehd- Barcelona- Spain, 
n/a, Barcelona, Spain, 2Mayo Clinic College of Medicine, n/a, Rochester, 
United States, 3University of Michigan, n/a, Ann Arbor, United States, 
4The Royal London Hospital- Barts Health NHS Trust, Department of 

Gastroenterology, London, United Kingdom, 5AbbVie Inc., n/a, North 
Chicago, United States, 6University Hospital Leuven, n/a, Leuven, Belgium

Background: Health-related quality of life (HRQOL) is reduced in 
patients (pts) with ulcerative colitis (UC). We report on the HRQOL 
benefits of maintenance treatment with upadacitinib (UPA), a selective 
and reversible Janus kinase inhibitor, in pts with moderately to se-
verely active UC in the Phase, 3 multicentre, randomised, double-blind 
U-ACHIEVE maintenance study (NCT02819635).
Methods: This study included a primary analysis of, 451  pts who 
achieved clinical response following treatment with UPA, 45 mg once 
daily (QD) in two replicate, 8-week induction studies, U-ACHIEVE 
induction, and U-ACCOMPLISH (NCT03653026). In U-ACHIEVE 
maintenance, pts from both induction studies were re-randomised, 
1:1:1 to receive QD UPA, 15  mg, UPA, 30  mg, or PBO. HRQOL 
outcomes evaluated included the percent of pts reporting a clinically 
meaningful within-person change (MWPC) from induction baseline to 
Week, 0 (maintenance baseline) and Week, 52 (end of maintenance) 
in a broad range of HRQOL measures, including Inflammatory Bowel 
Disease Questionnaire (IBDQ), Work Productivity and Impairment 
Questionnaire (WPAI), Short Form, 36 (SF-36), European Quality 
of Life-5 Dimensions, 5 Levels (EQ-5D-5L), and Ulcerative Colitis 
Symptoms Questionnaire (UC-SQ).
Results: A total of, 149, 148, and, 154 pts received PBO, UPA, 15 mg, 
and UPA, 30 mg QD, respectively, during maintenance. At Week, 0 of the 
maintenance study, there were no significant differences between UPA and 
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PBO treatment groups in the percentage of pts reporting MWPC rela-
tive to induction baseline for most pt-reported outcomes (PROs) as all 
pts enrolled in maintenance were UPA clinical responders during IP. For 
IBDQ, a significantly greater proportion of pts achieved MWPC criteria 
(p<0.001) with UPA, 15 mg (68.9%) and UPA, 30 mg (78.6%) vs, 39.6% 
for PBO at Week, 52 (Figure, 1). Also, a significantly greater proportion 
of pts treated with either, 15 mg or, 30 mg UPA dosage vs PBO over, 52 
weeks achieved MWPC for the WPAI domains (p≤0.01) of overall work 
improvement, presenteeism, and activity impairment (Figure, 2), in both 
physical and mental component summaries of SF-36 (p<0.001, Figure, 3), 
in EQ-5D-5L (p<0.001, Figure, 4), and in UC-SQ (p<0.001). A numeric-
ally greater proportion of pts receiving UPA, 30 mg vs, 15 mg achieved 
MWPC in most PROs at Week 52.
Conclusion: A significantly higher percentage of pts with moderately to 
severely active UC who responded to UPA induction therapy maintained 
clinically meaningful improvements with UPA, 15 mg of, 30 mg com-
pared to PBO consistently across a broad range of HRQOL outcomes 
after, 52 weeks of maintenance treatment. These HRQOL aspects include 
IBD symptoms (IBDQ, UC-SQ), work productivity (WPAI), physical and 
mental functioning (SF-36), and general well-being (IBDQ, EQ-5D).

P371
The addition of intravenous, high dose, bolus of 
methyl-prednisolone increases the early clinical 
response to oral corticosteroids in moderately active 
ulcerative colitis. Preliminary results of a prospective, 
controlled, multicentre, randomised, open-label study
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E. Garcia-Planella6, D. Busquets7, J.R. Pineda8, D. Monfort9, 
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Background: Oral corticosteroids remain the treatment of choice for 
moderately active flares of ulcerative colitis (UC). In early controlled 
studies, oral corticosteroids achieved clinical remission rates of, 
30–60% at, 30 days. Some small prospective studies observed that the 
administration of high-dose intravenous bolus of methyl-prednisolone 
accelerated their therapeutic action and increased the rate of clinical re-
sponse. We aimed to evaluate if the outpatient administration of intra-
venous, high-dose, methyl-prednisolone bolus increases the efficacy of a 
conventional course of oral prednisone in moderately active UC.
Methods: Prospective, multicentre, controlled, randomized, open-label 
study comparing the therapeutic efficacy of a standard oral prednisone 
schedule with the same schedule preceded by a three-day regimen of 
high-dose intravenous bolus of methyl-prednisolone. Inclusion criteria 
were: Moderately active, left-sided/extensive UC (total Mayo score, 
6–10), with no prior exposure to immunosuppressants or biologics, 
and no corticosteroid treatment in the last, 6  months. Patients were 
randomized to oral prednisone, 60mg/day (ORAL group) or the same 
schedule preceded by intravenous bolus of, 500mg of methyl-predniso-
lone for three consecutive days (BOLUS group), stratified by the base-
line use of oral, 5ASA and UC onset. Early clinical response was defined 
as the reduction of the baseline partial Mayo Score (pMS) by at least 
three points with at least a decrease by, 1 point in rectal bleeding and 
with an absolute value of, 0 or, 1, seven days after starting treatment 
(EUDRA CT:, 2016-001170-15)(Clinicaltrials.gov: NCT02921555)
Results: In all, 71 patients (38 ORAL, 33 BOLUS) were included. At 
baseline, the median pMS was, 6 (IQR, 5–7). In, 21% of the patients, the 
index flare was the onset of UC and, 68% had never received systemic 
corticosteroids for UC. There were no differences in baseline clinical and 
demographic features between the two study groups. At day, 7, the pro-
portion of patients fulfilling early clinical response criteria was similar in 
both groups (BOLUS, 63% vs. ORAL, 58%; p = 0.6), but a significantly 
greater reduction in pMS at day, 3 (-3.4. vs -1.7; p <0.0001) and a sig-
nificantly higher proportion of patients in clinical remission (pMS <2) at 
day, 7 (57% vs, 29%; p = 0.017) were observed in the BOLUS group.
Conclusion: The addition of three high-dose intravenous bolus of 
methyl-prednisolone to a standard schedule of oral corticosteroids 
achieves a faster and more intense response in the short-term in mod-
erately active flares of UC, but it does not increase the clinical response 
rate at seven days. The impact of these effects on the medium-term 
outcomes is still to be assessed.

P372
Accelerated dosing schedule with ustekinumab in 
anti-TNF refractory Crohn`s disease

H. Aleman Gonzalez*1, K. Stamp1, E. Whitehead1, A. Pattinson1, 
J. Turnbull1, S. Myers1, A. Talbot1, S. Sebastian1

1Hull University Teaching Hospitals, Inflammatory Bowel Disease, 
Kingston Upon Hull, United Kingdom

Background: The efficacy of ustekinumab in prior biologic exposed re-
fractory patients with inflammatory bowel disease is significantly in-
ferior to those who are bio naïve. The optimal therapeutic level and 
hence the optimal dosing strategy in this setting is uncertain. Whether 
early dose optimisation is beneficial in this group of patients has not 
been evaluated. We aimed to compare the effectiveness and safety of 
early dose optimisation for maintenance compared to conventional 
maintenance regime in a retrospective cohort of refractory IBD patients
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Methods: All patients initiated on ustekinumab following failure of one or 
more anti-TNF agents were included. Patients who received conventional 
maintenance regime (Q8W) was compared to those who received accel-
erated maintenance regime (Q4H). The primary end point was steroid 
free remission at, 12 months or at last follow up. The secondary end 
points were ustekinumab persistence at, 6 months and, 12 months, need 
for surgery and drug related infectious or non-infectious complications

Results: One hundred and four patients were included (male: female, 
48:56). Median follow up was, 11 months (IQR, 5–14). Fifty-six patients 
received accelerated dosing regimen while, 48 patients received standard 
dosing regime. Dose escalation was required in, 18 patients (37.5%) of 
standard dosing regimen while four patients (7.1%) in the accelerated 
dosing regimen had dose de-escalation. Higher proportion patients in 
the accelerated dosing regimen were in steroid free remission, 87.5% vs, 
68.8% (p=0.018). Proportion of patients requiring surgery was higher 
in the standard dosing regimen group (22.91, 5 vs, 7.14%, p = 0.02). 
Ustekinumab persistence in patient started on the accelerated regime and 
conventional dosing regime was not significantly different at, 6 months 
(94.1% and, 95.3%, p=0.58) and, 12 months (84.4% and, 95.3, p=0.1). 
No serious drug related complications observed in either group
Conclusion: Early dose optimisation of ustekinumab improves steroid 
free remission rates and reduces the need for surgery in patients with 
anti-TNF refractory patients with IBD

P373
Real world evidence of tofacinitib in ulcerative 
colitis: short and long-term effectiveness, 
impact of extraintestinal manifestations and 
immunomediated diseases and safety

M. Chaparro*1, D. Acosta1, C. Rodríguez2, M. Vicuña2, 
F. Mesonero3, M. Barreiro-de Acosta4, A. Fernández-Clotet5, 
Á. Hernández Martínez6, M.T. Arroyo7, I. Vera Mendoza8, B. Sicilia9, 

C. Muñoz Villafranca10, J. Castro-Poceiro11, J. Martínez Cadilla12, 
J.M. Vázquez Morón13, E. Montil14, M. Sierra-Ausín15, 
M. Calafat16, E. Leo Carnerero17, N. Manceñido Marcos18, 
L. Torrealba M19, H. Alonso-Galán20, J.M. Benítez21, 
Y. Ber Nieto22, M.J. Cabello Tapia23, M.T. Diz-Lois Palomares24, 
M.J. García25, E.M. Armesto González26, X. Calvet Calvo27, 
M. Piqueras28, C. Dueñas Sadornil29, J.L. Pérez Calle30, B. Botella31, 
T.D.J. Martínez-Pérez32, L. Ramos33, M.C. Rodríguez-Grau34, 
J.L. Fernández Forcelledo35, A. Gutiérrez36, E. Sesé Abizanda37, 
J.P. Gisbert1; on behalf of To-ReWard study group
1Hospital Universitario de La Princesa- Instituto de Investigación 
Sanitaria Princesa IIS-IP and Centro de Investigación Biomédica 
en Red de Enfermedades Hepáticas y Digestivas CIBEREHD, 
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Universitario Ramón y Cajal, Gastroenterology Unit, Madrid, 
Spain, 4Hospital Clínico Universitario de Santiago de Compostela, 
Gastroenterology Unit, Santiago de Compostela, Spain, 5Hospital 
Clinic of Barcelona- Institut d’Investigacions Biomèdiques August Pi 
i Sunyer IDIBAPS and CIBERehd, Gastroenterology Unit, Barcelona, 
Spain, 6Hospital Universitario Torrecárdenas, Gastroenterology 
Unit, Almería, Spain, 7Hospital Clínico Universitario Lozano Blesa 
and Fundación del Instituto de Investigación Sanitaria de Aragón 
IIS Aragón and CIBEREHD, Gastroenterology Unit, Zaragoza, 
Spain, 8Hospital Universitario Puerta de Hierro Majadahonda, 
Gastroenterology Unit, Madrid, Spain, 9Hospital Universitario 
de Burgos, Gastroenterology Unit, Burgos, Spain, 10Hospital de 
Basurto, Gastroenterology Unit, Basurto, Spain, 11Hospital Sant 
Joan Despí-Moisès Broggi, Gastroenterology Unit, Barcelona, 
Spain, 12Hospital Álvaro Cunqueiro. Xerencia Xestión Integrada 
de Vigo- SERGAS. Grupo de Investigación en Patología Digestiva. 
Instituto de Investigación Sanitaria Galicia Sur IIS Galicia Sur. 
SERGAS-UVIGO, Gastroenterology Unit, Vigo, Spain, 13Hospital 
Universitario Juan Ramón Jiménez, Gastroenterology Unit, Huelva, 
Spain, 14Hospital Universitario Miguel Servet, Gastroenterology 
Unit, Zaragoza, Spain, 15Complejo Asistencial Universitario de 
León, Gastroenterology Unit, León, Spain, 16Hospital Universitari 
Germans Trias i Pujol and CIBEREHD, Gastroenterology Unit, 
Badalona, Spain, 17Hospital Universitario Virgen del Rocío, 
Gastroenterology Unit, Sevilla, Spain, 18Hospital Universitario 
Infanta Sofía, Gastroenterology Unit, Madrid, Spain, 19Hospital 
Universitario Dr. Josep Trueta, Gastroenterology Unit, Girona, 
Spain, 20Hospital Universitario Donostia- Instituto Biodonostia, 
Gastroenterology Unit, San Sebastián, Spain, 21Hospital Universitario 
Reina Sofía and IMIBIC, Gastroenterology Unit, Córdoba, Spain, 
22Hospital San Jorge, Gastroenterology Unit, Huesca, Spain, 
23Hospital Universitario Virgen de las Nieves, Gastroenterology Unit, 
Granada, Spain, 24Complejo Hospitalario Universitario A  Coruña, 
Gastroenterology Unit, A Coruña, Spain, 25Hospital Universitario 
de Valdecilla and Instituto de Investigación Sanitaria Valdecilla 
IDIVAL, Gastroenterology Unit, Santander, Spain, 26Hospital San 
Agustín, Gastroenterology Unit, Avilés, Spain, 27Hospital Universitari 
Parc Taulí- Universitat Autònoma de Barcelona and CIBERehd, 
Gastroenterology Unit, Sabadell, Spain, 28Consorci Sanitari de 
Terrassa, Gastroenterology Unit, Barcelona, Spain, 29Hospital 
Universitario de Cáceres, Gastroenterology Unit, Cáceres, Spain, 
30Hospital Universitario Fundación Alcorcón, Gastroenterology 
Unit, Alcorcón, Spain, 31Hospital Universitario Infanta Cristina, 
Gastroenterology Unit, Madrid, Spain, 32Hospital Virgen de la Luz, 
Gastroenterology Unit, Cuenca, Spain, 33Hospital Universitario de 
Canarias, Gastroenterology Unit, Santa Cruz de Tenerife, Spain, 
34Hospital Universitario del Henares, Gastroenterology Unit, 
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Madrid, Spain, 35Hospital Sierrallana, Gastroenterology Unit, 
Torrelavega, Spain, 36Hospital General Universitario de Alicante- 
CIBERehd and Instituto de Investigación Sanitaria y Biomédica 
de Alicante ISABIAL, Gastroenterology Unit, Alicante, Spain, 
37Hospital Universitario Arnau de Vilanova, Gastroenterology Unit, 
Lleida, Spain

Background: Main aim: To assess the retention rate of tofacitinib treat-
ment in patients with ulcerative colitis (UC). Secondary aims: To assess 
the short-term effectiveness and the durability of response; to evaluate 
the evolution of extraintestinal manifestations (EIMs) and immuno-
mediated inflammatory diseases (IMIDs); to assess the tolerability of 
tofacitinib in clinical practice.
Methods: Retrospective, multicenter study. UC patients who had 
received the first tofacitinib dose at least, 8 weeks before the start 
date of recruitment. Patients were followed-up from the first tofac-
itinib dose to treatment discontinuation or last visit, whichever 
came first. Only patients with active disease [Partial Mayo Score 
(PMS)>2] were considered in the short-term effectiveness analysis. 
Clinical response was based on the PMS. Variables associated with 
short-term remission were identified by logistic regression ana-
lysis. Kaplan-Meier curves and Cox-regression analysis were used 
to evaluate the long-term effectiveness and durability of tofacitinib 
treatment.
Results:, 335 patients have been included so far (recruitment still on-
going) (Table 1).

A total of, 70 patients (21%) would have met the criteria for entering 
A3921133 trial. A total of, 155 patients interrupted tofacitinib during 
follow-up (Figure 1a), mainly due to primary non-response (46%) and 
loss of response (25%); predictive factors of tofacitinib discontinuation 
are shown in figure 1b.

Short-term effectiveness and predictive factors of remission are shown 
on figure 2;, 16% of non-responders and, 35% with partial response at 
week, 4 reached remission at week, 8, and, 19% of non-responders and, 
37% of partial responders at week, 8 reached remission at week, 16. Of, 
151 patients in remission at week, 8, 68 (45%) lost response (Figure 3);
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tofacitinib dose was increased in, 27%, and, 71% of them reached re-
mission again. Obvious blood with stool most of the time or blood 
alone passed at baseline was the only variable associated with losing 
response over time. There were, 86 adverse events related to tofacitinib 
treatment (Table 2).

Fifty-seven patients (17%) had EIMs or IMIDs non-active at tofacitinib 
start; only, 2 out of, 12 patients with peripheral arthropathy worsened., 
53 patients (16%) had active EIMs or IMIDs at the start of tofacitinib 
and some of them improved. A total of, 17 EIMs or IMIDs occurred 
after starting tofacitinib but only, 1 (vasculitis) caused tofacitinib 
withdrawal.
Conclusion: Tofacitinib is effective in inducing remission even in highly 
refractory UC patients. A relevant proportion of patients discontinue 
the treatment, mainly during the first months due to primary failure. 
The safety profile is similar to that previously reported for tofacitinib

P374
Front loading infliximab dosing regimen improves 
outcomes in Crohn’s Disease perianal fistulas

A. Lloyd*1, A. Wilkinson2, H. Aleman Gonzalez2, S. Ramachandran2, 
E. Whitehead2, A. Pattinson2, K. Stamp2, J. Turnbull2, A. Talbot2, 
S. Sebastian2

1Hull York Medical School, Department of Gastroenterology, Hull, 
United Kingdom, 2Hull University Teaching Hospitals, IBD Unit- 
Department of Gastroenterology, Hull, United Kingdom

Background: Higher infliximab maintenance trough levels are found 
to be associated with higher perianal fistula healing rates in Crohn’s 
Disease. The relevance of accelerated front loading dosing in perianal 
fistula has not been determined. This study aimed to establish whether 
front loading with a higher dose infliximab regime at induction is asso-
ciated with better fistula outcomes.
Methods: Crohn’s Disease patients with perianal fistulas treated with 
infliximab in a tertiary referral centre IBD unit were included. Patients 
were categorised as standard or front loading based on induction dose 
infliximab of, 5mg/kg or, 10mg/kg. The target for infliximab mainten-
ance trough levels was >10mcg/mL. The primary outcome was the need 

for reintervention (defined as repeat abscess drainage, seton re-inser-
tion, diverting stoma or proctectomy) at, 12 months post initiation of 
treatment. Secondary outcomes were the proportion of patients having 
clinical healing, radiologic healing and combined clinical and radio-
logic healing. Drug levels post induction and post first maintenance 
were evaluated. The proportion of patients needing dose escalation 
or de-escalation were also assessed. Chi-squared or Fisher exact tests 
were used to compare categorical variables and Kaplan-Meier survival 
curves were plotted for re-intervention free survival.
Results: Seventy-nine patients were included in analysis (Males: Females, 
36:43, median age with fistula  =  31). Seventeen (22%) of patients 
received a front loading dose of, 10mg/kg while sixty-two (79%) patients 
received the standard dose of, 5mg/kg among whom, 70% had dose es-
calation. Need for reintervention was significantly lower in patients who 
received a front loading dosing schedule compared to the standard dose 
(2/17 (12%) vs, 26/62 (42%), p=0.02) (Figure, 1). Higher clinical fistula 
healing rates were observed with front-loading dosing (82% vs, 45%, 
p=0.008). Radiologic healing in those who had follow up Magnetic 
Resonance Imaging (MRI) was not significant between both groups 
(8/17 (47%) vs, 20/62 (32%), p=0.133). Target therapeutic infliximab 
levels at maintenance was achieved in, 14/17 (82% of the patients receiv-
ing front loading dosing, while this was achieved in only, 2 of the, 43 
(5%) tested patients with standard dosing. Reintervention requirement 
rates were higher in those patients with suboptimal maintenance levels 
(17/44 (39%) vs, 2/16 (12.5%), p=0.01). The Kaplan-Meier curves con-
firm that the front loading dosing regimen does prevent the need for 
reintervention (p=0.03) (Figure 2).
Figure1:
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Figure 2:

Conclusion: Front loading with higher infliximab dose achieves bet-
ter fistula healing and reduce the need for reinterventions in Crohn`s 
disease with perianal fistula.

P375
Faecal calprotectin variation after induction 
therapy with infliximab to predict clinical, 
endoscopic and ultrasonographic remission in 
Crohn’s disease patients

J. Revés*1, B. Morão1, C.F. Gomes1, C. Nascimento1, N. Abreu2, 
T.C. Gonçalves3, F. Castro3, M. Freitas3, M.J. Moreira3, J. Cotter3, 
F. Pereira4, A. Caldeira4, R. Sousa4, R. Coelho5, G. Macedo5, 
C. Macedo6, M. Ferreira6, L. Glória1, J. Torres1, C. Palmela1

1Hospital Beatriz Ângelo, Gastrenterology Department, Loures, 
Portugal, 2Hospital Dr. Nélio Mendonça, Gastrenterology Department, 
Funchal, Portugal, 3Hospital da Senhora da Oliveira- Life and 
Health Sciences Research Institute- School of Medicine- University 
of Minho- Braga- ICVS/3B’s- PT Government Associate Laboratory, 
Gastrenterology Department, Guimarães/Braga, Portugal, 4Unidade 
Local de Saúde de Castelo Branco- EPE- Hospital Amato Lusitano, 
Gastrenterology Department, Castelo Branco, Portugal, 5Centro 
Hospitalar de São João- Porto, Gastrenterology Department, Porto, 
Portugal, 6Centro Hospitalar Universitário de Coimbra, Gastrenterology 
Department, Coimbra, Portugal

Background: Faecal calprotectin (FCal) is considered an intermediate 
target for monitoring disease activity in IBD. However, it is unknown 
whether early FCal variations during induction therapy may be a sig-
nificant predictor of treatment response. We aimed to investigate FCal 
variation after infliximab induction therapy and its association with 
clinical, endoscopic, and ultrasonographic remission by the end of one 
year of treatment.
Methods: Prospective multicentric cohort study including patients with 
active CD without previous intestinal surgeries, who were starting IFX 
therapy and were followed for, 54 weeks. FCal was measured at week, 
0 and after induction therapy (week, 14)  and relative FCal changes 
from baseline (%FCal0-14) were calculated. At week, 54, clinical remis-
sion (defined as Harvey-Bradshaw index (HBI) <5), endoscopic healing 
(defined as SES-CD score <3) and transmural healing (defined as bowel 
wall thickness (BWT) assessed by intestinal ultrasound (IUS) ≤3mm) 
were evaluated.
Results: We included, 33 patients (60.6% male; median age, 30 years 
old (IQR, 24–42)). Most patients were diagnosed between, 17–40 years 
old (75.8%) had ileocolonic disease (57.6%) and an inflammatory 
phenotype (57.6%). At week, 54, 90.9% of the patients were in clinical 
remission, 30.3% had endoscopic healing and, 39.4% had transmural 

healing. The median FCal value at week, 0 was, 765µg/g (IQR, 312–
1313) and at week, 14 was, 124.5µg/g (IQR, 46–432.5). At week, 14, 
20 patients (60.6%) had FCal<250µg/g. There was no correlation be-
tween FCal at week, 0 and the baseline total SES-CD (r=0.28, p=0.13) 
and BWT of the most affected segment (r=0.02, p=0.90). Patients who 
achieved clinical remission had a low variation in %FCal0-14 (87.4% 
vs, 80.1%, p=0.42), as opposed to patients who achieved endoscopic 
healing (58.5 vs, 91.3%, p<0.001) and transmural healing (68.6% vs, 
84.4%, p=0.16) who had more significant changes in %FCal0-14, al-
though only statistically significant for endoscopic healing. When strat-
ifying %FCal0-14 changes in, 25% quartiles, FCal variation at the end 
of induction was only able to predict endoscopic healing (OR, 8.13 
(95%CI, 1.01–65.46), p=0.049), being non-significant for clinical re-
mission (OR, 0.51 (95%CI, 0.09–2.92), p=0.45) and transmural heal-
ing (OR, 1.61 (95%CI, 0.73–3.57), p=0.24). A normalization of FCal 
below, 250 µg/g was also a predictor of endoscopic healing (OR, 9.82 
(95%CI, 1.06–90.59), p=0.04). The AUC for the prediction of endo-
scopic healing with %FCal0-14 changes was, 0.85 (Figure, 1)  and a 
cut-off of variation of, 80.3% was calculated.

Conclusion: FCal variation at the end of induction seems to be a good 
predictor of endoscopic healing at week, 54 but does not seem to be 
able to predict clinical and ultrasonographic remission.

P376
Switching from intravenous to subcutaneous 
vedolizumab maintenance treatment; feasibility, 
safety and clinical outcome

T. Wiken*1,2, M.L. Høivik1,2, L. Buer1, N. Bolstad3, B.A. Moum1,2, 
A.W. Medhus1

1Oslo University Hospital, Departement of Gastroenterology, 
Oslo, Norway, 2University of Oslo, Institute of Clinical Medicine, 
Oslo, Norway, 3Oslo University Hospital, Departement of Medical 
Biochemistry, Oslo, Norway

Background: Vedolizumab (VDZ) has until recently been available only 
as intravenous (i.v.) formulation, but the drug is now available also 
as subcutaneous (s.c.) formulation. In the present study, we aimed to 
assess the feasibility, safety and clinical outcome when switching a real 
world cohort of patients with inflammatory bowel disease (IBD) from 
i.v. to s.c. VDZ treatment.
Methods: All IBD-patients receiving i.v. VDZ at the department were 
identified using the medical records. Patients in the induction period or 
with planned change of medical treatment or surgery within, 3 months 
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were not routinely switched. The dosage of s.c. VDZ was calculated 
based on current i.v. dose and interval. Patients were assessed at first 
and fourth injection and after, 3 months. The primary endpoint was 
percentage of patients still on s.c. treatment after, 3 months. Secondary 
endpoints were adverse events, clinical disease activity scores (Harvey 
Bradshaw index and Partial Mayo Score), C-reactive protein (CRP), 
fecal calprotectin (FC), VDZ treatment interval, plasma-VDZ, and 
patients’ preferred route of administration.
Results: In total, 108 patients were switched, 51 with ulcerative col-
itis (UC) and, 57 with Crohn’s disease (CD). After, 3 months, 95.3% 
(103/108) remained on s.c. treatment. Four patients had switched back 
to i.v. and one changed treatment to ustekinumab. Nineteen patients 
(17.6%) experienced injection site reactions (ISR), and twelve of these 
(63.2%) had repeated reactions. In three cases, patients were switched 
back to i.v. treatment due to ISR. No serious adverse events related to 
the switch were observed. The median interval between injections was, 
12 (IQR:, 7–18) days. The median p-VDZ at three months was, 44.4 
(IQR:, 28.9–64.7) mg/L. In the UC and CD patients, 92% (47/51) and, 
72% (41/57) were in clinical remission at first injection, whereas the 
corresponding numbers after three months were, 88% (p=0.18) and, 
83% (p=0.11), respectively. No significant change in CRP and FC was 
observed. Before switching, 25% of the patients reported that they 
would prefer i.v. treatment, 28% s.c. treatment and, 47% were indif-
ferent. Three months after switching, the corresponding numbers were, 
18%, 53% and, 29%, respectively (p<0.001).
Conclusion: Switching from i.v. to s.c. VDZ was feasible and safe. 
Approximately one out of six experienced an ISR but only, 3% were 
switched back to i.v. administration. At, 3  months follow-up there 
was no change in clinical remission rates, CRP and FC. Furthermore, 
patients’ attitude towards route of administration changed after switch-
ing. The present real world data demonstrate that s.c. maintenance 
VDZ treatment represents an attractive alternative to i.v. treatment.

P377
Impact of moderate-to-severe endoscopic disease 
criteria on endoscopic response, endoscopic 
remission, and deep remission in patients 
receiving ustekinumab or adalimumab in the 
SEAVUE study

M. Allez*1, J.D. Lewis2, S.B. Hanauer3, S. Danese4, P.M. Irving5,6, 
C. Gasink7, T. Hoops8, J.L. Izanec7, T. Ma7, E.V. Loftus- Jr.9, 
E.J. Scherl10, R. Panaccione11, W.J. Sandborn12, B.E. Sands13
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Department of Gastroenterology, Chicago, United States, 4IRCCS 
Ospedale San Raffaele and Università Vita-Salute San Raffaele, 
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London, United Kingdom, 6King’s College London, School of 
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Weill Cornell Medicine, Weill Department of Medicine, New York, 

United States, 11University of Calgary, Inflammatory Bowel Disease 
Unit- Division of Gastroenterology and Hepatology, Calgary, Canada, 
12University of California San Diego, Division of Gastroenterology, La 
Jolla, United States, 13Icahn School of Medicine at Mount Sinai, Dr. 
Henry D.  Janowitz Division of Gastroenterology, New York, United 
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Background: Entry criteria and outcome measures of Crohn’s disease 
(CD) clinical trials have evolved. Patients are now required to have 
active inflammation on screening endoscopy, with some studies requir-
ing moderate-severe SES-CD scores. Recent trials have endoscopic 
response as a co-primary endpoint and endoscopic remission (ER) 
and deep remission (DR) as major secondary endpoints. Pivotal CD 
maintenance studies typically examine only responders to induction. 
The SEAVUE study required ≥1 ulceration of any size (SES-CD≥3) at 
baseline and had a treat-through design. To examine the results in the 
context of these trial design characteristics, we evaluated endoscopic 
outcomes at wk52 in the subgroup of pts with moderate-severe base-
line SES-CD scores in SEAVUE, as well as those who were in clinical 
response after induction.
Methods: Biologic-naïve pts failing or intolerant to conventional 
therapy with CDAI≥220/≤450 and SES-CD≥3 were eligible. Pts were 
randomized, 1:1 to UST (~6mg/kg IV at wk0 then, 90mg SC q8w) or 
ADA (SC, 160mg at wk0, 80mg at wk2, then, 40mg q2w). Endoscopic 
outcomes were evaluated in all pts and the subgroup with moderate-
severe endoscopic disease (baseline SES-CD≥6 for ileocolonic or 
colonic disease or SES-CD≥4 for isolated ileal disease). Endoscopic re-
sponse was a ≥50% reduction from baseline in SES-CD, SES-CD≤3, or 
SES-CD=0 for pts with baseline SES-CD=3. ER was SES-CD≤3 or, 0 in 
pts with baseline SES-CD=3. DR was CDAI<150 and ER.
Results: Endoscopic outcomes for the subgroup with moderate-severe 
endoscopic disease were similar to those of the full cohort of pts. In 
UST-treated pts, endoscopic response was achieved at wk52 in, 41.9% 
in the full cohort and, 43.1% in the moderate-severe subgroup (Table, 
1). In ADA-treated pts, endoscopic responses were, 36.9% and, 35.4%, 
respectively. For pts who were in clinical response after induction 
(Table, 1), endoscopic response rates were, 48.2% in the full cohort 
and, 49.5% in the moderate-severe subgroup for UST and, 44.8% and, 
43.1%, respectively, for ADA. ER and DR rates were generally similar 
between the full cohort and the moderate-severe subgroup (Table, 2; 
eg, ERs were UST, 28.5% and ADA, 30.7% in full cohort; UST, 27.1% 
and, 27.8% ADA in subgroup). ER and DR rates were, 3%-7% higher 
in induction responders compared with the full cohort. Of note, even 
among wk16 nonresponders, some pts attained endoscopic outcomes 
at wk52 (eg, endoscopic responses in wk16 nonresponders were UST, 
21.4% and ADA 13.3%).
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Conclusion: In SEAVUE, both the UST and ADA treatment groups 
achieved high endoscopic response, ER, and DR rates at wk52. Results 
in pts with moderate-severe endoscopic disease were similar to those of 
the full cohort, but clinical responders after induction had higher rates 
than the full cohort.

P378
Rectal bleeding and stool frequency improvement 
with tofacitinib dose escalation to, 10 mg BID in 
patients with Ulcerative Colitis following loss of 
response on tofacitinib, 5 mg BID maintenance 
therapy: Results from OCTAVE Open

J.R. Allegretti1, K.B. Gecse2, M.V. Chiorean3, M. Argollo4, X. Guo5, 
N. Lawendy5, C. Su5, R. Mundayat6, J. Paulissen6, L. Salese5, 
P.M. Irving*7

1Brigham and Women’s Hospital, Division of Gastroenterology- 
Hepatology and Endoscopy, Boston- MA, United States, 2Amsterdam 
University Medical Center, Department of Gastroenterology and 
Hepatology, Amsterdam, The Netherlands, 3-, Swedish Medical Center, 
Seattle- WA, United States, 4Federal University of São Paulo, Department 
of Gastroenterology, São Paulo, Brazil, 5-, Pfizer Inc, Collegeville- PA, 
United States, 6-, Pfizer Inc, New York- NY, United States, 7Guy’s and 
St Thomas’ Hospital, IBD Unit, London, United Kingdom

Background: Tofacitinib is an oral, small molecule JAK inhibitor for 
the treatment of ulcerative colitis (UC). In the tofacitinib UC clin-
ical programme, patients who responded to tofacitinib, 10  mg BID 
during induction, and experienced treatment failure whilst receiving 
tofacitinib, 5 mg BID during maintenance (OCTAVE Sustain) and sub-
sequently received tofacitinib, 10 mg BID in the open-label, long-term 
extension (OLE) study (OCTAVE Open; NCT01470612), comprised 
the dose escalation subpopulation. The efficacy and safety of tofacitinib 
in the dose escalation subpopulation have been previously reported.1 
Here, we evaluated patient-reported outcomes to assess rectal bleeding 
and stool frequency improvement in the dose escalation subpopulation 
in OCTAVE Open.
Methods: The following efficacy endpoints based on the Mayo sub-
scores were analysed in the overall dose escalation subpopulation and 
by prior tumour necrosis factor inhibitor (TNFi) failure status: rectal 
bleeding improvement (≥1 point decrease in rectal bleeding subscore 
[RBS] from OLE study baseline) and stool frequency improvement 

(≥1 point decrease in stool frequency subscore [SFS] from OLE study 
baseline), up to Month (M)6 in the OLE study (full analysis set, non-
responder imputation). Changes from baseline in partial Mayo score 
(PMS), RBS and SFS at M1, by M2 clinical response status, were also 
analysed (as observed).
Results: In OCTAVE Open, 57 patients were included in the dose escal-
ation subpopulation, of which, 28 (49.1%) had prior TNFi failure. Overall, 
at M1 and M6, of OCTAVE Open, 59.6% and, 66.7% of patients had 
rectal bleeding improvement, respectively (Figure, 1). Corresponding val-
ues for stool frequency improvement were, 50.9% and, 64.9%. At most 
time points, rates of rectal bleeding and stool frequency improvements 
were similar in patients with and without prior TNFi failure. Patients with 
a clinical response at M2 had a numerically greater mean decrease from 
baseline in PMS, RBS and SFS at M1 than those without (Figure 2).
Conclusion: In this post hoc analysis, in patients with UC who had 
loss of response after, 8–52 weeks of treatment with tofacitinib, 5 mg 
BID (following reduction from induction tofacitinib, 10 mg BID), dose 
escalation back to, 10  mg BID generally resulted in rectal bleeding 
and stool frequency improvement in the majority of patients by M1, 
which was maintained to M6, regardless of prior TNFi failure status. 
Furthermore, early improvement in RBS and/or SFS at M1 may indicate 
likelihood of recapturing response at M2 with dose escalation from 
tofacitinib, 5 to, 10 mg BID.

Reference

1. Sands BE et al. Aliment Pharmacol Ther, 2020;, 51:, 271–280.
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P379
Trends in Colectomy Rates and Biologic use over a, 
30-year period: What has changed?

J. Doherty*1, R. Stack1, A. Fennessy1, G. Cullen1, H. Mulcahy1, 
J. Sheridan1, D. Kevans1, G. Doherty1

1Centre for Colorectal Disease- St Vincent’s University Hospital & 
School of Medicine- University College Dublin, Gastroenterology, 
Dublin, Ireland

Background: Novel medications including the introduction of bio-
logic therapies in the last decade have expanded treatment options 
for patients with ulcerative colitis (UC). Large studies in the USA and 
Europe have shown colectomy rates in UC patients are reducing over 
the past two decades.
Methods: We performed a single-centre retrospective study of our pro-
spectively maintained IBD database. Our aim was to look at changes 
in colectomy rates in patients with UC over the past three decades 
and need for biologic therapy. Basic demographics, need for biologic 
therapy and colectomy rates were collected. Need for colectomy and 
biologic therapy within, 10 years of diagnosis was determined across 
three groups dependent on decade of diagnosis.
Results:, 2229 patients with confirmed UC were included in our 
study. Median age at diagnosis was, 37 years [range, 4.9 -92.6]., 1210 
[54.28%] were male., 595 patients were diagnosed between, 1990–
2000, 795 between, 2000–2010 and, 790 between, 2010–2020. A total 
of, 366 (16.4%) patients had a colectomy during follow-up and, 363 
(16.3%) were treated with biologic therapies. We found rates of colec-
tomy within, 10 years of diagnosis have significant dropped over the 
past three decades. From, 1990 -2000, 595 patients were diagnosed 
with UC and, 131 [22%] patients had colectomies, in, 2000-2010, 794 
patients were diagnosed with UC and, 135 [17%] had a colectomy and 
between, 2010-2020, 784 patients were diagnosed with UC and, 55 
[7%] had a colectomy [p = <, 0.001]. We found a significant increase in 
use of biologic therapy within the first, 10-years of diagnosis over the 

last three decades increasing from, 0.2% to, 5.3% to, 22.7% over the 
past decade [p = <, 0.001].
Conclusion: Management of UC has changed over the past three dec-
ades including the introduction of multiple biologic therapies and the 
use of therapeutic drug monitoring has allowed a more personalised 
approach to management of UC. We can see from this study changes in 
the management of UC over the past decade have resulted in significant 
reduction in need for colectomy and an increase in the use of biologics.

P380
Early improvement of endoscopic outcomes 
with risankizumab is associated with reduced 
hospitalisation and surgery rates in patients with 
Crohn’s disease

B.G. Feagan*1, J.F. Colombel2, R. Panaccione3, S. Schreiber4, 
M. Ferrante5, K. Kamikozuru6, W.J. Lee7, J. Griffith7, K. Kligys7, 
J. Kalabic8, N. Chen7, M. Dubinsky2

1Western University- Alimentiv Inc., n/a, London, Canada, 2Icahn School 
of Medicine at Mt. Sinai, n/a, New York, United States, 3University of 
Calgary, n/a, Calgary, Canada, 4University Hospital Schleswig-Holstein, 
n/a, Kiel, Germany, 5University Hospital Leuven, n/a, Leuven, Belgium, 
6Hyogo College of Medicine, n/a, Nishinomiya, Japan, 7AbbVie Inc., 
n/a, North Chicago, United States, 8AbbVie Deutschland GmbH & Co. 
KG, n/a, Ludwigshafen, Germany

Background: Control of endoscopic inflammation like endoscopic re-
mission is an important treatment target in Crohn’s disease (CD), as 
suggested in the STRIDE II guidelines. This study evaluated the rela-
tionship of early improvement in endoscopic outcomes on hospitalisa-
tion and surgery rates at, 52 wks in patients with CD treated with 
risankizumab (RZB).
Methods: This post-hoc analysis uses data from three double-blind, 
randomised Phase, 3 induction (ADVANCE and MOTIVATE) and 
maintenance (FORTIFY) trials evaluating the efficacy and safety of 
RZB in patients with moderate to severe CD. Patients who responded 
to, 12-wk induction therapy with RZB IV (600  mg or, 1200mg) in 
ADVANCE or MOTIVATE and received up to, 52 wks of maintenance 
therapy with RZB SC (180 mg or, 360 mg) in FORTIFY were analysed. 
Incidence rates (events/100 person-years) of CD-related hospitalisa-
tion, CD-related surgery (surgical procedures due to adverse events or 
complications related to CD), all-cause hospitalisation, and all-cause 
surgery were evaluated from the beginning of maintenance to wk, 52 
and compared between patients who achieved endoscopic outcomes at 
end of induction (wk, 12) and those who did not. Endoscopic response, 
endoscopic remission and ulcer-free endoscopy (absence of ulceration) 
were defined using the Simple Endoscopic Score for CD (SES-CD) 
(Figure, 1–3), as scored by a blinded central reviewer.
Results: A total of, 298 patients were included in the analyses. Patients 
who achieved endoscopic response (n=121) at wk, 12 had a signifi-
cantly reduced incidence rate of CD-related hospitalisation, CD-related 
surgery, and all-cause hospitalisation by wk, 52 compared to those who 
did not achieve an endoscopic response (n=177) at wk, 12 (Figure, 1). 
Additionally, patients who achieved endoscopic remission at wk, 12 
(n=83) had a significantly reduced incidence rate of CD-related hos-
pitalisation, CD-related surgery, and all-cause hospitalisation by wk, 
52, compared to those not achieving endoscopic remission at wk, 12 
(n=215) (Figure, 2). Though not statistically significant, numerically 
lower rates of all-cause surgery were observed for patients who achieved 
endoscopic remission or endoscopic response at wk, 12. Significantly 
lower rates of CD-related hospitalisation, CD-related surgery, all-cause 
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hospitalisation, and all-cause surgery by wk, 52 were observed among 
patients who achieved ulcer-free endoscopy (absence of ulceration) 
(n=70) vs those who did not (n=228) at wk, 12 (Figure 3).
Conclusion: Early improvement of endoscopic outcomes at wk, 12 is 
associated with significant reductions in hospitalisations and surgeries 
through, 52 wks for patients receiving RZB therapy.

P381
Factors predicting risk of colectomy in patients 
receiving first line steroid and second line biologic 
salvage therapy for Acute Severe Ulcerative Colitis

Y. Skinezes*1,2, Z.Y. Meir1,2, C.M. Abitbol1,2, A. Levartovsky1,2, 
E. Klang1,2, U. Kopylov1,2, S. Ben-Horin1,2, B. Ungar1,2

1Sheba medical center- Tel Hashomer, Gastroenterology, Ramat Gan, 
Israel, 2Tel Aviv University, Sackler School of Medicine, Tel Aviv, Israel

Background: Acute severe ulcerative colitis (ASUC) is considered a 
medical emergency and is associated with high rates of colectomy and 
even death. Intra-venous corticosteroids serve as first line therapy for 
ASUC. Patients who fail to respond will progress to rescue therapy, 
comprised of either medical therapy (with Cyclosporine or Infliximab) 
or colectomy.
We aimed to detect factors predictive of first and second line therapy 
failure in patients hospitalized for ASUC.
Methods: The Sheba Medical Center database was screened for all hos-
pitalized UC patients between, 2009–2019.
All clinical, demographic and laboratory parameters were retrieved 
from patients’ medical files.
All parameters were compared between patients either responding to or 
failing corticosteroids / second line therapy, respectively.
All statistical analyses were performed using the MEDCALC software.
Results:, 159 hospitalized ASUC patients were identified (117, 73.6% 
responded to IV corticosteroids;, 42, 26.4% failed first line therapy).
4 (9.5%) of those who failed first line therapy underwent colectomy. 
The only factor predisposing for corticosteroid therapy failure was per-
vious biological therapy.
No statistically significant difference was observed in terms of MAYO 
score at admission, UC location, smoking, previous hospitalizations, 
hemoglobin levels or fever upon admission., 25 patients responded 
to second line biological therapy (15 Infliximab, 8 Cyclosporine, 2 
Tofacitinib) while, 13 failed this therapy (6 Infliximab, 7 Cyclosporine).
The only factors predicting second line therapy failure were previous 
biological therapy (p=0.01) and pancolitis at presentation (p=0.04).
Conclusion: ASUC patients previously treated with biologics and who 
had pancolitis at diagnosis are at higher risk of second line therapy 
failure and colectomy.

P382
Novel Image Enhanced Endoscopy (IEE) 
technologies for surveillance of colonic 
Inflammatory Bowel Disease: A pilot study 
evaluating Texture and Colour Enhancement 
Imaging (TXI) and Linked Colour Imaging (LCI) as 
compared with chromoendoscopy

S. Picardo*1, S. Menon1, K. So1, K. Venugopal1, W. Cheng1, 
K. Ragunath1

1Royal Perth Hospital, Department of Gastroenterology and 
Hepatology, Perth, Australia

Background: Colorectal cancer is a serious complication associated 
with long-standing inflammatory bowel disease (IBD). Current guide-
lines recommend routine surveillance with dye-spray chromoendos-
copy (CE) to facilitate early detection of premalignant lesions. Novel 
image enhanced endoscopy (IEE) technologies, including Linked 
Colour Imaging (LCI) (Fujifilm) and Texture and Colour Enhancement 
Imaging (TXI) (Olympus), alter the way light interacts with tissue and 
have been demonstrated to improve adenoma detection in screening 
colonoscopy. We evaluated these technologies in the surveillance of 
IBD.
Methods: Patients that met Australian criteria for IBD surveillance, at a 
tertiary IBD centre, between January and October, 2021, were enrolled 
to undergo colonoscopy with either LCI or TXI, followed immediately 
by CE. Each colonic segment was examined with the respective IEE 
and all lesions identified were photographed and classified according to 
Paris and JNET classifications. Lesions were endoscopically character-
ised as neoplastic or non-neoplastic with the aid of additional IEE char-
acterisation modes, Narrow Band Imaging (NBI)(Olympus) and Blue 
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Light Imaging (BLI)(Fujifilm). Each segment was then examined with 
CE (methylene blue, 0.1%) and all lesions identified were classified and 
resected. Diagnostic yield, missed lesions and accuracy in characterising 
neoplastic lesions were calculated for each modality.
Results:, 25 patients, median age, 49 years, 52% male, were included., 
16 underwent surveillance with TXI and, 9 with LCI. Patient and pro-
cedural characteristics are summarised in Table, 1. TXI identified, 22 
lesions (8 neoplastic) and LCI, 11 lesions (3 neoplastic) (Table, 2)., 3 
non-neoplastic lesions were missed by IEE and subsequently identified 
with CE (2 TXI and, 1 LCI). These were all small (<5mm) non-polypoid 
lesions. Neoplastic lesions were identified in, 5 patients with an overall 
detection rate of, 20%., 2 lesions (1 TXI/NBI, 1 LCI/BLI) were charac-
terised endoscopically as non-neoplastic but subsequently confirmed as 
neoplastic (both sessile serrated lesions)., 5 lesions (4 TXI/NBI and, 1 
LCI/BLI) were characterised as neoplastic but subsequently confirmed 
as non-neoplastic (4 inflammatory and, 1 hyperplastic) (Table, 3). IEE 
had a sensitivity, specificity, and accuracy of, 82%, 77% and, 79% re-
spectively, in prediction of neoplastic lesions.

Conclusion: The novel IEE modalities TXI and LCI are effective in co-
lonic IBD surveillance with no neoplastic lesions missed as compared 
to CE. Overall neoplastic lesion detection rate was, 20%. The utility of 
IEE to accurately characterise neoplastic potential was, 79%. A larger 
randomised controlled trial comparing these novel technologies to CE 
is required and may eliminate the need for CE in the future.

P383
Ustekinumab as an opportunity for refractory 
Ulcerative Colitis patients

M. Iborra1, C. Soutullo*1, M. Gimeno1, G. Bastida1, M. Aguas1, 
E. Cerrillo1, E. Sáez-González1, A. Garrido1, A. Mínguez1, J. Bordetas1, 
P. Nos1

1Hospital Universitario y Politécnico La Fe, Gastroenterology 
Department, Valencia, Spain

Background: There are limited data in real-life of ustekinumab (USK) 
used in ulcerative colitis (UC). The aim of this study was to assess the 
effectiveness and safety in clinical practice of USK in UC in the medium 
and long-term.
Methods: Observational study in UC patients who received USK at the 
recommended dose based on weight ~6 mg/kg IV week, 0.90 mg SC 
week, 8 and maintenance, 90 mg SC every, 8 or, 12 weeks and with, 
1 year of follow-up. The partial Mayo score (PMS) was used to assess 
clinical remission (PMS≤, 2). The PMS, C-reactive protein (CRP) and 
faecal calprotectin (FC) values   were recorded at baseline and after, 8, 
16, 24 and, 52 weeks. Dose adjustment was performed by the measure 
of UST trough levels by ELISA, when patient lost clinical and/or bio-
chemical response and the levels were low (<1.3 µg/ml). Demographic, 
clinical, biochemical and endoscopic data, previous treatments, adverse 
events (AEs), surgeries and hospitalizations, were documented.
Results: Twenty-three patients with UC were analysed. (Table, 1). All 
patients had received previous biological treatment:, 52% ≥2 anti-TNF, 
65% vedolizumab and, 30% JAK inhibitors. Treatment discontinu-
ation occurred in, 3 patients (13%). The persistence was, 83% and, 
79% at, 6 and, 12 months (Figure, 1). During follow-up, 12 patients 
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(52%) maintained standard dose of USK. Dose adjustment was per-
formed in, 13 patients (56%):, 3 (13%) required intravenous UST rein-
duction and, 10 (43%) required dose escalation (8 by shortening the 
interval between doses and, 2 by switching to intravenous USK admin-
istration). Clinical remission was reached in, 61%, 58%, 56%, 79% 
of the patients after, 8, 16, 24, 52 weeks, respectively. Normal CRP 
(<5mg/L) and FC (<150 µg/g) levels were achieved in, 76%, 93% and, 
80% and in, 35%, 31% and, 40% of patients after, 8, 24, 52 weeks, 
respectively. Five of, 6 patients who had endoscopy before and after 
treatment showed endoscopic Mayo subscore ≤1. There were, 2 AEs, 1 
hospitalization, and, 1 colectomy during follow-up.

Conclusion: This study demonstrates the safety as well as the clinical, 
biological and endoscopic effectiveness of USK adjusted by levels in 
real life in a highly refractory UC cohort.

P384
Postoperative Endoscopic Recurrence In Patients 
With Crohn’s Disease After “Curative” Ileocecal 
Resection on Prophylaxis Treatment With Either 
Anti-TNFs, Vedolizumab or Ustekinumab: A Real-
World Multicentre European Study

H. Yanai*1,2, H. Amir Barak1,2, A. Kagramanova3, O. Knyazev3, 
J. Sabino4, S. Haenen4, G.J. Mantzaris5, K. Mountaki5, D. Pugliese6, 
A. Armuzzi6,7, F. Furfaro8, G. Fiorino8, D. Drobne9,10, T. Kurent10, 
S. Yassin2,11, N. Maharshak2,11, F. Castiglione12, O.M. Nardone12, 
R. de Sire12, K. Farkas13, T. Molnar13, Z. Krznaric14, M. Brinar14, 
E. Chashkova15, M.L. Margolin2,16, U. Kopylov2,16, C. Bezzio17, 
A. Bar-Gil Shitrit18, M. Lukas19,20, M. Chaparro21, M. Truyens22,23, 
S. Nancey24, J. Revés25, I. Avni-Biron1,2, J.E. Ollech1,2, I. Dotan1,2, 
M. Aharoni Golan1,2

1Rabin Medical Center, Division of Gastroenterology, Petah Tikva, 
Israel, 2Tel Aviv University, Sackler Faculty of Medicine, Tel Aviv, 
Israel, 3Moscow Clinical Scientific Centre n.a. A.S. Loginov, IBD 
department, Moscow, Russian Federation, 4University Hospitals 
Leuven, Department of Gastroenterology, Leuven, Belgium, 5GHA 
‘Eveggelismos-Polykliniki’, Department of Gastroenterology, Athens, 
Greece, 6Fondazione Policlinico Universitario “A. Gemelli” IRCCS, 
CEMAD- Inflammatory Bowel Disease Unit- Unità Operativa 
Complessa di Medicina Interna e Gastroenterologia- Dipartimento 
di Scienze Mediche e Chirurgiche, Rome, Italy, 7Università Cattolica 
del Sacro Cuore, Dipartimento Universitario di Medicina e Chirurgia 
Traslazionale, Rome, Italy, 8Humanitas Clinical and Research Center – 
IRCCS, IBD Unit- Rozzano, Milan, Italy, 9University Medical Centre 
Ljubljana, Department of Gastroenterology, Ljubljana, Slovenia, 
10University of Ljubljana, Medical Faculty, Ljubljana, Slovenia, 
11Tel Aviv Medical Center, Department of Gastroenterology and 

Liver Diseases, Tel Aviv, Israel, 12University of Naples Federico II, 
Department of Clinical Medicine and Surgery, Naples, Italy, 13University 
of Szeged, Department of Medicine, Szeged, Hungary, 14University 
Hospital Centre, Department of Gastroenterology- Hepatology and 
Nutrition, Zagreb, Croatia, 15Irkutsk Scientific Center of Surgery and 
Traumatology, Department of Reconstructive Surgery, Irkutsk, Russian 
Federation, 16Sheba medical center, Gastroenterology department, 
Tel Hashomer, Israel, 17Rho Hospital, Gastroenterology Unit- Asst 
Rhodense, Milano, Italy, 18Shaare Zedek Medical Center, Digestive 
Diseases Institute, Jerusalem, Israel, 19ISCARE Clinical Centre, 
Clinical and Research Centre for Inflammatory Bowel Disease, Prague, 
Czech Republic, 20General University Hospital and First Faculty of 
Medicine- Charles University, Institute of Medical Biochemistry and 
Laboratory Medicine, Prague, Czech Republic, 21Hospital Universitario 
de La Princesa- Instituto de Investigación Sanitaria Princesa IIS-IP- 
Universidad Autónoma de Madrid and Centro de Investigación 
Biomédica en Red de Enfermedades Hepáticas y Digestivas CIBERehd, 
Gastroenterology Department, Madrid, Spain, 22University Hospital 
Ghent, IBD unit-Department of Gastroenterology, Ghent, Belgium, 
23Ghent University, Department of Internal Medicine and Pediatrics, 
Ghent, Belgium, 24Lyon-Sud hospital- Hospices Civils de Lyon, 
Department of Gastroenterology, Lyon, France, 25Hospital Beatriz 
Ângelo- Loures, Gastroenterology Division, Lisbon, Portugal

Background: Endoscopic post-operative recurrence (ePOR) is common 
following ileocecal resection (ICR) in patients with Crohn’s disease 
(CD), reaching up to, 70% at, 1-year. In clinical trials, prophylaxis with 
anti-TNF therapies demonstrated a decrease in ePOR to around, 20% 
at, 1-year. Here we aimed to compare the effectiveness of vedolizumab 
(VDZ) and ustekinumab (UST) to anti-TNFs for preventing ePOR after 
curative ICR in adults with CD in a real-world setting.
Methods: This was a retrospective multicenter study, assessing patients 
with CD >17years who underwent ICR between, 2015–2019, started 
prophylaxis within six months of surgery, and underwent an ileocolo-
noscopy ≥ four months after prophylaxis. ePOR (Rutgeerts score ≥ i2 
or colonic-segmental-SES-CD≥6) was assessed at, 12, 24, 36-months 
periods post-surgery. Multivariate logistic regression was used to assess 
risk factors for ePOR, and IPTW was performed to compare the effect-
iveness between agents.
Results: Included, 297 patients [53.9% males, age-at-diagnosis, 24(19–
32) years (median;IQR), age-at-ICR, 34(26–43)years (median;IQR), 
18.5% current-smokers]. Of these, 17.2% had previous-ICR, 8.1% 
were biologic naïve, 65.7% anti-TNF experienced, and, 28.6% exposed 
to, 2 biologics. Overall, 224, 39 and, 34 patients received respectively 
anti-TNFs, VDZ or UST for prevention of POR. Patients on VDZ and 
UST were more likely to be biologic experienced or post previous-
ICR. ePOR rates for the entire cohort, anti-TNF, VDZ and UST were:, 
41.8%, 40.2%, 33%, and, 61.8% at, 12-months, 49.0%, 46.5%, 
44.4%, and, 72.4% at, 24- months, and, 48.6%, 47.9%, 44.0% and, 
62.5% at, 36-months, respectively. Risk factors for ePOR: past inflixi-
mab (Adj.OR =1.73 [95% CI:, 1.01–2.97], p=0.045) or adalimumab 
(Adj.OR = 2.32 [95% CI:, 1.35–4.01], p=0.002), and technical aspects 
of anastomosis. After controlling for the disparities between groups by 
the IPTW method risk of ePOR at, 12-months was comparable be-
tween patients on anti-TNFs vs VDZ or anti-TNFs vs UST. However, 
comparison between VDZ vs UST groups revealed that patients on 
UST were at a higher risk for ePOR at, 12-months (OR=3.75 [95% 
CI:, 1.33–10.6]), p=0.012.
Conclusion: Prevention of ePOR was successful in ~60% of patients 
at, 12-months period. Patients on prophylaxis VDZ or UST consisted 
of a distinct, more refractory group with higher rates of ePOR. Post-
operative treatment with UST or VDZ resulted in a similar risk of 
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ePOR when compared to post-operative prophylaxis with anti-TNF 
after controlling for disease severity.

P385
Tailoring induction treatment for children with 
Crohn’s disease

M. Cuomo1, A. Carobbio2, M. Aloi3, P. Alvisi4, C. Banzato5, 
L. Bosa6, M. Bramuzzo7, A. Campanozzi8, G. Catassi3, L. D’Antiga2, 
M. Di Paola9, E. Felici10, M.T. Fioretti11, S. Gatti12, F. Graziano13, 
S. Lega7, P. Lionetti9, A. Marseglia14, M. Martinelli11, F. Musto15, 
N. Sansotta2, L. Scarallo9, G. Zuin15, L. Norsa*16
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Paediatric, Milano, Italy, 2ASST Papa Giovanni XXIII, FROM 
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Gastroenterology Unit, Bologna, Italy, 5University of Verona, Paediatric 
Clinic- Department of Surgical Sciences- Dentistry- Gynaecology 
and Paediatrics- Paediatric Division, Verona, Italy, 6University of 
Padova, Department of Women’s and Children’s Health, Padova, Italy, 
7Institute for Maternal and Child Health “IRCCS Burlo Garofolo”, 
Paediatric Gastroenterology, Trieste, Italy, 8University of Foggia, 
Pediatrics- Department of Medical and Surgical Sciences, Foggia, 
Italy, 9University of Florence, Gastroenterology and Nutrition Unit- 
Meyer children’s Hospital- Department Neurofarba-, Florence, Italy, 
10Children Hospital- AO SS Antonio e Biagio e C. Arrigo, Pediatric and 
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Department of Translational Medical Science- Section of Paediatrics, 
Napoli, Italy, 12Polytechnic University of Marche- G. Salesi Children’s 
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Background: Multiple clinical studies in children with Crohn’s disease 
(CD) have demonstrated the high efficacy of nutritional therapy with 
exclusive enteral nutrition (EEN) to induce remission and even to pro-
mote mucosal healing.
However, EEN as inductive treatment may be not tolerated or ineffi-
cient and we are well aware of the paramount importance of a well 
conducted induction treatment for paediatric CD with the goal of an 
individualized induction treatment to improve the prognosis and the 
quality of life of inflammatory bowel disease (IBD) children.
Methods: A retrospective multicentre study including newly diagnosed 
children with CD treated with EEN as induction therapy was designed. 
The primary aim of the study was to study predictive factors of non- 
adherence to treatment. The secondary endpoint were predictive fac-
tors of clinical non-remission at the end of induction treatment. Those 
data together were analysed with the ultimate goal of trying to define 
an individualized induction treatment for children with CD.
Results:, 376 CD children from, 14 IBD paediatric referral centres were 
enrolled in the study. The rate of EEN adherence was, 89 %. Colonic in-
volvement and FC >, 600 μg/g at diagnosis were found associated with 
a reduced EEN adherence in univariate and multivariate analysis. The 
remission rate of those who completed induction treatment was, 67%. 
A multivariate analysis showed that factor determining lower remission 

rate were age >, 15 years and PCDAI >, 50. With those results we were 
able to create a decisional algorithm which is provided in figure 1.
Conclusion: EEN administered for, 8 weeks is effective for inducing 
clinical remission. The rate of adherence is high but there is a group 
of patients (colonic involvement + hight FC) which are at risk of 
non-adherence and thus may be candidate for alternative dietary in-
duction regimens. Moreover, older patients with moderate to severe 
active disease (PCDAI>40), are at higher risk of failing clinical remis-
sion achievement after EEN and may benefit from an early anti-TNF 
alpha treatment. Personalized treatment strategies should be proposed 
weighing the benefits and risks based on each patient’s disease location, 
phenotype and disease activity with the overall aim of obtaining rapid 
control of inflammation to reduce long-term bowel damage.

P386
Predictive models for assessing the response to 
ustekinumab in Crohn’s disease patients

A. Hubert1, J. Bottieau1, J.F. Toubeau1, D. Franchimont2,3, F. Vallée1, 
C. Liefferinckx*2,3

1University of Mons, Department of Electrical Engineering, Mons, 
Belgium, 2Hôpital Erasme, Department of Gastroenterology, Brussels, 
Belgium, 3Université libre de Bruxelles, Laboratory of experimental 
gastroenterology, Brussels, Belgium

Background: The loss of response to biologics remains a clinical chal-
lenge for which the discovery of predictive factors is helpful. In this dir-
ection, exploiting tree-based models on top of logistic regression (LR) 
allows to uncover unexpected valuable predictors. The aim of the study 
is to develop performant predictions of ustekinumab (USK) response at 
one year of follow-up in a cohort of Crohn’s disease (CD) patients using 
benchmark logistic regression (LR) and tailored tree-based techniques, 
Random forest (RF) and Gradient Boosting Decision Trees (GBDT).
Methods: This is a retrospective study based on a cohort of, 80 CD 
patients treated with USK. Inputs include demographic data, disease 
characteristics as well as pharmacokinetics, clinical and biological 
parameters at baseline, week, 8 and, 16. After one-year follow-up, 
both clinical outcome (achieved in case of USK maintenance without 
optimization, n=80) and endoscopic outcome (achieved in case of 
SES-CD<10, n=52) are evaluated. The inputs are firstly ranked via the 
p-values for LR method and the impurity criterion for the tree-based 
ensemble methods. Then, the optimal subset of inputs for both meth-
ods is selected following a sequential feature selection. Due to the 
limited size cohort, a nested cross-validation framework was applied 
to avoid bias and overfitting. The performance of the final models is 
evaluated using the area under the ROC curve (AUC) with standard 
deviation (SD), sensitivity (Se) and specificity (Sp). All the analyses 
are performed with Python, 3.6, 6 using the packages statsmodels 
and Scikit-learn.
Results: Input data characterizing the CD cohort are presented in 
Table, 1. At one-year follow-up, clinical and endoscopic outcomes 
were achieved in, 56.2% (n=45/80) and, 69% (n=, 36/52), respectively. 
Table, 2 summarizes the predictive model characteristics at the differ-
ent timepoints. Whatever the outcome, predictive models exhibited 
an increased accuracy over the induction timepoints. At week, 16, a 
multivariate LR allowed to predict endoscopic outcome with an AUC, 
0.86±0.12, Se, 83% and Sp, 70%. The explanatory variables were CRP 
level at week, 8 and, 16, lymphocyte count at week, 8 and USK trough 
levels at week, 16. The best model to predict endoscopic outcome was 
obtained by RF with an AUC of, 0.92 ±0.08, Se, 91% and Sp, 75%. The 
key inputs were lymphocyte count at baseline.
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Conclusion: This study highlighted the added value of applying tree-
based models for the development of accurate predictive models. More 
specifically, the evolution of biological markers during induction as 
well as USK trough levels at week, 16 are relevant factors to predict 
endoscopic outcome among CD patients treated with USK

P387
Rapid Implementation of an Evidence-Based, 
Virtual COVID-19 Vaccine Education Clinic at the 
Nova Scotia Collaborative Inflammatory Bowel 
Disease Clinic (NSCIBD) Program

H. Komeylian*1, M. Stewart1, B. Currie2, K. Phalen-Kelly2, 
C.G. Heisler2, J. Jones1

1Dalhousie University, Medicine- Gastroenterology, Halifax, Canada, 
2Nova Scotia Health, Division of Digestive Care & Endoscopy, Halifax, 
Canada

Background: The COVID-19 global pandemic has been associated with 
significant morbidity and mortality. Rapid adaptation of approaches 
to clinical management as well as policy decisions in relation to im-
plementation of vaccination programs for persons living with IBD has 
been required throughout the pandemic. To meet the sudden demand 
of large scale public health-mandated COVID-19 vaccine education for 
patients living with IBD in Nova Scotia a novel, evidence-based, vir-
tual COVID-19 vaccine educational intervention was developed, imple-
mented, and evaluated.
Methods: This was a prospective, observational, cross sectional, 
implementation-effectiveness study conducted at the NSCIBD 
program between April-July, 2021. The educational intervention 
consisted of a standardized email outlining evidence relating to 
risks and benefits of COVID-19 vaccinations. The intervention 
was offered to all patients contacting the NSCIBD program with 
questions or concerns about the vaccine. During one-on-one vir-
tual visits, standardized and evidence-based information was pro-
vided by a gastroenterologist or IBD nurse practitioner. Following 
the session, an anonymous questionnaire (NoviSurvey) evaluated 
key implementation metrics including satisfaction, appropriateness, 
usefulness, perceived impact on knowledge and vaccine hesitancy, 
willingness to participate in future sessions, and recommendations 
for improvement. Descriptive analyses were conducted, with group 
means expressed as proportions for categorical variables and means 
for numerical variables.
Results: A total of, 265 patients were invited to participate in the on-
line survey, with a response rate of, 49% (131/265). Before the session, 
48.9% (64/131) expressed COVID-19 vaccine hesitancy and, 26% 
(35/131) expressed concerns relating to risks versus benefits of COVID-
19 vaccines. Ninety-one percent (119/131) of respondents found the 
education program to be helpful and, 92% (121/131) indicated there 
was no information perceived to be lacking from the session. Following 
the intervention, the proportion of those willing to get vaccinated rose 
from, 61% to, 86.3%. Only, 1.5% (2/131) indicated that they would 
likely not get vaccinated. Most participants (77%, 101/131) found the 
written and virtually administered educational content to be satisfac-
tory and, 88% (115/131) were willing to participate in similar virtual 
education offerings in the future.
Conclusion: Implementation of an evidence-based, multidisciplinary 
COVID-19 vaccination education intervention delivered using a virtual 
platform was perceived to be feasible, acceptable, and effective by IBD 
patients. Further research on innovative, evidence-based, multidiscip-
linary educational interventions and the impact of these interventions 
on IBD clinical outcomes are needed.
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Asking teenagers and young adults with IBD; 
“what matters to you?”. A qualitative survey during 
the COVID-19 pandemic

A. King*1, A. Speight1

1Newcastle Upon Tyne NHS Trust, Gastroenterology, Newcastle Upon 
Tyne, United Kingdom

Background: Good paediatric to adult transition of IBD care is im-
portant to prevent disengagement and poor disease outcomes [1]. The 
aim of this study was to qualitatively measure what is important to 
patients before they attended a new transitional service. There may 
be a dichotomy between the treating healthcare workers’ priorities 
and teenagers’ priorities that form a barrier to effective communica-
tion. Unprepared services can result in negative consequences for those 
involved [2] and a greater understanding of what matters to teenagers 
and young adults may improve the clinicians’ ability to facilitate the 
transition process.
Methods: We asked, 75 teenagers and young adults, aged between, 14 
and, 21, who attended a new transitional service at a tertiary IBD unit 
in the North of England, to complete a survey prior to their clinic re-
view. This ‘what matters to you’ survey included, 12 suggestions they 
could circle, with no limitations on how many many they selected, 
but a suggestion to choose up to, 3 topics. The survey was conducted 
during the COVID-19 pandemic and UK national lockdown, between 
September, 2020 and September, 2021.
Results: 

Conclusion: Inflammatory bowel disease is a condition with poten-
tially a high morbidity from physical symptoms, and it is important 
not to forget this as a focus of a consultation. Medical therapies and 
their effects on the patient were important to, 48% of responders, and 
the transition process should include further education on treatment 
options with discussions of compliance. The impact on education and 
schooling feature as a significant topic and should be discussed during 
transition. Minimising the impact on education and employment should 
be considered when developing transitional services. Mental health 
wellbeing and body image were highly significant to a smaller number 
of patients and remain an important consideration. Interestingly not a 
single responder including the COVID-19 outbreak as a concern des-
pite universally being on biological therapy or immunomodulators. It 
is important to note that whilst no patients reported ‘smoking, drugs 
and alcohol’ as important, risk-taking behaviours are increased in this 
patient population [3], they need to be sensitively discussed to become 
apparent and may be under-represented with the methodology used.
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Indicators for inadequate response to advanced 
therapy in patients with Ulcerative Colitis: results 
from a medical chart review in the United Kingdom
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Background: Patients with Ulcerative Colitis (UC) who commence 
advanced therapy may experience inadequate response or require 
therapy modification to achieve remission. Therapeutic modification 
increases health care costs and is associated with adverse events. This 
study aimed to examine the rates of inadequate response, therapeutic 
modification and subsequent remission among UC patients starting 
advanced therapy in the UK.
Methods: Using a retrospective chart review, patients with UC treated 
with an advanced therapy (adalimumab, infliximab, golimumab, 
vedolizumab, and tofacitinib) between, 01/2017 and, 09/2019 were 
selected from, 8 clinics across the UK. Patients with ≥12  months of 
data before and after starting an advanced therapy (Index Date) were 
included. Inadequate response was defined as at least one of the fol-
lowing events: index therapy discontinuation or switch due to lack of 
response, therapy escalation, augmentation with an additional conven-
tional therapy, corticosteroid (CS) dependency (use for ≥12 weeks), 
new CS initiation, UC-related hospitalisation, surgery, or emergency de-
partment visit. Remission was assessed using components of the Mayo 
score. Kaplan-Meier analysis was used to examine remission rates over, 
24 months. Subgroups included patients with prior exposure to bio-
logics, and patients with vs. without remission at, 12 months. Factors 
associated with time to remission were assessed in a multivariate Cox 
regression model.
Results: Among, 238 patients included (female:, 46.6%; median 
age, 42  years; median follow-up:, 28.8  months), 178 (74.8%) 
patients were biologic-naïve, and, 60 (25.2%) were biologic-expe-
rienced. At, 12 months, 105 (44.3%) patients had ≥1 indicator for 
an inadequate response (Figure, 1); the median time to first event 
was, 18  months. Among those who discontinued (N=72), 69.4% 
switched to another advanced therapy. Inadequate response was 
more frequent in biologic-naïve vs. experienced patients (50.3% 
vs., 26.7%; p<0.01) and among those without vs. with remission 
(56.3% vs., 34.4%; p<0.01). At, 12 months, 61 patients (46.1%) 
had not achieved remission (median time to remission:, 7.6 months; 
Figure, 2). At, 12 months, one third (33.0%) of patients in remis-
sion required therapy modification (augmentation, dose escalation, 
and use of CS). In an adjusted model, chances of remission were 
halved in biologic-experienced patients vs. naive patients (hazard 
ratio:, 0.49; p<0.05).
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Conclusion: More than two-fifths of UC patients had an inadequate re-
sponse, and nearly half did not achieve remission within one year after 
therapy start. Even among patients in remission, one third required 
additional therapy modifications. More effective therapies are needed 
to achieve better outcomes for patients with UC.

P390
Efficacy and safety of mesenchymal stem cell 
therapy with darvadstrocel for complex perianal 
fistulizing Crohn´s disease: multicentric experience 
in the Basque Country and Navarre
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J.L. Cabriada1, I. Rodriguez-Lago1
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Background: Perianal fistulizing Crohn´s disease has a negative 
impact on patients´quality of life and despite advances in medical 
and surgical treatment, high rates of recurrence are still reported. 
Mesenchymal stem cell therapy has recently been authorized for the 
treatment of complex perianal fistulas in adult patients with Crohn’s 
disease, and it may be an effective and safe alternative. The aim of 
this study was to evaluate the results of efficacy, defined as combined 
clinical and radiological remission, and safety after administration 
of darvadstrocel.

Methods: A retrospective and observational analysis of patients with 
complex perianal disease treated with darvadstrocel at three centers 
in Spain were included. The inclusion criteria and the surgical tech-
nique followed the specifications from the Ministry of Health and 
Consumption. Follow-up visits were performed at, 6 and, 12 months 
after the treatment and evaluated by clinical disease activity and pelvis 
magnetic resonance.
Results: From November, 2020 to July, 2021, 13 patients (mean age, 
39 years, IQR, 30–48, 69% males) were treated with mesenchymal stem 
cell therapy. The most common type of fistulas were transsphinteric 
(77%), high intersphinteric (15%) and the suprasphinteric (15%), the 
latter associated with other types of fistulas. All patients received con-
comitant anti-TNF (61%), ustekinumab (31%) or vedolizumab (8%). 
Eight patients (62%) have reached the, 6-month follow-up, five (62%) 
of them have had combined response, one patient (13%) had radio-
logic response and two (25%) showed disease progression (Figure, 1). 
Among those patients with <6 months follow-up, four (80%) of them 
have shown clinical response. Most of the patients (77%) had no ad-
verse events related to therapy. One patient had rectal bleeding and two 
patients developed a new fistula or abscess, with no need for reinterven-
tion in any of them.
Conclusion: The initial experience with mesenchymal stem cell therapy 
show promising results in terms of effectiveness and safety in the short 
term in complex perianal disease. A  longer follow-up period is still 
needed to confirm these promising data.

P391
Unpacking the different popular diets for pediatric 
Crohn’s disease - concerns around nutritional 
adequacy
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A. Martinez1, M. Rashid1, A. Otley MD MSc FRCPC1

1IWK Health Centre, Department of Pediatrics, Halifax, Canada

Background: The first line treatment for inducing remission in pedi-
atric Crohn’s disease (CD) is Exclusive Enteral Nutrition (EEN), where 
a patient drinks a nutritionally complete formula exclusively for, 6 to, 
12 weeks. Despite the effectiveness of EEN, some patients may experi-
ence challenges including taste fatigue, monotony, and a lack of social 
participation with meals. Given these challenges, patients may turn to 
popular or fad diets for managing their disease. These diets are often 
restrictive, eliminating a number of foods and exacerbating the risk of 
underlying nutrient deficiencies in this patient population.
Methods: These case studies involved a nutrient analysis of evidence-
based and popular diets for CD, including Crohn’s Disease Exclusion 
Diet (CDED), CD-TREAT, Specific Carbohydrate Diet (SCD), IBD 
Anti-inflammatory Diet (IBD-AID), Autoimmune Protocol (AIP) Diet, 
Gut and Psychology Syndrome (GAPS) Diet, and low FODMAP. Four 
cases were selected with mild-moderate CD:, 11-year-old and, 16-year-
old, both male and female. A nutrient analysis of sample menus of each 
diet was completed using Food Processor version of, 11.6.0 by ESHA 
Research. Results were compared to age and gender specific Dietary 
Reference Intakes (DRIs), population-based dietary intake data, and 
Health Canada Dietary Guidelines.
Results: Data are presented for Case, 1, 11-year-old male. Findings were 
comparable to other age and gender cases. As compared to Acceptable 
Macronutrient Distribution Ranges (AMDRs), there was a higher per-
centage of energy from fats and lower from carbohydrates for the SCD 
(%  kcal, fat and carbohydrate respectively:, 59%;, 30%), IBD-AID 
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(52%;, 37%), AIP Diet (50%;, 20%) and GAPS Diet (60%, 21%). 
Saturated fat intake exceeded recommendations (>10% of energy in-
take) for CDED (% kcal, 14%) CD Treat (17%), SCD (11%), AIP Diet 
(15%) and GAPS Diet (20%). Both vitamin D and/or calcium intake 
were below the Recommended Dietary Allowance (RDA) respectively 
for CDED (% RDA, vitamin D and calcium respectively:, 89%;, 86%), 
SCD (23%;, 53%), AIP Diet (14%;, 23%), low FODMAP Diet (4%, 
96%) and GAPS Diet (calcium, 58%). Adolescent females versus males 
between the ages of, 14–18 years may be at greater risk of inadequate 
nutrient intake, given the general increase in nutrient requirements yet 
lower caloric needs.
Conclusion: Given the increase in awareness and interest in popular 
diets for Crohn’s disease, it is imperative that clinicians are aware of the 
risks of inadequate nutrient intake with restrictive diets.

P392
To study the prevalence of depression and anxiety 
in patients of Inflammatory Bowel Disease (IBD) 
and the efficacy of psychopharmacotherapy in 
these patients: A pilot study

A. Patel*1, H. Joshi1, A. Wagh1, C. Bhatt1

1Sir H N Reliance Foundation Hospital, Gastroenterology, Mumbai, 
India

Background: There is high prevalence of psychiatric disorders amongst 
IBD patients which independently affect quality of life. Studies have 
shown psychological stress leads to IBD flare. Non pharmacological 
psychotherapy has been studied in treatment of IBD, but not psychop-
harmacotherapy. We feel treatment for mental disorders in IBD patients 
may improve outcomes.
Methods: This is a prospective, observational single centre pilot study. 
After ethics committee approval, 200 patients were accrued between 
November, 2019 & June, 2021, with, 1 year follow up for patients with 
anxiety or depression. All patients >18  years with Ulcerative Colitis 
(UC)/Crohn’s disease (CD) were enrolled. We excluded patients with 
IBD-Unclassified, post ileostomy/colostomy, on biologicals, malignancy. 
For assessing disease activity in UC we used UCEIS & pMAYO scores; 
CDEIS & Harvey-Bradshaw scores for CD. HADS-A & HADS-D 
scores were used to determine anxiety and depression, respectively. 
Patient with HADS-A or HADS-D >, 7 were considered to have sig-
nificant anxiety/depression, were given psychopharmacotherapy as per 
psychiatrist. All patients received IBD therapy as per standard of care. 
These patients were followed up at, 3, 6, 9 and, 12 months to assess the 
clinical parameters and HADS scores at each visit. Colonoscopy was 
repeated after a year to assess endoscopic activity.
Results: In our pilot study of, 200 patients CD was seen in, 84 (42.0%) 
& UC in, 116 (58.0%). Prevalence of Anxiety was, 15%, Depression, 
7% & pooled prevalence, 22%., 86 patients (43.0%) received only 
IBD therapy., 66 (33.0%) received, 1 antipsychotic drug, 33 received, 
2 (16.5%), 15 (7.5%) were prescribed, 3. Patients receiving psychop-
harmacotherapy, showed significant improvement in HADS-A or 
HADS-D scores at, 3, 6,9 and, 12 months. Amongst patients with UC, 
there was a significant improvement in UCEIS score (4.73 to, 2.36) 
in patients who received psychopharmacotherapy in addition to IBD 
standard of care after, 1 year (p<0.05). Similarly, the mean p-MAYO 
score dropped from, 4.91 to, 2.17 in patients receiving psychopharma-
cotherapy (p<0.05). The same pattern was observed in patients with 
Crohn’s disease receiving psychopharmacotherapy, in whom the mean 
CDEIS score dropped from, 5.43 to, 2.16 after, 1 year. Also, the mean 
Harvey-Bradshaw score dropped from, 5.57 to, 2.86. Both in UC & 
CD; clinical, endoscopic scores significantly improved in patients who 
were given psychopharmacotherapy in addition to SOC.

Conclusion: Our study confirmed the high prevalence of anxiety and 
depression amongst Indian IBD patients. IBD patients with significant 
anxiety or depression benefit from Psychopharmacotherapy in addition 
to standard of care treatment, showed improvement in clinical as well 
as endoscopic disease activity.
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Efficacy and Safety of Induction Therapy With 
Calcineurin Inhibitors in Combination With 
Ustekinumab for acute severe colitis

P. Veyrard*1, G. Pellet2, D. Laharie2, M. Nachury3, P. juillerat4, 
R. Altwegg5, S. Nancey6, M. Fumery7, M. Allez8, M.L. Tran minh9, 
X. Roblin10
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Gastroenterology, montpellier, France, 6University Hospital Lyon, 
Gastroenterology, lyon, France, 7University hospital Amiens, 
Gastroenterology, Amiens, France, 8Saint louis University Hospital, 
Gastroenterology, paris, France, 9Saint Louis Universuty Hospital, 
Gastroenterology, Paris, France, 10CHU Saint Etienne, Gastroenterology, 
saint priest en jarez, France

Background: Ulcerative colitis is a chronic inflammatory bowel 
disease., 20% of patients will experienced acute severe colitis during 
their life. In acute severe colitis, when IV steroids failed, two strate-
gies can be used with equivalent efficacy: Ciclosporin and Infliximab. 
Recently, Pellet et al reported the interest of association ciclosporin 
– vedolizumab. Regarding results from Varsity trial, more patients are 
treated before a CAG with vedolizumab. Recently, UNIFI trial showed 
the interest of ustekinumab in UC patients. So, it should be interesting 
to analyze the interest of the association Ciclosporin -Ustekinumab in 
case of acute severe ulcerative colitis. In this study, we retrospectively 
evaluated the clinical response and the rate of colectomy when we 
used anticalcineurin and Ustekinumab in acute severe colitis refrac-
tory to IV steroids.
Methods: All patients with acute severe colitis who failed to 
IV steroid and who were treated with calcineurin inhibitor and 
Ustekinumab, can be included. They were treated with a, 6mg/kg 
infusion and then a, 90mg subcutaneous injection every, 8 weeks. 
Eight referral French center and a Switzerland referral center were 
involved in this study. The primary endpoint was clinical response 
at, 6 months. We also evaluated the rate of colectomy and survival 
without Ustekinumab discontinuation. We reported also adverse 
events in this cohort.
Results: Eleven patients were included., 82% were women, with a me-
dian age of, 32.2 years (range, 25.5–36.5 y). The median disease duration 
was, 8.2 years (range, 3–9.5 y). Ten patients failed to Infliximab and, 9 
to Vedolizumab. At inclusion, median Lichtiger score, Mayo score and 
CRP were respectively, 13,4 [IC95, 12.5–14.5], 10.6 [IC95, 10–11.5] et 
de, 24.5 mg/L [IC95, 4.5–35.7mg/l]. The mean Endoscopic Mayo score 
was, 2.6 +/-0.7. The median time between beginning of Calcineurin in-
hibitor and Ustekinumab was, 22 days (minimum, 6d, maximum, 128d). 
Median follow-up was, 11 months. None of the patients underwent col-
ectomy at, 6 months. The mean full Mayo score was significantly lower 
during the follow-up (10.6 at baseline and, 1.0 at, 6 months; p = 0.005). 
The mean CRP level was significantly reduced (from, 24.5 mg / L [CI95, 
4.5–35.7] to, 2.6 mg / L [2–3.1], p = 0.02). Only one patient stopped 
ustekinumab at the end of follow-up. Two patients required treatment 
optimization. Tolerance to treatment was well with only one case of alo-
pecia described without withdrawal of treatment.
Conclusion: In this retrospective study including patients hospitalized 
for IV Steroid-resistant acute severe colitis, the sequence of treatment 
with induction anti-calcineurin with ustekinumab therapy appears to 
be effective and well tolerated. These results need to be confirmed on a 
larger number of patients.

P394
A prospective analysis of body composition in 
patients with Inflammatory Bowel Disease and 
changes during biologic therapy

A. Nguyen*1, M. Burns2, M. Herath3, D. Holt2, P.R. Gibson4, F. Milat3, 
P. Ebeling5, G. Moore6
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Background: Low muscle mass is common in Inflammatory Bowel 
Disease (IBD) and is associated with poor quality of life and increased 
need for surgery. Our aim was to compare body composition in patients 
with IBD to controls, active and inactive IBD, and before and after bio-
logic induction therapy.
Methods: Body composition was prospectively analysed in patients 
with IBD and gender-matched controls. Active disease was defined as a 
faecal calprotectin (FCP) ≥150 µg/g. In patients with active IBD com-
mencing biologic therapy, body composition was measured at baseline 
and after induction, at ≥14 weeks. Patients were considered respond-
ers if the FCP reduced by ≥50%. All participants underwent whole-
body dual-energy X-ray absorptiometry (DXA) (GE Lunar Prodigy), 
hand-grip strength, an International Physical Activity Questionnaire, 
Australian Eating Survey and a Subjective Global Assessment for 
malnutrition. Low skeletal muscle index (SMI) was defined as men 
≤7.26 kg/m2 and women ≤5.45 kg/m2. Protein intake <15% of total 
daily macronutrient intake was considered low.
Results: Patients with IBD (54% Crohn’s disease, 56% male) had a 
median age of, 29 years (IQR, 23–40) and, 5-year duration of disease 
(IQR, 1–11). Body composition was similar between, 48 patients with 
IBD and, 30 controls, including body mass index (25 vs, 23 kg/m2), 
fat mass (24.5 vs, 18.7 kg), estimated visceral adipose tissue (437 vs, 
318 g), total lean body mass (46.6 vs, 47.9 kg) and appendicular skel-
etal mass (21.3 vs, 23.2 kg).

These markers were also similar when comparing active (n=28) 
to inactive (n=16) patients with IBD, stratified by gender. Low 
SMI was more common in the IBD cohort compared to controls 
(19% vs., 3%, p=0.048). Only one patient with low SMI had low 
hand-grip strength to meet the criteria for sarcopenia in the IBD 
cohort. More patients with IBD had low protein intake (13% 
vs, 0%, p=0.027) and were mild to moderately undernourished 
(25% vs, 0%, p=0.003) compared to controls. No difference was 
found with physical activity and hand-grip strength. In the IBD 
cohort, patients with low SMI were more likely to be undernour-
ished (56% vs, 18%, p=0.019) but had similar protein intake 
compared to those with normal SMI. In, 7 of, 14 patients who 
responded to biologic therapy, SMI (7.9 to, 9  kg/m2, p=0.028) 
and total lean body mass (50.6 to, 54.3 kg, p=0.043) increased, 
while total fat mass or body mass index did not change. Low SMI 
was found in, 3 responders at baseline and increased after induc-
tion. There was no change in any body composition parameters 
in non-responders (n=7).
Conclusion: Body composition was similar between patients with 
IBD and controls, however low SMI was more common in IBD. 
Increasing muscle mass can be detected at ≥14 weeks after active 
disease is treated.
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P395
Proactive Therapeutic Drug Monitoring May 
Reduce the Need for Combination Therapy in 
Inflammatory Bowel Disease Patients Treated with 
Infliximab

J. Doherty*1, R. Varley2, C. Dunne2, F. Mc Carthy1, K. Hartery1, 
S. Mc Kiernan1, D. Kevans1

1St James Hospital, Gastroenterology, Dublin, Ireland, 2St James 
Hospital, Department of Gastroenterology, Dublin, Ireland

Background: Combination therapy with an immunomodulator [IM] 
is recommended by ECCO guidelines for patients with moderate-to-
severe inflammatory bowel disease (IBD) treated with infliximab [IFX]. 
Combination therapy reduce anti-drug antibody (ATI) formation. 
Maintenance of adequate trough IFX levels is also known to reduce 
ATI formation.
Methods: We hypothesised that the use of proactive TDM in patients 
receiving IFX monotherapy would result in equivalent therapy out-
comes compared with patients receiving IFX in combination with an 
immunomodulator. A  pilot study using proactive TDM was under-
taken at our unit with IFX and ATI levels, assessed at trough, in all IBD 
patients receiving IFX. We retrospectively evaluated the outcome of 
proactive IFX TDM on IFX therapy outcome. Baseline demographics, 
IFX dosing schedules and use of concomitant immunomodulators were 
documented. The study primary endpoint was time to infliximab dis-
continuation in IFX monotherapy and combination therapy groups.
Results:, 109 IBD patients receiving IFX with proactive TDM assess-
ment were included. Median age, 36 years, 46% were female and, 36% 
UC., 37% and, 67% of patients were receiving IFX combination and 
monotherapy respectively. There was no significant difference in mean 
time to drug discontinuation between IFX combination and mono-
therapy groups, 2.33 [95% CI, 2.2–2.5] versus, 2.32 [95% CI, 2.0 –, 
2.6] years respectively, p = 0.63. ATI concentrations [median] did not 
differ significantly between IFX combination and monotherapy groups, 
2.9 AU/mL versus, 11.6 AU/mL, p = 0.54. In a multivariate analysis 
disease activity [p=0.005], low IFX levels [p=0.01] and elevated ATIs 
[p=0.001] were all independently associated with IFX discontinuation. 
There was no association between the use of IFX combination therapy 
and rates of IFX discontinuation, p=0.42.
Conclusion: Infliximab persistence, which is a proxy for successful 
therapy outcome, was similar in IFX monotherapy and combination 
therapy groups when proactive TDM was utilised. In the absence 
of concomitant immunomodulatory therapy, proactive TDM may 
improve IFX monotherapy outcomes, by maintaining higher IFX 
concentrations.

P396
COVID-19 pandemic-related endoscopy delays did 
not translate to deleterious outcomes for patients 
with Inflammatory Bowel Disease: A retrospective 
cohort study

J. Chambers*1, M. Gurpreet1, M. Maria1, K. Reena1, W. Aze Suzanne1

1Western University, Medicine, London, Canada

Background: Inflammatory Bowel Disease (IBD) patients require fre-
quent endoscopies for disease assessment and confirmation of remis-
sion, making it a crucial component in their management. It is unknown 
if measures put in place to reduce the spread of the virus SARS-CoV-2, 
including the delay of non-urgent IBD patient endoscopy, resulted in 
more deleterious outcomes for patients with IBD. Therefore, we aimed 
to determine if delays in endoscopy during the COVID-19 pandemic 
were associated with an increased risk of adverse IBD outcomes (emer-
gency room, ER presentation, hospitalization, surgery or escalation of 
drug therapy).
Methods: A retrospective cohort study was performed in IBD patients 
receiving outpatient endoscopies between March and August, 2019 
(pre-COVID-19 pandemic) and, 2020 (during the COVID-19 pan-
demic) at two tertiary care centers affiliated with Western University, 
London, Canada. Data pertaining to endoscopy timing, IBD drug pre-
scription, ER attendance, hospitalization, and surgery were collected.
Results: A total of, 1160 endoscopies (2019, n=718;, 2020, n=442) 
occurred across, 1083 patients (2019, n=669;, 2020, n=414). More 
endoscopies were delayed in, 2020 than, 2019 (26.7% vs., 9.7% re-
spectively, p<0.0001) and for longer, 56 days (IQR=63) in, 2020 vs., 
30 days (IQR=42) in, 2019. No differences were seen in the baseline 
demographic characteristics based on cohort year or occurrence of en-
doscopy delay. Also, rurality, sex, IBD type, and age were not associated 
with a delay in endoscopy. It was found that endoscopy delay was not 
associated with an increased risk of an adverse IBD outcome (com-
posite outcome of emergency room presentation, ER presentation, hos-
pitalization, surgery or escalation of drug therapy) (RR, 1.23, p=0.20).
Conclusion: A greater proportion of delays in endoscopy were observed 
during the COVID-19 pandemic; however, delays in general were not 
associated with more adverse IBD outcomes, and were found to be 
associated with less deleterious IBD outcomes. This may reflect the ac-
curate and preferential triage of more severe IBD patients to endoscopic 
assessments.

P397
Can upskilling pharmacy technicians support a 
robust and cost-effective Inflammatory Bowel 
Disease patient review process? A single-centre 
prospective study

F. Rees*1, A. Packham1, A. St Clair Jones1, M. Smith1

1University Sussex Hospitals NHS Foundation Trust, IBD Team- 
Gastroenterology, Brighton, United Kingdom

Background: Immunomodulators are key to the management of 
Inflammatory bowel disease (IBD). To ensure safety and efficacy, UK 
guidance recommend immunomodulator review.
At University Hospitals Sussex (UHS), reviews are completed by a 
multi-disciplinary team (MDT), with specialised IBD pharmacists and 
nurses leading on autonomous blood monitoring and symptom review 
(figure 1).
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This workload puts considerable strain on the UHS IBD team. 
Upskilling and task shifting is recognised as legitimate strategy 
for service enhancement, care access, cost effectiveness and sus-
tainability plus ensures team flexibility, boosted morale and career 
progression.
The UHS IBD team includes a highly motivated pharmacy technician 
(PT). In the UK, PT are registered non-prescribing healthcare profes-
sionals, but training does not include autonomous blood monitoring 
and symptom review.

Methods: To ensure competency of autonomous blood monitoring and 
symptom review, a training package was developed and was approved 
by UHS Medicines Governance Group.
Once accredited, PT prospectively recorded blood monitoring and 
symptom review activity over, 10-weeks (figure 2 and, 3) and referrals 
completed (figure 4).
Results: The training package was completed in, 10 weeks.
Over, 10 weeks, PT completed, 699 distinct monitoring activities, with, 
57 (8%) needing referral to the specialised pharmacist.
The highest proportion of workload was observed in the IBD infusion 
clinic (314, 45%), followed by thiopurine monitoring (250, 36%) and 
then ‘others’ (135, 19%). ‘Others’ were essential IBD activities includ-
ing faecal calprotectin levels (FCPL), pre-initiation tests (e.g. thiopurine 
methyltransferase levels (TPMT), viral screening, t-spots) and medica-
tion levels to optimise therapy.
All referrals to the specialised pharmacist were appropriate as needed 
action by a prescribing professional.
In addition, PT contributed substantially to data collection for virtual 
biologic clinic (VBIC) reviews;, 32 patients.
Feedback has been overwhelmingly positive from all effected 
stakeholders (PT, IBD pharmacy and nursing team and 
gastroenterologists).

Conclusion: Identifying appropriate tasks and upskilling the IBD PT 
has enabled a more cost-effective and efficient use of IBD workflow, 
care standardisation, team robustness and staff morale.
Approved training and support are required to enable upskilling and 
continued service safety and we recommend that skills are recognised 
locally and nationally.

P398
Long term efficacy and safety of ABP, 501 
adalimumab biosimilar in inflammatory bowel 
diseases: preliminary results from the ADASWITCH 
study

A. Cingolani1, C. Felice2, G. Lombardi3, F.M. Onidi4, 
D. Checchin5, R. Colucci6, L. Grossi7, A. Ferronato8, C. Rocchi9, 
M. Ascolani10, L. Binaghi4, M.F. Dore4, L. Fanini11, M. Bulajic9, 
G. Mocci MD FRCP*4

1”Carlo Poma” Hospital, Gastroenterology and Endoscopy Unit, 
Mantova, Italy, 2Medicine, 1- Cà Foncello University Hospital, 
Internal medicine, Treviso, Italy, 3Azienda ospedaliera univeris-
taria integrata, Nefrology Unit, Verona, Italy, 4Gastroenterology 
Unit- ARNAS G.  BROTZU, Internal medicine, Cagliari, Italy, 
5”Ospedale dell’Angelo”- “San Giovanni e Paolo” Hospital, 
Gastroenterology Unit, Mestre e Venezia, Italy, 6”San Matteo 
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degli Infermi” Hospital, Endoscopy, Spoleto, Italy, 7”Santo 
Spirito” Hospita- “G. D’Annunzio” University, Gastroenterology 
Unit, Pescara, Italy, 8ULSS7 Pedemontana, Digestive Endoscopy 
Unit, Santorso, Italy, 9”Mater Olbia” Hospital, Gastroenterology 
and GI Endoscopy Unit, Olbia, Italy, 10Gastroenterology Unit- 
Cà Foncello University Hospital, General Surgery, Treviso, Italy, 
11Foligno Hospital, Gastroenterology and Endoscopy Unit, 
Foligno, Italy

Background: Adalimumab (ADA) biosimilars have been developed to 
have a much lower financial cost than ADA originator.
The aim of this study was to evaluate the long term efficacy and safety 
of Adalimumab biosimilar ABP501 in naïve or switched Inflammatory 
Bowel Diseases (IBD) outpatients in Italian non-tertiary IBD centres
Methods: The ADASWITCH study is a multicentric retrospective ob-
servational study. Patients treated with Adalimumab ABP501 and 
with complete clinical, laboratory and endoscopic data, and a minu-
mum follow-up of, 6  months were included. The primary objective 
was to evaluate the efficacy (defined as persistence on therapy with 
Adalimumab ABP501) and the safety (rate of adverse events) occurring 
during treatment.
Results: A total of, 117 IBD patients were included:, 83 with Crohn’s 
disease (CD, 38 F, 45 M, 71% naïve) and, 34 with Ulcerative colitis 
(UC, 16F, 18 M, 61.8% naïve naïve) were included. ABP, 501 showed 
more efficacy in maintaining clinical response at, 2 years in CD (64 pts, 
77,1%) rather than in UC (22 pts, 64,7%, p=0.001) and in antiTNF 
(tumor necrosis factor) naïve (63  pts, 78%) rather than in antiTNF 
experienced patients (27 pts, 72%, p=0.0014), while no difference was 
seen in efficacy between ADA-switched and ADA-naïve patients. Nine 
patients (8 CD, 1 UC, overall, 7,7%) had adverse events that led to drug 
discontinuation.
Colonic localisation seems to be a predictor of not sustained clinical 
response (p=0,002).
Conclusion: APB, 501 adalimumab biosimilar showed high rates of ef-
ficacy and a good safety profile, in both naïve and shifted IBD patients.

P399
C-Reactive Protein Values After Surgery for 
Inflammatory Bowel Disease: Is It Still A Good 
Marker For Intra-Abdominal Complication? 
A Retrospective Cohort Study of, 347 procedures

B. Gaspard*1, C. Alexandre1, V. thibault1, O. Lauren2, D. Clotilde1, 
C. Najim1, P. yann1, J. Lefevre1; Saint-Antoine IBD Network
1APHP St. Antoine Hospital, Department of General and Digestive 
Surgery, Paris, France, 2St Vincent’s University Hospital, Department of 
Colorectal Surgery, Dublin, Ireland

Background: C-reactive protein (CRP) is a useful predictive test to early 
detect abdominal complication after colorectal surgery. Inflammatory 
bowel disease (IBD) is responsible of chronic inflammation and ab-
normal basal CRP that could influence the interest of its management 
after abdominal surgery.
The aim of this study was to evaluate CRP as an indicator of postopera-
tive complication in a specific IBD population.
Methods: Retrospective study of patients undergoing ileocolic resection 
or ileal pouch-anal anastomosis for IBD between, 2012 and 2019.

Intra-abdominal complication was defined as any intra-abdomi-
nal event, infectious or otherwise, occurring during the immediate 
postoperative period.
The early postoperative period was defined as post-operative days 
(POD), 1 and, 2 and late postoperative period as POD, 3 and 4.
Results: Ileocolic resection represented, 242 patients and ileal pouch-
anal anastomosis, 105 patients.
Intra-abdominal complications occured in, 18.1% of patients (ICR=40, 
16.5% and IPAA=23, 21.9%).
Pre-operative CRP (48 hours before surgery) was available for, 96 
patients (29.8%). Among them, 64 had an abnormal CRP value (me-
dian:, 13±45.4). No relation was found between a preoperative ab-
normal CRP value and post-operative intra-abdominal complications.
CRP was significantly higher at an early (105.2±56.0 vs, 128.1±69.8; 
p=0.008) and late stage (112.9±72.8 vs, 185.3±111.5; p <, 0.0001) for 
patients having an intra-abdominal complication.
The best sensitivity and specificity values were obtained at POD, 3–4 
with a CRP cut-off of, 75 with an area under the curve of, 0.71. The 
ability to rule out an intra-abdominal complication with a CRP Value 
<75 mg/L was good with, at POD, 1–2 NPV=86.4% and PPV=19.9% 
and, at POD, 3 an NPV=90.3% and PPV=22.2%.
A BMI >25kg/m2 (p=0.04) and an open surgical approach (p=0.009) 
were associated with higher CRP levels in the first POD.
In multivariate analysis, pre-operative steroid use (p=0.03), CRP at 
POD, 3 >, 100mg/L (p=0.002) and a rise between CRP values more 
than, 50 mg/L (p=0.005) or, 100 mg/L (p <, 0.0001) at, 48 hours were 
significantly associated with intra-abdominal complication. A CRP at 
POD, 1 <75mg/L was associated with a lower rate of intra-abdominal 
complication (p=0.01).
A score using these, 4 independent factors was created and showed 
significant differences in intra-abdominal complication, anastomotic 
leakage and readmission rate.
Conclusion: CRP is a useful predictive marker to detect abdominal 
complication after surgery in IBD population. Measurement of CRP 
can help to reduce hospitalization stay and orientate towards comple-
mentary examinations.

P400
Evolution of clinical and pharmacological 
parameters after switching from intra-venous 
to subcutaneous infliximab in patients with 
inflammatory bowel disease: the REMSWITCH 
study

A. Buisson*1, M. Nachury2, M. Reymond1, C. Yzet3, P. Wils2, 
L. Payen1, L. Manlay1, B. Pereira4, M. Fumery3

1University Hospital Estaing, Department of Gastroenterology- IBD 
Unit, Clermont-Ferrand, France, 2CHRU Lille, IBD Unit, Lille, France, 
3CHU Amiens, IBD Unit, Amiens, France, 4CHU Clermont-Ferrand, 
DRCI Biostatistics Unit, Clermont-Ferrand, France

Background: Owing to similar efficacy, switching from intravenous 
(IV) to subcutaneous (SC) infliximab (IFX) is an attractive option, 
but the feasibility of switching patients with intensified IFX therapy 
remains unknown.
We assessed the clinical and pharmacological evolution after switching 
from IV to SC IFX in IBD patients to evaluate the feasibility and to de-
termine the equivalence between IV and SC doses.
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Methods: All IBD patients in clinical remission (CDAI <, 150 or par-
tial Mayo score ≤, 2) were consecutively included in, 3 IBD centers 
and were switched to SC IFX, 120mg/2 weeks (wk) (regardless of IV 
dose) at the theoretical day of IV infusion (visit, 0 = V0) and were 
followed every, 4 to, 8 weeks according to the initial IV regimen for, 
6 months.
Results: Among, 246 screened patients, 65 (26.4%) were not eligible 
(no clinical remission or physician’s decision), and, 71.8% (130/181) 
accepted to switch to SC IFX (Crohn’s disease = 73,1%, concomitant 
immunosuppressant  =  25.4%, median faecal calprotectin  =  35  µg/g 
[16–104])., 43.1% of the, 130 patients received, 5mg/kg/8 wk.
In, 130 patients, clinical relapse leading to therapeutic escalation was 
observed in, 11.1% including, 4.0%, 8.6%, 11.1% and, 40.0% in 
patients treated with, 5mg/kg/8wk, 10 mg/kg/8wk, 10mg/kg/6 wk and, 
10mg/kg/4 wk, respectively. Dose increase (240 mg/2 wk) induced clin-
ical remission in, 92.3% of relapsers.
Infliximab trough levels (TL) were significantly higher after switching 
from IV to SC IFX:, 9.8 ±6.4 vs, 14.4 ±5.7 (p<0.0001). TL increased in 
patients receiving, 5 mg/kg/8 wk (6.3 ±, 3.4 vs, 14.7 ±5.7; p<0.0001) or, 
10 mg/kg/8 wk (8.4 ±5.6 vs, 13.7 ±6.6; p=0.001) but remained stable in 
those treated with, 10 mg/kg/6 wk (11.1 ±7.6 vs, 13.1 ±5.1; p=0.31) or, 
10 mg/kg/4 wk (17.8 ±4.2 vs, 15.8 ±4.6; p=0.12) (Figure, 1).
Infliximab TL remained stable (variation V1-V0 < ±, 1)  in, 4.3%, 
15.0 %, 33.3 % and, 50.0 % of the patients with the following IV 
doses:, 5 mg/kg/8 wk, 10 mg/kg/8 wk, 10 mg/kg/6 wk and, 10 mg/
kg/4  wk, respectively (p=0.003). No patient developed anti-IFX 
antibodies.
TL before the switch (8.4 ±5.6 for non-relapsers vs, 12.0 ±7.2 for relaps-
ers; p=0.12) and TL after the switch (14.5 ±5.6 vs, 13.6 ±5.6; p=0.63) 
were not significantly associated with the risk of relapse. In contrast, 

the risk of relapse was higher in patients with stable or decreasing TL 
after the switch compared to those with increased TL (31.8% vs, 7.1%; 
p=0.024). The type of IBD and concomitant immunosuppressant were 
not associated with the risk of relapse. Patients’ acceptability was bet-
ter with SC injections compared to IV infusions (10pts-acceptability 
numerical scale = 8.7 ±1.6 vs, 6.8 ±0.9; p<0.0001).
Conclusion: Switching from IV to SC IFX is feasible and well-accepted 
leading to a low risk of relapse in patients with IBD.

P401
Tofacitinib tissue exposure correlates with 
endoscopic outcome

B. Verstockt*1,2, D. Alsoud2, J. van Oostrom3, J. Smith4, J. Stylli4, 
S. Singh4, S. van Gennep3, P. Rahimian4, J. Sabino1,2, M. Ferrante1,2, 
S. Singh4, G. D’Haens1, S. Vermeire1,2

1University Hospitals Leuven, Dpt. Gastroenterology and Hepatology, 
Leuven, Belgium, 2KU Leuven, Dpt. Chronic Diseases and Metabolism, 
Leuven, Belgium, 3Amsterdam UMC, Dpt. Gastroenterology and 
Hepatology, Amsterdam, The Netherlands, 4Progenity, Progenity, San 
Diego, United States

Background: Small molecules are being added to the treatment arma-
mentarium of ulcerative colitis (UC). In contrast to monoclonal 
antibodies, very little is known about their pharmacokinetic-pharma-
codynamic profile. We therefore assessed pharmacokinetic-pharmaco-
dynamic changes in Tofacitinib (TFC) treated UC patients, with a focus 
on STAT3 phosphorylation, as it has been proposed as a marker of 
efficacy.
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Methods: Thirty UC patients initiating TFC therapy, 10mg BID 
were prospectively monitored (Table, 1). At week, 8, patients could 
de-escalate to, 5mg BID or maintain, 10mg BID depending on their 
response. Endoscopic assessment and sampling (colonic tissue and 
serum) was performed at baseline and, 8–16 weeks after TFC ini-
tiation. Endoscopic improvement was defined as Mayo endoscopic 
subscore, 0–1. TFC was extracted from tissue using acetonitrile, 
dried down and quantitated using mass spectrometry. Both total 
as well as phosphorylated STAT3 were measured in lysed tissue 
using specific antibodies with an ultrasensitive luminescent oxygen 
channelling assay.

Results: TFC tissue and serum concentrations correlated signifi-
cantly (r=0.92, p<0.001), though were significantly higher in tis-
sue (median, 520.19ng/g vs, 17.35ng/mL, p<0.001). In contrast to 
TFC serum exposure (p=0.26), TFC tissue exposure at the end of 
induction was associated with endoscopic improvement by week, 16 
(p=0.04) (Figure, 1). In TFC responders (n=14), TFC tissue exposure 
exceeded the concentration required to block, 90% of the target 
(IC90) reported in literature (median tissue exposure, 1,055.00ng/g; 
IC90, 823ng/g). TFC tissue exposure in non-responders (n=16) was 
lower, but clearly exceeded the IC50. Although IL-6 was not signifi-
cantly downregulated after TFC induction, a significant decrease in 
the ratio of mucosal IL-6 driven phosphorylated STAT3 over total 
STAT3 (pSTAT3/STAT3) was observed in responders (p=0.05), but 
not in non-responders (p=0.88). The pSTAT3/STAT3 ratio also cor-
related significantly with faecal calprotectin (r=0.35, p=0.05), but 
only weakly with the Mayo endoscopic sub score (r=0.22, p=0.13). 
Baseline mucosal pSTAT3/STAT3 did not differ significantly between 
future responders and non-responders.
Tofacitinib tissue (A) and serum (B) exposure at the end of high dose 
induction in relation to the achievement of endoscopic improvement at 
week, 16, defined by a Mayo endoscopic sub-score of, 0–1.

Conclusion: We could demonstrate for the first time a mucosal expo-
sure-response relationship with TFC in UC patients. Additionally, 
pSTAT3/STAT3 ratio was identified as potential molecular marker to 
track response directly linked to the mode-of-action of TFC. Whether 

an increased local dose of TFC could result in better efficacy without 
compromising safety should be further explored.

P402
Incidence and outcomes of herpes zoster in the 
ozanimod phase, 3 ulcerative colitis and relapsing 
multiple sclerosis clinical program

B. Siegmund*1, G.Y. Melmed2, P.M. Irving3, A. Pai4, A. Patel4, 
J.K. Sheffield4, F. Caldera5, B.A.C. Cree6, M.C. Dubinsky7

1Charité – Universitätsmedizin Berlin, Gastroenterology- Infectiology 
and Rheumatology, Berlin, Germany, 2Cedars-Sinai Medical Center, 
Gastroenterology, Los Angeles, United States, 3Guy’s and St Thomas’ 
NHS Foundation Trust, Gastroenterology, London, United Kingdom, 
4Bristol Myers Squibb, Department of Immunology and Fibrosis 
Development, Princeton, United States, 5University of Wisconsin-
Madison School of Medicine and Public Health, Gastroenterology, 
Madison, United States, 6University of California- San Francisco 
Medical Center, Neurology, San Francisco, United States, 7Mount Sinai 
Kravis, Gastroenterology, New York, United States

Background: Patients with ulcerative colitis (UC) and patients with 
multiple sclerosis (MS) have an elevated risk of developing herpes 
zoster (HZ), caused by reactivation of latent varicella zoster virus 
(VZV). Increased incidence of HZ has been reported with sphingosine, 
1-phosphatase (S1P) receptor modulators. This analysis examined the 
number of patients who failed screening due to a lack of demonstrated 
VZV immunity and the incidence of HZ from completed phase, 3 oza-
nimod clinical trials.
Methods: Safety results were included from True North (52-week 
trial) in patients with UC, and SUNBEAM (12-month trial), and 
RADIANCE (24-month trial) in patients with MS. All patients were 
required to have had a positive VZV IgG antibody status or com-
pleted VZV vaccination ≥30 days prior to randomization based on 
known effects of S1P modulators. Patients with a negative VZV anti-
body titer could choose to receive the VZV vaccination to qualify 
for the trial. Number of pre-screen failures because of lack of dem-
onstrated immunity, occurrence of HZ, and association between HZ 
cases and lymphopenia were analyzed.
Results: Of, 1831 patients with UC screened for VZV immunity, 
104 (5.7%) failed screening due to lack of documentation of VZV 
antibody or VZV vaccination ≥30  days before randomization;, 
22% (23/104) subsequently received varicella vaccination and 
were rescreened and enrolled. Of, 3332 MS patients tested for VZV 
immunity, 309 (9.3%) tested negative and, 32% (98/309) of these 
patients were vaccinated prior to randomization. In the UC and 
MS trials, the incidence of HZ cases was low in ozanimod-treated 
patients (8 cases [1.0%] and, 5 cases [0.6%], respectively; Table, 1). 
All cases were distributed across a single dermatome, did not result 
in a complication of HZ, and were treated with oral antivirals while 
patients remained on ozanimod. None of the patients discontinued 
ozanimod because of HZ and none of the HZ cases were associ-
ated with grade, 4 lymphopenia (defined as an absolute lymphocyte 
count <0.2 x, 109/L).
Conclusion: In the ozanimod phase, 3 UC and MS trials, 5%–10% of 
patients screened did not have demonstrated VZV immunity;, 22%–
32% of these patients received varicella vaccination, were rescreened 
and enrolled. The overall HZ incidence in clinical trials was low (≤1% 
of patients), all cases were distributed across a single dermatome, and 
no serious or complicated cases occurred in ozanimod-treated patients 
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with VZV immunity. Additional studies are warranted to evaluate the 
incidence of HZ in clinical practice.

P403
The role of Organic Cation Transporter (OCTN)-1 
in predicting individual response to therapy in 
Ulcerative Colitis: towards a personalized approach

P. Puca1, I. Capobianco1, V. Petito*1, L. Masi1, M. Fidaleo2, 
F. Del Chierico3, I. Palucci4, L.R. Lopetuso1, L. Laterza1, 
C.R. Settanni1, L. Parisio1, S. Bibbò1, D. Pugliese1, A. Armuzzi1, 
G. Pani5, A. Gasbarrini1, F. Scaldaferri1

1Fondazione Policlinico Universitario A. Gemelli IRCCS, Department 
of Gastroenterology and Internal Medicine, Rome, Italy, 2Università 
La Sapienza, Department of Biology and Biotechnologies “Charles 
Darwin”, Rome, Italy, 3Children Hospital Bambino Gesù IRCCS, 
Unit of Human Microbiome, Rome, Italy, 4Fondazione Policlinico 
Universitario A.  Gemelli IRCCS, Department of Microbiology, 
Rome, Italy, 5Catholic University of the Sacred Heart, Department of 
Translational Medicine, Rome, Italy

Background: Ulcerative colitis is a chronic invalidating disease, whose 
therapeutic strategies include amino-salicylates, steroids, probiotics, 
immune-modulators, biologics, fecal microbiota transplantation and 
surgery. In clinical practice, there is little evidence available about 
elements that could predict response to each of the above-mentioned 
therapies. Our study suggests that OCTN1, an organic cation trans-
porter directly involved in innate immunity, with its variants (C503L 
homozygous, heterozygous or T503F), could have a role in predicting 
individual response to biologic therapies (antiTNFa and vedolizumab).
Methods: In this prospective study, we enrolled a cohort of, 80 patients 
with active ulcerative colitis (51 in treatment with anti-TNF alpha 
agents and, 29 with vedolizumab), determining their OCTN1 genotype 
and evaluating their clinical response to therapy, calculated with clin-
ical Mayo score, after six weeks (T1), six months (T2) and after three 
years (T3).
Results: Left colitis at diagnosis was more frequent in C503L patients 
(60% left colitis vs, 40% pancolitis) than patients with T503F (42.8% 
left colitis vs, 57.2 pancolitis). In the same way, the average age at diag-
nosis was sensibly lower in patients with T503F genotype (34.7 years 
C503L vs, 25 years T503F). We used clinical response at T2 (6 months) 
as a primary outcome of our study. Among patients under anti-TNF 
alpha therapies, patients with C503L genotype were divided into, 8 no 
responders and, 6 responders (43% responders vs, 57% no respond-
ers); patients with T503F genotype were divided into, 10 responders 
and, 2 no responder (80% responders vs, 20% no responders). On the 
contrary, patients under vedolizumab therapy showed different trends: 
patients with C503L genotype were divided into, 12 responders and, 
3 no responders (83% responders vs, 17% no responders); patients 
with T503F genotype were, 1 responder and, 1 no responder (50% 
responders vs, 50% no responders). After, 3 years, patients responders 

to anti-TNF alpha therapies at T2, with T503F genotype, still maintain 
the response to the same drug.
Conclusion: Patients with the T503F genotype present an overall worse 
course of the disease, with a higher rate of pancolitis and younger 
age at diagnosis. Patients with the C503L genotype showed a better 
response to vedolizumab, whilst patients with the T503F genotype 
showed a better response to anti-TNF alpha. We can therefore con-
clude that the presence of the mutation (allele T) increases the response 
rate to anti-TNF alpha, especially for the homozygous mutated geno-
type (OR=371.82, p=0.009), but for the heterozygous genotype as well 
(OR=10.95, p=0.088).

P404
Underrepresentation of minorities and lack of race 
reporting in ulcerative colitis drug development 
clinical trials

R. Sedano*1,2, M. Hogan3, C. McDonald4, T. Aswani-Omprakash5, 
C. Ma2,6, V. Jairath2,7

1Western University, Division of Gastroenterology- Department 
of Medicine, London, Canada, 2Alimentiv Inc, Gastroenterology, 
London, Canada, 3Alimentiv Inc, n/a, London, Canada, 4Lawson 
Health Research Institute- Western University, n/a, London, Canada, 
5Patient Advocate, n/a, New York, United States, 6University of 
Calgary, Division of Gastroenterology & Hepatology- Departments of 
Medicine and Community Health Sciences, Calgary, Canada, 7Western 
University, Division of Gastroenterology- Department of Medicine / 
Department of Epidemiology and Biostatistics, London, Canada

Background: Historically, inflammatory bowel disease (IBD) trials re-
port high enrollment rates for white-caucasian patients. To promote 
initiatives towards diversifying patients enrolled in clinical trials, we 
assessed the reporting of race/ethnicity of patients enrolled in pharma-
ceutical clinical trials for ulcerative colitis (UC).
Methods: A previous systematic review of all placebo-controlled trials 
in adult patients with UC examining different therapeutic drug classes 
was performed from inception to December 2020.
Trial and patient characteristics were summarized according to the 
type of variable. Categorical variables were summarized by displaying 
the number and percentage of trials or participants for each category. 
Continuous variables were summarized by displaying the weighted 
mean, weighted standard deviation, and range. Means and standard 
deviations (SD) were weighted by the number of participants in each 
trial.
Results: Descriptive statistics of trial and patient characteristics for, 
95 induction trials and, 29 maintenance trials are summarized in 
Table, 1. Race was reported in, 37.9% (36/95) of induction stud-
ies, with most participants being White (86.3%;, 8610/9976). 
Furthermore, 21/36 (58.3%) studies reported race as White vs. 
non-White participants; and, 15/36 (41.7%) studies provided fur-
ther breakdown, including Black (115/3414 patients [3.4%]), Asian 
(448/4136 patients [10.8%]), and “Other” (127/4136 patients 
[3.1%]). Moreover, 3/36 studies misreported race as ethnicity and, 
only, 3/36 studies reported ethnicities correctly, classifying patients 
as Hispanic/Latinx vs. Non-Hispanic/Latinx. For maintenance 
trials, 34.5% (10/29) studies reported race, with majority of par-
ticipants being White (85.6%;, 2778/3246). Additionally, 6/10 stud-
ies reported only a White vs. non-White participants comparison, 
while, 4/10 reported other races, including Black (45/1145 patients 
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[3.9%]), Asian (40/888 patients [4.5%]), and “Other” (26/1145 
patients [2.3%]). No studies reported ethnicity.

Conclusion: Given the increasing burden of IBD in developing coun-
tries, differences amongst racial and ethnic groups are important to 
understand since they can influence disease phenotype, response to 
therapy, and safety outcomes.1 We found poor race reporting in UC 
clinical trials and observed that the vast majority of participants 
enrolled were White. These findings suggest that the population preva-
lence of UC amongst different racial groups is not reflected in clinical 
trial populations, being important to raise awareness of the existing 
barriers that prevent patients from accessing clinical trials. Reporting of 
race and ethnicity in UC clinical trials should be mandatory, and a re-
quirement to enroll a certain percentage of non-White patients should 
be considered.2

P405
Primary non-response and loss-of-response to 
first-line biological therapies are more common 
in patients with Ulcerative Colitis than Crohn’s 
Disease – preliminary results from the Danish IBD 
Biobank Project

M. Zhao*1, L. Larsen2, A. Dige3, C.L. Hvas3, A. Poulsen4, 
D. Christiansen4, M. Attauabi1,5, B. Lo1, M. Wewer1,6, P.D. Ovesen6, 
A.M. Petersen1,7, F. Bendtsen1, J.B. Seidelin5, J. Burisch1,4

1Hvidovre University Hospital, Gastro Unit- Medical Division, Hvidovre, 
Denmark, 2Aalborg University Hospital, Dept. of Gastroenterology and 
Hepatology, Aalborg, Denmark, 3Aarhus University Hospital, Dept. 
of Hepatology and Gastroenterology, Aarhus, Denmark, 4Bispebjerg 
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University Hospital, The Gastro Unit- Medical Division, Hvidovre, 
Denmark, 6University of Copenhagen, Faculty of Health and Medical 
Sciences, Copenhagen, Denmark, 7Hvidovre University Hospital, Dept. 
of Clinical Microbiology, Hvidovre, Denmark

Background: The use and cost of biological treatment in patients with 
inflammatory bowel diseases (IBD) continue to rise. Meanwhile, rates 
of primary non-response (PNR) and loss of response (LOR) are high. 
We aimed to investigate predictors of PNR and LOR in a real-world 
cohort of bio-naïve IBD patients.
Methods: This study included, 488 adult patients with IBD (52% UC, 47% 
CD, 1% IBDU) who initiated and completed induction therapy with a bio-
logical drug from May, 2019 – Oct, 2021 at five university hospitals covering, 
2.1 M inhabitants. Clinical response to induction therapy was defined as a 
decrease at week, 14 in the Simple Clinical Colitis Activity Index (SCCAI)>1 
in UC and a decrease in Harvey Bradshaw Index (HBI)>3 in CD patients. 
Clinical remission was defined as SCCAI<3 in UC and HBI<5 in CD. PNR 
was defined as lack of response or IBD surgery during the induction period. 
LOR was defined as need for systemic steroids, drug switch or IBD surgery 
during maintenance therapy. Multivariable logistic regression and COX-
regression analyses were performed to assess predictors of outcomes.

Results: Biological treatment was initiated after a median of two 
years (IQR, 0–9.Table, 1). Most patients were treated with inflixi-
mab(97%) followed by adalimumab(2%) and vedolizumab (1%). 
Luminal activity was the most common indication(67%) followed 
by acute severe UC(17%) and need for post-operative prophy-
laxis(7%). Treatment was discontinued in, 27(6%) patients due to 
other reasons than PNR during induction therapy. PNR occurred 
in, 95(30%) of, 314 patients with available scores and was higher 
in UC patients (OR, 2.19,95%CI, 1.19–4.05,p=0.01.Table, 2), 
but lower in those who were former smokers (OR, 0.51,95%CI, 
0.27–0.95,p=0.03). Clinical remission was achieved in, 234(52%) 
patients and lower in those with UC (OR, 0.48,95%CI, 0.32–
0.74,p<0.01) or previous major surgery (OR, 0.48,95%CI, 0.25–
0.92,p=0.03). LOR occurred in, 82(21%) of, 395 patients who 
received maintenance therapy. LOR rate was higher in patients 
with UC (HR, 2.00,95%CI, 1.20–3.33,p<0.01) and previous 
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major surgery (HR, 2.85,95%CI, 1.47–5.52,p<0.01.Table, 3). UC 
was associated with a higher risk of drug discontinuation (HR, 
1.85,95%CI, 1.20–2.85,p<0.01) and switch (HR, 2.01,95%CI, 
1.17–3.46,p=0.01) whereas concomitant use of immunomodulator 
(IM) lowered the risk of both (HR, 0.47,95%CI, 0.27–0.81,p<0.01 
and HR, 0.46,95%CI, 0.24–0.89,p=0.02.Table 4).

Conclusion: PNR occurred in one of four patients and LOR in one-
fifth. Both PNR and LOR rates were higher in patients with UC. During 
maintenance therapy, UC patients had a higher risk of drug discontinu-
ation and switch whereas concomitant use of IM decreased the risk 
of both.
Funding: unrestricted grant from Takeda A/S, Louis-Hansen Fonden 
and public fund hosted by Hvidovre Hospital.
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Disease clearance in patients with ulcerative colitis 
treated with aminosalicylates

C. Nascimento*1, J. Revés1, L. Roque Ramos1, P. Carolina1, 
C. Fidalgo1, L. Glória1, J. Torres1

1Hospital Beatriz Ângelo, Gastrenterology, Loures, Portugal

Background: Current treatment goals in inflammatory bowel disease 
include clinical remission and endoscopic healing. A  new concept 
of disease clearance (DC) is emerging as a new therapeutic target in 
ulcerative colitis (UC). Although not yet clearly defined, it reflects a 
combination of clinical, endoscopic, and histological remission1. 
Preliminary data suggest that DC is achievable with biologic therapy. 

Aim: to evaluate if patients treated with, 5-ASA with DC can maintain 
sustained remission and the incidence of negative disease outcomes.
Methods: We performed a retrospective cohort study including adult 
patients with confirmed UC treated with, 5-ASA. Patients performing col-
onoscopy with biopsies between, 2017 and, 2019, with at least, 1 year of 
follow-up were eligible for inclusion. DC was measured at baseline and was 
defined as clinical (partial Mayo score ≤2), endoscopic (endoscopic Mayo 
score ≤1) and histological remission (chronic inactive/quiescent colitis)1. 
Negative disease outcomes included need for systemic steroids, therapy es-
calation (immunomodulators and/or biologics) and UC-related hospitaliza-
tion or surgery during follow-up. Kaplan-Meier analysis was performed.
Results: We included, 56 patients with UC treated with, 5-ASA and 
with DC at baseline. Mean age at diagnosis was, 41.2 ±, 15 years, 59% 
(n=33) were female and mean disease duration was, 6.9 ±, 7.3 months. 
History of smoking (current or former) was present in, 36% (n=20) of the 
patients. Most of the patients (54%) presented with left-sided colitis. Mean 
follow-up was, 34.6 ±, 10.7 months. During the follow-up, 14.3 % (n=8) 
had a negative outcome (flare requiring systemic corticosteroids (n=6), 
therapy escalation to immunomodulator or biologic treatment (n=6) or 
hospitalization (n=1)). None of the patients needed surgery. Negative out-
comes were associated with shorter disease duration (3.4 vs, 7.4 years, 
p=0.003). No other factors were associated with the outcomes namely sex, 
UC extent, smoker status, age at diagnosis or previous use of corticoster-
oids. There was no difference on prognosis between patients with baseline 
endoscopic Mayo score, 0 or, 1 (p=, 0.066). In the survival analysis, the 
cumulative probability of maintaining remission was, 76% at, 3 years.
Conclusion: DC in UC patients treated with, 5-ASA was associated with a 
high cumulative probability of maintaining remission, suggesting that the 
benefits of such stringent endpoint may be independent of the therapy used.
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P407
A Phase IB/IIA study of remestemcel-L, an 
allogeneic bone marrow derived mesenchymal 
stem cell product, for the treatment of medically 
refractory ulcerative colitis: An interim analysis

A. Lightner*1, N. Dadgar2, C. Fulmer3, J. Ream4, D. Nachand4, 
S. Steele2

1Cleveland Clinic, Department of Colorectal Surgery, Cleveland, United 
States, 2Cleveland Clinic, Colorectal Surgery, Cleveland, United States, 
3Cleveland Clinic, Pathology, Cleveland, United States, 4Cleveland 
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Background: Direct injection of mesenchymal stem cells (MSCs) have 
been used for the treatment of perianal Crohn’s fistulizing disease. 
However, no studies have looked at the direct injection of MSCs for 
luminal ulcerative colitis (UC).
Methods: Following screening and informed consent, patients with 
medically refractory UC were randomized in a, 2:1 fashion to receive 
remestemcel-L, an ex vivo expanded allogeneic bone marrow derived 
MSC product, at a dose of, 150 or, 300 million MSCs versus placebo 
delivered via direct injection using a, 23 G sclerotherapy needle at the 
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time of colonoscopy. Patients were included if they had medically re-
fractory UC defined as an established diagnosis for at least, 6 months 
prior to study enrollment and had lost response to at least one mono-
clonal antibody in the past. Patients were evaluated with validated 
clinical and endoscopic scoring systems at, 2 weeks, 6 weeks, and, 
3 months post MSC delivery. Patients randomized to control crossed 
over at, 3 months to receive MSC treatment and followed the same 
schedule for post MSC evaluation.
Results: A total of six patients were enrolled and treated;, 4 were rand-
omized to treatment and, 2 to placebo. All had been on prior anti-TNF 
or anti integrin-therapy. There were no adverse and serious adverse 
events related to investigational product.
In the treatment group (n=4), the Mayo score and Mayo endoscopic se-
verity score decreased in all patients by two weeks after MSC delivery. By 
six weeks post MSC treatment, all treated patients had achieved clinical 
and endoscopic remission as defined by the Mayo score and Mayo endo-
scopic severity score. Patient reported number of daily bowel movements 
decreased as did urgency and presence of blood in the stool. With regard 
to patient reported outcomes, at three months, based on the inflamma-
tory bowel disease patient reported treatment impact (IBD-PRTI), all 
patients were extremely satisfied or satisfied with their MSC treatment. 
Treated response was described as excellent or good in all patients.
In the control group (n=2), the Mayo score did not decrease. Patient 
reported number of daily bowel movements increased as did the 
number reporting blood in their stool; urgency remained unchanged. 
With regard to patient reported outcomes, at three months, based on 
the IBD-PRTI, one patient was neutral, and one patient was dissatis-
fied. Treated response was described as poor or unchanged in control 
patients.

Conclusion: MSCs offer a safe alternative therapeutic for the treatment 
of medically refractory UC. Early data suggests improved clinical and 
endoscopic scores by as early as two weeks following MSC delivery.

P408
Faecal infliximab and disease activity in Acute 
Severe Ulcerative Colitis
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Background: Infliximab (IFX) is increasingly used in the management 
of moderate to severe ulcerative colitis (UC) and as a ‘rescue’ treat-
ment for acute severe UC (ASUC) but primary non response (PNR) 
and colectomy rates remain significant. Reasons for IFX treatment 
failure in ASUC are multifactorial but immunogenicity and faecal 
loss of drug are thought to be important factors. Emerging evidence 
suggests accelerated ‘rescue’ IFX dosing may be more effective. The 
aim of this work was to establish if a relationship exists between 
faecal IFX levels, disease activity, and clinical outcomes early in IFX 
treatment.
Methods: Patients with UC were prospectively recruited following initi-
ation of IFX and designated as ASUC or non-ASUC based on Truelove 
and Witt’s criteria. Stool and serum were collected on days, 0, 7, 14, 28 
and, 42 after initiation of IFX. Additional samples on days, 1–5 after 
IFX were obtained from inpatients. Albumin and CRP results were 
extracted from electronic patient records. Faecal calprotectin (FC) was 
measured using ELISA (CALPROLAB). Faecal IFX within the first, 2 
weeks of treatment was analysed using a Promonitor-IFX-1DV ELISA 
assay, performed on the Triturus ELISA instrument. R studio was used 
to calculate areas under the curves of the time series. Spearman’s rank 
correlation test was used for correlation analysis.
Results:, 20 patients were recruited, 12 with ASUC. Faecal IFX cor-
related strongly with FC (ρ=0.793;p<0.001) (Fig., 1), and moderately 
with CRP (ρ=0.51;p=0.02), and serum albumin (ρ=-0.51;p=0.02). The 
correlation was strongest between faecal IFX and FC within in the first 
week (ρ=0.93;p<0.001), and less strong for crp (ρ=0.481;p=0.037) and 
albumin (ρ=-0.474;p=0.04). Higher faecal IFX was associated with 
increased colectomy and PNR rates but this did not reach statistical 
significance (p=0.098). A  rapid decline in median FC was seen after 
initiation of IFX with a rebound rise in FC observed at day, 3 of IFX 
treatment (Fig. 2).
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Conclusion: In this small cohort, faecal loss of IFX was associated with 
increased markers of systemic and luminal inflammation. Its role as 
a biomarker for disease severity, treatment response and clinical out-
comes warrants further investigation. The rapid fall but early rebound 
rise in FC may support the need for earlier accelerated dosing in ASUC. 
However, larger studies are needed to establish the optimal early IFX 
regime to improve clinical outcomes.
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FMT induced increase in gut microbial diversity 
and Clostridia is associated with clinical response 
in patients with ulcerative colitis – results from 
STOP Colitis trial
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Background: Findings from five randomised trials using faecal micro-
biota transplantation (FMT) in adults with ulcerative colitis (UC) 
demonstrate therapeutic potential. The optimum methodology for ad-
ministration of FMT is unclear. We describe a prospective, three centre, 
open-label randomised trial (STOP-Colitis pilot) that compared tol-
erability and efficacy of nasogastric (NG) versus colonic (COLON) 

routes of administration and identified potentially important host mi-
crobial interactions.
Methods: Adult participants with active UC (partial Mayo score of ≥4 
and ≤8) were randomised for administration of, 8 infusions of FMT 
over an, 8 week period either via the naso-gastric (NG) or colonic 
(COLON) route. Each patient was matched to a single FMT donor. 
Clinical response was defined as ≥3 point and ≥30% reduction in full 
Mayo score at week, 8 compared to baseline. Changes in faecal gut 
microbial diversity (Shannon’s diversity) and composition before/after 
FMT were analysed with, 16S rRNA sequencing. Correlation between 
datasets was evaluated with Kendall’s Tau coefficient.
Results: Sixteen patients were randomised to NG;, 14 to COLON 
FMT. Seven participants in the NG and, 2 in the COLON arm with-
drew before completion. Clinical response was achieved in, 9/12 [75%] 
for COLON vs, 2/8 [25%] for NG)., 12/14 (86%) COLON partici-
pants were protocol-adherent compared with, 8/16 (50%) for NG. 
For the COLON patients (N=8) an increase in alpha diversity was 
observed (P=0.01). For those patients that responded to FMT overall 
(N=9) there was a significant increase in alpha diversity (P<0.005) and 
lower faecal calprotectin levels in responders vs. non-responders (week, 
4 to week, 8 mean, 508.6 ug/g vs, 853.6 ug/g respectively; P=0.03). 
Overall, there was a negative association between calprotectin levels 
and alpha diversity (tau =-0.29; P <, 0.005). Operational taxonomic 
units belonging to Clostridia deriving from the Christensenellaceae and 
Lachnospiracae families correlated with both reduced calprotectin and 
had high engraftment frequency (both false discovery rate corrected 
P<0.10). In a cohort of patients with mucosal immune cell analysis 
Clostridia positively correlated with gut homing Treg populations and 
negatively correlated with Th17 cells populations (P<0.005), suggesting 
that this group may play an important role in the immune response to 
FMT in UC.
Conclusion: This pilot study suggests that in participants with active 
UC, FMT delivered via the colonic route appears to be better tolerated 
than via NG with a greater efficacy signal. There are signals linking gut 
microbial diversity and taxa belonging to Clostridia (short chain fatty 
acid producers) with clinical response, calprotectin and a shift towards 
an immunoregulatory phenotype.
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Vigo, Spain

Background: The most feared adverse events related to biological treat-
ment in patients with inflammatory bowel disease (IBD) are the devel-
opment of tumors and / or serious infections. These events are generally 
more frequent in elderly patients, so the increased use of biological 
drugs in these patients today makes it necessary to assess the safety of 
these drugs in this population.
Methods: Patients have been retrospectively included with estab-
lished diagnosis of IBD at age, 65 at the time of initiating biological 
treatment(Infliximab, Adalimumab, Golimumab, Ustekinumab or 
Vedolizumab).Data regarding the development of oncological events 
during treatment have been collected. Variables related to infectious 
processes during biological treatment have also been included, docu-
mented by microbiological analysis and requiring systemic treatment 
and / or hospitalization(excluding bowel infection by CMV). Statistical 
analysis was performed with Stata, 15.0,categorical variables were 
compared with the chi2 test for proportions
Results:, 1090 patients have been retrospectively included. 
Regarding the development of tumors, we observed an oncological 
event in, 74 (6.9%). They developed in, 30 patients (8%) with inf-
liximab, 23 patients (7.1%) with adalimumab, 3 patients(11.1%) 
with golimumab, 10 patients (6.4%) with ustekinumab, and, 8 (3, 

8%) vedolizumab. It was significantly lower(p = 0.04) for the ved-
olizumab group compared to other treatments, however, statistical 
significance was not reached for the ustekinumab group (p = 0.5)., 
31% (23 patients) had an oncological history prior to the start of 
the biological treatment under study. The most frequently developed 
tumors were cutaneous, not melanocytic in, 10 patients, lung in, 10 
patients and hematological tumors (7 non-Hodgkin lymphoma, 3 
acute leukemias and, 2 intestinal lymphomas), 7 bladder tumors, 5 
prostate and, 4 colorectal carcinoma.Regarding the development of 
infections, these occurred in, 160 patients during biological treat-
ment(14.9%), without differences between the different biological 
drugs used (p  =  0.61): infliximab, 61,(19.4%), adalimumab, 39 
(12.5%), golimumab, 5(17.8%), ustekinumab, 22(14.1%), and ved-
olizumab, 34 (16.5%).Likewise, 85 (53.1%) require hospitalization 
due to the infectious process and in, 51(31.9%), it is permanently 
suspended due to the infection.Until the end of the follow-up, 158 
patients (36.4%) suspended the biological drug due to an adverse 
effect, with the time until suspension:, 1.47 years(mean); SD:1.6
Conclusion: In our experience, the development of tumors is more 
frequent in patients who use anti-TNF compared to other targets, 
although its incidence is generally low. However, there are no dif-
ferences in the development of infections between the different bio-
logical treatments.

P411
Stable pharmacokinetics and biochemical markers 
of inflammatory bowel disease activity: Results 
from a real-world adalimumab biosimilar switching 
program

A.C. Moore*1, D. Russell1, R. Dart1,2, S. Dias1, S. Ghuman1, B. Petri1, 
E. Sharma1, S. Ray1, S. Anderson1, J. Mawdsley1, P.M. Irving1, 
M.A. Samaan1

1IBD Centre- St Thomas’ Hospital- NHS Foundation Trust- 
Westminster Bridge Road- Guy’s and St Thomas’- London- SE1, 
7EH- UK, Gastroenterology, London, United Kingdom, 2Peter Gorer 
Dept of Immunobiology- DIIID- King’s College London-, 2nd Floor 
Borough Wing- Guy’s Hospital- Great Maze Pond- London- SE1, 9RT, 
Immunobiology, London, United Kingdom

Background: Biosimilars have delivered significant cost savings, 
increasing access to biologics for many patients. While numerous stud-
ies have demonstrated no difference in efficacy between originators and 
biosimilars, the impact of switching between originator and biosimilar 
adalimumab on drug levels and disease activity in real world cohorts 
remains largely unknown.
Methods: We conducted a retrospective observational cohort study 
of, 392 patients with IBD (347 (89%) CD, 45 (11%) UC) who had 
switched from Humira to the biosimilar, Idacio, between February - 
November, 2021. Therapeutic drug monitoring was carried out using 
a commercially available, drug sensitive ELISA (LISA TRACKER, 
Theradiag). Therefore, antidrug antibodies could only be detected in 
the setting of low or absent serum drug concentrations. Drug level data 
was parametric and analysed by paired student t test and Pearson cor-
relation coefficient. CRP data was analysed by Wilcoxon test. Data was 
analysed using GraphPad Prism.
Results: The baseline characteristics of the study participants are pre-
sented in the table., 96 patients had paired adalimumab drug levels 
before and after the switch. There was no difference between median 
adalimumab drug levels before and after the switch (9.5 vs, 9.2 ug/mL, 
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p=0.67). Furthermore, drug levels were positively correlated before and 
after switching demonstrating similar levels at both time points for most 
patients (correlation co-efficient, 0.47, p <, 0.0001) (Figure, 1). Prior 
to switching, no patients had detectable antidrug antibodies. Following 
switch, one patient (1%) developed high-titre antidrug antibodies and 
undetectable drug levels. Prior to switch their levels were, 14, without 
detectable antidrug antibodies
CRP levels were available for, 163 patients before and after the switch, 
with no difference in median CRP at either time point (1 vs, 1mg/L 
p=0.60).
33 (8%) patients experienced injection site pain with Idacio and there-
fore, switched back to Humira. The annual cost saving to the UK 
National Health Service for patients on weekly and every other week 
switched to Idacio is £5096 and £2548, respectively

Conclusion: Our study demonstrates stable pharmacokinetics and 
biochemical disease activity amongst a significant cohort of patients 
switching from originator to biosimilar adalimumab as part of a real-
world switching program. However, a small proportion of patients did 
not tolerate Idacio due to injection site pain. There are clear financial 
benefits in carrying out non-medical, biosimilar switching programs 
but further work is needed to evaluate the effect on clinical and endo-
scopic disease activity in a real-world setting.

P412
Drug persistence and endoscopic, histologic and 
biochemical remission rates among patients 
following ileal pouch-anal anastomosis treated 
with biologic therapy: Results from a prospective 
patient cohort

J. Ollech*1, H. Yanai1, I. Avni-Biron1, Y. Snir1, H. Banai1, Y. Broitman1, 
I. Goren1, N. Wasserberg2, I. White2, I. Dotan1

1Rabin Medical Center- Petah-Tikva- Israel- Sackler Faculty of Medicine- 
Tel Aviv University- Tel Aviv- Israel, Gastroenterology, Petach Tikva, 
Israel, 2Rabin Medical Center- Petah-Tikva- Israel- Sackler Faculty of 
Medicine- Tel Aviv University- Tel Aviv- Israel, Surgery, Petach Tikva, 
Israel

Background: Patients with ulcerative colitis (UC) after total procto-
colectomy and ileal pouch-anal anastomosis (IPAA) may develop 
chronic pouchitis or Crohn’s like disease of the pouch (CLDP). These 
patients may need treatment with biologic therapies. Data regarding 
treatment persistence as well as clinical, biochemical, endoscopic, and 
histologic remission rates are lacking
Methods: Patients after IPAA were followed prospectively at a dedi-
cated pouch clinic. Patients with CP or CLDP who were antibiotic/
steroid-refractory or dependent, had antibiotics/steroids side effects 
or had extraintestinal manifestations were treated with biologics. 
Clinical, endoscopic, histologic, and laboratory data were extracted 
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from medical records at the last follow-up. Patient’s quality of life 
(QoL) was assessed by visual analog scale (VAS), with scores of, 0–100 
(higher=better QoL). Time to biologic therapy discontinuation was 
measured for all patients; patients were censored if still on biologic 
therapy at the time of the last follow-up. Biochemical remission was 
defined as C-reactive protein (CRP)<, 0.5  mg/dl and a fecal calpro-
tectin (FC)<, 150 ug/dl with a normal albumin level. Endoscopic and 
histologic remission was defined by the pouchitis disease activity index 
(PDAI) as an endoscopic subscore ≤2 and a histologic subscore, 0 or, 
1, respectively.
Results: The prospective cohort constituted, 130 patients. Females:, 
73 (56%). Before IPAA, most (70%) patients had pancolitis, 95% 
received steroids and mesalamine, and, 37% - biologic therapies. 
Median follow-up after ileostomy closure:, 16 years. Biologic therapy 
was started in, 28 patients (22%) due to CP or CLDP. The first line 
biologic for all, 28 patients was anti-TNF’s and, 9 patients received 
more than one line of biologics. Median time to commencing biolog-
ics:, 130  months. Median first-line biologic drug persistence:, 222 
weeks. Among patients treated with biologic therapy, at the last clinic 
visit, median CRP was, 0.58  mg/dl, median FC:, 255ug/g, median 
HB:, 12.46 mg/dl, and median albumin was, 4.5 mg/dl.Median PDAI 
endoscopic and histologic scores were, 2; median VAS rating was, 80. 
Biologic remission criteria were fulfilled by, 43% of patients (N-12). 
An additional, 43% (N-12) were also in endoscopic remission with 
an endoscopic PDAI subscore of, 2 or below, and an additional, 29% 
of patients (N-8) were in histologic remission with a histologic PDAI 
score of, 0 or 1.
Conclusion: Biologics reintroduction after IPAA was relatively com-
mon, albeit after a very long interval. Biologic therapy was effective, 
with a sizable proportion of patients in biochemical, endoscopic, and 
histologic remission. Likewise, drug persistence was long. We suggest 
that early initiation of biologic therapy in certain patients may be 
prudent.

P413
Antibody response to the COVID-19 
ChAdOx1nCov-19 and BNT162b2 vaccines in the 
immunosuppressed (RESCUE)

A.P. Tran1,2, D. Tassone*3,4, J.C. Nossent2,5, N.S. Ding3,4

1St John of God Hospital, Wexford Medical Centre, Murdoch, 
Australia, 2The University of Western Australia, School of Medicine 
and Pharmacology, Perth, Australia, 3St Vincent’s Hospital Melbourne, 
Gastroenterology, Fitzroy, Australia, 4The University of Melbourne, 
Faculty of Medicine- Dentistry and Health Sciences, Parkville, Australia, 
5Sir Charles Gairdner Hospital, Department of Rheumatology, Perth, 
Australia

Background: Immunocompromised patients are inherently vulner-
able to severe outcomes to vaccine preventable infections compared 
to the general population. This study aims to investigate the im-
pact of immunosuppression on response to the ChAdOx1nCov-19 
and BNT162b2 vaccines to better inform vaccination efforts in this 
cohort.
Methods: A three-armed randomised controlled trial was performed. 
Patients with autoimmune disorders on immunosuppressive therapies 
and healthy controls were recruited from two sites. Participants receiv-
ing immunosuppression were randomly assigned to either withhold or 
continue treatment contemporaneous to vaccine administration. Serum 
SARS-Cov2 immunoglobulin assays were performed at baseline and, 
4-weeks following first and second vaccine doses. Between group com-
parisons were performed to examine differences in vaccine seroconver-
sion and immunogenicity.
Results: A total of, 253 participants of median age, 55 years (IQR:, 
45.5–64) including, 193 patients receiving immunosuppression and, 
60 healthy controls were studied. Immunosuppressed patients were 
randomly allocated to continue (n=105) or withhold (n=88) treat-
ment. Of those receiving immunosuppression, 27.08%, 40.63% 
and, 32.29% of patients were exposed to cDMARDs, bDMARDs 
and tsDMARDs respectively while rates of BNT162b (Pfizer) vac-
cination were, 52.33%, 60.67% and, 48.33% among the continue, 
withhold, and control groups respectively. Post-first dose vaccination 
seroconversion rates were highest among healthy controls (90%) and 
patients who temporarily withheld immunosuppressants (76.32%) 
compared to patients continuing treatment (48.24%) p=0.000. Post-
second dose vaccination seroconversion rates were, 100% in both 
the control and withhold groups and, 86.75% in the continuation 
(p=0.001). Mean quantitative serum SARS-CoV-2 IgG titres were, 
8.58 U/ml, 5.11 U/ml and, 3.29 U/ml (p=0.0001) between the con-
trols, withhold and continue groups respectively following first 
vaccination. While post-second vaccination mean serum IgG titres 
were, 96.31 U/ml, 91.86 U/ml, and, 49.73 U/ml (p=0.0066) between 
these groups.
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Conclusion: COVID-19 vaccine response in terms of seroconver-
sion and the level of antibody production was highest among healthy 
controls compared with patients with autoimmune diseases receiv-
ing immunosuppression. Temporary cessation of immunosuppressant 
therapy, contemporaneous to COVID19 vaccination appears to im-
prove vaccine response in this cohort.

P414
Stoma in patiens with IBD: friend or foe? -\tEffect 
of stoma on course of disease, psychological well-
being and working capacity

R. Bianchi1, R. Von Känel2, R. Roth3, P. Schreiner1, J.B. Rossel4, 
M.P. Barry4, B. Dora1, P. Kloth1, P. Juillerat5, T. Greuter6, 
B. Misselwitz5, A. Schoepfer6, M. Scharl1, G. Rogler1, L. Biedermann*1

1University Hospital Zurich and University of Zurich, Department of 
Gastroenterology and Hepatology, Zuerich, Switzerland, 2University 
Hospital Zurich and University of Zurich, Department of Cunsultation 
Psychiatry and Psychosomatics, Zurich, Switzerland, 3Spital Limmattal, 
Department of Internal Medicine, Schlieren, Switzerland, 4Universiyt 
of Lausanne, Center for Primary Care and Public Health Unisanté, 

Lausanne, Switzerland, 5Department of Visceral Surgery and Medicine, 
Department of Visceral Surgery and Medicine, Bern, Switzerland, 
6CHUV, Department of Gastroenterology and hepatology, Lausanne, 
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Background: Knowledge on the impact of stoma formation surgery on 
course of disease, psychological well-being, quality of life (QoL) and 
working capacity in patients with IBD is scarce.
Methods: To investigate this, we analysed prospectively followed-
up patients from the Swiss inflammatory bowel disease cohort study 
(SIBDCS), comparing ulcerative colitis (UC) and Crohn’s disease (CD) 
with vs without stoma surgery, for both temporary and permanent 
stoma formation.
Results: From a total of, 3825 SIBDCS patients, 352 patients were 
included in our analysis -, 176 with stoma surgery (52.8% and, 47.2% 
with CD and UC, respectively) - amongst these, 111 with permanent 
and, 65 with temporary stoma - matched with, 176 patients without 
stoma. Mean and maximal disease activity was lower in patients with 
vs. without stoma overall in CD but not in UC (Fig., 1, A/B). However, 
in UC, disease activity was lower in permanent vs. temporary stoma 
patients (Fig., 1, C/D).
Figure, 1 A-D: Average disease activity with mean Crohn’s disease ac-
tivity index (CDAI; A) in CD and Modified Truelove & Witts activity 
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index (MTWAI; B) and UC for patients with vs. without stoma as 
well as (within the stoma group) permanents vs. closed ostomy (C,D).
Furthermore, active EIM as well as need for steroids, immuno-modu-
lators and biologics were lower in stoma vs. control patients. Amongst 
stoma patients, quality of life and psychological wellbeing was similar 
in permanent vs. closed stoma (Inflammatory Bowel Disease Quality 
of Life questionnaire Total score (IBDQ); Hospital Anxiety and 
Depression Scale Total Score (HADS); Posttraumatic Diagnostic Scale 
Total Score (PDS); and effort-reward ratio – all mean values obtained 
during prospective SIBDCS follow-up). However, we found a signifi-
cantly lower (i.e. more favourable) PDS avoidance score in permanent 
vs. closed ostomy (Fig., 2A). Working capacity was lower in permanent 
vs. closed stoma patients (Fig. 2B).

Figure, 2 A,B: IBDQ, HADS total, PDS total and Effort-Reward ratio 
(A), Working status, absentism from work and need for disability insur-
ance (B) in permanent vs. closed IBD patients with stoma.
Conclusion: In CD patients with stoma surgery disease activity was sig-
nificantly reduced after ostomy. Moreover, in UC we observed a benefit 
of patients with permanent compared to their counter-parts with tem-
porary stoma to control disease activity. We found no differences in 
psychological functioning and QoL between temporary and closed 
stoma, with the exception of higher avoidance indicative of posttrau-
matic stress in the latter. In contrast, working capacity revealed to be 
higher closed vs. permanent ostomy.
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Improving food-related quality of life in 
Inflammatory Bowel Disease with a novel web-
based intervention: a randomised controlled 
feasibility trial

S. Cox*1, C. Wall2, H. Clarke1, C. Drysdale1, W. Czuber-Dochan3, 
M. Lomer1, J. Lindsay4, K. Whelan1

1King’s College London, Department of Nutritional Sciences- Faculty 
of Life Sciences and Medicine, London, United Kingdom, 2University 
of Otago Christchurch, Department of Medicine, Christchurch, New 
Zealand, 3King’s College London, Florence Nightingale Faculty of Nursing- 
Midwifery and Palliative Care, London, United Kingdom, 4Barts Health 
NHS Trust, Department of Gastroenterology, London, United Kingdom

Background: Food-related quality of life (FR-QoL) refers to the psy-
chosocial aspects and pleasure derived from food, eating and drinking. 
Impaired FR-QoL is prevalent in inflammatory bowel disease (IBD) and 
is associated with reduced intakes of fibre and certain micronutrients. 
Patient and health professional focus groups identified the need for web-
based support and education on food in IBD, which was subsequently 
developed through experience-based co-design. The aim of this study 
was to establish the feasibility of a randomised controlled trial (RCT) 
investigating the effectiveness of the web-based intervention compared to 
usual care on FR-QoL in people with newly diagnosed IBD.
Methods: A randomised controlled feasibility trial was conducted in 
adults with Crohn’s disease or ulcerative colitis diagnosed in the pre-
ceding, 12 months. Patients with active and inactive IBD experiencing 
impaired FR-QoL (≤90 scored on the validated FR-QoL-29 question-
naire) were recruited. Participants were delivered usual care by their 
IBD team and were also randomised to either access to the web-based 
intervention (containing information and patient and clinician videos 
on various IBD-specific food and nutrition considerations) or no access 
to the website for, 12 weeks. Questionnaires were completed at baseline 
and end of trial to assess FR-QoL (FR-QoL-29), health-related quality 
of life (UK IBDQ), IBD distress (IBD Distress Scale) and anxiety and 
depression (HADS). Google Analytics was used to investigate usage of 
the web-based intervention.
Results: In total, 50 participants (ITT population) were recruited (81 
screened), 30 randomised to the web-based intervention and, 20 to usual 
care, with, 48 completing the trial (PP population). In the ITT analysis, a 
greater increase in FR-QoL was observed in the web-based intervention 
(+11.7 SD, 18.2) than usual care group (+1.4 SD, 20.4, P=0.057), whilst 
IBD distress reduced in the web-based intervention (-6.8 SD, 26.6) and 
increased in the usual care group (+8.3 SD, 25.5, P=0.052). Participants 
in the web-based intervention group logged into the website an average 
of, 4.2 (SD, 2.9) times, and spent an average of, 13 minutes, 41 seconds 
(SD, 15 minutes, 1 second) on the website per visit. The most frequently 
accessed content covered dietary management of specific gut symptoms 
(accessed by, 52% of participants). In qualitative interviews the partici-
pants reported the intervention to be clear, user friendly, easy to navigate, 
and a good source of educational information.
Conclusion: This feasibility study demonstrates that a RCT of a web-
based intervention is feasible and potentially effective in improving 
FR-QoL in IBD. An adequately powered RCT investigating the effect-
iveness of this intervention in IBD is feasible and now warranted.

P416
Addition of oral antibiotics to mechanical bowel 
preparation significantly improves anastomotic 
healing after ileocolic resection for Crohn’s disease

K. Poredska*1, L. Kunovský2, F. Marek2, Z. Kala2, D. Ivanecká2, 
I. Iesalnieks3

1University Hospital Brno- Faculty of Medicine- Masaryk University- 
Brno- Czech Republic, Department of Gastroenterology, Brno, Czech 
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University- Brno- Czech Republic, Department of Surgery, Brno, Czech 
Republic, 3Evangelisches Krankenhaus Kalk- Cologne- Germany, 
Department of Surgery, Cologne, Germany

Background: Addition of oral antibiotics (OA) to mechanical bowel 
preparation (MBP) is thought to reduce postoperative morbidity com-
pared to MBP alone. However, data supporting this concept in Crohn’s 
disease patients undergoing ileocolic resection do not exist.
Methods: Starting, 2016, all ileocolic resections were performed after 
preoperative MBP combined with OA consisting of two separate dosages 
of Metronidazole/Neomycine or Metronidazol/Paramomycine. These 
patients were compared to previous controls undergoing ileocolic resec-
tion after mere MBP (1992–2005). Between, 2005 and, 2016, surger-
ies were performed without preoperative MBP. Patients undergoing an 
ileocolic resection without construction of anastomosis (i.e., two staged 
resection) and patients not receiving MBP were excluded from the study. 
„Anastomotic complications“ were defined as anastomotic leakage, pres-
ence of abscess or peritonitis in direct proximity to anastomosis.
Results:, 312 patients underwent ileocolic resections with construc-
tion of an anastomosis:, 159 after MBP only and, 153 after preopera-
tive MBP+OA. Patients in MBP+OA group were older (39 y.  vs., 35 
y., p=0.001), had penetrating disease less frequently (50% vs., 69%, 
p=0.001), were on biologicals more frequently (31% vs., 1%, p<0.001), 
on steroids less frequently (12% vs., 59%, p<0.001), underwent lap-
aroscopic surgery more often (80% vs., 15%, p<0.001), and received 
preoperative parenteral nutrition more often (16% vs., 7%, p=0.033). 
Patients receiving OA were not able to complete MBP more often (19% 
vs., 9%, p=0.009). By the multivariate analysis, addition of OA to MBP 
was associated with a significant reduction of anastomotic complica-
tion rate (3% vs., 11%, Hazard ratio, 0.24, p=0.036). Weight loss and 
steroids were associated with an increased anastomotic morbidity.
Conclusion: Oral antibiotics added to MBP further improve the anas-
tomotic healing in Crohn’s disease patients undergoing ileocolic re-
section, although the study has demonstrated an apparent time bias. 
Further research is needed to clarify whether OA without MBP are as 
protective as MBP+OA.

P417
Seroconversion after COVID-19 Vaccination in 
Inflammatory Bowel Disease Patients

M. Horvath*1, Á.A. Csontos1, M. Sárközi1, O. Cseprekal1, A. Szijártó1, 
P. Miheller1

1Semmelweis University, Surgery-Transplantation and Gastroenterology, 
Budapest, Hungary

Background: Data about the effect of different immunosuppressive 
treatments of IBD patients on seroconversion and on different SARS-
CoV-2 vaccinations are scarce. To avoid impaired vaccine responses 
and worse outcome of COVID-19, factors attenuating protective 
immunity shoud be shought.
Methods: Anti SARS-CoV-2S antibody levels of IBD patients in remis-
sion were measured by immunoassay (Roche) before vaccination and 
on the second week. Antibody responses were compared among dif-
ferent treatment groups (biologics, combination, azathioprin, without 
immunomodulation) and between mRNA and other type of vaccines. 
Anti TNF alpha levels were also assesed, 24 hours before vaccination 
considering correlation with seroconversion.



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i407

Results: Thirty-eight (31.7%) ulcerative colitis and eighty-two (68,2%) 
Crohn’s disease patients were included (median age, 39.1 years, 53.3% 
female). No serious comorbidities were present. Eighty-two patients 
(68.3%) were on biological therapy, fifty-two (43%) were treated with 
azathioprine alone or in combination. Two doses of mRNA vaccines 
were administered to ninty-eight patients ((81,7%) Moderna:, 20, 
Pfizer:, 78). The other type of vaccines were AstraZeneca (16) Sputnik 
V (3) and Sinopharm (3). The median anti-SARS-CoV-2S antibody level 
was, 2733 U/mL (IQR:, 535–7764) on the, 14th day after vaccination 
(IQR:, 14–17). Significant differences were revealed between the groups 
of patients treated with biological agents or non-biological therapy 
(median:, 1649 U/ml vs., 5711.5 U/ml; p=0.013) and between patients 
recieving mRNA and non-mRNA vaccine (median:, 3367.5 U/ml vs., 
392.6  U/ml;p<0.001). Considering the varying effect of immunosu-
pression related to combination therapy, biological drugs, azathioprin 
and other non-immunomodulating treatments antibody response were 
assesed in these groups also. The median antibody levels were, 850,5 U/
ml (IQR:, 251.0–4899.5), 1837 U/ml (IQR:, 544.5–5902), 3141 U/ml 
(IQR:, 1066–7988), 7764  U/ml (IQR:, 5601–13808) demonstrating 
significant differences among them (p<0.001). No correlation between 
anti-TNF-alpha serum level and antibody response were found.
Conclusion: Altough all vaccines cause seroconversion in IBD patients 
who are in remission, the rate of seroconversion is lower in patients 
treated with immunosupressant, biological agent or combo therapy or 
recieving non-mRNA vaccines. As the level of anti-TNF-alpha agents 
do not affect the rate of seroconversion there is probably no need for 
matching the time of vaccination and anti-TNF therapy.

P418
Development and validation of a digital health 
platform (IBD NutriCare) for telenutrition in 
patients with Inflammatory bowel disease

A. Gupta*1, N. Singh1, D. Madan1, M. Farooqui1, N. Singh1, M. Singh1, 
S. Virmani1, M. Verma1, A. Bajaj1, M. Markandey1, B. kante1, 
S.K. Vuyyuru1, P. Kumar1, P. Sahu1, G. Makharia1, S. Kedia1, V. Ahuja1

1All India Institute of Medical Science, Department of Gastroenterology 
and Human Nutrition Unit, New Delhi, India

Background: Introduction-Telenutrition with digital health platforms is 
the future step towards improving patient care in patients with inflamma-
tory bowel disease(IBD). Additionally, it offers an advantage of conducting 
multicenter longitudinal dietary intervention studies. Aim-To develop and 
validate a digital health platform for patients with IBD to provide nutrition 
care and record longitudinal diet data on a large-scale basis.
Methods: Methods-The development of the digital health platform was 
done from October, 2019 -June, 2021 by gastroenterologists and dieti-
cians. For validation, patients with IBD at All India Institute of Medical 
Sciences, New Delhi recorded, 7 days diet in the App. 24-hours diet re-
call for, 3 days at random during the same week was also done. Energy, 
protein, carbohydrate, fat, fiber, cereals, fruits, vegetables, grain, leg-
umes, milk products were compared between two methods.
Results: Results-An Android and iOS-based digital health platform, 
‘IBDNutriCare’ was developed in English and, 7 Indian languages. 
This user-friendly interface can be downloaded by the patients free of 
cost from Google store and App store. This platform provides a re-
cording of diet variables based on, 600 Indian food recipes, patient 
parameters like subjective global assessment, medications, and clinical 
activity scores. It also provides a graphical representation of nutrient 
analysis, with web applications generating comprehensive reports to 

enable large-scale data analysis. Forty-nine patients with IBD were 
enrolled in a validation study comparing ‘IBDNutricare’ based analysis 
with dietary recall method. The mean intake of all food groups and 
macronutrients was comparable between the two methods. There was 
a significant interclass correlation [excellent for macronutrients and all 
food groups except vegetables (moderate, 0.79] and Bland-Altman plot 
analysis showed good agreement between the two methods.
Conclusion: Conclusion- This study developed and validated a digital 
health platform for telenutrition in patients with IBD. This app helps in 
real-time tracking of dietary details and recording the data on a large 
scale.

P419
Long-term outcome of ulcerative colitis in pediatric 
patients who achieved mucosal and histological 
healing: a real-life referral center experience

L. Scarallo*1, E. Peruggia2, L. Fioretti1, S. Renzo1, M. Paci1, 
S. Naldini1, J. Barp1, M. Di Paola1, P. Lionetti1,3

1Meyer Children Hospital, Gastroenterology and Nutrition Unit, 
Florence, Italy, 2University of Florence, Faculty of Medicine and 
Surgery, Florence, Italy, 3University of Florence, Department of 
NEUROFARBA, Florence, Italy

Background: Ulcerative colitis tend to present with a more extensive 
phenotype and a more aggressive behavior in pediatric populations 
when compared to adult ones. Treatment targets are shifting from 
symptom alleviation to more objective outcomes, such as the healing 
of the mucosa and the complete resolution of microscopic inflamma-
tion. However, data regarding real-life attainment of such outcomes 
and their prognostic implications are lacking.
Methods: We performed a retrospective analysis on pediatric patients 
affected by UC who were followed up for at least, 12 month at a ter-
tiary referral center. We included only patients who underwent endo-
scopic reassessment during clinical remission.
Results: Eighty-four patients were included. At diagnosis, patients were 
divided with regard to the extent of disease as assessed by the Paris 
classification as follows:, 45 (53.6%) showed pancolitis E4, 2 (2.4%) 
left colitis E3, 22 (26.2%) proctosigmoiditis E2, and, 15 (17.8%) proc-
titis E1. Globally, 14 (16.7%) patients presented with an acute severe 
colitis (ASC) attack at diagnosis. The median age at diagnosis was, 
13 years and, 7 months (IQR=94 months). Patients were followed for 
a median time of, 18 months (IQR:, 22 months). The second endos-
copy was performed after a median time of, 27 months (IQR=32). At 
the second endoscopic re-evaluation, 64 (76.2%) patients out of the 
total had regression of disease; whereas, 20 (23.8%) patients out of 
the total had progression of disease. Twenty (23.8%) patients had a 
Mayo score of, 1, whereas, 36 (42.8%) patients had a Mayo score of, 
0. Complete histological healing was achieved by, 17 (20.2%) patients. 
When observing recurrence-free survival, patients who achieved par-
tial and complete MH showed a significantly higher recurrence-free 
survival (p<0.001 and p<0.001, respectively). Lastly, when consider-
ing only patients who achieved at least partial MH, the subgroup with 
complete HH showed lower recurrence rates compared to those with 
persistent microscopic inflammation (p=0.049)
Conclusion: We reported the long-term outcomes of a selected group 
of pediatric patients with ulcerative colitis. Achievement of mucosal 
and histological healing appeared to protect against disease recurrence, 
with patients who resolved completely microscopic inflammation 
showing longer relapse-free survival rates.
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P420
Long term efficacy of ustekinumab in Crohn’s 
disease patients after vedolizumab failure

L. Melotti*1, N.K. Dussias1, A. Belluzzi1, M. Salice1, C. Calabrese1, 
F. Rizzello1, P. Gionchetti1

1University of Bologna, Dept of surgical and medical sciences, Bologna, 
Italy

Background: Ustekinumab (UST) and vedolizumab (VDZ) are approved 
biologic therapies for moderate-to-severe Crohn’s disease (CD). Data 
regarding their comparative efficacy in patients previously treated with 
anti-TNF agents are available. However, data is lacking regarding their 
long-term effectiveness after failure of a second or third-line biologic 
treatment. Our aim is to evaluate ustekinumab efficacy after swapping 
from vedolizumab therapy for primary or secondary failure.
Methods: We conducted a single-centre, retrospective study in CD 
patients treated with UST as third line biologic therapy who swapped 
from VDZ therapy upon failure between January, 2019 and October, 
2021. We assessed clinical (HBI), laboratoristic (CRP), endoscopic 
(SES-CD) activity and use of steroids at the beginning of ustekinumab 
therapy and after, 12  months of treatment. We also collected data 
regarding previous biologic treatments. Clinical remission was defined 
as HBI <, 5, while clinical response was defined as a reduction of at least 
three points of HBI from baseline and/or the suspension of steroids.
Results: Of, 43 patients treated with UST after VDZ failure, 26 
had a minimum follow up of, 12  months and were included in 
the study. All patients had previously been treated with antiTNF 
agents. After, 12 months, 4 patients have suspended treatment for 
failure; among patients still on treatment, clinical remission was 
evident in, 63% (n = 14) of cases, 13 of them were also in labora-
toristic remission. Endoscopy at, 12 months was available in, 11/14 
patients in clinical remission; of these, 6 (55%) were in endoscopic 
remission. In patients who did not achieve clinical remission, 18% 
(n = 4) obtained clinical response. The last, 18% (n = 4) of patients 
persisted on therapy.
Conclusion: Ustekinumab seems to be a viable and effective therapeutic 
option in patients with failure to multiple prior biologic therapies, 
obtaining deep remission after, 12 months of treatment in a large pro-
portion of patients.

P421
Correlation of bowel activity parameters in 
intestinal ultrasound to drug retention and trough 
drug levels in Crohn’s disease

A. Albshesh*1, B. Ungar1, U. Kopylov1, S. Ben-Horin1, D. Carter1

1Sheba Medical Center and Sackler School of Medicine- Tel-Aviv 
University, Department of Gastroenterology, Ramat Gan, Israel

Background: Introduction: Intestinal ultrasound can be used to 
assess transmural healing and response in Inflammatory bowel 
disease (IBD). Bowel wall thickness (BWT) appears to be the most 
applicable parameter for defining inflammation. Other parameters 
include amplified color Doppler signal, disappearance of the normal 
bowel wall layers and proliferation of mesenteric fat. The implica-
tion of incorporating these parameters in defining transmural healing 
and response is not clear. Our aim was to examine the significance 
of combining these parameters with BWT for defining transmural 
healing and response.

Methods: Methods: A post-hoc analysis of data from, 2 trials was used 
to examine the correlation of the different IUS parameters on drug re-
tention and trough drug levels.
Results: Results: The study cohort included, 94 patients (median age, 
24.5) with Crohn’s disease., 44 patients were treated with adalimumab 
(ADA) and, 50 with infliximab (IFX). There was a significant cor-
relation of failure of drug retention and terminal ileum (TI) BWT >, 
3  mm (P=0.07), amplified doppler sign (p<0.001), abnormal bowel 
wall stratification (p=0.005) and fat hypertrophy (p=0.001). This cor-
relation remained significant when adding any other single abnormal 
parameter to the BWT (p<0.001), 2 abnormal parameters (p<0.001) 
or, 3 abnormal parameters (p=0.003). There was also a significant cor-
relation between sufficient trough drug levels (ADA>7.1, IFX>5) and 
terminal ileum BWT <, 3 mm (P<0.001). However, there was no sig-
nificant correlation between sufficient trough drug levels and the other 
ultrasonographic parameters and no significant correlation when com-
bining any other ultrasonographic variables with the BWT.
Conclusion: Conclusions: Increased BWT was correlated with failure of 
drug retention. The addition of other ultrasonographic activity param-
eters did not significantly improve the predictive model. Therefore, 
TI-BWT should be used as the main target in the definition of trans-
mural healing and response.

P422
How achievable are the STRIDE-II treatment 
targets in real-world practise and do they affect 
outcome?

E. Routledge*1, S. Meade1, E. Sharma1, S. Zeki1, S. Ray1, S. Anderson1, 
J. Sanderson1, J. Mawdsley1, M. Samaan1

1Guys and St Thomas’ NHS Foundation Trust, Gastroenterology, 
London, United Kingdom

Background: The Selecting Therapeutic Targets in Inflammatory Bowel 
Disease (STRIDE) initiative provides recommendations on treatment 
targets for patients with Crohn’s disease (CD). The Simple Endoscopic 
Score for CD (SES-CD) is a validated endoscopic score and STRIDE-II 
recommends its use in clinical practice. We aimed to assess whether the 
STRIDE-II endoscopic endpoints are achievable and whether the de-
gree of mucosal healing (MH) affects long term outcomes.
Methods: This is a retrospective observational study from, 2015–2020. 
We included patients with CD who had a baseline and follow-up 
SES-CD score after biologic therapy initiation. Data was collected via 
electronic records. The primary outcome was treatment failure, defined 
as the need for: i) change of biological therapy ii) corticosteroid use iii) 
CD-related hospitalisation or iv) surgery. We compared rates of treat-
ment failure with the degree of MH achieved. Patients were followed 
up until treatment failure or study end (Aug, 2021). Statistics were per-
formed using GraphPad v9.1.0 Software.
Results:, 50 patients were included (Fig, 1). Table, 1 shows the base-
line characteristics. The median time to interval colonoscopy was, 16.3 
(11.2–21.3) months. The proportion of patients achieving STRIDE-II 
end-points were: SES-CD (28, 56%), absence of ulcers (25, 50%) and 
endoscopic response [50% reduction in SES-CD] (31, 62%). Combined 
remission (SES-CD and Harvey Bradshaw Index [HBI] <5) occurred 
in, 25 cases (50%). Treatment failure occurred in, 13 (26%) patients: 
biologic switch (7/50, 14%), corticosteroids use (2/50, 4%), CD-related 
admission (5, 10%), or surgery (6, 12%). Median time to treatment 
failure was, 19 months.
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Fig, 2 shows the cumulative risk of treatment failure according to 
the achievement, or otherwise, of STRIDE-II endoscopic targets. 
Additionally, we show outcomes for combined endoscopic and clinical 
remission (HBI<5). Failure to achieve SES-CD or a, 50% improvement 
in SES-CD were the strongest predictors for treatment failure.
Conclusion: In real-world clinical practice, calculating SES-CD scores 
at serial endoscopies is feasible and STRIDE-II targets are achievable 
in a reasonable proportion of patients (50%). Furthermore, achieving 
these targets has favourable long-term, clinically relevant outcomes.

P423
Azathioprine still remains the first step-up therapy 
in patients with Inflammatory Bowel Disease in 
low-middle income countries

M.K. Ranjan*1, P. Kumar1, S.K. Vuyyuru1, B. Kante1, P. Sahu1, 
S. Mundhra1, R. Golla1, M. Singh1, S. Virmani1, R. Sharma1, 
R. Panwar1, P. Das1, G. Makharia1, S. Kedia1, V. Ahuja1

1All India Institute of Medical Sciences, Department of Gastroenterology 
and Human Nutrition, New Delhi, India

Background: Inflammatory bowel disease (IBD) including Ulcerative Colitis 
(UC) and Crohn’s Disease (CD) is characterized by remitting/relapsing 
course. A proportion of patients with UC, and almost all patients with CD 
require long-term immunosuppression to maintain endoscopic and clin-
ical remission and prevent disease progression. The present study aimed to 
evaluate the long-term efficacy of thiopurines, their predictors, and the effect 
of the early use of thiopurines on disease outcomes in patients with IBD.
Methods: A retrospective cohort analysis of patients with IBD follow-
ing up in IBD clinic at AIIMS, New Delhi, India from, 2004–2020. 
Efficacy was defined as a state of not requiring hospitalization, anti-
TNF agents, surgery, and only minimum (≤, 1 steroid course in, 2 years) 
steroid requirement during follow-up. Early and late thiopurine initi-
ation was defined as commencement of thiopurines ≤2 and >2 years of 
disease onset, respectively.

Abstract P422
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Results: Of, 1264 consecutive patients on thiopurines (both, 6-MP and 
azathioprine), 988 (UC:720, CD:268) were considered for efficacy ana-
lysis (males-60.8%, mean age at disease onset-31.69±12.34 years and 
thiopurine initiation-35±13.14 years). Time to event analysis showed a 
median efficacy rate of, 79%, 72% and, 68%, 61% at, 5 and, 10 years 
in UC and CD patients respectively after thiopurine initiation. On 
multivariate analysis, only the male sex was found to be a significant 
predictor of relapse (HR:, 1.49, 95% CI:, 1.021–2.194; P=0.039) in UC 
and Ileal involvement (HR:, 0.391, 95% CI:, 0.176–0.86; P=, 0.021) 
and steroid-dependent disease (HR:, 0.429, 95% CI:, 0.186–0.965; P=, 
0.041) were associated with decreased risk of relapse and presence of 
any adverse event was associated with increased risk of relapse (HR:, 
2.37, 95%CI:, 1.39–4.05; P=0.008). Kaplan Meier survival analysis 
showed no difference between the efficacy of early and late thiopurine 
groups, both in UC (Log-rank test P = 0.72) and CD (Log-rank test 
P = 0.76).

Figure, 1: Kaplan Meier curve showing relapse-free survival on thiopu-
rine in ulcerative colitis and Crohn’s disease.
Figure, 2: Kaplan Meier survival analysis comparing relapse-free sur-
vival in early vs late thiopurine initiation group in UC (Log-rank test 
P = 0.72).

Figure, 3: Kaplan Meier survival analysis comparing relapse-free survival in 
early vs late thiopurine initiation group in CD (Log-rank test P-value:, 0.764).
Conclusion: Thiopurines still remains a viable long-term option for 
maintenance of remission in patients with IBD, especially in resource-
limited countries. Their use can be further enhanced by optimizing their 
therapy and regular monitoring for adverse events.

P424
Uptake of a switching program for patients 
receiving intravenous infliximab and vedolizumab 
to subcutaneous preparations

H. Alice1, B. Gemma1, C.P. Selinger*1

1St James’ University Hospital, Gastroenterology, Leeds, United 
Kingdom

Background: Recent trials support the clinical efficacy and safety of 
subcutaneous (sc) biologic treatment for IBD maintenance therapy. 
Administration of sc injections could reduce the financial burden and time 
required to attend for infusions and allow IBD service providers to man-
age increasing clinical demand. We evaluated the uptake and rationale for 
choosing to switch from intravenous (iv) infusions to sc injections, includ-
ing the impact of the Covid-19 pandemic on IBD service provision.
Methods: All adult patients receiving standard dosing maintenance iv 
Infliximab or Vedolizumab therapy at a tertiary IBD centre were offered 
a switch to the respective sc formulations. We investigated the uptake 
of the switch from iv infusions to sc injections and utilised a standard-
ised patient questionnaire to determine the rationale for switching to sc 
injections or not, and to identify areas for improvement in IBD service 
provision for the switching process.
Results: In a cohort of, 232 eligible patients (258 total patients, 190 inf-
liximab, 68 vedolizumab, 26 no longer eligible), 58% of patients receiv-
ing Infliximab and, 59% of patients chose to switch to sc treatment. Of 
the, 26 ineligible patients, 6 were switched to an intensified treatment 
schedule, 12 switched to a different biologic, 2 moved out of area, 5 had 
treatment stopped for clinical reasons and, 1 required operative treat-
ment. There were no significant predictors for willingness to switch relat-
ing to patient age, sex, diagnosis, drug, line of treatment or duration 
of treatment (p>0.05). Early results from patient questionnaires (n=23) 
demonstrate that a decision to switch was not influenced by the impact 
on their mental health, Covid-19 risk, the impact on wider IBD service 
provision or financial savings, but, 70% of switchers did report that time 
savings influenced their decision. A minority of patients reported feel-
ing pressured to switch (10% switchers and, 15% non-switchers) or had 
concerns about the safety (20% switchers, 0% non-switchers) and effi-
cacy (40% switchers, 31% non-switchers) of sc injections. The majority 
of patients feel they were provided with sufficient
Conclusion: Switch uptake rates were, 58% with, 90% of patients eli-
gible to switch. We found no evidence that a decision to switch was 
influenced by age, sex, diagnosis, drug, line of treatment or duration 
of treatment. Non-switchers value face-to-face support at the IBD unit 
highly, and switchers value the time saved by administering injections 
at home. Switching to sc formulation not only provided patients with 
a choice of saving time usually required for iv administration but also 
reduced pressure in an overstretched IBD service.

P425
Rates of tuberculosis infection in Crohn’s Disease 
patients before and during anti-tumor necrosis 
factor therapy

A.C. Georgieva PhD*1, A. Atanassova1, M. Mirchev1
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1Medical university- Varna- Bulgaria, University Hospital St. Marina- 
Clinic of Gastroenterology, Varna, Bulgaria

Background: In the last, 20 years, IBD treatment has made great pro-
gress with the implementation of biological drugs. Although the use of 
anti-tumor necrosis factor-alpha (anti-TNF-α) agents is highly effective 
in achieving and maintaining remission, 1, anti-TNF-α agents are associ-
ated with a, 5-fold increased risk of reactivation of various opportun-
istic infections, including TBI, 2,3.
Our study aims to determine the incidence of TBI (active tuberculosis 
(ATBI) and latent tuberculosis (LTBI)) among patients with Crohn’s 
disease (CD) receiving anti-TNF-α therapy.
Methods: For the period between June, 2010 to December, 2019, 
we performed a retrospective analysis of a total of, 109 CD patients, 
screened before the start of biological treatment. Anti-TNF-α therapy 
was initiated by, 97 patients, 74 of whom were retested for TBI during 
follow-up. All patients were BCG vaccinated.
Results: Before starting biological treatment, we etablished LTBI in, 
11/109 (10.1%):, 8/11 (72.7%) patients were TST (+) alone, 2/11 
(18.2%) were IGRA (+) and TST (-), 1/11 (9.1%) were both IGRA and 
TST (+). Chest x-ray abnormalities were not detected in all, 11 patients.
After prophylaxis with isoniazid (INH), 300 mg / daily for, 9 months, 
9/11 (83.3%) patients with LTBI reached treatment with an anti-TNF 
α agent. Of this group, 7/9 (77.8%) patients were retested for TBI:, 
6/7 (85,7%) were TST and IGRA were (-), and one (14,3%) developed 
active pulmonary tuberculosis. Two patients were lost to follow up.
In the follow-up of patients under anti-TNF-α therapy, 74/97 (76.3%) 
patients were retested for TBI, with median duration of anti-TNF-a 
therapy was, 24 (IQR, 6–90) months.
A total of, 16/74 (21.6%) patients were newly diagnosed with LTBI:, 
5/16 (31.3%) had TST conversion alone, 8/16 (50.0%) were TST(+) 
and IGRA (-), 1/16, 6.3%) were both TST and IGRA (+), 1/16 (6.3%) 
had IGRA conversion alone, 1/16 (6.3%) were TST (-) and IGRA (+).

ATBI developed in, 3/74 (4.1%) patients, one of them on the background 
of chemoprophylaxis with INH for LTBI. Median duration after the first 
dose of biologic therapy to detection of TBI was, 12 (IQR, 6–60) months.
Conclusion: This study instruct the clinician to be specifically vigilant 
when initiating anti-TNF-α therapy in IBD patients, because reactivation 
of TBI is a life-threatening complication in immunosuppressed patients.

P426
Association Between vedolizumab therapy 
outcome and Pre-treatment DUBLIN Score & CRP-
Albumin Ratio in Ulcerative Colitis

E. McCormick1, P. Singh*1, D. Kevans1

1St James’s Hospital, Gastroenterology, Dublin, Ireland

Background: The DUBLIN score is a measure of ulcerative colitis (UC) in-
flammatory burden and is associated with clinical outcomes. A high CRP/
albumin ratio (CAR) is associated with disease severity in IBD. The aim of 
our study was to evaluate if there was an association between vedolizumab 
therapy outcome and pre-treatment DUBLIN score and CAR in UC.
Methods:, 35 patients with UC initiating vedolizumab with available pre-
treatment DUBLIN score and CAR data were identified. Baseline character-
istics, biochemistry and endoscopic findings were defined by retrospective 
review. A previously validated DUBLIN score threshold of ≥3 and CAR 
threshold >0.6 were utilised to categorise patients with high inflammatory 
burden. Clinical response at, 3-months and corticosteroid-free remission 
at, 6-months were recorded. The association between, 3-month clinical re-
sponse and, 6-month remission rates & pre-treatment DUBLIN score and 
CAR ratio were evaluated. P values <0.05 were considered significant.
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Results: Baseline characteristics of the study cohort: age [median, range], 
53 [19 -87] years;, 60% male; disease duration [median, range], 11 [2–41] 
years. A pre-treatment DUBLIN score ≥3 and CAR >0.6 were observed 
in, 65% and, 51% of patients respectively., 3-month clinical response 
and, 6-month corticosteroid-free remission rates were observed in, 79% 
and, 67% of the cohort respectively. There was no significant difference 
between rates of, 3-month clinical response and, 6-month corticosteroid-
free remission comparing high and low pretreatment DUBLIN score and 
CAR groups, p=0.59 and p=0.16 respectively.
Conclusion: Vedolizumab was an effective therapy in patients with a 
significant inflammatory burden assessed by DUBLIN score and CAR. 
Pre-treatment DUBLIN score and CAR were not associated with 
therapy outcome.

P427
Exploring phenotype and treatment of 
inflammatory bowel disease in the elderly

R. Gaglani*1, S. Balarajah1, H. Williams1, L. Hicks1

1Imperial College Healthcare NHS Trust, Gastroenterology, London, 
United Kingdom

Background: On a background of an ageing population, approximately, 
10–15% of new cases of IBD are diagnosed in patients over the age of, 
60.1,2 Studies show IBD in the elderly is increasing, including both the 
groups of patients diagnosed at a younger age, and de novo elderly IBD.
Older patients are more likely to have other co-morbidities and be con-
currently prescribed other medications, which may impact the choice 
and timing of therapies for their disease. It is not clear if IBD in older 
age is different phenotypically from that in younger counterparts, 

and whether current management algorithms can be used safely in 
this cohort.
Aims of the study were to evaluate the IBD phenotype and use of thera-
pies in the elderly (≥75 years) and younger (18–74 years) patients, and 
to assess for differences in adverse outcomes between both cohorts on 
immunosuppressants (IMs) and/or biologics.
Methods: A retrospective study was performed on, 173 IBD patients 
at Imperial College Healthcare NHS Trust over a two-year period., 91 
elderly IBD patients were compared with, 82 younger patients, matched 
by gender and IBD subtype. Analysis included chi-squared tests with 
Fisher’s correction.
Results: There were, 55 elderly patients and, 51 younger matched 
patients with ulcerative colitis (UC) where no differences in disease ex-
tent, remission or surgeries were seen. There were, 36 elderly patients 
and, 31 younger matched patients with Crohn’s disease (CD). There 
was less ileocolonic disease in the older CD cohort compared to 
younger patients (27.8% versus, 51.6%, p=0.046) (figure 1).
Medication use in UC was the same regardless of age. There was sig-
nificantly higher use of IMs and biologics in younger patients with CD 
(51.6%) versus the older cohort (25%, p=0.047) (figure 2).
In elderly patients with CD, a significantly greater mortality was seen in 
patients on IMs/biologics (27.3%) than those not on these medications 
(8%, p=0.023) (figure 3). The rate of VTE was higher (18.2% versus, 
0%) in those on these treatments with a trend towards significance.
Conclusion: Overall, this retrospective study demonstrated that elderly 
IBD patients in this cohort appear to be mostly phenotypically similar 
to younger patients. However, elderly Crohn’s patients were less likely 
to be escalated to IMs/biologic treatments than their younger compara-
tors. In view of the higher rate of adverse events recorded in the Crohn’s 
group managed with these treatments, this may be justified. Further, 
larger studies in the long-term outcomes of these patients are required.

Reference

1. Charpentier C et  al. Natural history of elderly-onset inflam-
matory bowel disease: a population-based cohort study. Gut., 
2014;63(3),423–432

P428
A Phase IB/IIA study of remestemcel-L, an 
allogeneic bone marrow derived mesenchymal 
stem cell product, for the treatment of medically 
refractory Crohn’s colitis: A preliminary analysis

A. Lightner*1, J. Ream2, D. Nachand2, C. Fulmer3, M. Regueiro4, 
S. Steele5

1Cleveland Clinic, Department of Colorectal Surgery, Cleveland, United 
States, 2Cleveland Clinic, Radiology, Cleveland OH, United States, 
3Cleveland Clinic, Pathology, Cleveland OH, United States, 4Cleveland 
Clinic, Gastroenterology, Cleveland OH, United States, 5Cleveland 
Clinic, Colorectal Surgery, Cleveland OH, United States

Background: Mesenchymal stem cells (MSCs) have been successfully 
used for the treatment of perianal Crohn’s fistulizing disease by direc-
tion injection. However, no studies have looked at the direct injection 
of MSCs for luminal Crohn’s disease.
Methods: Following screening and informed consent, patients with 
medically refractory Crohn’s colitis who had a washout of at least, 4 
weeks from monoclonal antibody treatment were randomized in a, 2:1 
fashion to receive remestemcel-L, an ex vivo expanded allogeneic bone 
marrow derived MSC product versus placebo. If randomized to treat-
ment, patients received, 150 million MSCs delivered via direct injection 
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using a, 23 G sclerotherapy needle at the time of colonoscopy. Patients 
were included if they had medically refractory Crohn’s colitis defined as 
an established diagnosis for at least, 6 months prior to study enrollment 
and had lost response to at least one monoclonal antibody in the past, 
no small bowel involvement, and no colorectal stricture. Patients were 
evaluated with validated clinical and endoscopic scoring systems at, 2 
weeks, 6 weeks, and, 3 months. Patients randomized to control crossed 
over at, 3 months to receive MSC treatment.

Results: A total of six patient have been enrolled;, 4 treatment and, 2 
controls. There were, 7 reported adverse events, none of which were 
related to the investigational product (2 with eye pain, 1 with hiatal 
hernia, 1 with abdominal pain, 1 with partial small bowel obstruc-
tion, 1 with arthritis symptoms, 1 with Crohn’s flare requiring hospital 
admission and treatment with infliximab and intravenous corticoster-
oids). With regard to efficacy, in the treatment group (n=4), the SES-CD 
dropped from, 17 at baseline to, 5 by, 3 months, the CDAI from, 228 to, 
200, and the fecal calprotectin from, 231 to, 67. In the control cohort, 
the SES-CD increased from, 15.5 to, 25, the CDAI increased from, 146 
to, 158, and the fecal calprotectin increased from, 330 to, 505.
Conclusion: MSCs offer a safe alternative therapeutic for the treatment of 
medically refractory Crohn’s colitis. Early data suggests improved clinical 
and endoscopic scores by as early as two weeks following MSC delivery.

P429
Mesalazine has no place in the treatment of 
Crohn’s disease. Really?

G. Mantzaris MD- PhD- AGAF- FEBG- MACG*1, E. Archavlis1, 
A. Christidou1, N. Viazis1, G. Karampekos1

1GHA Evangelismos-Polykliniki, Department of Gastroenterology, 
Athens, Greece

Background: According to international guidelines mesalazine may 
have no place in the treatment of Crohn’s disease (CD). However, 
real-world studies have shown a defined, 5-ASA-dependent group of 
patients with CD whereas a large proportion of CD patients in the 
community is still being treated with mesalazine. We aimed at studying 
the clinical, biomarker and endoscopic characteristics and the course of 
disease in a selective group of patients on maintenance treatment with 
mesalazine since the diagnosis of CD.
Methods: This is a prospective, single-center study. Patients followed 
in IBD clinic were included in a, 15-yearlong observational study 

starting in the, 1st year after confirmed diagnosis of CD provided that 
they were in deep remission defined as clinical remission (Harvey-
Bradshaw Index, HBI, <5, with normal biomarkers [C-reacting protein 
(CRP) <0.6  mg/dl and/or Faecal Calprotectin (FC) <150  μg/g faecal 
tissue] and complete or near complete mucosal healing (<10 or <5 focal 
micro-aphthous or aphthous ulcers, respectively) assessed by ileocolo-
noscopy and/or capsule endoscopy. Patients with normal HBI but per-
sistent elevations of CRP and/or FC at baseline were excluded. Patients 
were followed prospectively every, 3–6 months with HBI score, FBC, 
LFTs, CRP and/or FC; ileocolonoscopy or CE were performed every, 
2–3 years unless they had a flare of CD. Patients who during follow up 
developed a flare (HBI>4) associated with persistently abnormal CRP 
and FC and deterioration of the endoscopic findings vs baseline were 
considered as treatment failures.
Results: Patient demographic, clinical, biomarker and endoscopic 
data at baseline and during the course of CD is shown in Table, 
1. Ileocolonoscopy findings remained persistently unchanged in all but, 
2 patients who developed a flare and needed escalation of treatment 
after, 2 and, 3 years, respectively. CE was performed at two different 
times during follow up in, 8 patients with L1 phenotype and did not 
show any change in the number of detected lesions. Overall, 35 of, 
55 patients had a voluntary drug holiday for, 4–6 months resulting in 
a rise of HBI to, 6–8 and mild elevations of FC (200–300 μg/g) but 
not of CRP; however, clinical symptoms were relieved and HBI and 
FC returned to normal following re-initiation of mesalazine indicating, 
5-ASA dependence. None of the patients reported disease complica-
tions or treatment-related adverse events
Conclusion: There is a distinct group of non-smoking patients with 
mild CD (on clinical, biomarker, and endoscopy grounds) at diagnosis 
who are in deep remission at the end of the, 1st year following treat-
ment with mesalazine. These patients maintain a, 5-ASA-dependent 
deep remission as long as they are compliant with treatment.
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P430
Longer-term tofacitinib effectiveness for the 
treatment of ulcerative colitis: Two-year outcomes 
from a UK observational cohort study

S. Honap*1,2, E. Sharma1, S. Ray1, J. Mawdsley1, S. Anderson1, 
M. Samaan1, P. Pavlidis1,2, P. Irving1,2

1Guy’s and St Thomas’ NHS Foundation Trust, IBD Centre - 
Department of Gastroenterology, London, United Kingdom, 2King’s 
College London, School of Immunology and Microbial Sciences, 
London, United Kingdom

Background: Tofacitinib is an oral small molecule inhibitor licensed 
for the treatment of ulcerative colitis (UC). Whilst real world data has 
been presented, outcomes beyond, 26 weeks are limited. The objective 
of this study was to assess the persistence and long-term effectiveness 
of tofacitinib.
Methods: We conducted a retrospective observational cohort study, 
using a prospectively maintained database, at a large UK IBD ter-
tiary referral centre. The primary objective was to assess the propor-
tion of patients in deep remission at one year. Deep remission was 
defined as corticosteroid free clinical remission (CSFR) and endo-
scopic remission (Mayo Endoscopic Subscore (MES) of, 0 or, 1). 
All adult patients receiving tofacitinib for moderate to severe UC 
were included from October, 2018 to October, 2021. Disease ac-
tivity was assessed using the Simple Clinical Colitis Activity Index 
(SCCAI); clinical response and remission were defined as a reduction 
of SCCAI ≥3 and a SCCAI ≤2, respectively. All analyses were based 
on an intention-to-treat principle, and we used non-responder im-
putation in cases of missingness.
Results: In total, 103 patients were included with a median follow up 
duration of, 53 weeks (range, 1–156). Prior to treatment, patients had 
active disease clinically (median SCCAI, 7 (range, 0–15) and endoscop-
ically (median MES, 3) with, 54% on corticosteroids. The cohort had 
refractory disease;, 90% were anti-TNF-experienced and, 48% had 
prior exposure to at least two different biologic classes. Table, 1 shows 

the baseline characteristics of the cohort and figure  1 shows patient 
disposition in the study. Median treatment duration on, 10mg bd was, 
18 weeks (range, 1–135);, 27% (n=15) were on, 10mg BD at one year 
and, 11% (n=3) at two years. At, 52 weeks, 61% were in CSFR, 38% 
in endoscopic remission, and, 36% in deep remission (figure 2). Deep 
remission was not associated with baseline variables, including prior 
biologic exposure or disease severity on univariate analyses. Faecal 
calprotectin fell from median, 451ug/g [range, 5-6020] at baseline to, 
86ug/g [range, 5-2360] at week, 52 (n=41, p<0.001), but CRP change 
was not significant. Three-quarters of those remaining on tofacitinib at, 
104 weeks (n=27) were in deep remission. The Kaplan Meier estimated 
probability of remaining on tofacitinib was, 62% (95% CI, 51–71%) 
at week, 52 and, 44% (CI, 95%, 32–54%) at week, 104 (figure 3).
Conclusion: Longer term effectiveness and treatment persistence data 
in a cohort of highly refractory UC patients is reassuring.

Abstract P430

Abstract P430
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P431
Early mucosal healing at week, 10 with ozanimod 
predicts clinical outcomes at week, 52: Post hoc 
analysis of the phase, 3 True North clinical trial

W. Reinisch*1, J. Axelrad2, H.A. Ahmad3, M. Pondel3, S. Ather3, 
A. Elegbe3, C. Sninsky4, R. Longman5

1Medical University of Vienna, Gastroenterology, Vienna, Austria, 
2NYU Langone, Gastroenterology, New York, United States, 3Bristol 
Myers Squibb, Department of Immunology and Fibrosis Development, 
Princeton, United States, 4Digestive Disease Associates, Tbc, Gainesville, 
United States, 5Weill Cornell Medicine, Tbc, New York, United States

Background: Ozanimod, a sphingosine, 1-phosphate (S1P) receptor 
modulator selectively targeting S1P1 and S1P5, is approved in mul-
tiple countries for the treatment of relapsing multiple sclerosis and in 
the United States for the treatment of moderately to severely active 
Ulcerative Colitis (UC). A  treat-to-target strategy for Inflammatory 
Bowel Disease (IBD) has been outlined in the Selecting Therapeutic 
Targets in IBD (STRIDE-II) consensus recommendations. Mucosal 

healing was identified as an important treatment target and may be 
associated with improved patient (pt) outcomes. Here we assess the 
relationship between early mucosal healing at week (wk), 10 and clin-
ical outcomes at wk, 52 in ozanimod-treated pts with moderately to 
severely active UC in the phase, 3 True North trial (NCT02435992).
Methods: A subset of pts in True North were randomised to and/or 
received oral ozanimod, 0.92 mg (equivalent to ozanimod HCl, 1 mg) 
during the, 10-wk induction period, achieved clinical response at 
wk, 10 and continued ozanimod during the maintenance period. For 
this post hoc analysis, we examined clinical remission, corticosteroid 
(CS)-free remission, and mucosal healing at wk, 52 in pts with versus 
without mucosal healing at wk, 10. Clinical remission was defined as 
rectal bleeding subscore = 0, stool frequency subscore ≤1 (and ≥1-point 
reduction from baseline), and mucosal endoscopy subscore (MES) ≤1 
without friability. CS-free remission was defined as remission with no 
CS use for ≥12 wk. Mucosal healing was defined as MES ≤1 without 
friability and a Geboes score <2.0.
Results: Demographics and disease characteristics were generally well 
balanced between ozanimod-treated pts with (n=44) and without 
(n=186) mucosal healing at wk, 10, albeit a higher proportion of pts 
without mucosal healing had prior biologic exposure. Higher propor-
tions of ozanimod-treated pts who achieved mucosal healing at wk, 10 
had clinical remission, CS-free remission, and mucosal healing at wk, 
52 versus pts who did not achieve mucosal healing at wk, 10 (Figure). 
Among the ozanimod-treated pts who did not achieve mucosal healing 
at wk, 10, 24.2% went on to achieve mucosal healing at wk 52.
Conclusion: Using a novel, stringent definition for mucosal healing, 
which requires endoscopic improvement and histologic remission 
(Geboes <2.0), ozanimod-treated pts who achieved mucosal healing at 
wk, 10 had improved clinical, endoscopic, and histologic outcomes at 
wk, 52. A proportion of pts who did not reach mucosal healing at wk, 
10 benefited from longer ozanimod treatment, achieving mucosal heal-
ing at wk 52.

P432
Relationship between haemoglobin status and 
utility in patients with iron deficiency anaemia in 
inflammatory bowel disease: A post-hoc analysis 
of a phase, 3 clinical trial

D. Murphy*1, P. Wooton2, I. Jacob2

1Norgine Pharmaceuticals Limited, Market Access and Public Affairs, 
Harefield, United Kingdom, 2Health Economics and Outcomes 
Research Ltd, Health Economics, Cardiff, United Kingdom

Background: Iron deficiency anaemia (IDA) can significantly impair 
the health-related quality of life of patients with inflammatory bowel 
disease (IBD), but there is little evidence demonstrating a relationship 
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between haemoglobin (Hb) and utility values. This study aimed to es-
timate preference-based health state utility values from Short-Form 
Health Survey (SF-36) data, stratifying by treatment received, and to in-
vestigate the relationship between Hb status and health-related quality 
of life.
Methods: A randomised phase, 3b clinical trial compared oral ferric 
maltol (FM) vs intravenous (IV) iron (ferric carboxymaltose (FCM)) 
in patients with IBD and IDA who were eligible for IV iron. This 
post-hoc analysis used patient-level data on SF-36 responses to gen-
erate Short-Form Six-Dimension (SF-6D) and EuroQol-5 Dimension 
(EQ-5D) health-state utility values using published algorithms. Utility 
values were further stratified by the proportion of patients achieving 
normalisation of Hb levels (Hb >, 13g/dL for men and >, 12g/dL for 
women).
Results: In the overall study population, mean (SD) SF-6D val-
ues were, 0.67 (±0.12) at baseline and, 0.70 (±0.13) at, 52 weeks. 
Mapped mean EQ-5D values were, 0.77 (±0.17) at baseline and, 
0.78 (±0.19) at, 52 weeks. There were no significant differences in 
the mean utility estimates for patients receiving FM and FCM at 
any assessment point (Table, 1). Of note, 45.38% of patients ran-
domised to the FCM arm received repeat treatments after the ini-
tial course administered at baseline. In the overall study population, 
mean utility estimates for patients in a normalised state were signifi-
cantly greater than those estimated for patients in a non-normalised 
state (pooled analysis of all time points): SF-6D, 0.724 (95% CI:, 
0.717–0.731) vs, 0.690 (95% CI:, 0.683–0.697), respectively, Pr 
(|T|>|t|):, 0.001; EQ-5D, 0.834 (95% CI:, 0.826–0.842) vs, 0.792 
(95% CI:, 0.782–0.802), Pr (|T|>|t|):, 0.001. No statistically signifi-
cant differences were observed between treatments in the normal-
ised or non-normalised groups.

Conclusion: Oral ferric maltol results in similar utility scores to IV iron 
therapy with ferric carboxymaltose in patients with IBD eligible for 
intravenous iron therapy. Normalised Hb was associated with signifi-
cantly better utility than non-normalised, demonstrating the value to 
patients of treating IDA in IBD. A cost-effectiveness analysis should be 
conducted to examine the incremental benefit of IV iron considering 
the large cost of treatment.

P433
Intravenous ustekinumab as maintenance 
treatment is effective in patients with partial or 
loss of response to optimized ustekinumab sc

M. Garcia-Alvarado*1, J. Barrio2, M. Sierra-Ausin3, L. Arias4, 
L. Fernández-Salazar5, A. Fuentes Coronel6, L. Arias García7, 
F.J. García-Alonso8, M. García-Prada3, J. Legido4,  
J.G. Sánchez-Hernández9, F. Muñoz10

GEICYL (Group of Inflammatory Bowel Disease of Castilla y León), 
1University Hospital Salamanca, Gastroenterology, Salamanca, 
Spain, 2Hospital Universitareio Río Hortega, Gastroenterology, 
Valladolid, Spain, 3Hospital Universitario de León, Gastroenterology, 
León, Spain, 4Complejo Asistencial de Segovia, Gastroenterology, 
Segovia, Spain, 5Hospital Clínico Universitario de Valladolid, 
Gastroenterology, Valladolid, Spain, 6Complejo Asistencial de 
Zamora, Gastroenterology, Zamora, Spain, 7Hospital Universitario 
de Burgos, Gastroenterology, Gastroenterology, Spain, 8Hospital 
Universitario Río Hortega, Gastroenterology, Valladolid, Spain, 
9Hospital Universitario de Salamanca, Pharmacy Service, Salamanca, 
Spain, 10Hospital Universitario de Salamanca, Gastroetnerology, 
Salamanca, Spain

Background: Ustekinumab is an effective drug in Crohn´s Disease (CD) 
and most frequently used dose is subcutaneous (sc), 90 mg /, 8 weeks. 
With the usual sc doses (90 mg every, 8–12 weeks) some patients will 
only partially respond or experience secondary loss of response. In this 
situation, shortening of the administration interval (e.g., every, 4 or, 6 
weeks) or a reinduction dose has been proposed. Another unexplored 
option is intravenous (IV) administration at regular intervals when 
shortening sc dose is not effective enough.
Methods: We conducted a retrospective study to evaluate the effective-
ness of IV ustekinumab at regular intervals (usually every, 4–6 weeks) 
in patients with insufficient efficacy or loss of response to, 90 mg sc 
every, 4–6 weeks. All patients had active Ulcerative colitis (UC) or 
Crohn´s disease (CD) defined by partial Mayo score (pMS) or Harvey 
Bradshaw Index (HBI)>, 4 points and/or persistent biomarker elevation 
(calprotectin>, 250  µg/g) and/or endoscopic or radiological evidence 
of disease activity. We obtained data from, 79 patients (73 CD and, 
6 with ulcerative colitis (UC)). Levels of fecal calprotectin before and 
after starting ustekinumab IV was available for, 44 patients and trough 
levels of drug for, 48 patients.
Results: Baseline characteristics of the included patients are shown in 
Table, 1. Complicated forms (B2-B3;, 60,6%) predominated and peri-
anal disease was present in, 35.4% of patients. Only, 3 patients were 
naïve to biological treatments, 41.8% had received at least one and, 
54,5% more than, 2. The mean follow-up after the first IV administra-
tion was, 13.22 months (IQR, 2–37 months). Last dose used before the 
start of ustekinumab IV was, 90 mg /, 6 weeks in, 31.6% and, 90 mg /, 
4 weeks in, 68.4% of the patients.
After, 12 weeks of the first IV dose, 43% of patients achieve clinical re-
mission (HBI<5 or pMS, 2) and, 59.5% at the end of follow-up. Basal 
fecal calprotectin decreased significantly at month, 12 and at end of 
follow-up (612.6 mg/kg vs, 384.1 mg/kg vs, 222 mg/kg; p = 0.0002 and 
p=0,0048 respectively) (Figure, 1). Drug levels at the beginning of IV 
administration were, 2.6 mcg/ml (IQR, 0.13-11-69) and a significant 
increase from baseline was observed (week, 12–16:, 9.09 mcg/ml and 
after, 1 year:, 10.7 mcg/ml; both p <0,001). At the end of the follow-up, 
81% of patients maintain the treatment (figure 2).
Conclusion: Patients who lose response to the intensified dose of usteki-
numab sc could benefit from intravenous administration as mainten-
ance treatment. This strategy achieves clinical remission in, 60% of the 
patients and allows to maintain the treatment in, 80% of them for at 
least, 12 months.
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P434
The PROPER study: interim analysis of  
a Pan-European real-world study of SB5 
adalimumab biosimilar after transition from 
reference adalimumab in patients with  
Crohn’s disease

A.U. Dignass*1, J.P. Gisbert2, F. Bossa3, U. Freudensprung4,  
J. Addison5

1Agaplesion Markus Hospital- Goethe University, Department 
of Medicine, Frankfurt, Germany, 2Hospital Universitario de La 
Princesa- Instituto de Investigación Sanitaria Princesa IIS-IP- Centro 
de Investigación Biomédica en Red de Enfermedades Hepáticas 
y Digestivas CIBEREHD- Universidad Autónoma de Madrid, 
Gastroenterology Unit, Madrid, Spain, 3Fondazione Casa Sollievo 
della Sofferenza – IRCCS - San Giovanni Rotondo, Division of 
Gastroenterology, Puglia, Italy, 4Biogen International GmbH, Global 
Head of Medical Data Science and Analytics MDSA Biosimilars, Baar, 
Switzerland, 5Biogen Biosimilars Unit, Medical, Baar, Switzerland

Background: SB5, a biosimilar to reference adalimumab (ADL), 
received EU marketing authorisation in August, 2017, based on pre-
clinical and clinical phase I and III studies that demonstrated bioequiv-
alence and comparable efficacy, safety and immunogenicity profiles to 
ADL. The real-world study ‘PROPER’ is designed to provide insights 
into outcomes of the transition from reference to SB5 outside the 
controlled, randomised, clinical trial setting. Under an umbrella de-
sign, 1000 patients with immune-mediated inflammatory disease have 
been enrolled at centres in Belgium, Germany, Ireland, Italy, Spain and 
the UK.
Methods: Eligible patients had been transitioned to SB5 as part of 
routine treatment following a minimum of, 16 weeks’ treatment with 
ADL. Data were captured from patient charts retrospectively for, 24 
weeks prior to and prospectively and/or retrospectively for, 48 weeks 
after SB5 initiation. This interim analysis of the Crohn’s disease cohort 
reports outcome measures including clinical characteristics, disease ac-
tivity, persistence on SB5, clinical management and safety for patients 
enrolled at, 32 specialist sites and followed up to the data extract date 
of October, 5th, 2021.
Results: Of the, 462 patients included in this interim analysis, the ma-
jority were enrolled in Germany (n=127), Spain (n=118) and Italy 

(n=79); Belgium, Ireland and UK enrolled, 56, 46 and, 36 patients, 
respectively. At time of data extract, 416 patients had completed, 48 
weeks of follow-up and, 15 had withdrawn from the study.
The most common reasons driving transition were physician decision, 
or a mandate from the health authority or payer. At baseline, the ma-
jority of patients were in remission or had mild disease as determined 
by Harvey Bradshaw Index (HBI), and were in remission or stable 
according to physician opinion. Most patients transitioned to the same 
SB5 regimen as they had received for ADL (Table 1).
Twenty-four patients reported, 27 serious adverse events (SAE), of 
which, 4 (anal fistula [n=1], perianal abscesses [n=2] and subileus 
[n=1]) were considered by the study physician to be related to SB5 
administration.
Conclusion: No meaningful change in HBI or SB5 dosing regimen was 
observed from baseline to Week, 48 after transition from ADL. The 
number of patients experiencing a treatment-related SAE was low, and 
no new safety concerns were detected. Thus, transition from ADL to 
SB5 was generally safe and effective in patients with Crohn’s disease 
over, 48 weeks of follow-up.
Acknowledgements: This study was funded by Biogen International 
GmbH. Statistical services were provided by FGK Clinical Research 
GmbH, Munich, Germany. Data management services were provided 
by Worldwide Clinical trial, Research Triangle Park, NC, USA.

P435
High rate of vitamin deficiencies in patients after 
total proctocolectomy and pouch surgery- results 
from a prospective cohort

S. Elial-Fatal*1, T. Pfeffer-Gik1,2, B. Raykhel1, 
A. Friedenberg1, L. Margolis1, R. Barkan1, J. Ollech1,2, H. Yanai1,2, 
N. Wasserberg2,3, I. White2,3, I. Dotan1,2, L. Godny1,2

1Rabin Medical Center, Division of Gastroenterology, Petah-Tikva, 
Israel, 2Tel Aviv University, Sackler Faculty of Medicine, Tel Aviv, Israel, 
3Rabin Medical Center, Division of Surgery- Colorectal Unit, Petah-
Tikva, Israel

Background: Patients with ulcerative colitis (UC) undergoing total proc-
tocolectomy with ileal pouch anal anastomosis (pouch surgery) may be 
prone to develop nutritional deficiencies. Here we aimed to evaluate the 
rates of vitamin deficiencies and their risk factors in these patients.
Methods: Patients after pouch surgery were consecutively enrolled in 
a tertiary referral center. Pouch behavior determined clinically (normal 
pouch; recurrent acute pouchitis; chronic pouchitis; Crohn’s like 
disease of the pouch), disease activity, inflammatory markers and serum 
vitamin D, B12 and folic acid levels were repeatedly assessed. Body 
mass index (BMI) and the use of dietary supplements were recorded 
at each visit.
Results: A total of, 136 patients (mean age-, 47.5±16  years, mean 
BMI-, 24.9±5 Kg/m2, female gender, 58%) underwent, 721 study vis-
its. Average visits/patients:, 5 (range, 1–15); between-visit interval:, 
5±4  months. Normal pouch:, 41%, recurrent acute pouchitis, 24%, 
chronic pouchitis/ Crohn’s like disease of the pouch:, 35%. Vitamin 
D deficiency (<25  nmol/L) and insufficiency (25–75  nmol/L) were 
detected in, 6.5% and, 82% of patients, respectively. Vitamin B12 de-
ficiency (<221 pmol/L) was detected in, 29%, and folic acid deficiency 
(<7 nmol/L) in, 9.5% of patients. After controlling for disease activity 
and inflammatory markers, vitamin D deficiency was positively associ-
ated with pouch age (i.e interval from the ileostomy closure, OR=, 1.47, 
95%CI, 1.1–1.9, p=, 0.007). Vitamin B12 deficiency was positively 
associated with BMI (OR=1.07, 95%CI, 1.001–1.14, p=0.045), and 
folic acid deficiency was inversely associated with patient’s age (OR=, 
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0.95, 95%CI, 0.9–0.99, p=0.017). Of patients with vitamin D, B12 and 
folic acid insufficiencies or deficiencies, only, 60/121 (49.6%), 17/40 
(42%), and, 4/13 (30%), respectively, reported the use of appropriate 
dietary supplements throughout the long-term follow-up.
Conclusion: In a longitudinal follow up of patients with UC after 
pouch surgery, we detected significant vitamin D, B12 and folic acid 
deficiencies and identified specific risk factors. Insufficient active cor-
rection with dietary supplements was noticed. Screening and improved 
correction of nutritional deficiencies should be a part of the routine 
pro-active multidisciplinary care of patients after pouch surgery.

P436
Efficacy and safety of biosimilars of anti-TNF-a in 
paediatric-onset Inflammatory Bowel Disease: Data 
from the Sicilian Network for Inflammatory Bowel 
Diseases (SN-IBD)

V. Dipasquale*1, S. Pellegrino1, U. Cucinotta1, M. Citrano2, 
F. Graziano2, M. Cappello3, A. Busacca3, A. Orlando4, S. Accomando5, 
C. Romano1; Sicilian Network for Inflammatory Bowel Diseases 
(SN-IBD)
1University of Messina Hospital G. Martino, Department of Human Pathology 
in Adulthood and Childhood “G. Barresi”, Messina, Italy, 2Pediatric Unit- 
Villa Sofia Cervello Hospital, Pediatric, Palermo, Italy, 3Gastroenterology and 
Hepatology Section- Internal Medicine and Medical Specialties PROMISE- 
University of Palermo, Department of Health Promotion- Mother and Child 
Care, Palermo, Italy, 4IBD Unit- Villa Sofia Cervello Hospital, Department 
of Medicine, Palermo, Italy, 5G di Cristina Children’s Hospital- University of 
Palermo, Pediatric Department, Palermo, Italy

Background: Few data regarding the use of biosimilars of anti-tumour 
necrosis factor-a (TNF-a) in children with Inflammatory Bowel Disease 
(IBD) have been reported. We aimed to assess the efficacy and the safety 
of biosimilars of infliximab (IFX) and adalimumab (ADA) in paediat-
ric-onset IBD.
Methods: This was a multicentre, observational, retrospective study per-
formed among the cohort of the Sicilian Network for the Inflammatory 
Bowel Disease (SN-IBD) and including all patients with paediatric-
onset IBD treated with the biosimilars of IFX or ADA. Demographic 
and clinical data were collected from medical records. PUCAI and 
PCDAI scores at the time of IFX start, after, 14 and, 54 weeks were 
recorded. The primary outcome was the rate of clinical remission at 
weeks, 14 and, 54. Secondary outcomes included treatment duration 
and incidence of adverse events.
Results: They were included, 128 patients, of whom, 87 on IFX bio-
similar (group, 1) and, 41 on ADA biosimilar (group, 2) (Table 1).
Table, 1.Baseline characteristics of patients
At week, 14, UC patients on IFX biosimilar had a median PUCAI score of, 
10 (IQR, 5.0–22.5), while CD patients a median PCDAI score of, 5 (IQR, 
5.00–10.8). Overall, the remission rate on IFX biosimilar at week, 14 was, 
61.5%, and it was significantly associated with positive family history 
[OR, 13.18 (2.44–245.65, p=0.015)], older age at starting biosimilar [OR, 
1.19 (1.02–1.41, p=0.038)], and diagnosis of CD (in comparison to UC) 
[OR, 3.45 (1.35–9.23, p=0.011)]. At week, 54, both UC and CD patients 
on IFX biosimilar had a median clinical score of, 5. The remission rate 
was, 69.1%, and no significant association with any variable was found. 
Patients on ADA showed a remission rate of, 75% at, 14 weeks, and of, 
70% at, 54 weeks, both associated with shorter disease duration [OR, 0.67 
(0.45–0.93, p=0.025) and OR, 0.55 (0.28–0.86, p=0.026), respectively]. 
At, 54 weeks, patients on IFX showed a >90% failure-free survival (Figure, 
1), which was inversely associated with the presence of extraintestinal 
manifestations (HR, 5.12, p=0.014) and non-naive patients (HR, 3.81, 

p=0.025). Patients on ADA biosimilar had >83% failure-free survival at, 
12 months (Figure, 2), associated with shorter disease duration (HR, 1.41, 
p=0.043). About safety, a total of, 13 adverse events were registered, 9 
in group, 1 (incidence of, 6.13/100 PY) and, 4 in group, 2 (incidence of, 
12.23/100 PY). Most (n=7) were acute infusion reactions.
Figure, 1.Failure-free survival on IFX biosimilar

Figure, 2.Failure-free survival on ADA biosimilars

Conclusion: This is one of the largest cohorts of paediatric-onset IBD 
on biosimilars, and confirmed these drugs are effective and safe in 
this group of patients, with high percentage of failure-free survival at, 
1 year and low incidence of mild adverse events.

P437
Reoperations and long-term survival of Kock’s 
continent ileostomy in Inflammatory bowel disease 
patients: a population based national cohort study 
from Sweden

A. Risto*1, R.E. Andersson1, K. Landerholm1, J. Bengtsson2, 
M. Block2, P. Myrelid1

1Linkoping University, Department of Biomedical and Clinical Sciences- 
Faculty of Health Sciences- Linköping University- Linköping- Sweden., 
Linköping, Sweden, 2Sahlgrenska University Hospital, Department of 
surgery- colorectal unit., Gothenburg, Sweden

Background: Kock’s continent ileostomy is an option after procto-
colectomy for patients not suitable for ileal pouch anal anastomosis or 
ileorectal anastomosis. Ulcerative colitis is the most common indica-
tion for continent ileostomy. The aim of this study was to evaluate the 
long-term outcome of continent ileostomy.
Methods: All patients with inflammatory bowel disease and a continent 
ileostomy were identified from the Swedish National Patient Register. 
Data on demographics, diagnosis, reoperations, and excisions of the 
continent ileostomy was obtained. Patients with inconsistent diagnostic 
coding were classified as IBD-unclassified.
Results: Some, 727 patients were identified, 428 (59%) with 
Ulcerative colitis, 45 (6%) with Crohn’s disease and, 254 (35%) with 
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IBD-unclassified. After a median follow-up time of, 27 (IQR, 21–31) 
years, 191 (26%) patients had never had revisional surgery. Some, 
1,484 reoperations were performed on, 536 (74%) patients, the me-
dian number of reoperations was, 1 (IQR, 0–3) per patient. The con-
tinent ileostomy was excised in, 77 (11%) patients. Reoperation within 
the first year after reconstruction was associated with higher rate of 
revisions (IRR, 2.90 p<0.001) and shorter time to excision (HR, 2.38 
p<0.001). Constructing the continent ileostomy after year, 2000 was 
associated with increased revision and excision rates (IRR, 2.7 p<0.001 
and HR, 2.74 p=0.013). IBD-unclassified was associated with increased 
revisions (IRR, 1.3 p<0.001) and the proportion of IBD-unclassified 
patients almost doubled from the, 1980s (32%) to after, 2000 (50%).
Conclusion: Continent ileostomy is associated with substantial need for 
revisional surgery, but most patients get to keep their reconstruction for 
a long time.

P438
The Efficacy and Safety of ustekinumab Therapy 
in refractory Inflammatory Bowel Disease (IBD) 
patients with co-morbidities and old age

B. Davies*1, M. Lodhia1, B. Abdalla1, V. Gupta1

1Cardiff and Vale University Health Board, Gastroenterology, Cardiff, 
United Kingdom

Background: Ustekinumab is approved for treatment of active Crohn’s 
Disease (CD) and Ulcerative Colitis (UC) with a more favourable safety 
profile to anti-TNF therapy however it is still used with caution in the 
elderly and those with comorbidities. We present our data on safety and 
efficacy of Ustekinumab in our IBD population including consideration 
of age and existing medical conditions.
Methods: Clinical data on all IBD patients treated with Ustekinumab 
within our population between, 2016 and, 2021 were retrospectively 
collected from electronic records. This included baseline characteristics, 
diagnosis, previous medical and surgical history, comorbidities, clinical 
response, endoscopic response and adverse events (AEs).
Results:, 120 (M=57, F=63) patients were identified, 98 CD, 17 UC 
and, 5 IBDU with a median follow up of, 13.9 months (IQR, 3–20.5) 

Figure, 1 - Infliximab
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The median age of starting Ustekinumab was, 35.5 years (16–81) with, 
65% (78/120) previously treated with two or more biologics suggestive 
of refractory disease. Clinical response was achieved in, 18.0% (16/89) 
of patients at, 8 weeks, 39.3% (24/61) at, 24 weeks, 42.0% (21/50) at, 
1 year and endoscopic response and/or with imaging was seen in, 9/23 
(39.1%) at, 24 weeks and, 3/18 (16.7%) at, 1 year.
10% (14/120) were >60 at time of starting Ustekinumab, this group 
had an average of, 1.4 comorbidities compared to, 0.3 in the <, 60 
group (p value -0.00001), 7% (8/, 120) patients had had a prior malig-
nancy (Non-melanoma Skin Ca, 4, Solid organ, 2, melanoma, 1, haem-
atological, 1) and, 5 of these were in the >60 group with a median of, 
10 years (IQR, 5–11) since being cured and no episodes of recurrence, 
with, 1 patient developing a malignancy post Ustekinumab.
Adverse events (AEs) were seen in, 5.8% (7/120) of patients and a ser-
ious adverse event (SAE) in, 5% (6/120), this included, 4 patients in the 
<60 age group requiring admission for Intravenous antibiotics vs, 1 in 
the >, 60 age group (p value, 0.57).
Conclusion: This study contributes to the real-world data being pre-
sented regarding Ustekinumab. The efficacy demonstrated in clinical 
response is comparable to previous studies, the majority of patients 
having already been treated with two or more biologics. We have 

demonstrated a favourable safety profile in the over, 60 age group who 
had a greater number of comorbidities and a higher rate of previous 
malignancy. With an ageing IBD population the safety and efficacy of 
Biologics in the older age groups need to be further examined.

P439
Stability of subcutaneous serum IFX (CTP13) levels 
between two injections and over two successive 
cycles in patients with Crohn’s disease

X. Roblin*1, L. Bastide1, P. veyrard1, A.E. berger2, S. Paul2

1CHU Saint Etienne - Hospital Nord, Department of Gastroenterology 
and Hepatology- Inserm- CIC1408, Saint Priest en Jarez, France, 2CHU 
Saint Etienne - Hospital Nord, Immunology- Inserm- CIC1408, Saint 
Priest en Jarez, France

Background: Under IFX sc, we do not know if there is a residual level 
of IFX. The aim of this work was to investigate this point by analyzing 
the intra-individual variability of the serum level of IFX sc.

Figure, 2 - Adalimumab
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Methods: This was an observational, prospective study that included 
patients with CD undergoing maintenance treatment with IFX sc 
(120mg every, 14 days). Patients had IFX determinations (i Track, 10; 
Theradiag (France) at visit, 1 (day, 4 to, 6 after SC injection), visit, 2 (day, 
7 to, 9 after sc injection) and visit, 3 (day, 13 to, 14 after sc injection) on 
two consecutive cycles. The first determinations were made only after, 8 
weeks of switching from IV to SC. All patients at inclusion were in clin-
ical remission (CDAI <, 150) with calprotectin levels <, 250 µg/g stool.
Results:, 20 patients (mean age:, 36 years, sex ratio M/F:, 1, mean dur-
ation of IFX IV:, 16 months) were included, i.e. meaning, 120 determina-
tions., 8 patients were treated in combination with thiopurines. Mean 
residual levels before switch to sc were, 3.9 +/-1.2 µg/mL. Mean intrain-
dividual levels between the two cycles were comparable (Visit, 1: cycle, 
1:, 11.1 +/-, 4.4 µg/mL, cycle, 2:, 11.6 +/-, 4.6 µg/mL; p=0.65; Visit, 2: 
cycle, 1:, 12.0 +/-, 5.1 µg/mL, cycle, 2:, 11.3 +/-4.9 µg/mL; p=0.25; Visit, 
3 cycle, 1:, 11.0 +/-4., 7 µg/mL, cycle, 2:, 10.9 +/-, 4.2 µg/mL; p=0.21. 
Serum IFX sc levels remained stable over the, 14 days between the two 
SC injections (p=0.36). Mean IFX levels at any dosing time were com-
parable in patients with and without thiopurines (IFX sc monotherapy: 
mean:, 11.5  +/-, 5.5  µg/mL versus IFX sc with thiopurines: mean:, 

11.8 +/-, 4.6 µg/mL, p=0.54). Finally, residual IFX IV levels before switch 
did not influence the results of IFX sc serum concentrations (p=NS).
Conclusion: Measure of IFX levels for IFX SC can be proposed at any 
time between two injections. No residual levels were found. These data 
are important for our clinical practice.

P440
Loss of response and dose escalation of infliximab 
and adalimumab in Ulcerative Colitis patients: 
A Systematic Review and Meta-analysis

E. Savelkoul*1, P. Thomas1, L. Derikx1, N. Den Broeder1, T. Römkens2, 
F. Hoentjen3

1Radboud University Medical Centre, Department of Gastroenterology 
and Hepatology, Nijmegen, The Netherlands, 2Jeroen Bosch Hospital- 
‘s-Hertogenbosch, Department of Gastroenterology and Hepatology, 
‘s-Hertogenbosch, The Netherlands, 3University of Alberta, Division of 
Gastroenterology- Department of Medicine, Edmonton, Canada

Background: Anti-Tumour necrosis factor agents are essential thera-
peutics in moderate-to-severe Ulcerative Colitis (UC). Annual loss of 
response (LOR) and dose escalation (DE) risk in UC patients have not 
been systematically evaluated. This study aimed to assess the annual 
LOR rate and DE rate for infliximab (IFX) and adalimumab (ADA) 
in UC.
Methods: A systematic search of PubMed, EMBASE and Cochrane 
Library was conducted from January, 2000 to July, 2021. Clinical trials 
and cohort studies assessing IFX and/or ADA use in adult UC patients 
were included if these reported LOR rates or DE rates. The primary 
outcomes included (1) the annual LOR per patient-year of IFX and 
ADA in UC patients and (2) the annual DE rates per patient-year of 
IFX and ADA. LOR was only assessed in patients who had primary re-
sponse to IFX or ADA as defined by the authors. LOR was reported as 
defined by the authors and then categorized in three definition groups:, 
1) treatment discontinuation due to LOR, 2) treatment intensification 
defined as dose escalation and/or treatment switch and/or surgery, be-
cause of LOR and, 3)  increase of clinical, biochemical and/or endo-
scopic disease activity. Dose escalation was defined as any dose increase 
or interval shortening as reported by the authors. Summary estimates 
were calculated using random effects models.
Results: Our search yielded, 26,320 potentially relevant articles. We 
analysed, 50 unique studies (IFX (n=35) or ADA (n=23)) assessing LOR 
(IFX:, 24 cohort studies, ADA:, 21 cohort studies) or DE (IFX:, 21 co-
hort studies, ADA:, 16 cohort studies). Follow-up among all studies 
ranged from, 38 to, 350 weeks. The pooled annual LOR for IFX was, 
11.2% (95% CI [0.082–0.153], Figure, 1). LOR per category was as 
follows:, 8.3% (95% CI [5.3–13.3]) for discontinuation (n=16), 18.6% 
(95% CI [11.5–29.8]) for treatment intensification (n=6), 19.3% (95% 
CI [14.3–26.0]) for increase in clinical/biochemical/endoscopic activity 
(n=2). The pooled annual LOR for ADA was, 15.1% (95% CI [0.103–
0.220], Figure, 2). LOR per category was as follows:, 12.0% (95% CI 
[7.1–19.9]) for discontinuation (n=16), 43.6% (95% CI [21.8–87.2]) 
for treatment intensification (n=3), 11.6% (95% CI [4.0–33.9]) for in-
crease in clinical/biochemical/endoscopic activity (n=2). Annual pooled 
DE rates were, 14.7% (95% CI [10.4–20.7]) for IFX and, 21.3% (95% 
CI [15.6–29.0]) for ADA.
Conclusion: The overall pooled annual LOR in UC patients was, 11% 
for IFX and, 15% for ADA. LOR rates varied among different used 
definitions. Annual dose escalation rates were, 15% for IFX and, 21% 
for ADA. Future studies in this field should focus on a universal defin-
ition of LOR and report time to loss of response.
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P441
Adalimumab versus ustekinumab as first-line 
biological in a real-life cohort of moderate-to-
severe Crohn’s disease

A. Moens*1, B. Verstockt1, D. Alsoud2, J. Sabino1, M. Ferrante1, 
S. Vermeire1

1University Hospitals Leuven, Department of gastroenterology and 
Hepatology, Leuven, Belgium, 2Catholic University Leuven, Department 
of chronic diseases- metabolism and aging, Leuven, Belgium

Background: As therapeutic options in Crohn’s disease (CD) are grow-
ing, new challenges including choice of first line therapy arise. Both 
adalimumab (ADM) and ustekinumab (UST) are effective at induc-
ing and maintaining endoscopic remission in moderate-to-severe CD. 
Recently, the SEAVUE trial (Sands et al. DDW, 2021) did not show a 
difference in (steroid-free) clinical remission nor endoscopic remission 
at week, 52 in biological-naive patients with moderate-to-severe CD. 
Our aim was to explore if these results withstand in a real world setting 
of biological-naive CD patients starting their first biological.
Methods: This retrospective cohort study included adult, biological-
naive CD patients starting ADM or UST between, 2017–2020 in our 
tertiary referral centre. Patients were eligible for biological therapy as 
per reimbursement criteria and all had endoscopy-proven moderate-to-
severe disease (at least one ulcer of any size) prior to start of therapy. 
ADM could be dose optimized. Clinical remission was defined as a 
Harvey-Bradshaw Index (HBI) <, 5. Endoscopic remission (SES-CD<3) 
and improvement (≥50% reduction in SES-CD) were assessed at W26-
52. Treatment persistence was defined as still being on ADM or UST 
by the end of follow-up. Missing values were imputed as nonresponses 
for binary outcomes.
Results: A total of, 70 consecutive biological-naive CD patients 
were included (38 ADM, 32 UST) and prospectively followed for, 60 
(33–104) weeks. Baseline characteristics were similar between both 
treatment groups (Table, 1). Median (IQR) time to endoscopy was 
comparable between both groups [ADM, 26 (23–33) vs. UST, 25 (24–
45) weeks; p=0.38]. Clinical remission rates, only in patients with 
active clinical disease at baseline, at week, 26 (ADM:, 72% vs. UST:, 
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48%, p=0.09) and, 52 (ADM:, 62% vs. UST:, 35%, p=0.09) were 
numerically but not statistically different between groups. However, 
ADM was superior to UST in achieving endoscopic remission (61% 
vs., 31%, p=0.02) and improvement (74% vs., 47%, p=0.03) at week, 
26–52. Fifteen (39%) patients in the ADM and, 6 (19%) in the UST 
group were on steroids at baseline. Numerical differences in steroid-
free endoscopic remission (55% vs., 31%, p=0.06) and improvement 
(68% vs., 47%, p=0.09) rates were seen between ADM and UST at 
week, 26–52. Rates of treatment persistence were not significantly 
different between both treatment groups (p=0.31; Figure, 1). The 
number of adverse events was similar in both groups after one year 
of therapy (p=0.98).
Conclusion: In a real-world cohort of biological-naive CD patients, 
ADM seems superior to UST in achieving endoscopic remission and im-
provement, but no difference was seen in clinical remission at W26-52.

P442
Real-world endoscopic and histologic outcomes 
are linked to ustekinumab exposure in Ulcerative 
Colitis

D. Alsoud*1, G. Compernolle2, S. Tops2, J. Sabino1,3, M. Ferrante1,3, 
D. Thomas2, G. De Hertogh4, S. Vermeire1,3, B. Verstockt1,3

1KU Leuven, Translational Research in Gastrointestinal Disorders- 
Department of Chronic Disease- Metabolism and Ageing, Leuven, 
Belgium, 2KU Leuven, Laboratory for Therapeutic and Diagnostic 
Antibodies- Department of Pharmaceutical and Pharmacological 
Sciences, Leuven, Belgium, 3University Hospitals Leuven, Department 
of Gastroenterology and Hepatology, Leuven, Belgium, 4University 
Hospitals Leuven, Laboratory of Morphology and Molecular Pathology, 
Leuven, Belgium

Background: Histologic healing is being proposed as new treatment 
target in ulcerative colitis (UC), and the concept of histo-endoscopic 
mucosal improvement was introduced in the UNIFI study with usteki-
numab (UST) in moderate–to-severe UC. Very little is known about 
the Pk-PD relationship of ustekinumab in UC patients, and especially 
whether serum UST concentrations correlate well with colonic tissue 
drug exposure and with histologic healing. The aim of this study is to 
provide real-world data including histology, and to study UST serum 
concentrations and its relation to tissue levels and drug efficacy.
Methods: UC patients starting UST in standard dosage at our referral 
centre were prospectively followed by clinical and endoscopic assess-
ments at week, 16 or week, 24, and colonic biopsies were taken for 
histopathologic scoring. Histologic remission was defined as Nancy 
histology index (NHI) of, 0.  Other collected outcomes were clinical 
response, clinical remission, endoscopic improvement, endoscopic re-
mission and mucosal healing (definitions in Figure, 1). Paired trough 
serum sample and colonic mucosal biopsy were collected for UST levels 
measurement using a CE marked in-house developed ELISA.
Results: A total of, 42 UC patients started ustekinumab between June, 
2019 and May, 2021, allowing a follow-up of at least, 6 months (Table, 
1). By week, 24, clinical response, clinical remission, endoscopic im-
provement, endoscopic remission, and mucosal healing were observed 
in, 31 (74%), 24 (57%), 22 (52%), 11 (26%) and, 10 (24%) patients, 
respectively (Figure, 1). Histologic remission was observed in, 19 (45%) 
patients, of whom, 10 and, 9 with endoscopic Mayo, 0 and, 1, respect-
ively. Multivariate analysis identified clinical response at week, 8 as a 
predictor for histologic remission at week, 24 [OR, 8.84, p = 0.024], 
and inversely correlated with therapy discontinuation [OR, 0.10, 
p = 0.006]. A trend of higher UST serum trough levels was observed in 
patients achieving histologic and endoscopic outcomes in comparison 

with patients who did not reach these outcomes, with a significant 
statistical difference at week, 8 for endoscopic outcomes (Figure, 2). 
UST concentrations from paired serum and biopsy samples revealed 
a strong positive correlation (Spearman r=0.88, p<0.001, n=17), both 
in inflamed (mayo endoscopic score >1) (r=0.89, p<0.001, n=10) and 
uninflamed (mayo endoscopic score ≤, 1) tissue (r=0.88, p<0.008, n=7) 
(Figure, 3).
Conclusion: In this real-word cohort of UC patients initiating UST, 
more than a third of the patients achieved histologic remission. Serum 
UST levels were furthermore strongly correlated with tissue levels of 
UST. A  drug exposure-response relationship was observed for histo-
logic and endoscopic outcomes.

P443
Trough concentration response in infliximab and 
adalimumab treated children with IBD following 
treatment adjustment: A pharmacokinetic model

R. Levi1, M. Matar1, M. Zvoluni1, R. Shamir1, A. Assa*1

1Schneider Children’s Hospital, The institute of Pediatric 
Gastroenterology- Hepatology and Nutrition, Petach Tikva, Israel

Background: In patients with IBD, data on trough concentration (TC) 
response to adjustments in anti-TNFα treatment are scarce.
Methods: We included pediatric patients with IBD who were treated 
with anti-TNFα agents from, 2015 to, 2020 and had sequential moni-
toring of TC. Treatment adjustments were detected and subsequent 
changes in TC were recorded (next infusion for infliximab and up to, 8 
weeks TC measurement for adalimumab). Patients with positive anti-
drug-antibodies or with concomitant change in immunomodulatory 
treatment were excluded.
Results: For the entire cohort (86 patients), median age at diagnosis 
was, 13.2 (10.7–14.9) years (Females, 48%; Crohn’s disease, 72%). 
For infliximab, 58 patients had, 201 interval changes (98 decrease and, 
103 increase) and, 26 had dose increase. Dose increase resulted in TC 
change in the same direction but TC changes could not be predicted 
due to significant variability (p=0.9). This variability could not be 
attributed to any specific variable.
Interval decrease: Median TC pre adjustment was, 4.3 mcg/ml (IQR, 3.1–
6.9 mcg/ml). For every, 10% decrease in interval, TC was increased by, 
1.6 mcg/ml (B=, 1.6, 95% CI;, 0.9–2.4; p<0.001) or by, 57.2% (B=57.2, 
95% CI;12.8–124.6; p=0.014). The presence of perianal disease was 
associated with attenuated response to interval decrease (diminished TC 
increase), p=0.001. Interval increase: Median TC pre change was, 12.6 
mcg/ml (IQR, 9.5–12.1 mcg/ml). For every, 10% increase in interval, TC 
was decreased by, 0.66 mcg/ml (B=, 0.66, 95% CI;, 0.2–1.2; p=0.01) or 
by, 4.2% (B=, 4.2, 95% CI;, 2.0–6.4; p<0.001). The diagnosis of Crohn’s 
disease (VS. diagnosis of UC) was associated with reduced response to 
interval increase (diminished TC decrease), p=0.012.
For adalimumab, 28 patients had, 31 events of interval decrease from every, 
2 weeks to every week and, 12 events of interval increase back to every, 2 
weeks. Interval decrease resulted in increased median TC from, 4.5 (3.5–5.3) 
mcg/ml to, 8.1 (6.5–10.5) mcg/ml (X1.8) while interval increase resulted in 
TC change from, 15.5 (12.8–18.6) mcg/ml to, 9.7 (6.5–14.6) mcg/ml (:1.6). 
Changes in adalimumab TC were consistently significant (p<0.001). Increase 
in delta TC was associated with younger age (p=0.018), lower body surface 
area (p<0.001) and with the absence of perianal disease (p=0.001).
Laboratory measures (CRP, albumin- mostly within normal limits) 
were not associated with TC response for both agents.
Conclusion: Changes in TC following treatment adjustment can be al-
most linearly predicted for adalimumab but not for infliximab. Thus, 
following infliximab adjustment, TC should be measured in-order to 
assess adequate TC response.
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P444
COVID-19 risk factors, infection course and 
vaccination among patients with inflammatory 
bowel disease based on a Hungarian cohort

K. Farkas*1, M. Matuz2, D. Kata3, I. Földesi3, T. Resál1, P. Bacsur1, 
K. Szántó1, D. Kolarovszki-Erdei1, M. Rutka1, A. Fábián1, R. Bor1, 
Z. Szepes1, P. Sarlós4, P. Miheller5, A. Zacháry6, T. Molnár1

1University of Szeged, Department of Medicine- Szent-Györgyi Albert 
Medical School, Szeged, Hungary, 2University of Szeged, Department 
of Clinical Pharmacy- Faculty of Pharmacy- University of Szeged- 
Szeged- Hungary, Szeged, Hungary, 3University of Szeged, Department 
of Laboratory Medicine, Szeged, Hungary, 4University of Pécs, 
Gastroenterology Unit-, 1st Department of Medicine, Pécs, Hungary, 
5Semmelweis University, Department of Surgery and Interventional 
Gastroenterology, Budapest, Hungary, 6Hungarian Association of Crohn’s 
Colitis, Hungarian Association of Crohn’s Colitis, Budapest, Hungary

Background: Inflammatory bowel disease potentially elevates the risk of 
infections, furthermore, disease activity and medical treatment(s) can in-
crease the risk as well. However, both international data and recent studies 
do not confirm these preliminary conceptions regarding the SARS-CoV-2 
infection. In addition, a number of studies have reported that less antibod-
ies are produced against the virus in IBD patients. In January, 2021, the 
vaccination campaign has begun in Hungary as well, however, questions 
have been raised about the effectiveness and safety of the vaccine.
Methods: In this multicentre study, we assessed the prevalence and risk 
factors of COVID-19 infection, the willingness to receive COVID-19 
vaccine and the efficacy of vaccination among IBD patients receiv-
ing biological therapy, based on a cross-sectional questionnaire-based 
study. To assess safety and antibody response to COVID-19 vaccines, 
we conducted a prospective study in the same Hungarian IBD centers. 
IgG antibody was quantified to SARS-CoV-2 spike protein and nucleo-
capsid, 1 week before and after the first vaccine and, 4 and, 8 weeks 
after the second vaccinane, respectively.
Results:, 472 patients were enrolled in the first part of our study. SARS-
CoV-2 infection was confirmed in, 16.9% of patients. Wearing gloves 
and masks were found to be effective in preventing infection (p=0.02; 
p=0.005), avoidance of communal areas had no effect on infection rates. 
Male sex increased the risk (p=0.008) of viral infection. Based on sub-
jective complaints, UC patients had a worse disease course (p=0.002). 
Biological therapies did not increase the risk of infections. Patients vac-
cinated with mRNA vaccine had a significantly higher spike protein 
antibody titer one month after the second vaccination (p=0.004) com-
pared to other vaccine types (Sinopharm©, Sputnik V©, Astra Zeneca©). 
Seropositivity was detected in, 98% of patients. Sinopharm© vaccination 
triggered the lowest number of side effect (p<0.001). SARS-CoV-2 infec-
tion induced relapses more frequently than vaccinations.
Conclusion: Face mask was the most effective preventive tool. The risk 
of infection was not increased by biological therapy, therefore therapy 
discontinuation is not justified. Almost every vaccinated patient devel-
oped seropositivity two month after vaccination independently from 
the type of the vaccine, however, spike protein antibody was signifi-
cantly higher following mRNA vaccinations.

P445
Is objective disease monitoring strategy tailored to 
the presence of clinical symptoms, a prospective 
cohort study from a tertiary IBD center from 
Hungary

L. Lontai1, L. Gonczi*1, N. Komlodi1, F. Balogh1, L. Barkai1, A. Ilias1, 
P.L. Lakatos PhD1,2

1Semmelweis University, Department of Medicine and Oncology, 
Budapest, Hungary, 2Mcgill University Health Center, IBD Centre, 
Montréal, Canada

Background: Emerging data suggest that a treat-to-target approach and 
early therapeutic intervention using regular objective disease assess-
ment leads to improved outcomes. Our aim was to evaluate the value 
of objective disease monitoring during regular follow-up.
Methods: Patients presenting in our IBD center between January and 
December in, 2018 were included and followed up for, 1 year. Data from 
clinical visits, clinical disease activity using Crohn’s Disease Activity Index 
and partial Mayo Score, biomarkers (CBC, CRP, FCAL), stool culture, 
colonoscopy/sigmoidoscopy, CT/MRI scans, abdominal US, total number 
of visits, hospitalization or surgery rates, and change in medical therapy 
were collected. We compared monitoring strategy according to the clinical 
disease activity in the given quarter-year period based on the patient’s status 
of clinical disease activity (remission/ flare / post-flare/ continuous activity).
Results: N=161 patients were included (CD:118/UC:43; male:, 56%), 
with predominantly moderate-to-severe disease phenotype (70% on bio-
logical therapy). In total, n=644 quarter year periods (n=, 554 with pa-
tient visit) were evaluated (remission, 57%; continuous activity, 19%; 
post-flare, 11%; flare, 13%). CBC and CRP were performed in, 82.9% 
and, 83.9% of all patients with at least one clinical visit in a quarter-
year period, regardless of clinical activity in IBD. Colonoscopy was per-
formed in patients with flare or continuous disease activity in, 21.1% 
and, 18.9%, but, 10.1% of the patients in clinical remission also under-
went colonoscopy in a given quarter-year period. In a sub-analysis of UC 
patients, 24.1% of the patients presenting with disease flare had colon-
oscopy in a given period. Stool culture and C.difficile stool tests were 
performed in, 17.2% of UC patients with flare. CT scans were performed 
at a low rate of, 2.4% in CD patients with disease flare, while MRI scans 
were similar in all subgroups of CD patients (7.7–16.7%)., 13.2% of 
patients with cont. activity and, 24.5% of patients with flare needed ini-
tiation or dose optimization of corticosteroids, while biological start or 
dose optimization was needed in, 31.1% and, 33.8% in a given quarter-
year period. Mean number of follow-up visits per quarter-year period 
was high(1.6) even for patients in remission, and, 2.4 in flare.
Conclusion: Our study confirmed the use of regular objective bio-
marker monitoring, independent of clinical activity. We report high 
utilization of c-scope/sigmoidoscopy as well as MRI (in CD) in the ob-
jective evaluation of patients with clinical symptoms or even as part of 
routine monitoring. CT was reserved for emergency situations, while 
the use of US was relatively low. Objective monitoring resulted in fre-
quent and early optimization of the therapeutic strategy.



i426 Poster presentations

P446
Long-term Clinical Effectiveness And Stoma Outcome 
Of Fecal Diversion In Refractory Crohn’s Proctitis

S. Benammi*1, W.R. Perry1, G. Calini1, S. Abdalla1, S.F. Shawki1, 
D.W. Larson1, K.L. Mathis1

1Mayo Clinic, Colon and Rectal Surgery, Rochester, United States

Background: Proctectomy is often recommended when Crohn’s proc-
titis becomes refractory to medical therapy. However, some surgeons 
offer a temporary diverting stoma in an effort to avoid a permanent 
stoma. The long-term efficacy of this approach is not well-established. 
Our aim was to determine the long-term effectiveness of fecal diversion 
in patients with refractory Crohn’s proctitis.
Methods: This retrospective study included all patients with Crohn’s 
proctitis who underwent formation of a diverting ileostomy or col-
ostomy for refractory disease from, 1998 to, 2019 in Mayo Clinic 
Rochester MN. Outcomes were disease recurrence, rate of stoma 
closure, and proctectomy. Univariate comparisons among categorical 
variables were performed with Pearson’s Chi-square and continuous 
variables using the student t-test. The cumulative probability of 
stoma closure was performed with a Kaplan Meier log-rank analysis. 
Multivariable analysis of risk factors for proctectomy and permanent 
stoma was achieved with logistic regression.
Results: Ninety-seven patients (55.7% female) were included. Ileostomy 
was the most common stoma type (88.7%, n=86), and colostomy was 
(11.3%, n=11) (Table.1). Median follow-up was, 4 years (range, 0–14). 
Active Crohn’s at follow-up was reported in, 68.1%. Only, 41.2% of 
patients underwent attempt at stoma reversal, and, 42.3% required a 
proctectomy (median, 19.5  months after diversion). At last follow-up, 
29.9% were stoma-free, 42.3% had a new permanent stoma, and, 27.8% 
had the original diverting stoma (Fig.1). The multivariable predictors of 
proctectomy and permanent stoma were the recurrence of active CD after 
diversion and the need for other CD-related surgery following stoma cre-
ation (Table.2). The limitations of the study are its small sample size and 
its retrospective nature. The cumulative probability of stoma closure was 
performed with a Kaplan Meier log-rank analysis (Fig.2).

Conclusion: Diversion is effective at alleviating symptoms of 
Crohn’s proctitis in selected patients but does not significantly 
change disease outcome. Only a small number can avoid a long-term 
stoma.
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P447
Positioning of ustekinumab affects its 
effectiveness, drug persistence and serum 
exposure in Crohn’s disease

D. Alsoud*1, J. Sabino1,2, M. Ferrante1,2, S. vermeire1,2, B. Verstockt1,2

1KU Leuven, Translational Research in Gastrointestinal Disorders- 
Department of Chronic Disease- Metabolism and Ageing, Leuven, 
Belgium, 2University Hospitals Leuven, Department of Gastroenterology 
and Hepatology, Leuven, Belgium

Background: Ustekinumab (UST), an anti-IL12/23p40 monoclonal 
antibody, has been approved for treating Crohn’s disease (CD). As for 
all biologicals, efficacy is reduced in patients with previous anti-TNF 
exposure. We here sought to investigate whether UST outcomes and 
serum exposure are affected by UST positioning as first-, second-, or 
third-line biological treatment and type of previous biologicals (anti-
TNF biologicals and vedolizumab [VDZ]).
Methods: Data on primary (non)-response, drug persistence and 
serum trough levels were collected from CD patients who started UST 
as a first-, second-, or third-line biological treatment from December 
2015 through October 2020, allowing a follow-up of ≥12  months. 
Differences in rates of primary non-response (< 50% decrease in 
SES-CD and absence of any clinical improvement) after 6–12 months, 
and UST persistence were compared based on UST positioning and pre-
vious biologicals. Finally, we compared serum UST exposure profiles 
between groups.
Results: A total of 181 CD patients with active disease started UST 
as first- (n=41; 22.65%), second- (n=57, 31.5%) or third-line (n=83, 
45.85%), respectively (Table 1). Of second-line UST starters, 52 
(28.7%) patients were exposed to one anti-TNF biological and 5 
(2.8%) to vedolizumab. Of third-line UST starters, 41 (22.65%) 
patients were exposed to both one anti-TNF and VDZ, while 42 
(23.2%) were exposed to two anti-TNFs. Second-line UST starters with 
previous VDZ were excluded from further analysis due to small sample 

size (n=5). A gradual decrease in response rates (p=0.02; Figure 1) and 
drug persistence (p=0.03; Figure 2) was observed with increasing lines 
of biologicals given prior to start UST, with patients starting UST as 
third-line treatment after two anti-TNFs having the highest rates of 
primary non-response (43%) and the shortest drug persistence. This 
finding was paralleled by a progressive decrease in UST serum levels 
with increasing number of previous biologicals and number of previous 
anti-TNFs (Figure 3), in 71 patients of whom induction and mainten-
ance UST serum levels were available.
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Conclusion: Both short term response rates, as well as long term UST 
persistence rates, decreased with increasing lines of previous biological 
therapies. Patients exposed to two anti-TNFs had worse UST outcomes 
on short-term and long-term, and lower serum trough levels than 
patients who received only one or no anti-TNF biological before or 
prior VDZ exposure. These data help in positioning UST in CD and in 
framing the discussion with patients.

P448
Oral beclomethasone dipropionate as an add-on 
therapy and response prediction in Korean patients 
with ulcerative colitis

K. Kim*1, H.S. Hong1, K. Oh1, J.Y. Lee1, S.W. Hong1, J.H. Park1, 
S.W. Hwang1,2, D.H. Yang1, J.S. Byeon1, B.D. Ye1,2, S.J. Myung1, 
S.K. Yang1,2, S.H. Park1,2

1University of Ulsan College of Medicine- Asan Medical Center, 
Department of Gastroenterology, Seoul, Korea- Republic Of, 2University 
of Ulsan College of Medicine- Asan Medical Center, Inflammatory Bowel 
Disease Center, Seoul, Korea- Republic Of

Background: We aimed to investigate the efficacy of oral beclometha-
sone dipropionate (BDP) as an add-on therapy to concomitant drugs 
and to clarify the predictive factors for response to oral BDP in Korean 
patients with ulcerative colitis (UC).

Methods: Patients with a stable concomitant drug regimen with ex-
posure to oral BDP (5 mg/day) within 30 days before initiation were 
included. The partial Mayo score (pMS) was used to evaluate response 
to oral BDP. Clinical remission (CREM) was defined as a posttreat-
ment pMS ≤1 point. Clinical response (CRES) was defined as an at 
least 2-points decrease in the posttreatment pMS and an at least 30% 
decrease from the baseline pMS. Patients without CREM or CRES were 
considered nonresponders (NRs).
Results: Of total 100 patients, 37 showed CREM, 19 showed CRES, 
and 44 were NRs (Table 1). The CREM group included more patients 
with mild disease activity (75.7% vs. 43.2%, P=0.011) than the NR 
group. In contrast to NR group, responders including CREM and 
CRES showed significant improvement of posttreatment ESR and CRP 
(ESR with P=0.001, CRP with P=0.004, respectively). Moreover, ini-
tial rectal bleeding subscore (RBS) was significantly different between 
CREM and CRES, or NR (both with P<0.001). In multivariate logistic 
regression analysis, initially mild disease activity was the only pre-
dictive factor for CREM (odds ratio, 3.580; 95% confidence interval, 
1.342–9.548) (Table 2).
Conclusion: Oral BDP is efficacious as an add-on therapy in Korean 
UC patients. In case of acute aggravation, patients with mild disease 
activity, especially low RBS, may be good candidates for oral BDP.

P449
Autologous fat graft injection for the treatment of 
perianal fistulas in Crohn’s disease: A systematic 
review and single-arm meta-analysis

M. De Gregorio*1,2, T. Tiang3, T. Lee1, ME. Stellingwerf4, 
C. Basnayake1,2, M.A. Kamm1,2, O. Niewiadomski1,5, 
J.D. Schulberg1,2, E.K. Wright1,2, W. Connell1, A.J. Thompson1,2, 
B. D’Souza co-lead senior author3,6, N.S. Ding1,2

1St Vincent’s Hospital Melbourne, Department of Gastroenterology, 
Fitzroy, Australia, 2University of Melbourne, Department of Medicine, 
Parkville, Australia, 3St Vincent’s Hospital Melbourne, Department of 
Colorectal Surgery, Fitzroy, Australia, 4OLVG Hospital, Department 
of Surgery, Amsterdam, The Netherlands, 5Monash University, 
Department of Medicine, Melbourne, Australia, 6Northern Health, 
Department of Colorectal Surgery, Melbourne, Australia
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Background: Perianal fistulas are a debilitating complication of Crohn’s 
disease. Long-term fistula healing rates remain poor with a need for ef-
fective novel therapies. Autologous fat graft injections are hypothesised 
to promote healing through the regenerative effects of mesenchymal 
stem cells; however, its efficacy remains unclear. We herein evaluated 

the efficacy of autologous fat graft injections for the treatment of 
Crohn’s perianal fistulas in a systematic review and meta-analysis.
Methods: A systematic review using the PRISMA Statement guide-
lines was performed. Database searches of MEDLINE, Embase, and 
PubMed, and grey literature searches were completed from January 1st, 
2001, to August 2nd, 2021. Included publications evaluated fat graft 
injections for the treatment of Crohn’s perianal fistulas. Excluded stud-
ies assessed injection of in vitro expanded mesenchymal stem cells or 
anovaginal fistulas. Primary outcomes included rates of clinical healing, 
which was defined as the presence of non-draining fistula tract external 
openings, and closure, which was defined as complete closure of fistula 
tract external openings. The secondary outcome was pooled clinical 
healing or closure, assessed in a random effects meta-analysis across 
identified studies, excluding case reports.
Results: A total of 1,258 publications were identified, with 891 arti-
cles assessed for eligibility and 107 deemed relevant for paper review. 
Six studies met inclusion criteria for qualitative analysis, comprising 
four single-arm intervention trials and two case reports. A  total of 
51 patients received autologous fat graft injections for treatment of 
Crohn’s perianal fistulas, with follow-up ranging from 3 to 12 months. 
Variable techniques and filtration kits were used to acquire and process 
the harvested fat, with further differences in tract preparation, graft 
volume, and adjunctive surgical techniques. Two studies evaluated clin-
ical healing (n = 20) which was achieved in 20% and 60% at 3 and 
12 months, respectively. Four studies evaluated clinical closure (n = 31) 
which was achieved in 100%, 83%, and 100% at 3, 6, and 12 months, 
respectively. Clinical healing or closure was achieved in 74% in the 
pooled meta-analysis (95% confidence interval: 0.57, 0.85), with mod-
erate heterogeneity between studies (I2 Statistic: 59%; Cochran’s Q test: 
P-value < 0.05). See Figure 1.

Conclusion: Autologous fat graft injections for the treatment of Crohn’s 
perianal fistulas shows promising results as a novel therapy in this sys-
tematic review and meta-analysis. Limited efficacy data showed clinical 
healing or closure as early as 3 months, with 74% achieving clinical 
success up to 12  months. Further assessment in controlled matched 
studies is needed.

P450
Ustekinumab and vedolizumab for extraintestinal 
manifestations in inflammatory bowel disease

M. Livne-Margolin1, D. Ling1, S. Attia Konyo2, O. Haj1, 
C.M. Abitbol1, S. Ben-Horin1, U. Kopylov*1

1Tel-HaShomer Sheba Medical Center, Department of Gastroenterology, 
Ramat Gan, Israel, 2Tel-HaShomer Sheba Medical Center, Internal 
Medicine E, Ramat Gan, Israel

Background: Extraintestinal manifestations (EIM) occur in up to 50 % 
of patients with inflammatory bowel disease (IBD) and are associated 
with significant morbidity and diminished quality of life. Ustekinumab 
(UST) and vedolizumab (VDZ) are effective for Crohn’s disease (CD) 
and ulcerative colitis (UC). However, their efficacy for treatment of 
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EIM is not well established. The aim of our study was to compare the 
effectiveness of UST and VDZ for treatment of EIM in IBD.
Methods: We included IBD patients treated with VDZ or UST that are 
followed in the gastroenterology department of Sheba medical center 
between 2015 and 2021. Only patients with active EIM at the start 
of the treatment were included. The duration of follow- up was up to 
52 weeks
Results: 112 patients were included. Fifty-three patients (47%) were 
treated with ustekinumab and 59 (53%) with vedolizumab: 62(55%) 
women, 88% (n-99) had CD (52% had a small bowel,29% had both 
small bowel and colon disease location). Twenty-four patients (21%) 
were naïve to anti-tumor necrosis factor (TNF) inhibitors. The most 
common EIM was arthralgia (95/112, 84%). Patients treated with UST 
were more likely to be anti TNF experienced (n=51/53 [96%] com-
pared with n=34/59 [58%], p<0.0001). Only 1 UC patient (1/53, 2%) 
treated with UST was included compared with 12 UC patients (12/59, 
20%) in the VDZ group.
Clinical response of EIM at week 52 was achieved in 42% of patients 
treated with UST (n-20/47) and 25% of patients (n- 13/52) treated with 
vedolizumab, this difference was not statistically significant (p =0.08). 
There was no difference between UST and VDZ regarding their effect 
on EIM at earlier timepoints (week 6, 14, 26) (n-9/39 [23%] vs. n-17/56 
[30%] p=0.8, n-9/36 [25%] vs. n-17/55 [31%], p=0.6, n-14/41 [34%] 
vs. n-17/55 [30%], p=0.8, respectively). The difference between groups 
was also not observed for specific types of EIMs
Conclusion: In our retrospective study, no difference was found be-
tween VDZ and UST regarding their effect on EIM in IBD patients for 
up to 52 weeks of follow-up.

P451
Evaluating drug sustainability, efficacy and 
safety of biologic agents in elderly patients with 
Inflammatory Bowel Disease: a single center 
retrospective study

P. Golovics*1, J.F. LeBlanc2, G. Drügg Hahn1, P. Wetwittayakhlang1, 
A. Qatomah1, A. Wang1, L. Boodaghians1, J. Liu3, M. Al Ali1, 
G.E. Wild1, W. Afif1, A. Bitton1, P.L. Lakatos1, T. Bessissow1

1McGill University Health Centre, Division of Gastroenterology, 
Montreal, Canada, 2Sacre-Coeur Hospital, Division of Gastroenterology, 
Montreal, Canada, 3University of Montreal, Department of 
Gastroenterology, Montreal, Canada

Background: Despite the advancement in pharmacological manage-
ment of Inflammatory Bowel Disease (IBD), the efficacy and the side 
effects of the biologics are rarely studied in the elderly population. Our 
aim was to evaluate retrospectively the drug sustainability, efficacy, and 
safety of the biologic therapies in the elderly IBD population.
Methods: Consecutive elderly (> 60  years old) IBD patients, treated 
with biologics (infliximab, adalimumab, vedolizumab, ustekinumab) 
followed at the McGill University IBD Center were included between 
January 2000 and 2020. The efficacy of treatment was measured using 
clinical and biochemical parameters. Response and remission variables 
were measured at three distinct time points from the start date of the 
biologic agent, as in 3, 6–9 and 12–18 months. Patients required a min-
imal follow-up period of three months. Adverse events (AE) or serious 
adverse events (SAE) occurring within three months of the last biologic 
dose were considered to be related to the biologic agent.
Results: We identified a total of 147 elderly patients with IBD treated 
with biologic agents (109 Crohn’s disease (CD) and 38 ulcerative col-
itis (UC)). Disease location was predominantly ileocolonic (47.7%) 
in CD and pancolitis(63.2%) in UC. 47.6% of elderly IBD patients 

had attempted at least 1 biologic agent (Table1). The mean duration of 
biologic treatment was 157.5 (SD:148)weeks. Steroid exposure varied 
from 34% at the start of biologic therapy to 19% at 3 months, 16.3% 
at 6–9  months and 6.5% at 12–18  months.’ The remission rates at 
3, 6–9 and 12–18  month were not significant between the biologic 
therapies. Kaplan-Meyer analysis did not show statistical difference for 
drug sustainability (p=0.195)(Figure1), time to adverse event (p=0.158) 
(Figure2) or infection rates (p=0.973) (Figure3) between all four bio-
logics studied. The most common AEs led to discontinuation were loss 
of response, infusion or injection reaction and infection.
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Conclusion: Current biologic therapies were not different with regards 
to drug sustainability and safety in the elderly IBD population. Based 
on these results, we are not able to suggest a preferred sequencing order 
among biologicals.

P452
Tofacitinib Effectiveness and Safety as Therapy for 
Ulcerative Colitis

M. McNally*1, E. Keating2, E. Gray1, E. McCormick1, A. Carroll3, 
C. Palmer4, U. Kennedy1, S. McKiernan1, F. MacCarthy1, C. Dunne1, 
K. Hartery1, L. Egan2, E. Slattery2, B. Ryan3, D. McNamara3, 
A. O’Connor3, N. Breslin3, S. O’Donnell3, G. Cullen4, H. Mulcahy4, 
J. Sheridan4, G. Doherty4, D. Kevans1

1St. James’s Hospital, Gastreonterology, Dublin, Ireland, 2University 
Hospital Galway, Gastreonterology, Galway, Ireland, 3Tallaght 
University Hospital, Gastroenterology, Dublin, Ireland, 4St. Vincent’s 
University Hospital, Gastroenterology, Dublin, Ireland

Background: Tofacitinib is an oral small molecule directed against 
the JAK/STAT pathway. It is the first JAK inhibitor approved for the 
treatment of ulcerative colitis (UC) and is licenced for use in mod-
erate to severely active disease. This study aims to evaluate tofacitinib 

effectiveness and safety in real-world clinical practice for moderate-to-
severely active UC.
Methods: Consecutive patients receiving Tofacitinib for UC in four 
Irish tertiary referral centres were identified. Baseline clinical data and 
information on therapy outcomes were collected by retrospective re-
view of electronic patient records. Patients included in the study co-
hort were older than 18  years of age, had a confirmed diagnosis of 
UC, had received at least one induction dose of tofacitinib, and had 
available clinical follow-up. The primary study endpoint was 6-month 
corticosteroid-free remission rate. Secondary endpoints included 
3-month clinical response, inflammatory biomarkers responses to 
tofacitinib therapy, rates of tofacitinib discontinuation, and side effects. 
Continuous variables are presented as median [range]. P values < 0.05 
were considered significant in all analyses.
Results: Fifty-three UC patients were included; age 40.4 [33.3  – 53.9] 
years, 66% male, disease duration 5.7 [2.6–10.9] years; follow-up 8.7 
[6.4–14.1] months. 43%, 40% and 17% of patients had extensive, left-
sided disease and proctitis respectively. At baseline, clinical Mayo sub-
score was 7 [5–8], CRP 4.0 [1.0–16.7] mg/L and faecal calprotectin 914 
[444.0–1000] mcg/g. The 3-month clinical response and 6-month corti-
costeroid-free remission rates were 69% and 43%, respectively. Following 
tofacitinib therapy, compared with baseline values, a significant reduc-
tion in 3-month clinical Mayo score, 3-month CRP, and post-induction 
faecal calprotectin was observed, p <0.03 for all comparisons. 36% of 
patients (n=19) discontinued tofacitinib during study follow-up (time to 
Tofacitinib discontinuation 1.9 [0.5–18.9] months). Side effects occurred 
in 26% percent of patients with the majority minor and self-limiting. No 
cardiovascular or venous thromboembolic events were observed and no 
hospitalisations occurred due to therapy-related side effects
Conclusion: These data are in concordance with prior studies of tofaci-
tinib effectiveness and safety in real world practice. They demonstrate 
that, in a cohort of UC patients with significant prior therapy exposure, 
tofacitinib is an effective therapy with an acceptable safety profile.

P453
Underutilisation of novel and alternative oral iron 
preparations may incur unnecessary cost in iron 
deficiency anaemia treatment in inflammatory 
bowel disease

E. Sharma*1, J. Kotecha1, A. Akintimehin2, S. Ray1, S.H. Anderson1, 
J. Mawdsley1, P.M. Irving1, M.A. Samaan1

1Guy’s and St Thomas’ NHS Foundation Trust, Inflammatory Bowel 
Disease centre, London, United Kingdom, 2Guy’s and St Thomas’ NHS 
Foundation Trust, General medicine, London, United Kingdom

Background: Iron deficiency anaemia (IDA) is a common extraintesti-
nal manifestation of inflammatory bowel disease (IBD). Ferric salts are 
the cheapest preparations at approximately £2 per treatment course 
compared to more costly alternative oral preparations including ferric 
liquid (£30) and ferric maltol (£140) which tend to be better tolerated. 
Intravenous (IV) treatment costs approximately £1500 including the 
infusion cost. The aim of this service evaluation was to review local 
practices related to the treatment of IDA in IBD according to a locally 
developed iron pathway to help guide more efficient healthcare utilisa-
tion in this regard.
Methods: We performed a retrospective review of prospectively col-
lected clinical records of 124 patients with IBD (47 (38%) UC, 
71 (57%) CD and 6 (5%) IBDU) who received IV ferric carboxymalt-
ose (Ferinject) between April 2019 and March 2020. Demographic 
data, previous oral iron use, reason for referral and dose received were 
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recorded. The history of oral iron use, haemoglobin (Hb) at time of 
referral and local iron treatment pathway (Figure 1) were used to deter-
mine whether patients were suitable for an alternative iron formulation.

Results: The majority (94, 76%) of the cohort (described in Table 1) were 
receiving advanced IBD therapies and 56 (45%) had undergone prior 
surgery. Reasons for referral were marked IDA (54  (44%)) unsuit-
ability for oral iron (54 (44%)) or other / no stated reason (16 (12%)). 
109 (88%) patients received the full calculated dose of whom 48 (44%) 
required two visits and 61 (54%) required one visit to the infusion 
unit in order to receive their full IV iron treatment. Hb at referral is 
described in Table 2; the majority of patients (78, 63%) had mild IDA 
(Hb 100–139 g/L). Sixty-four (52%) patients had previously tried ferric 
salts, 6 (5%) received ferric liquid and 13 (10%) had previously tried 
ferric maltol. Forty (33%) patients who received IV iron were suitable 
for standard oral iron and a further 68 (56%) patients were suitable 
for ferric maltol.
Conclusion: Our cohort was largely on advanced therapies suggesting 
the need for closer monitoring of IDA in this cohort. Ferric liquid and 
ferric maltol appear underutilised in patients who have not tolerated 
ferric salts and offer significant cost savings compared to IV iron prepa-
rations. Depending on its effectiveness, if ferric maltol was prescribed 
over IV iron in those in whom it was suitable this would correspond 
to a cost saving of up to £93,000. More frequent use of these oral 
iron preparations, according to the local pathway, would also facilitate 
more efficient use of IBD infusion unit capacity.

Figure 1. South East London iron deficiency treatment pathway for patients with IBD
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P454
Evaluation of the nutritional care status in 
italian centers managing patients affected by 
inflammatory bowel disease

S. Saibeni1, C. Bezzio1, A. Armuzzi2, M. Daperno3, M. Zanetti4, 
M. Vernero*5, G.M. Giorgetti6, Italian Society of Artificial Nutrition 
and Metabolism (SINPE).
1Rho Hospital- ASST Rhodense, Gastroenterology Unit, Rho, 
Italy, 2Fondazione Policlinico Universitario Gemelli IRCCS- Rome, 
CEMAD- IBD Unit- Internal Medicine and Gastroenterology Unit- 
Department of Medical and Surgical Sciences, Roma, Italy, 3Mauriziano 
Hospital- Turin, Gastroenterology Unit, Turin, Italy, 4Univeristà di 
Trieste, Dipartimento di Scienze Mediche e Chirurgiche, Trieste, Italy, 
5University of Pavia, Department of medical sciences- Gastroenterology 
unit, Santena, Italy, 6Dipartmento di Medicina- Ospedale Sant’Eugenio, 
UO Nutrizione Clinica e Artificiale RM2, Roma, Italy

Background: Patients affected by IBD are at risk for malnutrition. An 
impaired nutritional status is associated with several negative outcomes 
(increased risk of flares, poor response to therapy, hospitalizations, sur-
gical interventions, and post-surgical complications). Nutritional care 
is defined as “the form of nutrition, nutrient delivery and the system 
of education that is required for meal service or to treat any nutrition-
related condition in both preventive nutrition and clinical nutrition”. 
The aim of this study was to assess the current status of the nutritional 
care in the Italian Centers managing IBD patients.
Methods: A dedicated web-based questionnaire developed by the 
Italian Society of Artificial Nutrition and Metabolism (SINPE) was 
sent to all the 120 IBD Centers referring to IG-IBD. The relevance of 
the nutritional care was assessed using a Visual Analogue Scale from 0 
(the less) to 100 mm (the most) and expressed as mean ± SD.
Results: 63.3 (%) questionnaires were returned. The presence of an IBD-
dedicated nutritionist is present in 27/120 (35.5%) Centers, while in 
25/120 (32.9%) the evaluation of the nutritional status is considered hard 
to obtain. In 52 (68.4%) of Centers is present an IBD multidisciplinary 
team, in 22 of these (42.3%) a nutritionist is included. In the outpatient 
setting, the malnutrition risk is evaluated at each visit in 28 (36.8%) 
Centers, in case of active or complicated disease in 29 (38.2%) and only 
when the presence of malnutrition is suspected in 34 (44.7%). The nutri-
tional status is evaluated at each visit in 28 (36.8%) Centers, in case of 
active or complicated disease in 38 (50.0%), while only when the pres-
ence of malnutrition is suspected in 31 (40.8%). In 67 (88.2%) Centers 
the evaluation of nutritional parameters is directly assessed by the gastro-
enterologist, by means of blood chemistry (98.7%), antropometric indices 
(82.9%) and impedenziometry (14.5%). For hospitalized IBD patients, 
the malnutrition risk and the nutritional status are evaluated at each ad-
mission in 37 (48.7%) and 42 (56.0%) Centers and only when the pres-
ence of malnutrition is suspected in 39 (51.3%) and in 37 (48.7%). The 
relevance of nutritional assistance in clinical management of IBD patients 
and in the institutional diagnostic and therapeutic paths were considered 
high by physicians: 86.5 ± 12.2 mm and 86.7 ± 13.1 mm, respectively.
Conclusion: Nutritional care for IBD patients appears quite far from 
being satisfactory in the Italian reality and at the same time highly wanted. 
Educational and logistic interventions are needed to improve the assess-
ment and the treatment of malnutrition in the everyday clinic practice.

P455
Aminosalicylates in Ulcerative Colitis: old but gold?

C. Sequeira*1, I. Santos1, M. Coelho1, C. Teixeira1, J. Mangualde1, 
I. Cremers1, A. Oliveira1

1Centro Hospitalar de Setúbal- Hospital de São Bernardo, 
Gastroenterology, Setubal, Portugal

Background: The clinical course of ulcerative colitis (UC) is charac-
terized by periods of exacerbation and remission. 5-aminosalicylic 
acid (5-ASA) remains the treatment of choice in patients with mild-
to-moderate UC, due to its beneficial effect in preventing relapse. 
Treatment options (immunomodulators [IMM] and biological agents) 
have increased, so it is important recognizing patients at risk of medical 
therapy failure that can appropriately optimize treatment escalation for 
better control of the disease. Little is known about the long-term course 
of the disease among patients in remission with 5-ASA.
Aims: To assess long-term efficacy of 5-ASA (no IMM, biological 
therapy or colectomy) and to identify predictive factors of non-response.
Methods: An observational, retrospective, single-centre, case-control 
study was performed. All consecutive patients with UC followed in 
our Hospital from January 2000 until June 2020 initially treated 
with 5-ASA (±steroids) with a minimum follow-up of 1  year were 
screened for eligibility. Exclusion criteria were 5-ASA toxicity/in-
tolerance or initial treatment with IMM/biologic agents.Time until 
step-up was recorded. Demographic, clinical, endoscopic, biochem-
ical, and histological variables at the diagnosis were recorded and 
a Cox regression was performed to identify predictive factors for 
step-up strategy.
Results: 218 patients (mean age 41,4±14,6 years; 54,5% female; mean 
follow-up10,1±1,9 years) were analysed, 28% needed treatment with 
biologics or IMM, mainly due to steroid-dependence. Among “5-ASA 
responders”, 72% and 48% had sustained endoscopic and histological 
remission, respectively. The probability of step-up at 1  year, 5  years 
and 10 years was 10, 18 and 25%, respectively. “Step-up patients” had 
higher rates of hospitalization, disease extent progression, extraintesti-
nal manifestations and colonic stenosis and/or pseudo-polyps (p<0,05). 
Montreal E3 (HR:2,31;95% CI: 1,12-4,68), steroids at first flare 
(HR:3,45;95% CI: 1,26-7,29), lower 5-ASA maintenance dose (HR: 
1,97;95%;CI:1,12-3,29), lower haemoglobin level (HR:1,45;95% CI: 
1,11-3,24) and DUBLIN Score≥4 (HR:1,81;95% CI: 1,269-4,59) were 
factors associated with the step-up strategy, in multivariate analysis.
Conclusion: 5-ASA is an effective maintenance therapy; a satisfactory 
response was achieved in 72% of the patients after a mean time of 
follow-up of 10 years.
Extensive colitis, higher DUBLIN Score, lower doses of 5-ASA, need for 
steroid and anaemia can predict a worse prognosis at the initial diag-
nosis and are associated with higher therapeutic requirements. These 
findings may be used in our clinical practice to identify patients that 
might benefit from an early step-up approach and minimize the mor-
bidity associated with uncontrolled disease.

P456
Risk of malignant tumors in patients with 
autoimmune diseases on ustekinumab therapy: 
a systematic review and meta-analysis

K. Huang*1,2, Y. Zhang1,2, L. Yao1,2, Z. Zhang1,2, R. Liu1,2, Q. Cao1,2

1Sir Run Run Shaw Hospital- College of Medicine Zhejiang University, 
Department of Gastroenterology, Hangzhou, China, 2Sir Run Run 
Shaw Hospital- College of Medicine Zhejiang University, Inflammatory 
bowel disease center, Hangzhou, China

Background: Ustekinumab has shown efficacy in treating psoriasis, 
psoriatic arthritis, and inflammatory bowel disease and is generally 
safe in the short term; however, data on its long-term safety, especially 
in terms of malignant tumors, are lacking, which has aroused great 
public concern.
Methods: The PubMed, Web of Science, Embase, and Cochrane Library 
databases were searched from their establishment to July 2021 for 
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randomized controlled trials (RCTs) reporting malignant tumors in 
adults with autoimmune diseases. Peto odds ratios (PORs) were calcu-
lated as effect sizes to assess the risk of malignant tumors.
Results: Fifteen RCTs involving 5835 patients were included in the 
study. The meta-analysis revealed that the risk of malignant tumors 
was not significantly different between patients treated with usteki-
numab or placebo (POR=0.88, 95% confidence interval [CI] [0.37, 
2.11], P=0.78). Similarly, no statistically significant difference existed 
in the incidence of non-melanoma skin cancers (POR=0.77, 95% 
CI [0.23, 2.61], P=0.68). No heterogeneity was observed in the 
comparisons.
Conclusion: Compared with placebo, ustekinumab did not increase 
the risk of malignant tumors or non-melanoma skin cancers in 
patients with autoimmune diseases, indicating the safety of this bio-
logical agent.

P457
Long-term cumulative safety of ustekinumab 
in bionaive patients with Crohn’s Disease and 
Ulcerative Colitis

S. Danese*1, S.B. Hanauer2, V. Jairath3,4, E. Mihaly5, R. Vicente Lidón6, 
E. Ott7, C. Gasink7, Y. Miao8, T. Ma8, C. Marano8, B.E. Sands9

1IRCCS Ospedale San Raffaele and University Vita-Salute San 
Raffaele, Gastroenterology and Endoscopy, Milan, Italy, 2Northwestern 
University, Feinberg School of Medicine, Chicago, United States, 
3University Hospital, Division of Gastroenterology- Department 
of Medicine, London, Canada, 4Western University, Division of 
Epidemiology and Biostatistics, London, Canada, 5Semmelweis 
University, Department of Internal Medicine, Budapest, Hungary, 
6Hospital Universitario Miguel Servet, Inflammatory Bowel Disease 
Unit, Zaragoza, Spain, 7Janssen Scientific Affairs- LLC, Immunology, 
Horsham, United States, 8Janssen Research & Development- LLC, 
Immunology, Spring House, United States, 9Icahn School of Medicine 
at Mount Sinai, Dr. Henry D. Janowitz Division of Gastroenterology, 
New York, United States

Background: Ustekinumab (UST) is an approved biologic for the 
treatment of adults with inflammatory bowel disease (IBD: Crohn’s 
disease [CD] and ulcerative colitis [UC]). Previously, an integrated 
analysis of safety data through up to 5 years (yrs) showed a favour-
able safety profile for UST that was generally similar to placebo 
(PBO) in patients (pts) with IBD, and to the well-established safety 
profile across other approved indications. Several treatment options 
exist for newly diagnosed pts with moderate to severe IBD; there-
fore, long-term safety data from bionaive pts are important to help 
inform treatment selection in this population. Here, we present an 
integrated analysis incorporating UST Phase 2/3 long-term safety 
data from IBD studies through up to 5 yrs in CD and 2 yrs in UC 
for bionaive pts.
Methods: Data from 4 Phase 2/3 UST IBD studies were pooled. In Phase 
3, pts received a single IV PBO or UST (130mg or ~6mg/kg) induction 
dose followed by SC maintenance doses of PBO or UST (90mg q8w or 
q12w). Patients identified as bionaive (never treated with a biologic) 
were included in the analysis of data through up to 5 yrs in CD and 
up to 2 yrs in UC. Concomitant immunomodulators and corticoster-
oids were permitted. All pts who received ≥1 UST dose were included. 
Safety outcomes are presented as event rates per 100 patient yrs (PY) 
of follow-up and 95% confidence interval (CIs). Bionaive UST data 
from the SEAVUE study (N=191) adjusted for exposure with events per 
100 PY, will be shown for comparison.

Results: Through up to 5 yrs, 425 bionaive IBD pts received PBO 
(376 PYs) and 771  pts received UST (1511 PYs). Mean duration 
of follow-up (weeks) for PBO and UST was similar through 1 yr, 
and >2-fold longer for UST though 5 yrs. Rates per 100 PY for ad-
verse events (AEs), serious AEs, infections, serious infections, major 
adverse cardiac events (MACE), and malignancies were similar 
between PBO and UST through up to 1 yr in bionaive IBD pts 
(Table 1). Rates per 100 PY for AEs, serious AEs, infections, serious 
infections, and MACE were similar and/or numerically lower for 
UST vs PBO through up to 5 yrs (Table 2). Overall, malignancies 
were infrequently reported through up to 5 yrs. Malignancy rates in 
bionaive UST pts were not significantly different than PBO through 
1 yr (PBO: 0.44; UST: 0.34) or through 5 yrs (PBO: 0.27; UST: 
0.46). A total of 2 deaths were reported in bionaive pts treated with 
UST through up to 5 yrs (0.13/100 PY); both assessed as unrelated 
(Table 3).

Conclusion: The safety profile of UST in the long-term IBD pooled 
safety dataset was favourable among bionaive pts and consistent with 
the well-established safety profile across approved indications.
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P458
Safety and Potential Efficacy of Escalating Dose 
of Ustekinumab in Pediatric Crohn’s disease (the 
SPEED-UP study) - A multi-center study from the 
paediatric IBD Porto group of ESPGHAN

A. Yerushalmy-Feler*1, G. Pujol-Muncunill2, J. Martin-de-Carpi2, 
K.L. Kolho3, A. Levine4, C. Olbjørn5, M. Granot6, M. Bramuzzo7, 
H. Jonsson Rolandsdotter8, N. Mouratidou9, O. Hradsky10, 
L. Scarallo11, M. Matar12, R. Magen Rimon13, F. Rinawi14, T. Shalem15, 
H. Najajra16, T. de Meij17, M. Aloi18, M. Velasco Rodríguez-Belvís19, 
P. Alvisi20, A.M. Schneider21, P. van Rheenen22, V.M. Navas-López23, 
F. Kiparissi24, J. Barrio25, D. Turner26, S. Cohen1
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Pediatric Gastroenterology Unit- PIBD research center, Tel Aviv, 
Israel, 5Akershus University Hospital, Department of Paediatric and 
Adolescent Medicine, Lørenskog, Norway, 6Edmond and Lily Safra 
Children’s Hospital- Sheba Medical Center, Pediatric Gastroenterology 
Unit, Ramat Gan, Israel, 7Institute for Maternal and Child Health-
IRCCS “Burlo Garofolo”, Gastroenterology- Digestive Endoscopy 
and Nutrition Unit, Trieste, Italy, 8Department of Clinical Science and 
Education- Karolinska Institutet, Department of Gastroenterology- 
Sachs’ Children and Youth Hospital, Stockholm, Sweden, 9Karolinska 
University Hospital, Department of Pediatric Gastroenterology- 
Hepatology and Nutrition, Stockholm, Sweden, 10Charles University 
in Prague and Motol University Hospital, Department of Pediatrics-, 
2nd Faculty of Medicine, Prague, Czech Republic, 11Meyer Children’s 
Hospital-, 50139, Gastroenterology and Nutrition Unit, Florence, 
Italy, 12Schneider Children’s Medical Center and the Sackler Faculty of 
Medicine- Tel Aviv University, Institute of Gastroenterology- Nutrition 
and Liver Diseases-, Tel Aviv, Israel, 13Ruth Children’s Hospital of 
Haifa- Rambam Medical Center- Faculty of Medicine- Technion, 
Pediatric Gastroenterology and Nutrition Institute, Haifa, Israel, 
14Ha’Emek Medical Centre, Paediatrics Gastroenterology Unit, Afula, 
Israel, 15Shamir Medical Center, The Jecheskiel Sigi Gonczarowski 
Pediatric Gastroenterology Unit, Zerifin, Israel, 16Shaare Zedek Medical 
Center-, The Juliet Keiden Institute of Pediatric Gastroenterology 
and Nutrition, Jerusalem, Israel, 17Amsterdam University Medical 
Centre, Department of Pediatric Gastroenterology, Amsterdam, 
Netherlands Antilles, 18Umberto I  Hospital- Sapienza University 
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Beatrix Childrens Hospital, Paediatric Gastroenterology, Groningen, 
Netherlands Antilles, 23Hospital Regional Universitario de Málaga, 
Pediatric Gastroenterology and Nutrition Unit, Málaga, Spain, 24Great 
Ormond Street Hospital for Children NHS Foundation Trust- Great 
Ormond Street, Department of Pediatric Gastroenterology, London, 
United Kingdom, 25Hospital Universitario de Fuenlabrada, Department 
of Paediatrics, Madrid, Spain, 26Shaare Zedek Medical Center and the 
Hebrew University of Jerusalem, The Juliet Keiden Institute of Pediatric 
Gastroenterology and Nutrition, Jerusalem, Israel

Background: Ustekinumab (UST) is an effective therapy for induction 
and maintenance of remission in Crohn’s disease (CD). Intensification 
of UST maintenance dosage has shown effectiveness in some adult 
patients, but no similar data are available in children. The aim of the 
study was to evaluate the effectiveness and safety of dose escalation of 
UST in paediatric CD.
Methods: This was a retrospective multicenter study from 25 cent-
ers affiliated to the IBD Interest and Porto groups of ESPGHAN. We 
included children with CD who initiated UST at a standard dosing 
and subsequently underwent dose escalation to intervals shorter than 
8 weeks, or re-induction due to active disease. Demographic, clinical, 
laboratory, endoscopic and imaging data were collected at escalation 
and during a 12 months follow-up. Clinical remission was defined as 
weighted Paediatric Crohn’s Disease Activity Index (wPCDAI)<12.5 
and clinical response as a decline in >17.5 points. Adverse events were 
explicitly recorded.
Results: Sixty-nine children, with a median age of 15.8 (IQR 13.8–16.9) 
years and disease duration of 4.3 (2.9–6.3) years were included. Sixty-
eight (98.6%) and 59 (86.8%) children were biologic and immu-
nomodulators experienced, respectively. UST dose was escalated 
after a median of 6 (3.6–12) months of therapy. Clinical response 
and remission were observed in 46 (67%) and 29 (42%) children at 
3 months, respectively. The strongest predictor of clinical remission was 
lower wPCDAI at escalation (p=0.001). The median serum levels of 
C-reactive protein decreased from 14 (3–28.03) to 5 (1.1–20.5) mg/L 
at 3 months (p=0.012), and fecal calprotectin from 1110 (499–2300) to 
248 (118–1159) mcg/g at 12 months (p=0.05). Endoscopic and trans-
mural healing were achieved in 3/19 (16%) and 2/15 (13%) patients, 
respectively, of those with available tests. Overall, 13 patients (19%) 
discontinued therapy due to active disease, at a median of 3 (3–4.5) 
months. No serious adverse events were reported.
Conclusion: Two-thirds of children with active CD achieved response 
following dose escalation of UST.

P459
High inadequate surveillance rates in colitis-
associated advanced neoplasia: a multicenter 
retrospective cohort study

M. Te Groen*1, M.E. Derks1, C.P. Peters2, G. Dijkstra3, A.C. De Vries4, 
T.E. Römkens5, C.S. Horjus6, N.K. De Boer7, M.E. De Jong1, 
I.D. Nagtegaal8, L.A. Derikx1, F. Hoentjen1,9, on behalf of the Dutch 
Initiative on Crohn’s and Colitis (ICC).
1Radboud University Medical Center, Inflammatory Bowel Disease 
Center- Department of Gastroenterology and Hepatology, Nijmegen, 
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The Netherlands, 2Amsterdam University Medical Centers- location 
AMC, Department of Gastroenterology and Hepatology, Amsterdam, 
The Netherlands, 3Groningen University Medical Center, Department 
of Gastroenterology and Hepatology, Groningen, The Netherlands, 
4Erasmus Medical Center, Department of Gastroenterology and 
Hepatology, Rotterdam, The Netherlands, 5Jeroen Bosch Hospital, 
Department of Gastroenterology and Hepatology, Den Bosch, The 
Netherlands, 6Rijnstate Hospital, Department of Gastroenterology 
and Hepatology, Arnhem, The Netherlands, 7Amsterdam University 
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Medical Center, Department of Pathology, Nijmegen, The Netherlands, 
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Background: Although colorectal cancer (CRC) surveillance is embed-
ded in IBD practice, a subset of patients still develops advanced neo-
plasia (AN; high-grade dysplasia (HGD) and/or CRC). We aimed to 
determine the most plausible explanations for AN in IBD patients 
through assessment of inadequate surveillance.
Methods: A search of the nationwide histopathology registry of the 
Netherlands (PALGA) was used to identify IBD patients with AN in 
seven hospitals. Patients with ulcerative colitis (UC), Crohn’s disease 
(CD), or IBD-unclassified (IBD-U) from 1 January 1991 until 1 October 
2020 were eligible for inclusion. Exclusion criteria comprised familial 
CRC or AN prior to IBD diagnosis. A  root-cause analysis based on 
the World Endoscopy Organizations’ recommendations was performed 
to determine inadequate surveillance prior to the first AN, including 
lack of cecal intubation, insufficient bowel preparation (BBPS<6 or 
according to colonoscopy report) and active endoscopic inflammation. 
Interval inadequacy was assessed according to most recent BSG guide-
line including a six month margin. Associations were assessed with a 
binary regression model.
Results: We included 179 patients with AN (figure  1). Of these, 
22 patients (12.3%) were diagnosed with AN before surveillance was 
indicated. Inadequate surveillance was present in 122 patients (68.2%, 
n=50 HGD, n=72 CRC), of whom 47 patients (26.3%) did not receive 
any surveillance colonoscopy before AN diagnosis. A delayed surveil-
lance interval was identified in 44 patients (24.6%), with a median 
deviation from surveillance recommendations of 19.0  months (IQR 
9.5–28.5  months). Furthermore, 56 patients (31.3%) had active in-
flammation, three had insufficient bowel preparation, and two patients 
had an incomplete colonoscopy. Younger age at diagnosis (annual 
OR 0.96, 95% CI 0.94–0.98, p<0.01) and post-inflammatory  polyps 
(OR  2.14 95% CI 1.06–4.32, p=0.03) were independently associ-
ated with inadequate surveillance. By contrast, prior indefinite for 
dysplasia or low-grade dysplasia was associated with adequate sur-
veillance (OR 0.36, 95% CI 0.17–0.76, p<0.01). Finally, 35 patients 
(19.6%) had interval or surveillance AN despite adequate surveillance 
(diagnosed during a diagnostic procedure or surveillance colonoscopy, 
respectively).
Figure 1. Root-cause analysis flowchart

Conclusion: The majority of IBD patients with AN in our cohort had 
prior inadequate surveillance. This observation underlines the import-
ance of adequate surveillance and guideline adherence.

P460
A Real-World Picture of Adverse Drug Reactions in 
Inflammatory Bowel Disease

J. Lemos Garcia*1, I. Rosa2, S. Saraiva2, J. Moleiro2, I. Claro2

1Instituto Português de Oncologia de Lisboa Francisco Gentil, 
Gastroenterology, Lisbon, Portugal, 2Instituto Português de Oncologia 
de Lisboa: Instituto Portugues de Oncologia de Lisboa Francisco 
Gentil EPE, Gastroenterology, Lisbon, Portugal

Background: Patients with Inflammatory Bowel Disease (IBD) face 
complications of medical treatment that may compromise their health 
and the drugs’ therapeutic success. Real world data regarding adverse 
drug reactions (ADR) is crucial.
Methods: Unicentric retrospective study. All patients followed for 
IBD in a tertiary Portuguese hospital between 2015–2021 were 
included.
Results: 328 patients included-55.8% women; age at last follow-up 
53.4±16.7 years old; Crohn’s Disease (CD) in 53.0%; follow-up of 
15.8±10.8years. Extraintestinal manifestations(EIM) occurred in 
13.1%(n=43) patients, mostly arthropathy/arthritis(n=33). Current 
or previous treatment included salicylates in 69.5%, thiopurines 
63.1%, corticosteroids 54.3%, methotrexate 5.5%, infliximab 
38.4%, adalimumab 11.6%, ustekinumab 4.9% and vedolizumab 
4.6%. In total, 124 ADR occurred in 97 patients(28.7%). ADR 
occurred with salicylates in 20/228 patients(8.8%), corresponding 
to 9/215 of mesalazine and 10/26 of salazopyrin treated patients, 
mostly gastrointestinal(GI) intolerance(n=8). ADR occurred in 
78/207(37.7%) of thiopurine-treated patients; 5 had more than 
one ADR to thiopurines and 10 developed ADR despite change 
from azathioprine to 6-mercaptopurine. Reactions included 
myelosuppression(n=21), GI symptoms(n=20), pancreatitis(n=8). 
One case of corticosteroid ADR was reported (psychosis). 
4/18(22,2%) methotrexate-treated patients experienced ADR, 
all liver toxicity. Infliximab-associated ADR occurred in 20/126 
patients(6.1%), namely infusion reactions(n=7) or lupus-like 
syndrome(LLS) (n=6). 9/39 adalimumab-treated patients experi-
enced ADR, such as skin rash(n=3). No reported ADR with usteki-
numab or vedolizumab. Overall, ADR led to dose adjustments in 
100/120 cases and to drug suspension in 22. Nine patients needed 
hospital admission and one died with squamous cell carcinoma in 
fistula tracts. 94.9% of these ADR remitted. In the univariate ana-
lysis, ADR were associated with IBD type(p=0.040), EIM(p=0.001), 
UC extent(p=0.016), thiopurine(p<0.001), infliximab(p<0.001) 
and adalimumab (p=0.005) exposure. In multivariate analysis, sig-
nificance was kept with EIM(p=0.003), thioupurine(p=0.006) and 
infliximab(p=0.003) exposure. Patients who had one ADR, were not 
more likely to have ADR with other drugs.
Conclusion: ADR occurred in 28.7% of IBD patients and the most 
commonly implicated drugs were salazopyrin (10/26, 38.5% of 
patients) and thiopurines (75/207, 36.2%), rates much higher than 
those found with mesalazine and biologics. Nevertheless, most of 
these reactions resolved with dose adjustments or drug suspension, 
without hospital admission. This indicates that drugs available for 
IBD treatment remain safe, but their use must be cautious and toxici-
ties should be monitored.
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P461
COVID-19 outcomes in patients receiving anti-TNF 
treatments: A systematic review and meta-analysis

G. Kokkotis*1, K. Kitsou2, I. Xynogalas3, V. Spoulou2, 
G. Magiorkinis4, G. Poulakou3, K. Syrigos3, G. Bamias1

13rd Department of Internal Medicine- National and Kapodistrian 
University of Athens- Sotiria Hospital, GI Unit, Athens, Greece, 2First 
Department of Paediatrics- National and Kapodistrian University of 
Athens, Immunobiology and Vaccinology Research Lab IVRL, Athens, 
Greece, 3National and Kapodistrian University of Athens- Sotiria 
Hospital,, 3rd Department of Internal Medicine, Athens, Greece, 
4National and Kapodistrian University of Athens- School of Medicine, 
Department of Hygiene- Epidemiology and Medical Statistics, Athens, 
Greece

Background: Accumulating evidence suggests a beneficial effect of 
tumor necrosis factor-alpha (TNF-α) inhibitors on the outcomes of 
COVID-19 disease, which, however, is not validated by all studies. We 
aimed to perform a systematic review and meta-analysis of existing 
reports to investigate the impact of anti-TNF treatments on the clinical 
outcomes of COVID-19 patients.
Methods: A systematic search at PubMed and SCOPUS databases 
using specific keywords was performed. All reports of COVID-19 
outcomes for patients receiving anti-TNF therapy by September-2021 
were included. Pooled effect measures were calculated using a random-
effects model. The Newcastle Ottawa Scale for observational studies 
was used to assess bias. Studies that were not eligible for meta‐analysis 
were described qualitatively.
Results: In total, 84 studies were included in the systematic review, 
and 31 were included in the meta-analysis. Patients receiving anti-TNF 
treatment, compared to non-anti-TNF, among confirmed COVID-19 
cases had a lower probability of hospitalisation (25 studies, pooled 
OR=0.34, 95%CI:0.30–0.38, I2=0) and severe disease defined as in-
tensive care unit admission or death (eight studies, pooled OR=0.38, 
95%CI: 0.27–0.55, I2=0). After adjustment for validated predictors 
of adverse disease outcomes, patients receiving anti-TNF treatment, 
compared to non-anti-TNF, among confirmed COVID-19 cases pre-
served a lower probability of hospitalisation (eight studies, pooled 
OR=0.53, 95%CI:0.42–0.67, I2=0) and severe disease (two studies, 
pooled OR=0.63, 95%CI: 0.41–0.96, I2=0). No difference was found 
for the risk for hospitalisation due to COVID-19 in populations 
without COVID-19 for patients receiving anti-TNF treatment com-
pared to non-anti-TNF (three studies, 5,994,958 participants, pooled 
Risk Ratio=0.97, 95%CI: 0.68–1.39, I2=20) adjusted for age, sex and 
comorbidities.
Conclusion: TNF-α inhibitors are associated lower probability of hos-
pitalisation and severe COVID-19 when compared to any other treat-
ment for an underlying inflammatory disease.

P462
Upfront infliximab dose intensification for 
secondary loss of response in IBD: similar efficacy 
to dose interval shortening with the added 
advantage of early clinical and pharmacokinetic 
predictors of response

A. Srinivasan*1,2,3, P. De Cruz3,4, M. Sam5,6,7, C. Toong5,6,7,8, 
D. van Langenberg1,2

1Eastern Health, Department of Gastroenterology, Melbourne, 
Australia, 2Monash University, Eastern Health Clinical School, 

Melbourne, Australia, 3Austin Health, Department of Gastroenterology, 
Melbourne, Australia, 4University of Melbourne, Austin Academic 
Centre, Melbourne, Australia, 5NSW Health Pathology Liverpool 
Hospital, Department of Immunopathology, Sydney, Australia, 6Ingham 
Institute of Applied Sciences, Immunology Research Group, Sydney, 
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Background: The efficacy and pharmacokinetic profile of upfront dose 
intensification strategies such as re-induction (RI) have not been well 
described, nor directly compared with more prevalent intensification 
strategies to address secondary loss of response (LOR) in inflammatory 
bowel disease (IBD). Hence this study aimed to prospectively compare 
infliximab RI and 6-weekly dose interval shortening (DIS) with refer-
ence to clinical and pharmacokinetic effectiveness, and to identify early 
predictors of response.
Methods: A prospective multicentre parallel cohort study of consecu-
tive patients with IBD who underwent dose intensification to address 
secondary LOR using (1) infliximab RI (i.e. repeat week 0,2,6 dosing) 
followed by 8-weekly maintenance, or (2) 6-weekly DIS, over 30 weeks 
(6 doses) was undertaken. Primary outcomes were: (1) Clinical re-
sponse, defined as a decrease in Harvey Bradshaw Index ≥3 or partial 
Mayo score ≥2 from pre-intensification baseline, assessed at weeks 12 
and 32, and (2) Clinical and pharmacokinetic predictors of week 32 
response, with serum infliximab samples collected at predefined time-
points (Figure 1). Patients who were dose intensified in the absence of 
clinical symptoms, were excluded from the primary analysis.

Results: Of 104 patients, 54 underwent RI and 50 underwent 6-weekly 
DIS (Table 1), including 43 patients from each cohort who were dose 
intensified to address clinically active disease. Baseline infliximab trough 
levels prior to RI and DIS (2.03 v 2.02ug/ml, p=0.83) were compar-
able. Clinical response was similar across both RI and DIS cohorts at 
weeks 12 (70 v 65%, p=0.89) and 32 (53 v 63%, p=0.51). Multivariate 
logistic analyses demonstrated that objectively verified active disease 
at baseline (OR 20.43[2.53–64.94]; p=0.005) and clinical response at 
week 12 (OR 15.44[1.20–19.97]; p=0.036) were associated with week 
32 response, as were week 2 infliximab levels within the RI cohort only 
(OR 1.34[1.02–1.47]; p=0.036). Following RI, week 2 infliximab levels 
below 15.6ug/ml (sensitivity 100.0%; specificity 42.9%; AUROC 0.76; 
p<0.05) were predictive of not achieving clinical response at week 32; 
potentially indicating that amongst this patient subset, week 12 clin-
ical response may be useful in differentiating between early clinical 
responders who may benefit from sequential DIS following RI to pre-
vent subsequent non-response, and early clinical non-responders who 
may benefit from early biologic switching.
Conclusion: Despite similar clinical outcomes across both dose intensi-
fication strategies, only upfront dose intensification using infliximab 
RI was associated with early clinical and pharmacokinetic predictors 
of response capable of facilitating early dose optimisation and biologic 
switching.
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P463
Serum and mucosal Serpin E1 concentration 
correlates with endoscopic activity in 
inflammatory bowel disease - potential new 
activity marker

B. Jójárt1, T. Molnár2, D. Kata3, V. Szabó1, Á. Varga1, T. Resál4, 
P. Bacsúr4, K. Szántó4, I. Földesi3, T. Molnár4, J. Maléth1, K. Farkas4, 
University of Szeged Szent-Györgyi Albert Medical School Department 
of Medicine HAS-USz Momentum Epithelial Cell Signaling and 
Secretion Research Group
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Background: Inflammatory bowel disease (IBD) is characterized by an 
unregulated immune response generating unbalance cytokine homeo-
stasis. Analysis of patient-specific cytokine profiles may open new 
therapeutic targets or identify biomarkers that distinguish responders 
from non-responders before initiating therapy. Therefore, the aim of 
the present study was to determine cytokine profile of IBD patients and 
identify cytokines with predictive potential.
Methods: Blood and biopsy samples were obtained from 79 clinic-
ally active IBD patients and 28 controls without IBD. Inclusion crite-
ria included change of therapy or initiation of new treatment for IBD 
patients. Organoid culture (OC) was generated from 5 clinically active 
IBD patients and 5 controls. Cytokine Array was used to analyse cyto-
kine expression patterns. Total protein and mRNA were isolated from 
biopsies and from OCs. Protein levels were measured by ELISA and 
gene expression by qRT-PCR in serum, mucosa and in OCs.

Results: Pro-inflammatory cytokines were not detected in control 
samples, whereas in IBD biopsies the cytokine profiles enabled the 
discrimination between inflamed or non-inflamed areas. The mucosal 
expression of Serpin E1 was detected in all inflamed biopsy sam-
ples, whereas it was below the detection limit in healthy subjects. In 
responders Serpin E1 gene expressions were significantly (p<0.001) 
lower than in non-responders. On the other hand, we were not able to 
detect significant changes between responders and non-responders in 
gene expression of TNF-α, IL-1β, IL-6 and TGF-β. In responders, mu-
cosal Serpin E1 concentration significantly decreased (p<0,05) after 
the initiation of therapy compared to non-responders. Serum and mu-
cosal Serpin E1 concentrations were significantly higher in patients 
with endoscopically and clinically active disease compared to in-
active (endoscopic: p<0.0001, clinical: p<0.05). Correlation analysis 
revealed that serum Serpin E1 level correlates with disease activity 
(p<0.01). In OCs the level and expression of Serpin E1 was lower 
in healthy organoids compared to OCs generated from inflamed 
samples.
Conclusion: Our results suggest that serum and mucosal Serpin E1 
expression reflects endoscopic activity in IBD, which could be used 
to follow-up disease activity and possibly therapeutic response. 
Organoids mimicked the expression of Serpin E1 in the original biop-
sies suggesting that OCs can be used to study the effect of Serpin E1 
inhibition.

P464
Rac1/pSTAT3 expression in T lymphocytes: 
A potential pharmacodynamic marker for 
thiopurines in the treatment of Inflammatory 
Bowel Disease patients?

D. Deben MSc*1, R. Creemers2,3, A. Van Adrichem4, R. Drent5, 
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Background: The thiopurine derivatives, azathioprine (AZA), mer-
captopurine (MP) and tioguanine (TG), remain standard treatment of 
Inflammatory Bowel Diseases (IBD). To date, therapeutic drug moni-
toring (TDM) is used to optimize thiopurine therapy. However, since 
this provides mainly pharmacokinetic information, TDM is of limited 
use to predict clinical effectiveness or to explain therapeutic failure. 
A specific pharmacodynamic marker would therefore be of more bene-
ficial use. The immune suppressive mechanism of thiopurines, by the 
active thiopurine metabolite 6-thioguanine triphosphate, is primarily 
based on blocking the Ras-related C3 botulinum toxin substrate 1 
(Rac1) causing T-cell apoptosis by inhibition of the phosphorylated 
downstream transcription factor signal transducer and activator of 
transcription 3 (pSTAT3) (Figure 1). The aim of this study was to ex-
plore whether expression of Rac1 and pSTAT3 in T-cells may be used 
as a pharmacodynamic marker for the therapeutic effect of thiopurine 
therapy in IBD patients.
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Methods: To assess feasibility, T-cell Rac1 and pSTAT3 expression was 
evaluated in six parallel IBD groups: patients with active disease (1) 
and patients in remission on AZA/MP (2), TG (3), infliximab (IFX) 
(4), thiopurine and IFX (5) or without medication (6). Data of healthy 
subjects were used as reference values. Rac1 and pSTAT3 expression 
of patients in remission on AZA/MP or TG were compared to all other 
IBD groups and healthy subjects.
Results: Absolute Rac1 expression in T-cells did not differ between any 
of the IBD patient groups (Figure 2). A decrease in absolute pSTAT3 
expression was found in IBD patients in remission on AZA/MP or TG, 
when compared to active disease patients, although not statistically sig-
nificant. Notably, Rac1-corrected pSTAT3 expression was decreased 
in IBD patients in remission on AZA/MP or TG compared to active 
disease patients (p<0.01). This effect was not observed in the IBD 
groups in remission on other immunosuppressive therapy.

Conclusion: Rac1-corrected pSTAT3 expression in T-cells was signifi-
cantly decreased in IBD patients in remission on thiopurine mono-
therapy compared to IBD patients with active disease, resulting in 
comparable values to healthy subjects. Rac1/pSTAT3 expression may 
serve as a potential, class specific pharmacodynamic marker to assess 
therapeutic efficacy of thiopurine monotherapy or as a marker to ex-
plain thiopurine resistance.

P465
Is golimumab serum level predictive of clinical 
remission after intensification for loss of response 
in patients with ulcerative colitis?

M. Fumery*1, S. Nancey2, J. Filippi3, R. Altwegg4, X. Hebuterne3, 
G. Boschetti2, P. Veyrard5, C. Yzet1, S. Paul6, X. Roblin5, GOLILOR 
Study group
1Amiens University Hospital, Gastroenterology, Amiens Cedex, 1, 
France, 2Lyon University Hospital, Gastroenterology, Lyon, France, 
3Nice University Hospital, Gastroenterology, Nice, France, 4Montpellier 
University Hospital, Gastroenterology, Montpellier, France, 5Saint 
Etienne University Hospital, Gastroenterology, Saint Etienne, France, 
6Saint Etienne University Hospital, Immunology, Saint Etienne, France

Background: Loss of response to golimumab occurs in nearly 40% of 
patients with ulcerative colitis (UC). Unlike others anti-TNF, no study 
has reported a correlation between serum golimumab level and re-
sponse to drug intensification. The objective of this study was therefore 
to determine a threshold of serum golimumab before intensification 
predictive of clinical remission after optimization.
Methods: We included consecutive patients with UC and loss of re-
sponse to golimumab (Mayo score between 6 and 12 and an endoscopic 
Mayo sub-score> 1) in a prospective multicentric cohort. Patients with 
loss of response at 50 mg / 4 weeks (W) and 100 mg / 4W underwent 
therapeutic intensification at 100 mg / 4W and 100 mg / 2W, respect-
ively. Patients were followed prospectively with a first evaluation be-
tween weeks 2 and 4 (visit 2) and between weeks 4 and 8 (visit 3) after 
intensification. Clinical remission was defined by partial Mayo score 
≤ 1. Serum level and anti-golimumab antibodies were evaluated at each 
visit (Lisa Tracker, Theradiag France).
Results: A total of 47 patients (female, 50%; median age, 39 years (IQR, 
27–52) treated with golimumab for a median of 20.4 weeks (IQR, 
10.7–38.3) were included. The median partial Mayo score was 6 (IQR, 
5–7) and the endoscopic Mayo score was 3 (IQR, 2–3). The median 
golimumab serum level before intensification was 2.23 µg / mL (IQR, 
1.02–3.96) and only three patients (6.2%) had anti-drug antibodies. 
After a total of 50 drug intensification, 23 (48.9%) patients had clinical 
response (100 mg / 4W: 14/25 (58.3%); 100 mg / 2W: 9/25 (36%)), 10 
(21%) clinical remission and 18 (39%) endoscopic response. The me-
dian golimumab levels before intensification were respectively 2.17 µg 
/ mL (IQR, 0.97–3.25) and 2.47 (IQR, 1.10–4.05) in responders and 
non-responders (p  =  0.66), and 1.11  µg / mL (IQR, 0.59–2.29) and 
2.47 µg / mL (IQR, 1.21–3.83) in patients with and without clinical 
remission after intensification (p = 0.054). In multivariate analysis, in-
tensification to golimumab 100 mg / 2W (vs 100 mg / 4W) (OR, 0.11 
[95%CI, 0.01 - 0.87], p=0.037) and change of golimumab level be-
tween V1 and V2 (OR, 1.48 [95%CI, 1.02 - 2.14], p=0.037) were sig-
nificantly associated with clinical remission after intensification. Only 
one serious adverse event (infection) was reported during the 24-week 
follow-up.
Conclusion: In this prospective multicentric study, half of patients 
recaptured response following golimumab intensification in UC. 
Change of golimumab level was predictive of clinical remission after 
intensification.
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Real-world effectiveness and safety of golimumab 
in patients with ulcerative colitis: 52-weeks of 
post-marketing surveillance data in Japan
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Y. Suzuki6

1Osaka Medical and Pharmaceutical University, Second Department of 
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Background: Golimumab (GLM) is an anti-TNF-α drug approved 
for treating ulcerative colitis (UC). Although its efficacy and safety 
were well established in clinical trials, real-world evidence was still 
limited. In the present study, we evaluated 52-week effectiveness 
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and safety of GLM treatment for UC based on post-marketing 
 surveillance data.
Methods: The prospective, post-marketing study was conducted in 393 
patients from 163 medical facilities. Patients who had been prescribed 
GLM were enrolled between May 2017 and September 2019 in Japan. 
In accordance with Japanese indication, patients received subcuta-
neous injections of GLM, 200 mg at week 0, 100 mg at weeks 2 and 
6, followed by 100 mg every 4 weeks. Clinical remission (partial Mayo 
score ≤2), predictors of remission, adverse drug reactions (ADRs), and 
predictors of ADR development were determined at week 52.
Results: Of 393 enrolled patients, 391 and 386 were included in safety 
and efficacy analysis set, respectively (Table 1). Overall, clinical remis-
sion in the intention-to-treat population was 13.0%, 53.9%, 52.6%, 
48.2%, and 43.3% at baseline (BL) and at week 6, 22, 36, and 52, 
respectively (Table 2). In biologic naïve group, clinical remission was 
9.2%, 59.1%, 61.0%, 52.4%, and 47.0% at BL and week 6, 22, 36, 
and 52, respectively, while in biologic experienced group, it was 15.8%, 
50.0%, 46.4%, 45.0%, and 40.5% at BL and week 6, 22, 36, and 52, 
respectively. At week 52, clinical remission rate in the patients who 
concomitantly used corticosteroid (CS) at BL was significantly lower 
than that in the patients who did not receive CS (p=0.017, 37.3% 

vs 49.2%) (Fig. 1). No significant difference in remission rate was 
observed between immunomodulator (IM) users and IM non-users at 
baseline. From multivariate analysis, concomitant use of CS (p=0.001, 
odds ratio [OR] =0.488, 95% CI [confidence interval] 0.314–0.759) 
and partial Mayo remission at BL (p<0.001, OR=4.329, 95% CI 
2.056–9.115) were identified as independent factors associated with 
clinical remission. ADRs occurred in 71 patients (18.2%). The most 
common ADR was rash, reported in 9 patients (2.3%). Serious ADRs 
occurred in 40 patients (10.2%). The most frequent serious ADR was 
UC, reported in 8 patients (2.0%). In multivariate analysis, the presence 
of comorbidities was associated with ADR incidence (OR=2.000, 95% 
CI 1.183–3.380).
Conclusion: From the Japanese post-marketing data, the real-world ef-
fectiveness of GLM treatment was confirmed in both biologic naïve 
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and experienced populations. Safety profile was generally consistent 
with previous findings, and no additional safety signals were identified. 
Concomitant use of CS, but not IM, may be likely to affect outcome 
of GLM therapy.

P467
Therapeutic drug monitoring of biologics in 
Inflammatory Bowel Disease: Nordic survey on 
implementation and barriers in clinical practice
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Background: Therapeutic drug monitoring (TDM) is a useful tool 
to optimise biologic treatments of patients with inflammatory bowel 
disease (IBD). Albeit broadly recommended by gastrointestinal socie-
ties, it is, however, currently unknown how TDM has been adopted and 
is being used in everyday clinical practice. The aim of the study was to 
investigate how TDM has been taken up by physicians including barri-
ers for implementation.
Methods: A web-based survey on TDM was distributed to all gastro-
enterology consultants in the Nordic countries via national gastroenter-
ology- and IBD societies.
Results: Out of 377 physicians responding, 297 handled IBD patients 
on biologic therapies and were thus eligible for inclusion (NO 118 
(40%), DK 86 (29%), SE 50 (17%), FI 33 (11%), IS 10 (3%)). The 
vast majority were consultant gastroenterologists (n=252, 85%), 
152 (51%) were employed at university hospitals, 136 (46%) at com-
munity hospitals, and 9 (3%) in private practice. Overall, 257 (87%) 
used TDM during biologic therapies; 231 (90%) used reactive TDM 
and 163 (63%) proactive TDM. Common indications were to improve 
efficacy (70%), aid treatment decisions (62%), improve safety (36%), 
and improve cost-effectiveness (32%). Notably, Danish physicians used 
TDM to a significantly lesser extent than all others (58% vs 98%; odds 

ratio (OR) 0.03 [95%CI 0.01- 0.09], p<0.001); in particular outside 
the capital region (OR 0.15 [0.05–0.46], p=0.001). Reactive TDM 
was applied both at primary (74%) and secondary treatment failure 
(99%) and predominantly for TNF-inhibitors (90–98%) (vedolizumab 
63%, ustekinumab 46%). Proactive TDM was used by 80% during 
maintenance therapy and 56% during induction, and mostly for TNF-
inhibitors (79–97%) (vedolizumab 70%, ustekinumab 54%). Proactive 
TDM was more commonly used in NO, SE, and FI (p<0.001), and by 
physicians managing >10 IBD patients per week (OR 2.71 [1.34–5.48], 
p=0.005), but was not associated with employment at university hos-
pital, size of hospital catchment area, or seniority. Main barriers to the 
use of TDM were lack of guidelines (51%), long response time from the 
laboratory (49%), lack of knowledge regarding how to use and inter-
pret test results (42%), costs (38%), and currently available evidence 
(31%). Among physicians using TDM, only 66% reported awareness 
of TDM guidelines or recommendations.
Conclusion: TDM, and in particular reactive TDM of TNF-inhibitors, 
has been broadly adopted into clinical practice in the Nordic countries 
to improve efficacy and assist treatment decisions. Across the Nordic 
countries, IBD physicians call for improved test response times and, 
notably, TDM guidelines detailing indications for TDM and interpret-
ation of test results.

P468
Evaluation of work productivity and activity 
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participants treated with ozanimod in the phase 3 
True North study
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1Clinical Outcomes Solutions, Biostatistics, Chicago, United States, 
2Clinical Outcomes Solutions, Research, Chicago, United States, 
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Background: Ulcerative Colitis (UC) is an autoimmune disease which 
negatively impacts patients’ quality of life including work performance. 
This study examined the effect of ozanimod on work productivity and 
activity impairment (WPAI) in participants with moderate-to-severe 
UC in the phase 3 True North study.
Methods: Participants who received 1  mg QD ozanimod during a 
10-week Induction Period (IP) and were clinical responders from both 
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placebo-controlled and open-label cohorts were randomised to ozani-
mod (n=230) or placebo (n=227) for a 42-week Maintenance Period 
(MP). Work productivity was measured with the WPAI-UC patient-
reported outcome instrument that assesses absenteeism, presenteeism, 
work productivity loss, and activity impairment due to UC over the 
previous week. The WPAI-UC was administered at Weeks 10, 28, 40, 
and 52. Differences in WPAI-UC domain scores at the end of the IP 
were evaluated using t tests. Mixed-effects models for repeated meas-
ures (MMRMs) were fit to estimate least-squares mean WPAI-UC 
scores adjusted for treatment, time (categorical), clinical variables, and 
corticosteroid use at Week 10. MMRMs were also applied to evaluate 
differences in WPAI domain scores between groups defined by clin-
ical response, clinical remission, and endoscopy score. Generalised 
estimating equation (GEE) models were applied to estimate the odds 
of improving or remaining stable (using a ≥7% change threshold) on 
WPAI-UC domains for those on ozanimod versus placebo. Missing val-
ues were multiply imputed using a placebo-based imputation model; 
estimates were combined using Rubin’s rules.
Results: At the end of the IP, the ozanimod group had significantly 
lower impairment of work productivity and activity (WPA) than the 
placebo group (Tab 1). During MP, the ozanimod group reported 
significantly lower levels of impairment for presenteeism (14.0% vs 
20.2%; P=.003), work productivity loss (15.9% vs. 22.4%; P=.005), 
and activity impairment (15.4% vs 22.3%; P=.0001) compared to the 
placebo group (Tab 2). At Week 52, participants with improved en-
doscopy score, in clinical remission, or in clinical response had signifi-
cantly lower impairment in all WPAI-UC domains (Tab 3). Participants 
in the ozanimod group showed increased odds of improving or remain-
ing stable compared to those in the placebo group for all WPAI-UC 
domains (Fig 1).
Conclusion: Participants in the ozanimod arm had significantly better 
work productivity at the end of induction. Among participants who 
received ozanimod and achieved response in IP, ozanimod maintenance 
treatment was associated with improvements in WPA. These improve-
ments were greater among participants who achieved clinical response 
or remission or improved endoscopic score.
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Infliximab for induction of medically-induced 
remission in Crohn’s disease: a Cochrane 
systematic review

S. Radford*1, V. Sinopoulou2, M. Gordon2, M.E.A.A. Eldragini1, 
A.M. Darie1, A. Akobeng3, G.W. Moran1

1Nottingham University Hospitals NHS Trust, NIHR Nottingham 
Biomedical Research Centre - Gastrointestinal and Liver disorders 
theme, Nottingham, United Kingdom, 2UCLan, School of Medicine, 
Preston, United Kingdom, 3Sidra Medicine, Medicine, Doha, Qatar

Background: Infliximab is a monoclonal antibody that binds and neu-
tralizes tumour necrosis factor-alpha, which is present in high levels in 
the blood serum, mucosa and stool of patients with Crohn’s disease 
(CD). We sought to determine the effectiveness and safety of infliximab 
in inducing remission in patients with CD.
Methods: On 31 August 2021, we searched CENTRAL, CINAHL, 
ClinicalTrials.gov, Embase, MEDLINE, and WHO ICTRP with no 
language, date, publication status, or document type limitations. We 
included randomized controlled trials (RCTs) in which infliximab was 
compared to placebo or another active comparator in adult (18 and 
over) patients with active CD. The review authors independently con-
ducted data extraction and ‘Risk of bias’ assessment of the included 
studies. We expressed dichotomous and continuous outcomes as risk 
ratios and mean differences with 95% confidence intervals. We assessed 
the certainty of the evidence using GRADE methodology. The pri-
mary outcome was the proportion of patients who achieved clinical 
remission.
Results: We included 9 RCTs (1130 participants). Three studies com-
pared multiple arms with different infliximab doses (between 5mg 



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i443

and 20mg/kg) to placebo. Two studies each with three arms compared 
azathioprine and placebo, infliximab and placebo, or infliximab and 
azathioprine combined. One study compared infliximab with biosimi-
lar CT-P13. One study compared infliximab and azathioprine with 
steroids and azathioprine and only infliximab if no response. The final 
study compared a single dose (5mg/kg) of infliximab to placebo. In all 
trials that didn’t require a purine analogue to be given to both study 
groups, they allowed such concomitant use in both groups. There is 
evidence that infliximab combined with azathioprine is superior to 
azathioprine combined with placebo in inducing clinical remission for 
CD (RR 1.97, 95% CI 1.60–2.42, moderate certainty evidence down-
graded due to risk of bias, NNT = 3). Sensitivity analysis considering 
a fixed effects model and then removing a study where most received 
azathioprine in both groups instead of all, had no impact on the re-
sult, which remained significant. There is evidence that there may be 
no difference in withdrawals from adverse events between infliximab 
combined with azathioprine and azathioprine combined with placebo 
when inducing clinical remission for CD (RR 0.74, 95% CI 0.29–1.86, 
low certainty evidence downgraded due to serious imprecision). The 
evidence is uncertain for all other comparisons and outcomes due to 
imprecision from small sample sizes.
Conclusion: There is evidence that infliximab with azathioprine is 
probably better than azathioprine, however the remaining data is 
based on limited total patient numbers and offers limited scope for 
meta-analysis.

P470
Real-world characteristics and complications 
of patients with Ulcerative Colitis receiving 
conventional therapy in the public healthcare 
system in Brazil
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Background: Ulcerative colitis (UC) therapy management is complex 
and typically begins with conventional therapy (CVT) followed by bio-
logic drugs. For many years, CVTs were the only available option for 
the treatment of UC in the public healthcare system in Brazil (SUS). 
Biologic therapy was only available at the end of 2020. This study 
aimed to observe the real-world intestinal complications (IC) experi-
enced in patients with UC receiving CVT in SUS.
Methods: This study was a secondary analysis of patients (>18 years) 
with UC (ICD-10 code: K51) who received at least two claims of 
CVT (index data defined as first CVT), between January 2011 and 
February 2020, in the DATASUS database. UC IC was defined as at 
least one claim (after index date) for either: UC-related hospitalisation, 
pre-defined procedure codes for rectum or intestinal surgeries, pre-
defined ICD-10 codes were validated by independent clinical experts 
(malignant neoplasia of colon, stenosis, haemorrhage, ulcer and other 
rectum and anus disease, megacolon, functional diarrhea volvulus, 

intussusception and erythema nodosum). Patients with an anal or rectal 
fissure or fistula, with <6 months of follow-up from index date, with a 
CVT claim 12 months before index date or patients treated outside of 
the public healthcare system, were excluded. Descriptive statistics, an-
nual incidence and incidence rate (IR; per 100 patient-years [PY]) over 
the available follow-up period were calculated.
Results: In total, 41,229 patients with UC were included (median age, 
48  years; 65% women) and the median (interquartile range [IQR]) 
follow-up period was 3.3 (1.8 - 5.3) years. CVT utilized during 
follow-up was: mesalazine (87%), sulfasalazine (15%), azathioprine 
(16%) or methotrexate (1%); the median (IQR) CVT duration was 
1.9 (0.8 – 4.0) years. The overall IR of IC was 2.5 per 100 PY during 
the follow-up period. Of the IC, 54% were related to ICD-10, 20% 
were related to a procedure and 26% to a UC-related hospitalisation 
(Table 1).

The overall annual incidence of IC was 2.9%, 2.6% and 2.5% in the 
first, second and third year after index, respectively (Table 2).

Over the first 3  years, the annual IR of UC-related hospitalisations 
ranged from 0.8% to 1.1%, for ICD-10 related events 0.9%-1.2% 
(anus and rectum disease, and malignant neoplasia of colon most fre-
quently reported) and for procedure-related events 0.6%-0.7% (intes-
tinal resection and polyp removal were the most frequent procedures).
Conclusion: The IR of IC was constant along the use of CVT. This 
study suggests the need to consider additional strategies for intestinal 
complications associated with the management of UC in Brazil, includ-
ing but not limited to biologics.

P471
Real-world experience of using Tofacitinib in 
Ulcerative Colitis in biologic naïve and biologic 
exposed patients

J. Cheesbrough*1, M.N. Quraishi1, N. Sharma1, I. Nassar1

1University Hospitals Birmingham, Gastroenterology, Birmingham, 
United Kingdom

Background: Tofacitinib is an oral, small molecule, which recently 
received NICE approval for the treatment of moderate to severe treat-
ment refractory ulcerative colitis (UC). We present data on the regional 
experience for it use in relation to its efficacy in a cohort of patients 
with UC.
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Methods: This study analysed a retrospective, cohort from a large IBD 
unit in the UK. Patients with UC commenced on tofacitinib between 
2019 and 2021 for active disease were included. Clinical disease ac-
tivity was assessed at baseline, week 8, week 16 and during follow up 
visits. We evaluated clinical response (>50% reduction in symptoms) at 
week 8, proportion of patients requiring extended of induction therapy 
to week 16 and need for re-escalation of maintenance dosing.
Results: A total of 55 patients were included (median age 34  years; 
IQR 15.75). Twenty six (47.3%) patients had pancolitis, 20 (36.4%) 
were biologic naïve and 18 (32.7%) were exposed to more than one 
biologic. Eighteen patients (32.7%) entered clinical response at week 
8 and were able to de-escalate to 5mg BD maintenance therapy. Six 
patients (10.9%) had a primary non response and required a switch 
to an alternative biologic or a colectomy. Of the patients given an 
extended induction period (10mg BD for 16 weeks), 7/31 (22.6%) 
were able to de-escalate to 5mg BD, 15/31 (48.4%) continued on 10mg 
BD as maintenance and 9/31 (29.0%) discontinued treatment due to 
lack of clinical response. Of the patients on 5mg BD as maintenance 
10/24 (41.6%) required re-escalation to 10mg BD maintenance dos-
ing following a median duration of 10 weeks. Primary non response 
to tofacitinib were similar in biologic naïve patients compared to bio-
logic exposed patients (25% vs 28.5% respectively). Biologic exposed 
patients were more likely to need 10mg BD as maintenance dosing 
compared to biologic naïve patients (72% vs 46.7% respectively).
Conclusion: Consistent with prior literature, our experience confirms 
the effectiveness of Tofacitinib in both biologic naive and biologic 
exposed patients with moderate to severe UC with similar clinical re-
sponse between the two cohorts. Patients exposed to biologics however 
appear to have a greater likelihood of escalation to 10mg BD for main-
tenance therapy.

P472
Changes in colectomy for Ulcerative Colitis during 
the last two decades: an in-depth retrospective 
analysis

G. Le Cosquer1, L. Capirchio*2, P. Rivière1, N. de Suray2, F. Poullenot1, 
B. De Vroey2, A. Berger1, M.A. Denis2, F. Zerbib1, R. Bachmann3, 
C. Remue3, B. Celerier4, D. Leonard3, Q. Denost4, A. Kartheuser3, 
D. Laharie1, O. Dewit2

1Centre Hospitalo-Universitaire of Bordeaux- Hôpital Haut-Lévêque – 
University of Bordeaux, Hepato-gastroenterology and digestive 
oncology, Bordeaux, France, 2Cliniques Universitaires Saint-Luc – 
Catholic University of Louvain, Hepato-gastroenterology, Brussels, 
Belgium, 3Cliniques Universitaires Saint-Luc – Catholic University of 
Louvain, Colorectal surgery, Brussels, Belgium, 4Centre Hospitalo-
Universitaire of Bordeaux- Hôpital Haut-Lévêque – University of 
Bordeaux, Digestive and endocrine surgery, Bordeaux, France

Background: The management of ulcerative colitis (UC) has been 
improved due to progresses in medical and surgical practices during 
the past twenty years. Yet the impact of new therapies on the evolution 
of the three colectomy’s indications in UC (severe acute colitis, refrac-
tory ulcerative colitis and (pre-)neoplastic complication) is still not well 
established. The aim of this study was to compare the evolution of the 
surgical indications within the last two decades.
Methods: This was an observational retrospective study carried out in 
two tertiary hospitals. All patients with UC who underwent total or 
segmental colectomy between 2001 and 2020 were included, without 
age restriction. Two periods were compared: 2001–2010 and 2011–
2020. Endpoints were to compare the colectomy indications, patients’ 

characteristics, surgical procedures, and rates of postoperative compli-
cation between the two cohorts.
Results: Among the 286 patients included (57% were men; median 
age of 40  years; 60.5% of extensive and 35.7% of distal colitis), 
87 (30.4%) underwent colectomy in 2001–2010 and 199 patients 
(69.6%) in 2011–2020. Patients’ characteristics were similar between 
the two periods, including duration of UC and the severity accord-
ing to the global Mayo score. Colectomy rate for refractory UC sig-
nificantly decreased over time (n=119) (50.6% vs. 37.7%; p=0.042), 
while it increased for acute severe colitis (n=116) (36.8% vs. 42.2%; 
p=0.390) and (pre-)neoplastic indication (n=51) (12.6% vs. 20.1%; 
p=0.130) (Figure 1).
Regarding surgery, there was an increased use of laparoscopic colec-
tomy (47.7% vs. 81.4%; p<0.001) during the latter period and the 
median length of stay in hospital after surgery has decreased from 13 
to 10 days (p=0,098). There were less early (12.6% vs. 5.5%; p=0.038) 
and late severe complications (1.6% vs. 0.8%; p< 0.001) and less sur-
gical revisions (38.6% vs. 19.5%; p<0.001) without change on 30-day 
mortality rate (2.3% vs. 1%; p=0.391). The rate of extraintestinal post-
operative infections (especially urinary, pulmonary and catheters infec-
tions) increased during the second period (27% vs; 45.7%; p=0.018).
As expected, the mean number of past biotherapies was higher dur-
ing the second period (1.2 versus 0.6; p<0.001), as well as the rate 
of pre-operative exposition to TNFα antagonists (68.4% vs. 50.6%; 
p=0.016).

Conclusion: The rate of surgery for refractory colitis has significantly 
decreased while the rate of colectomy for cancer and acute severe col-
itis has risen during the last twenty years. In the same time, surgical 
technics have changed with more laparoscopic surgeries associated 
with a reduction of postoperative morbidity despite the larger use of 
biotherapies.
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Real world experience with the Crohn’s Disease 
Exclusion Diet (CDED) in a tertiary IBD clinic

N. Fliss Isakov*1, R. Anbar2, A. Cooperstein2, G. Helbert2, A. Hirsch1, 
Y. Ron1, T. Thurm1, N. Maharshak1

1Tel Aviv Sourasky Medical Center, Department of Gastroenterology 
and Liver Diseases- Sackler Faculty of Medicine, Tel Aviv, Israel, 2Tel 
Aviv Sourasky Medical Center, Nutrition and dietetics department, Tel 
Aviv, Israel

Background: The Crohn’s Disease Exclusion Diet (CDED) is a whole-
food diet designed to reduce exposure to dietary components, hypoth-
esized to negatively affect the microbiome, intestinal barrier, and 
immune response. In a clinical study in adults with mild-moderate CD 
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(<5 years duration), an inflammatory phenotype involving the terminal 
ileum, it induced clinical, biochemical and endoscopic disease remis-
sion. We aimed to describe our real-world experience with the CDED, 
in a clinically diverse CD population.
Methods: A retrospective cohort study of CD patients prescribed with 
the CDED, between 1.2018 and 11.21. Patients’ medical background, 
medical therapy, nutritional status and clinical disease activity as well 
as adherence and clinical outcomes were documented from patients’ 
medical files.
Results: The CDED was recommended to 218 CD patients. Of these, 
62 were excluded from the analysis due to lack of medical information 
(n=11), prior personal experience with the CDED (n=23), patient’s re-
fusal (n=24), and stoma patients (n=4).
The CDED was initiated in 155 patients (age 37.7±16.3, 66% men, 
disease duration 7.8±9.6), 35.3% had colonic/ileo-colonic disease, 
23.7% and 25% had a stricturing and penetrating disease respect-
ively, 27.5% had a history of intestinal resection, 19.9% had extra- 
intestinal involvement, and 7.7% had a severe endoscopic disease at 
diet initiation.
Indications for therapy included patient’s will (44.7%), adjunctive 
therapy (23.7%), bridge with biologic induction (20.4%), rescue 
therapy (3.9%), exhaustion/contraindication of other advanced 
therapy options (1.4%), de-escalation of biologics (0.7%), preparation 
for surgery (0.7%), and others (3.9%). Upon initiation, 67.3% (n=105) 
had an active disease [Harvey Bradshaw index (HBI) ≥5 / Calprotectin 
≥250 g/l] and 32.7% were in remission.
Physician and dietician follow-up at the end of phase 1 was documented 
in 89 (57.4%) and 74 (47.7%) of patients with an active disease (mean 
follow-up period 14.6±9.3 weeks).
Fifty-eight percent of patients with dietary follow-up (n=43) were 
fairly-fully compliant to the CDED.
Clinical response (drop in HBI>2 points) and remission (HBI<5) at the 
end of phase 1, were achieved by 58.9% (n=62) and 57.5% (n=60) of 
patients who were treated for an active disease (n=105). Clinical remis-
sion rate at the end of phase 1 was lower among patients with higher 
baseline HBI score (P for trend=0.028), lower dietary adherence (P for 
trend<0.001) and a surgical history (P=0.033).
Conclusion: The CDED may have efficacy across different clinical sce-
narios. Adherence is reasonable, and is associated with higher remission 
rates among patients treated for an active disease.
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Prevalence of fecal incontinence and clinical 
characteristics of IBD patients in remission 
and treated with biologics – experience from a 
tertiary referral center

M. Jelakovic*1, N. Turk1, M. Brinar1, A. Barisic1, D. Grgic1, 
S. Cukovic-Cavka1, Z. Krznaric1

1KBC Zagreb, Department of Gastroenterology and Hepatology, 
Zagreb, Croatia

Background: Fecal incontinence (FI) is a debilitating disorder highly 
prevalent in inflammatory bowel disease (IBD) patients with reports in 
literature ranging from 20–80%. There is limited data on FI prevalence 
in IBD patients who are in remission, treated with biologics and their 
clinical characteristics.
Methods: In this cross-sectional observational study we have included 
IBD patients in remission, treated with biologics. Demographics and 
medical data were collected from electronic medical charts while 
patients were screened for FI using the St. Mark’s incontinence score 

(SMIS). Significant FI was characterized as SMIS ³6. Descriptive statis-
tical analysis was used.
Results: We included 57 patients (24 female/33 male) in clinical remis-
sion treated with biologics, median age 41 years (18–70), 23 patients 
had ulcerative colitis (UC) and 34 had Crohn’s disease (CD). Median 
disease duration was 8  years (1–31). Significant FI was identified in 
41 patient (71.9%) out of which 87.8% were in biochemical and 34.1% 
in endoscopical remission. FI was more prevalent among CD patients 
(76.4%) compared to UC (65.2%), but the difference did not reach stat-
istical significance. FI was not significantly correlated to gender, type or 
number of biologics but there was significant positive correlation with 
disease duration (r=0.3139; p<0.05), especially for patients with disease 
duration longer than 5 years who had significantly higher mean SMIS 
score (9.1±4.6 vs 5.2±2.6; t-2.86; p<0.05). Furthermore, patients older 
than 50 years of age also had significantly higher average SMIS scores 
compared to younger patients (10.6±4.6 vs 7.6±4.3;t-2.09;p<0.05)
Conclusion: FI is highly prevalent in IBD patients treated with biolog-
ics, even in those who have reached endoscopical remission. Clinicians 
should be aware of this disorder and use available screening tools espe-
cially in older patients with longer disease duration in order to further 
improve quality of life of these patients.
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Profiling the use of Complementary Alternative 
Medicines among IBD patients

P. Sudhakar*1, R. Stiers1, E.D. Dycker2, P. Geens2, A. Paps2, 
T. Lambrechts2, B. Keersmaekers2, J. Sabino1,3, M. Ferrante1,3, 
S. Vermeire1,3, B. Verstockt1,3

1KU Leuven, Department of Chronic Diseases- Metabolism and 
Ageing- Translational Research Center for Gastrointestinal Disorders 
TARGID, Leuven, Belgium, 2University Hospital Leuven, IBD 
Leuven, Leuven, Belgium, 3University Hospital Leuven, Department of 
Gastroenterology and Hepatology, Leuven, Belgium

Background: Inflammatory Bowel Disease (IBD) is a chronic inflam-
matory disease of the gut, characterized by multiple symptoms of 
which some cannot be successfully managed by existing conventional 
therapies. The use of complementary alternative medicines (CAMs) and 
CAM services among patients with chronic disorders including IBD has 
increased globally over the past several years (Rawsthorne Gut 2012; 
Weizman APT 2012). The main aims of this study were (a) to profile 
the use of CAMs and CAM services in a cohort of IBD patients being 
treated at a Belgian IBD referral center and (b) to identify the clinical 
and demographic factors associated with the use of CAMs.
Methods: An anonymized and customized Dutch version of the inter-
national questionnaire to measure the use of complementary and al-
ternative medicine (I-CAM-Q – Quandt J Altern Complement Med 
2009) was provided over an 8-week period spanning September and 
October 2021)  to all IBD patients visiting the IBD outpatient clinic 
and infusion unit. Pearson’s Chi-square test was used to identify the 
relationships between clinical and demographic variables (age, gender, 
educational status) and CAM usage.
Results: From among the 410 IBD (144 UC, 253 CD) patients who 
responded to the survey, 173 (42.2%) were using CAMs or had used 
CAMs. A vast majority (79.8%) of the CAM using IBD patients reported 
the use of nature-based therapies (aloe vera, green tea, curcumin, can-
nabis, vitamin/mineral supplements and probiotics), a fifth of which 
was accounted for by Cannabis and its derivatives. This was followed 
by mind-body therapies (42.1%) (mindfulness, yoga, acupuncture, 
hypnotherapy, meditation). Two-thirds of patients (66.7%) mentioned 
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to use CAMs for IBD-related symptoms. 125/173 of the CAM using 
IBD patients attributed the use of CAMs to their know-how about the 
potential of CAMs in ameliorating symptoms (32%), low efficacy or 
presence of adverse effects of conventional therapies (29.6%), minimize 
disease burden (28.8%) and avoiding surgery (7.2%). A vast majority 
(93.9%) of the CAM using IBD patients who responded to the query 
stated that consultation with their gastroenterologist would be benefi-
cial to ascertain possible interference with their ongoing conventional 
therapy.
Conclusion: A significant proportion of IBD patients use CAMs to man-
age the complicated and often systemic symptoms of IBD. The most fre-
quently used CAMs included nature-based therapies such followed by 
mind-body medicine. Given that CAMs are not officially regulated as 
medicinal therapies, their impact on conventional therapies is not en-
tirely clear and should be further studied. Multi-center surveys profiling 
the use of CAMs in IBD patients as well as other chronic disorders are 
warranted.
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Disease recurrence patterns in patients undergoing 
bowel resections for Crohn’s disease

M. Ahmed1, J. Chacko1, S. Zimerly1, A. Patel1

1University Hospitals Coventry and Warwickshire, Colorectal Surgery, 
Coventry, United Kingdom

Background: Despite numerous advances in the medical management 
of IBD, it is estimated that 70–90% of patients with Crohn’s disease 
require surgical intervention with a significant proportion requiring 
repeat surgery. There is evidence to suggest that biologic agents may 
reduce the incidence of disease recurrence and may delay progression 
to further surgery. We aim to compare disease progression in biologic-
naïve patients with patients on established biologic therapy
Methods: A retrospective single-centre UK study including patients who 
underwent primary Ileo-caecal resections for Crohn’s disease between 
01/01/2014 to 31/12/2019. Patients were classified according to the 
Montreal classification. Electronic case records used to obtain patient 
data. Disease recurrence was defined as active disease on radiological 
imaging or endoscopic visualisation up until 01/11/2021. Prophylactic 
treatment included medical therapy initiated postoperatively prior to 
disease recurrence.
Results: In total, 88 patients, with a median follow-up of 54 months 
(IQR: 1–104 months), were included (Table 1). Of these, 69 patients 
had been started on medical therapy prior to surgery and 21 had 
Biologic treatment. Nearly half of the patients (36/88) underwent emer-
gency resections (Table 2).
Postoperative prophylaxis was given to 28 patients (31.8%), of which 
8 were given Biologics. Patients who were smokers were more likely to 
be offered post-operative prophylaxis (55.56% vs 22.9%). 58 patients 
(65.9%) developed disease recurrence and 9 patients (15.5%) required 
further resections. Use of biologic therapy preoperatively was associ-
ated with an increased risk of requiring further resections (20.8% vs 
6.8% with alternative agents; OR: 3.684, p-value: 0.030). Biologics 
were continued postoperatively in 5/21 patients and none of these 
required further resections. Discontinuation of biologics postopera-
tively was associated with a higher risk of recurrence (68.75%) and 
further bowel resection (25%). Prophylactic use of biologics had an 
overall net preventive effect on disease recurrence compared to alterna-
tive agents (62.5% vs 89%; OR: 0.417).

Conclusion: Preoperative biologic therapy can be a marker of more 
severe disease at presentation and may indicate need for repeat resec-
tion. In addition, patients on biologic therapy preoperatively have sig-
nificantly worse outcomes if this is discontinued in the postoperative 
period.
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Rectal bleeding and stool frequency improvement 
with tofacitinib retreatment in patients with 
Ulcerative Colitis after treatment interruption: 
Results from OCTAVE Open
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P.M. Irving7

1Brigham and Women’s Hospital, Division of Gastroenterology- 
Hepatology and Endoscopy, Boston- MA, United States, 2Amsterdam 
University Medical Center, Department of Gastroenterology and 
Hepatology, Amsterdam, The Netherlands, 3Swedish Medical Center, 
Seattle- WA, United States, 4Federal University of São Paulo, Department 
of Gastroenterology, São Paulo, Brazil, 5Pfizer Inc, Collegeville- PA, 
United States, 6Pfizer Inc, New York- NY, United States, 7Guy’s and St 
Thomas’ Hospital, IBD Unit, London, United Kingdom



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i447

Background: Tofacitinib is an oral, small molecule JAK inhibitor for 
the treatment of ulcerative colitis (UC). Patients may require retreat-
ment following treatment interruption for reasons such as adverse 
events or pregnancy.1 In the tofacitinib UC clinical programme, patients 
who responded to tofacitinib 10 mg BID during induction, and expe-
rienced treatment failure whilst receiving placebo during maintenance 
(OCTAVE Sustain) and subsequently received tofacitinib 10 mg BID 
in the open-label, long-term extension (OLE) study (OCTAVE Open; 
NCT01470612), comprised the retreatment subpopulation. The effi-
cacy and safety of tofacitinib in the retreatment subpopulation have 
previously been reported.1 Here, we evaluated patient-reported out-
comes to assess rectal bleeding and stool frequency improvement in the 
retreatment subpopulation in OCTAVE Open.
Methods: The following efficacy endpoints based on the Mayo sub-
scores were analysed in the overall retreatment subpopulation and 
by prior tumour necrosis factor inhibitor (TNFi) failure status: rectal 
bleeding improvement (≥1 point decrease in rectal bleeding subscore 
[RBS] from OLE study baseline), and stool frequency improvement 
(≥1 point decrease in stool frequency subscore [SFS] from OLE study 
baseline), up to Month (M)6 in the OLE study (full analysis set, non-
responder imputation). Changes from baseline in partial Mayo score 
(PMS), RBS and SFS at M1, by M2 clinical response status, were also 
analysed (as observed).
Results: In OCTAVE Open, 101 patients were included in the retreat-
ment subpopulation, of which 46 (45.5%) had prior TNFi failure. 
Overall, at M1 and M6 of OCTAVE Open, 83.2% and 76.2% of 
patients had rectal bleeding improvement, respectively (Figure 1). 
Corresponding values for stool frequency improvement were 70.3% 
and 75.2%. At most time points, rates of rectal bleeding and stool fre-
quency improvements were similar in patients with and without prior 
TNFi failure. Mean decrease from baseline in PMS, RBS and SFS at 
M1 was similar in patients with and without a clinical response at M2 
(Figure 2).
Conclusion: In this post hoc analysis, in patients with UC who had 
loss of response after 8–52 weeks of treatment interruption, retreat-
ment with tofacitinib 10 mg BID resulted in rectal bleeding and stool 
frequency improvement in the majority of patients by M1, which was 
maintained to M6, regardless of prior TNFi failure status.
Reference
1. Panés J et al. J Crohns Colitis 2021. Epub ahead of print.
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The role of proactive measurement of adalimumab 
trough levels and antibodies to adalimumab in 
Greek patients with Inflammatory Bowel Disease

E. Orfanoudaki*1, M. Gazouli2, E. Theodoraki1, 
K. Foteinogiannopoulou1, N.P. Andreou2, I.E. Koutroubakis1

1University Hospital of Heraklion- Medical School- University of Crete, 
Gastroenterology, Heraklion Crete, Greece, 2Medical School- National 
and Kapodistrian University of Athens- Greece, Department of Basic 
Medical Sciences- Laboratory of Biology, Athens, Greece

Background: Therapeutic drug monitoring (TDM) of adalimumab 
trough levels (ADA-TLs) and antibodies to adalimumab (ADA-Abs) in 
patients with inflammatory bowel disease (IBD) is usually performed in 
a reactive setting when the disease flares. There is not enough evidence 
in favor of proactive TDM in these patients.
Methods: We aimed to evaluate the role of proactive measurement of 
ADA-TLs and ADA-Abs in IBD patients under treatment with adali-
mumab. Consecutive IBD patients on maintenance treatment with 
ADA, were included. ADA-TLs and Abs were measured using ELISA 
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(Immunoguide, Aybayteche, Turkey) on serum samples drawn before 
ADA administration. At the same time serum biomarkers [Erythrocyte 
sedimentation rate (ESR), C-reactive protein (CRP), white blood cells 
(WBC), hemoglobin (Hgb), platelets (PLT)] as well as home-based fecal 
calprotectin (FC) ±3 months from blood sampling were assessed. After 
the measurements patients were followed and treatment changes made 
were recorded.
Results: A total of 52 patients receiving ADA maintenance therapy [48 
CD, 4 UC, 31 males, mean age (±SD) 42.1±12.6 years, 8 on combin-
ation therapy with immunomodulators (IMMs), 23 under intensified 
dose (either 40mg/w or 80mg/2w)] were included. Median (IQR) time 
since ADA initiation was 31 (17.5–38.5) months and median value 
(IQR) of serum ADA-TLs was 8.24  μg/ml (3.32–10.02). Five out 
52 (9.6%) were positive for ATIs (>3 AU/ml). Patients with positive 
Abs had median (IQR) ADA-TLs 0.41 μg/ml (0.10–0.71) statistically 
lower compared to those with negative Abs [8.86μg/ml (5.6–10.0) 
(p=0.0004)]. The correlations of ADA-TLs with disease characteris-
tics, treatment and biomarkers in IBD patients are presented in Table 
1. Elevated CRP was negatively associated with ADA-TLs. No other 
significant correlations were observed except a trend towards signifi-
cance for body mass index (BMI) and ADA treatment duration (both 
p=0.09). After a median (IQR) follow up of 15 (11.5–16) months treat-
ment optimization became necessary in 4 patients (8%) [adalimumab 
dose intensification in 2, change to a clinical trial medication in 1 and 1 
underwent surgery] who initially had significantly lower ADA-TLs than 
the rest patients [median (IQR) ADA-TLs 0.51μg/ml (0.26-5.09-10.04) 
vs 8.62 (4.48–10.04); p=0.0362].

Conclusion: Proactive measurement of ADA-TLs and Abs in patients 
under maintenance treatment with adalimumab may be worth using 
along with other parameters in the management of IBD patients. 
Additional long term research in larger populations focused on the op-
timal use of proactive TDM is needed.
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Trends in medication use and treatment patterns 
in Chinese patients with Inflammatory Bowel 
Diseases: A multicenter cohort study from 1999 to 
2020

L. Yao*1, B. Shao1, Q. Cao1

1Sir Run Run Shaw Hospital- College of Medicine Zhejiang University, 
Department of Gastroenterology, Hangzhou, China

Background: The temporal changes in medication use and therapeutic 
paradigm in patients with Inflammatory bowel disease (IBD) have not 
been well elucidated in China over the past two decades. Therefore, we 
aimed to identify the temporal changes in medication use and treat-
ment patterns for Chinese patients with IBD and to evaluate the factors 
associated with initial drug strategies.
Methods: A multicenter retrospective cohort study was conducted 
among Chinese patients newly diagnosed with Crohn’s disease (CD) 
and ulcerative colitis (UC) from January 1999 to December 2019. 
Medication utilization, treatment patterns, and associated factors with 
initial drug strategies were investigated.
Results: Prescriptions of 5-aminosalicylates (ASA) and corticoster-
oids (CS) gradually decreased, whereas prescriptions of immunosup-
pressants (IMS) and infliximab (IFX) increased in patients with CD. 
Except for stable prescriptions of ASA and CS, IMS and IFX increased 
since 2007 in patients with UC. Subgroup (N=957) analyses revealed 
that treatment patterns went through notable changes from ASA to 
IMS or IFX in patients with CD, while ASA and CS were still steadily 
prescribed in patients with UC. Logistic regression analyses revealed 
that perianal and gastrointestinal surgeries before diagnosis, disease 
behavior, and disease location were associated with different initial 
therapeutic strategies in patients with CD. However, medications be-
fore diagnosis, disease location, and diagnostic year might affect initial 
strategies in patients with UC.
Conclusion: Parallel to increasing uses of IMS and IFX in IBD over 
past two decades, a significant decrease in uses of ASA and CS were 
observed in CD, but not in UC. Treatment strategies analyses provided 
a unique insight in understanding long-term therapeutic patterns in the 
Chinese population.

P480
Comparison of executive functioning profiles 
among adults with Crohn’s disease and Ulcerative 
colitis

D. Zelnik Yovel1, S. Meyer2, V. Richter1, H. Shirin1, E. Broide*1

1Shamir Medical center, Gastroenterology, Zerifin, Israel, 2Ariel 
University, Faculty of Health Sciences, Ariel, Israel

Background: Psychological factors that influence inflammatory bowel 
disease (IBD) outcome can impact patients’ ability to cope and aid the 
management of the disease. Executive functions (EFs) are cognitive pro-
cesses, which enable the achievement of selected goals and overcoming 
new challenges. The role of EFs in the management of IBD is still not 
fully understood.
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We assess the EFs in IBD patients and compare EFs between patients 
with Crohn’s disease (CD) and ulcerative colitis (UC).
Methods: An anonymous online survey, including demographic, clin-
ical data and the validated self-report BRIEF-A questionnaire, was 
sent to adult IBD patients. BRIEF-A score above 65 is considered an 
impaired EF. Logistic regression was used to study the association be-
tween disease type (UC vs CD) and suspected EF deficits, while control-
ling for potential cofounders by use of a propensity score.
Results: 148 IBD patients (34% UC) with mean age of 31.5 years old 
(50% females) were included. BRIEF-A scale and index scores were 
within the normal range (<65). Most of the scores were significantly 
better in CD than UC patients: shift (57.9 vs 52.7, p=0.015), monitor 
(50.54 vs 46.24, p=0.029), working memory (57.83 vs 52.18, p=0.03), 
plan (54.97 vs 49.2, p=0.005), organization of materials (52.95 vs 
48.98, p=0.019). CD patients had a better Global Executive Composite 
(59.27 vs 53.7, p=0.008).
Conclusion: IBD patients in the study had normal EF profiles assessed 
by the BRIEF-A questionnaire. However, UC and CD patients pre-
sented different executive profiles. Understanding these differences can 
enable interventions that may improve patient’s quality of life.
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Profile of elderly patients in which biological drugs 
are used for the treatment of inflammatory bowel 
disease
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Madrid, Spain, 8Hospital Universitario Burgos, Gastroenterology, 
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Valladolid, Spain, 11Hospital del Mar, Gastroenterology, Barcelona, 
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Spain, 13Hospital universitario de Canarias, Gastroenterology, 
Santa Cruz de Tenerife, Spain, 14Hospital Universitario Parc Taulli 
Sabadel, Gastroenterology, Barcelona, Spain, 15Hospital Infanta 
Leonor, Gastroenterology, Madrid, Spain, 16Hospital Arnau de 
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Spain, 22Hospital Universitario Marqués de Valdecilla. IDIVAL, 
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Baleares, Spain, 38Hospital Garcia Orcoyen- Estella, Gastroenterology, 
Navarra, Spain, 39Hospital Germans Trias i Pujol-, Gastroenterology, 
Badalona., Spain, 40Hospital Universitario Clínico de Santiago, 
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Background: The use of biological drugs for the treatment of IBD 
in elderly patients is becoming more frequent in our environment. 
However, given the greater risk of these patients to develop related ad-
verse effects, the profile of the patients in whom it is applied and the 
type of drug to choose, has not been established.
Methods: Patients have been retrospectively included with established 
diagnosis of IBD UC, CD or indeterminate colitis (IC) by usual crite-
ria (clinical, laboratory, endoscopic, radiological and / or histological) 
65  years at the time of initiating biological treatment (Infliximab, 
Adalimumab, Golimumab, Ustekinumab or Vedolizumab) and that 
they have received at least the induction doses. Variables correspond-
ing to the baseline characteristics of the patients have been collected, 
as well as data referring to the characteristics of IBD that have been 
considered relevant for the study. We calculated the comorbidity of the 
patients using the Charlston index The statistical analysis was com-
pleted using Stata 15.0. For continuous variables, after checking the 
normality of the distribution, were compared using t Student and cat-
egorical variables chi2 test for proportions
Results: 1090 biological treatments started in patients aged 65 years 
or older have been retrospectively included. The baseline charac-
teristics are summarized in TABLE 1 and those related to his IBD 
in TABLE 2.most used treatments in order of frequency were: 
Infliximab (377, 34.8%), Adalimumab(311, 28.7%),Golimumab 
(28, 2.6%), Ustekinumab (157, 14.5%) and Vedolizumab (209, 
19.3%). It should be noted that most of the patients had mono-
therapy treatment, finding only 27.7% (299 patients) combined 
with immunosuppressants (IMS) (thiopurines in 72.9% of cases). 
Identify 705 patients (64.8%) had a Charlston score = <1 (absence 
of comorbidity), 219 patients (20.13%) 2 points (low comorbidity) 
and 164 (15.07%) score => 3 points (high comorbidity). It was ob-
jective that the choice of the type of biological could be conditioned 
by the presence of comorbidity, presenting 22% of the patients (66 
cases) who opted for Ustekinumab / vedolizumab high comorbidity 
versus 15% of patients with antiTNF (98 cases) with high comorbid-
ity. (p = 0.012). It was investigated whether the antecedent of neo-
plasia influenced the choice of biological treatment, finding that 47% 
of the cases (72 patients) opted for antiTNF and in 53% (80 patients) 
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by ustekinumab / vedolizumab, these differences being statistically 
significant(p <0.0001)
Conclusion: In our experience, biological drugs with different thera-
peutic targets are used in elderly patients, generally in non-frail patients.
The use of more specific treatments(ustekinumab, vedolizumab)is pre-
ferred in those with greater associated comorbidity

P482
Pre-screening IBD patients starting biologic 
therapies, a positive single centre quality 
improvement project

J. Colclough*1, M. Ali2, N. Shami2, L. Aitchison2, A. Hurst2, 
H. Shams-Khan2

1Wirral University Teaching Hospital, Gastroenterology, Liverpool, 
United Kingdom, 2Southport and Ormskirk NHS trust, Gastroenterology, 
Soutport, United Kingdom

Background: Biologic therapies have revolutionised the management of 
IBD however their use can be associated with opportunistic infections 
and malignancy. BSG guidance1 outlines the necessary pre-screening 
investigations required before starting these treatments. We assessed 
our compliance with these guidelines before and after implementing a 
proforma led SOP to evaluate whether there was any improvement in 
clinical practice.
Methods: A pre-screening checklist proforma was created for all IBD 
patients starting biologic therapies at Southport and Ormskirk hos-
pital and compliance with BSG guidelines was measured before and 
after its implementation. Data was collected retrospectively using 
electronic patient records over two 12-month cycles; pre-implemen-
tation (Nov 2018 – Oct 2019) and post-implementation (Feb 2020 – 
Jan 2021).
Results: 31 patients (42% female, median age 48, range 19–84) were 
started on biologics before the checklist was implemented and 25 
after (40% female, median age 40, range 17–73). Compliance with 
screening tests for baseline bloods and infections improved from 
58.1% to 100%, with the largest improvements in Hep B and TB. 
See figure  1. Checking patient’s vaccination history improved from 
0% to 88% and adequate cervical screening improved from 3.2% to 
66.7%. Overall, 80% of patients met full BSG pre-screening guide-
lines following implementation of the proforma, compared to 0% 
prior to this.

Conclusion: The use of a pre-screening checklist has drastically 
improved the pre-screening process from 0% compliance to 88%, 
therefore improving patient safety prior to starting biologic thera-
pies. This data compares favourably with national audit data where 
only 60% of patients had adequate pre-screening2. It has allowed us 
to standardise care to screen for contraindications to treatment, es-
pecially opportunistic infections. There is still room for improvement 
when assessing patients’ vaccination and cervical screening histories, 

however these rely on documentation of the discussion in notes and 
may underestimate the number of patients receiving this advice.
Overall we have shown a dramatic improvement in the quality of our 
care and therefore patient safety. We will continue to use the checklist 
as well as educating staff within the hospital about the importance of 
pre-screening before starting patients on biologic therapies.
References
1. Lamb CA, et  al. British Society of Gastroenterology consensus 

guidelines on the management of inflammatory bowel disease in 
adults. Gut 2019;68:s1-s106.

2. Arnott I, et al. 2016. National clinical audit of biological therapies.  
Royal College of Physicians. https://www.rcplondon.ac.uk/projects/ 
outputs/national-clinical-audit-biological-therapies-annual-
report-2016.
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Patient-reported quality of life, anxiety, and 
depression associated with switching originator 
infliximab to biosimilar

T.E. Ritter*1, S.A. Mehta2, L.J. Van Anglen2

1GI Alliance, Research and Education, Southlake- TX, United States, 
2Healix Infusion Therapy, Clinical Research, Sugar Land- TX, United 
States

Background: Non-medical switching from biologics to biosimilars is 
becoming increasingly common. Previous studies have demonstrated 
efficacy and safety of switching originator to biosimilar infliximab 
in inflammatory bowel disease (IBD) patients. Limited data exist on 
patient-reported quality of life (QOL) and possible emotional duress 
associated with these switches. The purpose of this study was to de-
scribe the impact of non-medical switches to infliximab biosimilars on 
QOL, anxiety, and depression.
Methods: This was a retrospective review of all IBD patients switched 
from originator to infliximab biosimilar at a large multicenter gastro-
enterology private practise in Texas. Patients were asked to complete 
standardised questionnaires on a quarterly basis beginning 3/2021, con-
current with large US payor policy changes mandating non-medical bio-
similar switches. The Short Inflammatory Bowel Disease Questionnaire 
(SIBDQ) was used to assess disease-specific QOL. The Hospital Anxiety 
and Depression Scale (HADS) was used to determine anxiety and de-
pression. All questionnaires through 10/2021 were collected and desig-
nated as “pre” or “post” based on the date of the patient’s non-medical 
switch to infliximab biosimilar. Wilcoxon rank sum test was used to 
compare scores. We also performed subset analyses on patients with 
both “pre” and “post” questionnaires with paired t-test.
Results: From 3/2021 to 10/2021, a total of 81 questionnaires were 
submitted by 54 patients who underwent non-medical switches to an 
infliximab biosimilar. 30 questionnaires were submitted prior to (“pre”) 
and 51 questionnaires were submitted after (“post”) the non-medical 
switch. Median “pre” SIBDQ score was 58 (IQR 53–63). Median “pre” 
HADS-Anxiety and HADS-Depression score were 3.5 (IQR 1–6) and 1 
(IQR 0–5), respectively. As shown in Figure 1, “post” scores were un-
changed [SIBDQ 59 (IQR 54–63); HADS-Anxiety 3 (IQR 1–7); HADS-
Depression 2 (IQR 1–4)]. Subset analyses included 14 patients who 
submitted both “pre” and “post” questionnaires. Similarly, no signifi-
cant changes were observed [Figure 2].
Conclusion: Non-medical switches to infliximab biosimilar did not 
affect QOL or mental health. To our knowledge, this is the first bio-
similar switch study to incorporate anxiety and depression measures. 
These relationships should continue to be assessed.
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P484
Do vedolizumab trough levels predict response 
to consecutive therapy in Inflammatory Bowel 
Disease?

A. Levartovsky*1, I. Cohen1, C.M. Abitbol1, M. Yavzori1, E. Fudim1, 
O. Picard1, U. Kopylov1, S. Ben-Horin1, B. Ungar1

1Sheba Medical center, Department of Gastroenterology, Tel Hashomer, 
Israel

Background: Vedolizumab trough serum levels have been associated 
with clinical and endoscopic response in patients with inflammatory 
bowel disease (IBD), albeit findings have not been conclusive. A  re-
cent study demonstrated that higher trough vedolizumab levels before 
therapy escalation predict optimal outcome. Our aim was to identify 
whether vedolizumab trough levels predict outcome of consecutive bio-
logic or immunomodulatory therapy.
Methods: This retrospective study included IBD patients consecutively 
receiving vedolizumab therapy between November 2014 and June 
2021 at Sheba Medical Center. Only patients who lost response to ved-
olizumab therapy, and had available trough levels prior to therapy ces-
sation were included. Clinical and endoscopic scores, as well as drug 
retention, were recorded at 6 and 12 months post switching therapy.
Results: Overall, 66 IBD patients (36 CD, 30 UC) who lost response 
to vedolizumab therapy were included. They were treated with vedoli-
zumab for a median of 47 weeks (IQR 31–85). Seventy-two percent of 
patients (48/66) were priorly treated with anti-TNF therapy (infliximab 
or adalimumab). After vedolizumab cessation, 66.7% of patients were 
switched to biologic therapy. These included 25.8% (17/66) to usteki-
numab, 22.7% (15/66) to infliximab, 7.6% (5/66) to adalimumab, 
6.1% (4/66) to certolizumab and 4.5% (3/66) to golimumab. The 
remaining 33.3% of patients switched to tofacitinib (10.6%), 5-ASA 

derivates or immunomodulator monotherapy (12.1%) or to a study 
therapy protocol (10.6%).
Median vedolizumab trough levels at therapy cessation were 32.25 μg/
ml (IQR 12.8–61.4). Trough drug levels at therapy cessation were not 
associated with retention of biological or immunomodulatory therapy 
at 6 months [median 29.1 μg/ml (IQR 12.4–57.6) vs 33.8 μg/ml (IQR 
27.9–58), p = 0.43] and at 12 months [median, 38.2 μg/ml (IQR 14.5–
76.3) vs 30.1 μg/ml (IQR 11.5–45), p = 0.57] for patients who retained 
consecutive therapy versus those who did not.
Conclusion: Vedolizumab trough serum levels before therapy cessation 
due to loss of response do not predict retention of consecutive therapy.

P485
Apolipoprotein C3 is Downregulated in Patients 
with Inflammatory Bowel Disease

A. Hernandez Camba1, M. Carrillo Palau2, L. Ramos2, I. Alonso2, 
M. Vela1, A. Hernández2, L. Arranz1, N. Hernández2,  
M. Hernández-Guerra2, I. Ferráz3, ATEROEII
1Hosp. Universitario Nuestra Señora de la Candelaria, Department 
of Gastroenterology, Santa Cruz de Tenerife, Spain, 2Hospital 
Universitario de Canarias, Gastroenterology, La Laguna, Spain, 
3Hospital Universitario de Canarias, Reumatology, La Laguna, Spain

Background: Inflammatory bowel disease (IBD) has been associated 
with an abnormal lipid profile. Apolipoprotein C3 (ApoC3) is a key 
molecule of triglycerides metabolism that is known to be related to 
inflammation and cardiovascular (CV) disease. In the present study, 
we aim to study if ApoC3 serum levels differ between patients with 
IBD and controls, and if the hypothetical disturbance of ApoC3 can be 
explained by IBD characteristics.
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Methods: Cross-sectional study that included 405 individuals, 
197 patients with IBD and 208 age- and sex-matched controls. ApoC3 
and standard lipid profiles were assessed in patients and controls. 
A  multivariable analysis was performed to analyze whether ApoC3 
serum levels were altered in IBD and to study their relationship to IBD 
characteristics.
Results: After fully multivariable analysis including CV risk factors, 
use of statins, and changes in the lipid profile caused by the disease it-
self, patients with IBD showed significant lower serum levels of ApoC3 
(beta coef. -1.6 [95%CI -2.5- -0.7] mg/dl, p=0.001). Despite this, in-
flammatory markers, disease phenotypes or disease activity of IBD were 
not found to be responsible for this downregulation.
Conclusion: Apolipoprotein C3 is downregulated in patients with IBD.

P486
Treatment-emergent COVID-19 infections in 
ozanimod ulcerative colitis and multiple sclerosis 
clinical trials

R. Ungaro1, C.A. Siegel2, B.A.C. Cree3, K.W. Selmaj4,6, H.A. Ahmad5, 
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New York, United States, 2Dartmouth-Hitchcock Medical Center, 
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Background: Ozanimod, a sphingosine 1-phosphate (S1P) receptor 
S1P1 and S1P5 modulator, is approved in the United States for moder-
ately to severely active ulcerative colitis (UC) and in multiple countries 
for relapsing multiple sclerosis (MS). We describe COVID-19 outcomes 
in ozanimod-treated UC or MS patients (pts) in active phase 3 open-
label extension (OLE) studies.
Methods: A database search identified COVID-19 infection reports in 
ozanimod-treated pts with UC in the True North OLE and MS in the 
DAYBREAK OLE. The analysis period was November 1, 2019 to either 
August 31, 2021 (UC) or May 10, 2021 (MS). The last COVID-19 
event from all pts with ≥1 event was analyzed.
Results: Among 2792 ozanimod-treated pts with UC or MS, 258 devel-
oped COVID-19 (confirmed: 215); thus, the incidence in these clinical trial 
settings was 9.2% during the analysis periods. Most pts with confirmed 

cases (193/215 [89.8%]) had nonserious infections not requiring hospital-
ization or meeting other International Conference on Harmonisation crite-
ria for a serious event. Of 611 ozanimod-treated pts with UC, 68 (11.1%) 
developed COVID-19 (confirmed: 55; Fig 1). A majority of UC pts with 
confirmed cases (45/55 [81.8%]) had nonserious COVID-19; most (54/55 
[98.2%]) recovered (2 with sequalae) and 1 was recovering at data cutoff. 
One UC pt with confirmed COVID-19 discontinued ozanimod (1.8%), 
23 temporarily interrupted it (41.8%), and 31 had no change to treat-
ment (56.4%). No COVID-19‒related deaths were reported in UC pts. 
Of 2181 ozanimod-treated pts with MS, 190 (8.7%) developed COVID-
19 (confirmed: 160; Fig 2). Most MS pts with confirmed COVID-19 
(148/160 [92.5%]) had nonserious cases; most (158/160 [98.8%]) recov-
ered (5 with sequelae) (Fig 1). No MS pts with confirmed cases discon-
tinued ozanimod, 61 temporarily interrupted it (38.1%), and 99 had no 
change to treatment (61.9%). Outcomes in 13 additional UC pts (Fig 1) 
and 30 additional MS pts (Fig 2) with suspected COVID-19 were similar 
to those with confirmed cases. There were 3 COVID-19‒related deaths in 
the MS program. One pt died from a presumed pulmonary embolism; this 
pt had received high-dose corticosteroids for MS relapse immediately be-
fore COVID-19 symptom onset. Another pt died from suspected COVID-
19‒related respiratory failure. One tetraplegic, cachectic pt died from a 
lung abscess following COVID-19 infection.
Conclusion: In the UC and MS OLE studies, most pts with confirmed 
COVID-19 had nonserious infections, recovered, and did not require 
ozanimod discontinuation. There were 3 deaths in MS patients (case-
fatality rate 1.6% in MS, 1.2% overall).

P487
Surgery due to inflammatory bowel disease during 
pregnancy: mothers and offspring outcomes 
(SCAR Study)

M. Chaparro*1, M. Aguas2, M. Livne3, P. Rivière4, A. Bar-Gil Shitrit5, 
P. Myrelid6, M. Arroyo7, M. Barreiro-de Acosta8, M. Bautista9, 
L. Biancone10, I.A. Biron5, T. Boysen11, D. Carpio12, B. Castro13, 
G. Dragoni14, P. Ellul15, S.D. Holubar16, M.Á. de Jorge17, E. Leo18, 
N. Manceñido19, A. Moens20, P. Ramírez de la Piscina21, P. Ricanek22, 
L. Sebkona23, L. Sempere24, N. Teich25, J.P. Gisbert1, M. Julsgaard26, on 
behalf of the ECCO CONFER taskforce
1Hospital Universitario de La Princesa- Instituto de Investigación 
Sanitaria Princesa IIS-IP- Universidad Autónoma de Madrid- 
and Centro de Investigación Biomédica en Red de Enfermedades 
Hepáticas y Digestivas CIBERehd, Gastroenterology Unit, Madrid, 

Abstract P486



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i453

Spain, 2Hospital Universitario y Politécnico La Fe and CIBERehd, 
Gastroenterology Unit, Valencia, Spain, 3Sheba Medical Center, 
Gastroenterology Unit, Tel Hashomer, Israel, 4Bordeaux University 
Hospitals, Gastroenterology Unit, Bordeaux, France, 5Shaare Zedek 
Medical Center, Gastroenterology Unit, Jerusalem, Israel, 6Linköping 
University Hospital and Department of Biomedical and Clinical 
Sciences- Linköping University, Surgery, Linköping, Sweden, 7Hospital 
Clínico Universitario Lozano Blesa- CIBERehd and IIS Aragón, 
Gastroenterology Unit, Zaragoza, Spain, 8Complejo Hospitalario 
Universitario de Santiago, Gastroenterology Unit, Santiago de 
Compostela, Spain, 9Hospital Joan XXIII, Gastroenterology 
Unit, Tarragona, Spain, 10University of Rome “Tor Vergata”, 
Gastroenterology Unit, Rome, Italy, 11Hvidovre University Hospital, 
Gastroenterology Unit, Hvidovre, Denmark, 12Complexo Hospitalario 
Universitario de Pontevedra- Instituto de Investigación Sanitaria Galicia 
Sur, Gastroenterology Unit, Pontevedra, Spain, 13Hospital Universitario 
Marqués de Valdecilla and IDIVAL, Gastroenterology Unit, Santander, 
Spain, 14Careggi University Hospital, Gastroenterology Unit, Florence, 
Italy, 15Mater Dei Hospital, Gastroenterology Unit, Msida, Malta, 
16Cleveland Clinic Foundation, Gastroenterology Unit, Cleveland, 
United States, 17Hospital de Cabueñes, Gastroenterology Unit, Gijón, 
Spain, 18Hospital Universitario Virgen del Rocío, Gastroenterology Unit, 
Sevilla, Spain, 19Hospital Universitario Infanta Sofía, Gastroenterology 
Unit, San Sebastián de los Reyes, Spain, 20University hospitals Leuven, 
Gastroenterology Unit, Leuven, Belgium, 21Hospital Universitario 
de Araba sede Txagorritxu y sede Santiago, Gastroenterology Unit, 
Álava, Spain, 22Akershus universitetssykehus, Gastroenterology Unit, 
Ski, Norway, 23Azieda Opedaliera Pluguiese-Ciaccio, Gastroenterology 
Unit, Catanzaro, Italy, 24Hospital General Universitario de Alicante 
and CIBERehd, Gastroenterology Unit, Alicante, Spain, 25Practice for 
internal medicine, Gastroenterology Unit, Leipzig, Germany, 26Aarhus 
University Hospital, Gastroenterology Unit, Aarhus, Denmark

Background: Data on the outcomes of surgery due to IBD in pregnant 
patients is scarce, and primarily dates back more than 3 decades ago. 
Primary aim: to evaluate the evolution of pregnancies and offspring 
after surgery due to IBD. Secondary aims: to describe the indications for 
surgery, the surgical techniques used, and the frequency of caesarean 
section concomitant to surgery for IBD

Methods: SCAR is a retrospective, multicenter study approved by 
ECCO COllaborative Network For Exceptionally Rare Case Reports 
(CONFER). Patients operated on due to IBD during pregnancy after 1998 
(first biologic agent approved) were included. Data on patients’ demo-
graphics, IBD characteristics, medical treatments, IBD activity, pregnancy 
outcomes, surgery, delivery, foetal and maternal outcomes, were recorded
Results: 44 IBD patients were included (figure 1), all singleton pregnan-
cies. Seven patients (16%) were diagnosed with IBD during pregnancy, 
75% had Crohn’s disease (51% fistulizing behavior), and 23% had 
ulcerative colitis. 34% had previously undergone surgery due to IBD. 
Several complementary examinations were performed during preg-
nancy without complications (figure 2)
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Patients were being administered the following medications: corti-
costeroids (61%), biologicals (57%), thiopurines (23%) with 20% 
being on biologics and thiopurines. 93% of surgeries were performed 
in University hospitals, (2nd Trimester: 55%; 3rd trimester: 27%) with 
77% of them being urgent surgeries (figure 3)

One patient had hemoperitoneum during surgery, and 27% had postsur-
gical complications. No woman died. 62.5% of deliveries were induced 
(figure 4), 70% of them by C-section, with 51% of mothers having a pro-
longed hospitalization. There were 40 newborns alive and 4 miscarriages/
stillbirths (1 in the 1st, 2 in the 2nd, and 1 in the 3rd trimester): 2 occurred 
during surgery and 2 occurred 2 weeks after surgery. 14% of the surgeries 
during the 2nd trimester and 64% of those in the 3rd trimester ended up 
with a simultaneous C-section or delivery. Of the 40 newborns alive, there 
were 9 healthy (24%), 61% premature, and 47% with low birth weight. 
A total of 42% of newborns needed hospitalization (25% in the intensive 
care unit, mainly due to respiratory distress)

Conclusion: The need for surgery for IBD during pregnancy remains 
an extremely serious situation. Maternal and foetal mortality are 
lower than previously described, most likely due to better supporting 
care. However, even in the current years, 30% of the mothers and 
80% of newborns have complications, and 25% of the offspring need 
admission to the intensive care unit. Therefore, surgical management 
should be performed by a multidisciplinary team, involving gastroen-
terologists, colorectal surgeons, obstetricians and neonatal specialists.

P488
Trends in corticosteroid (CS) use over time 
and following diagnosis in patients with 
Inflammatory Bowel Disease (IBD), using  
IBM® MarketScan®

T. Raine*1, G.Y. Melmed2, T. Finney-Hayward3, R. Clark4, 
J.C. Chapman5, L. Targownik6, J. Burisch7, O. Olen8

1Addenbrooke’s Hospital- Cambridge University Hospitals, 
Department of Gastroenterology, Cambridge, United Kingdom, 
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United States, 3AbbVie Ltd., Gastroenterology, Maidenhead, United 
Kingdom, 4AbbVie Inc., Research and Development, North Chicago, 
United States, 5Texas Digestive Disease Consultants, Gastroenterology, 
Baton Rouge, United States, 6Mount Sinai Hospital- University of 
Toronto, Division of Gastroenterology and Hepatology, Toronto- 
Ontario, Canada, 7Hvidovre University Hospital, Gastrounit- Medical 
Division, Hvidovre, Denmark, 8Karolinska Institutet, Department of 
Medicine, Stockholm, Sweden

Background: As part of the IBD-DICE (Determinants, Incidence and 
Consequences of CS Excess) collaborative research programme, this 
study examined rates of CS use and excess use in patients with IBD 
over time and after initial diagnosis.
Methods: Using IBM® MarketScan®, a representative claims database 
including details of >200 million individuals annually in the United 
States (US), we conducted a retrospective analysis of CS use from 2007 
to 2018 in adult patients with IBD. Patients with conditions commonly 
associated with high levels of CS use (other than IBD) were excluded. 
CS use and excess were examined over calendar time in all patients 
(prevalent cohort), and in relation to the time of first IBD diagnosis 
in a newly diagnosed subset (incident cohort). Both a restrictive and a 
broader definition of CS use were examined. The restrictive definition 
only included claims for oral budesonide or prednisolone/prednisone 
with a pre-defined minimum daily equivalent dose of ≥17.5 mg, based 
on a typical tapering CS prescription for IBD. Under the broader defin-
ition, CS use was considered as any claim for oral prednisolone, pred-
nisone, budesonide or methylprednisolone. Excess CS use was defined 
as either ≥2 CS courses in a 12-month period or ≥3 months of con-
tinuous CS use.
Results: The prevalent cohort (restrictive definition) included a 
total of 338,837 patients with 1,051,213 observation years. Rates 
of CS use ranged from 23.7% in 2007 to 19.3% in 2009 and pla-
teaued in subsequent years (18.4%–21.1%). Rates of CS excess 
were higher from 2007 to 2009 (8.9%–11.5%) than in later years, 
and remained relatively stable from 2010 to 2018 (7.9%–8.6%). 
Similar patterns were seen with the broad definition of CS use, with 
CS excess rates of 15.2% in 2007 and 10.9%–11.8% from 2010 
to 2018 (Figure 1). The incident cohort included 106,875 patients 
with 320,295 observation years. CS use was highest in the first year 
after diagnosis (24.2% and 29.4% with the restrictive and broad 
definitions, respectively) and decreased and plateaued by the second 
year after diagnosis (range: 10.8%–14.8% and 16.8%–21.0%, re-
spectively). Similarly, CS excess was highest in the first year after 
diagnosis (11.7% and 14.6% with the restrictive and broad defini-
tions, respectively) and decreased and levelled off by the second year 
after diagnosis (range: 3.6%–6.2% and 5.6%–8.6%, respectively) 
(Figure 2).
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Conclusion: Despite advances in IBD treatment over the past decade 
and the adverse effects associated with CS, use of CS has not decreased 
substantially in the US in recent years. Levels of CS excess remain a 
concern, and may represent an opportunity for more optimised treat-
ment and education, especially for newly diagnosed patients.

P489
Temporal trends of colectomy for ulcerative colitis 
in the multi-drug era; a population based cohort 
study

P. Jenkinson*1, N. Plevris1, M. Lyons1, B. Gros1, L. Derikx1, 
N. Constantine-Cooke1, G. Jones1, C. Lees1

1Edinburgh IBD Unit, Edinburgh IBD Unit, Edinburgh, United 
Kingdom

Background: We are now in the multi-drug era for ulcerative colitis 
(UC). The use of advanced therapies for UC has dramatically increased 
over the last 6  years. NICE approvals of anti-TNF and anti-α4β7 
therapy (both in 2015)  were followed by IL12/23 (2019) and janus 
kinase inhibitors (2020). The aim of this study was to describe the im-
pact of this change in patterns of advanced therapy prescribing on col-
ectomy rates for UC within a well defined population-based cohort.
Methods: The Lothian IBD registry (LIBDR) is a manually validated, 
prevalent dataset compiled through capture-recapture methodology 
(Jones et  al. 2018)  that is >95% complete for the 907,580 residents 
of NHS Lothian (mid-2019 population estimates). The LIBDR con-
tains measured prevalence between 2008–2018, estimated prevalence 
from 2018–2028 (derived from Autoregressive integrated moving 
average {ARIMA} modelling). All patients with a diagnosis of UC who 
underwent a colectomy in Lothian, Scotland between 01/01/2005 and 
31/102021 were identified by interrogating multiple clinical and ad-
ministrative databases. Linear and segmental regression analyses were 
used to identify the annual percentage change (APC) and temporal 
trends (statistical joinpoints) in colectomy rates.
Results: 485 patients underwent colectomy for UC between 2005 and 
October 2021 (Fig 1). Colectomy rates per 100 UC patients fell from 
1.47 colectomies in 2005 to 0.25 in 2021 (p=0.009). The colectomy 

APC decreased by 4.1% per year between 2005 and 2014 and 18.5% 
per year between 2014 and 2021 (Figure 2). Temporal trend analysis 
(2005–2021) identified a significant joinpoint in colectomy rates in 
2014 (p=0.009) (Figure 2).
Figure 1 Absolute number of colectomies for UC per year between 
2005–2021. Linear regression showing colectomy numbers (solid line) 
and 95% confidence intervals (dashed lines) constrained at 2014.
Figure 2, Colectomy rates per 100 UC patients from 2005–2021. 
Joinpoint regression separated at inflection point at 2014 (solid line).
Between 2005 and 2007, 0 / 100 patients undergoing colectomy 
received maintenance biologic treatment prior to the admission for col-
ectomy. Between 2019 and 2021, 19 / 33 (57.8%) patients received 
maintenance biologic therapy prior to colectomy (Figure 3).

Figure 3. Percentage of colectomy patients who had been treated with 
at least 1 maintenance biologic prior to surgery.
Conclusion: This population based cohort study has shown a signifi-
cant reduction in the rate of colectomy for UC that has coincided with 
the introduction of biologic medication. Whilst we cannot ascribe caus-
ality, within this study the timeline of falling colectomy rates closely 
parallels the rapid increase in the use of biologic medication.
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P490
Patients with inflammatory bowel disease should 
be vaccinated against pneumococcus and influenza 
despite immunosuppressive therapy

D. Dohos*1, K.E. Müller1, Z. Sipos2, S. Kiss2, F. Dembrovszky2, 
N. Kovács2, M. Solymár2, B. Erőss2, P. Hegyi2, P. Sarlós3

1Heim Pál National Children Hospital, Gastroenterology and 
Nephrology Department, Budapest, Hungary, 2University of Pécs, 
Institute for Translational Medicine, Pécs, Hungary, 3University of 
Pécs- Medical School, First Department of Medicine- Division of 
Gastroenterology, Pécs, Hungary

Background: Patients with inflammatory bowel disease (IBD) have a high 
risk for infection. Pneumonia related to influenza and pneumococcal in-
fection is one of the most common infection-related complication in IBD. 
Our aim was to evaluate the immunogenicity of pneumococcal and in-
fluenza vaccination in patients with IBD receiving different treatment.
Methods: We searched four databases for studies evaluating seropro-
tection and seroconversion rates after influenza or pneumococcal vac-
cination in IBD. In meta-analysis, odds ratios (OR) were calculated 
with 95% confidence intervals (CI).
Results: Twelve studies (1429 patients) were included in this meta-analysis. 
The seroconversion rate after pneumococcal vaccination was significantly 
lower in the immunosuppressed group and in the subgroup of patients 
with anti-TNF mono- or combination therapy compared to the non-
immunosuppressed patients (OR = 0.38, 95% CI: 0.23–0.62, OR = 0.28, 
95% CI: 0.15–0.53, and OR = 0.27, 95% CI: 0.15–0.49, p < 0.001, re-
spectively). Following influenza vaccination there was no significant 
difference in the seroprotection rate between immunosuppressed and non-
immunosuppressed patients (OR = 0.59, 95% CI: 0.34–1.03, p = 0.065). 
Seroprotection rate was not significantly reduced in patients with immu-
nomodulator compared to anti-TNF monotherapy or combination 
therapy (OR = 1.45, 95% CI: 0.62–3.38, p = 0.84 and OR = 0.91 95% 
CI: 0.37–2.22, p = 0.391, respectively). Following both vaccinations, the 
seroresponse was not significantly reduced in patients treated with immu-
nomodulator monotherapy compared to non-immunosuppressed patients.
Conclusion: Our results suggest that response rate is reduced in patients 
treated with anti-TNF therapy but not in patients treated with immu-
nomodulator monotherapy. Patients treated with immunosuppressive 
treatment should be vaccinated against pneumococcus and influenza 
despite immunosuppressive therapy.

P491
Efficacy and safety outcomes of long-term 
treatment with filgotinib 200 mg among patients 
with Ulcerative Colitis: An interim analysis of 
SELECTIONLTE

B.G. Feagan Senior Scientific Officer1,2, K. Matsuoka3, G. Rogler4, 
M. Faes5, A. Oortwijn6, A. de Haas6, C. Rudolph6, H. Patel5, 
L. Peyrin-Biroulet7

1Alimentiv, Inc., London- Ontario, Canada, 2London Health 
Sciences Centre- Western University, Division of Gastroenterology, 
London- Ontario, Canada, 3Toho University Sakura Medical Center, 
Department of Gastroenterology and Hepatology, Chiba, Japan, 
4University Hospital Zurich- University of Zurich, Department of 
Gastroenterology and Hepatology, Zurich, Switzerland, 5Galapagos, 
Nv, Mechelen, Belgium, 6Galapagos, Nv, Leiden, The Netherlands, 
7University Hospital of Nancy- University of Lorraine, Department of 
Gastroenterology, Vandoeuvre-lès-Nancy, France

Background: Filgotinib (FIL) is a once-daily, oral, Janus kinase 1 preferen-
tial inhibitor in development as an ulcerative colitis (UC) therapy. In the 

phase 2b/3 SELECTION trial, FIL 200 mg (FIL200) was well tolerated 
and effective in inducing and maintaining clinical remission vs placebo 
(PBO) in patients with UC.1 We assessed the efficacy and safety of contin-
ued FIL200 therapy in the SELECTION long-term extension (LTE) study.
Methods: The SELECTION programme comprised SELECTION 
(NCT02914522)1 and an ongoing LTE study, SELECTIONLTE 
(NCT02914535). Adults with moderately to severely active UC received 
induction (IND) FIL200 or FIL100 or PBO for 11 weeks in SELECTION. 
Patients in clinical remission or Mayo Clinic Score (MCS) response at 
week 10 (responders) could enter the 47-week Maintenance (MNT) 
Study. Patients who completed the SELECTION IND and MNT studies 
(completers), IND non-responders and patients with disease worsening 
during MNT could enter SELECTIONLTE. This interim analysis assessed 
the efficacy of open-label FIL200 among completers and non-responders 
in SELECTIONLTE up to LTE weeks 48 and 96, respectively. Partial MCS 
(pMCS) and achievement of the minimal clinically important difference 
(MCID) in total health-related quality of life (HRQoL) IBDQ score (≥16-
point increase vs baseline) were assessed over time. Exposure-adjusted 
incidence rates per 100 patient-years of exposure (PYE) of treatment-
emergent adverse events (TEAEs) and TEAEs of interest were assessed in 
patients treated with open-label FIL200 in the LTE.
Results: These analyses included 147 completers and 372 non-respond-
ers (IND FIL200, n=160; IND FIL100, n=212). Data were available for 
136 completers at LTE week 48 and for 97 IND FIL200 and 139 IND 
FIL100 non-responders at LTE week 96. Among completers, the mean 
pMCS reductions observed in SELECTION were maintained up to LTE 
week 48 (Figure 1). Among IND FIL200 and FIL100 non-responders, 
mean pMCS decreased from LTE baseline to week 96 (Figure 2). 
The proportion of patients achieving the MCID in total IBDQ score 
increased over time among completers (IND week 10, 90.4%; LTE 
week 48, 96.1%) and IND FIL200 non-responders (LTE week 48, 
60.6%; LTE week 96, 66.7%) (Table 1). Safety events among patients 
treated with open-label FIL200 in the LTE study (total PYE, 970.9) to 
the date analysed are reported in Table 2.
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Conclusion: FIL200 was effective in maintaining long-term improve-
ments in UC symptoms and HRQoL among patients who completed 
SELECTION. Among non-responders, initiating open-label FIL200 in 
the LTE study led to improvements in UC symptoms and HRQoL that 
were sustained over time. Safety events were as expected in the LTE 
study based on initial data.
Reference
1. Feagan BF et al. Lancet 2021;397:2372–84.
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A comparison of treatment effects for clinical, 
endoscopic and histological remission in ulcerative 
colitis clinical trials

R. Sedano*1, M. Hogan2, G. Zou3, N. Narula4, S. Singh5, C. Ma6, 
V. Jairath7

1Division of Gastroenterology- Department of Medicine- Western 
University- London- Ontario- Canada/Alimentiv Inc.- London- 
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Canada, 5Division of Gastroenterology- University of California San 
Diego- La Jolla- California- USA, Division of Gastroenterology, San 
Diego, United States, 6Division of Gastroenterology & Hepatology- 
Departments of Medicine and Community Health Sciences- University 
of Calgary- Calgary- Alberta- Canada, Division of Gastroenterology 
& Hepatology- Departments of Medicine and Community Health 
Sciences-, Calgary, Canada, 7Western University / Alimentiv Inc, 
Division of Gastroenterology- Department of Medicine- Department of 
Epidemiology and Biostatistics, London, Canada

Background: Clinical remission, defined by the Mayo Clinic Score 
(MCS) or modified MCS, is the accepted regulatory endpoint in drug 
development for ulcerative colitis (UC). Whilst histologic remission is a 
more stringent outcome, recent trials have reported numerically higher 
rates compared to endoscopic or clinical remission rates at the same 
timepoint, suggesting that histologic remission may be a more sensitive 
endpoint for detecting treatment response
Methods: A systematic review was performed from inception to 
December 2020, including all placebo-controlled drug trials for 
adults with UC. Clinical, endoscopic, and histologic induction re-
mission rates for active treatment and placebo arms were pooled on 
the logit scale using a random-effects model to account for both be-
tween- and within-study variability. Risk ratios (RR) and risk dif-
ferences comparing the rate of remission in active treatment arms 
to the rate of remission in placebo arms were also pooled using a 
random-effects model.
Results: For induction trials, 15/84 reported clinical, endoscopic, 
and histologic remission rates at the same timepoint. Clinical remis-
sion was mostly defined as a MCS≤2 with no individual subscore>1 
(10/15;66.6%), and endoscopic remission as MES=0 (6/15; 40%) or 
MES≤1 (9/15; 60%). Histologic remission was defined using Geboes 
score in 10/15(66.7%) trials, with a score≤1.0 in 4/10(40%), score=0 
in 3/10(30%), and score<3.0 in 3/10(30%) trials. For placebo/active 
treatment arms, the pooled clinical, endoscopic, and histologic remis-
sion rates were 11.3%(95% CI 7.4–16.9%) /17.8%(95% CI 13.7–
22.8%), 13.4%(95% CI 8.5–20.5%) /18.7% (95% CI 12.2–27.5%), 
and 18.2%(95% CI 13.8–23.6%) /27%(95% CI 20.6–34.7%), 
respectively(Figure 1). The differences in pooled clinical, endoscopic, 
and histologic remission rates between active treatment and placebo 
were 7.2%(95% CI 4.3%–10.1%), 6.6% (95% CI 2.5%–10.7%), 
and 8.4% (95% CI 4.3%–12.4%), respectively(Figure 2A), and the 
pooled RR comparing clinical, endoscopic, and histologic remission 
rates in the active treatment and placebo arms were 1.59 (95%CI 
1.19–2.13), 1.49 (95%CI 1.16–1.90), and 1.47 (95%CI 1.20–1.81), 
respectively(Figure 2B)

Conclusion: Histologic remission has been proposed as a treat-
ment target for patients with UC, given an association between this 
outcome and lower rates of clinical relapse.1 Although we found 
numerically higher pooled histologic remission rates for active 
treatment and placebo arms, compared to pooled clinical and endo-
scopic remission rates, we found no difference in the pooled RR 
for clinical, endoscopic, and histologic remission rates in the active 



i458 Poster presentations

treatment and placebo arms. Whilst histology has the potential to 
serve as a more efficient endpoint for drug development, more stud-
ies are needed.

P493
The synthetic glycan KB295 optimises  
microbiome composition and function in  
ulcerative colitis: Results from a proof  
of principle human study

J. Meisner*1, K. Miller1, J. Lee2, A. Jose2, M. Giuggio3, M. McComb1, 
E. Humphries3, M. Rosini4, M. Wingertzahn5, F. Shanahan6, 
J. E.T. van Hylckama Vlieg7, M. Dowling1

1Kaleido Biosciences, Biology, Lexington- MA, United States, 2Kaleido 
Biosciences, Computational Biology, Lexington- MA, United States, 
3Kaleido Biosciences, Chemistry, Lexington- MA, United States, 
4Kaleido Biosciences, Chemistry - Technical Operations, Lexington- 
MA, United States, 5Kaleido Biosciences, Clinical Development, 
Lexington- MA, United States, 6APC Microbiome Ireland, Department 
of Medicine, University Cork, Ireland, 7Kaleido Biosciences, Research 
and Discovery, Lexington- MA, United States

Background: Ulcerative colitis (UC) pathogenesis involves genetic sus-
ceptibility, immune-mediated tissue injury, and gut microbiota distur-
bances. Most approved therapies modify host immunity, rather than 
directly targeting the microbiota. Faecal microbiota transplantation 
provides encouraging evidence for the therapeutic potential of gut 
microbiome modulation. Gastrointestinal tract bacteria are ecologic-
ally differentiated by their ability to use specific glycans as growth 
substrates, making glycans a promising and safe alternative to target 
the microbiome. To explore this, we used an ex vivo faecal micro-
biota culture system to identify a synthetic glycan (KB295) with de-
sirable microbiological activity and conducted a proof of principle 
study (NCT04508413) of safety and tolerability of KB295 in patients 
with UC.
Methods: In ex vivo studies, faecal microbial communities from healthy 
subjects were incubated anaerobically (negative control) ± KB295. 
Taxa counts from shotgun metagenomic sequencing data were used to 
evaluate microbial response to KB295. Short-chain fatty acid (SCFA) 
levels were also assessed. KB295 was evaluated in an open-label single-
arm study in adult patients with mild to moderate UC. KB295 was 
ingested over an 8-wk period. Objectives included KB295 safety (pri-
mary) and effect on gut microbiota composition and faecal biomarkers.
Results: In ex vivo studies, KB295 increased SCFA levels across 10 
faecal samples to a median of 47.0 vs 15.2  mM with negative con-
trol, including increases in acetate, propionate, and butyrate levels. 
Metagenomic sequencing showed pathobiont depletion in the family 
Enterobacteriaceae with KB295 to a median relative abundance of 
10.8% vs 38.2% with negative control. Pathobiont depletion was asso-
ciated with enrichments of diverse genera in the phyla Bacteroidetes 
and Firmicutes. In patients with UC (n=12), KB295 was well tolerated 
with generally mild adverse events (AEs). The most frequently occur-
ring AEs were bowel habit changes, flatulence, and headache. Median 
faecal calprotectin and lactoferrin levels decreased by 69.0% (n=11) 
and 86.0% (n=6), respectively, from screening to end of the KB295 
intake. Consistent with our ex vivo results, of the patients for whom 
we have data to date, the relative abundance of the faecal pathobi-
ont family Enterobacteriaceae decreased in 5 of 5 participants, and the 
commensal genus Parabacteroides was enriched in 4 of 5 participants.
Conclusion: Our results establish a proof of principle for the glycan 
modulation of gut microbiome composition and function and provide 
insight into the potential utility of this strategy in patients with UC. 
The safety and tolerability of KB295, along with evidence of reduced 
inflammation, support a phase 2 study, which is planned.

P494
A serum metabolite panel predicts Crohn’s disease 
relapse in patients discontinuing infliximab and 
continuing antimetabolite therapy: sub-analysis of 
the SPARE Trial

D. Radford-Smith*1, J. Satsangi2, E. Louis3, D. Laharie4, N. Ding5, 
B. Siegmund6, G. D’Haens7, H. Erik8, A. Yates9, D. Anthony1, 
J.F. Colombel10, F. Probert9, GETAID and the SPARE-Biocycle 
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1University of Oxford, Pharmacology, Oxford, United Kingdom, 
2University of Oxford, Nuffield Department of Medicine, Oxford, 
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Universitatsmedizin Berlin, Medical Department I, Berlin, Germany, 
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7Amsterdam University Medical Centers- University of Amsterdam, 
Gastroenterology, Amsterdam, The Netherlands, 8Skane University 
Hospital, Department of Gastroenterology, Lund, Sweden, 9University 
of Oxford, Chemistry, Oxford, United Kingdom, 10The Icahn School of 
Medicine at Mount Sinai, Gastroenterology, New York, United States

Background: Combination therapy with infliximab and anti-metab-
olites is an effective strategy for maintaining remission in patients 
with Crohn’s disease (CD); however, the implications of long-term 
combination therapy has led clinicians to consider discontinuing one 
of the two agents after sustained remission has been achieved. The 
SPARE investigators have addressed this in an unblinded clinical 
trial in which 211 patients were randomised to either continuation 
of combination therapy, withdrawal of infliximab, or withdrawal of 
antimetabolite therapy. Here, we aimed to determine whether nuclear 
magnetic resonance (NMR)-based metabolomics analysis of patient 
sera at baseline could determine which patients randomised to inf-
liximab withdrawal would relapse over 2-years on anti-metabolite 
monotherapy.
Methods: The study cohort comprised patients randomised to inf-
liximab cessation who had a serum aliquot available for analysis 
(n=63). All patients had been treated with a combination therapy of 
infliximab (IFX) and anti-metabolite >8 months and had been in sus-
tained steroid-free remission >6 months. Disease relapse was defined 
by CDAI>250 (or between 150–250 with 70 points increase over 
two consecutive weeks) alongside serum CRP and faecal calprotec-
tin levels. Untargeted metabolomic profiling was carried out using 
NMR spectroscopy. Key metabolites were identified by their variable 
importance in projection (VIP) score using orthogonal partial least 
squares discriminant analysis (OPLS-DA) with 10-fold cross-valida-
tion on independent data. Multiple logistic regression on the metabo-
lites with highest VIP score was used to report a receiver operator 
characteristic (ROC) curve integral (AUC) value after collinear vari-
ables were removed.

Results: Of 63 patients, 21 (33%) relapsed. The mean time to relapse 
after infliximab discontinuation was 7.9  months. Four independent 
(multicollinearity R2<0.4) serum metabolites (alanine, glutamine, 
acetoacetate, glucose) identified relapse with an AUC of 0.84 (95% 
confidence interval 0.74–0.94, p<0.0001). The positive predictive 
value was 66.7%, and the negative predictive value was 77.1%. All 
serum metabolites identified were independent of baseline CRP level 
(p>0.05, Pearson correlation). Patients who relapsed following inf-
liximab discontinuation had significantly elevated serum acetoacetate 
and decreased alanine and glutamine levels (post-hoc students t-test, 
p<0.05) at baseline.
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Conclusion: Here, we identify a panel of serum metabolites independent 
of baseline serum CRP, which predict high risk of disease relapse after 
infliximab discontinuation. These data may help in stratifying patients 
suitable for drug withdrawal, together with other clinical and multi-
omic parameters.

P495
Perianal fistula closure in patients receiving 
ustekinumab: Results from the SEAVUE and 
STARDUST trials

L. Peyrin-Biroulet*1, R. Panaccione2, C. Gasink3, T. Hoops3, 
J.L. Izanec3, T. Ma4, M. Nazar5, I. Bravata6, M. Lahaye7, P.M. Irving8, 
E.V. Loftus9, S. Danese10, B.E. Sands11
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Immunology, Warsaw, Poland, 6Janssen, Immunology, Milan, Italy, 
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Background: Perianal fistulas are common and cause significant quality 
of life impairment in patients (pts) with Crohn’s disease (CD). In pre-
vious phase 2/3 studies, ustekinumab (UST) showed some evidence of 
efficacy on fistula resolution, with no clear dose-response relationship. 
Additional studies are needed to evaluate the role of UST in perianal 
fistula treatment. Here, we report fistula data from two recent studies 
of UST in CD, SEAVUE and STARDUST.
Methods: In SEAVUE, biologic-naïve pts with moderate-to-severe 
CD were randomized to receive blinded UST (⁓6mg/kg IV at base-
line then 90mg SC q8w) or adalimumab (ADA; 160/80mg SC at 
baseline/W2, then 40mg SC q2w). In STARDUST, biologic-naïve and 
biologic-failure pts with moderate-to-severe CD received open-label 
UST ⁓6mg/kg IV at baseline and UST 90mg SC at W8. At W16, pts 
were randomized to maintenance treatment under standard of care 
(90mg SC q12w or q8w) or treat-to-target (90mg SC q12w or q8w 
with potential adjustment to q4w) regimens. In both trials, the number 
of open and draining perianal fistulas was evaluated at baseline and 
the end of maintenance (SEAVUE W52, STARDUST W48). Fistula 

resolution was defined as closure of all fistulas. Pts with missing data 
at W52/W48 were considered to not have been in fistula resolution. In 
SEAVUE, pts who had a prohibited CD-related surgery, discontinued 
for lack of efficacy or an adverse event of worsening CD, or had pro-
hibited concomitant medication changes before W52 were considered 
not to be in fistula resolution.
Results: In SEAVUE, 7 of 13 pts (53.8%) with active perianal fistulas 
at baseline in the UST group had complete fistula resolution at W52, 
and 6 of 16 patients (37.5%) in the ADA group had fistula resolution. 
In STARDUST, 9 of 19  pts (47.4%) with active perianal fistulas at 
baseline had complete fistula resolution at W48. Of the 9 pts in fistula 
resolution, 2 were receiving q12w at W48, 6 were receiving q8w, and 
1 was receiving q4w. Of the 10 pts without fistula resolution, 2 were 
receiving q12w at W48, 3 were receiving q8w, 1 was receiving q4w and 
4 discontinued before W48. In both studies, among pts with evaluable 
samples for pharmacokinetic analysis, fistula closure at W52/48 was 
not associated with higher serum drug concentrations at either the early 
time point of W16 or at the end of maintenance (Figure). This result 
was consistent for UST in both studies as well as ADA in SEAVUE.

Conclusion: Of pts with perianal fistulas at baseline in SEAVUE and 
STARDUST who received UST (32 pts in total), half were in fistula 
resolution after ~1  year of maintenance treatment. No relationship 
was observed between fistula resolution and serum drug concentra-
tions, but no definite conclusions can be drawn given the relatively 
small sample size.
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Efficacy and safety of ustekinumab for chronic 
antibiotic refractory pouchitis: A Belgian open-label 
multicentre pilot study
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Background: Up to 10% of ulcerative colitis patients who undergo a 
proctocolectomy with ileal pouch-anal anastomosis, will develop chronic 
antibiotic refractory pouchitis (CARP). As there is a large unmet need in 
the management of these patients, we evaluated the efficacy and safety of 
induction therapy with ustekinumab (UST) for this indication.
Methods: We performed a prospective, Belgian, multicentre, open-label 
study of patients with CARP. Patients received a weight-range-based 
infusion of UST at baseline (6mg/kg) and one subcutaneous injection 
of 90mg UST at week 8. The first 4 weeks, ciprofloxacin 500mg BID 
was added as bridging therapy, but need of antibiotics thereafter was 
regarded as treatment failure. Patients underwent pouchoscopy at base-
line and week 16, with assessment of the modified pouchitis disease 
activity index (mPDAI). The primary endpoint was the proportion of 
patients achieving clinically relevant steroid-free remission (mPDAI <5 
and reduction by ≥2 points from baseline) at week 16. Secondary end-
points at week 16 were the proportion of patients achieving response 
(reduction of mPDAI by ≥2 points from baseline), change in symptom-
atic and endoscopic mPDAI subscore, and change in C-reactive protein 
(CRP) and faecal calprotectin levels compared to baseline. Descriptive 
statistics and paired nonparametric tests (Wilcoxon signed-rank) of 
changes from baseline were performed.
Results: We report the first 18 patients (56% male, median age 
41.5  years, median time after surgery 11.2  years) who reached the 
primary endpoint assessment. Eleven (61.1%) patients had previ-
ously been treated with biologics (anti-TNF, n=8; vedolizumab, n=6; 
tofacitinib, n=1) for CARP (table  1). At week 16, clinically relevant 
steroid-free remission was reached in 27.8% and response in 50.0% 
of patients. A significant decrease in total mPDAI (8.0 (7.0–8.3) vs. 6.5 
(3.8–9.0), p=0.04) and clinical subscore (3.0 (2.0–4.0) vs. 2.0 (1.0–3.3), 
p=0.04) but not endoscopic subscore (5.0 (4.0–6.0) vs. 4.0 (3.0–6.0), 
p=0.1) was observed at week 16 (figure 1). Faecal calprotectin (288.0 
(154.8–634.8) vs. 145 (88.3–749.3) mg/kg, p=0.47) and CRP (4.8 
(1.9–7.2) vs. 3.9 (1.9–8.9) mg/L, p=0.63) levels did however not de-
crease significantly (figure 2). Three serious adverse events (hospitaliza-
tion for subobstruction, worsening pouchitis and choledocholithiasis) 
were recorded, but were not considered related to UST.

Conclusion: In this open-label pilot study in patients with CARP, 
induction therapy with UST showed a clinical effect in half of the 
patients, but was not associated with endoscopic improvement or 
changes in inflammatory biomarkers. Placebo-controlled studies are 
needed for further positioning UST in the treatment algorithm of 
CARP.

P497
Early improvement in bowel wall thickness  
on transperineal ultrasonography predicts 
treatment success in active ulcerative  
colitis

S. Sagami*1,2, T. Kobayashi1, K. Aihara3, M. Umeda3, K. Odajima3, 
H. Morikubo1,2, K. Asonuma1, Y. Miyatani1, T. Fukuda1,2, 
M. Matsubayashi1,2, H. Kiyohara1,2, M. Nakano1,2, T. Hibi1

1Kitasato University Kitasato Institute Hospital, Center for Advanced 
IBD Research and Treatment, Tokyo, Japan, 2Kitasato University 
Kitasato Institute Hospital, Department of Gastroenterology and 
Hepatology, Tokyo, Japan, 3Kitasato University Kitasato Institute 
Hospital, Department of Clinical Laboratory, Tokyo, Japan

Background: Bowel ultrasonography is a non-invasive imaging tool 
that can repeatedly monitor the activity of ulcerative colitis (UC). This 
study aimed to determine whether early changes in bowel ultrasono-
graphic findings could predict subsequent clinical response to induction 
treatment in patients with ulcerative colitis.
Methods: This single-center prospective study compared ultrasono-
graphic findings with fecal calprotectin, and C-reactive protein 
(measured at baseline, week 1, and week 8)  in predicting remission 
(patient-reported outcome-2 ≤ 1 with no rectal bleeding subscore) at 
week 8 in active UC patients who initiated the remission-induction 
treatments. Predictive factors were assessed using multivariate regres-
sion models and a receiver operating curve analysis.
Results: A total of 100 patients were analysed, of which 54 achieved re-
mission at week 8. Baseline values of biomarkers, and ultrasonographic 
parameters were not predictive of remission. Bowel wall thickness and 
bowel wall flow at baseline and week 1 were also not sufficiently pre-
dictive. By contrast, changes from baseline to week 1 in bowel wall 
thickness in the rectum measured by transperineal ultrasonography 
was an independent predictor of remission by week 8 (adjusted odds 
ratio associated with 1 mm decrease: 1.90 (95% confidence interval 
1.22–2.95)). Predictive value of changes in rectal bowel wall thickness 
remained high for clinical improvement even among patients who did 
not achieve remission in 1 week.
Conclusion: Improvement in rectal bowel wall thickness measured by 
transperineal ultrasonography at week 1 predicts treatment success and 
thus would help decision making during the early course of induction 
treatment in UC.
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P498
Sources of excess steroid prescriptions and clinical 
adverse outcomes associated with steroid excess: 
The Leeds Steroids study

K. Rosiou*1, J. Carbonell1, V. Dolby1, N. Monfared1, C. Selinger1

1Leeds Teaching Hospitals NHS Trust, Gastroenterology, Leeds, United 
Kingdom

Background: This retrospective study aims to determine steroid pre-
scription practice across primary and secondary care, quantify the pro-
portion of primary care prescriptions communicated to secondary care, 
and assess outcomes associated with excessive steroid use.
Methods: The study cohort consists of all patients attending IBD clin-
ics under Leeds Teaching Hospitals from 1/1/2016 to 31/12/2017 with 
linked primary care records. Data were extracted from the hospital’s 
electronic health record. Steroid excess was defined based on ECCO 
guidelines. Cases with excess were reviewed to determine if escalation 
was implemented, appropriateness of escalation, timeliness of that 
(within 6 weeks of steroid course) and whether steroid excess was 
unavoidable.
Results: 2246 patients were included in the study (Mage: 47.26 y; 47.6% 
male; 46.4% CD, 46.8% UC; 36.2% of CD patients on thiopurines, 
26.3% on biologics; 78.8% of UC patients on 5-ASA, 21.4% thiopu-
rines, 5.6% biologics). During the study period 32.9% of patients were 
exposed to steroids (77.4% of steroid prescriptions issued for IBD, 
27.5% of prescriptions for IBD originating from primary care).
Significantly more prescriptions from secondary care were of appro-
priate dose and duration compared to primary care (84.7% vs 40.7%, 
p<0.001). Secondary care was made aware within six weeks of steroid 
initiation in 60.3% of steroid courses prescribed by primary care. 
49.5% of patients flared after being prescribed steroids from primary 
care, compared to 39.1% from secondary care, p=0.003.
Steroid excess was observed in 14.5% of patients and was related to 
IBD in 76% of them. In patients with steroid excess due to their IBD; 
excess was acted upon in 82.8% of patients (77.5% had treatment es-
calation). Escalation was considered appropriate in 98.9% of patients 
however, it was timely in 62.4% of patients and steroid excess was 
unavoidable in 47.6%.
Patients with steroid excess due to IBD had significantly more hos-
pital admissions for IBD (p<0.001), hospital admissions for infections 
(p=0.036) and more antibiotic courses prescribed by GP (p=0.023) 
compared to patients without steroid excess.
Conclusion: Steroid prescribing for IBD flares originating from primary 
care is common however, steroid dose and duration are frequently in-
appropriate, and more than one third of courses are not communicated 
to secondary care in a timely manner. A  significantly higher amount 
of patients flare again after being prescribed steroids by primary care. 
Finally, over 50% of steroid excess is potentially avoidable and steroid 
excess is related to negative consequences such as IBD admissions, 
admissions for infections and antibiotic prescriptions.

P499
Accessing ultrasonographic transmural healing 
in patients with Crohn’s disease after induction 
therapy with infliximab: should we aim for higher 
infliximab trough levels?

B. Morão*1, C. Frias Gomes1, J. Revés1, T. Cúrdia Gonçalves2, 
M. Freitas2, F. Castro2, M.J. Moreira2, J. Cotter2, F. Pereira3, 
A. Caldeira3, R. Sousa3, R. Coelho4, G. Macedo4, C. Macedo5, 
M. Ferreira5, L. Glória1, J. Torres1, C. Palmela1

1Hospital Beatriz Ângelo, Gastroenterology, Lisbon, Portugal, 2Hospital da 
Senhora da Oliveira- Life and Health Sciences Research Institute- School 
of Medicine- University of Minho- Braga- ICVS/3B’s- PT Government 
Associate Laboratory, Gastroenterology, Guimarães/Braga, Portugal, 
3Unidade Local de Saúde de Castelo Branco- EPE- Hospital Amato 
Lusitano, Gastroenterology, Castelo Branco, Portugal, 4Centro Hospitalar 
de São João, Gastroenterology, Porto, Portugal, 5Centro Hospitalar 
Universitário de Coimbra, Gastroenterology, Coimbra, Portugal

Background: Higher infliximab trough levels (ITL) have been shown to 
be associated with better rates of clinical remission and mucosal heal-
ing. Transmural healing (TMH) assessed by cross-sectional imaging 
[such as intestinal ultrasound (IUS)] is emerging as a potential target 
in Crohn′s disease (CD) treatment, but whether there is any relation 
with ITL remains unclear. Our goal was to investigate the association 
between ITL and bowel wall thickness (BWT) in patients with CD after 
induction therapy with IFX.
Methods: Prospective multicentric cohort study of CD patients who 
started IFX in mono or combination therapy. Patients performed IUS 
and ITL at weeks 0 and 14. TMH was defined as BWT ≤3 mm in the 
most affected segment. A ROC curve was plotted to determine the best 
cut-off point of ITL to predict TMH. Chi-square test, Mann-Whitney 
test and Spearman correlation were performed to assess the ITL rela-
tion with BWT.
Results: We included 57 patients, 30 (53%) of whom were men with 
mean age of 36±15  years. Disease extension according to Montreal 
classification was L1 in 19 (33%), L2 in 8 (14%) and L3 in 30 (53%) 
patients; 6 (11%) patients also had L4 extension and 19 (33%) patients 
had perianal disease. Disease behavior was B1 in 36 (63%), B2 in 13 
(23%) and B3 in 8 (14%) of patients. Most patients (61%) were under 
immunomodulators and 15 (26%) were under corticosteroids when 
infliximab was started; most (88%) were naïve for infliximab. At week 
0, all patients had endoscopic activity and 97% had increased BWT 
at the most affected segment. The most affected segment on IUS at 
week 0 was the terminal ileum in 38 (67%) patients and the ascend-
ing, transverse, descending and sigmoid colon in 5 (9%), 2 (3%), 7 
(12%) and 5 (9%) patients, respectively. There was a very good agree-
ment between IUS and colonoscopy for evaluation of the most affected 
segment at baseline (kappa 0.81, p<0.001). Median ITL at week 14 
was 4.30 μg/ml (IQR 0.01–21). TMH at week 14 was achieved in 13 
(23%) patients. ITL and BWT at week 14 were negatively correlated, 
with a fair correlation (r=-0.3, p=0.03). The AUC of ITL for BWT was 
0.661 (best cut-off value 7.65, sensitivity 54%, specificity 89%). ITL 
≥7.65 μg/ml was associated with higher rates of TMH (44% vs 15%, 
OR 4.47 [95%CI 1.2–16.4], p=0.04).
Conclusion: In our cohort of CD patients completing induction therapy 
with infliximab, higher ITL were associated with higher ultrasono-
graphic transmural healing rates. The best cut-off for predicting TMH 
was ITL above 7.65μg/ml.

P500
The use of budesonide results in lower risk for 
infections compared to systemic glucocorticoids

K. Pallmer*1, S. Timeus2, R. Laoun1

1Tillotts Pharma, Medical Affairs, Rheinfelden, Switzerland, 2Tillotts 
Pharma, Drug Safety, Rheinfelden, Switzerland

Background: We analysed the occurrence of infections with individuals 
treated with either budenoside (locally acting) or systemically avail-
able glucocorticoids (GC); prednisolone, prednisone and methylpred-
nisolone. The risk of infection was divided according to the origin; 
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viruses, bacteria, fungi and parasites and we assessed which virus and 
bacterium caused the most side-effects between locally and systemically 
acting GC.
Methods: In this analysis, infection reported outcomes with GC drugs 
reported to FAERS (USA) were extracted and compared to approxi-
mately 25’000 drugs in the database. Odds ratio (OR) and 95% confi-
dence interval (CI) for the association of infections between budesonide 
and systemic GC. The data were classified into virus, bacteria, fungi, 
parasites and non-defined infections. The number of reported side-
effects were ranked from highest to lowest, the 20 most reported viral 
and bacterial infection were assessed, respectively. All related terms for 
one species were combined e.g. “SARS-CoV-2” and “Coronavirus”.
Results: The database contained 20’363 reports for budesonide, 35’452 
for methylprednisolone, 60’516 for prednisolone and 102’982 for pred-
nisone. Of these, a total of 4’465 concerned infection related AEs asso-
ciated with the budesonide and 93’020 for systemic steroids. Bacteria 
and virus associated side-effects seemed to be more pronounced with 
the use of systemic GCs, while for fungal infections the risk was less 
prominent. Interestingly, budesonide users reported less parasite infec-
tions compared to systemically GC treated patients (Fig. 1). The highest 
number of infections of viruses and bacteria were analysed (generic 
terms such as “Viral infection” were excluded).The most frequent 
reported viral infections were Herpes Viruses followed by Influenza, 
Hepatitis B Virus and SARS-CoV-2. Budesonide treated individuals 
have a lower risk for virus infections, except for influenza, Adenovirus 
and Respiratory Synctial Virus (Fig. 2); there was a reduced risk for all 
bacterial infections in budesonide treated patients, compared to sys-
temic GC. The most reported bacterial infections were Mycobacterium 
Tuberculosis, Escheria Coli and Clostridium Difficile (Fig. 3).

Conclusion: This unbiased analysis revealed that the use of budesonide 
was associated with a lower risk of infections of viruses, bacteria and 
parasites compared to systemic GC. In order to reduce the risk of infec-
tions, especially during the COVID-19 pandemic, inflammatory bowel 
disease patients should, where possible, switch from systemic GC to 
budesonide.

P501
Vedolizumab is associated with longer drug 
sustainability compared to infliximab in moderate-
to-severe Ulcerative Colitis: a real-world cohort 
study

T. Konikoff1, H. Yanai1, H. Banai1, I. Avni-Biron1, Y. Snir1, 
L. Broitman1, R. Barkan1, L. Checholin1, I. Dotan1, J. Ollech*2

1Rabin Medical Center- Petah-Tikva- Israel- Sackler Faculty of 
Medicine- Tel Aviv University- Tel Aviv- Israel, Gastroenterology, petah 
tikva, Israel, 2Rabin Medical Center- Petah-Tikva- Israel- Sackler Faculty 
of Medicine- Tel Aviv University- Tel Aviv- Israel, Gastroenterology, 
Petach Tikva, Israel

Background: Data regarding sustainability of biologics in ulcerative 
colitis (UC) are limited. We aimed to assess sustainability of intra-
venous biologics used to treat UC, infliximab (IFX) and vedolizumab 
(VDZ), in biologic-naïve and biologic-experienced patients, specifically 
focusing on their sustainability over time.
Methods: This retrospective cohort study was conducted at the 
Rabin Medical Center (RMC), a tertiary referral center for patients 
with inflammatory bowel diseases. We included patients ≥ 18 years, 
treated at the RMC IV infusion center between Dec 1st 2017 and 
May 1st 2021. An extensive medical chart review was performed. 
Patients’ data were collected from the first to last documentation 
of treatment or end of follow-up. Drug sustainability was defined 
as long as cortico-steroid-free, surgical-free treatment was docu-
mented. Data collected, included sex, age at UC diagnosis, age at 
biologic treatment commencement and the interval UC-diagnosis-
first biologic, disease extent (proctitis, left-sided or extensive col-
itis), previous treatment with biologics, and clinical laboratory data. 
Concomitant therapy was documented as well, specifically immu-
nomodulatory drugs. Results were adjusted to factors associated 
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with disease severity (based on factors including hemoglobin, hem-
atocrit, neutrophil-to-lymphocyte ratio, albumin, C-reactive protein, 
and total protein), combination therapy and age.
Results: A total of 217 patients with UC treated with IFX or VDZ were 
included. Of those, 186 were treatment-(biologic)-naïve. First biologic 
was IFX in 77 (41.3%) patients and VDZ-in 109 (58.6%). Follow-up 
continued for up to 300 weeks. Median survival time was 106.5 (82.9–
135) weeks for IFX and 265.6 weeks (121.3–273.1) for VDZ (p=0.002, 
KM survival curve shown in Figure 1).
Median survival time was longer for vedolizumab even when 
adjusting for factors associated with disease severity, combination 
therapy and age (HR 0.55 95 CI 0.3–0.98, p=0.042). In treatment-
experienced patients, IFX and VDZ sustainability was comparable 
(p=0.593).
Conclusion: In this -real world, tertiary referral center study, VDZ 
had significantly longer drug sustainability in treatment-naïve patients 
with UC compared to IFX. This held true when adjusted for disease 
severity. Drug sustainability in treatment-experienced patients with UC 
was comparable. The data support VDZ as the first-line biologic in 
moderate-to-severe UC.

P502
Different presentation of tuberculosis associated 
with anti-TNF therapy among patients with 
Inflammatory Bowel Disease in endemic area: 
observation from China

L. Ye*1,2, L. Wu3, J. Tang4, R. Mao5, Q. Cao3

1Xiasha Branch of Sir Run Run Shaw Hospital- School of Medicine- 
Zhejiang University, Department of Gastroenterology, Hangzhou, 
China, 2Sir Run Run Shaw Hospital-School of Medicine-Zhejiang 
University, Inflammatory Bowel Disease Center, Hangzhou, China, 
3Sir Run Run Shaw Hospital- School of Medicine- Zhejiang University, 
Inflammatory Bowel Disease Center, Hangzhou, China, 4The 
Sixth Affiliated Hospital of Sun Yat-sen Universit, Department of 
Gastroenterology, Guangzhou, China, 5The First Affiliated Hospital of 
Sun Yat-sen University, Department of Gastroenterology, Guangzhou, 
China

Background: Anti-tumor necrosis factor (TNF) therapy increased 
the risk of tuberculosis(TB), and the characteristic clinical feature of 
western patients with inflammatory bowel disease (IBD) receiving anti-
TNF therapy were predominantly extrapulmonary TB. We aimed to 
analyze the clinical features of patients with IBD who in TB-endemic 
area (China) that developed active tuberculosis after receiving anti-
TNF therapy.
Methods: Patients from 9 hospital in 7 provinces developed active TB 
after the initial treatment with infliximab. Demographics, interval be-
tween the time at the first dose of anti-TNF therapy and active TB 
development, tests for latent TB infection (LTBI), concomitant medi-
cations, and the details of diagnosis were analyzed in our study. The 
diagnosis of active TB and LTBI were made based on comprehensive 
evaluation including TB skin test (TST), interferon gamma releasing 
assay (IGRA), X-ray test and computed tomography (CT).
Results: Totally 43 patients developed active TB during infliximab 
therapy. Among 43 patients, 6 patients had a past TB history and 
11 patients were confirmed as LTBI before infliximab treatment. Six 
patients with LTBI received anti-TB prophylaxis as the same time as 
anti-TNF treatment. The mean time between initiation of infliximab 
therapy and active tuberculosis diagnosis in patients with LTBI was 

significantly shorter than patients without LTBI (216.9±83.2  days 
versus 410.9±220.3 days, p=0.042). Among 43 active TB patients, 29 
patients (29/43, 67.4%) had isolated pulmonary tuberculosis and 11 
patients (11/43, 25.6%) had pulmonary TB concomitantly with other 
organ involvement.
Conclusion: IBD patients with LTBI develop TB earlier than those 
without LTBI during anti-TNF treatment, and history of treatment 
and anti-TB prophylaxis didn’t fully prevent active TB. The most 
common disease site is lung in China, most of cases were diagnosed 
by imaging. Chinese physicians should be aware of the potential 
for TB development during anti-TNF therapy, especially pulmonary 
tuberculosis.

P503
Early TNF-antagonist maintenance therapy results 
in better outcomes than immunomodulators 
in paediatric Crohn’s disease: A multi-centre 
prospective cohort study

R. Schneider*1,2, K. Jacobson3, H. Huynh4, D. Mack5, 
C. Deslandres6, J. deBruyn7, W. El-Matary8, A. Otley9, S. Lawrence3, 
E. Wine4, M. Sherlock10, J. Critch11, P. Jantchou6, M. Rashid9, 
M. Carroll4, K. Bax12, E. Seidman13, E. Benchimol1,2, A. Ricciuto1,2, 
A. Wu1, E. Pullenayegum2, T. Walters1, G. Nguyen2, A. Griffiths1,2, 
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2University of Toronto, Institute of Health Policy Management and 
Evaluation, Toronto, Canada, 3B.C. Children’s Hospital, Division 
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Paediatrics, Vancouver, Canada, 4Stollery Children’s Hospital- University 
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Department of Pediatrics, Edmonton, Canada, 5Children’s Hospital of 
Eastern Ontario- University of Ottawa, Inflammatory Bowel Disease 
Centre- Department of Paediatrics, Ottawa, Canada, 6Centre hospi-
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Hospital, Division of Gastroenterology- Department of Paediatrics, 
Hamilton, Canada, 11Janeway Children’s Health and Rehabilitation 
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12Children’s Hospital London Health Sciences Centre, Division 
of Gastroenterology- Hepatology- and Nutrition- Department of 
Paediatrics, London, Canada, 13Montreal Children’s Hospital- McGill 
University Health Centre, Division of Gastroenterology and Nutrition, 
Montreal, Canada

Background: Early initiation of TNF-antagonist (aTNF) therapy for 
Crohn’s disease (CD) is associated with greater clinical and endo-
scopic improvement but trialing an immunomodulator (IM) first 
remains common in paediatrics. This study aimed to determine if 
early aTNF is superior to IM maintenance therapy in paediatric 
luminal CD.
Methods: Children 2–17  years old with newly diagnosed CD were 
enrolled prospectively at one of 12 sites of the Canadian Children 
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IBD Network. Patients with luminal inflammatory disease receiv-
ing IM or aTNF-based first maintenance therapy, following induc-
tion with steroids, exclusive enteral nutrition (EEN), or aTNF, were 
included. Those with perianal disease as the sole indication for aTNF 
were excluded. The primary outcome was sustained steroid-free clin-
ical remission, defined by the short Pediatric CD Activity Index, at 6, 
12, and 18 months, while continuing initial maintenance. A secondary 
outcome was combined sustained steroid-free clinical and endoscopic 
remission by 18 months, defined as the absence of ulcers at follow-up 
colonoscopy when ulcers were present at baseline. Multivariable lo-
gistic regression modeled the propensity of receiving aTNF mainten-
ance therapy and 1:1 Greedy matching, without replacement, was 
used to match each of the participants who received aTNF with a 
participant who received an IM. The primary outcome was analyzed 
in the whole cohort, and in the subgroup receiving steroids or EEN 
as induction, using a Chi-square test, as well as in the matched group 
with a McNemar’s test, generalized estimating equation (GEE), and 
with a mixed model to account for clustering by centre. Sensitivity 
analyses with inverse probability treatment weights using GEE were 
performed.
Results: Among children with CD enrolled in the inception cohort 
study between 01/2014 and 12/2018, 464 met inclusion criteria and 
received IM (n=284) or aTNF (n=180 of whom 88 received ster-
oids or EEN induction) as first maintenance therapy (Table 1). 162 
patients were included in the matched cohort. In every analysis, more 
of the aTNF group achieved sustained 18-month steroid-free clinical 
remission, despite more severe baseline disease (Figure 1). The result 
remained significant in sensitivity analyses (Table 2). In patients with 
ulcers at baseline, 57.1% of the aTNF group versus 4.6% of the IM 
group achieved sustained steroid-free clinical remission and endoscopic 
remission by 18 months (p<0.001).

Conclusion: In this paediatric cohort, aTNF was superior to IM as first 
maintenance therapy. These results may help advocate for better access 
and funding for early aTNF therapy in paediatric CD.

P504
Prospective analysis of micronutrient status and 
disease course in Inflammatory Bowel Disease

E. Brownson*1, J. Saunders1, K. Gerasimidis2, Z. Karafoulidou2, 
J.P. Seenan1, J. Macdonald1

1NHS Greater Glasgow and Clyde, Gastroenterology, Glasgow, United 
Kingdom, 2University of Glasgow, School of Medicine- Dentistry and 
Nursing, Glasgow, United Kingdom

Background: Biochemical deficiencies of iron, B12, vitamin D, 
vitamin K, folic acid, selenium and zinc are common in patients with 
Inflammatory Bowel Disease (IBD) and some micronutrient deficien-
cies have been associated with adverse disease outcomes. This study 
describes the micronutrient status of a cohort of patients on biologic 
therapy for IBD and explores the relationship with disease activity.
Methods: Adult patients with IBD on biologic therapy attending the 
nurse specialist clinic had 16 serum micronutrients measured alongside 
routine biochemical screening for disease activity. 12 months of follow 
up data was collected using electronic patient records. Faecal calpro-
tectin (FCP), albumin and CRP were measured at baseline - patients in 
whom these biomarkers were within normal range (i.e CRP <10mg/L, 
albumin >35g/L and FCP <250µg/g) were defined as being in biochem-
ical remission. Disease relapse at follow-up was defined as escalation 
of maintenance therapy, use of corticosteroid, hospital admission or 
surgery.
Relationships between micronutrient status and time to disease relapse 
were explored.
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Results: 216 patients (42% female, median age 42, IQR: 30–57) were 
included. 128 patients had Crohn’s disease (CD). 97 patients were in 
biochemical remission at enrolment.
12.9% of the total cohort were zinc (Zn) deficient and 6.5% were sel-
enium (Se) deficient. Deficiencies of folate, vitamin C, vitamin B12, 
vitamin B6 and vitamin D were also prevalent within the cohort.
Se deficiency was associated with high CRP (p=.001), low albumin 
(p=.022), and raised FCP (p=.002) at baseline. Zn deficiency was 
associated with high CRP (p<.001) and low albumin (p<.001). 
During the 12 month follow up period, 22/216 patients suffered a 
disease relapse.
Patients with low Zn or low Se levels at baseline were significantly 
more likely to relapse (p=.007 and p=.019 respectively). In subtype 
analysis, patients with CD and Zn deficiency were significantly more 
likely to relapse (p=.003) but this was not the case for UC patients. 
Patients with UC and Se deficiency were significantly more likely to 
relapse (p=.001) whereas those with CD were not.
Conclusion: Zn and Se biochemical deficiencies are common in our 
cohort of IBD patients on biologic therapy and are predictive of subse-
quent disease relapse. Whether these signals are causal or a secondary 
effect of disease activity needs to be explored in future intervention 
studies.

P505
Smoking is associated with the development of 
adverse events of biological therapy in patients 
with Inflammatory Bowel Disease

E. Theodoraki MD- MA- PhD c*1, E. Orfanoudaki2, 
K. Foteinogiannopoulou2, I. Koutroubakis2

1University Hospital of Heraklion, Department of Gastroenterology, 
Heraklion, Greece, 2University Hospital of Heraklion- School of 
Medicine, Department of Gastroenterology, Heraklion, Greece

Background: Smoking has been associated with a reduced response to 
anti-TNF in patients with inflammatory bowel disease (IBD) as well 
as with lower serum levels of anti-TNF agents and the development of 
antibodies against them. The aim of this study was to investigate the as-
sociation between smoking and the appearance of adverse events (AEs) 
of biologics in patients with IBD.
Methods: Consecutive patients with IBD who receive biological therapy 
in a tertiary university hospital were included. The possible association 
of smoking with the presence of AEs was investigated, using a specially 
designed questionnaire including a wide range of AEs associated with 
biologics (infections, skin manifestations, musculoskeletal disorders, 
general symptoms, hypersensitivity reactions, thromboembololic events 
and psychological disorders).
Results: A total of 147 patients with IBD under biologics [median 
age (IQR) 46 (32.5–56) years, Crohn’s Disease (CD) 109 (74%), fe-
male 51 (35%), under combination with immunosuppressants 60 
(41 %), under intensified biologic therapy 50 (34%), under anti-
TNF 132 (89%), vedolizumab 11 (7.5%), ustekinumab 3 (2%)] 
with completed questionnaire forms available were included in the 
study. There were 52 (35%) active smokers and 35 patients (24%) 
ex-smokers. The prevalence of all AEs was 86% in smokers 85% in 
ex-smokers and 78% in non-smokers. Active smoking was signifi-
cantly associated with the presence of arthralgias and skin rashes 
while taking biologics, both in the univariate (P = 0.02 and 0.008 
respectively-Figure 1) and in the multivariate analysis (P = 0.02 and 
0.007 respectively). These correlations were the same for the two dis-
eases (CD & UC) except for arthralgias where there was a significant 

correlation only with CD (P = 0.02). There were no other significant 
associations between smoking and infections (P=0.77) or other AEs 
(P> 0.05).

Conclusion: Smoking is a predisposing factor for the development of 
AEs of biologics in patients with IBD. It could be suggested that quit 
of smoking may lead to the optimal benefit from the use of biologic 
therapy in IBD.

P506
Rates of clinical remission among patients with 
Ulcerative Colitis from real-world clinical practice 
settings from Germany

B. Bokemeyer*1, N. Picker2, D. Kromer2, L. Rosin3, H. Patel4

1Gastroenterology Practice, Minden, Minden, Germany, 2Ingress 
Health HWM, GmbH, Wismar, Germany, 3Galapagos Biopharma 
Deutschland, GmbH, München, Germany, 4Galapagos, Nv, Mechelen, 
Belgium

Background: Patients with Ulcerative Colitis (UC) may not equally 
respond to advanced therapies. Therapy modifications such as dose 
adjustments, augmentation, and use of corticosteroids (CS) are required 
to achieve remission. This study aimed to examine the rates of clinical 
remission requiring adjustments with advanced therapies among UC 
patients from real-world clinical practices in Germany.
Methods: Using a retrospective chart review, patients with UC treated 
with an advanced therapy (adalimumab, infliximab, golimumab, ved-
olizumab, and tofacitinib) between 01/2017 through 09/2019 were 
selected from 18 outpatient gastroenterology practices across Germany. 
Patients with at least 12  months of data before (baseline) and after 
initiating an advanced therapy (Index Date) were included. Data was 
collected up to 24  months after index date. Clinical remission was 
assessed based on a partial Mayo score ≤1. Among patients with remis-
sion, therapy adjustments were assessed based on the following: Dose 
escalation, augmentation with conventional therapies, CS use for ≥12 
weeks, or any use of CS during the maintenance phase. Time to re-
mission was analysed using Kaplan-Meier analysis and associated fac-
tors were assessed within a multivariate Cox regression model. Patients 
were censored at end of the study period or if they discontinued or 
switched the index therapy.
Results: Among 149 patients included (females: 50.3%; median age: 
40  years; median follow-up: 25.9  months), 75 (50.3%) received an 
anti-TNF agent, 48 (32.2%) vedolizumab, and 26 (17.4%) tofacitinib. 
Of these, 96 (64.4%) patients were biologic-naïve, and 42 patients 
(28.2%) were receiving concurrent CS at the index date. Within one 
year, remission was achieved in 49 out of 134 patients (46.1%; median 
time: 19.3 months [95%-CI: 7–24 months]; Figure 1). Among patients 
with remission at 24  months, therapy adjustments were required in 
35.8% of patients. Most common adjustments included dose escalation 
(9.0%) and use of CS during the maintenance phase (11.9%). In an 
adjusted model, chances of remission were halved in biologic-expe-
rienced patients vs. naïve patients (hazard ratio [HR]: 0.49; p<0.05), 
while patients with concurrent use of conventional therapy at baseline 
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were associated with a higher chance of achieving remission (HR: 1.82; 
p<0.05).

Conclusion: Less than half of UC patients treated with advanced thera-
pies in Germany achieved clinical remission after one year. More than 
half of the patients required 1.5  years to achieve clinical remission. 
Among those who achieved remission within two years, one third 
required additional therapy modifications. More effective therapies are 
needed to achieve earlier and better outcomes among patients with UC 
in Germany.

P507
Need for surgery in patients with ulcerative colitis 
in the era of biologic therapy

J.M. Zamora Olaya*1, A. Aparicio-Serrano1, A. Gómez Pérez1, 
D.S. Ortiz Chimbo1, M.I. Rodríguez Tirado1, P. Soto Escribano1, 
S. Marín Pedrosa1, E. Iglesias Flores1, J.M. Benítez1, IMIBIC
1Reina Sofía University Hospital, Gastroenterology and Hepatology, 
Córdoba, Spain

Background: The aim of the present study is to evaluate the impact of 
anti-TNF drugs on the need for surgery among patients with ulcerative 
colitis (UC). Secondary objectives: to compare needs for medical treat-
ment before surgery, indications for surgery and surgery-free survival.
Methods: Observational, retrospective and single-center study that 
includes patients with UC who have required surgery for inflammatory 
bowel disease (IBD). Two cohorts of UC patients were analyzed: co-
hort-1 (pre-antiTNF) with a diagnosis of UC between 1995–2000, and 
cohort-2 (post-antiTNF) diagnosed after the approval of anti-TNF be-
tween 2010–2015. Patients were followed up to the event (surgery) or 
at least five years since UC diagnosis. Demographic variables related to 
UC and surgery were collected. Kaplan-Meier curves were performed 
to compare the surgery-free survival in both cohorts. The ENEIDA 
registry was used to identify the patients.
Results: A total of 32 patients underwent surgery were included (18 
in cohort 1 and 14 in cohort 2). The mean age at UC diagnosis was 
significantly lower in cohort 1 (31.3 vs 46.4 years, p=0.015), and the 
proportion of smoking patients was higher in cohort 1 (27.8% vs 0%, 
p=0.053). There were no differences between the two cohorts in the ex-
tent of UC and extraintestinal manifestations. Surgery rates were 3.7% 
in cohort-1 and 4.7% in cohort-2. Overall, there were no differences in 
colectomy rates in both cohorts (Figure 1). However, the median time 
from UC diagnosis to surgery was significantly longer in cohort-2 (21 

vs. 1  months, p<0.05) (Figure 2). Regarding the surgery timing, the 
proportion of urgent surgery was higher in cohort-1 (61% vs 43%, 
ns); while in cohort-2, scheduled surgery predominated (50% vs 18%, 
ns). In the subgroup of patients who underwent scheduled surgery, the 
surgery free time was significantly longer in cohort-2: 67 vs 12 months 
(p=0.01) (Figure 3). Regarding surgical indications, cohort-1: 78% 
acute severe colitis or acute complications and 22% refractory to med-
ical therapy; cohort-2: 43% Acute Severe Colitis/complications. A high 
proportion of patients in both cohorts required ostomy (temporary or 
definitive). Pre-surgery medical treatment needs cohort-1 vs cohort-2: 
steroids (100% vs 71%, p=0.028), immunosuppressants (5.6% vs 
57%, p=0.002).

Figure 1. Surgery -free survival at 5-years follow-up.

Figure 2. Kaplan-Meier curves of time from UC diagnosis to surgery.

Figure 3. Kaplan-Meier curves of time until scheduled surgery.
Conclusion: Surgery rates in UC patients remain stable in the post-
antiTNF era. However, the arrival of antiTNF drugs allows a longer 
surgery-free survival, lower preoperative steroids requirements and less 
need for urgent surgery.
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P508
The impact of disease duration and early biologic 
treatment on transmural healing in Crohn’s disease

J. Revés*1, G. Freire2, P. Sousa2, A. Primitivo2, C. Nascimento1, 
B. Morão1, N. Abreu3, C. Palmela1, L. Glória1, J. Torres1

1Hospital Beatriz Ângelo, Gastrenterology Department, Loures, 
Portugal, 2Hospital Beatriz Ângelo, Radiology Department, Loures, 
Portugal, 3Hospital Dr. Nélio Mendonça, Gastrenterology Department, 
Funchal, Portugal

Background: Although transmural healing (TH) has not yet been con-
sidered a formal target in CD, it is considered a desired goal, as it seems 
to be associated with better outcomes. Early biologic treatment has 
been shown to lead to higher clinical remission and increased endo-
scopic healing. However, to date, there is no information on the impact 
of disease duration on TH. We aimed to assess the efficacy of early bio-
logic treatment on the achievement of TH.
Methods: Unicentre retrospective cohort study comparing patients who 
started early and late biologic therapy (defined as ≤ 12 months vs > 
12 months from diagnosis). We included patients with CD who were 
receiving biologic therapy, and had a baseline computed tomography 
enterography (CTE) or magnetic resonance enterography (MRE) be-
fore the initiation of a biologic (median 2.5, IQR 0–50 months), and 
a follow-up CTE/MRE performed 12 ± 6 months after therapy initi-
ation. Endoscopic healing was defined as a SES-CD score <3. Three 
experienced radiologists blinded to the therapeutic group reviewed 
every CTE and MRE and assessed several pre-defined parameters of 
cross-sectional inflammation. TH was defined as the absence of active 
inflammation, extra-enteric signs, and CD-related complications (stric-
tures, fistulas or abscesses). The effect of early biologic treatment on 
transmural healing was analysed using logistic regression.
Results: 60 patients were included (51.7% males), with a median age at 
diagnosis of 24.5 years old (IQR 17.5–32.5). Most patients had ileoco-
lonic disease (58.3%) and non-stricturing non-penetrating phenotype 
(60%). Twenty-eight patients (46.7%) started biologic therapy within 
the first 12 months of diagnosis. There were no significant differences in 
baseline clinical features or baseline radiologic assessment between the 
groups, except for the extension of the most affected segment, which 
was higher in the group of late biologic therapy (197 vs 129.5mm, 
p=0.05) (Table 1). Patients on early biologic treatment achieved endo-
scopic healing more frequently than those on late biologic treatment 
(65.4% vs 23.3%, p=0.002). Early biologic treatment was also asso-
ciated with increased transmural healing (OR 4.1, 95% CI 1.2–13.6, 
p=0.02). In a multivariate model including baseline characteristics of 
the disease, only the use of biologics within the first 12 months and the 
absence of ileocolonic disease were significant predictors of the achieve-
ment of transmural healing (Figure 1).
Conclusion: Early biologic treatment seems to be independently associ-
ated with higher transmural healing rates, further adding to the rele-
vance of early intervention in CD. Our findings are limited by the small 
sample size and short follow-up.

P509
Biomarkers of neutrophil activity and extracellular 
matrix turnover predict long-term response to 
vedolizumab in patients with Crohn’s disease

M. Sorokina Alexdóttir*1, A.R. Bourgonje2, M.A. Karsdal1, 
A.C. Bay-Jensen1, M. Pehrsson1, R. Loveikyte2, 
H.M. van Dullemen2, M.C. Visschedijk2, E. A. M. Festen2, 
R. K. Weersma2, K.N. Faber2, G. Dijkstra2, M. Joachim H.1

1Nordic Bioscience, Immunoscience, Herlev, Denmark, 2University 
Medical Center Groningen, Department of Gastroenterology and 
Hepatology, Groningen, The Netherlands

Background: Crohn‘s disease (CD) is a form of inflammatory bowel 
disease characterized by high infiltration of immune cells into the in-
testinal tissue, resulting in increased proteolytic mediated extracellular 
matrix (ECM) remodeling. Disease management has improved with the 
use of biologics such as vedolizumab (VEDO). However, considering 
the high rate of primary non-response to VEDO, there is an unmet need 
for predictive serum biomarkers capable of determining response to 
treatment prior to its initiation. This study investigated whether bio-
markers of neutrophil activity, mucosal damage, and ECM remodeling 
could serve as non-invasive tools for predicting long-term response to 
VEDO in patients with CD.
Methods: Serum biomarkers of human neutrophil elastase (HNE)-
derived fragment of calprotectin (CPa9-HNE [serum calprotectin]) and 
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matrix metalloproteinase (MMP)-derived fragments of type I (C1M), 
III (C3M), IV (C4M), type III collagen formation (PRO-C3), basement 
membrane turnover (PRO-C4) and T-cell activity (C4G), were meas-
ured using protein fingerprint assays in patients with CD (n=32) be-
fore VEDO therapy initiation. The ratio C4M/C4G (myeloid/lymphoid 
mediated degradation) was computed. Long-term response was defined 
as the continuation of treatment beyond one year after the start of 
therapy. Baseline biomarker levels were compared between respond-
ers and non-responders using Mann-Whitney U-tests, and area under 
the curve (AUC) values were generated using receiver operating char-
acteristics (ROC) statistics. Biomarker levels were divided into tertiles 
and chi-square tests were used to investigate the relationship between 
tertiles and response proportions.
Results: Biomarkers CPa9-HNE, C1M, C3M, C4M, PRO-C3, C3M/
PRO-C3, and C4M/C4G were significantly increased at baseline in 
non-responders compared with responders (all P<0.05). All mark-
ers were able to predict response to VEDO at baseline (AUC [95% 
CI]: CPa9-HNE 0.81 [0.66–0.96]; C1M 0.85 [0.75–0.98]; C3M 0.79 
[0.62–0.95]; C4M 0.77 [0.6–0.93]; C3M/PRO-C3 0.78 [0.6–0.95]; 
C4M/C4G 0.74 [0.56–0.92] all P<0.05). Proportions of long-term 
VEDO users were highest in the first tertiles for all the markers (73–
91%) and decreased in a concentration-dependent manner across the 
second and third tertiles, indicating that patients with the lowest con-
centrations of these markers less frequently discontinued treatment at 
one year after initiation (Figure 1).
Conclusion: Baseline levels of serum biomarkers for neutrophil activity 
(CPa9-HNE [serum calprotectin]) and mucosal damage (C1M, C3M, 
C4M, C4G, PRO-C4, and PRO-C3) could predict long-term response 
to VEDO in patients with CD. Therefore, these biomarkers could aid 
in early decision making concerning treatment with vedolizumab in 
patients with CD.

P510
Comparative efficacy of biologic therapies for 
inducing response and remission in fistulizing 
Crohn’s disease; Systematic Review and Network 
Meta-analysis

M. Shehab*1, F. Alrashed2, V. Heron3, S. Restellini4, T. Bessissow5

1Mubarak Alkaber University Hospital, Internal medicine, Aljabreyah, 
Kuwait, 2Massachusetts College of Pharmacy and Health Sciences, 

Public health, Boston, United States, 3University of Montreal, 
Gastroenterology, Montreal, Canada, 4University of Geneva, Internal 
medicine, Geneva, Switzerland, 5McGill University, Internal medicine, 
Montreal, Canada

Background: The management of patients with fistulising Crohn’s 
disease (CD) is challenging. Several biologics have been used for the 
treatment of fistulising CD over the last two decades. We aimed to com-
pare the efficacy of biologic therapies in inducing response and remis-
sion in fistulising Crohn’s disease.
Methods: Systematic searches were made of MEDLINE, EMBASE, 
Scopus, Cochrane Central databases for randomized controlled tri-
als (RCTs) to November 2021 that assessed the efficacy of infliximab, 
adalimumab, certolizumab, vedolizumab, or ustekinumab against pla-
cebo or an active agent for induction of response or remission in adult 
Crohn’s patients with fistulising disease. Primary outcome was propor-
tion of patients with fistula response or remission as defined by each 
RCT. Pairwise treatment effects were estimated through a Bayesian ran-
dom-effects network meta-analysis and reported as odds ratios (OR) 
with a 95% confidence interval (CI).
Results: Ten studies were included in the analysis. Main analysis 
showed that there was no statistical difference in inducting remis-
sion between infliximab, adalimumab, certolizumab, vedolizumab 
and ustekinumab. Anti-TNFs were superior to placebo in inducing 
response [OR= 0.51 (95% CI 0.35; 0.750] and remission [OR= 0.36 
(95% CI 0.22; 0.58)]. Infliximab was superior to placebo in inducing 
response [OR= 0.36 (95% CI 0.17; 0.75)] and remission [OR=0.17 
(95% CI 0.03; 0.87)]. Ustekinumab was superior to placebo in 
inducing response [OR=0.48 (95% CI 0.26; 0.860] but not remis-
sion [OR=0.50 (95% CI 0.13; 1.93)]. Vedolizumab was not superior 
to placebo in inducting remission [OR=0.32 (95% CI 0.04; 2.29)]. 
Certolizumab was not superior to placebo in inducting response 
[OR=0.78 (95% CI 0.40; 1.55)] or remission [OR= 0.78 (95% CI 
0.40; 1.55)]. Infliximab was superior to adalimumab in inducting re-
sponse [OR=0.24 (95% CI 0.06; 0.99)] but not remission [OR=0.31 
(95% CI 0.04; 2.27)].
Conclusion: In patients with fistulising Crohn’s disease, anti-TNFs are 
effective in inducing response and remission. Infliximab was superior 
to adalimumab in inducing response but not remission. No difference 
among various biologics was observed for inducing remission. These 
data highlight the need for dedicated studies to assess the efficacy of 
biologics in fistulising Crohn’s disease.
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P511
Efficacy of Crohn’s Disease exclusion diet in 
different clinical scenarios in paediatrics; at 
onset of the disease and after loss of response to 
biological therapy

M.C. Jijón*1, G. Pujol-Muncunill1, A. Lozano Ruf1, V. Vila Miravet1, 
L. Alvarez Carnero1, D. García Arenas1, N. Egea Castillo1, 
J. Martín de Carpi1

1Hospital Sant Joan de Deu, Paediatric Gastroenterology- Hepatology- 
and Nutrition, Barcelona, Spain

Background: Crohn’s disease (CD) exclusion diet (CDED) associated 
with partial enteral nutrition (PEN) has showed to induce remission 
in different clinical scenarios of the disease. Our aim is to evaluate its 
efficacy at onset and after loss of response to biological treatment in 
paediatric CD.
Methods: Retrospective observational cohort study of children with 
CD treated with CDED+PEN. Demographic (gender, age at diagnosis 
and at CDED initiation), clinical (Paediatric Crohn’s Disease Activity 
Index (PCDAI) and weight Z score), and analytical (faecal calprotectin 
(FC), haemoglobin, albumin, C reactive protein (CRP), iron, ferritin, 
and erythrocyte sedimentation rate (ESR)) variables were analysed at 
0, 6, 12, and 24 weeks of treatment. Primary outcome was clinical re-
mission, defined as PCDAI <10 points.
Results: Fifteen patients were included (8 male); group A  (n 9; 
mean age 15.8  years, [IQR:12.6–18.1]) received CDED+PEN 
at onset, while group B (n 6; mean age 12  years [IQR:10.7–15]) 
received it after loss of response to biologics. All patients in group 
A  and 2 in B received azathioprine. In group B, 3 patients were 
on Adalimumab and 3 on Ustekinumab. Adherence at week 6 was 
100% in both groups. Group A  had a mean PCDAI of 15 [IQR: 
11.25–17.5] at baseline and 100% of the patients achieved clin-
ical remission by week 6 and maintained it through week 12; 
87% (7/8) maintained clinical remission by week 24. One patient 
required step-up to Adalimumab due to sustained FC elevation. 
In group A  PCDAI significantly improved at week 6 (p0.09), 12 
(p0.002) and 24 (p0.006). FC and albumin also improved at week 6 
(p0.02; p0.03), 12 (p0.016; p0.03) and 24 (p0.019; p0.016). ESR 
improved at weeks 12 (p0.021) and 24 (p0.027). Haemoglobin and 
iron only improved at week 24 (p0.048; p0.003). The weight Z 
score, CRP, and ferritin did not improve significantly in group A. In 
group B mean PCDAI at baseline was 20 [IQR: 3.75–39.38]; 100% 
achieved clinical remission at week 6 and maintained it at week 
12. By week 24, 60% (3/5) maintained clinical remission (1 patient 
required steroids due to a relapse (moderate activity assessed by 
colonoscopy) and 1  patient presented with clinical relapse. PCDAI 
and FC decreased over time but did not reach statistical signifi-
cance. The rest of variables did not show significant improvement 
in group B.
Conclusion: Treatment with CDED+PEN was well tolerated and 
patients had excellent adherence. Our cohort showed better results 
at disease onset than after loss of response to biologics. However, 
CDED+PEN is a new promising rescue strategy to treat CD after failure 
to previous biologics in a safe manner, and without needing to change 
the therapeutic target.

P512
Vedolizumab is effective in the prevention and 
treatment of postoperative recurrence in patients 
with Crohn´s disease

B. Kadleckova1, D. Podmanicky2, A. Lipovska1, Z. Zelinkova*1

1St. Michael`s Hospital, Department of Gastroenterology&Digestive 
Endoscopy, Bratislava, Slovakia, 2St. Michael`s Hospital, Surgery, 
Bratislava, Slovakia

Background: Vedolizumab (VDZ), an anti-integrin monoclonal anti-
body has demonstrated its efficacy in inducing and maintaining response 
in patients with luminal Crohn`s disease (CD). Postoperative recurrence 
(POR) affects over half of the patients with CD and currently, majority 
of these patients undergo surgery due to primary or secondary failure of 
anti-tumor necrosis factor (antiTNF) biologics. Thus, data on efficacy of 
other agents in this setting are needed. Considering the slow onset of action 
of VDZ together with its favorable safety profile in older and co-morbid 
patients, VDZ would represent a good candidate for preventing and treat-
ing POR but the data on its efficacy in this specific clinical situation are 
scarce. Therefore, the aim of this study was to evaluate the efficacy of VDZ 
in preventing and treating of Crohn`s disease postoperative recurrence.
Methods: In this retrospective single-center cohort study, we included 
all patients with CD treated with VDZ between May 2015 and August 
2020. Patients who started with VDZ immediately postoperatively 
or continued from the pre-operative period (prevention of POR) or 
patients who started VDZ because of clinical or endoscopic POR 
(treatment of POR) with a minimal follow-up of one year were eligible 
for further analysis. The effect of VDZ was determined by Harvey-
Bradshaw Index ≤ 4 in case of prevention of POR, or as any decrease of 
3 or more points in case of treatment of POR. Endoscopic response was 
evaluated by Rutgeerts` score as any decrease of the score. All patients 
underwent the colonoscopy at 6 months postoperatively and further 
follow-up colonoscopy one year after treatment adjustment.
Results: In the defined period, a total of 54 patients with Crohn`s 
disease were treated with VDZ. Of these 54 patients, sixteen (11 
women; median age 57 years, range 25–75) receive VDZ for prevention 
(6) or treatment (10) of postoperative recurrence. Six patients received 
first-line VDZ due to high risk profile for systemic biologics (age and/
or co-morbidities), the remaining ten patients all had previously failed 
at least one anti-tumor necrosis factor biologic agent.
During the median follow-up of 24 months (range 12 to 70), thirteen 
patients (81%) had clinical response or achieved remission, eleven 
(69%) had endoscopic response. Three patients with no response had 
to change the treatment to another biologic. Out thirteen responders, 
seven (54%) necessitated intensification of dosing regimen to every 4 or 
6 weeks in order to achieve clinical and/or endoscopic response.
Conclusion: Vedolizumab is effective in preventing and treating of 
Crohn`s disease postoperative recurrence in a difficult-to-treat popu-
lation of patients.

P513
Treatment persistence in bio-naive patients with 
long-standing Crohn’s disease treated with first-line 
biologics: real-life data from a Croatian tertiary center

A. Biscanin*1, V. Tomasic1, F. Babic2, Z. Dorosulic1, D. Kralj1, 
P. Cacic1, D. Ogresta1, D. Hrabar1

1University Hospital Centre Sestre Milosrdnice, Department of Internal 
Medicine, Zagreb, Croatia, 2Zagreb Emergency Medicine Service, 
Emergency Medicine, Zagreb, Croatia
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Background: All available biologics have demonstrated efficacy and 
safety as first-line treatment options for bio-naive Crohn’s disease (CD) 
patients. Real-world data about persistence with biologic treatment in 
patients with CD are lacking. The aim of this study was to assess and 
to identify potential factors affecting treatment persistence with index 
biologic medication in our tertiary center.
Methods: A single-center, noninterventional, retrospective chart re-
view study (January 2015-October 2020) was performed on real-life 
data of adult bio-naïve CD patients who were treated with infliximab, 
adalimumab, vedolizumab or ustekinumab for >12 months duration 
of drug exposure. Treatment persistence was assessed using Kaplan-
Meier analysis for a 36 month period and t-test for independent sam-
ples was used to identify predictors of long-term biologic persistence 
rates.
Results: Out of 84 patients (51.7% female; median age 33) included 
in the study 38.4% were smokers, 34.5% had history of intestinal 
resection and 25.6% had extraintestinal manifestations of CD. At the 
start of the biologic-induction regime 35.7% of patients were treated 
with corticosteroids and 43.4% with concomitant immunomodula-
tor (81.8 % azathioprine, 18.2 % methotrexate). The median of CD 
duration was 47  months and the mean duration of treatment per-
sistence was 29 months. After 36 months of treatment duration, the 
persistence rates for ustekinumab, adalimumab and infliximab were 
61.9%, 56% and 48.1% respectively. Vedolizumab results were omit-
ted from final analysis due to the small number of patients treated 
with the drug (N=3). Factor associated with higher persistence was 
body mass index (BMI) > 25 kg/m2 at the time of biologic therapy 
induction (p=0.05). Concomitant therapy with immunomodulator 
numerically significantly prolongs the therapy persistence (33.6 vs. 
24.5 months). No other patient or disease-related factors (including 
disease duration) were found to be associated with treatment persist-
ence for studied biologics.
Conclusion: These real-world data suggest that infliximab, adalimumab 
and ustekinumab are effective and efficient therapeutic options for bio-
naive patients with moderate to severe long-standing Crohn′s disease. 
Concomitant immunomodulatory therapy and BMI >25 kg/m2 at the 
time of therapy induction were factors associated with higher biologic 
treatment persistence in those patients.

P514
Optimising response to infliximab in the 
management of perianal Crohn’s disease

R. SHAH1, S. Anandbaskaran1, A. Hart1, P. Tozer1

1St Mark’s Hospital- London North West Hospitals NHS Trust, 
Inflammatory Bowel Disease, London, United Kingdom

Background: Perianal Crohn’s Disease (PCD) remains a refractory 
phenotype of Crohn’s Disease (CD)1. Despite initial demonstration of 
the benefit of infliximab (IFX) in PCD over 20 years ago2, it remains 
clear how IFX treatment can be optimised for PCD patients3. In this 
retrospective observational study, a cohort of PCD patients based at 
St Mark’s Hospital was reviewed to understand their disease-journeys 
whilst on treatment with IFX.
Methods: A cohort of 59 patients with PCD on treatment with IFX 
as of January 2020 were identified from a prospective database of 
IFX treated patients. Twenty-seven patients were classed as fluctu-
ating IFX levels and underwent disease-journey analysis. Detailed 
qualitative analysis of individual patients journeys were carried 
out to correlate IFX levels, where available, to C-Reactive Protein 
(CRP), Magnetic Resonance Imaging (MRI) and Examinations Under 

Anaesthetic (EUA). These journeys were then graphed as a timeline 
for each of these patients.
Results: Four disease-journeys have been selected to exemplify key 
learning points in the management of PCD.
Graph 1: Improving drainage and reducing inflammatory burden with 
EUA can help to recover IFX levels and regain disease control. This 
suggests a well-timed EUA can have a synergistic effect on treatment 
with IFX.

Graph 2: In a subgroup of patients, optimised medical therapy with 
IFX alone remains adequate to perianal fistula healing.

Graph 3: Patients may benefit from temporary dose escalations with 
IFX to recapture response and to improve disease burden.

Graph 4: Some patients require longer periods of dose-escalated 
therapy as seen in this graph & higher IFX levels may be required for 
radiological healing.
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Conclusion: These cases highlight interesting learning points and can 
help to manage complicated PCD patients. Further work is needed to 
determine how significant the link is between improvement in IFX lev-
els post-EUA and how this correlates with the overall clinical picture 
of the patient.
References
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Inflammatory bowel disease and malignancy – the 
outcome of patients with malignancy diagnosed 
before IBD diagnosis or IBD-targeted therapy
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Background: The treatment strategy in IBD patients with previous 
malignancy is not well defined, and the available literature is scarce.
The main aim of this study was to describe the outcome of IBD 
patients with previous malignancy or before exposure to IBD-related 
treatment.
Methods: The study cohort included IBD patients with at least one ma-
lignancy diagnosed before IBD or before initiation of IBD-related treat-
ment (excluding 5-ASA/corticosteroids). All patients were followed at 
the department of gastroenterology in Sheba medical center between 
2010 and 2021. Clinical and demographic data were extracted from the 
patients’ medical records. The main outcome of interest was a relapse 
of previous malignancy or the development of a second malignancy.
Results: From our IBD database comprising 3811 patients, we identi-
fied 86 patients with malignancy before IBD-related treatment: 38 diag-
nosed with malignancy 6 years before IBD (median time, IQR=3–12) 
and 48 - after (15 years (IQR7-22) IBD diagnosis but before exposure 
to IBD treatment. The most common malignancy preceding IBD was 
breast cancer found in 9/38 (24%) patients. Other malignancies before 
IBD diagnosis included: lymphoma 7/38 patients (18%), melanoma in 
6 patients (16%), and leukemia in 4 patients (11%). After a diagnosis 

of IBD, 38/86 (44%) patients were treated with thiopurines, 28/86 
(32%) with vedolizumab (VDZ), and 26/86 (30%) with anti-TNFs.
10/86 (9%) patients were further diagnosed with second primary ma-
lignancy. The median time from first to second malignancy was 7 years 
(IQR=16-6); 7/10 patients (70%) were exposed to thiopurines, 6/10 
(60%) to anti-TNFs, and 6/10 (60%) to VDZ. The only clinical vari-
able associated with second malignancy was female gender (9/40 
(22.5%) vs. 1/46 (2.2%), p=0.005).
20/86 patients (23%) had a recurrence of malignancy (median- 3 years 
(IQR=3–9). The most common recurrent malignancies were non-mel-
anotic skin cancer (NMSC) In 9 patients (45%) and melanoma in 3 
patients (20%). Of patients with recurrence, 11 patients (55%) were 
exposed to thiopurines, 10 patients (50%) were exposed to anti-TNFs, 
and 5 patients (25%) were exposed to vedolizumab. Treatment with 
anti-TNFs was associated with recurrence of NMSC (6/25 (24%) vs. 
2/52 (3.7%), p=0.047).
Conclusion: In our retrospective tertiary center cohort, recurrence of 
malignancies in IBD patients with previous neoplasia was uncommon. 
However, most recurrent malignancies were solid and hematopoietic 
malignancies. Female gender was associated with an increased risk of 
second malignancy, while anti-TNF treatment was associated with an 
increased risk of NMSC recurrence. Our findings underline the import-
ance of rigorous dermatological follow-up in IBD patients with pre-
vious NMSC treated with anti-TNFs

P516
Discrete choice experiment to examine patient 
preferences for surgical interventions in patients 
with Crohn’s perianal fistulas: results from a  
global burden of illness study

C. Karki*1, A. Athavale2, G. Hantsbarger3, K. Lee4, S. Milicevic5, 
M. Perovic6, L. Raven7, M. Sajak-Szczerba8, V. Abilash2, P. Tozer9

1Takeda Pharmaceuticals USA Inc., Global Evidence and Outcomes, 
Cambridge- MA, United States, 2Trinity Partners- LLC, Insights & 
Analytics, Waltham- MA, United States, 3Takeda Pharmaceuticals USA 
Inc., Safety and Health Value Statistics, Cambridge- MA, United States, 
4Crohn’s & Colitis Canada, Research & Patient Programs, Toronto, 
Canada, 5Takeda Pharmaceuticals International AG, GI Rare Medical 
Affairs, Zurich, Switzerland, 6European Federation of Crohn’s and 
Ulcerative Colitis Associations, European Federation of Crohn and 
Ulcerative Colitis Associations, Brussels, Belgium, 7Crohn’s & Colitis 
Australia, n/a, Camberwell, Australia, 8European Federation of Crohn’s 
and Ulcerative Colitis Associations, n/a, Brussels, Belgium, 9St. Mark’s 
Hospital and Academic Institute, Fistula Research Unit, London, 
United Kingdom

Background: Perianal fistulas (PAF) are a common complication of 
Crohn’s disease (CD) and patients with Crohn’s perianal fistulas (CPF) 
experience low health-related quality of life and a higher burden 
of symptoms than patients with CD without PAF (non-PAF CD). 
Treatment options for PAF, including medical and surgical interven-
tions, are associated with high rates of relapse or failure. This global 
study assessed the burden of illness in patients with CPF compared 
with patients with non-PAF CD. Here, we present data on patient satis-
faction with currently available PAF treatments and the attributes that 
drive treatment choice for patients with CPF.
Methods: This cross-sectional study was conducted in seven countries 
(France, Germany, Spain, UK, Canada, Australia and Japan) in patients 
aged ≥21 and ≤90  years with self-reported physician-diagnosed CD. 
Patients were classified as non-PAF CD (cohort 1)  or CPF without 
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PAF-related surgery (cohort 2) or CPF with PAF-related surgery (cohort 
3). Using a web-enabled questionnaire, patient satisfaction with cur-
rent PAF treatment options was recorded using a 1–9 scale and relative 
treatment attribute preferences were assessed via a discrete choice ex-
periment (DCE) that included six attributes (Figure 1). Patients evalu-
ated two treatment profiles at a time (“choice tasks”) to identify their 
most preferred treatment of the choices available. Data were analysed 
using descriptive statistics.
Results: A total of 929 patients were recruited, 620 with non-PAF CD 
and 309 with CPF. Of those with CPF (cohort 2, n=174; cohort 3, 
n=135), 68% were male, 65% were aged 21–40 years and 83% were 
currently taking CD-related medication. The median number of PAF 
was the same in cohorts 2 and 3 (both 2.0), although cohort 3 had a 
higher proportion of patients with active PAF (119/135 [88%]) com-
pared with cohort 2 (136/174 [78%]; p =0.022). In cohort 3, 105/135 
(78%) patients had ≥3 PAF-related procedures/surgeries, and ≥1 and 
>3 post-operative complications were experienced by 117/135 (87%) 
and 34/135 (25%) patients, respectively. Mean satisfaction scores were 
moderate for the majority of PAF treatment options and similar in both 
cohorts (range 6.2–6.9), although cohort 3 had significantly less sat-
isfaction with long-term seton placement than cohort 2 (6.2 vs 6.7, 
respectively; p =0.035). Among the tested attributes, post-operative 
discomfort and fistula healing rate were the most important attributes 
influencing treatment choice (Figure 1).

Conclusion: In this study, patients with CPF had moderate satisfaction 
with PAF treatment options, regardless of surgical intervention. The 
DCE demonstrated that patients preferred interventions with better 
healing rates and lower post-operative discomfort compared to other 
attributes tested.
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Re-treatment with filgotinib in patients with 
Ulcerative Colitis following treatment interruption: 
Analysis of the SELECTION and SELECTIONLTE 
studies
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Background: Long-term treatment regimens for ulcerative colitis (UC) 
present challenges for patients who may need to interrupt therapy for 
various reasons.1 Filgotinib (FIL) is an oral Janus kinase 1 preferen-
tial inhibitor. We performed a post hoc analysis of data collected from 
patients with UC treated with FIL in the phase 2b/3 SELECTION 
programme to assess the efficacy and safety of re-treatment following 
treatment interruption.
Methods: The SELECTION programme comprises two Induction 
Studies and a Maintenance Study (NCT02914522) and a long-term 
extension (LTE) study (NCT02914535). Adults aged 18–75 years with 
moderately to severely active UC, who had clinical remission or Mayo 
Clinic Score (MCS) response to FIL 200 mg or 100 mg at week 10 of 
SELECTION were re-randomized 2:1 to continue assigned FIL treat-
ment or placebo (PBO) from week 11 to week 58. Patients with disease 
worsening (DW) in the Maintenance Study could enter the LTE study 
to receive open-label FIL 200 mg once daily. We assessed the efficacy 
of FIL in patients treated with induction FIL 200 mg or 100 mg who 
were randomized to PBO in the Maintenance Study and were re-treated 
with open-label FIL in the LTE study. Efficacy endpoints included par-
tial MCS (pMCS) response and remission at LTE baseline and weeks 2, 
4, 12 and 24. Non-responder imputation was used to analyse efficacy 
results.
Results: This analysis evaluated 50 patients treated with FIL 200 mg 
and 35 treated with FIL 100 mg in the Induction Study, who were with-
drawn and re-treated upon DW. Baseline characteristics were similar 
among patients in the 200 mg and 100 mg treatment groups, with a 
median time to DW of 16.9 and 13.3 weeks, respectively. Mean pMCS 
declined rapidly in both groups from LTE baseline to week 2, reaching 
pMCS <2 at week 24 (Figure 1). By as early as week 2 of re-treatment, 
over 60% of patients in both groups had achieved pMCS response 
(Figure 2). By week 12, 78% of the 200 mg group and 94% of the 
100 mg group achieved a pMCS response. Median time to response 
was 2.4 and 2.1 weeks in the 200  mg and 100  mg groups, respect-
ively. Figure 3 shows that pMCS remission was achieved in 42% of 
the 200 mg group and 45% of the 100 mg group by week 24. Median 
time to pMCS remission was 23.6 and 12.1 weeks in the 200 mg and 
100 mg groups, respectively. The number of adverse events upon re-
treatment in the LTE was consistent with that reported in SELECTION 
(Table 1).
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Conclusion: The majority of patients re-treated with FIL achieved 
pMCS response and remission within 12 weeks, with onset as early 
as week 2. Good disease control was maintained over the course of 
24 weeks. Re-treatment was well tolerated, with no new safety signals 
observed among these patients.
Reference
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Partial enteral nutrition use for Crohn’s disease 
management: a systematic review
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Background: Exclusive enteral nutrition (EEN) is an established treat-
ment for the induction of clinical remission in children with active 
Crohn’s disease (CD). However, the benefit of partial enteral nutrition 
(PEN), in which only some diet is replaced with enteral nutrition, is not 
well-documented for the management of CD. This review explored the 
effectiveness of PEN as sole or adjunctive induction and maintenance 
therapy in patients with CD.
Methods: The protocol for this review was registered on 
PROSPERO (https://www.crd.york.ac.uk/prospero/, protocol ID: 
CRD42021239325). Literature search was conducted using PubMed, 
Ovid Embase, Cochrane Controlled Register of Trials and Cumulative 

Index to Nursing and Allied Health Literature electronic bibliographic 
databases. Eligible study designs included: randomised control trials 
(RCTs), prospective, retrospective, and case control studies. Level of 
evidence was assessed with CASP tools with an emphasis on study de-
sign, and assessment of compliance and objective disease activity bio-
markers. Two researchers evaluated each paper separately and when 
needed, consensus was resolved by a third.
Results: 56 articles met the inclusion criteria, grouped under the fol-
lowing 6 distinct areas for PEN use in CD: 1)  induction treatment; 
2) maintenance treatment; 3) prevention of post-operative recurrence; 
4)  prevention of loss of response (LOR) to anti-TNFα therapies; 
5)  nutritional rehabilitation; 6) improvement of quality of life (QOL). 
Low-quality evidence suggests PEN may improve disease activity in 
patients with active CD; treatment efficacy was observed to be better 
in studies using higher proportions of energy intake from PEN. Good 
quality evidence suggests PEN combined with exclusion diets may be 
effective in active CD. However, most available studies originated from 
a single research group, and the additional benefits of exclusion diets 
over PEN are unclear, particularly as most studies used either high 
PEN volumes (>75% of energy requirements), or EEN prior to PEN 
initiation. Good quality evidence shows that PEN at high volumes 
(≥35–50%) may prolong medically or surgically induced remission and 
improve the nutritional status of patients with malnutrition or growth 
delay. Low-quality evidence suggests that PEN may improve response 
and remission rates to infliximab therapy in CD. Three retrospective 
studies found that concomitant PEN with anti-TNFα therapies could 
prevent LOR. Some evidence indicates that PEN is associated with bet-
ter QOL in patients with active disease or in remission.
Conclusion: PEN may have a beneficial role in various aspects of CD 
management; however, more robust data including RCTs are needed 
before specific recommendations can be made.
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Analysis of the effectiveness and safety 
of switching from originator to biosimilar 
adalimumab in patients with Inflammatory Bowel 
Disease
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Background: Aims: 1)  to compare persistence on adalimumab treat-
ment over time in inflammatory bowel disease (IBD) patients who 
maintained adalimumab reference [non-switch cohort (NC)] vs. those 
who switched from adalimumab reference to adalimumab biosimilar 
[switch cohort (SC)]; 2) to compare loss of effectiveness of adalimumab 
treatment in the NC vs. SC; 3) to identify factors associated with dis-
continuation of adalimumab therapy; 4) to identify the factors associ-
ated with relapse in both cohorts; and 5) to evaluate the safety of both 
strategies.
Methods: Retrospective, observational, multicentre study. Patients 
under adalimumab reference who were in clinical remission at standard 
dose of adalimumab reference, and in whom adalimumab was the first 
anti-TNF administered, were included. Clinical remission was defined 
as a Harvey-Bradshaw index ≤4 points in Crohn’s disease, a partial 
Mayo score ≤2 in ulcerative colitis, and the absence of fistula drain-
age despite gentle finger compression in perianal disease. The follow-up 
time was at least 6 months since start of study observation period. The 
Kaplan-Meier method with log-rank test was used to evaluate the cu-
mulative incidence of treatment discontinuation. Cox regression model 
was used to investigate factors potentially associated with therapy 
discontinuation.
Results: A total of 505 patients were included (45% women, 87% 
Crohn’s disease): 229 in the SC and 276 in the NC. The median 
follow-up was 12 months in the SC and 23 months in the NC (p<0.01). 
The incidence rate of adalimumab discontinuation was 10% [95% 
confidence interval (95%CI)=6–14%], and 7% (95%CI=5–10%) per 
patient-year in the SC and in the NC, respectively (p=0.035). The prob-
ability of maintaining adalimumab was 92% at 12 months and 77% at 
24 months in the SC, and 97% at 12 months and 86% at 24 months 
in the NC. In the multivariable analysis, the switch to adalimumab bio-
similar, adjusted for the level of C-reactive protein at baseline, was not 
associated with therapy discontinuation. 18% of the patients relapsed 

in the SC vs. 21% in the NC. The incidence of relapse was 17% 
(95%CI=13–23%) in the SC, and 12% (95%CI=10–16%) per patient-
year in the NC (p=0.04). The cumulative incidence of relapse was 11% 
at 12 months and 38% at 24 months in the SC, and 11% at 12 months 
and 22% at 24 months in the NC. In the multivariable analysis, the 
switch to adalimumab biosimilar (adjusted by type of IBD) was associ-
ated with a higher risk of relapse (HR=1.5, 95%CI=1.008–2.36). 4% 
of the patients had adverse events in the SC vs. 8% in the NC (p>0.05).
Conclusion: The incidence rate of relapse was slightly higher in the SC; 
however, this fact had no impact on persistence on the drug. Switching 
from adalimumab reference to adalimumab biosimilar was safe.
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Very early intestinal ultrasound predicts 
intravenous corticosteroid failure in hospitalized 
severe ulcerative colitis patients
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Background: Intestinal ultrasound (IUS) is an objective marker for in-
flammation in ulcerative colitis (UC). Few studies have examined if 
repeated IUS can predict treatment outcomes in UC. Our aim was to 
determine if IUS changes after 48±24h of intravenous corticosteroids 
can predict treatment outcomes in hospitalized patients with severe UC.
Methods: We performed a blinded observational multicenter study at 
three university hospitals in Denmark. Bowel wall thickness (BWT), 
colour doppler signals (CDS), inflammatory mesenteric fat (I-fat), 
haustration, and bowel wall stratification (BWS) were assessed before 
treatment initiation and after 48±24h. Treatment response was assessed 
with a partial Mayo score (pMayo) at day 6±1, defined as a ≥30% and 
≥3 point reduction with either a rectal bleeding subscore of 0 or 1 OR 
a decrease in rectal subscore ≥1 point. If infliximab was administered 
earlier (≥3 days), pMayo was evaluated at administration. The treating 
physician was blinded to the IUS findings, and the IUS examiner was 
blinded to all non-IUS disease parameters.
Results: Fifty-six patients were recruited between February 2019 and 
March 2021 (Table 1). Thirty-seven (66%) responded to intravenous 
corticosteroid therapy within seven days of treatment, while 19 (34%) 
did not. There was no difference in baseline BWT between groups. 
However, at follow-up, significant differences between responders and 
non-responders were identified in both absolute BWT (median 3.1mm 
vs 4.9mm), absolute reduction ΔBWT (median -1.9mm vs -0.2mm), 
and percentage reduction (median -35.9% vs -4.1%) all p<0.005, 
(Figure 1). Receiver operating characteristic curve analysis for BWT 
at 48±24h to predict non-response showed an area under the curve 
of 0.85. BWT ≥4mm had a sensitivity of 84.2 (95% CI 60.4–96.6), 
specificity of 75.7 (95% CI 58.8–88.2), a negative predictive value of 
90.3 (95% CI 74.2–98.0), and a positive predictive value of 64 (95% 
CI 42.5–82.0) for determining non-response. The absence of I-fat, and 
the presence of BWS and haustration all had significant odds ratio (OR) 
for detecting response at follow-up. However, BWT was the only sig-
nificant parameter in the multivariable analysis and, thereby, the most 
important parameter for response assessment (BWT >20% reduction 
adjusted OR 10.8 (95% CI 2.5 - 56.6) and BWT ≤4mm adjusted OR 
8.8 (95% CI 1.9 - 51.3), both p<0.01).
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Conclusion: Changes in IUS BWT after 48±24h following intra-
venous corticosteroid treatment in hospitalized severe ulcerative colitis 
patients, identify responders with high accuracy. IUS might be utilized 
as an early corticosteroid non-response marker to guide accelerated 
rescue infliximab regimes.

P521
Correlation of histological assessment of mucosal 
healing with long-term clinical and patient-
reported outcomes in patients with moderately 
to severely active ulcerative colitis treated with 
upadacitinib: results from the Phase 3 U-ACHIEVE 
maintenance trial
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Worcester, United States, 8AbbVie Inc. and Department of Pharmacy 
Systems Outcomes and Policy- University of Illinois at Chicago, n/a, 
Chicago, United States, 9University Hospital of Nancy- Lorraine 
University, n/a, Vandoeuvre, France

Background: Establishing mucosal healing (MH) as a treatment goal 
for ulcerative colitis (UC) requires evidence of improvement in both 
endoscopic and histologic assessments of the intestinal mucosa and 
long-term sequalae. Currently, guidelines on how to interpret the histo-
logical index, Geboes Score (GS), with respect to clinically meaningful 
outcomes, are lacking. We examined the relationship between GS and 
long-term clinical and patient-reported outcomes in patients with 
active UC treated with upadacitinib.
Methods: GS and long-term clinical and patient-reported outcomes 
from the U-ACHIEVE maintenance trial (NCT02819635) were 
analysed. Patients were assigned to the following GS intervals [0, 
2.0), [2.0, 3.1], and (3.1, 5.4]. The intervals were selected to assess 
patients who achieved the histology threshold for MH (<2.0) and 
those who achieved the histologic and endoscopic mucosal improve-
ment threshold without MH [2.0, 3.1]. A predictive analysis (n=497) 
assessed the relationship between outcomes at Week 52 and GS inter-
vals at end of induction (Week 8/16), and a cross-sectional analysis 
(n=211) examined outcomes at Week 52 and GS intervals at end of 
maintenance (Week 52). Odds ratios (ORs) with 95% confidence 
intervals (CIs) were derived from logistic regression adjusting for base-
line characteristics.
Results: Adjusted ORs for long-term outcomes and GS intervals 
at Week 8/16 are provided in the Table 1.  Patients with GS <2.0 
at end of induction had a significantly higher likelihood of achiev-
ing clinical remission per adapted Mayo score (OR=1.8, p<0.030) 
and endoscopic improvement (OR=1.8, p<0.015) at Week 52 than 
patients with GS >3.1. Results were directionally similar, but not 
statistically significant, for all other outcomes. No significant differ-
ences were seen in the likelihood of achieving any outcome at Week 
52 among patients with GS between 2.0 and 3.1 vs those with GS 
>3.1. Patients with GS <2.0 at Week 52 had a significantly greater 
likelihood of achieving all clinical endpoints and clinically mean-
ingful improvements in UC-SQ, IBDQ, SF-36 PCS, and EQ-5D index 
scores at Week 52 compared to patients with GS >3.1 (Table 2). In 
patients with GS between 2.0 and 3.1 vs GS >3.1, results were nu-
merically smaller than for patients with GS <2.0, and not significant 
for absence of rectal bleeding, low faecal calprotectin levels, and all 
patient-reported outcomes.
Conclusion: Evidence from the U-ACHIEVE maintenance trial of 
upadacitinib demonstrates that histological assessment of MH by 
GS at end of induction or maintenance is associated with long-term 
benefits, with GS <2.0 representing a relevant threshold for desirable 
clinical and patient-reported outcomes after one year of maintenance 
therapy.
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P522
Upadacitinib Promotes Histologic and Endoscopic 
Mucosal Healing: Results from the Upadacitinib 
Ulcerative Colitis Phase 3 Program

L. Peyrin-Biroulet*1, C. Siegel2, S. Tanida3, P. Bossuyt4, E. Torres5, 
M. Dubinsky6, F. Baert7, W. Zhou8, J. Klaff8, S. Berg8, F.S. Laroux9, 
Y. Sanchez Gonzalez8, X. Yao8, Q. Zhou8, W. Reinisch10

1University Hospital of Nancy, none, Vandoeuvre, France, 2Dartmouth-
Hitchcock Medical Center, none, Lebanon, United States, 3Naogoya 

City University Hospital, none, Nagoya, Japan, 4Imelda General 
Hospital, none, Bonheiden, Belgium, 5University of Puerto Rico School 
of Medicine, none, San Juan, United States, 6Icahn School of Medicine 
at Mt Sinai, none, New York City, United States, 7AZ Delta, none, 
Roeselare-Menen, Belgium, 8AbbVie- Inc, none, North Chicago, United 
States, 9AbbVie Bioresearch Center, none, Worcester, United States, 
10Medical University of Vienna, none, Vienna, Austria

Background: Upadacitinib (UPA), an oral selective and reversible JAK 
inhibitor, demonstrated significantly greater efficacy compared to pla-
cebo (PBO) as treatment for moderate to severe ulcerative colitis (UC), 
in phase 3 induction (U-ACHIEVE and U-ACCOMPLISH) and main-
tenance (U-ACHIEVE Maintenance) studies. We evaluated UPA effi-
cacy on histologic outcomes with or without endoscopy in this phase 
3 program. The STRIDE II initiative identified histological healing as a 
treatment target signaling the importance of histologic endpoint inclu-
sion in clinical trials and practice.
Methods: The UC phase 3 program were multicenter, double-blind 
PBO-controlled trials. Induction studies enrolled adult patients with 
moderate to severe active UC (defined as Adapted Mayo Score of 
5–9 points and a centrally reviewed endoscopy subscore of 2–3), 
with randomization 2:1, UPA 45mg (UPA45) once daily (QD) or 
PBO. Patients eligible for U-ACHIEVE Maintenance primary ana-
lysis (N=451) were clinical responders (per Adapted Mayo score) 
to 8-weeks (wks) of induction treatment with UPA45. U-ACHIEVE 
Maintenance patients were randomized 1:1:1 UPA 15mg QD 
(UPA15): UPA 30mg QD (UPA30): PBO for 52 wks. Endpoints were 
assessed at wk 8 and/or 52: histological improvement, histologic re-
mission, histologic endoscopic mucosal improvement (HEMI), and 
mucosal healing (a more stringent endpoint defined as endoscopic 
score=0 and Geboes score<2.0). For endpoint definitions, see Tables 
1 and 2.
Results: Baseline characteristics were similar at wk 0 of induction 
or maintenance studies. In U-ACHIEVE Induction, patients treated 
with UPA45 demonstrated a significant increase in histologic im-
provement (55.0% vs 22.5%), HEMI (30.0% vs 6.6%), and mu-
cosal healing (10.7% vs 1.3%); compared to PBO-treated patients 
(p< 0.001 for all endpoints, Table1). In U-ACCOMPLISH, patients 
treated with UPA45 experienced superior efficacy in histologic im-
provement (62.2% vs 24.5%), HEMI (36.7% vs 5.8%), and mu-
cosal healing (13.5% vs 1.7%) compared to PBO-treated patients 
(p<0.001 for all endpoints). Significantly higher percentages of 
patients that received UPA15 and UPA30 (42.8% and 56.9%) at 
wk 52 demonstrated increased histological improvement compared 
to PBO-treated patients (20.6%; p<0.001). In addition, patients 
treated with UPA15 and UPA30 demonstrated superior HEMI 
(UPA15 34.8%; UPA30 49.3%; PBO 11.8%, p<0.001) and mucosal 
healing rates (UPA15 17.6%; UPA30 19.0%; PBO 4.7%; p<0.001 
for both endpoints).
Conclusion: UPA induction and maintenance treatment achieved su-
perior efficacy compared to PBO for all histologic and endoscopic 
assessments including mucosal healing. [Clinicaltrials.gov, U-ACHIEVE 
Induction and Maintenance (NCT02819635) and U-ACCOMPLISH 
(NCT03653026)]
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P523
Effectiveness of biological treatments for 
inflammatory bowel disease in the elderly patients

C.J. Suarez Ferrer*1, F. Mesonero2, B. Caballol3, M.P. Ballester4, 
I. Baston Rey5, A. Castaño Garcia6, J. Miranda Bautista7, 
R. Saiz Chumillas8, J.M. Benitez9, L. Sanchez Delgado10, 
A. Lopez-Garcia11, C. Rubin de Celix12, M.D. Martin-Arranz13, 
A. Lopez Sanroman2, A. Fernandez-Clotet3, V. Merino Murgui14, 
C. Calviño Suarez5, P. Florez6, M.E. Lobato Matilla7, 
B. Sicilia8, P. Soto Escribano15, C. Maroto Martin10, I. Alonso Abreu16, 
L. Melcarne17, P.G. Elena18, E. Iyo19, A. Elosua Gonzalez20, E. Saiz21, 
L. Hernandez Villalba22, P. Perez Galindo23, L. Torrealba Medina24, 
S. Monsalve Alonso25, J.A. Olmos Jerez26, C. Dueñas Sadornil27, 
M. Barreiro-De Acosta5 on behalf of the Young Group of GETECCU
1Hospital Universitario La Paz, Gastroenterology Department. 
IBD Unit, Madrid, Spain, 2Ramón y Cajal University Hospital, 
Gastroenterology, Madrid, Spain, 3Hospital Clinic Barcelona, 
Gastroenterology, Barcelona, Spain, 4Hospital Clinico de Valencia, 
gastroenterology, Valencia, Spain, 5Hospital Universitario Clínico de 
Santiago, gastroenterology, Santiago de Compostela, Spain, 6Hospital 
Universitario Central de Asturias, gastroenterology, Oviedo, Spain, 
7Hospital Universitario Gregorio Marañon, gastroenterology, Madrid, 
Spain, 8Burgos University Hospital-, gastroenterology, Burgos, Spain, 
9Hospital Reina Sofia, gastroenterology, Cordoba, Spain, 10Hospital 
Universitario de Valladolid-, gastroenterology, Valladolid, Spain, 
11Hospital del Mar, gastroenterology, Barcelona, Spain, 12Hospital 
Universitario de La Princesa- Instituto de Investigación Sanitaria 
Princesa IISIP., gastroenterology, Madrid, Spain, 13Gastroenterology 
Department. School of Medicine. Universidad Autónoma de Madrid. 
Hospital La Paz Institute forHealth Research- La Paz Hospital, 
Gastroenterology Department. School of Medicine. Universidad 
Autónoma de Madrid. Hospital La Paz Institute forHealth Research- 
La Paz Hospital, Madrid, Spain, 14Hospital Clinico of Valencia, 
gastroenterology, Valencia, Spain, 15Hospital Universitario Reina 

Sofia, gastroenterology, Cordoba, Spain, 16Hospital Universitario de 
Canarias., gastroenterology, Tenerife, Spain, 17Hospital Universitari 
Parc Taulli- Sabadel-, gastroenterology, Barcelona, Spain, 18Hospital 
Royo Villanova-Zaragoza, Gastroenterology, Zaragoza, Spain, 
19Hospital Comarcal de Inca, Gastroenterology Department-, Baleares, 
Spain, 20Hospital Garcia Orcoyen, Gastroenterology Department-, 
Navarra, Spain, 21Hospital Xara Assistencial Althaia, Gastroenterology, 
Manresa, Spain, 22Hospital Santos Reyes-, Gastroenterology 
Department, Aranda de Duero, Spain, 23Pontevedra University 
Hospital Complex, Gastroenterology Department-, Pontevedra, Spain, 
24Hospital Universitari de Girona Doctor Josep Trueta, gastroenter-
ology, Girona, Spain, 25Hospital Infanta Elena de Valdemoro, gastro-
enterology, Madrid, Spain, 26Hospital Rey Juan Carlos de Móstoles, 
gastroenterology, Madrid, Spain, 27Hospital Universitario de Caceres, 
gastroenterology, Caceres, Spain

Background: Biological treatments used for the treatment of inflamma-
tory bowel disease (IBD) have demonstrated their efficacy and safety, 
although these results were obtained from studies that mostly include 
young people generally included in clinical trials. The objective of our 
study is to assess the efficacy of these treatments in the elderly popula-
tion in real life
Methods: Patients have been retrospectively included with established 
diagnosis of IBD aged 65 years or older at the time of initiating bio-
logical treatment(Infliximab, Adalimumab, Golimumab, Ustekinumab 
or Vedolizumab).Among the patients included, the clinical response 
(at the discretion of the researcher)after induction(around 12 weeks 
of treatment)and at 52 weeks was assessed.When that were avail-
able, the data related to endoscopic response at week 52 were 
collected(endoscopic activity was classified as moderate, mild or severe, 
according to the researcher)
Results: A total of 1090 patients were included(707 CD and 383 UC).
The indication for biologic in our experience was lack of response to 
immunosuppressants(292, 27.1%), corticodependence(318, 29.5%), 
perianal disease(31, 2.9%), treatment for postoperative recurrence(76, 

Abstract P522



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i479

7.0%), severe corticorefractory ulcerative colitis(59, 5.5%), others(303, 
28.1%).After induction, at approximately 12–14 weeks of treatment, 
419(39.6%) were in clinical remission, 502(47.4%) had a response 
without remission, and 137 patients(12.9%) had no response.The 
percentages of remission with the different biologics were: infliximab 
159 patients(42.6%), adalimumab 118 patients (38.4%), golimumab 
9 patients(32.1%), ustekinumab 50(32.7%), vedolizumab 84(40.6%)
(p = 0.3).At 52 weeks of treatment 442 patients(50.63%) clinical re-
mission, 249 patients had a response (28.5%) and 53 patients had no 
response (6.1%). Before one year of treatment, 129 patients(14.8%) 
had suspended treatment due to ineffectiveness, being significantly 
higher(p <0.0001) for golimumab 9 patients(37.5%) compared to the 
rest of the biological treatments analyzed.We analyzed the percent-
ages of clinical response to the different biological treatments, without 
identifying statistically significant differences between the remission 
rates: infliximab 160 (51.3%), adalimumab 131(50.9%), golimumab 
10(41.7%), ustekinumab 49(44.9%) and vedolizumab 92(53.8%).In 
colonoscopy at 52 weeks(performed 218 patients), 35.8% endoscopic 
remission(78 patients), 32.1% mild activity(70 patients), 26.1% mod-
erate activity(57 patients) and 6.0% severe activity(13 patients).
Conclusion: Biological drugs have response rates in elderly patients 
similar to those described in the general population. In our experience, 
golimumab was the drug that had to be discontinued most frequently 
due to ineffectiveness.

P524
Compared efficacy of ustekinumab and anti-TNF 
agents as first-line biological therapy in luminal 
Crohn’s disease

P. Riviere*1, C. Kanters2, A. Ni2, G. Pellet1, M. Hupe1, 
N. Aboulhamid2, F. Poullenot1, A. Bitton2, F. Zerbib1, P. Lakatos2, 
W. Afif2, D. Laharie1, T. Bessissow2

1Bordeaux University Hospital, Gastroenterology unit, Pessac, France, 
2McGill University Health Centre, Gastroenterology, Montréal, Canada

Background: Real-life data on the efficacy of ustekinumab as first-line 
therapy for the treatment of moderate to severe Crohn’s disease (CD) is 
lacking. The objective of this study was to compare the clinical remis-
sion rate at 3 months of patients treated by ustekinumab or anti-TNF 
agents as first-line biological therapy.
Methods: We conducted a two-center retrospective study including bio-
logic-naïve patients starting either ustekinumab or an anti-TNF agent for 
CD between January 2016 and December 2019. The primary endpoint 
was clinical remission at 3 months after therapy initiation, defined as a 
Harvey Bradshaw Index (HBI) < 4 without steroids, need for CD-related 
surgery or treatment discontinuation due to treatment failure or intoler-
ance. Secondary endpoints were remission at 12  months and time to 
drug withdrawal. Patients treated with ustekinumab were matched 1:3 
to patients receiving anti-TNF agents using a propensity score includ-
ing age, CD duration, smoking status, CD location according to the 
Montréal classification and history of perianal disease.
Results: 208 patients [104 (50%) female, median age 
(InterQuartileRange) 30  years (23–47)] were included, 156 (75%) 
patients starting anti-TNF (95 (45%) adalimumab and 61 (29%) inf-
liximab) and 52 (25%) ustekinumab and followed for a median (IQR) 
duration of 39 (22–52) months. Median (IQR) CD duration was 21 
(6–104) months and 45 (22%) patients had previously undergone a 
CD-related surgery. At inclusion, the median (IQR) HBI was 5 (2–8) 
and 83 (39%) patients were receiving oral corticosteroids.
After matching, remission rates at 3 months were 25/45 (56%) patients 
in the ustekinumab group versus 102/135 (76%) in the antiTNF group 

[p=0.01, odds ratio (OR) 0.40 (Confidence Interval (CI) 95% 0.20, 
0.82)]. At 12  months, remission rates were 26/41 (63%) patients in 
the ustekinumab group versus 99/123 (81%) in the antiTNF group 
(p=0.03). No difference was observed in terms of time to drug with-
drawal (p=0.25). Rates of drug persistence at 12 months were 89% 
in patients treated with ustekinumab and 87% in those treated with 
antiTNF, respectively. Similar rates of adverse events were observed 
in the two groups (13% versus 13%, p>0.9). In the antiTNF group, 
3/156 (2%) adverse events leading to hospitalization were observed 
compared to 0/52 (0%) in the ustekinumab group (p=0.6).

Conclusion: In this retrospective cohort, we found that anti-TNF 
agents as a first-line biological therapy led to higher rates of remission 
at 3 and 12 months in biologic-naïve patients with Crohn’s disease than 
ustekinumab.

P525
A prospective interventional study to evaluate 
the effect of hypoxia on healthy volunteers and 
patients with inflammatory bowel disease: The 
altitude IBD study

S. Vavricka1, J. Zeitz2, M. Madanchi1, L. Biedermann1, Y. Morsy1, 
M. Scharl1, M. Gassmann3, T. Lutz3, A. Kunz4, D. Bron4, G. Rogler1, 
T. Greuter*1

1University Hospital Zurich, Gastroenterology and Hepatology, Zurich, 
Switzerland, 2Clinic Hirslanden Zurich, Center of Gastroenterology, 
Zurich, Switzerland, 3University of Zurich, Institute of Veterinary 
Physiology- Vetsuisse Faculty, Zurich, Switzerland, 4Swiss Aeromedical 
Center, Swiss Aeromedical Center, Dubendorf, Switzerland

Background: It is unknown how high altitude exposure causes in-
flammatory bowel disease (IBD) flares. We assessed disease activity in 
healthy controls, IBD patients after 3h exposure in a hypobaric pres-
sure chamber (imitating an altitude of 4000m above sea level).
Methods: In a prospective study, 11 Crohn’s disease (CD, 6 males, 
35.6y±13.7), 9 ulcerative colitis (UC, 3 males, 31.4y±10.8) patients 
and 10 healthy controls (7 males, 27.7y±4.9) underwent rectosigmoi-
doscopy in our outpatient clinic (490m, baseline T1) and after 3h ex-
posure in a hypobaric pressure chamber (follow-up day 1 T2 and day 
7 T3). Symptoms were assessed using the Harvey Bradshaw Index and 
the partial Mayo Score before and after hypobaric pressure chamber 
exposure (baseline T1, day 1 T2, day 7 T3 and day 30 T4). Disease 
activity was further assessed using CRP levels and fecal calprotectin. 
Intestinal mucosa-associated microbial composition was analyzed 
using high-throughput sequencing.
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Results: The 3h exposure in a hypobaric pressure chamber was well 
tolerated in all subjects. Mean oxygen saturation decreased from 
97.5%±1.3 to 80.9%±4.1, and increased back to normal levels 
(98.8%±1.2%) after the hypobaric intervention (p<0.0001). Clinical 
and endoscopic disease activity were not significantly changed before 
vs. after intervention. However, mild flare was seen in 2 UC patients 
and another UC patient was lost to follow-up due to a disease flare. 
New endoscopic lesions were detected in one healthy subject and one 
UC patient. Fecal calprotectin levels significantly increased in CD 
patients during the follow-up period (p=0.031), but not in UC and 
healthy controls. No changes in CRP levels were observed. Percentage 
of calprotectin-based disease remission (fecal calprotectin <100ug/g) 
decreased in all groups after hypobaric pressure chamber exposure, and 
increased thereafter (Figure 1) with a significant decrease in the control 
group (100% at baseline vs. 50% at day 1, p=0.029) and all patients 
combined (73.3% at baseline vs. 36.7% at day 7, p=0.013). No dif-
ferences in alpha and beta diversity of stool microbiota composition 
before vs. after hypobaric pressure chamber exposure were observed.

Conclusion: In this prospective study involving IBD patients and healthy 
controls, a 3h exposure in a hypobaric pressure chamber (correspond-
ing to an altitude of 4000m) did not result in higher disease activity. 
However, mild flares and development of endoscopic lesions were seen 
in a subset of patients. Calprotectin-based remission rates significantly 
decreased between baseline and day 7 suggesting a subclinical effect of 
short-term hypoxia, not explained by changes in the microbiome.
(Clinicaltrials.gov number, NCT02849821)

P526
Measurement of thiopurine metabolites 
concentrations after one week of treatment does 
not predict treatment failure in Inflammatory 
Bowel Disease patients

D. Deben MSc*1, F. Van Moorsel2,3, R. Creemers4,5, B. Winkens6, 
P. Bus7, M. Pierik5, M. Simsek8, N. De Boer8, D. Wong1, 
A. Van Bodegraven4,8

1Zuyderland MC, Dept. of Clinical Pharmacy- Clinical pharmacology 
and Toxicology, Sittard-Geleen, The Netherlands, 2Jeroen Bosch 

Hospital, Dept. of Pharmacy, ‘s-Hertogenbosch, The Netherlands, 
3Bernhoven Hospital, Dept. of Clinical Pharmacy, Uden, The 
Netherlands, 4Zuyderland MC, Dept. of Gastroenterology- Geriatrics- 
Internal and Intensive Care Medicine Co-MIK, Sittard-Geleen, 
The Netherlands, 5Maastricht University Medical Center, Dev. of 
Gastroenterology and Hepatology, Maastricht, The Netherlands, 
6Maastricht University Medical Center, Dept. of methodology and 
statistics, Maastricht, The Netherlands, 7Laurentius Hospital, Dept. 
of Gastroenterology and Hepatology, Roermond, The Netherlands, 
8Amsterdam University Medical Center, Dept. of Gastroenterology and 
Hepatology, Amsterdam, The Netherlands

Background: Conventional thiopurines such as azathioprine (AZA) 
and mercaptopurine (MP) remain drugs of choice in maintain-
ing remission and corticosteroid sparing in inflammatory bowel 
disease (IBD). Early discontinuation of thiopurine therapy occurs 
frequently, due to slow onset of effect and a relatively high fre-
quency of early adverse drug reactions (ADR). Some ADR such as 
hepatotoxicity and gastro-intestinal complaints are associated with 
the thiopurine metabolite concentrations 6-thioguanine nucleotides 
(6-TGN) or 6-methylmercaptopurine ribonucleotides (6-MMPR), 
in particular elevated 6-MMPR concentrations or unfavorable 
6-MMPR/6-TGN ratios.
Early measurement of thiopurine metabolites may help to optimize 
thiopurine therapy in IBD. The aim of this study was to assess the pre-
dictive value of thiopurine metabolite measurement one week after 
thiopurine therapy initiation on discontinuation during the first three 
months of therapy.
Methods: This was a multicenter prospective observational study in 
the Netherlands. Consecutive IBD patients who initiated thiopurine 
therapy were included and measurement of thiopurine metabolites 
was performed after 7 days (6 – 8) of treatment (T1). Patients were 
monitored for 12 weeks to document occurrence of ADR and early 
treatment discontinuation. Switching to an alternative thiopurine or 
adding allopurinol (as co-medication) was also considered as treat-
ment discontinuation (to prevent ADR). 6-MMPR concentrations and 
6-MMPR/6-TGN ratios were separately analyzed (Mann-Whitney 
U-tests) regarding therapy discontinuation within 12 weeks. P-values 
of ≤0.05 were considered statistically significant.
Results: In total, 255 patients were included, of which 83 were excluded 
due to either missing blood samples on T1 (n=54), dose adjustments 
within 12 weeks (n=25) or a delayed T1 measurement (n=4). Of the 
remaining 172 patients, 79 patients were male (46%), 102 patients 
had Crohn’s disease (59%) and 157 patients were treated with MP 
(91%). In total, 88 (51%) patients continued thiopurine therapy and 
84 patients (49%) discontinued therapy within 12 weeks. Median 
6-MMPR concentrations (1,295 versus 1,589 pmol x 108 red blood 
cells) and 6-TGN/6-MMPR ratios (8.8 versus 11.4) did not differ sig-
nificantly between patients who continued versus discontinued therapy 
within 12 weeks (Figures 1 and 2).
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Conclusion: In this study thiopurine metabolites at T1 did not relate to 
discontinuation of thiopurine therapy within 12 weeks. We will conduct 
additional pharmacodynamic studies to corroborate our hypothesis that 
early metabolite measurements may be of individual patients’ benefit.

P527
Telemedicine in IBD patients: results of a national 
survey of the Italian IBD patients’ association 
(AMICI Onlus)

A. Costantino*1,2, F. Caprioli1,2, M. Vecchi1,2, D. Stocco3, M. Aloi4, 
A. Armuzzi5, F. Ficari6, F. Manguso7, G. Mocci8, A. Orlando9, 
L. Pironi10, S. Radice11, F. Rizzello12, A. Tongiorgi13, S. Leone14, 
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Rome, Italy, 5Fondazione Policlinico Universitario A. Gemelli IRCCS, 
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8Azienda Ospedaliera ARNAS G. Brotzu-, Gastroenterology, Cagliari, 
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10Policlinico Sant’Orsola Malpighi, Centro IICB- Scienze Mediche, 
Bologna, Italy, 11Humanitas Research Hospital, IBD Unit, Milan, Italy, 
12Policlinico Sant’Orsola Malpighi, Department of Internal Medicine 
and Gastroenterology, Bologna, Italy, 13Azienda Ospedaliera Pisa, UO 
Gastroenterologia, Pisa, Italy, 14Associazione Nazionale per le Malattie 
Infiammatorie Croniche dell’Intestino, AMICI Onlus, Milan, Italy, 
15Fondazione Casa Sollievo della Sofferenza, Gastroenterologia ed 
Endoscopia Digestiva, San Giovanni Rotondo, Italy

Background: Telemedicine is one of the major changes that clinicians 
have encountered over the past decade; in particular during the COVID-
19 pandemic, televisits were rapidly implemented to guarantee patients’ 
assistance, with the intention of Health Care Providers (HCPs) to con-
tinue to use them beyond the pandemic.
The aim of our national survey was to evaluate the current usage of 
telemedicine for IBD patients from their perspective, investigating 
patients’ impressions about telemedicine and factors affecting them 
through a Machine Learning (ML) analysis.
Methods: In March 2021, the Italian IBD patients’ association (AMICI 
Onlus) distributed to their members - through its mailing list and on so-
cial media platforms - an anonymous online questionnaire investigating 
the use of telemedicine.

Socio-demographic and IBD characteristics were collected; the usage, 
patients’ satisfaction and trust of telemedicine were assessed through 
Likert scales.
ML tools - Decision Trees (DT) and Random Forest (RF) - were applied 
to identify the determinants of patient’s perceptions about telemedi-
cine; the produced RF ranking displays two indicators: %IncMSE and 
IncNodePurity.
Results: Nine hundred and seventy-eight IBD patients (women 58.9%) 
from every Italian region completed the questionnaire.
Among the respondents, 87 (8.9%) personally had a telemedicine ex-
perience; 153 reported that their Centre performed a telemedicine ser-
vice during the COVID-19 pandemic (24.2% televisits, 39.2% e-mails, 
24.8% phone-calls, 3.9 % dedicated website, 7.9% others).
Overall, 707 (72.3%) would trust a telemedicine service, 760 (77.7%) 
would like to have it also with another HCP (e.g., nutritionist, psych-
ologist) and 778/961 (81%) would like to use telemedicine in the fu-
ture (17 did not answer to this specific question); 792 (81%) stated 
they thought useful to have the possibility to use telemedicine and 847 
(86.6%) would like their Centre to offer them this facility.
Considering this last question as the output at the DT, the variable 
which have been found to influence the most this patients’ willing-
ness is patient’s perception of the usefulness of telemedicine in treat-
ing their disease, since it represented the root of the tree explaining 
the results. The RF rankings confirmed that this variable influenced 
the most patients’ perception with the highest levels of %IncMSE and 
IncNodePurity(Figure 1).
Conclusion: The practice of telemedicine in the management of IBD 
patients has not been very relevant throughout Italy so far (less than 
10%), but more than four every five respondents would like to use 
telemedicine.
Machine learning analysis shows that the perceived usefulness of tele-
medicine service is the key point for patients who would like it was a 
part of usual clinical practice.

P528
Feasibility, satisfaction and machine learning 
analysis of factors influencing IBD patients’ trust in 
the mobile application Care4today IBD

A. Costantino*1,2, M. Vecchi1,2, D. Stocco3, D. Noviello4, 
F.S. Conforti1, M. Maregatti4, F. Caprioli1,2

1IRCCS Ca’ Granda Ospedale Maggiore Policlinico Foundation, 
Gastroenterology and Endoscopy Unit, Milan, Italy, 2University of 
Milan, Department of Pathophysiology and Transplantation, Milan, 
Italy, 3Politecnico di Milano, Department of Mathematics, Milan, Italy, 
4University of Milan, Gastroenterology, Milan, Italy

Background: The use of telemedicine for the management of patients 
with Inflammatory Bowel Disease (IBD) has developed quickly over the 
past few years.
In our tertiary referral Centre for IBD we have provided our patients 
an asynchronous telemedicine service, the App Care4today® IBD 
(Bepatient, Paris, France). Its main function is the remote monitoring 
of patients’ symptoms and disease activity (abdominal pain and bowel 
movements). In addition, it evaluates the quality of life through the 
EQ-5D-5L questionnaire, it provides information on topics to imple-
ment patient education (e.g., smoking), and it allows patients to insert 
reminders for the therapy.
Decision trees (DT) and random forests (RF) are two machine learning 
(ML) techniques which have been increasingly utilized in the last few 
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years due to their ability to uncover non-linear relationships between 
covariates and outputs.
Methods: The aims of our study were to evaluate the app use, satisfac-
tion and trust of IBD patients, and to identify the possible determinants 
influencing its trust through a ML analysis.
From April 26th to May 21st 2021, we have consecutively proposed 
to all IBD patients (familiar with smartphones and mobile Apps) 
on biological therapy to download Care4today® IBD. Ease of use, 
patients’ satisfaction and trust were assessed through a 5 points Likert 
scale questionnaire adapted on the SUTAQ (Service User Technology 
Acceptability Questionnaire).
ML tools, DT and RF, were used to identify the determinants of 
patients’ trust.
Results: Out of 135 enrolled patients (among 151 patients), 87 (64.4%) 
used the app.
Among the patients who compiled the questionnaire (39/87, 44.8%), 
92.4% trusted to use the App, 94.9% showed confidence in the moni-
toring system. On contrast, disagreement (92.4% giving a score <3/5) 
was expressed for the statement “the Apps can replace my regular 
health care”.
The DT showed that the variable which has influenced the most 
patients’ trust is the conviction that the App is a tool useful for 
a better monitoring of their disease by physicians, since it repre-
sented the root of the tree which explains the final decision. The 
RF confirmed that this variable influenced the most patients’ trust 
with a 15% increase in mean squared error (IncMSE) and 7.10 
IncNodePurity.
Conclusion: More than half of our patients actively used the Care4today 
IBD App, and more than four of every five of those who responded to 
the survey proved to be well disposed to its usage, showing a good level 
of confidence and trust in it.
The knowledge of patients’ trust determinants (App utility is the 
most relevant) is the key point in order to implement the use of 
these new digital monitoring options, which may help to bet-
ter manage the disease, through tight control and personalized 
medicine

P529
Evolution of COVID19 serology in a real-life 
population of IMID patients. Results of the 
BELCOMID study: BELgian Cohort study of COVID-19 
in Immune Mediated Inflammatory Diseases (IMID)

J. Geldof*1, J. Sabino2, M. Ferrante2, J. Lambert3, H. Lapeere3, T. Hillary4, 
A. Van Laethem4, K. De Vlam5, P. Verschueren5, T. Lobaton1, S. Vermeire2, 
Studygroup: BELCOMID - BELCOMID studygroup received research 
grants from following pharmaceutical companies: Almirall Roche Janssen 
Pfizer Eli Lilly Amgen Biogen Mylan Leo Pharma.
1University Hospital Ghent, Department of Gastroenterology 
and Hepatology, Ghent, Belgium, 2University Hospitals Leuven, 
Department of Gastroenterology and Hepatology, Leuven, Belgium, 
3University Hospital Ghent, Department of Dermatology, Ghent, 
Belgium, 4University Hospitals Leuven, Department of Dermatology, 
Leuven, Belgium, 5University Hospitals Leuven, Department of 
Rheumatology, Leuven, Belgium

Background: Immunomodulators (IMM) and Targeted Immune-
Modulating Therapies (TIMT) such as anti-TNF, anti-interleukins 
and Janus Kinase inhibitors, for treatment of Immune Mediated 
Inflammatory diseases (IMID) could theoretically interfere with the 
cytokine storm and humoral immune response against COVID19 in-
fection and vaccination. We investigate seroprevalence and evolution 
of SARS-CoV2 antibodies in relation to previous vaccination and/or 
exposure to COVID19 and ongoing IMID-treatment in a Belgian, real-
life population of IMID patients.
Methods: A cross-disciplinary, prospective, observational cohort study 
was set up at two university hospitals. All patients with IMIDs of the gut 
(Crohn’s disease, ulcerative colitis), joints (rheumatoid, psoriatic or spon-
dyloarthritis) and skin (psoriasis, hidradenitis suppurativa, atopic derma-
titis) visiting the respective clinics were asked to participate. Patients had 
to fill out an electronic survey (REDCap®, based on WHO-ISARIC) and 
blood samples were drawn for serology testing (anti-Spike(S) and anti-
viral Nucleocapsid(N) protein antibody IgG, Abbott). Results at baseline, 
prior to the national vaccination program and at 6 months follow-up are 
presented. R version 4.0.2 was used for statistical analyses.
Results: At baseline 2165 IMID patients consented to take part. In 
3.2% SARS-CoV2 anti-N seroconversion was confirmed. Of the anti-
N seroconverted patients 72.9% reported a positive PCR test prior to 
inclusion.
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At 6-months follow-up, data of 1853 IMID patients was collected. Of 
these, 81.7% were fully and 14.4% partially vaccinated. Seroconversion 
for anti-N antibodies was confirmed in 2.5% of all participants and 
seroconversion for anti-S antibodies in 90.8%. In 5.1% (61/1483) of 
fully vaccinated IMID patients no seroconversion in anti-N nor anti-S 
antibodies was found.
Chi Square analyses show, at 6-months follow-up, no significant asso-
ciation between anti-S seroconversion rate and treatment with systemic 
steroids (RiskRatio 1.22, 95%CI 0.38–3.9, P=0.99), TIMT (RiskRatio 
0.57, 95% CI 0.3–1.1, P=0.12), IMM (RiskRatio 1.65, 95% CI 0.85–
3.19, P=0.19) or combination treatment IMM/TIMT (RiskRatio 1.60, 
95% CI 0.75–3.4, P=0.32).
Appearance of COVID19 symptoms followed the epidemiological 
curve in Belgium (Fig1).

Conclusion: In this real-life IMID cohort, the number of COVID19 
cases confirmed by PCR prior to vaccination was low. Seroconversion 
rate for anti-N antibodies was lower at 6-months follow-up, suggesting 
decrease in antibody titre over time. Full COVID19 vaccination led to 
a high anti-S antibody seroconversion rate. Nonetheless, 5.1% of fully 
vaccinated patients showed no antibody seroconversion. So far, no sig-
nificant association between anti-S antibody seroconversion and IMID 
treatment was noted.

P530
Vedolizumab as the first line of biologic therapy for 
ulcerative colitis and Crohn’s disease - a systematic 
review with meta-analysis

M. Attauabi*1,2,3, G.R. Madsen1,2, F. Bendtsen1,2, J.B. Seidelin3, J. Burisch2

1Copenhagen University Hospital- Hvidovre, Gastrounit- Medical 
Section, Hvidovre, Denmark, 2University of Copenhagen- Hvidovre 
Hospital, Copenhagen Center for Inflammatory Bowel Disease in 
Children- Adolescents and Adults, Hvidovre, Denmark, 3Herlev 
Hospital- University of Copenhagen, Department of Gastroenterology 
and Hepatology, Herlev, Denmark

Background: Several studies have indicated a reduced efficacy of ved-
olizumab among patients with ulcerative colitis (UC) and Crohn’s 
disease (CD) previously exposed to biological therapies. The purpose 
of this study was to determine the efficacy and safety of vedolizumab 
among bio-naïve patients with UC or CD as compared with bio-
exposed patients.
Methods: The systematic review and meta-analysis were conducted 
according to Cochrane’s recommendations. PubMed, EMBASE, and 

The Cochrane Library databases were searched from database incep-
tion till December 2020 for studies that reported any efficacy or safety 
outcome among bio-naïve patients with UC or CD receiving vedoli-
zumab. Meta-analyses were performed using a random-effects model 
based on the inverse-variance method. The methodological quality 
of was assessed in line with National Institute for Health and Care 
Excellence (NICE) guidelines.
Results: The systematic search identified 79 eligible studies, including a 
total of 2,830 and 2,381 bio-naïve patients with UC and CD, respect-
ively, compared with 7,392 and 10,511 bio-exposed patients, respect-
ively. The mean NOS score was 6.0 and 6.1 in UC and CD, respectively. 
Meta-analysis showed that bio-naïve patients with UC more frequently 
achieved clinical remission at week 14 (risk ratio (RR)=1.27 [95% con-
fidence interval (CI) 1.00, 1.62]) and week 52 (RR=1.25 [95% CI 1.11, 
1.42]) compared to bio-exposed patients. Similar results were found in 
terms of steroid-free clinical remission at week 52 (RR= 1.36 [95% CI 
1.06, 1.76]). Likewise, bio-naïve patients with CD were more likely to 
achieve clinical remission at week 52 (RR= 1.23 [95% CI 1.05, 1.43]), 
while clinical remission at week 14 and steroid-free clinical remis-
sion could not be assessed in a meta-analysis. A  similar pattern was 
observed regarding the achievement of endoscopic remission at week 
52 in UC (RR= 1.48 [95% CI 1.28, 1.72]) but not in CD (RR=1.48 
[95% CI 0.82, 2.65]) (Tables 1–2).
Finally, bio-naïve UC patients did not experience any difference in rates 
of adverse events as compared with bio-exposed patients (UC: RR= 
0.96 [95% CI 0.70, 1.31]) but experienced significantly less serious ad-
verse events (RR= 0.47 [95% CI 0.26, 0.82]). In line with this, patients 
with CD experienced fewer adverse events (RR= 0.73 [95% 0.64, 
0.83]) and serious adverse events (RR= 0.54 [95% CI 0.34, 0.85]).

Conclusion: This meta-analysis suggests that the reduction of effi-
cacy of vedolizumab following exposure to other biologicals is stat-
istically and clinically significant. Our findings add to the body of 
evidence regarding tailoring of biological therapies for patients with 
UC and CD.
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P531
Stringent screening strategy significantly reduces 
reactivation rate of Tuberculosis in Patients with 
Inflammatory Bowel Disease on anti-TNF therapy 
in a TB endemic region

P. Kumar*1, S.K. Vuyyuru1, B. Kante1, P. Sahu1, S. Goyal1, D. Madhu1, 
S. Jain1, M.K. Ranjan1, S. Mundhra1, R. Golla1, M. Singh1, S. Virmani1, 
A. Gupta1, N. Yadav1, M. Kalaivani1, R. Sharma1, P. Das1, G. Makharia1, 
S. Kedia1, V. Ahuja1

1All India Institute of Medical Sciences, Department of Gastroenterology 
and Human Nutrition, New Delhi, India

Background: Anti-tumour necrosis factor (anti-TNF) therapy use in 
patients with inflammatory bowel disease (IBD) leads to increased risk 
of tuberculosis (TB) reactivation despite LTB screening, especially in TB 
endemic regions. We evaluated the effect of stringent screening strategy 
and latent tuberculosis (LTB) prophylaxis on TB reactivation.
Methods: We performed an ambispective comparison between patients 
who were started on anti-TNF therapy after January 2019 (Cohort A) 
and between Jan 2005-Dec 2018 (Cohort B). Cohort A patients were sub-
jected to stringent screening criteria which included all: history of past TB/
recent contact with active TB, CT (computed tomography) chest, IGRA 
(interferon-gamma release assay), TST (tuberculin skin test), and if any 
positive were given chemoprophylaxis. A cohort comparison was done to 
evaluate for risk reduction of TB following the stringent screening strategy.
Results: One hundred seventy-one patients (63-Ulcerative colitis/108-
Crohn’s disease; mean age diagnosis-28.5±13.4 years; 60% males; me-
dian follow-up duration after anti-TNF:33months [interquartile range, 
23–57  months]) were included. Among 112 in Cohort B 22(19.6%) 
had LTB and 19(17%) developed TB. In comparison, 26(44%) had 
LTB and only 1(1.7%) developed TB in Cohort A (p<0.01). On survival 
analysis, patients in Cohort B had a higher probability of TB reactiva-
tion compared to Cohort A at 5 years of follow up, HR-14.39 (95% 
CI,1.88- 109.81[p=0.010]) after adjusting for gender, age at anti-TNF 

therapy initiation, concomitant immunosuppression, the total number 
of anti-TNF doses and therapy escalation.

*Log rank p value=0.006
Figure 1: Kaplan Meier curve analysis for probability of remaining free 
from tuberculosis between patients who were started on anti- TNF 
therapy till January 2019 (Cohort B) and those who were started on 
anti-TNF after January 2019 (Cohort A).

*Log rank p value=0.02
Figure 2: Kaplan Meier curve analysis for probability of remaining 
free from tuberculosis between patients who had incomplete latent TB 
screening and those with complete TB screening.
Conclusion: The high risk of TB reactivation with anti-TNF therapy in 
TB endemic regions can be significantly mitigated with stringent LTB 
screening and chemoprophylaxis.

P532
Proactive therapeutic drug monitoring improves 
clinical outcomes in patients with inadequate 
post-induction infliximab trough levels

I. Botto*1, I. Coelho Rodrigues1, J. Serrazina1, S. Fernandes1, 
S. Bernardo1, A.R. Gonçalves1, P. Moura Santos1, A. Valente1, 
L. Correia1, R. Tato Marinho1

1Centro Hospitalar Universitário Lisboa Norte, Serviço de 
Gastrenterologia, Lisbon, Portugal

Background: A large body of evidence demonstrates a significant cor-
relation between week 14 infliximab trough levels (IFXTL) and several 
clinical outcomes. In patients with low IFXTL at week 14, proactive 
therapeutic drug monitoring (TDM) may potentially improve clinical 
results.
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Methods: Retrospective study including 181 patients (63.5% with 
Crohn’s disease) under proactive TDM. IFXTL were measured at week 
14 and every 2 infusions using a drug sensitive assay (Theradiag®, Lisa 
Tracker) with treatment proactively escalated to an IFXTL 5–10 ug/ml. 
We compared the clinical outcomes between patients with low (<5 ug/
ml) and adequate IFXTL at week 14, in respect to clinical remission, fecal 
calprotectin (Fc) remission, C-reactive protein (CRP) remission, hospital-
ization, treatment discontinuation, and surgery up to 1 year of follow-up.
Results: Ninety-one patients (50.3%) had low IFXTL at week 14. These 
patients presented lower rates of clinical remission (69.2% vs 82.2%, 
P=0.031), Fc remission (41.9% vs 73.4%, P<0.001), and CRP remis-
sion (60.7% vs 72.7%, P= 0.061) at week 14 of treatment. Likewise, 
worse outcomes were also shown by the end of the study, with lower 
rates of clinical remission (64.8% vs 87.8%, P<0.001), and Fc remis-
sion (58.9% vs 77.9%, P=0.005), and higher rates of hospitalization 
(17.6% vs 6.7%, P=0.021), surgery (5.5% vs 0%, P=0.030), treatment 
discontinuation (36.3% vs 17.8%, P=0.004), and any unfavorable 
outcome (42.9% vs 21.1%, P=0.001). Following proactive treatment 
escalation, fifty-nine patients (64.8%) were successful in increasing 
IFXTL ≥5 ug/ml within subsequent infusions. These patients presented 
higher rates of clinical remission (79.7% vs 37.5%, P<0.001), and 
lower rates of treatment discontinuation (20.3% vs 65.6%, P<0.001), 
surgery (1.7% vs 12.5, P=0.05), and any unfavorable outcome (28.8% 
vs 68.8%, P<0.001), with a non-significant trend for higher rates of 
Fc remission (63.8% vs 50%, P=0.147). These patients also presented 
similar outcomes compared to patients with adequate week 14 IFXTL 
in respect to clinical remission (P=0.134), Fc remission (P=0.049), hos-
pitalization (P=0.131), surgery (P=0.396), treatment discontinuation 
(P=0.426), and any unfavorable outcome (P=0.189).
Conclusion: IFXTL significantly influence early and long-term treat-
ment outcomes. In patients with inadequate IFXTL at week 14, pro-
active TDM was associated with improved clinical outcomes.

P533
Predictors of sustained remission after infliximab 
de-escalation in patients with inflammatory bowel 
diseases

W. Kantasiripitak*1, A. Outtier2,3, D. Thomas1, J. Sabino2,3, 
S. Vermeire2,3, M. Ferrante2,3, E. Dreesen1

1University of Leuven, Department of Pharmaceutical and 
Pharmacological Sciences, Leuven, Belgium, 2University Hospitals 
Leuven, Department of Gastroenterology and Hepatology, Leuven, 
Belgium, 3University of Leuven, Department of Chronic Diseases and 
Metabolism, Leuven, Belgium

Background: Infliximab (IFX) de-escalation (i.e., extending the dosing 
interval and/or decreasing the dose) has been attempted in patients with 
inflammatory bowel disease (IBD) who sustained treatment response 
following an earlier IFX escalation. We aimed to identify predictors of 
sustained disease remission after IFX de-escalation.
Methods: Data of 30 adult patients (17 Crohn’s disease [CD], 13 ul-
cerative colitis [UC]), who underwent IFX de-escalation following 
earlier escalation, were retrospectively collected from a single-centre 
database search. All patients were in steroid-free clinical (two-item 
patient-reported outcome [PRO2] ≤1 [UC] and ≤8 [CD]) and bio-
logical (C-reactive protein <5 mg/L and faecal calprotectin <250 mg/
kg) remission at IFX de-escalation. The primary endpoint was sus-
tained steroid-free clinical and biological remission during one year 
after de-escalation. Predictors at baseline (i.e., demographic, clinical, 
and biological characteristics, the IFX trough concentration (TC), and 

IFX clearance (CL) [estimated using a posteriori prediction with the 
Dreesen model1; NONMEM v7.5]) were identified using univariate 
Cox regression analysis (P<0.05). Markers for steroid-free combined 
clinical and biological remission at the infusions during the study 
period (secondary endpoint) were evaluated using a multivariable gen-
eralised linear model (mGLM).
Results: The percentage of patients who sustained steroid-free clin-
ical and biological remission gradually decreased over time to 57% 
at 180 days and 37% at 360 days (Fig 1). A lower baseline PRO2 was 
predictive for attaining the primary endpoint (P=0.039), regardless of 
IBD type. One unit increase in PRO2 increased the probability of losing 
remission by 17% (95% CI: 0.8%-36%). The IFX TC at baseline was 
similar between patients with and without sustained remission during 
the first year (median 6.8 [IQR 6.0–7.6] mg/L and 6.0 [5.1–9.2] mg/L, 
respectively; P>0.05). Throughout the study period, neither IFX TCs 
nor IFX CLs predicted attaining the primary endpoint (P >0.05).
At the fifth infusion, patients who did not attain the secondary end-
point had a higher IFX CL (P=0.025), but the IFX TC was not dif-
ferent (Fig 2). In mGLM, the estimated IFX CL, but not the IFX TC 
itself, was identified as a predictor for attaining the secondary endpoint 
(P=0.016). A 0.1-unit increase in IFX CL (L/day) increased the prob-
ability of losing remission 3,227-fold.

Conclusion: Lower PRO2 at IFX de-escalation predicted a higher 
chance of sustained remission. Monitoring the IFX CL using a Bayesian 
forecasting software tool may provide more insight into disease activity 
than monitoring the IFX concentration as such. A prospective study is 
awaited to confirm our findings (MODIFI; NCT04982172).
Reference
1. Dreesen BJCP. 2020
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P534
Effectiveness and safety of Adalimumab switch 
from originator to biosimilar in patients with 
inflammatory bowel disease in clinical remission

B. Gros*1, P. Soto Escribano1, S. Marín Pedrosa1, R. Medina Medina2, 
J.M. Benítez1, E. Iglesias-Flores1

1Reina Sofía University Hospital, Department of Gastroenterology, 
Córdoba, Spain, 2Maimónides Biomedical Research Institute IMIBIC, 
Gastroenterology, Córdoba, Spain

Background: Multiple adalimumab (ADA) biosimilars are now avail-
able since they were first commercialized in 2019 after having proved 
their safety and effectiveness in rheumatoid diseases. However, real 
data in inflammatory bowel disease (IBD) remain scarce.
The main aim was to evaluate the remission rates after switching 
from ADA originator (Humira) to biosimilar (Hyrimoz) in a cohort 
of patients in remission at time of inclusion as well as to describe any 
safety issues.
Methods: We performed a prospective, observational cohort in a ter-
tiary IBD referral centre.
All patients on Humira who were in clinical remission (defined as 
Harvey-Bradshaw score ≤4 or partial Mayo score ≤2) +/- biological 
remission (faecal calprotectin <250 μg/gr and C-reactive protein [CRP] 
<5gr/L) +/- endoscopic/radiologic remission at time of switch were 
included and followed-up for at least 9 months.
Data on IBD phenotype, CRP, ADA drug and antibody levels and faecal 
calprotectin were collected.
Results: A total of 40 patients were included, 53.7% (22) men. Median 
follow-up 10.6  months (IQR 10–11.1). Regarding IBD type, 85.4% 
(35) suffered from Crohn´s disease (CD) and 14.6% (6) from ulcera-
tive colitis (UC). Table 1 shows the baseline characteristics of patients.
Prior to switch, adalimumab levels were 7.7 mg/mL (5.9–11.2), CRP 
0.4 (0–1.7) gr/L and faecal calprotectin 140 μg/gr (69–180). One pa-
tient stopped the drug (2.5%) as per personal reasons and 5% (2) flared 
during the follow-up but no drug cessation was needed. At the end of 
follow-up 94.9% (37) patients remained in clinical remission. No se-
vere adverse events were reported. Statistical differences were found 
in ADA levels prior and after switching (7.7 vs 5.9 mg/mL, p=0.001), 
CRP levels (0.4 vs 0.7 g/L; p=0.016) and albumin levels (4.4 vs 4.6 g/L, 
p=0.015).
Conclusion: Switching from Humira to Adalimumab biosimilar 
appeared to be effective and safe with most patients being in clinical 
remission at the end of follow-up. Statistical differences were found 
in adalimumab levels, CRP after switching and albumin, however, the 
impact of these differences was not noticeable.

P535
Association of anti-Infliximab antibodies and 
HLADQA1*05 variant in ulcerative colitis: a 
retrospective single centre study

H. Aleman Gonzalez*1, R. Sankaranarayanan1, A. Pattinson1, 
J. Turnbull1, S. Katie1, E. Whitehead1, A. Talbot1, S. Myers1, 
S. Sebastian1

1Hull University Teaching Hospitals, Inflammatory Bowel Disease, 
Kingston Upon Hull, United Kingdom

Background: The genetic variation HLADQA1*05 has been reported 
to be associated with anti-Infliximab antibody in CD. The relevance 
in UC patients receiving infliximab is uncertain. We aimed to evaluate 
the association of HLADQA1*05 and infliximab antibody formation, 

treatment changes and infliximab persistence in a real world setting of 
single centre cohort
Methods: Infliximab treated UC patients (n=94) were retrospectively 
screened for HLDqA1*05. The risk of anti-infliximab antibody forma-
tion, absent drug levels in presence of antibody, change in therapy from 
infliximab were assessed in variant carrying patients in comparison to 
those without the variants. The proportion of patients needing dose 
optimisation of infliximab also evaluated
Results: Anti-infliximab antibodies were detected in 41.5% of patients 
in a median follow up of 14.75 (IQR 9–29) months. HLA DQAI*05 
was positive in 39.13% of patients. 52.2 % of patients were on con-
comitant immunomodulators. Higher proportion of patients with 
HLADQA1*05 developed anti-Infliximab antibodies (59% Vs 24%, 
p=0.002). Eighty percent of patients who had anti Infliximab anti-
bodies with absent drug levels were positive for HLADQA1*05 with 
Hazzard Ratio (HR) for development of anti-Infliximab antibodies 
of 4.54 (95% CI 1.73–11.89) and for antibodies with absent inf-
liximab drug levels 9.86 (95% CI 2.43 -40.01). Higher proportion 
of HLADQA1*05 patients required dose escalation (78% vs 31%, 
p=0.001). After adjusting for age, initial infliximab dose and concomi-
tant immunomodulator use, there was no difference anti TNF per-
sistence in patients with HLADQA1*05 variant (HR 2.36, 95% CI 
0.89–6.25, p=0.06)
Conclusion: Determination of HLADQA1*05 status may identify 
patients at higher risk of anti-infliximab antibodies in ulcerative col-
itis. Early intervention with dose optimisation and concomitant immu-
nomodulation may avoid loss of response and facilitate treatment 
persistence
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P536
Comparison of outcomes of infliximab biosimilar 
CT-P13 with infliximab originator in patients with 
inflammatory bowel disease

I. Yüksel*1,2, B. Baspınar1, M.B. Durak1, V. Kilic1, F. Kivrakoglu1,2, 
I.E. Guven1, K. Kosar1, C. Erdogan1, A. Alkan3

1Ankara City Hospital, Gastroenterology, Ankara, Turkey, 2Ankara 
Yildirim Beyazit University School of Medicine, Gastroenterology, 
Ankara, Turkey, 3Ankara Yildirim Beyazit University School of 
Medicine, Biostatistics and Medical Informatics, Ankara, Turkey

Background: Studies on the efficacy and safety of Infliximab (IFX) bio-
similar CT-P13 and IFX originator are needed in Crohn’s disease (CD) 
and ulcerative colitis (UC).
Methods: The aim of this study was to evaluate the short and long-term 
clinical efficacy and safety of IFX biosimilar CT-P13 compared to IFX 
originator in adult patients with inflammatory bowel disease (IBD).
Data were retrospectively collected. Therapeutic failure was defined as 
discontinuation of biological therapy because of primary lack of re-
sponse (p-LOR), secondary loss of response (s-LOR, including steroid 
needed, IBD-related hospitalization, IBD-related surgery, and switch to 
other biotherapy) and serious adverse events (SAE).
Results: 252 patients who received IFX were identified between 
January 2007 and November 2021 (66 IFX biosimilar CT-P13 and 186 
IFX originator).
Data were analyzed for 188 CD (62.2% males; 34.6% biologics expe-
rienced; 27.7% IFX biosimilar CT-P13 / 72.3% IFX originator and 64 
UC (59.4% males; 20.3% biologics experienced; 21.9% IFX biosimilar 
CT-P13 / 78.1% IFX originator). There were no significant differences 
between the two groups with respect to all demographic features at 
the beginning of the treatment (p>0.05). Median follow-up time was 
1.58 years and 1.74 years after starting IFX in biosimilar CT-P13 and 
originator, respectively.

There were no significant differences in the rates of p-LOR (4.5% vs. 
5.4%, p>0.999) and SAE (6.1% vs. 15.6%, p=0.078) between IFX bio-
similar CT-P13 and IFX originator, while the rate of s-LOR was sig-
nificantly higher in IFX originator group (13.6% vs. %31.2, p=0.009). 
Considering all types of s-LOR, we did not detect significant differences 
between IFX biosimilar CT-P13 and IFX originator in the rates of IBD-
related hospitalization (10.6% vs. 15.6%, p=0.430) and IBD-related 
surgery (7.6% vs. 12.4%, p=0.403). Nevertheless, the rates of steroid 
needed (0.0% vs. 6.5%, p=0.040), and switch to another biotherapy 
(4.5% vs. 19.4%, p=0.008) were significantly higher in IFX originator.
There were also no significant differences in terms of these outcomes 
between concomitant immunomodulator therapy and monotherapy 
within IFX biosimilar CT-P13 and IFX originator (p>0.05).
Conclusion: In this study, outcomes did not reveal significant differ-
ences between IFX biosimilar CT-P13 and IFX originator in terms of 
the p-LOR and SAE. There was no difference between the two groups 
in the IBD-related hospitalization and IBD-related surgery, however the 
rates of steroid needed and switch to another biotherapy were signifi-
cantly higher in the IFX originator within the s-LORs group. No dif-
ference was observed in terms of all outcomes between the two groups 
treated with monotherapy or concomitant immunomodulator therapy.

P537
Steroid use in patients with immune checkpoint 
inhibitor colitis

L. Crothers-Stomps*1, W. Mohsen1, P. Kakkadasam Ramaswamy1, 
R. Mason2, M. Dzienis2, J. Edwards1

1Gold Coast University Hospital, Gastroenterology, Gold Coast, 
Australia, 2Gold Coast University Hospital, Oncology, Gold Coast, 
Australia

Background: Immune checkpoint inhibitors (ICIs) encompass drugs 
targeting cytotoxic T-lymphocyte antigen-4 (CTLA-4), inhibitors 
of programmed cell death receptor-1 (PD-1), and inhibitors of pro-
grammed cell death ligand 1 (PD-L1) used for the treatment of cancer. 
Gastrointestinal side effects associated with ICI therapy are among the 
most common complications. This study aims to review steroid use in 
patients admitted with ICI colitis.
Methods: This was a retrospective review of patients in a tertiary center 
who received ICIs between January 2018 and December 2020 who 
required admission for the development of ICI colitis. Demographic 
data, previous and ongoing therapy, laboratory parameters, medical 
therapy and endoscopic findings were reviewed.
Results: Of the 545 patients who received ICIs, 4% (22) required ad-
mission with ICI colitis. Of those who developed ICI colitis 31.8% (7) 
were receiving combination ipilimumab and nivolumab, 31.8% (7) 
were receiving pembrolizumab, 27.3% (6) were receiving nivolumab, 
4.5% (1) were receiving cemiplimab and 4.5% (1) were receiving 
ipilimumab.
The median age was 64.5  years (52–75) with the median CTCAE 
severity score of colitis being 3 (2–3) and the median CTCAE diar-
rhoea score being 3 (3). On admission, the median stool frequency was 
6 (5–8), with median symptom duration of 7 (4–13) days, and median 
hospital stay of 3 (3–6) days. Laboratory markers were monitored dur-
ing admission (Table 1).
72% (16) of patients were commenced on intravenous corticosteroid 
therapy whilst an inpatient, with 95% (21) being discharged on oral 
prednisolone. Median duration on oral steroid was 22 (8–35) weeks. 
36% (8) had oral prednisolone ongoing at the end of the review period. 
27% (6) died whilst still on a weaning prednisolone regimen.
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Conclusion: Despite improvement of symptoms during hospital admis-
sion with corticosteroid therapy, the majority of patients admitted for 
ICI colitis required prolonged treatment with corticosteroids.

P538
Implementation of Kono-S anastomosis as a new 
standard of surgical care

A. Adamou*1, G. Müller1, I. Iesalnieks1

1Evangelisches Krankenhaus Kalk Cologne, Surgery, Cologne, Germany

Background: The Kono-S ileocolic anastomosis is thought to reduce the 
risk of clinical and surgical recurrence in Crohn’s disease patients. The 
Kono-S anastomosis was established as a new standard of care at our 
institution in 2018, however, it was not performed in all patients. The 
present study describes the learning curve and reasons for hesitation to 
use the new technique.
Methods: Consecutive patients undergoing bowel resection with for-
mation of ileocolic anastomosis since starting to use Kono-S technique 
were included in the present retrospective analysis. Intraabdominal 
septic complications (IASC) were peritonitis, anastomotic leak, intraab-
dominal fistula and abscess.
Results: Since starting to use Kono-S anastomosis, 90 patients under-
went ileocolic resection (45M, 45F). However, during this period, 
conventional side-to-side ileocolic anastomosis was still performed 
in 26 patients (29%). Kono-S anastomosis was performed in 46% of 
cases during the first 6 months, in 76% during the next 6 months and in 
82% of cases after the first year since implementation (p=0.005). There 
was no difference in postoperative IASC rate between patients with or 
without Kono-S anastomosis (2% vs. 4%, p=0.5). Also, postoperative 
overall complication rate, incidence of postoperative small bowel ob-
struction and length of postoperative hospital stay did not differ be-
tween groups. There were no anastomotic leaks. By the multivariate 
analysis, the presence of intraabdominal abscess or fistula (Hazard 
ratio 0.25, p=0.037) was the main reason to perform the conventional 
hand S/S anastomosis instead of new technique.
Conclusion: Some hesitation to use Kono-S anastomosis could be 
observed after the implementation of the new standard of care, espe-
cially during the first six months and in patients presenting with more 
complex intraabdominal findings. However, the learning curve has no 
impact on postoperative morbidity.

P539
COVID-19 is Associated with Long-term Elevated 
Fecal Calprotectin Levels in Patients with Crohn’s 
Disease but not in Ulcerative Colitis

A. Shafrir*1,2, A.A. Benson1, A. Zinger1, M. Shauli Aharonov3, 
L.H. Katz1

1Hadassah Medical Center, Department of Gastroenterology and 
Hepatology, Jerusalem, Israel, 2Meuhedet Health Maintenace 
Organization, Jerusalem District, Tel Aviv, Israel, 3Jerusalem College of 
Technology, Department of Industry and management, Jerusalem, Israel

Background: Data regarding the long-term effects of COVID-19 on 
patients with Inflammatory bowel disease is scarce. Fecal calprotectin 

(FC) correlates with IBD clinical and endoscopic activity. We compared 
fecal calprotectin levels between patients with COVID-19 to a control 
group tested negative to SARS-CoV-2.
Methods: We gathered data from a large health medical organization 
in Israel of insured individuals who underwent a SARS-COV-2 PCR 
test from March 1, 2020, to December 31, 2020. Among patients 
with IBD, data regarding fecal calprotectin taken 30–365 days before 
SARS-CoV-2 testing was gathered. We compared fecal calprotectin lev-
els taken at least 30 days following COVID-19 infection to those who 
tested negative.
Results: 1924 Crohn’s disease (CD) patients and 949 Ulcerative Colitis 
(UC) patients were tested for SARS-CoV-2. 322 (16.7%) were tested 
positive in the CD group and 114 (13.7%) in the UC group.
Pre-COVID-19 calprotectin levels did not show statistically signifi-
cant differences between patients who ended up testing positive for 
SARS-CoV-2 and those who tested negative in CD (377  ±759.08 
vs. 451.84±869, p-value  =  0.4) and in UC (466.93±766.69 vs. 
617.91  ±1243.99 p-value=0.37). Post-COVID-19 fecal calprotec-
tin was higher among patients with CD who were tested positive 
than those who tested negative for SARS-CoV-2 (617.42±832.68 vs. 
355.94±1207.46, p value=0.04). In a multivariate linear regression con-
trolling for age, gender, BMI, smoking status, and pre-COVID-19 fecal 
calprotectin, SARS-CoV-2 positivity was associated with higher fecal 
calprotectin levels (p value=0.03). In contrast, there was no statistically 
significant change in fecal calprotectin levels among patients with UC 
and SARS-CoV-2 positivity (547.2±1089 vs.458.32± 689 p value=0.9). 
In a 2:1 propensity score-matched cohort (n=264), calprotectin levels 
were higher among patients with CD who suffered from COVID-19 
compared to controls (657.64 vs. 384.94 p-value = 0.03)
Conclusion: Patients with CD who had COVID-19 have higher FC lev-
els compared to similar CD patients who did not have COVID-19. This 
finding was not found in patients with UC.

P540
Longitudinal Dynamics of Gut Microbiome 
and Metabolome After Biological Therapy in 
Inflammatory Bowel Diseases

M. Ahmed1, A. Metwaly*1, N. Hammoudi2, C. Meng3, N. Köhler4, 
L. Le Bourhis2, J. Pauling4, K. Kleigrewe3, M. Allez2, D. Haller1

1Technical University Munich, Chair of Nutrition and Immunology, 
Freising, Germany, 2APHP- Hôpital Saint Louis- INSERM UMRS, 
1160- Paris Diderot- Sorbonne Paris-Cité University- Paris- France, 
Department of Gastroenterology, Paris, France, 3Technical University 
of Munich, Bavarian Center for Biomolecular Mass Spectrometry 
BayBioMS, Freising, Germany, 4Technical University of Munich, 
LipiTUM- Chair of Experimental Bioinformatics, Freising, Germany

Background: Inflammatory bowel diseases (IBD), including Crohn’s 
disease (CD) and ulcerative colitis (UC) are chronic inflammatory con-
ditions that affect the gastrointestinal tract. Biological therapy with 
monoclonal antibodies has provided significant benefit for patients 
with IBD, resulting in clinical and endoscopic remission. Gut microbi-
ome alterations were shown to serve as a marker of response to treat-
ment in IBD. The aim of the study is to characterize gut microbiome 
and metabolome in patients with CD and UC after initiation of bio-
logical therapy.
Methods: We studied a prospective cohort of 41 CD and 39 UC 
patients initiating biological therapy. Biological therapy included 
anti-TNF (Adalimumab, Infliximab and Golimumab), anti-α4β7 in-
tegrin (Vedolizumab) or anti-IL-12/23 p40 antibody (Ustekinumab). 
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One-year follow up showed that up to 60% of the patients achieved 
clinical and endoscopic remission. Fecal samples and mucosal 
biopsies were collected both at baseline and 14 or 52 weeks after 
initiation of therapy. Microbiota and metabolite changes were ana-
lyzed using 16S rRNA gene sequencing and targeted/untargeted 
metabolomics.
Results: Longitudinal profiling of luminal and mucosal bacteria reflected 
the individual patient-related variations over the study duration. CD 
and UC patients showed distinct luminal and mucosal bacterial com-
munities. Bacterial dysbiosis was significantly higher in patients with 
CD than with UC, as shown by community richness and diversity. 
While fecal microbiota of patients with CD was enriched in Escherichia 
coli and Bacteroides, both Faecalibacterium and Bifidobacterium were 
enriched in UC. In contrast to fecal bacterial communities, mucosal bac-
teria from patients with ileal and colonic CD showed a clear separation 
of microbial profiles based on disease location. Members belonging to 
Haemophiles, Fusobacterium, and Escherichia coli were significantly 
more abundant in IBD patients with active disease. Machine-learning 
based analysis showed that fecal and biopsy profiles equally classified 
patients based on their disease subtype, with an area under the curve 
(AUC)=0.86. Metabolite profiling revealed enrichment of platelet-acti-
vating factor and the glycosphingolipid lactosylceramide in inflamed 
phenotypes. Conversely, enrichment of bile acids, such as deoxy cholic 
acid, chenodeoxycholic acid and Lithocholic acid was observed in 
responders or patients during remission.
Conclusion: Gut microbial and metabolomic profiling revealed associa-
tions between gut microbial taxonomic or functional profiles and IBD 
subtypes. The association between enrichment of fatty acids and bile 
acids and disease activity suggests an important role of these pathways 
in the development or the resolution of intestinal inflammation.

P541
Effectiveness, safety and durability of vedolizumab 
in active moderate-severe Crohn’s Disease

A.I. Morales Bermúdez1, M. Bracho González*1, P. Gómez Rodríguez1, 
R. Olmedo Martín1

1Regional University Hospital of Málaga, Digestive Diseases 
Department, Málaga, Spain

Background: Vedolizumab (VDZ) has demonstrated efficacy and safety 
in moderate-severe Crohn’s Disease (CD) in GEMINI registration tri-
als. Nevertheless, the patient profile in actual clinical practice differs 
from that included in controlled studies so additional data are needed. 
The primary objective of our study was to evaluate the effectiveness, 
safety and durability of VDZ in active moderate-severe CD in real clin-
ical practice.
Methods: Unicentric retrospective observational study. All patients 
treated in our center with VDZ with moderate-severe CD were 
included. Effectiveness was assessed 16 weeks after treatment inicia-
tion and at the last visit with available data. Remission (RmLE) and 
steroid-free response (RsLE) were considered to be the achievement of 
a Harvey-Bradshaw index (HBI) ≤4 or a decrease of at least 3 points 
from the previous HBI. To evaluate the durability of VDZ, a Kaplan-
Meier survival curve was performed. In addition, adverse effects attrib-
utable to VDZ during follow-up were recorded.
Results: We included 26 patients whose clinical-demographic features 
are shown in Table 1. The median follow-up of patients was 52 weeks 
(IQR= 24–78). At 16 weeks after initiation of VDZ treatment, RmLE 
and RsLE were achieved in 19.2% and 69.2% of patients respectively. 
At the last follow-up visit, 27% of patients achieved RmLE with 61.5% 

presenting RsLE (Figure 1). The probability of retention of VDZ treat-
ment at median follow-up was 57%, not differing significantly between 
bionaive patients from those with previous failure to other biologic 
treatments (Figures 2 and 3). There were no serious adverse effects 
or effects that required discontinuation of VDZ. Three mild adverse 
effects were documented in 11.5% of patients (arthralgia, dyspnea and 
a mild viral infection).
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Conclusion: In our series of patients, VDZ proved effectiveness and 
safety in line with that described in other real clinical practice series. 
The durability of VDZ at one year in this series of refractory CD was 
also considerable and did not vary according to previous exposure to 
biologic agents.

P542
Topical tacrolimus versus systemic biological 
therapy for refractory ulcerative proctitis: a 
retrospective cohort study

F. Crispino*1, A. Michielan2, C. Tieppo2, M. Mazza2, T.M. Rogger2, 
D. Brinch1, M. Cappello1, F. Armelao2

1University of Palermo, Gastroenterology & Hepatology Section- 
PROMISE, Palermo, Italy, 2Santa Chiara Hospital, Gastroenterology 
and Digestive Endoscopy Unit, Trento, Italy

Background: Refractory ulcerative proctitis significantly affects 
patients’ quality of life, because of disabling symptoms such as ten-
esmus, fecal urgency and rectal bleeding. Immunosuppressive drugs, 
such as thiopurines and biologics, are recommended by clinical guide-
lines. Recently, a few studies have suggested that topical tacrolimus can 
be an effective and safe therapy in inducing clinical remission in these 
patients. However, there are no comparative data with biologics. The 
aim of our study was to compare the efficacy and safety of topical tac-
rolimus versus biological therapy in a retrospective cohort of refractory 
ulcerative proctitis patients’ followed up in two tertiary IBD clinics.
Methods: Consecutive patients with refractory ulcerative proctitis who 
started rectal tacrolimus 2 mg o.d. or biologics were enrolled between 
2018 and 2020. Ulcerative refractory proctitis was defined as active 
disease up to 20 cm beyond the anal verge and endoscopic Mayo score 
≥2 failure to both topical and oral mesalamine and corticosteroids. 
Primary endpoints were clinical response and remission after 8 and 
54 weeks of treatment. Secondary endpoints were endoscopic remission 
after 54 weeks and the rate of adverse events. Clinical response was 
defined as a decrease in partial Mayo score of ≥3 points, plus either a 
decrease in rectal bleeding subscore of ≥1 or an absolute rectal bleeding 
score of ≤1. Clinical remission was defined as a partial Mayo score ≤2, 
while endoscopic remission as a Mayo endoscopic subscore ≤1.
Results: 25 patients were enrolled (17 males, mean age 52.0±17.2 years, 
mean disease duration 11.6±9.0  years, mean partial Mayo score 
6.7±1.3; mean endoscopic Mayo score 2.6±0.2). 10 patients were 
treated with rectal tacrolimus, 15 with biologics (antiTNFs=12; ved-
olizumab=3). There were no differences at baseline between the two 
groups. At week 8, 64.0% of patients had a clinical response, while 
32.0% obtained clinical remission. At week 54, 80.0% were on clinical 

response and almost half of the patients were on clinical and endo-
scopic remission. No significant difference in clinical and endoscopic 
response and remission rates was observed in the two groups except 
for a trend toward significance in favour of biologics in the rate of con-
comitant topical corticosteroid use at 8 weeks (p = 0.06). Two patients 
experienced biologics related-side effects, while no one had tacrolimus 
related-ones.
Conclusion: In this real-world two centers experience, both rectal tac-
rolimus and systemic biological therapy seem to have comparable ef-
ficacy in inducing and maintaining remission in refractory ulcerative 
proctitis patients. Topical tacrolimus can be a safer and cheaper thera-
peutic option. Our results need confirmation in prospective and larger 
studies.

P543
Point-of-care testing in therapeutic drug 
monitoring of infliximab

I. Šahinović1, V. Orsic Fric*2, V. Konjik3, J. Pavela4, V. Borzan5, V. Šerić1
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University of Osijek, Osijek, Croatia, 3University Hospital Osijek, 
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Osijek, Osijek, Croatia, 5University Hospital Osijek, Department of 
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Background: Within the past 20 years infliximab (IFX), a monoclonal 
antibody targeting tumor necrosis factor-alpha, has become an estab-
lished therapy for inducing and maintaining remission in inflammatory 
bowel disease (IBD). IFX therapeutic drug monitoring (TDM) using the 
point-of-care (POC) methods showed to be able to produce results fast 
enough to allow IFX dose adjustments before drug infusion. This study 
aimed to compare IFX quantification using two POC tests, Procise 
IFX (Procise Dx) and Quantum Blue Infliximab assay (Bühlmann 
Laboratories AG).
Methods: Serum samples from 22 IBD patients (M=64%) on IFX 
maintenance therapy were collected immediately before drug infu-
sion. Capillary blood was also collected from 6 IBD patients by finger 
prick using whole blood pipettes (Procise Dx). Crohn’s disease (CD) 
was diagnosed in 12 patients and ulcerative colitis (UC) in 10 patients. 
For method comparison, a Passing Bablok regression was used and for 
qualitative comparison weighted kappa statistic was obtained after 
stratification of results by therapeutic range (<3 mg/l, ≥3 to 7 mg/L, 
and ≥7 mg/L).
Results: Both methods measured lower IFX concentrations in CD 
patients (4,95 (0,65 – 5,80) mg/L) than in UC patients (8,50 (4,80 – 
12,20) mg/L). In two patients with confirmed IFX antibodies, both 
methods showed immeasurably low IFX concentrations. Passing 
Bablok regression analysis of IFX concentration in serum sample has 
showed a proportional deviation between two POC methods (y=0.416 
(-0.654 to 1.279) + 0.753 (0.648 to 0.923)x). A good comparison has 
been observed for capillary blood measured using Procise IFX test 
and serum samples measured using Quantum Blue Infliximab assay  
(y=-2.732 (-4.315 to 1,867) + 1.263 (0.278 to 1.566)x), although IFX 
concentration was lower in capillary blood. Classification of results 
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according to therapeutic interval showed good agreement for serum 
samples and serum and whole capillary blood measurements (κ=0.79 
(0.59–0.999 and κ=0.80 (0.45–1.00), respectively).
Conclusion: Because of proportional differences, two POC tests can’t 
be used interchangeably for longitudinal TDM of IFX in IBD patients. 
There is a need for caution in the interpretation of IFX in whole blood, 
due to its possibly lower concentration.

P544
Patients with moderate to severe Crohn’s 
disease with and without prior biologic failure 
demonstrated improved clinical outcomes with 
risankizumab: Results from phase 3 induction and 
maintenance trials
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K. Sugimoto6, E. Neimark7, A. Song8, K. Wallace8, Q. Zhou9, 
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Background: Risankizumab (RZB), a selective interleukin-23 inhibitor, 
demonstrated superior efficacy over placebo (PBO) as induction and 
maintenance therapy in patients with moderate to severe Crohn’s disease 
(CD). Here we compared the efficacy and safety of RZB in inducing and 
maintaining clinical remission and clinical response in patients with CD 
who demonstrated intolerance and/or inadequate response (IR) to bio-
logic therapies (with prior bio-failure) versus those who demonstrated 
IR to conventional therapies only (without prior bio-failure).
Methods: This subgroup analysis included pooled induction data from 
patients randomized to receive intravenous (IV) RZB 600mg (N=527) 
or placebo (PBO) IV (N=362) every 4 weeks (wks) for 12wks in the 
ADVANCE+MOTIVATE studies, and maintenance data from IV RZB 
responders who were randomized to subcutaneous (SC) RZB 360mg 
(N=141) or withdrawn from RZB to receive PBO SC (withdrawal 
[PBO SC], N=164) every 8wks for 52wks in FORTIFY. Clinical re-
mission (per CDAI and per stool frequency [SF]/abdominal pain score 
[APS]), CDAI clinical response, enhanced SF/APS clinical response, and 
maintenance of clinical remission were evaluated in the overall popu-
lation, and in subgroups with and without prior bio-failure, using non-
responder imputation. Only descriptive statistics were used for the 
subpopulations (Endpoints are defined in Table footnotes). Safety was 
assessed throughout the studies.
Results: Approximately three-quarters of randomized patients included 
in the subgroup analyses had prior bio-failure (ADVANCE+MOTIVATE: 
75.4%; FORTIFY: 73.8%). Among the subpopulations, numerically 
higher rates of clinical remission (CDAI and SF/APS), CDAI clinical 
response, and enhanced SF/APS clinical response were observed at 
the end of induction (wk12) among patients receiving RZB 600mg IV 

versus PBO IV (Figure); rates were numerically higher in the subpopu-
lation without prior bio-failure than with prior bio-failure. FORTIFY 
Wk52 response rates for these endpoints, along with maintenance of 
clinical remission, were higher in the RZB 360mg SC arm compared 
to the withdrawal (PBO SC) arm in both subpopulations, with nu-
merically higher rates observed for the subgroup without prior bio-
failure (Figure). RZB maintenance treatment was well-tolerated and no 
new safety signals were observed. The safety profile of RZB has been 
reported previously.1,2

Conclusion: Across the induction and maintenance studies, compared 
to PBO, RZB treatment led to greater clinical remission and clinical 
response in patients with CD independent of prior biologic experience. 
The subpopulation without prior bio-failure achieved higher rates of 
symptomatic remission.

P545
Safety of ustekinumab in pregnant patients  
with inflammatory bowel disease and in their 
offspring: results from the DUMBO registry of 
GETECCU
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Spain, 14Hospital Universitario Miguel Servet, Gastroenterology Unit, 
Zaragoza, Spain, 15Hospital Universitario de Burgos, Gastroenterology 
Unit, Burgos, Spain, 16Hospital Clínico Universitario Lozano Blesa 
and Fundación del Instituto de Investigación Sanitaria de Aragón IIS 
Aragón and CIBEREHD, Gastroenterology Unit, Zaragoza, Spain, 
17Instituto Biodonostia- Universidad del País Vasco UPV/EHU and 
CIBEREHD, Gastroenterology Unit, Guipúzcoa, Spain, 18Hospital 
Álvaro Cunqueiro. Estrutura Organizativa de Xestión Integrada 
de Vigo, Gastroenterology Unit, Vigo, Spain, 19Hospital General de 
Tomelloso. Instituto de Investigación Sanitaria Princesa IIS-IP and 
CIBEREHD, Gastroenterology Unit, Ciudad Real, Spain, 20Hospital 
Universitario Infanta Sofía, Gastroenterology Unit, Madrid, Spain, 
21Hospital del Mar, Gastroenterology Unit, Barcelona, Spain, 22Hospital 
Universitario La Paz e Instituto de Investigación Hospital Universitario 
La Paz IdiPAZ, Gastroenterology Unit, Madrid, Spain, 23Hospital 
Universitario Clínico de Valencia, Gastroenterology Unit, Valencia, 
Spain, 24Hospital Universitario San Jorge, Gastroenterology Unit, 
Huesca, Spain, 25Hospital Universitario de Araba sede Txagorritxu 
y sede Santiago, Gastroenterology Unit, Álava, Spain, 26Hospital 
Universitario Central de Asturias e Instituto de Investigación Sanitaria 

del Principado de Asturias ISPA, Gastroenterology Unit, Oviedo, 
Spain, 27Hospital Universitario Vall d’Hebrón, Gastroenterology 
Unit, Barcelona, Spain, 28Hospital Universitario de Bellvitge, 
Gastroenterology Unit, Barcelona, Spain, 29Hospital Universitario Juan 
Ramón Jiménez, Gastroenterology Unit, Huelva, Spain

Background: The safety of ustekinumab in pregnant patients with in-
flammatory bowel disease (IBD) and in their offspring has been barely 
studied.
Aims: Primary: To know the risk of serious adverse events (SAEs) in 
women exposed to ustekinumab during pregnancy and in their off-
spring. Secondary: To assess the risk of complications of the mothers 
and their offspring. To describe the patterns of use of ustekinumab dur-
ing pregnancy in these patients
Methods: Patients with IBD exposed to ustekinumab during pregnancy 
from DUMBO registry of GETECCU were included. DUMBO is a pro-
spective, observational and multicentre registry, which enrols pregnant 
women with IBD over 5 years in 70 centres in Spain. The registry was 
kicked off in September 2019. SAE definition was based on “Clinical 
Safety Data Management: Definitions and Standards for Expedited 
Reporting by European Medicines Agency”. Study protocol is summa-
rized in figure 1.
Results: 49 pregnant patients have been exposed to ustekinumab dur-
ing pregnancy so far (table 1).
All pregnancies were singleton. Two patients were lost of follow-up 
(1st and 2nd trimester) but had uneventful pregnancies up-to last 
visit. There were 2 miscarriages (4%) at 1st trimester of gestation, 34 
newborns and 11 pregnancies that were still on-going at the time of 
this analysis. All patients were on ustekinumab at conception (57% 
of them 90  mg/8 weeks). A  total of 12 patients (24%) withdrawn 
ustekinumab during pregnancy: 1 (8%) due to disease flare, 1 (8%) 
underwent surgery due to intestinal obstruction, 2 (17%) due to 
patient’s choice (at 1st and 2nd trimester), and 8 (67%) due to clini-
cians’ decision (1 at 1st, 5 at 2nd and 2 at 3rd trimesters). No patient 
flared up after ustekinumab discontinuation. 10 (20%) patients had 
SAEs: 2 miscarriages, 1 intestinal infection, 1 subcorionic hematoma, 
3 preterm birth, 1 intestinal obstruction and perforation (underwent 
surgery), 1 preeclapmsia, and 1 stoma obstruction. A  total of 34 
women gave birth after a median of 39 weeks gestation [interquar-
tile range (IQR)=38–40], 3 (9%) preterm births, 55% by caesarean 
section (82% obstetric reasons and 18% perianal fistulae). Of the 



Abstracts of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i493

34 newborns, 53% were female, median birth weight was 3,110  g 
(IQR=2,820–3,325), 3 (9%) low-birth weight, and 50% were breast-
fed exclusively. Median babies’ follow-up was 12 months (IQR=7–
16). During follow-up, 3 children (9%) had severe infections (2 
urinary infections, and 1 bronchiolitis by respiratory syncytial virus). 
In addition, 4 (13%) children were hospitalized: 1 cardiorespiratory 
arrest, 1 prematurity, 1 jaundice, and 1 vesicoureteral reflux
Conclusion: Ustekinumab seems to be safe during pregnancy in patients 
with IBD and their offspring.

P546
Minimal risk of lymphoma despite long term use 
of azathioprine in patients with Inflammatory 
Bowel Disease: a longitudinal cohort analysis from 
Northern India

M.K. Ranjan*1, B. Kante1, S.K. Vuyyuru1, P. Kumar1, S.K. Mundhra1, 
R. Golla1, R. Sharma2, P. Das3, P. Sahni4, G. Makharia1, S. Kedia1, 
V. Ahuja1

1All India Institute of Medical Sciences, Department of Gastroenterology 
and Human Nutrition, New Delhi, India, 2All India Institute of 
Medical Sciences, Department of Radio Diagnosis, New Delhi, India, 
3All India Institute of Medical Sciences, Department of Pathology, New 
Delhi, India, 4All India Institute of Medical Sciences, Department of 
Gastrointestinal Surgery, New Delhi, India

Background: Thiopurines are widely used to maintain remission in 
both ulcerative colitis (UC) and Crohn’s Disease (CD). Reported ef-
fectiveness and tolerability rates have been variable across studies. 
Moreover, there are only sparse data in the Asian population regarding 
the long-term efficacy and safety of azathioprine (AZT).
Methods: Records of 5351 patients followed up at IBD clinic, All India 
Institute of Medical Sciences, New Delhi from 2004–2020 were evalu-
ated retrospectively. Azathioprine efficacy was defined as no require-
ment of surgery, hospitalizations, anti TNFs agents, and minimum 
steroid (≤1 course in 2  years) requirement on follow-up. Safety was 
evaluated in terms of long-term adverse events and the development 
of malignancy.
Results: Of 5351 patients with IBD, 1093 who received AZT for > 
3  months (UC=788 [proctitis-1.9%, left-sided colitis-44.9%, pan-
colitis-53.1%], CD=305 [inflammatory-42.6%, stricturing-46.9%, 
fistulizing-10.5%]) were included (60.8%-males; mean age at disease 
onset-31.69±12.34 years) (Table1). Follow-up and treatment duration 
on AZT were 7(4–12) years and 39.41±40.27  months respectively. 
Mean initiation and maintenance dose of AZT was 1.09±0.45  mg/
kg and 94.82±21.29, respectively. One,3,5, and 10  years relapse 
free survival was 85%,79%,76%, and 64%; 87%, 82%, 79% and 
72%; and 78%, 72%, 68% and 61% in overall cohort, UC and CD 
patients, respectively (Log-rank P=0.001 between UC and CD). Three 
hundred fifty-nine [UC:249(31.6%); CD:110(36.07%); P=0.158] 
patients developed adverse events (AE), commonest was myelosup-
pression (23.42%) followed by gastrointestinal intolerance (2.97%), 
flu like illness (1.7%), and arthralgia/myalgia (1.37%) (Table 2). 
Myelosuppression was the commonest cause of AZT withdrawal. 
No patient (including 254 patients on AZT for ≥5  years) devel-
oped lymphoma or non-melanoma skin cancer. Adverse events free 
course in entire cohort, and in UC and CD are shown in fig.1 and 2 
respectively.
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Conclusion: Long-term Azathioprine monotherapy in patients with IBD 
is safe with minimal risk of lymphoma and non-melanoma skin cancer.

P547
Early modification of inflammatory burden through 
treatment with vedolizumab or adalimumab is 
predictive of long-term treatment success in patients 
with Ulcerative Colitis from the VARSITY Study

S. Schreiber*1, K. Galinsky2, J. Aubrecht2, J. Juarez2, C. Agboton3, 
E.V. Loftus Jr4, S. Danese5

1University Hospital Schleswig-Holstein, Department of Internal 
Medicine I, Kiel, Germany, 2Takeda, Gastroenterology Drug Discovery 
Unit, Cambridge MA, United States, 3Takeda Pharmaceuticals 
International, Global Medical Affairs, Zurich, Switzerland, 4Mayo 
Clinic College of Medicine, Division of Gastroenterology and 
Hepatology, Rochester MN, United States, 5IRCCS Ospedale and 
University Vita-Salute San Raffaele, Department of Gastroenterology, 
Milan, Italy

Background: Use of inflammatory biomarkers is common practice in 
ulcerative colitis (UC) management1. This study examined the utility 
of faecal calprotectin (FCP), C-reactive protein (CRP), and albumin 
biomarkers and their combination, for predicting outcomes of clin-
ical remission and disease control (composite of clinical, endoscopic 
and histologic disease activity measures2) in patients (pts) with UC 
under therapy with vedolizumab (VDZ) or adalimumab (ADA) in the 
VARSITY study.
Methods: VARSITY was a phase 3b, randomized, double-blind, 
double-dummy, active-control trial evaluating VDZ (anti-α 4β 7 in-
tegrin) vs ADA (anti-tumour necrosis factor-α) treatment in pts 
aged 18–85  years with moderate-to-severe UC (NCT02497469; 
EudraCT:2015-000939-33). Pts received either VDZ IV infusions 
(300 mg) on Day 1 and at Weeks (WKs) 2, 6, 14, 22, 30, 38, and 46 
or ADA SC injections (40 mg), total dose 160 mg at WK1, 80 mg 
at WK2, and 40  mg every 2 weeks thereafter until WK50. In this 
post hoc analysis of data from 769  pts, the probability of clinical 
remission (total Mayo score ≤2, no subscore >1) and disease control 
(pt-reported outcome-2 [PRO2, Mayo subscores of stool frequency 
and rectal bleeding]; Mayo endoscopic subscore ≤1 [endoscopic im-
provement], and Robarts Histopathology Index score <5, [absence 
of histologic active disease]) were assessed at WK52 based on base-
line and WK14 levels of dichotomized FCP (high-risk: ≥100 µg/g), 
CRP (high-risk: ≥5mg/L), and albumin (high-risk: <45 g/L) includ-
ing the composite of high-risk CRP and FCP termed ‘inflammatory 
burden’ (IB).
Results: In comparison with biomarkers measured at baseline, FCP at 
WK14 was the most predictive of WK52 clinical remission after VDZ 
or ADA treatment3; WK14 FCP was also predictive of disease control 
using a combined endpoint of PRO2, endoscopy and histologic re-
mission/response. VDZ-treated pts with low-risk FCP (<100 µg/g) at 
WK14 had a 76% chance of achieving WK52 clinical remission vs 35% 
for pts with high-risk FCP (70% vs 33% for ADA-treated pts with low 
and high-risk FCP, respectively). VDZ-treated pts with IB (high-risk 
levels of FCP and CRP) at WK14 had a 16% chance of clinical remis-
sion at WK52 vs a 57% probability for this endpoint in pts without IB 
at WK14; the risk difference for this composite biomarker was 42% 
(Table).
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Conclusion: The addition of CRP to FCP as a composite biomarker of 
IB at WK14 after treatment initiation can be a useful negative predictor 
of pts who are likely to achieve significant long-term benefits, including 
remission and disease control, with VDZ or ADA treatment.
References
1. Turner D, et al. Gastroenterology 2021;160(5):1570-38.
2. Danese S, et al. J Crohn’s Colitis 2021;15(Suppl1):S305–S305.
3. Dulai PS, et al. Gastroenterology 2021;160(6):S-46–7.

P548
External validation and consistency in time of 
patient segmentation based on disease acceptance 
and perceived control in Inflammatory Bowel 
Disease

L.W. Van Erp*1, P.W.A. Thomas2, M.J.M. Groenen1, S. Bloem3, 
M.G.V.M. Russel4, T.E.H. Römkens5, P.J. Wahab1

1Rijnstate Hospital, Crohn & Colitis Centre- Department of 
Gastroenterology and Hepatology, Arnhem, The Netherlands, 
2Radboud University Medical Centre, Department of Gastroenterology 
and Hepatology, Nijmegen, The Netherlands, 3Nyenrode Business 
University, Center for Marketing & Supply Chain Management, 
Breukelen, The Netherlands, 4Medical Spectrum Twente, Department of 
Gastroenterology and Hepatology, Enschede, The Netherlands, 5Jeroen 
Bosch Hospital, Department of Gastroenterology and Hepatology, 
‘s-Hertogenbosch, The Netherlands

Background: The patient segmentation model based on disease accept-
ance and perceived control may guide personalized inflammatory 
bowel disease (IBD) care. A first single-centre evaluation of the model 
showed its validity and found that disease acceptance and perceived 
control are important determinants of health-related quality (HRQoL) 
in IBD patients. We aimed to investigate the external validity of the seg-
mentation model and its performance in course of time.
Methods: This is a longitudinal study of adult IBD patients guided at three 
secondary care centres with questionnaires on HRQoL (10-item Short 
IBDQ, range 10–70) and disease acceptance and control (3-items each, 
7-point Likert scale). Two cohorts were created: 1) external validation 
cohort excluding participants of initial validation study and 2) follow-up 
cohort of patients with questionnaires after one year. Segments were 
formed based on mean acceptance and control (cut-off high score>5).
Results: The external validation cohort included 921 patients that were 
divided in four segments (Figure 1). The acceptance and control scale 
were unidimensional (85% and 83% of variability explained by the first 

factor) and internally consistent (Crohnbach’s alpha 0.92 and 0.90). 
The segments differed significantly in gender, disease duration, IBD 
medication and clinical disease activity (p<0.05). In multiple regression 
analysis, high acceptance and high control were significantly associated 
with a higher HRQoL compared with low acceptance and low control 
(Beta (95%CI) segment I=11.8 (10.5–13.2), segment II=9.4 (7.8–11.0) 
and segment III=3.8 (1.6–6.1), p<0.01). The follow-up cohort included 
783 patients: 58% remained in the same segment while 42% differed 
in segment over time (Figure 2). HRQoL differed significantly between 
patients with positive, negative or no change in segment (p<0.001)
(Figure 3). The change in HRQoL over time correlated positively with 
changes in segment (Spearman rho 0.38, p<0.001) (Figure 4).
Figure 1 Patient segmentation model

Figure 3 Comparison of HRQoL between patients with positive, nega-
tive or no change in segment.
* P < 0.001 for baseline HRQoL, follow-up HRQoL and change in 
HRQoL over time.

Figure 2 Segmentation at baseline and follow-up
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Conclusion: This study demonstrated the patient segmentation 
model based on disease acceptance and perceived control is ex-
ternally valid and shows consistency over time. The independent 
association between the different segments and HRQoL was con-
firmed. In many patients disease acceptance and perceived control 
remained low after one year. Future research and interventions 
should aim at improving disease acceptance and perceived control 
of IBD patients.

P549
Oxidative stress and antioxidant capacity 
biomarkers in adults and children with IBD:  
current update from OxIBDiet trial

S. Quattrini*1, S. Gatti1, A. Palpacelli1, S. Mattioli1, L. Cianfruglia2, 
T. Galezzi1, C. Monachesi1, C. Quatraccioni3, G. Catassi4, A. Di Sario5, 
T. Armeni2, C. Catassi1

1Polytechnic University of Marche, Department of Pediatrics, Ancona, 
Italy, 2Polytechnic University of Marche, Department of Clinical 
Sciences, Ancona, Italy, 3Polytechnic University of Marche, Department 
of Gastroenterology, Ancona, Italy, 4Sapienza - University of Rome, 
Department of Pediatrics, Rome, Italy, 5Area vasta n.2 - Senigallia, 
Department of Gastroenterology, Senigallia, Italy

Background: Oxidative stress takes part in the pathogenesis of inflam-
matory bowel disease (IBD). The OxIBDiet (NCT04513015) is a mul-
ticentre ongoing project designed to evaluate oxidative status of IBD 
children and adults and to estimate the effects of an antioxidant diet in 
a subgroup of IBD patients.
Methods: The total antioxidant capacity, measured through the fer-
ric reducing ability of plasma (FRAP, µmol/equivalent FeSO4) and 
oxygen radical absorbance capacity (ORAC, plasma trolox equiva-
lents), lipid peroxidation, as serum levels of the thiobarbituric acid 
reactive substances (TBARs, µmol MDA) and the degree of protein 
oxidation, as advanced Oxidation Protein Products (AOPP, µmol/g 
protein), were measured. Activities (nmol/min/mg of protein) of 
the main antioxidant enzymes, superoxide dismutase (SOD), gluta-
thione peroxidase (GPX), glutathione reductase (GR), glutathione 
S-Transferase (GST) and catalases (CAT) were evaluated in PMNs 
cells and plasma. Oxidative biomarkers were correlated with clinical 
parameters.
Results: Twenty-three adults (mean age: 33,7, IQR 20,5  years, 42% 
male, 63% in remission) and 41 children with IBD (mean age: 12, IQR 
4 years, 52% male, 61% in remission) were enrolled and compared re-
spectively to 29 adults and 23 children controls. FRAP was significantly 

reduced in IBD children compared to adults (202 vs 277 mcmol/eq 
FeSO4, p<0.0001) and was correlated with age (r=0.5718; p<0.0001). 
Plasmatic ORAC was significantly higher in IBD children compared to 
controls and adults with IBD (Figure 1). ORAC in IBD subjects resulted 
inversely correlated to age (r= -0.4417, p=0.0004) and use of biologics 
(r= -0.4246, p=0.0006). AOPP were elevated in paediatric IBD versus 
controls (p=0.0049) and correlated to the diagnosis of Crohn at the 
multiple regression analysis (r=-0.732; p=0.023). The main antioxidant 
enzymes plasmatic activities are shown in table 1.

Conclusion: The antioxidant system and therefore the antioxidant cap-
acity is significantly different in IBD compared to controls and evolve 
from paediatric to adult age, maybe as an effort to compensate the per-
sistent redox imbalance and inflammation. Involvement of antioxidant 
cascade in IBD pathogenesis and role in therapeutic approach will be 
better outlined by the final results.

P550
Management of immunomodulators and biologic 
agents in pregnant patients with inflammatory 
bowel: results from the DUMBO registry of 
GETECCU

M. Chaparro*1, M. G Donday1, S. Rubio2, A. Nuñez3, 
C. Calviño Suarez4, L. Madero5, M. Figueira6, M. Rivero7, 
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J.M. Vázquez Morón15, A. Fernández-Clotet16, I. Guerra17, 
P. López Serrano18, I. Rodríguez-Lago19, L. Arias García20, 
R. Camargo Camero21, M.J. Casanova1, P. Martínez Montiel22, 
P. Sendra Rumbeu23, C. Suarez Ferrer24, G. Valldosera Gomis25, 
R. Armesto26, L. Bujanda27, M. Calvo Moya28, D. Hervías Cruz29, 
V. Robles Alonso30, M.Á. de Jorge Turrión31,  
B. Zúñiga de Mora-Figueroa32, G. Molina Arriero33, D. Acosta34, 
Y. Brenes34, S. Hermida34, P. Parra34, J.P. Gisbert1, on behalf of 
DUMBO study group of GETECCU
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4Complexo Hospitalario Universitario de Santiago de Compostela, 

Figure 4 Relationship between change in HRQOL and changes in seg-
ment over time
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Vigo, Spain, 7Hospital Universitario Marqués de Valdecilla e IDIVAL, 
Gastroenterology Unit, Santander, Spain, 8Hospital Universitario 
Central de Asturias e Instituto de Investigación Sanitaria del 
Principado de Asturias ISPA, Gastroenterology Unit, Oviedo, Spain, 
9Complexo Hospitalario Universitario de A Coruña, Gastroenterology 
Unit, A Coruña, Spain, 10Hospital General Universitario de Valencia, 
Gastroenterology Unit, Valencia, Spain, 11Hospital Universitario 
Reina Sofía, Gastroenterology Unit, Córdoba, Spain, 12Hospital 
Universitario y Politécnico La Fe and CIBEREHD, Gastroenterology 
Unit, Valencia, Spain, 13Hospital Clínico Universitario Lozano Blesa 
and Fundación del Instituto de Investigación Sanitaria de Aragón 
IIS Aragón and CIBEREHD, Gastroenterology Unit, Zaragoza, 
Spain, 14Hospital Universitario de Bellvitge, Gastroenterology Unit, 
Barcelona, Spain, 15Hospital Universitario Juan Ramón Jimenez, 
Gastroenterology Unit, Huelva, Spain, 16Hospital Universitario Clìnic 
i Provincial, Gastroenterology Unit, Barcelona, Spain, 17Hospital 
Universitario de Fuenlabrada e Instituto de Investigación Hospital 
Universitario La Paz IdiPAZ, Gastroenterology Unit, Madrid, Spain, 
18Hospital Universitario Fundación Alcorcón, Gastroenterology Unit, 
Madrid, Spain, 19Hospital Universitario de Galdakao- Instituto de 
Investigación Sanitaria Biocruces Bizkaia, Gastroenterology Unit, 
Galdakao, Spain, 20Hospital Universitario de Burgos, Gastroenterology 
Unit, Burgos, Spain, 21Hospital Universitario Virgen de La Victoria, 
Gastroenterology Unit, Málaga, Spain, 22Hospital Universitario, 
12 de Octubre, Gastroenterology Unit, Madrid, Spain, 23Hospital 
Universitario Son Espases, Gastroenterology Unit, Palma de Mallorca, 
Spain, 24Hospital Universitario La Paz, Gastroenterology Unit, 
Madrid, Spain, 25Hospital Universitario Joan XXIII, Gastroenterology 
Unit, Tarragona, Spain, 26Complexo Hospitalario Universitario 
de Ourense, Gastroenterology Unit, Ourense, Spain, 27Instituto 
Biodonostia- Universidad del País Vasco UPV/EHU and CIBEREHD, 
Gastroenterology Unit, Guipúzcoa, Spain, 28Hospital Universitario 
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Background: Most of the drugs approved for the treatment of inflam-
matory bowel disease (IBD) seem to be of low risk during pregnancy. 
However, clinicians’ attitude to IBD treatments during pregnancy in 
clinical practice has been barely studied.
Aim: Primary: To describe the management of immunomodulators and 
biologic agents prescribed for IBD (initiation and withdrawal) in a pro-
spective registry of clinical practice. Secondary aims: To know the main 
reasons for drug discontinuation; and to evaluate the impact of drug 
withdrawal on IBD activity during pregnancy.
Methods: Pregnant patients with IBD from DUMBO registry were 
included. DUMBO is a prospective, observational and multicen-
tre registry, which enrols pregnant women with IBD over 5 years in 
70   centres in Spain. The registry was kicked off in September 2019. 
Study protocol is summarized in figure 1.

Results: So far, 580 pregnant women have been included in the registry; 
of them, 489 conceived at least 40 weeks before data extraction and 
were considered for the present analysis (Table 1).

98% of the pregnancies were singleton, and 2% were twin preg-
nancies. There were 4% of miscarriages, and 1% of elective abor-
tions. The majority of patients were in remission at conception and 
throughout pregnancy. Patients’ treatments during pregnancy are 
summarized in table 1; 20% of patients were exposed to thiopurines, 
29% to biologics, and 10% to both biologics and thiopurines. No 
patient received methotrexate, cyclosporine, tacrolimus or tofaci-
tinib during pregnancy. A  minority of patients started a new drug 
during pregnancy: 3 patients (0.6%) started azathioprine, 2 (0.4%) 
adalimumab, 6 (1.2%) infliximab, and 1 (0.2%) ustekinumab. The 
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proportion of patients who discontinued each drug, reasons for dis-
continuation, trimester of gestation at discontinuation and disease 
outcome, are summarized in table 2.

The proportion of patients who discontinued each drug among those 
with the standard or the intensified dose, are summarized in table 3.

Of noted, biologic agents were discontinued in over 1/3 of patients, 
while thiopurines were maintained in most cases (78% of those who 
interrupted thiopurines were maintained on biologics). No patient 
flared-up after drug discontinuation (Table 2); all but one patient who 
interrupted the treatment, were in remission at baseline
Conclusion: Biologic agents (even anti-TNF agents) are withdrawn in 
a relatively high proportion of IBD patients during pregnancy, mainly 
due to clinicians’ decision. The risk of relapse after drug discontinu-
ation is low, probably due to adequate control of the disease activity 
already at conception.

P551
Safety and effectiveness of vedolizumab for the 
treatment of paediatric patients with Inflammatory 
Bowel Diseases

S. Fabiszewska1, E. Derda1, E. Szymańska*1, M. Osiecki1, J. Kierkuś1

1The Children’s Memorial Health Institute, Department of 
Gastroenterology- Hepatology- Feeding Disorders and Pediatrics, 
Warsaw, Poland

Background: Vedolizumab is effective in induction and maintenance of 
remission in adults with inflammatory bowel diseases (IBD). Paediatric 
data are still limited. The aim of this study was to assess safety and ef-
ficacy of vedolizumab in paediatric patients with IBD.

Methods: Fifty one patients with paediatric IBD (24 female, 27 male), 
both Crohn’s Disease (CD) and Ulcerative colitis (UC) were included 
into this retrospective study. There were 8 patients with CD and 
43 patients with UC.
At weeks 0, 2, 6 vedolizumab was administered intravenously in a dose 
of 300 mg as induction therapy followed by a maintenance phase, infu-
sions every 8 weeks.
At 1st dose week, 4th dose week and 10th dose week of treatment clinical 
activity scores (PUCAI, PCDAI), nutritional and laboratory parameters 
were collected.
Primary outcome was clinical response after induction therapy after 
3 doses of vedolizumab (4th dose week). Secondary outcome was clin-
ical remission after induction phase (4th dose week) and maintenance 
phase after 9 doses of vedolizumab (10th dose week).
Results: Patients’ age at the time of diagnosis was 6 – 16,6 y.o. (median 
12,4 y.o.), age at week 0 was 8,2 – 17,9 y.o. (median 16,1 y.o.).
There was 1/51 patient (2%) anti-TNF naive, 50/51 patients (98%) 
had failed at least one anti-TNF alfa agent, 12/51 patients (23,5%) had 
failed at least two anti-TNF alfa agents. Systemic steroid therapy had 
been used previously in 47/51 patients (92,2%). Previous budesonide 
MMX, 5-ASA, Azathioprine or Cyclosporine therapy were also com-
monly used in our patients.
Vedolizumab treatment is still continued in 28/51 patients (54,9%), 
11 of these patients (21,6%) received at least 10 doses of the drug.
Twenty three out of 51 patients (45.1%) were disqualified from further 
treatment due to: allergic reactions, non-response, loss of response or 
others causes.
Clinical response at 4th dose week was observed in 43/51 patients 
(84,3%). Clinical remission at 4th dose week was achieved in 32/51 
(62,7%). Mean baseline (1st dose week) PUCAI score was 50,6; 
decreased to 7,8 after induction therapy with vedolizumab (4th dose 
week) and to 5,5 after maintenance phase (10th dose week). Mean base-
line PCDAI score was 46,4, decreased to 22,9 after induction therapy 
and to 13,8 after maintenance phase.
No serious adverse events were reported.
Conclusion: Vedolizumab was safe and effective in the treatment of 
paediatric patients with IBD.

P552
Higher Serum Ustekinumab Levels Correlate With 
Higher Rates Of Steroid-Free Deep Remission And 
Endoscopic Healing In Patients With Inflammatory 
Bowel Diseases

A. Yarur*1, R. Ungaro2, A. Jain3, L. Nunex1, E. Spencer2, A. Bruss1, 
B. Berens1, P. Beniwal-Patel1, T. Dervieux3, M. Dubinsky2

1Medical College of Wisconsin, Department of Gastroenterology, 
Milwaukee, United States, 2The Mount Sinai Hospital, Medicine, New 
York, United States, 3Prometheus Labs, Research & Developement, San 
Diego, United States

Background: Ustekinumab (UST) is currently approved for the treat-
ment of Crohn’s disease (CD) and ulcerative colitis (UC). However, 
a significant number of patients either partially respond or do not 
benefit at all. With other biologics, this non-response has partially been 
explained by sub-optimal pharmacokinetics. The aim of this study was 
to assess the association between UST trough levels (UTL), antibodies 
to UST (ATU) and clinical/endoscopic disease activity.
Methods: In this prospective cross-sectional study, we enrolled 
patients with CD or UC on maintenance doses of UST (≥6 months). 
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We collected clinical data, UTL and ATU titers using a drug-tolerant 
assay, biomarker levels (c-reactive protein [CRP] and fecal calpro-
tectin [FC]), Harvey Bradshaw Index (HBI) and simple endoscopic 
score (SES-CD) in CD, partial and endoscopic Mayo score (PMS and 
EMS) in UC. The primary outcome was deep steroid-free remission 
(SFDR) defined as HBI <5 in CD and PMS<2 in UC and a normal 
CRP/FC while off corticosteroids (prednisone or budesonide). The 
secondary outcome was endoscopic healing defined as an EMS≤1 in 
UC or SES-CD≤2.
Results: 136 patients were included; 123 (90%) had CD, mean age 
was 43 years (SD:17), and 73 (54% were women). The median time 
on UST was 40 weeks (IQR: 32–78). Median UTL were 5.5 µg/mL 
(IQR: 3–8.8 µg/mL) and no patients had detectable ATU. There was 
a positive correlation between UTL and albumin (rho:0.35 [p<0.01]) 
and a negative correlation between UTL with body mass and CRP 
(rho:-0.32 [p=0.005] and rho: -0.32 [0.0002], respectively). Among 
the study population, 48/136 (35.2%) was in SFDR and 26 (42%) 
were in endoscopic remission. Patients in SFDR and in endoscopic 
remission had significantly higher UTL vs. that did not (6.4 µg/mL 
[4.6–11.7] vs. 4.8 µg/mL [2.5–7.6]; p<0.01 and 6.4 µg/mL [5–15] vs. 
4.4 µg/mL [2.2–7.1], p=0.03 respectively) – Figure 1 and 2. There 
were no differences in UTL between those patients on monotherapy 
and those on combination therapy with a thiopurine or metho-
trexate (5.8  µg/mL [3.4–9.3] vs. 4.5  µg/mL [2.3–7.9], p=0.07). 
Patients with a UST ≥5.45 µg/mL had a two-fold higher chance of 
being in steroid-free deep remission vs. those that did not (OR:2.2 
[95%CI:1.1–4.5], p=0.031). When adjusting for albumin (a surro-
gate marker of drug clearance), higher UTL were associated with 
higher rates of SFDR (OR per 1 µg/mL: 1.12 [95%CI: 1.01–1.26], 
p=0.034).

Conclusion: Among patients with CD and UC, higher UTL were asso-
ciated with better clinical and endoscopic outcomes. No patients in 
the cohort had developed immunogenicity. Dose-escalation, interven-
tional studies looking into how a higher exposure-response to UST may 
 improve rates of non-response are warranted.

P553 has been withdrawn

P554
Vedolizumab Associated quality of Life and 
inflammatory bowel disease control Upon Entering 
a subcutaneous switching program (VALUE) – 
Results from a multi-centre UK study

S. Lim*1, B. Gros Alcade2, A. Lehmann3, J. Lindsay3, D. Gaya4, 
L. Caulfield4, A. Dhar5, S. Ritchie5, J. Limdi6, J. Taylor6, T. Raine7, 
K. Balendran7, E. Shuttleworth8, J. Kwok8, S. Cococcia9, C. Murray9, 
G. Walker10, R. Aldridge10, B. George10, R. Colbert4, P. Dawson1, 
E. Jameson1, P. Irving1, E. Sharma1, C. Lees2, M. Samaa1

1Guy’s and St Thomas’ NHS Foundation Trust, Gastroenterology, 
London, United Kingdom, 2Western General Hospital, Gastroenterology, 
Edinburgh, United Kingdom, 3Royal London Hospital, Gastroenterology, 
London, United Kingdom, 4NHS Greater Glasgow and Clyde, 
Gastroenterology, Glasgow, United Kingdom, 5County Durham and 
Darlingtoin NHS Foundation Trust, Gastroenterology, Durham, 
United Kingdom, 6Pennine Acute Trust, Gastroenterology, Manchester, 
United Kingdom, 7Cambridge University Hospitals, Gastroenterology, 
Cambridge, United Kingdom, 8Lancashire Teaching Hospital, 
Gastroenterology, Preston, United Kingdom, 9Royal Free Hospital, 
Gastroenterology, London, United Kingdom, 10Torbay Hospital, 
Gastroenterology, Torquay, United Kingdom

Background: Vedolizumab, a gut-selective monoclonal antibody target-
ing α4β7-integrin, was recently licenced as a subcutaneous (SC) prepar-
ation after demonstrating efficacy compared to placebo at maintaining 
remission in IBD patients who had a clinical response to intravenous 
(IV) induction therapy. We aimed to assess real-world experience of 
switching patients to SC administration.
Methods: Patients across 10 UK centres who had completed induction 
with IV vedolizumab were offered SC therapy. Demographic data and 
baseline disease characteristics (disease type and behaviour, medica-
tion history) were collected, alongside biochemical markers (C-reactive 
protein, faecal calprotectin), disease activity scores (SCCAI, partial 
Mayo or modified Harvey Bradshaw Index) and quality of life scores 
(IBD-Control-8) at baseline (defined as the first dose of SC medication), 
8 and 24. Data was also collected on drug persistence, hospital admis-
sions, steroid use and reported adverse events.
Results: 351 patients were switched to SC dosing. All had data col-
lected for weeks 0 and 8 and 164 had data at week 24. There were 
no statistically significant differences in biochemical markers, disease 
activity scores or quality of life at weeks 0, 8 or 24, nor were there 
statistically significant differences in rates of biochemical remission or 
clinical remission.
Subcutaneous vedolizumab persistence at week 24 was 86% (141/164), 
with discontinuation due to disease activity (n=9), adverse events 
(n=11), non-compliance (n=2) and pregnancy (n=1). Of the 23 who dis-
continued SC, 12 switched back to IV (4 of whom at an escalated dose), 
4 changed to another biologic and 7 stopped/paused biologic therapy.
Within the 24-week study period, 7.9% (n=13) required steroids, 2.4% 
(n=4) had an IBD-related hospital admission and 8.5% (n=14) experienced 
an adverse reaction of which 7 were injection site-related. One patient 
experienced an anaphylactoid reaction upon restarting IV vedolizumab.
There were no statistically significant associations between baseline 
characteristics (including clinical or biochemical markers, duration of 
vedolizumab use or prior ant-TNF exposure) and week 32 outcomes.
Conclusion: Switching from IV to SC vedolizumab appears to maintain 
rates of remission with no significant changes in biochemical markers, 
clinical scores or quality of life, with SC administration persistence of 
86% at week 24. Further long-term data on safety is required.
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P555
Ustekinumab tissue and serum levels in patients 
with Crohn’s disease are closely correlated 
though not consistently associated with objective 
response after induction

E. Proietti1,2, A. Bayoumy*1, R. Pauwels1, J. van der Woude1, 
M. Doukas3, L. Oudijk3, M. Peppelenbosch1, U. Grohmann2, 
R. Crombag4, A. de Vries1, G. Fuhler1

1Erasmus Medical Center, Department of Gastroenterology and 
Hepatology, Rotterdam, The Netherlands, 2University of Perugia, 
Department of Medicine and Surgery, Perugia, Italy, 3Erasmus Medical 
Center, Department of Pathology, Rotterdam, The Netherlands, 
4Erasmus Medical Center, Department of Hospital Pharmacy, 
Rotterdam, The Netherlands

Background: Ustekinumab (UST), which targets p40 of IL23/IL12, 
is an effective treatment for Crohn’s disease (CD). Therapeutic drug 

monitoring (TDM) may optimize UST posology. The aim of this study 
was to investigate UST and IL23 serum and tissue concentrations in 
relation to mucosal inflammation and treatment response.
Methods: A prospective cohort study was performed in adult CD 
patients who initiated UST at Erasmus MC, the Netherlands, between 
December 2016 and November 2018. Endoscopies were performed at 
baseline and week 16. UST and IL23 serum and tissue concentrations 
were measured at week 16. Clinical and biochemical response were 
defined as decline of ≥3 points in Harvey Bradshaw Index and reduc-
tion of ≥50% in fecal calprotectin levels. Endoscopic response was 
defined as a ≥50% decline in simple endoscopic score or a decline of 
≥1 points in Rutgeerts’ score. Histological remission was defined as 
GHAS score ≤4.
Results: All 56 included patients were previously treated with 
anti-TNFα-inhibitors prior to UST. Upon treatment with UST, 
17 (30%) showed clinical response, 16/53 (30%) biochemical re-
sponse, and 20/56 (36%) endoscopic response. UST, but not IL23, 
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concentration in biopsies was correlated to levels in corresponding sera  
(p < 0.0001). No correlation was found between UST serum and 
tissue levels with clinical or endoscopic response, or histological 
remission. However, patients achieving biochemical response 
showed significantly higher UST serum levels as compared to those 
without biochemical response (3.12 µg/ml vs 1.41 µg/ml, p = 0.01). 
Furthermore, tissue IL23/UST ratio correlated with histologic mu-
cosal inflammation (p = 0.01).

Conclusion: This is the first study to demonstrate a correlation be-
tween serum and tissue UST levels. We showed that the tissue IL23/
UST ratio correlated with mucosal inflammation. UST tissue con-
centrations did not correlate with treatment response, while UST 
serum concentrations were associated with biochemical response at 
week 16. The role of UST levels for TDM in IBD warrants further 
research.

P556
The effect of multiple doses of upadacitinib 45 mg 
on the pharmacokinetics of cytochrome P450 
substrates in healthy adult subjects

M. Ibrahim1, A. Pangan2, T. Feng3, M.E. Mohamed*1

1AbbVie, Clinical Pharmacology and Pharmacometrics, North Chicago, 
United States, 2AbbVie, Clinical Development, North Chicago, United 
States, 3AbbVie, Data and Statistical Sciences, North Chicago, United 
States

Background: Upadacitinib is a selective Janus kinase 1 inhibitor, 
which is approved for treatment of several inflammatory diseases. 
Upadacitinib 45 mg QD dose was evaluated for induction treatment 
in ulcerative colitis Phase 3 studies and is currently being evaluated in 
Crohn’s disease Phase 3 studies. A prior clinical study demonstrated that 
upadacitinib 30 mg QD dose resulted in no clinically relevant effects 
on plasma exposures of sensitive probe substrates for cytochrome P450 
(CYP) enzymes. The objective of this study was to evaluate the effect 
of repeated doses of upadacitinib 45 mg on the pharmacokinetics of 
sensitive probe substrates of CYP enzymes in healthy adult subjects.
Methods: This was an open-label, multiple-dose, two-period study using 
the modified Cooperstown 5 + 1 cocktail drugs (midazolam [CYP3A], 
caffeine [CYP1A2], warfarin + vitamin K [CYP2C9], omeprazole 
[CYP2C19], and dextromethorphan [CYP2D6]). Twenty healthy adults 
received single oral doses of the cocktail drugs without upadacitinib in 
Period 1, followed by daily dosing of upadacitinib 45 mg for 16 days 
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and administration of the cocktail drugs on Day 11 (for midazolam) and 
Day 12 (rest of substrates) in Period 2. A washout period of 6 days sepa-
rated each Period. Serial blood samples and 12-hour urine samples (for 
dextromethorphan and dextrorphan) were collected. Pharmacokinetic 
parameters were estimated using noncompartmental analysis and 
repeated‐measures analyses were performed for the natural logarithms of 
Cmax and AUC to assess the effect of upadacitinib on the probe substrates.
Results: The ratio (90% confidence interval) of area under the plasma 
concentration-time curve from time 0 to infinity (AUCinf) central values 
when the cocktail drugs were administered with upadacitinib 45 mg rela-
tive to when administered alone were 0.76 (0.69–0.83) for midazolam, 
1.04 (0.95–1.13) for caffeine, 1.12 (1.05–1.20) for S-warfarin, 1.35 (1.18–
1.54) for dextromethorphan, and 0.98 (0.85–1.13) for omeprazole. The 
5-hydroxy-omeprazole to omeprazole plasma AUC ratio was unchanged 
(90% confidence interval within the no effect limits of 0.8 to 1.25).
Conclusion: Administration of daily upadacitinib 45 mg doses resulted in 
a limited effect on midazolam (CYP3A) and dextromethorphan (CYP2D6) 
exposures and had no relevant effects on the sensitive probe substrates 
for CYP1A2, CYP2C9 and CYP2C19. These limited effects are not 
expected to be clinically relevant or necessitate dose adjustment of CYP3A 
or CYP2D6 substrates. These results are consistent with a previous drug 
interaction evaluation for upadacitinib 30 mg and support lack of relevant 
effects of upadacitinib on drugs metabolized by CYP enzymes.

P557
Robotic surgery significantly improves outcomes 
for patients with inflammatory bowel disease

A. Karategos*1, N. Yassin1

1Royal Wolverhampton NHS trust, Colorectal Surgery, 
WOLVERHAMPTON, United Kingdom

Background: Patients with Inflammatory Bowel Disease (IBD) have a 
high likelihood of both surgical treatment at a young age and repeti-
tive operative interventions. Therefore, development of novel surgical 
techniques to minimize operative trauma are crucial for this group of 
patients. Robotic Surgery represents the newest minimally invasive 
technology available to reduce the impact of surgery, but has mostly 
been used for colorectal cancer rather than for benign conditions. The 
purpose of this study was to assess the feasibility and clinical outcomes 
of robotic surgery for patients with IBD.
Methods: This is a single-institution prospective study evaluating all IBD 
patients undergoing robotic surgery between October 2020 to November 
2021 at our trust. Demographic data, perioperative and 30-day postop-
erative outcomes were assessed. The feasibility of the techniques and clin-
ical outcomes were documented and data were analysed.
Results: A total of ninety robotic cases were performed from October 
2020 to November 2021. Of these, 20 were IBD (75% Crohn’s 
disease). The M:F ratio was 1:1; median age was 41 (18–79) years, 
BMI of 25 (16–37) kg/m2. Eighty-four per cent of patients were treated 
with a biologic agent in the preceding 60 days. The 2 most commonly 
performed procedures were Right Hemicolectomy with intracorporeal 
anastomosis (44%) and subtotal colectomy with end ileostomy (22%). 
There were no conversions to open surgery. Return of gut function, as 
defined by tolerating oral diet and passing flatus, was noted within 48 
hours in 85% of the patients (n=17). There was minimal blood loss and 
all patients were discharged on their baseline Hb with no need for iron 
replacement therapy or blood transfusion. The median length of hos-
pital stay was 4.5 days (3–10). There was no reported mortality. The 
30-day readmission rate was 5% (n=1).
Conclusion: Robotic surgery for patients with IBD is feasible, safe and 
improves clinical and surgical outcomes. This novel approach ensures 

that surgery remains minimally invasive, leading to a significant reduc-
tion in length of hospital stay, a rapid postoperative recovery and an 
earlier return of gut function.

P558
Should we introduce early a new biological  
agent in patients with Inflammatory Bowel Disease 
after anti-TNF discontinuation due to severe anti-
TNF-induced skin lesions? A multicenter cohort study

C. Cottron*1, X. Treton2, R. Altwegg3, C. Reenaers4, A. Amiot5, 
M. Fumery6, L. Vuitton7, L. Peyrin-Biroulet8, G. Bouguen9, O. Dewit10, 
S. Nancey11, L. Caillo12, X. Roblin13, M. Beylot-Barry14, P. Rivière1, 
D. Laharie1

1Haut-Leveque Hospital- CHU de Bordeaux, Gastroenterology, 
Bordeaux, France, 2Hôpital Beaujon, gastroenterology, Clichy, France, 
3CHU Montpellier- Saint Eloi Hospital, Gastroenterology, Montpellier, 
France, 4CHU Liège, Gastroenterology, Liège, Belgium, 5Henri Mondor 
Hospital- APHP- Créteil, Gastroenterology, Créteil, France, 6CHU de 
Amiens- and Peritox- UMR I-01, Gastroenterology, Amiens, France, 
7CHRU Besançon, Gastroenterology, Besançon, France, 8Nancy 
University Hospital, Gastroenterology, Vandoeuvre les Nancy, France, 
9CHU Rennes- Univ Rennes- INSERM- CIC1414- Institut NUMECAN 
Nutrition Metabolism and Cancer-, Gastroenterology, Rennes, France, 
10Université Catholique de Louvain Saint Luc, Gastroenterology, 
Brussels, France, 11CHU de Lyon- Lyon Sud Hospital- University Claude 
Bernard Lyon, 1, Gastroenterology, Lyon, France, 12CHU de Nîmes, 
Gastroenterology, Nîmes, France, 13CHU de Saint-Etienne- Hôpital Nord- 
Université Jean Monnet- Saint-Etienne- France., Gastroenterology, Saint-
Etienne, France, 14CHU Bordeaux- hôpital Saint-André, Department of 
Dermatology and Pediatric Dermatology-, Bordeaux, France

Background: Data to manage patients with Inflammatory Bowel 
Disease (IBD) after anti-TNF discontinuation due to severe induced 
skin lesions are scarce. Our study aimed to assess dermatological and 
IBD outcomes after discontinuation of an anti-TNF agent related to 
skin side effects.
Methods: We conducted a multicenter retrospective study including con-
secutive IBD patients who discontinued anti-TNF due to induced skin 
lesions. Objectives were to determine factors associated with remission 
of induced skin lesions and with IBD relapse in patients with inactive 
disease at inclusion, particularly the impact of early introduction of a 
new biological agent within three months of anti-TNF discontinuation.
Results: Among the 181 patients (134 women, 160 Crohn’s disease) 
included in the 13 participating centers, 99 (55%) started a new bio-
logical agent within the first three months that was mainly usteki-
numab in 75% of them. Remission of induced skin lesions occurred in 
110 (62%) patients with a median [interquartile range (IQR)] interval 
of 8.0 (6.8–11.0) months since anti-TNF discontinuation. Scalp loca-
tion was independently associated with a reduced risk of remission 
of induced skin lesions [HR 0.64 (95%CI 0.43- 0.94), p=0.02] while 
early biological therapy was independently associated with a higher 
probability of remission of skin lesions [HR 1.64 (95%CI 1.1–2.5), 
p=0.02]. Among the 148 patients with inactive IBD at inclusion, disease 
relapse occurred in 75 (51%) patients with a median (IQR) interval of 
26.0(23.0–39.1) months. Survival rates without IBD relapse at 1 year 
were 85.8% (95%CI 77.5–94.9) in the early introduction group and 
59.3% (95%CI 48.9–71.9) in the other group (p<0.01).
Conclusion: Early introduction of a new biological is associated with 
higher probability of healing of anti-TNF-induced skin lesions and sig-
nificantly reduces risk of IBD relapse.
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P559
Cannabis Improves Sleep Quality in Patients with 
Inflammatory Bowel Diseases in a Prospective 
Observational Study

A. Hirsch*1, C. Seidenberg2, N. Fliss Isakov1, D. Meiri3, 
N. Maharshak1

1Tel Aviv Medical Center, Department of Gastroenterology and Liver 
Diseases, Tel Aviv, Israel, 2Hebrew University of Jerusalem, Department 
of Pharmacology, Jerusalem, Israel, 3Technion - Israel Institute of 
Technology, The Laboratory of Cancer Biology and Cannabinoid 
Research, Haifa, Israel

Background: Poor sleep is associated with adverse health consequences 
and was shown to be associated with subclinically active inflammatory 
bowel diseases (IBD).
Altered sleep patterns in IBD patients were associated with frequent 
disease flares and lower quality of life.
The aim of this study was to assess the effect of cannabis use on sleep 
quality in IBD patients.
Methods: We conducted a prospective observational cohort study 
enrolling 160 IBD patients who were prescribed medical cannabis.
Patients who changed medication during the trial, reported use of can-
nabis 3 months before the trial, or failed to follow up were excluded 
from the analysis.
Patients filled questionnaires at baseline and after 3 and 6 months of 
therapy. Sleep quality was measured using the Pittsburgh Sleep Quality 
Index (PSQI).
Results: A total of 91 patients were included, of these 62.6(57%) were 
males and 74(81.3%) were diagnosed with Crohn’s disease (CD).
Their median age was 36.71 years (range 20.1–73.2) and their median 
disease duration was 9 years (range 0.5–55.1).
The median cannabis dose prescribed was 20 grams (range 10–40).

Patients reported an improved sleep quality with decreased mean PSQI 
score after 3 months (7.1±3.85 vs 7.8±3.9, p=0.004) and further im-
provement after 6 months (6.9±3.7 vs 7.8±3.9, p=0.006) of cannabis 
therapy, compared to baseline.
Cannabis therapy was safe with no severe adverse or side effects.
Conclusion: Cannabis use is an effective and safe intervention to im-
prove sleep quality in IBD patients.
The impact of cannabis on the disease activity and its association with 
sleep improvement in these patients should be further explored.

P560
Application of a clinical decision support tool for 
predicting outcomes with vedolizumab therapy 
in patients with inflammatory bowel disease: 
A KASID multicenter study

K. Kim*1, S.W. Hong1, J.H. Park1, S.W. Hwang1,2, S.H. Park1,2, 
D.H. Yang1, J.S. Byeon1, S.J. Myung1, S.K. Yang1,2, J.H. Yoo3, 
S.J. Boo4, E.S. Kim5, J. Lee6, K.O. Kim7, B.D. Ye1,2

1University of Ulsan College of Medicine- Asan Medical Center, 
Department of Gastroenterology, Seoul, Korea- Republic Of, 
2University of Ulsan College of Medicine- Asan Medical Center, 
Inflammatory Bowel Disease Center, Seoul, Korea- Republic Of, 
3CHA Bundang Medical Center- CHA University School of Medicine, 
Department of Internal Medicine, Seongnam, Korea- Republic 
Of, 4Jeju National University School of Medicine, Department of 
Internal Medicine, Jeju, Korea- Republic Of, 5Korea University Anam 
Hospital, Department of Gastroenterology, Seoul, Korea- Republic 
Of, 6Chosun University College of Medicine, Department of Internal 
Medicine, Gwangju, Korea- Republic Of, 7Yeungnam University 
College of Medicine, Department of Internal Medicine, Daegu, 
Korea- Republic Of
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Background: A clinical decision support tool (CDST) has been devel-
oped and validated for predicting outcomes of vedolizumab (VDZ) 
therapy for patients with Crohn’s disease (CD) and ulcerative colitis 
(UC), respectively. We aimed to validate each CDST for predicting out-
comes and need for drug optimisation in patients with inflammatory 
bowel disease (IBD).
Methods: We retrospectively analysed 166 patients with IBD (71 with 
CD, and 95 with UC) treated with VDZ from January 2017 through 
November 2021 at 6 tertiary referral centres in Korea. We assessed clin-
ical remission (CREM) and response (CRES), corticosteroid-free clinical 
remission (CfCREM) and response (CfCRES), biochemical response 
(BioRES), endoscopic healing (EH), and need for drug optimisation by 
CDST-defined response groups (low vs. intermediate to high probability 
group with a cut-off of 13 points in CD, Table 1A, and 26 points in UC, 
Table 2A, respectively). CDST was evaluated by area under the receiver 
operating characteristics curve (AUC) and test performance.
Results: Patients were classified as low (27 with CD, and 28 with UC) 
and intermediate to high probability group (44 with CD, and 67 with 
UC). Among CD patients, there showed no significant difference in the 
response rate of any outcomes between CDST-defined groups. Among 
UC patients, the rates of CREM (41.0 vs. 18.5%, p=0.040) and EH 
(56.5 vs. 33.3%, p=0.045) at week 14 were higher among intermediate 
to high probability group. The rate of drug optimisation during main-
tenance therapy was also higher in low probability group (54.2 vs. 
30.2%, p=0.038). At week 26, CDST for CD discriminated CfCREM 
with an AUC of 0.656 (sensitivity 87.5%, specificity 43.8%) (Table 
1B). Meanwhile, CDST for UC identified CREM with an AUC of 0.606 
(sensitivity 83.3%, specificity 37.9%) at week 14 (Table 2B). BioRES of 
FC was identified with an AUC of 0.649 (sensitivity 84.6%, specificity 

45.2%) at week 26. BioRES of CRP was identified with an AUC of 
0.660 (sensitivity 68.8%, specificity 63.2%) at week 26, and with an 
AUC of 0.642 (sensitivity 70.0%, specificity 58.3%) at week 54. Drug 
optimisation during maintenance therapy was identified with an AUC 
of 0.620 (sensitivity 54.2%, specificity 69.8%).
Conclusion: Both CDST for CD and UC can be used to help guide VDZ 
therapy for Korean patients to predict BioRES with a fair discriminant 
function and moderate sensitivity.

P561
Clinical utility of therapeutic drug monitoring of 
adalimumab using a point of care test

T. Stevens*1, C. Teichert1, A. Volkers1, N. Mostafavi Montazeri1, 
B. Bahur2, K. Bray3, G. D’Haens1

1Amsterdam UMC, Gastroenterology and Hepatology, Amsterdam, 
The Netherlands, 2ProciseDx Inc., Clinical Operations, San Diego, 
United States, 3ProciseDx Inc., Clinical Development and Medical 
Affairs, San Diego, United States

Background: Adalimumab (ADL) is a fully human monoclonal anti-
body against tumor necrosis factor that is approved for the man-
agement of inflammatory bowel disease (IBD). Therapeutic drug 
monitoring (TDM) of ADL is widely used to ensure adequate blood 
levels for maintenance of the clinical benefit. This study examined the 
clinical utility of a point of care (POC) ADL assay to facilitate TDM.
Methods: A fast (<3 min), time-resolved fluorescence resonance energy 
transfer (FRET) based immunoassay (Procise ADL™) was developed 
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for measuring of ADL and its biosimilars for TDM using 20  µL of 
finger prick capillary whole blood or serum. To assess its clinical per-
formance we conducted an observational study using stored frozen 
serum specimens from a nested cohort in a registry population col-
lected over 24  months. Serum samples were thawed and ADL con-
centrations were measured with Procise ADL™. Adult patients with 
an established diagnosis of Crohn’s disease (CD) or ulcerative colitis 
(UC) who received maintenance ADL treatment were included. Primary 
endpoint was loss of response (LOR) defined as any of the following: 
(i) disease flare defined by documented worsening symptoms and ab-
normal endoscopy/imaging/biomarker findings leading to discontinu-
ation of ADL; (ii) disease activity leading to change in IBD medication; 
(iii) increase in fecal calprotectin ≥150 mg/Gr; (iv) IBD surgery or (v) 
new or recurring actively draining fistula. To be evaluable LOR patients 
were required to have a study specimen < 60 days prior to the LOR 
event. Receiver-operating characteristic (ROC) curves were generated 
to identify optimal cut-off values to discriminate between patients with 
maintained response vs. LOR.
Results: A total of 84 IBD patients (LOR=37, No LOR= 47)  were 
included in this study. Median ADL trough levels were lower in patients 
who experienced loss of response compared to patients who did not 
(median ADL 6.0  μg/mL vs 13. μg/mL, P < 0.001, figure  1). Area-
Under-the-ROC Curve (AUC) value for loss of response was 0.822 
(figure 2). Optimal ADL trough cut-off value was 8 μg/mL (Table 1).
Figure 1. shows patients losing response to ADL had serum levels sig-
nificantly lower than those maintaining response

Figure 2.  shows ROC curve analysis of the Procise ADL test for the 
detection of LOR

Table 1. Showsclinical performance of Procise ADL for the detection of 
LOR at various ADL concentration

Conclusion: IBD patients in disease remission on maintenance ADL 
therapy with ADL levels below a cut-off 8.0 μg/mL had a 5.34 fold 
increased risk of LOR compared to those above 8.0 μg/mL. Identifying 
patients at high risk of LOR with a convenient POC format test 
enhances the clinical utility of TDM by enabling faster treatment 
adjustment.

P562
A Phase 1 Study Evaluating the Effect of 
Coadministration of Etrasimod on the 
Pharmacokinetics and Pharmacodynamics of a 
Monophasic Oral Contraceptive in Healthy Female 
Volunteers

C. Lee*1, Y. Tang1, L. Villa-Caballero2, K. Liu3, A. Randle4, J. Grundy1

1Arena Pharmaceuticals- Inc., Nonclinical Dev & Clinical 
Pharmacology, San Diego, United States, 2Arena Pharmaceuticals- 
Inc., Clinical Development, San Diego, United States, 3Arena 
Pharmaceuticals- Inc., Biostatistics & Data Mgmt, San Diego, United 
States, 4Arena Pharmaceuticals- Inc., Clinical Operations, San Diego, 
United States

Background: Etrasimod (ETR) is a once-daily (QD), oral, selective 
sphingosine 1-phosphate receptor modulator in clinical development 
for immune-mediated inflammatory disorders including inflamma-
tory bowel disease (IBD) and atopic dermatitis. At diagnosis, ~50% of 
patients with IBD are <35 years old. Oral contraceptives (OC) are the 
most common birth control among women in the US. It’s important 
to ensure an IBD therapy does not impact the pharmacokinetic (PK)/
pharmacodynamic (PD) performance of the OC. This study evaluated 
the effect of coadministration of ETR on the PK/PD performance of a 
monophasic OC.
Methods: This open-label Phase 1 study enrolled 21 premenopausal 
healthy female adults (18–40  years). On Days 1–21 of Period 1 
(Days  1–28), participants received OC containing 30mcg ethinyle-
stradiol (EE) and 50mcg levonorgestrel (LVG). On Day 23, partici-
pants initiated ETR 2mg QD such that steady-state concentrations 
were achieved by Day 28 and thereafter. On Days 29–49 of Period 
2 (Days 29–50), the OC was coadministered with ETR 2mg QD. 
Samples for measuring the pharmacologically active components of 
the OC (EE and LVG) were collected over 24 hours on Days 21 and 
49. Log-transformed primary PK parameters were calculated and 
compared using analysis of variance with treatment as fixed effect 
and participant as random effect. PD markers (follicle-stimulating 
hormone [FSH], luteinizing hormone [LH], estradiol, progesterone) 
were measured at baseline (Days 1 and 29) and throughout Periods 
1 and 2. Largest ovarian follicle size measured by transvaginal ultra-
sound (TVUS), sex hormone–binding globulin (SHBG) levels, and 
Hoogland score were measured on Days 1 (before OC dosing), 11, 
29 (before OC+ETR dosing), and 39. Safety and tolerability were 
also evaluated.
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Results: Only minor-to-mild increases in EE and LVG Cmax,ss and 
AUCtau,ss exposure measures were observed when the OC was coadmin-
istered with ETR vs when the OC was administered alone (Table). These 
changes were not considered clinically relevant. Markers of ovarian ac-
tivity (FSH, LH, estradiol, progesterone, SHBG, TVUS/Hoogland score) 
demonstrated no clinically relevant impact of coadministration of ETR 
on the PD performance of the OC. All treatments were generally well 
tolerated. Most treatment-emergent adverse events (AEs) were mild or 
moderate; 2 participants had severe AEs. No abnormalities in labora-
tory parameters, vital signs, or 12-lead electrocardiogram assessments 
were noted.
Conclusion: The PK/PD performance of the monophasic OC was not 
altered to a clinically relevant extent; thus contraceptive efficacy was 
maintained during coadministration with ETR. ETR and the mono-
phasic OC, administered alone or in combination, were generally well 
tolerated.

P563
Association between smoking status and the 
efficacy and safety of tofacitinib in patients  
with Ulcerative Colitis: Data from the tofacitinib 
clinical programme

D.T. Rubin1, J. Torres2, M. Regueiro3, W. Reinisch4, L. Prideaux5, 
P.G. Kotze6, F.H. Tan7, S. Gardiner8, R. Mundayat8, M.J. Cadatal9, 
S.C. Ng*10

1University of Chicago Medicine Inflammatory Bowel Disease Center, 
Chicago- IL, United States, 2Hospital Beatriz Ângelo, Gastroenterology 
Division, Loures, Portugal, 3Cleveland Clinic, Department of 
Gastroenterology- Hepatology and Nutrition, Cleveland- OH, 
United States, 4Medical University of Vienna, Department of Internal 
Medicine III, Vienna, Austria, 5Monash Medical Centre, Department 
of Gastroenterology and Hepatology, Melbourne- VIC, Australia, 
6Catholic University of Paraná, IBD Outpatient Clinics- Colorectal 
Surgery Unit, Curitiba, Brazil, 7Pfizer Australia, Melbourne- VIC, 
Australia, 8Pfizer Inc, New York- NY, United States, 9Pfizer Inc, Manila, 
Philippines, 10LKS Institute of Health Science- Chinese University of 
Hong Kong, Institute of Digestive Disease- Department of Medicine 
and Therapeutics, Hong Kong, China

Background: Tofacitinib is an oral, small molecule JAK inhibitor 
for the treatment of ulcerative colitis (UC). Efficacy and safety of 
tofacitinib were evaluated in randomised, placebo-controlled Phase 
(P)2 (NCT00787202) and P3 (NCT01465763; NCT01458951; 
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NCT01458574) studies, an open-label, long-term extension (OLE) 
study (NCT01470612) and an ongoing P3b/4 study (NCT03281304). 
Ex-smokers have an increased risk of UC, but the response to therapy 
in these patients (pts) has not been previously evaluated. We assessed 
the impact of smoking status on the efficacy and safety of tofacitinib in 
the UC clinical programme.
Methods: Efficacy endpoints and adverse events (AEs) were evaluated 
by smoking status (ever smokers [current and ex-smokers] and never 
smokers) in P2 (safety only)/P3/OLE/P3b/4 studies. Efficacy endpoints 
were summarised by treatment allocation; pt characteristics and AEs 
were summarised by tofacitinib predominant dose.
Results: This analysis included 1156 pts (ever smokers, n=416 [36.0%; 
current smokers, n=59 (5.1%); ex-smokers, n=357 (30.9%)]; never 
smokers, n=740 [64.0%]; Table 1). Compared with never smokers, 
ever smokers were older and more likely to have a prior history of 
myocardial infarction, diabetes mellitus, or ischaemic or coronary heart 
disease. The proportion of pts achieving efficacy endpoints was gen-
erally similar across tofacitinib treatment groups regardless of smok-
ing status (Table 2). AEs were reported in 88.7% of ever smokers and 
83.8% of never smokers. Overall, 60.6% of ever smokers had an in-
fection, specifically 10.8% had herpes zoster (non-serious and serious), 
12.0% had a Clostridioides difficile infection and 19.5% had a lower 
respiratory tract infection; corresponding values for each AE among 
never smokers were 53.1%, 6.8%, 8.5% and 11.4% (Table 1). Major 
adverse cardiovascular events were reported in 1.0% of ever smokers 
and 0.7% of never smokers; thromboembolic events were reported in 
1.0% of ever smokers and 0.9% of never smokers. Malignancies (excl. 
non-melanoma skin cancer [NMSC]) occurred in 2.5% of ever smok-
ers and 1.5% of never smokers; NMSC occurred in 3.7% and 1.0%, 
respectively. In total, 0.6% of never smokers had colorectal cancer and 
there were no cases in ever smokers.
Conclusion: The efficacy and safety of tofacitinib were generally similar 
in ever smokers and never smokers. This study is limited by the com-
bined analysis of current and ex-smokers and unknown factors such as 
the degree of smoking and the time between smoking cessation and UC 
diagnosis. These data are consistent with previous reports in the general 
population and pts with UC.1,2

References
1. Meserve J et al. Clin Gastroenterol Hepatol 2019; 7: 1533–1540.
2. Rogers MA et al. PLoS One 2012; 7: e42091.
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A qualitative exploration of acceptability of long-
term use of oral nutritional supplement drinks as 
partial enteral nutrition in adolescent and adult 
Crohn’s Disease

S. Mu1, Y. Wei1, E. Weekes2, K. Keetarut*2

1University College London, Institute for Liver and Digestive Health- 
UCL Division of Medicine, London, United Kingdom, 2University 
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Background: Evidence mainly from Japanese cohorts suggests replacing 
35–50% of food intake with enteral nutrition known as partial enteral 
nutrition (PEN) either orally as oral nutritional supplements (ONS) or 
via nasogastric tube for >1 year can prolong disease remission and in-
crease drug effectiveness in CD. This study aimed to examine patients’ 
attitude towards the organoleptic properties and perceived barriers and 
benefits towards long-term ONS usage as PEN by analysing the free 
text comments from questionnaires. This study will help support our 
understanding of the feasibility of PEN as a treatment option in CD 
maintenance by exploring the factors affecting compliance and accept-
ability and help identify potential areas for improvement.
Methods: Data was obtained from 105 (55 males) aged 34.9 (±15.4) 
CD patients in remission (HBI<5) from University College London 
Hospital. Questionnaires with free-text comments were transcribed 
and analysed using qualitative content analysis using NVivo soft-
ware. Thematic analysis was used to identify patterns of meaning 
within and between questionnaires and to identify key themes. 
Codes were derived through inductive (i.e. data-driven) and de-
ductive approaches, reflecting the thematic guidelines and objectives 
of the study.
Results: A total of 86 (81%) of participants left at least one free text 
comment. There was a total of 501 comments. Comments related to 
participants’ perceived attitudes towards taking ONS drinks as PEN 
were divided into six themes: motivation, sensory perceptions, physio-
logical consequences, social impact, practical experience and perceived 
compliance. Most patients were willing to stick with ONS drinks as 
PEN for a short period of time ≤3  months and expected significant 
therapeutic benefits. Taste fatigue, prolonged use and requirement to 
drink large volumes may reduce long-term adherence. In addition, stor-
age space, cost and the perceived negative impact on normal social life 
were also considerations for patients.
Conclusion: Long term use of ONS drinks as PEN in CD patients is 
influenced by a number of physiological, social and sensory factors 
suggesting a complex interaction of variables are involved in the per-
ceived attitudes towards their long-term use. Consideration should be 
given to developing multiple flavours of ONS to prevent taste fatigue, 
adapting ONS formulations to improve palatability and improving 
convenience of use. Monitoring by healthcare staff and better edu-
cation to inform patients on the clinical benefits are suggested as ne-
cessary components for future interventions to improve ONS drinks 
acceptability as PEN.
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P565
COVID-19 vaccination satisfaction and hesitancy in 
patients with inflammatory bowel disease: “inside 
referral center” survey

A. Todeschini*1, A. Contaldo1, E. Ierardi1, A. Di Leo1, M. Principi1

1University hospital of Bari, Section of Gastroenterology- Department 
of Emergency and organ Transplantation, Bari, Italy

Background: Covid-19 infection is an exceptional pandemic that has 
involved millions of people worldwide with dramatic humane, so-
cial and economic concerns. Since December 2020, two mRNA and 
one inactivated vaccines were approved for people administration. 
The vaccinal access calendar was scheduled according with risk de-
gree of infection and complications. In some regional setting patients 
with inflammatory bowel diseases (IBD), Crohn’s disease (CD) and 

ulcerative colitis (UC) were considered fragile and therefore had a 
priority approach to vaccine administration compared to the general 
population. The purpose of this work was to measure the satisfaction 
and the concerns of a cohort of IBD patients who were administered 
the anti-Sars CoV-2 vaccine “inside reference center” by their dedicated 
nursing staff.
Methods: Anti-SARS-CoV-2 vaccine (PfitzerÆ) in two shots were 
administrated to 346 IBD patients. Afterwards completed vaccination, 
all patients were given a questionnaire consisting of 4 items focused on 
the level of satisfaction and the impact of the pandemic on their illness.
Results: 346 patients, 168 CD and 178 UC, 147 female and 199 male, 
249 in biologicals and 97 in immunomodulatory therapy, regularly fol-
lowed up in an IBD unit, were enrolled. All patients received two shots 
of SARS-CoV-2 vaccine by their IBD nursing staff. Upon close of the 
vaccination course, a questionnaire was dispensed. The pandemic did 
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not affect IBD at all in 37.5% and a lot in 9.2% of participants. The 
majority (95%) of patients welcomed the possibility of getting vacci-
nated; only 7% feared the vaccine’s influence on the course of the IBD. 
The main concerns were the possibility of adverse effects (33%) and 
the failure to achieve immunity (17%), few for the type of vaccine (3%) 
and the need for a further booster (6%). Almost all patients (99%) felt 
safer to have vaccinated at their IBD reference center.
Conclusion: In this cohort of IBD patients, SARS-CoV-2 vaccination 
“inside reference center” has shown broad compliance and a high de-
gree of confidence. Most did not report that the pandemic affected 
regular IBD management.

P566
Humoral immune response to mRNA COVID-19 
vaccine in Puerto Ricans with IBD does not differ 
between class of biologics
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R. Medina-Prieto2, S. Ojeda3, J. Santana-Bagur4, P. Pantoja5, 
C.A. Sariol5, E.A. Torres2
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Background: The COVID-19 vaccine trials did not include subjects with 
IBD or immunosuppression, limiting the effectiveness data of the vaccine 
in this population. The impact of biologics with different mechanisms of 
action on antibody concentrations and neutralizing capacity produced 
by the vaccine may alter prevention strategies. We aim to describe a com-
parison of the humoral response to COVID-19 vaccine in patients with 
IBD on biologics between different therapies and a control group.
Methods: Patients ≥21  years of age with Crohn’s disease (CD) and 
ulcerative colitis (UC) on biologic therapy were recruited. Blood 
samples were collected at 14  ± 2  days (Cohort 1)  and 60  ±7  days 
(Cohort  2)  after receiving a 2nd dose of mRNA COVID-19 vaccine 
[BNT162b2 (Pfizer-BioNTech) or mRNA-1273 (Moderna). Anti-spike 
protein receptor binding domain IgG levels and neutralizing capability 
using SARS-CoV-2 surrogate virus neutralization test (sVNT%) were 
measured. A  result >30% is positive for effective viral inhibition. 
Results were stratified by mechanism of action of the drug and com-
pared with a healthy control group. Comparisons were evaluated 
by Kruskal-Walls test and Dunns Pairwise/Bonferroni. The study is 
approved by the MSC IRB.
Results: 32 subjects exposed to biological therapy divided into 
2  cohorts (14-days, n=19/60-days, n=13) and 18 samples of healthy 
controls (14-days, n=12/60-days, n=6) are reported. Of the IBD sub-
jects, 81% (26/32) had CD, 56% were males (18/32) and mean age 

was 39. All subjects were receiving biological monotherapy, one sub-
ject was also on azathioprine. All groups developed detectable anti-
body levels and >60% neutralizing antibody detection after 14 and 
60 days of the second vaccine dose. IgG levels at 14 days (p<0.001) and 
sVNT% at 14- and 60-days post second vaccine dose (p=0.007, 0.024) 
were significantly different between subjects vs. controls. When strati-
fied by mechanism of action, there was a significant difference between 
each biologic vs. control (p<0.001), but no difference between biologic 
classes. Initial analysis for the sVNT% at 14 days showed statistical 
significance (p=0.046). Post-hoc analysis showed no statistical signifi-
cance in the individual comparisons. No significant differences were 
found between each therapy vs. control for IgG levels nor sVNT% at 
60-days (p=0.257, 0.113).

Conclusion: Our study shows that IBD patients on biological therapy 
who receive a COVID-19 vaccine develop a lower but effective hu-
moral response up to 60 days after the second dose when compared to 
healthy individuals. No difference was found between class of biolog-
ics. A larger sample is needed.
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Safety analysis of tofacitinib in ulcerative  
colitis: Real-world outcomes from a three-year  
UK observational cohort study

S. Honap*1,2, E. Sharma1, S. Ray1, J. Mawdsley1, S. Anderson1, 
M. Samaan1, P. Pavlidis1,2, P. Irving1

1Guy’s and St Thomas’ NHS Foundation Trust, IBD Centre - 
Department of Gastroenterology, London, United Kingdom, 2King’s 
College London, School of Immunology and Microbial Sciences, 
London, United Kingdom

Background: Serious adverse events (SAE), including venous thrombo-
embolism (VTE) and major adverse cardiovascular events (MACE), 
have been reported in tofacitinib post-marketing trials. However, safety 
data extending beyond six months in the real world are scarce.1 We 
explored the incidence rates (IR) of adverse events (AE) in a tofaci-
tinib-treated cohort of ulcerative colitis (UC) patients at a large tertiary 
centre over three years.
Methods: We conducted a retrospective analysis of a prospectively 
maintained database of consecutive patients commencing tofacitinib 
from October 2018 to October 2021. AE details were extracted from 
elective and emergency visits during induction and maintenance treat-
ment. SAEs were defined as AEs that were life-threatening or required 
hospitalisation. We also assessed changes in haematological and bio-

chemical parameters, including lipid levels, during treatment. Exact 
Poisson confidence intervals (CI) (adjusted for PYs) were calculated to 
determine IRs and univariate analyses and multivariate logistic regres-
sion were performed to examine AE risk factors.
Results: A total of 103 patients were studied with a median follow up 
duration of 53 weeks (range 1–156). Median treatment duration on 
10mg bd was 18 weeks (range 1–135). AEs and SAEs were recorded 
in 37% and 16% of the study cohort, respectively, over 118 PYs ex-
posure. Infection was the most common AE and hospitalisation for 
disease progression requiring colectomy while on tofacitinib was the 
most frequent SAE (table  1). Overall, the IR for SAEs was 13.6 per 
100 PYs (95% CI 9.1–26.0) (table 2). Single dermatomal herpes zoster 
(HZ) reactivation (including one case of HZ opthalmicus) occurred in 

5%; all occurred on 10mg BD dosing, and all were successfully treated 
with antiviral therapy. Duration of high dose tofacitinib treatment, 
age, weight, concomitant corticosteroid use, and prior TNF exposure 
were not associated with AEs. Although there was a significant in-
crease in total cholesterol (TC) and low-density lipoproteins, the TC 
to high-density lipoprotein ratio remained unchanged (table 3) and no 
patient required the introduction of a lipid lowering agent. Tofacitinib 
was well tolerated and excepting treatment discontinuation due to drug 
failure requiring surgery, AEs resulted in tofacitinib withdrawal in only 
one patient (headaches). There were no cases of MACE or VTE.
Conclusion: Although a third of our cohort had AEs, tofacitinib-
treatment failure and subsequent hospitalisation and surgery was the 
most frequently occurring. No new safety signals were identified with 
extended real-world follow up.
Reference
1. Taxonera C et al. Real-World Effectiveness and Safety of Tofacitinib 

in Patients With UC: Systematic Review and Meta-Analysis. 
Inflamm Bowel Dis. 2021
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Impact of Biologics and Small Molecules for 
Inflammatory Bowel Disease on COVID-19 
Related Hospitalization: A Systematic Review and 
Meta-analysis

F. Alrashed1, H. Alasfour2, M. Shehab*3

1Massachusetts College of Pharmacy and Health Sciences MCPHS 
University, Public health, Boston, United States, 2Kuwait University, 
Pharmacy Practice, Aljabreyah, Kuwait, 3Mubarak Alkaber University 
Hospital, Internal medicine, Kuwait, Kuwait

Background: The use of biological therapies and small molecules have 
been a concern for patients with inflammatory bowel disease (IBD) dur-
ing COVID-19 pandemic. We aim to assess the association between risk 
of COVID-19 related hospitalization and these agents.
Methods: A systematic review and meta-analysis of all published studies 
from December 2019 to September 2021 was performed to identify stud-
ies that reported COVID-19 related hospitalization in IBD patients receiv-
ing biological therapies or tofacitinib. The risk ratio (RR) was calculated to 
compare the relative risk of COVID-19 related hospitalization in patients 
receiving these medications to those who were not, at the time of the study.
Results: 18 studies were included. The relative risk of hospitalization 
was significantly lower in patients with IBD and COVID-19 who were 
receiving biologic therapy with RR of 0.47 (95% CI: 0.42–0.52, p < 
0.00001). The RR was lower in patients receiving anti-TNFs compared 
to those who did not [RR= 0.48 (95% CI: 0.41–0.55, p < 0.00001)]. 
Similar finding was observed in patients taking ustekinumab [RR= 0.55 
(95% CI: 0.43–0.72, p < 0.00001)]. Combination therapy of anti-TNF 
and an immunomodulator did not lower the risk of COVID-19 related 
hospitalization [RR= 0.98 (95% CI: 0.82–1.18, p =0.84]. The use of ved-
olizumab [RR= 1.13 (95% CI: 0.75–1.73, p =0.56] and tofacitinib [RR= 
0.81 (95% CI: 0.49–1.33, p =0.40] was not associated with lower risk of 
COVID-19 related hospitalization.
Conclusion: Regarding COVID-19 related hospitalization in IBD, anti-
TNFs and ustekinumab were associated with decreased risk of hospi-
talization. In addition, vedolizumab and tofacitinib were not associated 
with COVID-19 related hospitalization.

P569
Fecal Microbiome Transplantation for Recurrent 
C. difficile Colitis: Treatment Efficacy, Short and 
Long-term Follow-up Results from Consecutive 
Case Series

T. Urbonas*1,2, G. Ianiro3,4, R. Gedgaudas1,2, P. Sabanas1,2, M. Urba1,2, 
V. Kiudelis1,2, G. Kiudelis1,2, V. Petkevicius1,2, A. Vitkauskiene5, 
G. Cammarota3,4, A. Gasbarrini3,4, J. Kupcinskas1,2

1Lithuanian University of Health Sciences, Department of 
Gastroenterology, Kaunas, Lithuania, 2Lithuanian University of 
Health Sciences, Institute for Digestive Research, Kaunas, Lithuania, 
3Fondazione Policlinico Universitario Agostino Gemelli IRCCS, 
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Background: Many studies have shown a high effectiveness of fecal 
microbiota transplantation (FMT) in treatment of recurrent or re-
fractory Clostridioides difficile infection (CDI). Nevertheless, data on 
long term outcomes and complications after FMT are still lacking. We 
aimed to evaluate the efficacy, the peri- procedural safety profile and 

the long-term efficacy and safety of FMT for recurrent CDI during a 
median follow up period of 24 months.
Methods: Our study included 60 consecutive patients that were treated 
from 2015 to 2019 for recurrent CDI. In all patients FMT was per-
formed through the nasoenteric tube placed during upper GI endos-
copy. Fresh donor feces were used for FMT from unrelated donors. 
Pre-FMT preparation included CDI treatment with oral vancomycin 
500 mg q.i.d. for at least five days and proton pump inhibitor (PPI) ad-
ministration before FMT. Follow up data included information about 
recurrent CDI episodes, early and late complications, health status at 
3, 12 and 24 months after FMT.
Results: FMT was performed for 60 patients (median age 72.5 years) 
with recurrent CDI. Clinical improvement after the first FMT pro-
cedure was observed in 48 patients (80%). Ten of 12 initially non-
responding patients had a clinical resolution after a second FMT 
leading to an increased overall cure rate of 96.7 %. The remaining 
two patients needed a third FMT with a final overall cure rate of 
100%. Nine of 60 patients were under immunosuppressive therapy. 
Six immunosuppressed patients were in the group of initial respond-
ers and the remaining three in the initially non-responder group. 
We observed a very low rate of adverse events in the short and 
long-term after FMT. During the first eight weeks after the FMT 
procedure, the death of three patients occurred, but they were not 
related to the FMT procedure. Patients were followed up for a me-
dian of 20 months, with the range from 12 to 55 months. During 
the follow-up period no long-term serious adverse events (SAE) were 
documented.
Conclusion: Our study confirms excellent efficacy rates of FMT in 
the treatment of recurrent CDI. In addition, this study shows that it 
is possible to avoid short term SAE when FMT is administered via a 
nasoenteric tube by following a very stringent peri-procedural patient 
follow-up protocol. Our study also demonstrates good safety with a 
low rate of long-term adverse events after FMT.

P570
Prevalence and risk factors for intestinal resection 
in patients with Crohn’s disease in a Greek referral 
center

E. Orfanoudaki*1, K. Foteinogiannopoulou1, E. Theodoraki1, 
I. Drygiannakis1, I. Romanos2, I.E. Koutroubakis1

1University Hospital of Heraklion- Medical School- University of 
Crete, Gastroenterology, Heraklion, Greece, 2University Hospital of 
Heraklion- Medical School- University of Crete, Surgical Oncology, 
Heraklion, Greece

Background: Nearly half of patients with Crohn’s disease (CD) require 
any kind of surgical resection within 10 years after diagnosis and about 
one third of them need an additional second intervention within the 
next decade. We aimed to investigate the prevalence and risk factors for 
intestinal resection in Greek patients with CD.
Methods: Consecutive CD patients with complete follow up data, 
recorded prospectively in a registry of a tertiary university hospital 
from 2011–2021, were studied retrospectively. All patients with a his-
tory of at least one bowel resection for luminal disease were enrolled. 
Surgeries for perianal disease, fistulae or other complications were 
excluded. At the same time, the role of potential risk factors for sur-
gical intervention was analyzed.
Results: Out of a total of 372 CD patients recorded in the data-
base, 85 patients (23%) with a history of 96 surgical resections were 
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identified. Sixty one percent were male, with a mean (±SD) age of 
48.5 (±15.3) years, median (IQR) age at disease diagnosis 25.5 (21–
37) years, 39% smokers, L1 49%, L2 11%, L3 40%, B2 57% and 
B3 37%.
Median (IQR) time from diagnosis to first surgical resection was 58 
(8.3–120.8) months, while in 17% the diagnosis was made with the 
surgery. Half of the patients (52%) were operated due to no response to 
treatment, presenting with ileus or stricture formation, whereas other 
causes for operation were perforation ± abscess (24%) and dysplasia 
(4%) [20% cause not specified in files]. Fifty three percent were naïve 
to biologic treatment prior to surgery and needed resection sooner that 
those experienced to biologics [median (IQR) time from diagnosis to 
surgery 12 (0–72) vs 88 (46–172) months, p<0.0001]. A second surgery 
became necessary in 11 patients (13%) due to disease recurrence after 
a mean (±SD) time of 152 (±117) months after the first, whereas only 
one needed a third one.
In the univariate analysis bowel resection was associated with younger age 
at diagnosis (p<0.0001), shorted disease duration (p<0.0001), structural 
and fistulizing phenotype (p<0.001) and smoking (p=0.0017). All associa-
tions remained significant also in the multivariate analysis (Table 1).

Conclusion: One out of four patients in our cohort needed bowel re-
section for their luminal CD with younger age at diagnosis, shorter 
disease duration, structuring/fistulizing phenotype and smoking being 
identified as possible risk factors.

P571
The Nordic diet as a tool to improve the activity 
of disease and psycho-emotional wellbeing in 
patients with mild and moderate Ulcerative 
Colitis – the pilot study

I. Birka*1, G. Girgensone2, L. Anspuka3, D. Šantare3

1Paula Stradina Clinical University Hospital, Gastroenterology- hepa-
tology and nutrition, Riga, Latvia, 2University of Latvia, Faculty of 
Medicine, Riga, Latvia, 3University of Latvia, Institute of Clinical and 
Preventive Medicine, Riga, Latvia

Background: The Nordic diet (ND) has been associated with reduced 
inflammatory markers and improved anxiety and stress symptoms. Our 
aim was to evaluate the effect of the ND on the activity of ulcerative 
colitis (UC), symptoms of anxiety, depression, and fatigue.
Methods: Patients (N=12) with mild and moderate UC were included 
(excluding severe UC, UC proctitis, infections). The activity of UC was 
evaluated with partial Mayo score (pMS) and fecal calprotectin (FC), 

psycho-emotional wellbeing – using hospital anxiety and depression 
scale (HADS) and inflammatory bowel disease – fatigue (IBD-F) ques-
tionnaire. The patients were evaluated at 3 consecutive visits at week 0, 
6 and 10. During the first visit, the patients were consulted by a nutri-
tionist to adjust their diets, received written recommendations and were 
able to contact the nutritionist later. At every visit HADS, IBD-F scores, 
and BMI, pMS and FC were registered. The ND score was calculated as 
described by Bjørnarå et al., 2015. Patients were considered compliant 
if the ND score increased by at least 2 points and unhealthy snacks 
were absent or almost excluded. Related samples Wilcoxon signed 
rank test and independent samples Kruskal-Wallis test were used to 
assess statistical significance. The ND score was described as low (0–3), 
medium (4–5) or high (6–10).
Results: The characteristics of all patients are summarised in 
Table 1. One patient had mild exacerbation of UC during the study 
managed with increased dose of mesalamine. Changes of the ND score 
(Fig.1) differed significantly in visit 2 (p=0.01).
After exclusion of non-compliant patients, the data of 8 patients was 
analysed. The pMS, FC, HADS, IBD-F (level and impact) did not 
show significant changes at visit 2. BMI was significantly reduced at 
visit 2 (p=0.018), median at visit 1 was 28.55 (IQR: 24.16 – 32), visit  
2 - 27.65 (23.2 – 30.16) kg/m2.
We also found lower FC levels in patients with high ND score, but the 
difference was not statistically significant (Fig. 2). No significant dif-
ferences were found regarding the psycho-emotional wellbeing but the 
impact of fatigue on everyday life was higher in low ND score group 
(Fig. 3).
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Conclusion: We were not able to show improved FC nor psycho-emo-
tional symptoms after 6 weeks of the ND. The adherence decreased 
after visit 2, therefore another consultation with the nutritionist could 
be beneficial to improve the understanding and motivation of the 
patients. Compliance with the ND reduced BMI and high adherence 
might be associated with lower FC levels. Further studies with larger 

patient groups would improve reliability of the results. This pilot 
study is part of the project financed by BIOCODEX MICROBIOTA 
FOUNDATION 2020.

P572
Therapy optimisation and intravenous ferric 
carboxymaltose in active or inactive IBD with iron 
deficiency: it’s time to make iron deficiency part of 
tight monitoring to reach T2T? – preliminary results 
of a prospective study

T. Molnár*1, T. Resál1, P. Bacsur1, M. Rutka1, K. Szántó1, A. Bálint1, 
Á. Milassin1, A. Fábián1, R. Bor1, Z. Szepes1, K. Farkas1

1University of Szeged, Department of Medicine- Szent-Györgyi Albert 
Medical School, Szeged, Hungary

Background: Iron deficiency (ID) is often a neglected condition in inflam-
matory bowel disease (IBD), even though it is one of the most common 
extraintestinal manifestation. Our questions were the follows: If iron 
deficiency is part of the T2T management as CRP or fecal calprotectin 
and requires optimisation of the current therapy, how does this affect the 
medium-term outcome of the disease and the effectiveness of IV iron re-
placement? If the disease is active, does optimisation of therapy is sufficient 
to manage iron deficiency or iv. iron supplementation is also necessary?
Methods: Patients with ID defined by the ECCO guideline (Figure 1.) were 
randomly included in our prospective one-center, four arms study. Patients 
were divided into an active (A) and a remission (R) group. Activity was 
defined by CRP ≥10 mg/l or clinical activity scores CDAI ≥150, pMayo 
≥3. Therapy optimisation was performed in the active group, further ran-
domisation was performed into two subgroups: therapy modification 
alone (A1) or modification with iv. ferric-carboxymaltose (A2). All patients 
received iron supplementation in the remission group with (R2 – iron T2T 
group) or without therapy optimisation (R2). Every two months laboratory 
parameters and clinical activities were assessed until 6 months.
Results: 65 patients were included (CD 83.4%). Average follow-up 
was 3.9 months. Number of patients per group: A1:17, A2:23, R1:16, 
R2:9. Based on our results, iv. iron supplementation with modifica-
tion in treatment was more efficient, than therapy optimisation alone, 
as the difference in increase in haemoglobin (p<0.001), haematocrit 
(p<0.001) and ferritin (p<0.05) was significant after 2 and 4 months 
the enrollment. In the remission group iv. iron supplementation with 
therapy optimisation was more effective, than iv. iron alone, based on 
transferrin saturation (p<0.05), serum iron (p<0.05) and CRP (p<0.05) 
during the 2 months period. After that period, no further significant 
difference was measured. Iv. iron seems to be equally effective both in 
the active and in the remission group, as no significant difference was 
measured during the 6-month period. No adverse event was observed.
Conclusion: Our results suggest, that therapy optimisation in addition 
to iron replacement is more effective in patients with remission and 
therefore biomarkers of IDA should be involved in the thight moni-
toring algorhytm to react T2T. However, therapy optimisation has to 
be associated with iv iron replacement in IBD with IDA and activity 
without the risk of worsening disease activity. Based on our results, 
ferric-carboximaltose is an effective and safe therapeutic method in the 
treatment of IDA associated with active or inactive IBD.
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P573
The safety profile of upadacitinib maintenance 
therapy in ulcerative colitis in the Phase 3 U-ACHIEVE 
study is consistent with that in approved indications

J.F. Colombel1, R. Panaccione2, H. Nakase3, G. Burmester4, 
S.B. Cohen5, P. Mease6, E. Guttman-Yassky1, J. Liu7, W. Zhou7, D. Ilo7, 
P. Higgins8

1The Mount Sinai Hospital, Icahn School of Medicine, New York, 
United States, 2University of Calgary, Cumming School of Medicine, 
Alberta, Canada, 3Sapporo Medical University, Department of 
Gastroenterology- Rheumatology- and Clinical Immunology, Sapporo, 
Japan, 4Charité University Hospital- Free University of Berlin, 
Department of Rheumatology and Clinical Immunology, Berlin, 
Germany, 5Metroplex Clinical Research Center, Dallas, Dallas, United 
States, 6Swedish Clinical Research, Swedish Rheumatology Research 
Group, Seattle, United States, 7AbbVie Inc, Research and Development, 
North Chicago, United States, 8University of Michigan, Medical School, 
Ann Arbor, United States

Background: The oral, small-molecule, selective and reversible Janus 
kinase inhibitor upadacitinib (UPA) is approved for the treatment of 
rheumatoid arthritis (RA), psoriatic arthritis (PsA), moderate-to-severe 
atopic dermatitis (AD) and ankylosing spondylitis, and is under inves-
tigation in ulcerative colitis (UC). This assessment reviewed adverse 
event (AE) data for UPA maintenance therapy in UC in the context of 
the known long-term safety profile of UPA in its approved indications.
Methods: Safety data were collated from patients with UC who 
responded to 8 weeks’ induction treatment with UPA 45 mg once daily 
(QD) and were enrolled in U-ACHIEVE to receive maintenance treat-
ment (UPA 15 mg, 30 mg QD or placebo) for ≤52 weeks. Treatment-
emergent AEs (TEAEs) were defined as AEs with an onset on or after 
the first dose, and ≤30 days after the last dose, of study drug. Safety 
data were also collected from two AD (15 and 30 mg doses), six RA 
(15 mg dose in all, 30 mg dose in four) and two PsA (15 and 30 mg 
doses) Phase 3 trials. Exposure-adjusted event rates were calculated for 
TEAEs and AEs of special interest (AESIs).
Results: Data were available for 746 patients with UC who received 8 
weeks’ induction with UPA 45 mg and were randomised to maintenance 

treatment as follows: placebo, n=245; UPA 15 mg, n=250; UPA 30 mg, 
n=251. Rates of any AEs, serious AEs, severe AEs and AEs leading to 
treatment discontinuation were lower with both UPA doses versus pla-
cebo (Table 1). No deaths occurred. Rates of the above AE categories 
in patients with UC who received maintenance treatment with UPA 15 
or 30 mg were within the ranges previously reported in AD, RA and 
PsA, apart from neutropenia (Table 1). AESI rates in UC were gener-
ally similar with UPA and placebo, except for higher rates of herpes 
zoster, creatine phosphokinase elevation, hepatic disorder, and venous 
thromboembolism (VTE), but lower rates of anaemia, with UPA (Table 
2). Non-melanoma skin cancer was reported only with UPA 30 mg. One 
adjudicated major cardiovascular event was reported in each of the pla-
cebo and UPA 30 mg arms. VTE only occurred with UPA treatment (two 
events per arm). Based on the limited number of patients exposed, and 
apart from a higher VTE rate, AESI rates in the UC maintenance study 
were generally similar to those reported in patients receiving long-term 
treatment with UPA 15 or 30 mg QD in AD, RA or PsA.
Conclusion: The safety profile of UPA maintenance treatment in UC is 
consistent with that in its approved indications. Although VTE rates were 
higher in UC, background VTE risk is known to be increased in UC versus 
AD, RA and PsA. This review identified no new important safety risks.

P574
Population pharmacokinetic and exposure-response 
analyses for efficacy and safety of risankizumab in 
subjects with active Crohn‘s disease

A. Suleiman*1, A. Goebel1, S. Bhatnagar2, R. D’Cunha2, W. Liu2, Y. Pang2

1AbbVie, Clinical Pharmacology & Pharmacometrics, Ludwigshafen, 
Germany, 2AbbVie, Clinical Pharmacology & Pharmacometrics, North 
Chicago, United States

Background: In order to support risankizumab dose recommendation 
for the treatment of Crohn’s disease (CD), population pharmacokin-
etic (PPK) and exposure-response (ER) analyses were conducted for 
risankizumab using data from Phases 2  & 3 studies in moderate to 
severely active CD patients to characterise PK and its relationship with 
clinical efficacy and safety.
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Methods: PPK analyses used non-linear mixed-effects modelling, lev-
eraging a previously developed PPK model for plaque psoriasis & CD, 
with additional evaluation of covariates relevant to CD. ER relation-
ships were evaluated for efficacy endpoints (clinical remission/response 
based on CDAI or stool frequency/abdominal pain, endoscopic end-
points, etc.) at Week 12 (induction), Week 24 (re-induction; explora-
tory only), and Week 52 (maintenance), using graphical analyses at 
Week 12, 24 and 52 and logistic regression analyses at Week 12 and 
52. ER analyses for safety evaluated key safety variables through Week 
12, 24 and 52 using graphical analyses.
Results: Observed risankizumab concentrations in CD patients were ad-
equately described by the risankizumab PK model. PK in subjects with 

CD was linear and time-independent, similar to healthy subjects and 
plaque psoriasis. The majority of the evaluated intrinsic and extrinsic fac-
tors showed no statistically significant effect on risankizumab PK, includ-
ing age, race, country/region, liver function markers, creatinine, baseline 
CDAI, baseline SES-CD, duration of disease, prior biological therapies, 
immunosuppressant use, and immunogenicity. Sex, baseline fecal calpro-
tectin, corticosteroid use, baseline creatinine clearance, body weight, and 
baseline albumin were statistically correlated with risankizumab clear-
ance but their impact on exposure was not clinically relevant for effi-
cacy or safety. ER analyses for induction demonstrated that exposures 
associated with 600 mg IV at Week 0, 4 and 8 achieved a near maximal 
response for all evaluated efficacy endpoints at Week 12, with negligible 
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added benefit from 1200 mg IV. ER analyses for maintenance showed 
higher efficacy response at higher exposures for most of the Week 52 
endpoints, particularly the more stringent endoscopic endpoints. ER 
analyses for safety indicated no apparent relationship between exposure 
and incidence of any AE, SAE, infection or serious infection over the 12 
or 24 weeks of induction or 52 weeks of maintenance treatment.
Conclusion: PPK and ER analyses of risankizumab in subjects with CD 
supported the final dose recommendation of 600 mg IV at Week 0, 4, 8 
followed by 360 mg SC at Week 12 and Q8W thereafter for the treat-
ment of moderate to severely active CD.

P575
Safety and efficacy of autologous haematopoietic 
stem cell transplantation for refractory Crohn’s 
disease after cyclophosphamide-free mobilisation: 
Preliminary Results

A. Giordano*1, M. Rovira2, R. Barastegui1, P. Marín2, N. Martínez2, 
F. Fernández-Aviles2, M. Suárez-Lledó2, A. Doménech2, I. Ordás1, 
A. Fernández-Clotet1, B. Caballol1, M. Gallego1, A. Vara1, 
M.C. Masamunt1, A. Giner1, A.M. Corraliza3, J. Panés1, A. Salas3, 
E. Ricart1

1IDIBAPS. Hospital Clínic, Inflammatory Bowel Disease Unit. 
Gastroenterology Department., Barcelona, Spain, 2ICMHO. IDIBAPS. 
Institut Josep Carreras. Hospital Clínic, BMT Unit- Hematology 
Department., Barcelona, Spain, 3Institut d’Investigacions Biomèdiques 
August Pi i Sunyer IDIBAPS, Inflammatory Bowel Disease Unit, 
Barcelona, Spain

Background: Autologous haematopoietic stem cell transplantation 
[AHSCT] is a therapeutic option for patients with refractory Crohn’s 
disease [CD]. Although the safety of the procedure has been improved 
over the last decade, AHSCT is still burdened by high adverse event 
rate due to chemotherapy toxicity and immunosuppression. The aim of 
this study was to evaluate the safety and efficacy of AHSCT by using 
a cyclophosphamide (Cy)-free mobilisation regimen followed by a 
standard conditioning approach.
Methods: A prospective observational study was conducted at 
Hospital Clínic of Barcelona in refractory CD patients undergo-
ing AHSCT. Outpatient regimen with G-CSF 12–16 μg/kg/daily for 
5  days was used for mobilisation. Patients who failed to achieve 
>2x106 CD34+ cells received Plerixafor 240  μg/d (1–2 doses). For 
conditioning, Cy and ATG were administered according to standard 
protocols. After transplant, patients were followed-up at regular 
intervals. Colonoscopy and/or magnetic resonance imaging were per-
formed at baseline and at weeks 26, 52, 104 after AHSCT. Crohn’s 
Disease Activity Index (CDAI) and SES-CD were used for clinical and 
endoscopic disease assessment.
Results: From June 2017 to October 2021, 14 refractory CD patients 
were enrolled (9F, median age 40 yr, median CDAI 204, median 
SES-CD 13); all of them achieved successful mobilisation (median col-
lected CD34+ cells 7.7x106±2.8) and were transplanted. Patients were 
followed-up during a median of 71.5  months [0–104]. No SAEs or 
CD worsening were observed during mobilisation. The proportion of 
patients in clinical remission (CDAI<150) was 70% at 6 months, 43% 
at 1 yr and 60% at 2 yr. Median SES-CD was 3 at 6 months and 9 at 
1 yr. The proportion of patients who restarted CD therapy for clinical 
relapse and/or endoscopic/radiological activity was 0% at 6 months, 
30% at 1 yr and 40% at 2 yrs. AEs and SAEs during and after condi-
tioning were comparable to previous series, being neutropenic fever the 
most frequently observed (54%). Colectomy due to refractory severe 
relapse was needed in one patient at 70 weeks from transplant.

Conclusion: Cy-free mobilisation is feasible and safe in refractory CD 
patients undergoing AHSCT but early relapse is observed in a signifi-
cant proportion of patients. While representing an improvement on 
safety, studies exploring early reintroduction of drugs to decrease re-
lapse rate after transplant are warranted.

P576
Real-world effectiveness and safety of 
risankizumab in patients with moderate-to-severe 
multi-refractory Crohn’s disease: a Belgian multi-
centric cohort study

D. Alsoud*1, D. Franchimont2, F. D’Heygere3, P. Bossuyt4, 
A. Vijverman5, P. Van Hootegem6, J. Sabino1,7, A. Cremer2, 
S. Vermeire1,7, M. Ferrante1,7

1KU Leuven, Translational Research Center for GastroIntestinal 
Disorders- Department of Chronic Diseases- Metabolism and Ageing, 
Leuven, Belgium, 2Erasme Hospital, Department of Gastroenterology, 
Brussels, Belgium, 3AZ Groeninge, Department of Gastroenterology, 
Kortrijk, Belgium, 4Imelda General Hospital, Imelda GI Clinical 
Research Centre- Department of Gastroenterology, Bonheiden, 
Belgium, 5CHR de la Citadelle, Department of Gastroenterology, 
Liège, Belgium, 6AZ Sint-Lucas, Department of Gastroenterology, 
Brugge, Belgium, 7University Hospitals Leuven, Department of 
Gastroenterology and Hepatology, Leuven, Belgium

Background: In recent phase 3 trials, risankizumab (RZB), a human-
ised monoclonal IgG1 antibody targeting the interleukin 23 p19 sub-
unit, proved to be superior to placebo in inducing and maintaining 
clinical remission and endoscopic response in patients with moderate-
to-severe Crohn’s disease. In this study, we aimed to evaluate the effect-
iveness and safety of RZB in a real-world cohort of multi-refractory 
CD patients.
Methods: Adult CD patients from six Belgian IBD centres who initi-
ated RZB prior to May 2021 as part of a medical need program 
were prospectively followed. Patients with an ostomy were excluded 
for the main analyses. The primary endpoint was steroid-free clin-
ical remission at week 24 (average daily liquid stool frequency [SF] 
≤2.8 and average abdominal pain [AP] score ≤1, both not worse than 
baseline). Secondary endpoints included clinical response, endoscopic 
remission, endoscopic response, biological remission, biological re-
sponse, need for CD-related hospitalisation or surgery, and serious 
adverse events (definitions in Figure 1). Given that a follow-up en-
doscopy has not yet been performed in some patients, results are 
shown for both “all patients” (with non-responder imputation) and 
“as observed”.
Results: A total of 27 patients started RZB of whom 19 patients were 
eligible for this study with a minimal follow-up of 24 weeks (Table 1). 
Eight patients were excluded as they had an ostomy at time of RZB 
initiation. Eighteen patients (95%) had been exposed to more than 
3 biologicals and 13 (68%) previously underwent a CD-related in-
testinal resection. By week 24, 7/19 (37%) and 7/19 (37%) patients 
achieved steroid-free clinical remission and endoscopic response, re-
spectively (Figure 1). In the “as observed” analyses, these rates were 
7/18 (39%) and 7/9 (78%), respectively (Figure 2). Five patients used 
concomitant steroids at baseline and were all able to stop it after a 
median of 10 weeks. Eventually, three patients had to be hospitalized 
for bowel resection (2 with placement of an ostomy) after a median 
of 24 weeks, two of them required earlier an emergent hospitaliza-
tion due to flares of abdominal pain and bloody diarrhea. None of the 
patients experienced serious infections or intolerance. Based on phys-
ician global assessment, three out of eight patients with an ostomy did 
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achieve clinical remission, and two other achieved clinical response. 
Endoscopic follow-up data were available in six patients, and three of 
them experienced endoscopic response.

Conclusion: In this real-world, multi-refractory cohort, clinical remis-
sion and endoscopic response were both observed by week 24 in more 
than one third of CD patients initiating RZB. RZB was well tolerated 
with no safety issues.

P577
Mucosal eosinophil abundance in non-inflamed 
colonic tissue predict response to vedolizumab 
induction therapy in inflammatory bowel disease

R.Y. Gabriëls*1, A.R. Bourgonje1, J. von Martels1, T. Blokzijl1, R. Weersma1, 
K. Galinsky2, J. Julius2, K.N. Faber1, G. Kats-Ugurlu3, G. Dijkstra1

1University Medical Center Groningen, Department of Gastroenterology 
and Hepatology, Groningen, The Netherlands, 2Takeda Pharmaceutical 
Company Ltd, Research, Massachusetts, United States, 3University 
Medical Center Groningen, Department of Pathology and Medical 
Biology, Groningen, The Netherlands

Background: Vedolizumab has shown efficacy, safety and toler-
ability as treatment for patients with inflammatory bowel disease 
(IBD). However, vedolizumab induction therapy only shows clin-
ical response and remission in roughly 55% and 30% of IBD 
patients, respectively. Vedolizumab binds and blocks migration of 
T-lymphocytes and eosinophils. In this study, we aimed to explore 
the predictive value of mucosal eosinophils and serum eotaxin-1, 
an eosinophil chemoattractant, regarding response to vedolizumab 
induction therapy.
Methods: 84 IBD patients treated within the University Medical 
Center Groningen (UMCG) (37 Crohn’s disease [CD], 47 ulcera-
tive colitis [UC]) were included. In a subset of 24 IBD patients (9 
CD, 15 UC) histopathological data were analyzed for eosinophil 
counts in high power fields (hpf) in non-inflamed colon ascend-
ens tissue prior to vedolizumab treatment. In another subset of 
64 IBD patients, (28 CD, 36  UC) baseline serum eotaxin-1 was 
quantified prior to vedolizumab treatment. Clinical response or 
remission was defined as a decrease of the Harvey Bradshaw Index 
(HBI) for CD or Simple Clinical Colitis Activity Index (SCCAI) 
for UC together with physician’s global assessment (PGA). Serum 
eotaxin-1 was externally assessed as a biomarker for response to 
vedolizumab induction therapy in 100 IBD patients derived from 
the GEMINI 1 & 2 trials.
Results: Baseline eosinophil mucosal count was significantly higher in 
vedolizumab induction therapy responders, compared to primary non 
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responders (69[34–138] vs. 24[18–28] eosinophils/hpf respectively, 
P<0.01). Baseline serum eotaxin-1 levels in the UMCG cohort were 
significantly elevated in therapy responders, compared to primary non-
responders (0.33 vs. 0.20 ng/mL, P<0.01). The final prediction model 
based on mucosal eosinophil count showed an area under the curve 
(AUC) of 0.90 and serum eotaxin-1 an adjusted AUC of 0.79 The op-
timal with balanced cut-off value for eosinophil count was > 30 eosino-
phils/hpf with a sensitivity of 90.9% and specificity of 92.3% (Youden’s 
index 0.83). Results derived from the GEMINI I & II cohorts did not 
show any associations between eotaxin-1 levels and therapy response.
Conclusion: Mucosal eosinophil abundance in non-inflamed colon 
ascendens biopsies can predict vedolizumab induction therapy response 
in IBD patients. More studies are warranted to confirm these prelim-
inary results and further investigate the additional value of eotaxin-1 
regarding predicting vedolizumab therapy response.

P578
Non-medical switch between adalimumab 
biosimilars and from the originator adalimumab 
to biosimilars in inflammatory bowel disease 
patients – a multicentre study on efficacy and drug 
sustainability

L. Lontai1, L. Gonczi*1, F. Balogh1, N. Komlodi1, T. Resal2, K. Farkas2, 
T. Molnar2, P. Golovics3, E. Schafer3, T. Szamosi3, P. Miheller4, 
A. Ilias1, P.L. Lakatos PhD1,5

1Semmelweis University, Department of Medicine and Oncology, Budapest, 
Hungary, 2University of Szeged, Department of Medicine, Szeged, 
Hungary, 3Hungarian Defence Forces - Medical Centre, Department 
of Gastroenterology, Budapest, Hungary, 4Semmelweis University, 
Department of Surgery and Interventional Gastroenterology, Budapest, 
Hungary, 5Mcgill University Health Center, IBD Centre, Montréal, Canada
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Background: The use of biosimilar adalimumab (ADA) is effective and 
safe in inflammatory bowel disease (IBD), although clinical data on 
switching between ADA biosimilars is still rare. At the end of 2020, a 
non-medical switch to biosimilar ADA became mandatory in Hungary 
due to reimbursement policy changes of the National Health Insurance 
Fund of Hungary (NEAK). The aim of the present study was to evaluate 
short- and medium term clinical efficacy, drug sustainability and safety 
comparing non-medical switches from the originator to biosimilar 
ADA, and between ADA biosimilars.
Methods: 246 consecutive patients on maintenance ADA therapy 
(n=181 Crohn’s disease [CD] and n=65 ulcerative colitis [UC], male/
female: 44%/56%, median disease duration: 10years(y) (IQR: 
10–16)) were included from 4 IBD centers between September 2019 
and December 2020. Data on clinical efficacy, using Crohn’s Disease 
Activity Index (CDAI) and partial Mayo Score (pMayo), laboratory 
parameters (C-reactive protein – CRP) and adverse events were col-
lected at 8–12 weeks prior switch, at baseline, and 8–12 weeks, 20–24 
weeks after switch. Drug sustainability following the switch was evalu-
ated after a median of 41 weeks (IQR: 35–42) follow-up time.
Results: A total of 246 IBD patients (n=153 patients [115CD/38UC, 
median age: 38y(IQR: 27–45)] and n=93 patients [66CD/27UC, 
32y(IQR: 26–40.5)] underwent a non-medical switch from the origin-
ator to a biosimilar, and biosimilar to biosimilar. Clinical disease ac-
tivity based on CDAI and pMayo scores are presented in Figures 1 and 
2. No significant difference was found in the proportion of patients in 
clinical remission at week 8–12 prior switch / switch / week 8–12 and 
week 20–24 in either patients switched from originator to biosimilar 
(86.8% / 88.2% / 86.0% / 85.0%; p=0.87 among groups) or biosimilar 
to biosimilar (72.0% / 77.4% / 84.9% / 77.6%; p=0.21). 89.2% and 
83.1% of patients who were in clinical remission at switch/baseline 
sustained clinical remission up to week 20–24 in the first and second 
cohorts. Mean CRP levels were also unchanged during follow-up in 
both cohorts (p=0.71 and p=0.94). Drug survival was similar between 
originator to biosimilar and biosimilar to biosimilar switch cohorts, 
with a probability of 90.6% (SE: 2.4) and 85.8% (SE:3.7) to stay on 
drug after 40 weeks (log-rank: p=0.271). Figure 3. Two cases of skin 
reactions were registered as adverse events, one leading to treatment 
discontinuation.
Conclusion: Clinical remission was sustained following non-medical 
switch from originator or biosimilar adalimumab to a biosimilar in 
IBD patients. Medium-term drug sustainability following the switch 
was high, and comparable between patients with an originator to bio-
similar and a biosimilar to biosimilar switch.

P579
Rates, predictive factors and effectiveness of 
ustekinumab intensification to 4- or 6-weekly 
intervals in Crohns’s disease

L. Derikx*1,2, N. Plevris2, S. Su2, B. Gros2, M. Lyons2, S. Siakavellas2, 
N. Constantine-Cook3,4, P. Jenkinson2, C. O’Hare2, L. Merchant2, 
C. Noble2, I. Arnott2, G. Jones2,5, C. Lees2,4

1Radboud University Nijmegen Medical Centre, Inflammatory Bowel 
Disease Centre- Department of Gastroenterology and Hepatology- 
Route, 455, Nijmegen, The Netherlands, 2Western General Hospital, 
Edinburgh IBD Unit, Edinburgh, United Kingdom, 3University of 
Edinburgh, MRC Human Genetics Unit- Institute of Genetics and 
Molecular Medicine-, Edinburgh, United Kingdom, 4University of 
Edinburgh, Centre for Genomics and Experimental Medicine- Institute 
of Genetics and Molecular Medicine, Edinburgh, United Kingdom, 
5University of Edinburgh, Centre for Inflammation Research- The 
Queen’s Medical Research Institute, Edinburgh, United Kingdom

Background: The efficacy and safety of ustekinumab (UST) intravenous 
induction followed by 8- and 12- weekly maintenance was established 
in the UNITI controlled trial. These data report dose intensification for 
12- to 8-weekly but not 4-weekly. The effectiveness of this strategy is 
an important, unanswered real-world question. We aimed 1) to assess 
the cumulative incidence of UST dose intensification to 4- or 6-weekly 
in patients with Crohn’s disease (CD), 2) to identify factors associated 
with dose intensification, and 3) to assess the effectiveness and safety 
of this strategy.
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Methods: We performed a retrospective, observational cohort study in 
a tertiary IBD referral centre. All CD patients treated with UST be-
tween 22 January 2015 and 28 October 2020 were identified from a 
prospective biologic prescription database. Subsequently, data on IBD 
phenotype, UST interval, drug survival, and corticosteroid-free re-
mission were collected. Dose intensification and drug survival were 
established with (one minus) Kaplan Meier curves. Logistic regression 
models were used to identify factors independently associated with 
dose intensification.
Results: 163 CD patients (male: 71/163 [43.6%]; median disease dur-
ation 9.5 years [IQR 4.8–17.1]) were treated with UST, with median 
follow-up time of 20.3 months (13.4–38.4). 21/163 patients (12.9%) 
were biologic naïve, whereas 142 patients (87.1%) were previously 
treated with one (n=100, 61.3%) or two biologic therapies (n=42, 
25.8%). During follow-up, 55/163 patients (33.7%) underwent dose 
intensification to a 4-weekly (n=50, 30.7%) or 6-weekly (n=5, 3.1%) 
interval. Median time to dose intensification was 6.1  months (3.9–
11.0); after 1 year 29.9% were escalated to 4- or 6-weekly UST. Prior 
exposure to both anti-TNF and vedolizumab (HR 9.5; 1.3–70.9) as 
well as concomitant steroid use at start of UST (HR 1.8; 1.0–3.1) were 
independently associated with dose intensification (Figure 1; non-signif-
icant: age, CD behaviour, perianal disease activity and UST start dose).
Following dose intensification 62.6% patients (29/55) remained on 
UST beyond 1  year (median time to discontinuation 5.2  months; 
Figure 2). No licensed treatment options remained in 12/29 patients. 
At the end of follow-up, (median 8.9 months [4.3–14.8] following dose 
intensification) 27.8% (15/54) were in corticosteroid-free and clinical 
remission.

Figure 1

Conclusion: One third of CD patients treated with UST will undergo 
dose intensification to a 4- or 6-weekly interval within the first year. 
Patients who failed two or more biologics were more likely to dose 

intensify. These are a very refractory group of CD patients, the majority 
of whom have no licensed treatment options available.

P580
Early intestinal ultrasound assessment predicts 
endoscopic response and remission on anti-TNF 
treatment in Crohn’s Disease – a prospective 
longitudinal cohort study

F. de Voogd*1, S. Bots1, K. Gecse1, O.H. Gilja2, G. D’Haens1, 
K. Nylund2

1Amsterdam University Medical Center, Gastroenterology and 
Hepatology, Amsterdam, The Netherlands, 2Haukeland University 
Hospital, National Centre for Ultrasound in Gastroenterology, Bergen, 
Norway

Background: In the assessment of treatment response in Crohn’s 
Disease (CD) objective measures are superior to clinical improvement. 
Intestinal ultrasound (IUS) is an emerging modality with high accuracy 
to detect CD disease activity. Less is known about early transmural 
changes at IUS in treatment follow-up. Therefore, we aimed to inves-
tigate conventional IUS and contrast-enhanced ultrasound (CEUS) 
parameters and how they are associated with endoscopic treatment 
response.
Methods: In this longitudinal prospective cohort study, consecu-
tive patients with active CD according to the simplified endoscopic 
score (SES-CD≥3) starting anti-TNF-α treatment were included. We 
recorded clinical, biochemical, IUS and CEUS parameters at baseline 
(T0), after 4–8 weeks (T1) and at 12–34 weeks (T2). IUS parameters 
were scored as previously established1. The SES-CD was scored per 
segment by a gastroenterologist immediately after endoscopy. The 
bowel segment with highest SES-CD score and thickest wall on IUS 
was identified. At T2, endoscopic response (decrease SES-CD≥50%) 
and endoscopic remission (SES-CD=0) were scored per segment.  
IUS and CEUS were scored blindly by two readers using recorded 
videos.
Results: 40 patients were included (Table 1)  with 23 completing 
follow-up. The other 17 patients had side-effects and stopped treatment 
(n=9), underwent bowel surgery (n=5) or were lost to follow-up (n=3). 
At T2, 14 reached endoscopic remission, 17 had endoscopic response. 
The absolute decrease in BWT at T1 and T2 paralleled endoscopic re-
sponse (Figure 1). Decrease in BWT of 18% at T1 (Fig 2) predicted 
endoscopic response accurately (OR: 10.8, 95%CI: 1.7–69.0, p=0.012). 
For T2, 29% decrease in BWT (Fig 2) was most accurate to determine 
endoscopic response (OR: 37.5, 95%CI: 2.8–507.5, p=0.006). At 
T2, a BWT of 3.2 mm was most accurate (AUROC: 0.940, 95%CI: 
0.862–1.000, p<0.0001, sensitivity: 92%, specificity: 85%) to deter-
mine endoscopic remission (OR: 39.4, 95%CI: 7.7–202.6, p<0.0001). 
Normalization of Colour Doppler Signal (CDS) (no signal or single ves-
sel) (OR: 13.8, 95%CI: 1.3–147.8, p=0.03) or Wash-out Rate (WoR) 
at CEUS (1 dB increase: OR: 0.8, 95%CI: 0.60–0.96, p=0.019) added 
significantly to BWT to determine endoscopic remission at T2.
Conclusion: Decrease of BWT 4–8 weeks after treatment initiation pre-
dicted endoscopic response later during follow-up. In addition, we have 
provided accurate cut-off values for (Δ)BWT associated with endo-
scopic response and remission at different time-points. CDS or WoR 
were both of additional value to determine endoscopic remission after 
12–34 weeks. As CEUS is time consuming, CDS might be sufficient in 
the close follow-up of CD patients.

Reference
1. Novak et al, JCC 2021
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P581
Transmural remission improves clinical outcomes 
up to 5 years in patients with Crohn’s Disease

J. Pedro*1, I. Botto1, S. Fernandes1, J. Lemos2, J. Neves3, P. Campelo3, 
D. Carvalho4, S. Bernardo1, A.R. Gonçalves1, A. Valente1, 
P. Moura Santos1, I. Rosa2, H. Tavares de Sousa3, J. Ramos4, 
J. Venâncio5, J. Leitão6, I. Claro2, L. Correia1, R. Tato Marinho1

1Centro Hospitalar Universitário Lisboa Norte, Serviço de 
Gastrenterologia e Hepatologia, Lisboa, Portugal, 2Instituto 
Português de Oncologia de Lisboa Francisco Gentil, Serviço 
de Gastrenterologia, Lisboa, Portugal, 3Centro Hospitalar 
Universitário do Algarve- Algarve Biomedical Center, Serviço 
de Gastrenterologia, Faro, Portugal, 4Hospital Santo António 
dos Capuchos – Centro Hospitalar Universitário Lisboa Central, 
Serviço de Gastrenterologia, Lisboa, Portugal, 5Instituto Português 
de Oncologia de Lisboa Francisco Gentil, Serviço de Radiologia, 
Lisboa, Portugal, 6Centro Hospitalar Universitário Lisboa Norte, 
Serviço de Radiologia, Lisboa, Portugal

Background: Endoscopic remission (ER) is currently endorsed as one of 
the main treatment targets in Crohn’s Disease (CD). In a previous study, 
we have shown that transmural remission (TR) is associated with better 
clinical outcomes up to 1-year. It is unknown if these results still hold 
over a longer follow-up
Methods: This was a multicenter study, including 333 CD patients with 
magnetic resonance enterography (MRE) and colonoscopy evaluation 
performed within a 6-month interval and at least 5-years of follow-up. 
Patients were classified as having TR (inactive MRE and colonoscopy), 
ER (active MRE and inactive colonoscopy), and no remission (NR) 
(active colonoscopy). The need for surgery, hospitalization, steroids, 
and biologics was evaluated at 5-years of follow-up.
Results: Patients with TR presented lower rates of surgery (1.9% vs 
17.9% vs 23.7%, P<0.001 and P=0.008), hospitalization (13.2% vs 
30.4% vs 37.9%, P=0.001 and P=0.038), steroids (11.3% vs 21.4% 
vs 33.0%, P=0.001 and P=0.2), biologics (18.9% vs 51.8% vs 66.5%, 
P<0.001 and P=0.001), and any adverse outcome (26.4% vs 64.3% vs 
78.6%, P<0.001) compared to ER and NR. Comparisons between ER 
and NR were mostly non-significant in respect to surgery (P=0.474), hos-
pitalization (P=0.352), steroids (P=0.106), biologics (P=0.045), and any 
adverse outcome (P=0.036). The time until reaching any individual out-
come was also significantly longer for TR. In multivariate analysis, endo-
scopic remission (OR 0.234 95%CI 0.135–0.405, P<0.001) and MRE 
remission (OR 0.316 95%CI 0.187–0.536, P<0.001) were independently 
associated with a lower likelihood of reaching any adverse outcome.
Conclusion: TR was associated with improved clinical outcomes over 
5-years of follow-up. Going beyond ER appears to provide significant 
clinical benefits in the short and long-term.

Figure 2

Figure 1

Table 1: Baseline characteristics





i522 Poster presentations

P582
Association between serum ustekinumab 
concentrations and endoscopic disease activity in 
Crohn’s disease

R. Yanofsky*1, Y. Abduallah1, P. Golovics2, P.L. Lakatos2, A. Bitton2, 
G. Wild2, W. Afif2, T. Bessissow2

1McGill University, Internal Medicine, Montreal, Canada, 2McGill 
University, Gastroenterology, Montreal, Canada

Background: Therapeutic drug monitoring, the measurement of serum bio-
logic concentrations and immunogenicity, has become an important method 
in guiding the management of biologic therapy in patients with Crohn’s 
disease (CD). Ustekinumab, an inhibitor of the p40 subunit of interleukins 
12 and 23, is an approved therapy for patients with CD. However, few stud-
ies have explored the relationship between serum ustekinumab drug levels 
and outcomes in CD. Thus, the utility of serum ustekinumab drug levels in 
the management of CD remains unknown. The primary objective of the 
study was to evaluate the association between serum ustekinumab drug 
levels and endoscopic remission (ER) in CD. Secondary outcomes included 
evaluating the association between serum ustekinumab drug levels and clin-
ical (CR), biochemical, and histological remission (HR).
Methods: Adult patients with CD maintained on ustekinumab were 
prospectively recruited at the time of routine colonoscopy from 2019 
to 2021 at the Montreal University Health Centre, Montreal, Quebec. 
Clinical and demographic information was obtained from chart and 
patient review. CD symptom severity was assessed by the Harvey-
Bradshaw Index (HBI), with clinical remission defined as an HBI score 
less than 5.  Blood samples were drawn for measurement of serum 
ustekinumab drug level and C-reactive protein. Stool samples for fecal 
calprotectin were also collected. Elevated C-reactive protein and fecal 
calprotectin were defined as a value greater than 5 mg/L and 200 ug/g, 
respectively. Endoscopic remission was evaluated by the Simplified 
Endoscopic Score for Crohn’s Disease (SES-CD), with ER defined by an 
SES-CD score less than 3. If biopsies were taken, histological outcomes 
were recorded. HR was defined as inactive colitis.
Results: 53 patients were included in the study, of which 22 (41.5%) 
were in ER. Median [interquartile range] ustekinumab drug levels were 
not associated with ER (Figure 1. ER = 5.4 mg/L [2.6–9.4 mg/L], no 
ER = 4.3 mg/L [2.3–9.4 mg/L]; P=0.843). There was also no association 
between quartiles of ustekinumab drug levels and ER (P=0.772). In add-
ition, there was no association observed between median ustekinumab 
drug level and CR (CR = 4.7 mg/L [2.7–8.3 mg/L], no CR = 3.8 mg/L 
[2.1–9.6 mg/L]; P=0.993) or HR (HR = 6.4 mg/L [3.5–9.5 mg/L], no 
HR  =  3.7  mg/L [2.2–8.0  mg/L]); P=0.168). There was no association 
observed between median ustekinumab drug level and C-reactive protein 
or fecal calprotectin as well (P=0.158 and 0.923, respectively).

Conclusion: There was no association observed between serum usteki-
numab drug levels and endoscopic remission. Further studies are 
required to validate our findings.

P583
Ustekinumab during pregnancy in patients 
with inflammatory bowel disease: a prospective 
multicenter cohort study

I. Avni Biron*1, T. Mishael2, E. Zittan3, M. Livne4, A. Zinger5, 
R. Tzadok6, R. Goldenberg7, U. kopylov4, Y. Ron6, E. Hadar8, 
S. Helman2, J. Ollech1, R. Farkash7, M. Pauker1, H. Yanai1, I. Dotan1, 
A. Bar-Gil Shitrit7

1Rabin Medical Center - Beilinson Hospital, Division of 
Gastroenterology, Petah Tikva, Israel, 2Shaare Zedek Medical Center, 
Obstetrics and Gynecology Division, Jerusalem, Israel, 3Emek Medical 
Center, Ellen and Pinchas Mamber Institute of Gastroenterology 
and Liver Diseases, Afula, Israel, 4Sheba Medical Center, Institute of 
Gastroenterology, Tel Hashomer, Israel, 5Hadassah Medical Center, 
Department of Gastroenterology, Jerusalem, Israel, 6Tel Aviv medical 
center, Department of Gastroenterology and Liver Diseases, Tel Aviv, 
Israel, 7Shaare Zedek Medical Center, Digestive Diseases Institute, 
Jerusalem, Israel, 8Rabin Medical Center - Beilinson Hospital, 
Maternal fetal medicine- Helen Schneider hospital of women, Petah 
Tikva, Israel

Background: The prevalence of inflammatory bowel diseases (IBD) is 
high in women of childbearing age. Maintaining remission from con-
ception to delivery is associated with improved pregnancy outcomes, 
and continued drug therapy throughout pregnancy is often needed. 
Data regarding pregnancy outcomes in patients with IBD treated with 
ustekinumab (UST) are limited. We aimed to assess maternal, preg-
nancy, and neonatal outcomes in patients with IBD treated with usteki-
numab (UST).
Methods: In a multicenter, prospective, cohort study, women with IBD 
treated with UST during conception and pregnancy were recruited be-
tween 2019–2021. Outcomes were compared between patients treated 
with: UST, anti-tumor necrosis factor (TNF)-a, and non-UST,non anti-
TNF therapy (thiopurines or mesalazine) or no therapy. UST treated 
patients were matched to controls in a 1:2 ratio according to age, BMI, 
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and number of previous pregnancies. Newborns were followed up-to 
12 months.
Results: Pregnant patients recruited: 129, 27-UST; 52- anti-TNF; 
30-non-UST, non anti-TNF 20- no therapy (the latter 50=conventional 
control group).
The vast majority (96.9%) had Crohn’s disease (CD). Patients treated 
with UST compared to those treated with anti-TNF or conventional 
therapy, showed a trend towards longer disease duration (11 vs 7 vs 
6 years, respectively, p=0.06), higher proportion of smokers (30.8% vs 
5.9% vs 0%, respectively, p<0.001), higher rate of previous exposure to 
infliximab(77.8% vs 52.0% vs 14.5%, p<0.001), adalimumab (92.6% 
vs 66.7% vs 22.0%, p<0.001), and vedolizumab (48.1% vs 5.8% 
vs 4.0%, p<0.001) and higher rate of disease activity at conception 
(59.3% vs 15.4% vs 8%, p<0.001). Most of the patients treated with 
UST(n=25, 92.5%), continued therapy throughout pregnancy. New 
flares during pregnancy were comparable (15.2% vs 45.5% vs.39.4%, 
p-0.92).
Among UST-treated patients, pregnancy outcomes included: two 
spontaneous abortions, 4% of of preterm labor and low birth 
weight, one congenital anomaly (tetralogy of Fallot) (4%), and 
42% cesarean section. Maternal outcomes, specifically obstetric 
complications and hospitalizations, pregnancy, and neonatal out-
comes were comparable between treatment groups. Rates of new-
born 1st-year infections, hospitalizations, and developmental delay 
were also comparable.

Conclusion: Pregnant patients with IBD treated with UST comprise 
a highly refractory group, with high rates of disease activity at con-
ception. Their pregnancy and neonatal outcomes were favorable, and 
comparable to those in patients treated with anti-TNF or conventional 
therapy.

P584
Systematic Review and Meta-analysis Evaluating 
the Real-World Effectiveness and Safety of 
Ustekinumab in Crohn’s Disease

T. Hosack*1, R. Gadhok2, J.O. Lindsay2

1Buckinghamshire Health NHS Trust, Gastroenterology and 
Hepatology, Aylesbury, United Kingdom, 2Barts Health NHS Trust, 
Gastroenterology and Hepatology, London, United Kingdom

Background: The landmark UNITI trials 1 of Ustekinumab (UST, 
an anti-p40IL12/23 mAb) in treating Crohn’s disease (CD) dem-
onstrated 6-week clinical response and 44-week clinical remission 
rates of 38% and 41% in TNF experienced and 52% and 62.5% 

in TNF naive patients. Clinical trials may not however reflect real 
world experience.
Methods: A systematic review and meta-analysis was conducted 
according to PRISMA guidelines to assess the real-world effect-
iveness and safety of UST in luminal CD based on current licens-
ing approvals. A  systematic literature search was performed using 
MEDLINE, EMBASE and conference proceedings from inception to 
17 March 2021. Random-effects meta-analysis was used to assess 
clinical response, clinical remission, corticosteroid-free clinical re-
mission (CFCR), biochemical remission and mucosal healing (MH) 
at weeks 8, 14, 26 and 52. Safety profile as well as rates of primary 
non-response (NR), secondary loss of response (LOR) and dose-
intensification were also evaluated.
Results: 4,957 studies were screened with 36 studies (22 full text arti-
cles and 14 abstracts) meeting inclusion criteria, comprising 3,821 
patients in total. Pooled outcome measures for clinical response, clin-
ical remission, CFCR and biochemical remission at weeks 8, 14, 26  
and 52 as well as MH at weeks 26 and 52 are reported in Table 
1.  UST was discontinued in 12.0% (95%CI, 7.3%-17.8%) dur-
ing the follow-up period with over half attributable to failure of 
response. The  overall safety profile was favourable compared to 
clinical trials, with a pooled adverse events rate of 14.6% (95%CI, 
9.8%-20.2%). Primary NR and LOR were observed in 10.7% 
(95%CI, 6.6%-15.6%) and 12.7% (95%CI, 3.5%-26.5%), re-
spectively. UST dose was intensified in 25.6% (95%CI, 11.3%-
43.4%) of patients during follow-up.

Conclusion: This systematic review and meta-analysis of real-world 
studies demonstrates clinical effectiveness and safety of UST for CD 
comparable to that observed in clinical trials, supporting the use of 
UST in CD.
Reference
1. Feagan BG et  al. N Engl J Med 2016; 375:1946–1960 DOI: 

10.1056/NEJMoa1602773

P585
Examining faecal incontinence and its impact 
on health-related quality of life in patients with 
Crohn’s perianal fistulas: results from a multi-
country burden of illness study

C. Karki*1, A. Athavale2, G. Hantsbarger3, K. Lee4, S. Milicevic5, 
M. Perovic6, L. Raven7, M. Sajak-Szczerba8, E. Sharpe9, P. Tozer10
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States, 4Crohn’s and Colitis Canada, Research & Patient Programs, 
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Waltham- MA, United States, 10St Mark’s Hospital and Academic 
Institute, Fistula Research unit, London, United Kingdom

Background: Perianal fistulas (PAF) are a common complication associ-
ated with Crohn’s disease (CD), and patients with Crohn’s perianal fis-
tulas (CPF) are more likely to experience faecal incontinence (FI) than 
patients with CD without PAF (non-PAF CD). A global study was con-
ducted to assess the burden of illness in patients with CPF compared 
with patients with non-PAF CD. Here, we present data on the level of 
FI and its impact on quality of life (QoL).
Methods: This cross-sectional study was conducted in seven countries 
(France, Germany, Spain, UK, Canada, Australia and Japan) in patients 
aged ≥21 and ≤90  years with self-reported physician-diagnosed CD. 
Patients were classified as having non-PAF CD (cohort  1)  or CPF 
without PAF-related surgery (cohort 2) or CPF with PAF-related sur-
gery (cohort 3). Validated, general and disease-specific patient-reported 
outcome data were collected using a 45-min IRB/EC-approved web-
enabled questionnaire. The level of FI was evaluated using the Revised 
Faecal Incontinence Score (RFIS) (1–20 scale, 0  =  no incontinence, 
4-week recall period) and the impact of FI on QoL in patients who had 
experienced FI using the Fecal Incontinence Quality of Life (FIQL) (1–5 
scale, 1 = lower QoL). Data were analysed using descriptive statistics.
Results: Of the 929 patients recruited (cohort 1, n = 620; cohort 2, n = 174; 
cohort 3, n = 135), 58–69% were male and 55–67% were aged 21–40 years 
across all cohorts. A significantly higher proportion of patients in cohort 3 
than cohort 1 had severe Crohn’s disease as classified by a physician (18% 
vs 9%, respectively; p < 0.05). Overall, 47% of patients reported experi-
encing FI and completed both the RFIS and FIQL. Significantly higher pro-
portions of patients in cohorts 2 and 3 had experienced FI than in cohort 1 
(59% and 59% vs 40%, respectively; p < 0.05), and a significantly higher 
proportion were currently experiencing FI in cohort 3 than in cohorts 1 
and 2 (69% vs 37% and 45%, respectively; p < 0.05). Mean RFIS scores 
were significantly higher (worse) in cohorts 2 and 3 than cohort 1 (9.5 
[p < 0.05] and 10.6 [p < 0.001] vs 8.2, respectively). Patients in cohort 2 
had significantly lower (worse) FIQL scores than those in cohort 1 across 
three FIQL domains (lifestyle [2.2 vs 2.4], depression/self-perception [2.1 
vs 2.3], embarrassment [2.2 vs 2.4]; p < 0.05), whereas patients in cohort 
3 only reported significantly lower FIQL scores compared with cohort 1 in 
the embarrassment domain (2.2 vs 2.4; p < 0.05).
Conclusion: In this study almost half of the patients experienced fae-
cal incontinence. Among those who experienced faecal incontinence, 
patients with PAF experienced a significantly higher impact on their 
quality of life compared with patients without PAF.

P586
Surgical recurrence in Crohn’s Disease: Can we 
prevent it?

I. Botto*1, J. Serrazina1, I. Coelho Rodrigues1, S. Fernandes1, 
S. Bernardo1, A.R. Gonçalves1, P. Moura Santos1, A. Valente1, 
L. Correia1, R. Tato Marinho1

1Centro Hospitalar Universitário Lisboa Norte, Serviço de 
Gastrenterologia, Lisbon, Portugal

Background: Crohn’s Disease (CD) is a chronic inflammatory disease 
primarily affecting the bowel. In the pre-biological era, approximately 
40–50% of patients would undergo surgery within the first 2 decades 

after diagnosis, with a risk of postoperative recurrence up to 50% at 
10 years. Although post-operative prophylaxis is recommended to pre-
vent clinical and endoscopic recurrence, little is known about the fac-
tors associated with surgical recurrence.
Methods: Single-center, retrospective study including 992 patients with 
CD. Demographic and clinical data were retrieved from patients’ med-
ical charts. Patients with 1 or more surgeries were selected for ana-
lysis, excluding perianal disease surgeries. Thiopurines and biologics 
were considered as prophylaxis for surgical recurrence only if initiated 
within the first year after surgery. A logistic regression analysis was per-
formed to evaluate potential predictors of surgery recurrence.
Results: Three hundred and nine patients (31.1%) required at least 
one surgery during follow-up. Two hundred and twenty-four patients 
(72.5%) underwent a single surgery and 85 (27.5%) required two or 
more interventions. Patients with surgical recurrence were younger 
[31  (23–36) vs 34  years (24–44), p=0.009], and had lower rates of 
prophylaxis with thiopurines (23.5% vs 37.5%, p=0.013), and anti-
tumor necrosis factor (TNF) agents (8.2% vs 22.3%, p=0.002) com-
pared with patients without surgical recurrence. Multivariate analysis 
identified stricturing and penetrating phenotype as risk factor for 
surgical recurrence (OR 2.292 95%CI [1.500–3.502], p<0.001]). 
Likewise, older age (OR 0.949 95%CI [0.94–0.996], p=0.034), and 
prophylaxis with anti-TNFs (OR 0.309 95% [0.126–0.754], p=0.01) 
were protective factors against surgical recurrence. Twenty-five patients 
(29.4%) developed a second surgical recurrence. Patients with more 
than one surgical recurrence had lower utilization of thiopurines (16% 
vs 45%, p=0.009) and anti-TNFs (0% vs 26.7%, p=0.002).
Conclusion: Our findings suggest that postoperative prophylaxis with 
immunosuppressants, especially anti-TNFs, significantly reduces the 
risk of surgical recurrence. Postoperative prophylaxis should be imple-
mented in high-risk patients, especially younger patients and those with 
a non-inflammatory phenotype.

P587
Disease severity in the INFLAMMATORY BOWEL 
DISEASES: Do patients and physicians agree?

A. Timmer*1, D. de Sordi1, J. Neuser1, K. Seibel1, A. Hensel1, 
M. Schmidt-Lauber2, H. Allgayer3, F. Klebl4, F. Obermeier4, P. Jessen5, 
E. Schnoy6, U. Helwig7, J. Morgenstern8, L. Leifeld9, S. Schmidt9, 
C. Meinhardt10, C. Maaser11, E. Bästlein12, A. Bokemeyer13, 
U. Graefe14, T. Kühbacher15, B. Kaltz16, C. Sander16, K. Wolfgang17
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Background: Evaluation of disease severity (DS) in the Inflammatory 
Bowel Diseases (IBD) requires comprehensive consideration of disease 
course and health status of individual patients. It is not clear how well 
physician assessment covers disease impact as perceived by patients. We 
compared patient and physician global assessment of disease severity 
in relation to standardized assessment using a clinical disease severity 
score (DSI, Siegel 2018).
Methods: Patients with ulcerative colitis (UC) and Crohn’s disease 
(CD) were prospectively recruited from the national patient organiza-
tion (DCCV) and by participating physicians. Physicians (IBD experts) 
were approached via the DCCV advisory board and other professional 
contacts. Both groups graded disease severity for a random selection 
of written standard short cases (1 page, maximum 5 CD, 3 UC) on a 
simple visual analogue scale (VAS) (online survey). For analysis, VAS 
were transferred to a 0 (minimal severity) to 100 (maximal severity) 
scale, in analogy to the range of the DSI. We present graphs of mean 
scores by rater group with 95% CI. Differences between mean patient 
and physician assessments were calculated per case. In addition, we 
examined the difference from the DSI.
Results: We included 824 ratings from 319 patients (168 CD, 151 UC), 
and 143 ratings from 34 physicians (20 ISS, 14 external)(recruitment 
ongoing). UC cases received on average 124 patient ratings (range 
122–125), and 21 physician ratings (range 17–26). Means from both 
rater groups discriminated well between disease severity as scored by 
the DSI. Mean physician ratings were consistently and substantially 
lower than patient ratings for all three UC cases. Differences between 
means ranged from 8.5 (95% CI 0.5 to 16.5) for mild disease to 10.1 
(95% CI 1.3 to 18.9) for moderate disease (p < 0.001) (Figure 1). In 
contrast, deviations from the DSI did not show a clear pattern.
CD cases were rated by a mean of 91 patients (77–125) and 16 phy-
sicians (13–21). Mean physician and mean patient ratings were very 
close, in particular in those with medium DSI (Figure 2).
Conclusion: Physicians agreed, on average, very well with patient grading on 
disease severity grading of exemplary cases of CD. Lower scores were given 
for UC cases, and mild CD, but the overall trend remained intact. In contrast, 
correlation with DSI scores was poor and will need further analysis.

P588
T cell response to SARS-CoV-2 mRNA vaccines 
by an interferon-gamma release immunoassay 
in patients with Inflammatory Bowel disease 
receiving anti-TNF and thiopurine treatment

L.F. Mayorga Ayala*1, C. Herrera-deGuise1, J. Esperalba2,  
X.  Martinez-Gomez6, E. Céspedes Martinez1, V. Robles Alonso1, 
A. Jimenez1, Z. Perez Martinez1, E. Oller1, A. Ibarz1, C. Fernandez-Naval3, 
M. Martinez-Gallo4, M. Lopez Messeguer5, F. Casellas1, N. Borruel1
1Unitat d’Atenció Crohn-Colitis, Servei d’Aparell Digestiu- Hospital 
Universitari Vall d’Hebron- Barcelona- Catalonia- Spain, Barcelona, 
Spain, 2Universitat Autónoma de BarcelonaUAB- Barcelona- 
Catalonia- Spain, Servei de Microbiologia- Hospital Universitari Vall 
d’Hebron- Barcelona- Catalonia- Spain, Barcelona, Spain, 3Universitat 
Autónoma de BarcelonaUAB- Barcelona- Catalonia- Spain, Servei de 
Microbiologia- Hospital Universitari Vall d’Hebron, Barcelona, Spain, 
4Universitat Autónoma de Barcelona UAB- Barcelona- Catalonia- Spain., 

Servei d’Immunologia- Hospital Universitari Vall d’Hebron- Barcelona- 
Catalonia- Spain, Barcelona, Spain, 5Servei de Pneumologia, Hospital 
Universitari Vall d´Hebron- Barcelona, Barcelona, Spain, 6Universitat 
Autónoma de BarcelonaUAB- Barcelona- Catalonia- Spain, Servei de 
Epidemiologia- Hospital Universitari Vall d’Hebron, Barcelona, Spain

Background: Treatment with anti-TNF agents and thiopurines has been 
associated with an impaired immune response to some vaccines. SARS-
CoV-2 vaccination is very effective in healthy individuals, but studies 
in inflammatory bowel disease (IBD) populations are scarce, especially 
regarding T cell response. We aimed to evaluate the T cell and antibody 
response in a cohort of IBD patients on anti-TNF and thiopurine treat-
ment who received two doses of the SARS-CoV2 mRNA vaccine.
Methods: An observational, prospective study was carried out at our 
IBD clinic. We included Crohn’s disease (CD) and Ulcerative colitis 
(UC) patients receiving anti-TNF as monotherapy or anti-TNF + thio-
purine (combo) or thiopurines only for at least six months at inclusion. 
Blood samples were drawn for interferon-gamma release assay (IGRA) 
and antibody determination six (+/- 2) weeks after the second vaccine 
dose. The specific T cell response to SARS-CoV-2 was determined by 
IGRA using Qiagen® QuantiFERON® SARS-CoV-2 RUO tubes with a 
patented Spike protein combination. Interferon-gamma was measured 
by CLIA using the LIAISON® QuantiFERON-®TB Gold Plus assay. 
As there is no validated cut-off point, we used those obtained in a co-
hort of 20 healthy health professionals published by our group (doi.
org/10.1016/j.medcli.2021.09.013). Antibodies to the Spike (S) SARS-
CoV-2 protein were analyzed by CLIA. Adverse events (AEs) and clin-
ical activity were recorded.
Results: We recruited 148 IBD patients, 57 treated with anti-TNF 
monotherapy, 53 with combo, and 38 with thiopurine only. Seventy 
percent had CD, and 60% were male. Using the cut-off value of the 
cohort mentioned above, the T-cell response was positive in 92% of 
anti-TNF monotherapy, 83% in combo, and 87% of the thiopurine 
group (p=ns). The anti-S antibodies were positive in 100% of our co-
hort. There were no changes in disease activity rates after the second 
vaccination, nor were severe AEs detected.
Conclusion: SARS-CoV-2 mRNA vaccination was very effective in 
IBD patients receiving anti-TNF (combo or monotherapy) or thio-
purine treatment as measured by both T cell and antibody response. 
IGRA-specific tests may constitute a valuable tool in assessing cellular 
immunity in immunocompromised patients.

P589
Total thiopurine exposure and impact on the 
development of keratinocyte carcinomas in 
Inflammatory Bowel Disease patients; a case 
control study

F.M. Jansen*1, S. Lubeek2, N. den Broeder3, E. Savelkoul1, C. Marcus1, 
F. Hoentjen1,4, W. van Dop1, In cooperation with ‘PALGA’  
(a nationwide network and registry of histo- and cytopathology  
in the Netherlands)
1Radboud University Medical Center, Department of Gastroenterology 
and Hepatology, Nijmegen, The Netherlands, 2Radboud University 
Medical Center, Department of Dermatology, Nijmegen, The 
Netherlands, 3Radboud University Medical Center, Department of 
Rheumatology, Nijmegen, The Netherlands, 4University of Alberta, 
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Background: Keratinocyte skin cancer (KSC) including basal-cell car-
cinomas (BCC) and cutaneous squamous cell carcinomas (SCC), is the 
most prevalent cancer-type in the Netherlands with an increasing in-
cidence and impact on morbidity. In addition to ultraviolet radiation 
(UVR), thiopurines used in patients with inflammatory bowel disease 
(IBD), are associated with KSC development. It is unclear whether this 
is a dose response relationship. The aim of this study was to investigate 
the association between the cumulative dose of thiopurines and the de-
velopment of KSCs in IBD patients.
Methods: A single-center retrospective case control study was con-
ducted and we included patients with IBD on thiopurines and a history 
of KSC (n=50, cases) as well as without KSC (n= 150, controls). For 
each patient we calculated the cumulative dose of azathioprine (AZA), 
6-mercaptopurine (6-MP) and tioguanine (6-TG) as primary outcome, 
and of methotrexate (MTX) as secondary outcome. Univariable and 
multivariable regression analyses were performed, the latter corrected 
for known risk factors and potential confounders: age and smoking.
Results: 200 IBD patients were included (see Table 1). There were more 
cases (24%) using azathioprine at time of KSC onset compared to 
11.3% of controls at time of inclusion (p= 0.028). Independent vari-
ables including age at inclusion (OR 1.065, CI 1.038–1.092) and IBD 
disease duration (OR 1.040, CI 1.016–1.065) were significantly asso-
ciated with KSC. No significant association was found between KSC 
development and smoking, cumulative thiopurine use, nor between 
KSC development and cumulative MTX use. To account for possible 
non-linear effects, cut-offs at the registered 1- and 3-years- cumulative 
doses were assessed. Here, no significant results were found for any of 
the distinct thiopurines or MTX, the 3-years cumulative use of AZA 
had the highest odds ratio of 1.085 (CI 0.795–1.482). In multivariate 
logistic regression analyses (see Table 2), age per 10 years remained sig-
nificant associated (p=0.005) (OR 1.666, CI 1.165–2.381).

Conclusion: This study showed that in IBD-patients IBD duration (only 
in univariable regression analysis) and age (in both uni- and multivari-
able regression analyses) are important risk factors for KSC develop-
ment while cumulative exposure of thiopurines and MTX did not show 
an association. The dose response association between KSC and thio-
purines requires further research.

P590
Thromboprophylaxis use in paediatric 
inflammatory bowel disease: an international 
RAND appropriateness panel

R. Hansen*1, S. Meade2, F. Torrente3, J. Kammermeier4, N.M. Croft5, 
L. de Ridder6, D.C. Wilson7, R. Klomberg6, D. Turner8,  
J. Martín-de-Carpi9, J. Bronsky10, E. Benchimol11,  
J. Amil-Dias12, D.R. Mack13, G. Walker14, M. Powar15, N. Burgess16, 
C.H. van Ommen17, P.M. Irving18, M. Samaan18

1Royal Hospital for Children- Glasgow, Department of Paediatric 
Gastroenterology, Glasgow, United Kingdom, 2King’s College NHS 
Foundation Trust, Department of Gastroenterology, London, United 
Kingdom, 3Cambridge University Hospitals NHS Foundation Trust, 
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The Hebrew University of Jerusalem-, Department of Paediatric 
Gastroenterology, Jerusalem, Israel, 9Hospital Sant Joan de Déu, 
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Barcelona, Spain, 10University Hospital Motol, Department of 
Paediatrics, Prague, Czech Republic, 11The Hospital for Sick Children- 
University of Toronto, Division of Gastroenterology- Hepatology and 
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13Children’s Hospital of Eastern Ontario and University of Ottawa, 
Department of Pediatrics, Ottawa, Canada, 14Royal Hospital for 
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United Kingdom, 15Cambridge University Hospitals NHS Foundation 
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London, United Kingdom, 17Sophia Children’s Hospital Erasmus MC, 
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Background: Thromboprophylaxis is routinely used in adults with 
active inflammatory bowel disease (IBD), particularly inpatients, 
but not in children. Current ECCO/ESPGHAN guidelines sup-
port thromboprophylaxis only in children with acute severe col-
itis (ASC) with risk factors (RFs).1 We convened an international 
RAND panel to explore thromboprophylaxis in paediatric IBD 
(PIBD) inpatients.
Methods: We convened a 13-person voting panel of geographically 
diverse paediatric gastroenterologists alongside experts in RAND 
methodology, IBD surgery, haematology and nursing. Selective 
pertinent manuscripts were disseminated prior to the meeting. An 
online survey was sent to all panellists ahead of an online meet-
ing. Panellists were asked to rate the appropriateness of throm-
boprophylaxis in hospitalised PIBD patients via clinical scenarios 
of varying ages, gender, and extent of ulcerative colitis (UC) and 
Crohn’s disease (CD) with and without RFs. Anonymised results 
were presented at the meeting. A  second modified survey of 27 
scenario-based statements was distributed to all panellists present 
at the meeting with three options each: offer no thromboprophy-
laxis; offer until discharge; offer until clinical remission. Results 
from the second survey constitute the RAND panel results. The 
validated RAND disagreement index (DI) defined disagreement 
when DI ≥1.
Results: The combined outcome of thromboprophylaxis being con-
sidered appropriate until discharge and inappropriate to withhold 
was seen in 20/27 scenarios, including all patients with new-onset 
ASC,  irrespective of pubertal status or sex (Fig 1); all flares of known 
UC, irrespective of sex, or the presence/absence of RFs with the ex-
ception of pre-pubescent patients with limited disease and no risk 

factors (Fig 2); and CD patients with RFs, irrespective of pubertal 
status or sex (Fig  3). Thromboprophylaxis was always considered 
uncertain until clinical remission. Disagreement was only seen in 
4/12 scenarios regarding CD without RFs where most options were 
also uncertain, particularly in those with limited ileal disease (Fig 3, 
* = DI ≥1).

Conclusion: RAND panels are an established method to assess expert 
opinion in areas of limited evidence. This work therefore constitutes nei-
ther a guideline nor a consensus; however, the findings suggest a need to 
re-evaluate the role of thromboprophylaxis in the next iteration of PIBD 
guidelines. Specifically, thromboprophylaxis was considered appropriate 
until discharge in all patients with active UC, irrespective of RFs except 
in pre-pubescent children with limited disease. Thromboprophylaxis was 
considered appropriate in CD with RFs but there was uncertainty in CD 
without RFs, particularly in limited ileal disease.

Reference
1. Turner D, et al. JPGN 2018; 67: 293–310.
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P591
Biological therapies and small molecules show to 
be efficacious in patients with moderate-to-severe 
ulcerative proctitis

P. Lemmens*1, J. Guedelha Sabino1,2, E. Dubois1, B. Verstockt1,2, 
S. Vermeire1,2, M. Ferrante1,2

1UZ Leuven, Departement of Gastro-enterology and Hepatology, 
Leuven, Belgium, 2KU Leuven, Translational Research Centre for 
Gastrointestinal Disorders TARGID, Leuven, Belgium

Background: Although adalimumab (ADM), golimumab (GOL), inf-
liximab (IFX), tofacitinib (TFC), ustekinumab (UST) and vedolizumab 

(VDZ) have been shown efficacious for the treatment of moderate-to-
severe ulcerative colitis (UC), data on treatment of patients with ul-
cerative proctitis (UP, inflammation up to 15cm from the anal verge) 
are scarce. We therefore aimed to evaluate the effect of these advanced 
therapies on UP.
Methods: We conducted a retrospective study in which we included 74 
patients (median age at induction 41 (IQR 32–52) years) with active 
UP (Mayo endoscopy sub-score of ≥2) initiating a biological therapy 
(ADM, GOL, IFX, UST, and VDZ) or small molecule (TFC) in our ter-
tiary referral centre between 02-2005 and 02-2021. The primary end-
point was steroid-free clinical remission at week 20 without prior need 
for dose optimization. Clinical remission was defined as a total Mayo 
score ≤2 with no individual sub-score >1. We also evaluated clinical re-
sponse at short-term follow up (FU), as well as outcomes at long-term 
FU. The adapted Mayo score (sum of stool frequency subscore and 
rectal bleeding subscore) was used to rate the long-term treatment out-
come, since colonoscopy was not routinely performed. We collected 
demographic, clinical, biochemical, endoscopic and treatment-related 
data.
Results: In total 74 patients (57% male) undergoing 93 courses of 
therapy for UP (16 ADM, 5 GOL, 19 IFX, 4 UST, 44 VDZ, 5 TFC) were 
included. In Table 1 the baseline characteristics are displayed. At week 
20, 31/93 (33.3%) patients achieved steroid-free clinical remission, and 
48/93 (51.6%) patients achieved steroid-free clinical response, both 
without prior need for dose optimization (Table 2). No predictors of 
steroid-free clinical remission could be identified. Of the 93 patients 
91 had a FU under the index-therapy beyond week 20. The median 
duration of FU was 15.5 (IQR 3–31) months. Of the 31 patients with 
initial steroid-free clinical remission, 26 patients (83.8%) had sustained 
steroid-free clinical remission. The treatment-discontinuation-free sur-
vival of the entire study population is shown in Figure 1. Only one pa-
tient developed a serious adverse event, namely a tuberculosis infection.
Conclusion: Biological therapies and small molecules are a safe treat-
ment for patients with UP, with an overall steroid-free clinical remission 
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rate of 34.4% (32/93) at short-term FU. Our results are lower than in 
previous studies, probably because of the more stringent definitions of 
clinical remission and response.

P592
Effectiveness and safety of thioguanine in 
thiopurine-naïve Inflammatory Bowel Disease 
patients

F. Crouwel*1, A.B. Bayoumy1, C.J.J. Mulder1, J.H.C. Peters2, 
P.J. Boekema3, L.J.J. Derijks4, S.Y. De Boer5, P.C. van de Meeberg5, 
I. Ahmad6, H.J.C. Buiter7, N.K. de Boer1

1Amsterdam UMC- location VUmc, Department of Gastroenterology 
and Hepatology, Amsterdam, The Netherlands, 2Rode Kruisziekenhuis, 
Department of Gastroenterology and Hepatology, Beverwijk, 
The Netherlands, 3Maxima Medical Centre, Department of 
Gastroenterology and Hepatology, Veldhoven, The Netherlands, 
4Maxima Medical Centre, Department of Clinical Pharmacy and 
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Netherlands, 6Streekziekenhuis Koningin Beatrix, Department of 
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7Amsterdam UMC- location VUmc, Department of Radiology and 
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Background: Currently thioguanine is considered as off-label rescue 
therapy for Inflammatory Bowel Disease (IBD) after conventional thio-
purine failure. This study aimed to determine the safety, effectiveness 
and 12-month drug tolerability of thioguanine in thiopurine-naïve IBD 
patients.
Methods: We performed an analysis of our multicenter, retrospective 
cohort study including thiopurine-naïve IBD patients treated with thio-
guanine as first-line maintenance therapy without concomitant bio-
logical therapy. Clinical effectiveness was defined as a sustained clinical 
response (based on physician’s global assessment) without the (re-)
initiation of concurrent biological therapy, corticosteroids or a IBD-
related surgical intervention. All adverse events that occurred during 
follow-up were categorized by the Common Terminology Criteria for 
Adverse Events. Elevation of two concurrent liver tests were catego-
rized as drug-induced liver injury.
Results: A total of 103 IBD patients (female 61%, Crohn’s disease 
52%) were included with a median daily thioguanine dose of 
20mg and median 6-thioguanine nucleotide (6-TGN) levels of 
635 pmol/8x108 RBC (IQR 425–1100). Clinical effectiveness 
at 12  months was observed in 60 out of 99 patients (61%) and 
80% of patients were still using thioguanine 12 months after initi-
ation. Four patients did not reach the 12-month follow-up period 
but were in remission at time of data collection. Of the respond-
ing patients at 12 months 88% (N=53) remained responsive until 
the end of follow-up (median follow-up period 28  months, IQR 
17–40 months).
Forty-nine patients (48%) developed adverse events (grade 1 or 2), of 
which 24% graded as moderate (grade 2) and none as severe. Seven 
patients ceased therapy due to the occurrence of adverse events. 
Adverse events consisted mainly of elevated liver tests (26%) and 
gastrointestinal complaints (17%). An infection was documented in 
three patients, none of them requiring hospitalization. Pancytopenia 
occurred in two other patients with 6-TGN levels of respectively 2900 
and 140 pmol/8x108 RBC. None of the included patients had signs of 
(noncirrhotic) portal hypertension or underwent a liver biopsy during 
follow-up.

Conclusion: This is the first cohort study that reports on the safety 
and effectiveness of first-line thioguanine maintenance therapy in IBD. 
Thioguanine therapy was, 12 months after initiation, still used by 80% 
and clinically effective in 61% of thiopurine-naive patients. Adverse 
events were relatively common but mainly mild (grade 1) and the dis-
continuation rate related to adverse events was lower than observed 
during conventional thiopurine therapy. No signs of (noncirrhotic) 
portal hypertension were reported

P593
Biologicals and small molecule combotherapies: 
promising experience in refractory IBD patients

P. Juillerat MSc*1, M. Martinho-Grueber1, P. Michetti2

1Clinic for Visceral Surgery and Medicine, Department of 
Gastroenterology- University Hospital Bern Inselspital, Bern, 
Switzerland, 2Gastroenterology Beaulieu Lausanne, Crohn and colitis 
center, Lausanne, Switzerland

Background: It has been hypothesized that combination of two biolog-
ics or with a small molecule could ”break the ceiling” of the efficacy 
(~60%) of currently available biological therapies for IBD patients. The 
best combinations and their safety are, however, unknown.
Methods: A chart review of Inselspital, Bern University hospital und 
Crohn and colitis center Beaulieu Lausanne, of IBD patients on com-
bination therapy have been performed. Data on disease phenotype, 
previous treatment and efficacy and safety of the new combinations 
have been collected and studied to help moving forward the use of this 
armentarium.
Results: Among 18 identified IBD patients (39% women, 10 ulcera-
tive colitis, 8 Crohn’s disease) with extended and refractiry luminal 
disease (indication) who received 21 combination therapies between 
June 2017 and November 2021. They suffered from steroid-depend-
ency and half of them were refractory to at least two anti-TNF alpha 
agents. These treatments have been started after a median duration 
of disease of 6 years (range 1–25) for a mean period of combo treat-
ment of 11 months (range 1–52), 8 were still ongoing. Various com-
botherapies and clinical response (arrows; red=bad, green=good 
response) are presented in Figure 1.  A  partial or complete response 
was observed in 15/21 therapies (71%) with a mean decrease of CRP 
of 11  mg/l (range+23 to -59) and calprotectin of 399 mcg/g (range 
0 – 1745) among the reponders. Concerning safety, 2 infections (otitis 
media, skin mycosis), 1 non hodgkin Lymphoma and 4 minor adverse 
events (tumefaction left parotide, eczema, 2x lymphopenia) have been 
reported, mostly when small molecules have been involved.

Conclusion: Ustekinumab combined with anti-TNF agents in Crohn’s 
disease is more effective than vedolizumab and tofactinib in ulcera-
tive colitis. Combining with small molecules increases the risk of lym-
phopenia, of cancer (1 case of non hodgkin lymphoma) and minor 
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infections in severe refractory and steroid-dependent inflammatory 
bowel disease patients.

P594
Vedolizumab dose intensification does not always 
improve treatment persistence

P. Hilley*1, A.R. Peterson1, D. Wong1,2, K. Hine1, A. Srinivasan1, 
M.C. Choy1,2, P. De Cruz1,2

1Austin Health, Gastroenterology, Melbourne, Australia, 2University 
of Melbourne, Department of Medicine- Austin Academic Centre, 
Melbourne, Australia

Background: Vedolizumab is effective in inducing and maintaining 
remission in patients with both Crohn’s Disease (CD) and ulcerative 
colitis (UC). Recent data has demonstrated that there is superior per-
sistence with vedolizumab compared to anti-TNF biologics. However, 
the efficacy of dose intensified vedolizumab remains uncertain. We 
aimed to assess whether vedolizumab dose intensification resulted in 
a meaningful improvement in treatment persistence and to determine 
whether there were any clinical, biochemical or endoscopic parameters 
that were associated with a response to dose intensification.
Methods: A retrospective analysis of all patients with CD or UC that 
had received dose intensified vedolizumab every 4 weeks, was under-
taken at an Australian tertiary, metropolitan IBD service between the 
1st of July 2015 and 15th of November 2021. Electronic medical records 
were reviewed to retrospectively calculate the partial Mayo score 
(pMS) for UC and Harvey-Bradshaw Index (HBI) for CD, as well as 

document the C-Reactive Protein (CRP), Faecal Calprotectin (FC) and 
endoscopic disease assessment. Data were obtained at commencement 
of vedolizumab, time of dose escalation, as well as at 6 and 12 months 
post escalation. The primary outcome was treatment persistence at 
6 months post escalation.
Results: A total of 33 patients required dose intensification to address 
primary non-response or secondary loss of response. Median time to 
escalation was 9 months (IQR 3–14). 11/33 (33%) remained on esca-
lated dosing at the end of the study period. 4/11 (36%) were escalated 
prior to, and 7/11(32%) after week 14. Escalated therapy was contin-
ued for a median of 5 months (IQR 3–12).
Treatment persistence was 45% at 6 months, and 24% at 12 months. 
In patients who had vedolizumab ceased at 6 months post escalation, 
there was a rate of clinical activity of 93%, biochemical activity of 
93% and endoscopic activity of 100%. For those maintained on ved-
olizumab at 6 months post intensification the rates were 50% for both 
clinical and biochemical activity. No clinical/biochemical/endoscopic 
parameters were associated with response and no statistically signifi-
cant difference was noted in disease activity following escalation.
Conclusion: There was a low rate of treatment persistence for patients 
undergoing vedolizumab dose intensification. Rates of disease activity 
at the time of cessation for patients who discontinued vedolizumab 
were high. Dose intensification of vedolizumab may not capture re-
sponse nor translate into treatment persistence. Further prospective 
studies examining vedolizumab levels and dose intensification are war-
ranted but these data suggest a low threshold for switching to alter-
native agents if response cannot be captured within 6 months of dose 
escalation.

P595
Validation of a predictive algorithm for thiopurine 
induced hepatotoxicity in IBD patients

F. Van Moorsel*1,2, D. Deben3, R. Creemers4,5, B. Winkens6, M. Pierik7, 
P. Bus8, M. Simsek9, N. de Boer9, A. van Bodegraven4, D. Wong3

1Jeroen Bosch Hospital, Department of Pharmacy, s-Hertogenbosch, 
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Uden, The Netherlands, 3Zuyderland Medical Centre, Dept. of Clinical 
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Heerlen, The Netherlands, 4Zuyderland Medical Centre, Dept. of 
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Co-MIK, Sittard-Geleen/Heerlen, The Netherlands, 5Maastricht 
University Medical Centre,, 5Dev. of Gastroenterology and Hepatology, 
Maastricht, The Netherlands, 6Maastricht University Medical Centre, 
Dept. of methodology and statistics, Maastricht, The Netherlands, 
7Maastricht University Medical Centre, Dev. of Gastroenterology and 
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Hepatology, Maastricht, The Netherlands, 8Laurentius Hospital, Dept. 
of Gastroenterology and Hepatology, Roermond, The Netherlands, 
9Amsterdam University Medical Centre, Dept. of Gastroenterology and 
Hepatology, Amsterdam, The Netherlands

Background: The thiopurines, azathioprine (AZA) and mercaptopu-
rine (MP), are effective and remain standard treatment options in 
steroid sparing and maintaining remission in patients with inflamma-
tory bowel disease (IBD). Approximately 25% of patients discontinue 
within three months after treatment initiation due to adverse events, 
of which about half due to hepatotoxicity. We hypothesise that identi-
fication of patients with an increased risk of adverse events and timely 
treatment optimisation (e.g. dose adjustment, adjuvant allopurinol) can 
prevent treatment failure due to adverse events.
The primary objective of this prospective observational multicentre 
study was to optimise and validate a proposed hepatotoxicity pre-
dictive algorithm in IBD patients starting AZA or MP therapy.
Methods: We adapted an algorithm from a previous study to pre-
dict the risk of developing hepatotoxicity in thiopurine drug treat-
ment using multivariable logistic regression and a receiver operating 
characteristic curve. The determinants age, BMI and 6-MMPR-
concentration one week after start of treatment (T=1) were inserted 
as continuous variables in this algorithm. Sex was inserted as a di-
chotomous variable.
Inclusion criteria were adult thiopurine-naive IBD patients initiating 
AZA or MP treatment. Subjects were treated according to guidelines 
and followed for 12 weeks. The primary study outcome was hepato-
toxicity within 12 weeks, defined as ALAT > 2x ULN or an R value 
((ALAT / ULN ALAT)/(AP / ULN ALP)) ≥ 5. The hepatotoxicity- and 
no-hepatotoxicity groups were compared using the Mann-Whitney 
U-test.
Results: In total, 255 patients were included from Dec 2015 to June 
2019, of whom 26 were excluded because of no actual start with AZA 
or MP (n=18), loss to follow up (n=7) or no IBD diagnosis (n=1). Out 
of 229 patients 21 (9%) developed hepatotoxicity. Five out of 21 
patients (24%) in the hepatotoxicity-group and 123 out of 208 patients 
(59%) in the no-hepatotoxicity-group had to be excluded for analysis 
(see Figure 1).
Ninety-three % of patients received MP with a median dose of 0.7 mg/
kg (95%CI 0.3–1.4 mg/kg). Median dose of AZA (7%) was 2.0 mg/kg 
(95%CI 1.1 - 2.6 mg/kg).

There was a difference between the hepatotoxicity and no-hepato-
toxicity group in BMI (28 versus 24, p=0.022) and 6-MMPR/6-TGN 
ratio at T=1 (16 versus 9, p=0.027). In Table 1, the number of true 
positives, true negatives, false positives and false negatives are pre-
sented. The diagnostic values are shown in Table 2. A specificity of 
77% (95%CI 66–85%) and a sensitivity of 50% (95%CI 26–75%) 
was obtained.

Conclusion: In conclusion, the adapted algorithm does not accurately 
predict hepatotoxicity in this cohort of patients on relatively low-dose 
thiopurine treatment.

P596
Adalimumab use in Paediatric Inflammatory Bowel 
Disease: A single centre real-life experience

N. El-Lababidi*1,2, P. Frühauf2,2

1General University Hospital in Prague- Czech Republic, Department 
of Paediatrics and Inherited Metabolic Disorders, Prague, Czech 
Republic, 2First Faculty of Medicine- Charles University in Prague- 
Czech Republic, Department of Paediatrics and Inherited Metabolic 
Disorders, Prague, Czech Republic

Background: Anti-TNF-α, including infliximab and adalimumab 
(ADA), plays a crucial role in the treatment of Paediatric Inflammatory 
Bowel Disease (PIBD). This study evaluates the efficacy of ADA in chil-
dren ≤ 19 years in a single European centre.
Methods: A 6-year retrospective analysis of prospectively collected data 
of PIBD patients treated with ADA (10/2015 onward). Wellbeing, clin-
ical and laboratory findings were assessed at each visit. A mean, median 
and a standard deviation were calculated were applicable. ANOVA 
(analysis of variances) was used for evaluation of presence of statistic-
ally significant differences and a P-value ≤ 0.05 was regarded as such.
Results: ADA, all originator, was used in 31 patients. All of them were 
diagnosed with Crohn’s Disease (CD). The mean age at diagnosis was 
14.6±2.8 years (range 6.6–18.2 years). The mean interval from diag-
nosis till commencement of ADA was 6.9 months (0.25–36 months). 
Step-up was used 17x and top-down 15x. A  top-down approach 
was indicated in patients with extraintestinal manifestations, fistuliz-
ing disease, severe growth impairment and affections of the proximal 
gastrointestinal tract. Adjacent treatments at the time of commence-
ment of ADA were azathioprine (18/31), CD exclusion diet (7/31), 
exclusive enteral nutrition (6/31), steroids (4/31), methotrexate and 
5-aminosalicylates (both 3/31).
Mean CRP at the time of ADA commencement was 8.8  mg/l (1.0–
44.4  mg/l), ESR 21  mm/hour (1–66  mm/hour), leukocytes 8.3x109/l 
(3.3–22.0x109/l), haemoglobin 118.3  g/l (68–150  g/l), platelets 
422x109/l (232–828 x109/l) and faecal calprotectin (FC) 901.1  μg/g 
(95.2–5041.9 μg/g). At the end of induction period, CRP, ESR and FC 
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showed a significant decrease (P< 0.01). Blood count parameters failed 
to show that (P >0.05). Mean ADA trough levels at the end of induc-
tion period were 18.4±2.3  μg/ml. For maintenance of trough levels 
(≥7.5 μg/ml), weekly administration was required in 5 cases. During 
the follow-up period, surgical intervention was required 2x (ileocecal 
resection 1x and stricturoplasty 1x). Adverse side effects consisted of a 
skin reaction 1x and reversible hair loss 1x. Due to loss of response, 3 
patients had to be switched out-of-class to ustekinumab. The mean time 
to loss of response since ADA commencement was 23.3 months (16–
30 months). Antibody formation after 23 months of treatment led to 
switching one patient to infliximab. One patient was lost to follow-up.
Conclusion: These data show that ADA is effective in achieving labora-
tory and clinical remission in PIBD patients. Maintenance of trough 
levels may sometimes requite weekly administration of ADA. Loss of 
response may occur. Adverse reactions were minimal.

P597
Bone mineral density in patients after total 
proctocolectomy and pouch surgery due to 
Ulcerative Colitis have low bone mineral density, 
and low performance of DXA scans- a cross 
sectional study

T. Pfeffer-Gik*1,2, L. Godny1,2, J. Ollech1,2, N. Wasserberg2,3, 
R. Barkan1, I. White2,3, M. Yackobovitch Gavan4,5, M. Kraizler1, 
H. Yanai1,2, I. Dotan1,2

1Rabin Medical center, Division of Gastroenterology, Petah Tikva, 
Israel, 2Tel Aviv University, Sackler Faculty of Medicine, Tel Aviv, 
Israel, 3Rabin Medical center, Division of Surgery Colorectal Unit, 
Petah Tikva, Israel, 4Schneider Children’s Medical Center of Israel, The 
Jesse Z and Sara Lea Shafer Institute for Endocrinology and Diabetes- 
National Center for Childhood Diabetes, Petah Tikva, Israel, 5Tel Aviv 
University, Dept. of Epidemiology and Preventive Medicine- School of 
Public Health- Sackler Faculty of Medicine, Tel Aviv, Israel

Background: The reported prevalence of low bone mineral density 
(BMD) in patients with inflammatory bowel diseases (IBD) var-
ies between 20–50%. The multiple contributing factors include 
inflammation,use of corticosteroids, life style and diet.Patients with ul-
cerative colitis (UC) undergoing proctocolectomy with ilealpouch-anal 
anastomosis (IPAA) commonly develop pouchitis-de novo inflamma-
tion in previously normal small bowel, which may resemble Crohn’s 
disease (CD).
We aimed to assess rate of low BMD in patients with a pouch and rate 
of DXA performance.
Methods: Patients after IPAA due to UC were prospectively followed; 
Questionnaires regarding demographic, disease course, surgery, diet 
and blood tests were collected biannually.
BMD was assessed by dual-energy x-ray absorptiometry(DXA).All 
medical records were reviewed for DXA performance within the last 
five years, if not found-patients were contacted and submitted the 
results. Low BMD was defined as T score < -1.
Results: Out of 146 prospectively followed patients, data regarding 
DXA was available for 114; 70 (61%) women. Median age 46 (IQR 
38–67), median age at UC diagnosis 21 years (IQR 15.7–29.5), median 
pouch age 16  years (IQR 8.5–22.5). DXA scans were performed in 
41/114 patients (36%), low BMD was noted in 68.3 %: osteopenia- 16 
(39%), osteoporosis: 12 (29.3%). Patients performing DXA scan were 
older: 54 (IQR 42–64) vs. 45 years (IQR 31–54) (p=0.012), and were 
diagnosed with UC at younger age: 23 (IQR 17–29) vs. 19 years (IQR 
14–26) (p=0.018). Smoking, UC duration prior to IPAA, indication for 

surgery, pouch age and pouchitis were comparable between patients 
who performed and did not perform DXA scans. In patients with low 
BMD- current smoking rates were higher compared to those with 
normal BMD:4 (14.3%) vs. 0 (p=0.008),respectively. Vitamin D levels 
in patients with low and normal BMD were comparable:22.8 (IQR 
17.5–26) vs. 20 (IQR 16.8–21.8)ng/ml (p=0.158), respectively. Vitamin 
D supplementation was comparable as well [38% vs. 60% (p=0.16)]. 
No differences in micronutrients consumption between the groups 
were noticed.
Conclusion: In a prospective cohort of patients after IPAA due to UC, 
approximately 36% performed DXA scans and the majority of them 
had low BMD, with smoking as a potential risk modifier. Due to high 
rates of low BMD in this population multidisciplinary advice and fol-
low up should be provided to address the low performance of DXA 
scans and the abnormalities in BMD.

P598
Indicators for inadequate response among patients 
with Ulcerative Colitis treated with advanced 
therapies in German clinical practice

B. Bokemeyer1, N. Picker2, D. Kromer2, L. Rosin3, H. Patel*4

1Gastroenterology Practice, Minden, Minden, Germany, 2Ingress 
Health HWM, GmbH, Wismar, Germany, 3Galapagos Biopharma 
Deutschland, GmbH, München, Germany, 4Galapagos, Nv, Mechelen, 
Belgium

Background: Management of Ulcerative Colitis (UC) is challenging, and 
clinicians are often obliged to attempt a variety of therapies in sequence 
until an adequate clinical response is achieved. This study examined the 
rates of inadequate response to advanced therapies among UC patients 
in clinical practice in Germany.
Methods: Using a retrospective chart review, patients with UC treated 
with an advanced therapy (adalimumab, infliximab, golimumab, ved-
olizumab, and tofacitinib) between 01/2017 through 09/2019 were 
selected from 18 outpatient gastroenterology practices across Germany. 
Patients with at least 12  months of data before (baseline) and after 
initiating an advanced therapy (Index Date) were included. Data was 
collected up to 24 months after index date. Inadequate response was 
defined as at least one of the following events: index therapy discon-
tinuation due to lack of response, therapy escalation, augmentation 
with newly prescribed conventional therapies, corticosteroid (CS) de-
pendency (use for ≥12 weeks), CS use during the maintenance phase, 
UC-related hospitalisations, surgery or emergency visit. Subgroups 
included patients with prior exposure to biologics, with and without 
remission (clinical remission defined as partial Mayo Score ≤1) at one 
year, and concurrent use of CS at the index date. Kaplan-Meier analysis 
was used to examine the rates over time. Patients were censored at the 
end of the study period.
Results: Among 149 patients (females: 50.3%; median age: 40 years; 
median follow-up: 25.9 months), 96 (64.4%) patients were biologic-
naïve. Nearly half of the patients (45.5%) had ≥1 indicator for an in-
adequate response within two years after the index date (Figure 1). 
Among those who discontinued (N=43), 82.0% had switched to an-
other advanced therapy. Therapy escalation was observed in 20 (16.3%) 
patients, and augmentation with conventional therapies was observed 
in 19 (15.6%) patients. 14 patients (11.3%) received CS during the 
maintenance phase of the index therapy, and 14 patients (10.1%) were 
CS dependent for ≥12 weeks. Inadequate response rates were signifi-
cantly higher in patients without (n=80) vs. with remission (n=54) after 
one year (53.4% vs. 35.5%; p<0.05, Figure 2)  and in patients with 



Abstracts  of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i533

(n=42) vs. without concurrent CS (n=107) at the index date (67.0% vs. 
36.9%; p<0.05). There was no significant difference between biologic-
naïve and biologic-experienced patients.

Conclusion: Nearly half of the patients with UC experienced an 
inadequate response to their advanced therapy within two years. 
Higher rates of inadequate response were observed in patients 
without remission and in those with concurrent use of CS at base-
line. More effective therapies are needed to achieve better outcomes 
in UC.

P599
Azathioprine in the prevention of anti-infliximab 
antibody formation: A pilot dose-finding study

V. Kojecký*1,2, M. Wasserbauer3, R. Keil3

1Masaryk University, Faculty of Medicine, Brno, Czech Republic, 
2Bata regional hospital, Department of Internal medicine, Zlin, Czech 
Republic, 3Charles University in Prague and Motol University Hospital, 
Department of Internal Medicine, Prague, Czech Republic

Background: The infliximab (IFX) therapy is associated with produc-
tion of the anti-IFX antibodies (ATI), that can lead to infusion reactions 
and affect the therapeutic response. Concomitant use of azathioprine 

(AZA) in patients treated with IFX is recommended. A lower dosage is 
suggested however without further specification. The aim of this study 
is to determine the threshold dose of AZA to prevent ATI formation 
during IFX therapy.
Methods: The Retrospective, multicenter (Zlin, Prague, Czech rep.), ob-
servational study. The adult patients with ulcerative colitis or Crohn’s 
disease, treated with IFX in scheduled regimen (5mg/kg á 8 weeks), 
on concomitant azathioprine therapy (> 3 month), without any other 
immunomodulator or steroids, who were tested for IFX and ATI levels, 
were enrolled. The primary outcome measure was the dose of AZA and 
ATI positivity (cut-off > 3 AU/ml), secondary measure included interval 
to the appearance of ATI. ROC analysis was used to evaluate AZA dose 
and interval predictive of the ATI positivity.
Results: Of the 62 patients analyzed (53% female, mean age 34.1 years), 
76% had Crohn’s disease. 29 (47%) subjects were treated with biosimi-
lar IFX. The mean dose of AZA was 1.5 ± 0.5 mg/kg, and the duration 
of IFX treatment was 44.2 ± 41.4 months. ATI ´s were present in 23 
subjects (37.1%), with no difference between original and biosimilar 
IFX. ATI positivity was associated with lower mean IFX levels (1.8 ± 
2.4 vs 6.0 ± 5.1ug/ml, p=0.002). The threshold dose of AZA for ATI 
positivity was predicted to 1.2 mg/kg (95% CI 0.6–1.8, p=0.02, AUC 
0.682) and the time to antibody appearance to 13.0 months (95% CI 
5.0–49.1, p=0.02, AUC 0.672).
Conclusion: The dose of AZA lower than 1.2 mg/kg was associated 
with a higher chance of anti-IFX antibodies development. Their appear-
ance may be expected after 1 year from the initiation of the combo IFX 
therapy. ATI´s are associated with reduced IFX through levels.

P600
Serologic response to COVID-19 vaccines in IBD 
patients: a prospective study

M.D. Martin Arranz PhD- MD*1, L. García Ramírez2, 
D. Montero Vega3, E. Martín-Arraz2, M. Sánchez Azofra2, 
J. Poza Cordon2, J.L. Rueda Garcia2, J. Noci Belda2, 
T. Verges Martínez-Meco2, P. Blanco San Miguel2, C. Suarez Ferrer2

1La Paz University Hospital. Universidad Autónoma de Madrid. 
IdiPaz, Gastroenterolgy, Madrid, Spain, 2La Paz University Hospital.
IdiPaz, Gastroenterolgy, Madrid, Spain, 3La Paz University Hospital., 
Microbiology, Madrid, Spain

Background: Our objective is to evaluate the serologic response to the 
SARS-CoV-2 vaccine in patients with Inflammatory Bowel Disease 
(IBD). In addition to that, we want to analyze the influence of im-
munosuppressive drugs in that response, as well as describe the adverse 
events in this population.
Methods: We included 266 patients in a unicentric prospective study. 
All patients signed informed consent. A serologic blood test was made 
days before the first dose and 2–4 weeks after the complete immuniza-
tion. We used Siemens Atellica Anti-SARS-CoV-2 (N) and Vircell Virclia 
(S and N) electrochemiluminescence immunoassay to detect antibodies 
to SARS-CoV-2). If they were discordant, the results were considered 
as undetermined. The IBD treatment was stable along the study. The 
statistics analysis of data was done with Stata 16.
Results: Basal characteristics are described in table 1. The patients were 
on treatment with: 15 (5.66%) had no treatment, 47 (17.7%) had 
mesalamine, 4 (1.51%) had corticosteroids, 41 (15.47%) had immu-
nomodulator, 113 (42.64%) had biologic and 45 (16.98%) had combo. 
Amongst the biologic drugs: Infliximab 51 (32,3%), Adalimumab 50 
(31,6%), Vedolizumab 19 (12,03%) y Ustekinumab 31 (19,6%). The 
vaccines were messenger RNA BNT162b2 (Pfizer-BioNTech) in 154 
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patients (58%), AZD1222 (Oxford-Astra Zeneca), in 80 patients 
(30%), messenger RNA-1273 (National Institutes of Health [NIH]-
Moderna) vaccines in 19 patients (7%) and Ad26.CoV2.S (Janssen) in 
13 patients (5%). 72.7% after first dose and 86% after second expe-
rienced side effects, with no severe cases (see table 2). Depending on 
the administered vaccine we can see 80% with Pfizer, 93.3% using 
Moderna, 49% with Astrazeneca and 100% using Janssen. This dif-
ferences reached statistical significance (p=0.02). In the first blood test 
222 (85%) patients tested negative, 27 patients positive (10.34%) and 
12 patients undetermined (4.6%). Patients with a previous positive test 
were excluded. After the vaccination, 92.5% of our patients (233) had 
positive antibodies against SARS-COV2, a 4,75% (12 patients) un-
determined titles, and a 2.75% (7 patients) were negative. In table 3we 
show the seroprevalence with different treatments. When analysing the 
antibody formation depending on the vaccine administered we can see: 
Pfizer 92.9%, Moderna 93.3%, Astrazeneca 98.4%, Janssen 12.5% 
(75% indetermined) (p< 0,0001)

Conclusion: The antibody response following Sars-CoV-2 vaccination 
is high in IBD patients. However, patients treated with inmunosupre-
sive or biologic drugs (except vedolizumab) have a lower response and 
is significantly lower with the Ad26.CoV2.S (Janssen) vaccine, which 
could influence future doses. Adverse events are frequent but not severe.

P601
Real World Evidence on the comparative 
effectiveness of Ustekinumab vs anti-TNF in 
Crohn’s disease with Propensity Score adjustment: 
maintenance phase results from the prospective 
observational RUN-CD study
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of Gastroenterology and Clinical Nutrition, Frankfurt, Germany, 
13University Hospital Schleswig-Holstein- Campus Kiel- Germany, 
Clinic of General Internal Medicine I, Kiel, Germany

Background: Observational real world studies are required in add-
ition to RCTs which typically represent selected patients not reflecting 
everyday clinical practice. Between 2017–2020 patients with Crohn’s 
disease (CD) receiving a newly initiated biologics therapy were con-
secutively enrolled into the prospective, observational RUN-CD 
registry from 44 IBD-experienced German centres to assess effect-
iveness and safety of ustekinumab (UST) with a 3  years follow-up. 
Here, the results on the effectiveness of the maintenance therapy over 
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12 months are presented as a real world evidence (RWE) comparison 
of UST vs anti-TNF.
Methods: After exclusion of other biologics than UST and anti-TNF 
and missing outcomes, the final sample consisted of 607 CD-patients. 
Clinical remission (HBI ≤ 4)  was the predefined endpoint at month 
12. Patients were analyzed on a modified intent-to-treat basis (mITT; 
switchers considered as outcome failure). To reduce the effect of con-
founders, propensity score (PS) adjustment with inverse probability of 
treatment weighting (IPTW) was implemented. A weighted logistic re-
gression was used, and the results were reported as odds ratio (OR) and 
95% confidence interval (CI).
Results: 343 UST (naïve: 35) and 264 anti-TNF (naïve: 175) (ADA 
61%, IFX 39%) CD-patients were included. PS removed system-
atic differences between both groups (mean of both groups: 15% 
perianal disease, 36% surgical resection, 41% EIM). Overall, the 
number of switches was lower in the UST group than in the anti-
TNF group (Tab. 1). However, the number of switches within 
12 months was significantly lower in the UST group only when com-
pared to the IFX group (16.3% vs 27.2%; p=0.045) (Fig. 1). Clinical 
remission rates at 1 year (Tab. 2) were not statistically different for 
the overall UST vs. anti-TNF groups (65.8% vs 60.0%). Remission 
rates were similar for UST vs ADA, while these were significantly 
higher for UST vs. IFX (61.6% vs 41.8%; p=0.009). Looking at 
clinical remission in the week 16 responder group (Tab. 3), a stat-
istically significantly higher remission rate was found in the overall 
group for UST (77.6%) vs anti-TNF (65.4%) (p=0.041), which was 
mainly driven by the higher UST remission rate in biologic-naïve CD 
patients (p=0.026).
Conclusion: This 1-year maintenance phase RWE-comparison with 
UST vs anti-TNF showed remarkably high clinical remission rates in 
both groups. Also due to a more frequent switching within the IFX 
group, the clinical remission rate at 1  year was significantly higher 
with UST than with IFX and higher with UST vs anti-TNF in the 
biologic-naïve groups. These results support together with the known 
favorable safety profile consideration of UST as a first-line targeted 
therapy for CD.

P602

Tofacitinib treatment prevents post-operative 
recurrence of Crohn’s Disease modeled by ileocecal 
resection in HLA-B27 transgenic rats
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Background: Post-operative recurrence (POR) after ileocecal resection 
(ICR) affects most of Crohn’s disease (CD) patients. Immunomodulatory 
treatments have not proven efficiency in preventing POR except for 
anti-TNFα biologic agents. We evaluate the efficacy of the JAK in-
hibitor Tofacitinib to prevent POR after ICR in HLA-B27 transgenic 
rat model (TgB27).
Methods: Thirty-three rats (strain F344, 29 TgB27, 4 control non Tg 
(nTg) rats) were operated on an ICR at the 12th week (W12) of life 
and were sacrificed at W18. Tofacitinib (15 mg/kg, n=17) or placebo 
(n=16) were daily administered by oral gavage at W10 until W18. 
Anastomotic recurrence were blindly analyzed using macroscopic 
(from 0 to 4)  and histologic (from 0 to 6)  scores. Luminal micro-
biome was analyzed by shotgun metagenomic sequencing (Hiseq 
Illumina) in 9/33 rats before (W9) and after Tofacitinib treatment 
or placebo (W12 and W18). STAT3 phosphorylation was quantified 
in ileal samples by western blotting. Data were expressed by median 
with IQR. Comparisons were performed using not parametric two 
tailed Mann-Whitney analysis for unmatched data and Wilcoxon 
matched-pairs test for matched data. Two tailed χ2 test was used 
for contingency analysis. Spearman rank correlation was used for 
microbiota analysis.
Results: 8/14 TgB27 rats receiving placebo (57%) showed signs of POR 
(macroscopic score ≥ 2)  which were significantly prevented in 2/15 
TgB27 rats (13%) treated with Tofacitinib (p= 0.013). nTg animals 
did not show macroscopic signs of POR. Macroscopic lesions were 
located 2 cm around the anastomosis in the TgB27 placebo group and 
consisted in ulcerations with a score of 2 (1–2.25). 11/15 TgB27 rats 
(73%) treated with Tofacitinib did not show macroscopic lesions and 
their score were significantly improved (0 (0–1), p= 0,0006). Histologic 
scores were significantly higher in TgB27 placebo group vs TgB27 
Tofacitinib-treated rats (3 (2–4) vs 2 (1–3), p=0.036). Tofacitinib did 
not impact on alpha diversity and the relative abundance of bacterial 
taxa either before and after surgery. In contrast, surgery led to a sig-
nificant 47% decrease of alpha diversity (p=0.0008) and loss of spe-
cific taxa in both TgB27 and nTg animals. No correlation was found 
between individual lesion scores and alpha diversity indexes. Ileal 
pSTAT3/STAT3 ratios were decreased by 80% in TgB27 rats treated 
with Tofacitinib (n=4) compared to placebo group (n=4) (0.3 ± 0,16 vs 
1.58 ± 0,3, p=0,028).
Conclusion: We develop a reliable model of ICR in TgB27 rats 
mimicking the POR of CD. Tofacitinib prevents the macroscopic 
and histologic POR after ICR, without major modifications of the 
microbioma.
Acknowledgments: Charity Foundation DigestScience and Pfizer SAS
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P603
INSPIRE: 6-month interim analysis from an 
observational post-marketing registry on the 
effectiveness and safety of darvadstrocel in 
patients with Crohn’s disease and complex 
perianal fistulas

O. Zmora*1, D.C. Baumgart2, W. Faubion3, M. Ferrante4, K. Gecse5, 
E. Genestin6, P. Geransar6, G. Hantsbarger7, C. Karki8, P. Tozer9, 
J. Panés10

1Shamir Medical Center, Department of Surgery, Tel Aviv, Israel, 
2University of Alberta, Division of Gastroenterology, Edmonton AB, 
Canada, 3Mayo Clinic, Gastroenterology and Hepatology, Rochester- 
MN, United States, 4University Hospitals Leuven- KU Leuven, 
Department of Gastroenterology and Hepatology, Leuven, Belgium, 
5Amsterdam UMC, Gastroenterology & Hepatology, Amsterdam, 
Netherlands Antilles, 6Takeda pharmaceuticals International AG, 
Global Medical Affairs - Rare GI, Zurich, Switzerland, 7Takeda 
Pharmaceuticals USA Inc., Safety and Health Value Statistics, 
Cambridge- MA, United States, 8Takeda Pharmaceuticals USA- Inc., 
Global Evidence and Outcomes, Cambridge- MA, United States, 
9St Mark’s Hospital and Academic Institute, Fistula Research Unit, 
London, United Kingdom, 10Hospital Clinic de Barcelona, IDIBAPS- 
CIBERehd, Barcelona, Spain

Background: Darvadstrocel (DVS) is a suspension of expanded allo-
geneic adipose-derived mesenchymal (stromal) stem cells approved for 
the treatment of complex Crohn’s perianal fistulas (complex CPF). The 
INSPIRE (EUPAS24267) registry is a European observational, post-
approval study designed to evaluate the real-world effectiveness and 
safety of DVS in patients with complex CPF for up to 36 months after 
DVS administration. Here we report clinical and safety outcomes from 
the first interim analysis at 6 months post treatment.
Methods: Patients with complex CPF treated with DVS according to 
local standard practice were eligible to enrol. Primary outcomes were 
clinical response (defined as closure despite gentle finger compression 
of ≥50% of external openings treated with DVS that were draining at 
baseline) and clinical remission (defined as closure despite gentle finger 
compression of all external openings treated with DVS that were drain-
ing at baseline). Outcomes were evaluated in the All Treated (AT) and 
Treated Per Protocol (PP) cohorts (Table 1) 6 months post treatment in 
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patients who had received a single administration of DVS. The number 
and nature of adverse events (AEs), serious AEs (SAEs) are reported for 
the AT cohort.
Results: As of September 2021, 230 patients had enrolled, 225 met 
the inclusion criteria and 205 had complete treatment data and 
comprised the AT cohort, of these, 176 were treated per protocol. 
A  total of 138 (AT) and 120 (PP) patients were 6  months post 
treatment, 66% (92/138) and 58% (69/120) had a 6-month visit, 
of which, 85% (78/92) and 100% (69/69) had evaluable data at 
Month 6, respectively. Baseline demographics and clinical and fis-
tula characteristics are shown in Tables 1 and 2. In the AT and PP 
cohorts, respectively, 73% (57/78) and 74% (51/69) of patients had 
a clinical response, and 65% (51/78) and 65% (45/69) had clin-
ical remission. Changes in Crohn’s disease (CD) activity (assessed 
with the Harvey–Bradshaw Index) post treatment were minimal, 
and most patients had no change in CD activity from baseline. 
In the AT cohort, 20% (41/205) of patients had ≥1 AE and 9.3% 
(19/205) had ≥1 SAE. There were no reports of ectopic tissue for-
mation and no deaths.
Conclusion: This is the first real-world, multi-centre study reporting 
the effectiveness and safety data after DVS treatment for complex CPF. 
These interim analysis data are consistent with the pivotal ADMIRE-CD 
study in terms of effectiveness and safety. The ongoing status of the 
registry and small number of evaluable patients mean these data should 
be interpreted with caution, pending future analyses in larger numbers 
of patients with longer follow-up times.

P604
Infection Risk in Elderly Patients with Inflammatory 
Bowel Disease under anti-TNF, ustekinumab or 
vedolizumab biologic therapies: A Prospective 
Multicenter observational One-Year follow-up 
comparative study

A. Bozon*1, M. Serrero2, L. Caillo3, C. Gilletta4, A. Benezech5, 
S. Nancey6, R. Combes7, G. Danan8, S. Akouete1, L. Pages1, 
J.F. Bourgaux3, L. Boivineau1, M. Meszaros1, R. Altwegg1

1CHU Montpellier Saint Eloi Hospital, Gastroenterology, Montpellier 
Cedex, 5, France, 2CHU Marseille Hospital, Gastroenterology, 
Marseille, France, 3CHU Nîmes Hospital, Gastroenterology, Nîmes, 
France, 4CHU Toulouse Hospital, Gastroenterology, Toulouse, France, 
5CH Avignon Hospital, Gastroenterology, Avignon, France, 6CHU 
Lyon Hospital, Gastroenterology, Lyon, France, 7Clinique Beausoleil, 
Gastroenterology, Montpellier, France, 8Gastrodoc, Gastroenterology, 
Montpellier, France

Background: The emergence of biologics has significantly improved the 
course of inflammatory bowel diseases (IBD) despite a potential higher 
risk of infections. Use of biologics in the elderly population remains 
a challenge since elderly patients are at higher risk of infection. Anti-
tumor necrosis factor (anti-TNF), vedolizumab and ustekinumab are all 
potentially susceptible to increase the risk of infection. We conducted 
a one-year, prospective, multicenter, observational study comparing the 
respective infectious risk under anti-TNF, vedolizumab or ustekinumab 
in elderly patients with IBD.
Methods: All IBD patients over 65 years, from six medical centers and 
receiving anti-TNF (first group), vedolizumab or ustekinumab (second 
group, defined as new biologics) treatment were included. The primary 
endpoint was the prevalence of at least one infection during follow-up. 
The cumulative risk of severe infection requiring hospitalization was 
recorded.

Results: The study included 207 consecutive patients, 113 under anti-
TNF and 94 patients under vedolizumab or ustekinumab (median 
age 71 years, 112 with Crohn’s disease and 95 with ulcerative colitis). 
There was no difference concerning combination therapy, steroids use 
and the Charlson index between the two groups. The prevalence of 
infections was similar in patients under anti-TNF (29%) and in those 
under vedolizumab and ustekinumab (28%) (p=0.81). There was no 
difference in terms of type of infection, infection-related hospitalization 
(7% vs 6.4%), antibiotic prescription and treatment efficacy between 
the two groups. In patients over 75 years of age (n=50), the prevalence 
of infections was comparable in both groups.
Conclusion: Around 30 % of elderly patients with IBD under biologics 
experienced at least one infection during the one-year study period. The 
risk does not differ between patients treated with anti-TNF and those 
under vedolizumab or ustekinumab.

P605
Immunogenicity and safety of standard and third 
dose SARS-CoV-2 vaccination in patients with 
immune-mediated inflammatory diseases; a 
prospective cohort study

K.K. Jørgensen*1, S.W. Syversen2, I. Jyssum2,3, A.T. Tveter2, 
T.T. Tran4, J. Sexton2, S.A. Provan2, S. Mjaaland5, D.J. Warren6, 
T.K. Kvien2,3, G. Grødeland3,4, L.S. Nissen-Meyer4, P. Ricanek1, 
A. Chopra4, A.M. Andersson4, G.B. Kro6, J. Jahnsen1,3, L.A. Munthe4,7, 
E.A. Haavardsholm2,3, J.T. Vaage3,4, F. Lund-Johansen3,8, G.L. Goll2

1Akershus University Hospital, Dept. of Gastroenterology, Oslo, 
Norway, 2Diakonhjemmet Hospital, Division of Rheumatology and 
Research, Oslo, Norway, 3Institute of Clinical Medicine, University 
of Oslo, Oslo, Norway, 4Oslo University Hospital, Department of 
Immunology, Oslo, Norway, 5Norwegian Institute of Public Health, 
Norwegian Institute of Public Health, Oslo, Norway, 6Oslo University 
Hospital, Department of Medical Biochemistry, Oslo, Norway, 
7University of Oslo, KG Jebsen Centre for B cell Malignancies, Oslo, 
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Background: The immunogenicity and safety following standard two-
dose SARS-CoV-2 vaccination in patients with immune-mediated in-
flammatory diseases (IMIDs) are not well characterised, and data on 
third dose vaccination in this patient group are currently lacking.
Methods: This prospective, observational cohort study included adult 
patients on immunosuppressive therapy for Crohn’s disease (CD), ul-
cerative colitis (UC), rheumatoid arthritis (RA), spondyloarthritis 
(SpA), psoriatic arthritis (PsA), and healthy controls receiving standard 
two-dose SARS CoV-2 vaccination. Patients with a weak serologic re-
sponse (<100 AU/ml) were allotted a third vaccine dose. Serum samples 
were collected prior to, and after vaccination for analyses of antibod-
ies to the receptor-binding domain (RBD) of the SARS-CoV-2 spike 
protein. The aim of the study was to evaluate the immunogenicity and 
safety following standard and three dose SARS-CoV-2 vaccination in 
IMID patients on immunosuppressive therapies.
Results: A total of 1641 patients (280 CD, 195 UC, 566 RA, 305 SpA, 
295 PsA, median age 52 [IQR 40–63], 899 [55%] women), and 1114 
healthy controls (median age 43 [IQR 32–55], 854 [77%] women), 
were included in the study. After standard SARS-CoV-2 two dose 
vaccination, 1504 (91%) patients compared to 1096 (98%) healthy 
controls (p<0,001) were responders. Anti-RBD levels were lower in 
patients (median 619 AU/ml [IQR 192–4191]) than controls (median 
3355 AU/ml [IQR 896–7849]), p<0,001. Response was shown in ≥90% 
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of patients receiving methotrexate, tumor necrosis factor inhibitor 
(TNFi) monotherapy, ustekinumab, tozilizumab and vedolizumab, in 
80–90% of patients receiving TNFi combination therapy and secuki-
numab and in ≤ 80% for JAK inhibitors (78%), and abatacept (53%) 
(Fig 1). Lower age (OR 0.96 [95% CI 0.95–0.98]) and receiving the 
mRNA-1273 vaccine (OR 5.4 [95% CI 2.4–11.9]) were predictors of 
response. Of 153 patients with a weak response receiving a third vac-
cine dose, 129 (84%) became responders. After standard two dose vac-
cination, adverse events (AE) were reported in 50% of patients and in 
78% of controls, with a comparable safety profile. Following the third 
dose, 44% of patients reported AEs, without new safety issues emerg-
ing. No serious AEs were reported.
Conclusion: Response rate as well as anti-RBD levels were lower in 
IMID patients than healthy controls following standard vaccination. 
Third dose vaccination in serologically weak responders was safe and 
resulted in a response in most patients. Our data facilitate identification 
of patient groups at risk of an attenuated vaccine response eligible for 
post-vaccination serological monitoring. The data also support a third 
vaccine dose following standard SARS-CoV-2 vaccination to weak-
responding IMID-patients.

P606
Use of TNF-α-antagonists and systemic steroids 
is associated with attenuated immunogenicity 
against SARS-CoV-2 in fully vaccinated patients 
with Inflammatory Bowel Disease

A.T. Otten*1, A.R. Bourgonje1, P.P. Horinga1, H.H. van der Meulen1, 
C.C. van Leer-Buter2, G. Dijkstra1, M.C. Visschedijk1

1University Medical Center Groningen, Gastroenterology & 
Hepatology, Groningen, The Netherlands, 2University Medical Center 
Groningen, Medical Microbiology, Groningen, The Netherlands

Background: Patients with Inflammatory Bowel Disease (IBD) fre-
quently use immunomodulating treatment, which may render them 
at increased risk of attenuated immunogenicity after vaccination. 
Immunosuppressive drugs, such as TNF-α-antagonists, have shown 
an attenuating effect on serological response after SARS-CoV-2 infec-
tion. Here we assessed the effects of different types of immunosuppres-
sive medications on the serological response after vaccination against 
SARS-CoV-2 in patients with IBD.
Methods: This was a prospective observational cohort study in 
patients with IBD of whom IgG antibody titers were measured after 
2–10 weeks after full vaccination against SARS-CoV-2. Patient demo-
graphics, clinical characteristics as well as a previous history of SARS-
Cov-2 infection, type of vaccine (mRNA or vector), and medication 
use were recorded at time of sampling. The primary study outcome 
was the anti-SARS-CoV-2 spike (S) antibody concentrations, measured 
using chemiluminescence microparticle immunoassay (CMIA) after full 
vaccination.

Results: 312 IBD patients were included (172 Crohn’s disease [CD] 
and 140 ulcerative colitis [UC]). Seroconversion (defined as titer 
of >50 AU/ml) was achieved in 98,3% of patients. Antibody con-
centrations were significantly lower in patients treated with TNF-
α-antagonists vs. non-users of TNF-α-antagonists (geometric mean 
[95% confidence interval]: 2204 [1655–2935] vs. 5002 [4089–6116] 
AU/ml, P<0.001). In multivariable models, use of TNF-α-antagonists 
(percentage decrease -88%, P<0.001), age (>50 years) (-54%, P<0.01) 
and CD (vs. UC) (-39%, P<0.05) were independently associated with 
anti-SARS-CoV-2 antibody titers. In patients who received mRNA 
vaccines, users of systemic steroids demonstrated significantly lower 
antibody titers compared to patients who were steroid-free (geo-
metric mean [95% CI]: 3410 [2233;5210] vs. 5553 [4686–6580], 
P<0.05).
Conclusion: TNF-α-antagonist use is strongly associated with an atten-
uated serological response after vaccination, independent of the type 
of vaccination (mRNA/vector), the time interval between vaccination 
and sampling, prior SARS-CoV-2 infection and patient age. Patients 
treated with systemic steroids who received mRNA vaccines demon-
strated lower anti-SARS-CoV-2 antibody titers compared with patients 
who were steroid-free at time of serology.

P607
Efficacy and safety of tofacitinib in Ulcerative 
Colitis patients with extraintestinal manifestations 
in OCTAVE Open

D.T. Rubin*1, S.R. Vavricka2, A. Armuzzi3, M.C. Dubinsky4, 
A.I. Sharara5, I. Modesto6, M. Fellmann7, G. Liguori8, N. Lawendy9, 
M.J. Cadatal10, G.R. Lichtenstein11
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Chicago- IL, United States, 2University Hospital Zürich, Department 
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Sacro Cuore, IBD Unit, Rome, Italy, 4Icahn School of Medicine at 
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6Pfizer Inc, New York- NY, United States, 7Pfizer Switzerland AG, 
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Background: Tofacitinib is an oral, small molecule JAK inhibitor 
for the treatment of ulcerative colitis (UC). Data from OCTAVE 
Induction 1&2 and OCTAVE Sustain demonstrated that a history 
of extraintestinal manifestations (EIMs) was shown not to influence 
the efficacy of tofacitinib 10 mg twice daily (BID).1 We explored the 
efficacy and safety of tofacitinib in patients (pts) with and without 
a history of EIMs in the open-label, long-term extension study, 
OCTAVE Open.
Methods: Efficacy and safety (treatment-emergent serious adverse 
events of interest) data from OCTAVE Open (NCT01470612) were 
analysed by history of EIMs. Tofacitinib dose in OCTAVE Open was 
based on baseline remission status; pts in remission received tofaci-
tinib 5 mg BID; all others received 10 mg BID. The frequency of pre-
defined prior and active EIMs at OCTAVE Open baseline (peripheral 
arthritis [PA]; sacroiliitis; ankylosing spondylitis [AS]; myopathy; pyo-
derma gangrenosum; erythema nodosum; scleritis, episcleritis; uveitis, 
iritis; oral ulcer/stomatitis; and thromboembolic disorder) and new 
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occurrences of EIMs at Month (M)36, or at early termination, were 
evaluated in pts with non-missing data.
Results: In OCTAVE Open, 113/935 (12.1%) had EIMs at baseline 
(7/174 [4.0%] tofacitinib 5  mg BID; 106/761 [13.9%] tofacitinib 
10 mg BID). Pts with EIMs were more likely to be female (61.1%), 
have a total Mayo score of ≥3 (93.8%) at OCTAVE Open baseline 
and have disease duration ≥6 years (60.2%), prior tumour necrosis 
factor inhibitor failure (61.9%), prior immunosuppressant treatment 
(86.7%) or corticosteroid use (54.0%) at induction study baseline, 
compared to those without EIMs (38.8%, 78.7%, 49.6%, 50.9%, 
74.5% and 43.9%, respectively). There was no consistent trend in 
the proportions of pts with and without EIMs at baseline who met 
the OCTAVE Open efficacy endpoints (Table 1). Tofacitinib 5 and 
10 mg BID had comparable safety in pts with or without EIMs at 
baseline (Table 2). In pts with EIMs at baseline, the most frequent 
active EIMs were PA (51/113 [45.1%]), sacroiliitis (6/113 [5.3%]), 
oral ulcer/stomatitis (5/113 [4.4%]), myopathy (4/113 [3.5%]) and 
AS (4/113 [3.5%]). At M36, 4/428 [0.9%] had new occurrences of 
PA and there were no new occurrences of sacroiliitis (0/468 [0%]), 
oral ulcer/stomatitis (0/460 [0%]), myopathy (0/469 [0%]) or AS 
(0/469 [0%]).
Conclusion: The presence or absence of a history of EIMs at baseline 
did not impact the long-term efficacy and safety of tofacitinib in pts 
with UC. New occurrences of EIMs were infrequent.

Reference
1. Rubin DT et al. Therap Adv Gastroenterol 2021; 14: 1–12.
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Systematic review: The impact and importance of 
body composition in Inflammatory Bowel Disease
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A. Thompson1, G. Malietzis3, P. Lung2, S. Singh4, C.H. Choi2, 
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Background: Alterations in body composition are common in 
Inflammatory Bowel Disease (IBD) and have been associated with dif-
ferences in patient outcomes. We systematically reviewed the literature 
to consolidate knowledge on the impact and importance of body com-
position in IBD.
Methods: We conducted a systematic review according to PRISMA 
guidelines. A  systematic search of MEDLINE, EMBASE and 
conference proceedings was undertaken by combining two key 
research themes: Inflammatory Bowel Disease and body compos-
ition. Studies which examined alterations in body composition in 
patients with IBD and studies which explored the impact of body 
composition on IBD therapeutic outcomes and prognosis were 
included.
Results: 55 studies were included in this review. 31 studies focused on 
the impact of Inflammatory Bowel Disease on body composition with 
a total of 2,279 patients and mean age of 38.4 years. Of these, 1,071 
(47%) were male. 1470 (64.5%) patients had CD and 809 (35.5%) 
had UC. Notably, fat mass and fat-free mass were reduced, and higher 
rates of sarcopaenia were observed in those with active IBD compared 
with those in clinical remission and healthy controls. 24 additional 
studies focused on the impact of derangements in body composition 
on IBD outcomes. Alterations in body composition were associated 
with poorer prognoses including higher rates of surgical intervention, 
post-operative complications, and reduced muscle strength. In addition, 
higher rates of early treatment failure and primary non-response were 
seen in patients with myopaenia.
Conclusion: Patients with IBD have alterations in body composition 
parameters in active disease and clinical remission. The impact of body 
composition on disease outcome and therapy are broad and require 
further investigation. The augmentation of body composition param-
eters in the clinical setting has the potential to improve IBD outcomes 
in the future.

P609
Significant variations in practice in managing mild-
Crohn’s disease: results from the 2021 Y-ECCO-
ClinCom survey

R. Dart*1,2, P. Irving1
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2King’s College London, Peter Gorer Department of Immunobiology, 
London, United Kingdom

Background: Epidemiological data suggests Crohn’s disease (CD) runs 
a mild course in a third of patients. Furthermore, the AZTEC study 
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demonstrated that 30% of patients with uncomplicated CD respond-
ing to initial therapy remain in clinical remission at one year when 
maintained by placebo (Gastroenterology 2013;145:766). There are no 
proven maintenance strategies other than immunosuppression in CD. 
ECCO does not recommend maintenance therapy in those newly diag-
nosed with uncomplicated disease achieving remission with steroids, 
however in the absence of prognostic biomarkers treatment decisions 
can be difficult, risking over treatment for some. This questionnaire 
aimed to explore clinicians’ prescribing strategies and attitudes toward 
patients with mild CD.
Methods: A questionnaire was devised in conjunction with the Y-ECCO 
and ClinCom committees and distributed to attendees to the 2021 vir-
tual ECCO conference.
Results: 124 complete responses were obtained from gastroenterolo-
gists 54%, gastroenterology trainees 29% with surgeons/nurses com-
prising most of the remainder. 61% respondents were from university 
hospitals, 33% general hospitals and 6% private clinics, 79% of whom 
practise in Europe.
Approaches to induction and maintenance of remission were inves-
tigated in ileocolonic and isolated colonic CD (table and figure). 
Budesonide and or systemic steroids are often used for induction of 
remission in both CD subtypes, however a range of therapeutics are 
also used, with only one respondent taking a wait and see approach 
in colonic but not ileocolonic CD. In both CD subtypes >50% of 
patients who achieve steroid-induced remission would be main-
tained using immunosuppression with either an immunomodula-
tor or biologic, whereas 28% and 6% (ileocolonic) and 20% and 
19% (colonic) would watch and wait/treat with 5-ASA respect-
ively, representing significant variation in practise. 80% respond-
ents felt development of complicated disease was unlikely in these 
patients, despite this, 60% would treat with maintenance therapy. 
55% respondents felt that mild CD was easy to manage, however 
45% felt neutral or negative towards managing mild CD; the man-
agement approach undertaken by either group of respondents was 
equally varied.
Conclusion: Current practise does not reflect ECCO guidance, likely 
due to uncertainties over the natural history of disease and the dif-
ficulty in predicting complications. Perception of the difficulty of 
managing mild CD did not appear to influence treatment decisions. 
Patients with mild CD comprise a significant proportion of our 
patients, yet management may be less clear cut than for aggressive 
disease and further work on risk stratification and management algo-
rithms may avoid over-treatment of patients who may never develop 
complications.

P610
Safety of COVID-19 vaccine in patients with 
Inflammatory Bowel Disease: preliminary data of a 
national study (ESCAPE-IBD)
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Background: Vaccination is the most effective method to prevent and 
control the SARS-CoV-2 infection. Recommendations consider patients 
with inflammatory bowel disease (IBD), Crohn’s disease (CD) and ul-
cerative colitis (UC), a high-priority population to COVID-19 vaccine 
administration. There were a lot of concerns about vaccination safety 
in the setting of biological and immunomodulatory drugs. The pur-
pose of this study was to present data on safety about anti-SARS-CoV-2 
vaccination in a cohort of IBD patients. These are preliminary data 
of an ongoing multicenter study assessing effectiveness and safety of 
COVID-19 vaccines in patients with IBD treated with immunomodula-
tory or biological drugs (ESCAPE-IBD) sponsored by the Italian Group 
for the study of Inflammatory Bowel Disease (IG-IBD - ClinicalTrials.
gov Identifier: NCT04769258).
Methods: Anti-SARS-CoV-2 vaccine (Pfizer-BioNTech®) in two shots 
were administrated to 427 IBD patients. Afterwards completed vaccin-
ation, telephone or in-person interviews were conducted from February 
to July 2021 by gastroenterologists from referral center to report local 
and/or systemic adverse events (AEs) related to vaccination. Data on 
medical history and treatment was collected from electronic health 
records. Chi-square test was used to compare categorical variables. 
Logistic regression was used to assess the relationship between disease-
related characteristics and the onset of AEs.
Results: 427 patients, 252 CD and 175 UC, were enrolled. All patients 
received two shots of SARS-CoV-2 vaccine. AEs were more common 
in females (70% vs 50% male gender; p<0.001). Most of them (75%) 
were in biological or immunomodulatory therapy. About 58% of 
patients had at least one side effect, following the first dose (13%), 
the second (22%) or both doses (23%). Local pain at site of injection 
(31%), fatigue (19%) and fever (15%) were the three most common 
AEs. Flares of the underlying IBD were not reported. The vast ma-
jority of AE were mild and lasted only a few days. No serious AEs were 
reported and no patient was hospitalized. Logistic regression analysis 
revealed that female gender (p<0.001) and younger age (p=0.016) were 
significantly associated with the occurrence of AEs.
Conclusion: The short-term vaccine reactions experienced in this co-
hort of IBD patients were mostly self-limiting, including local pain at 
the injection site, fatigue and fever. We found a good safety profile of 
SARS-CoV-2 vaccination in our cohort.
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P611
Serological biomarkers of type VI and XXII 
collagen formation predict and monitor infliximab 
treatment response in patients with Crohn’s 
disease

M. Sorokina Alexdóttir*1, A.R. Bourgonje2, M.A. Karsdal1, 
A.C. Bay-Jensen1, M. Pehrsson1, R. Loveikyte2, 
H.M. van Dullemen2, M.C. Visschedijk2, E. A. M. Festen2, 
R.K. Weersma2, K.N. Faber2, G. Dijkstra2, J.H. Mortensen1

1Nordic Bioscience, Immunoscience, Herlev, Denmark, 2University 
Medical Center Groningen, Department of Gastroenterology and 
Hepatology, Groningen, The Netherlands

Background: Crohn’s disease (CD) is a chronic inflammatory disease of the 
gastrointestinal (GI) tract characterized by excessive protease activity and 
extracellular matrix (ECM) remodeling. Although biologics such as TNF-
α antibodies have improved the management of disease, up to 30–50% 
of patients still experience non-response to treatment. Biomarkers may 
be useful to improve therapeutic decision-making and monitor treatment 
response, thereby optimizing biological therapy and decreasing the risk 
of surgical intervention. This study assessed whether serological bio-
markers of ECM turnover could monitor or predict response to TNF-α-
antagonists in patients with and without surgical history.
Methods: Using protein fingerprint technology, serum biomarkers of 
type VI (PRO-C6) and XXII (PRO-C22) collagen formation were meas-
ured in 63 patients with CD undergoing infliximab (IFX) induction 
therapy. Disease activity was defined by a composite of the Harvey-
Bradshaw Index (HBI) and physician’s global assessments (PGA). 
Response to treatment was defined as steroid-free remission (HBI<5) 
at week 14. Patients were stratified according to history of prior sur-
gery. Patients with history of prior surgery (n=18) were 10 responders 
and 8 non-responders. Patients without history of prior surgery (n=45) 
were 40 responders and 5 non-responders. Differences in marker levels 
between groups were determined using Mann-Whitney U-tests. Area 
under the curve (AUC) values were generated using receiver operating 
characteristics (ROC) statistics.
Results: In patients with history of prior surgery, PRO-C22 was higher 
at baseline in responders than non-responders (P=0.004). At week 14, 
responders had higher levels of PRO-C6 than non-responders (P<0.05). 
Biomarkers PRO-C6 and PRO-C22 demonstrated predictive value at 
baseline (AUC [95% CI]: PRO-C6 0.78 [0.55–1.0], P=0.012; PRO-
C22 0.90 [0.73–1.0], P<0.001). At week 14, PRO-C6 was also able to 
discriminate between responders and non-responders (AUC [95% CI]: 
0.82 [0.54–1.0], P<0.01). No significant differences were observed in 
patients without history of prior surgery (Figure 1).

Conclusion: In patients with a history of prior surgery, higher base-
line levels of PRO-C22 predict treatment response to IFX, whereas 
PRO-C6 levels were higher at week 14 after treatment initiation. These 
biomarkers demonstrated promising results in predicting response 
to anti-TNFα treatment, as well as separating responders from non-
responders at week 14. Together, these markers could be used to predict 
and monitor treatment response to IFX in patients with CD with sur-
gical history and may shed light on different profiles of ECM turnover. 
Future studies are warranted to further validate the potential utility of 
these biomarkers in larger patient cohorts.

P612
Mirikizumab Pharmacokinetics and Exposure - 
Efficacy Relationships in Patients with Ulcerative 
Colitis

S. Friedrich*1, L. Chua1, J.L. Tuttle2, B.G. Feagan3, W.J. Sandborn4

1Eli Lilly and Company, Immunology, Indianapolis, United States, 2Eli 
Lilly and Company, Lilly Biotechnology Center, San Diego, United 
States, 3Western University, Gastroenterology, London- ON, Canada, 
4University of California San Diego, Gastroenterology, La Jolla, United 
States

Background: Mirikizumab (miri), a p19-directed IL-23 antibody, dem-
onstrated efficacy in a Phase 2 trial in patients with moderately-to-
severely active ulcerative colitis (UC)1 (NCT02589665). Analyses of the 
pharmacokinetics (PK) of miri and the relationships between exposure 
and efficacy at Week 12 are reported.
Methods: Patients were randomised to receive IV placebo, miri 50 mg 
or 200 mg with possibility of exposure-based dose increases, or miri 
600  mg every 4 weeks, with efficacy assessment at Week 12. Serum 
concentrations of miri were analyzed using population PK methods. 
Population models were also used to evaluate the relationships between 
various clinical efficacy measures at Week 12 and miri exposure. The 
effects of patient factors on both PK and exposure-efficacy relation-
ships were evaluated. Model-based and graphical methods were also 
used to understand the potential for confounded relationships between 
miri exposure and efficacy.
Results: A systemic clearance of 0.023 L/hr was estimated for miri, 
similar to estimates in healthy subjects and patients with psoriasis. 
Miri exposure increased in a linear manner. Patients with lower 
serum albumin concentration or lower body weight tended to have 
significantly higher clearance or lower volume of distribution, re-
spectively (p<0.01); however, the magnitude of the impact was small 
and contributed less than 15% to random variability. The model-
based exposure-response analyses generally showed that patient fac-
tors had a stronger impact on efficacy at Week 12 than miri exposure. 
Prior biologic experience and baseline rectal bleeding (RB) score had 
significant impacts (p<0.01) on the estimated placebo effect and 
maximal miri treatment effect (Emax), respectively. In the clinical re-
sponse model, the estimated placebo response rate was 20 percentage 
points higher in biologic naïve vs experienced patients. The estimated 
response rate at a miri dose of 600mg was 28% higher in patients 
with a baseline RB≥2. Inclusion of these factors in the exposure-effi-
cacy models caused the estimated EC50 to drop substantially, sug-
gesting that the post-hoc exposure-efficacy relationships are likely 
confounded based on these patient factors. Graphical evaluations 
also suggested the presence of confounding factors.
Conclusion: Miri PK in UC patients was consistent with PK observed in 
healthy subjects and psoriasis patients. Evaluation of the relationships 
between miri exposure and efficacy in UC patients accounted for the 



i542 Poster presentations

potential impact of patient factors. Confounding patient factors may 
distort the true cause-effect relationship between exposure and efficacy 
and were carefully considered in support of optimal selection of doses 
for miri Phase 3 studies.

Reference
1. Gastroenterology. 2020;158(3):537–549.

P613
Comparative objective effectiveness of 
vedolizumab and ustekinumab in a real-life cohort 
of active Crohn’s disease patients failure to TNF 
inhibitors

S. Onali*1, D. Pugliese2, F.A. Caprioli3, A. Orlando4, L. Biancone5, 
O.M. Nardone6, N. Imperatore7, G. Fiorino8, M. Cappello9, A. Viola10, 
M.B. Principi11, C. Bezzio12, A. Aratari13, S. Carparelli14, S. Mazzuoli15, 
F. Manguso7, L. Grossi16, G. Bodini17, D. Ribaldone18, G. Mocci19, 
L. Minerba20, A. Favale21, M. Grova22, L. Scucchi23, S. Segato24, 
W. Fries25, F. Castiglione26, A. Armuzzi2, M.C. Fantini27

1Università degli Studi di Cagliari, Scienze Mediche e Sanità Pubblica, 
Cagliari, Italy, 2CEMAD – IBD UNIT - Unità Operativa Complessa 
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Mediche e Chirurgiche- Fondazione Policlinico Universitario 
“A. Gemelli” IRCCS- Rome- Italy., Dipartimento Universitario 
di Medicina e Chirurgia Traslazionale- Università Cattolica del 
Sacro Cuore., Roma, Italy, 3Università degli Studi di Milano- Italy. 
Gastroenterology and Endoscopy Unit- Fondazione IRCCS Cà 
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“Villa Sofia Cervello” Hospital- Palermo- Italy, ibd unit, palermo, 
Italy, 5University of Rome “ Tor Vergata”- Rome- Italy, Department 
of Systems Medicine, roma, Italy, 6AOU Federico II Napoli- Italy, 
Department of Clinical Medicine and Surgery, Napoli, Italy, 7AORN 
A. Cardarelli of Naples- Italy, Gastroenterology and Endoscopy Unit, 
Napoli, Italy, 8Humanitas University- Pieve Emanuele- Milan- Italy, 
Department of Biomedical Sciences, Milano, Italy, 9University of 
Palermo- Sicily- Italy, IBD Clinic- Gastroenterology Section- Promise, 
Palermo, Italy, 10University of Messina- Italy, IBD-Unit- Department. 
of Clinical and Experimental Medicine, Messina, Italy, 11Policlinico-
Università Bari- Italy, Gastroenterology Section D.E.T.O., Bari, 
Italy, 12Asst Rhodense- Rho - Milan - Italy, Gastroenterology Unit, 
Milano, Italy, 13Ospedale San Filippo Neri- Rome- Italy, Unità 
operativa semplice IBD, Roma, Italy, 14Fondazione Casa Sollievo 
della Sofferenza - IRCCS - San Giovanni Rotondo- Italy, UOC di 
Gastroenterologia ed Endoscopia Digestiva, San Giovanni Rotondo, 
Italy, 15Ospedale “Mons Raffaele Dimiccoli”- Barletta- Italy, UOC 
di Gastroenterologia-, Barletta, Italy, 16G d’Annunzio University 
DSMOB Ospedale Spirito Santo Pescara- Italy, Gastroenterology 
Unit, Pescara, Italy, 17Policlinico San Martino- Università degli 
studi di Genova- Genova- Italy, Gastroenterology Units-, Genova, 
Italy, 18Università degli Studi di Torino- Italy, Dipartimento 
di Scienze Mediche, Torino, Italy, 19G. Brotzu- Cagliari- Italy, 
Gastroenterologia ARNAS, Cagliari, Italy, 20Università di Cagliari, 
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Digestiva -, Varese, Italy, 25University of Messina- Italy, IBD-Unit- 
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26AOU Federico II Napoli- Italy, Gastroenterology- Department of 
Clinical Medicine and Surgery, Napoli, Italy, 27Università di Cagliari, 
Departement of Medical Science and Public Health, Cagliari, Italy

Background: The use of ustekinumab (UST) and vedolizumab (VDZ) 
as second line therapy in Crohn’s disease (CD) patients failing tumour 
necrosis factor alpha inhibitors is still debated. The aim of the study 
was to compare in a large multicentre observational retrospective 
cohort, the effectiveness of UST and VDZ as second line therapy as 
assessed by clinical and objective outcomes including endoscopy and 
gastro intestinal (GI)-imaging.
Methods: Clinical response, remission and steroid-free remission at 
week 26 and 52 were evaluated in a retrospective cohort of CD patients 
previously experienced TNF-alpha inhibitors (primary or secondary 
failure, and intolerant). Objective response and remission were evalu-
ated by one or more techniques including ileocolonoscopy, magnetic 
resonance (MR)/computer tomography (CT) enteroclysis and small 
bowel ultrasound (US) performed within 3 months before the begin-
ning of the treatment and after one year of therapy. Inverse propensity 
of treatment weighting (IPTW) and propensity score matching (PMS) 
methods were used for statistical analysis.
Results: 470 CD patients (239 UST and 231 VDZ) were included 
in the study. At week 26 clinical response, clinical remission and 
steroid free remission were similar between the two groups (Figure 
1)  At week 52, clinical remission and steroid-free remission rates 
were significantly higher in VDZ-treated patients (clinical remission: 
UST 42.5% vs VDZ 55.5%, p=0.01; steroid-free clinical remission 
UST 40.6% vs VDZ 51.1%, p=0.038; Figure 1). 302 patients (135 
UST and 167 VDZ) had objective evaluation of disease activity at 
baseline and week 52. At week 52 objective response and remission 
rates were similar between the groups. (Figure 2). Clinical response 
at week 26 predicted steroid-free remission at week 52 in both UST- 
and VDZ-treated patients. Safety profiles were similar between the 
two groups.
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Conclusion: One-year treatment with VDZ was associated with higher 
rate of clinical remission as compared to UST, but no difference was 
observed between the two groups when objective outcomes were 
investigated

P614
Proactive infliximab is superior to either 
conventional infliximab and vedolizumab in 
Inflammatory Bowel Disease

I. Rodrigues*1, J. Serrazina1, I. Botto1, S. Fernandes1, S. Bernardo1, 
A.R. Gonçalves1, P. Moura Santos1, A. Valente1, L. Correia1, 
R. Tato Marinho1

1Centro Hospitalar Universitário de Lisboa Norte - Hospital de Santa 
Maria, Gastroenterology, Lisbon, Portugal

Background: Available evidence suggests that vedolizumab may be 
as effective as Infliximab (IFX) in patients with inflammatory bowel 
disease. However, it is unknown if proactive therapeutic drug monitor-
ing may improve these results.
Methods: Retrospective study including consecutive patients under 
conventional management with IFX (n=108), vedolizumab (n=80) 
and proactive IFX (n=139) aiming at a trough level (IFXTL) between 
5–10  µg/mL. We evaluated the rates of fecal calprotectin remission 
(<250 µg/g) at week 14 and 2 years, and clinical remission, treatment 
discontinuation, hospitalization, and surgery at 2 years. Primary non-
responders were excluded.
Results: Proactive IFX was superior to vedolizumab in respect 
to Fc remission at week 14 (56.8% vs 34.2%; P=0.001) and at 
2-years (74.8% vs 35.9%, P<0.001), clinical remission (79.9% 
vs 58.0%, P=0.001), and treatment discontinuation (24.5% vs 
39.5%, P=0.015), without significance for other outcomes. These 
results remained significant after correcting for prior anti-TNF use 
(P=0.027, P<0.001, P=0.01, and P=0.03). Conventional IFX was su-
perior to vedolizumab in respect to Fc remission at 2-years (51.9% vs 
35.9%, P=0.022), and treatment discontinuation (15.7% vs 39.5%, 
P<0.001), without significance for other outcomes. However, these 
results were not significant after correcting for prior anti-TNF use 
(P=0.367 and P=0.065).
Conclusion: Our findings suggest that vedolizumab is as effective as 
conventional IFX. However, proactive IFX was superior to vedoli-
zumab in most clinical outcomes.

P615
Improving IBD monitoring by understanding 
preanalytical faecal calprotectin variability

O. Schröder*1,2, K. Farrag1,2, A. Böcher3, A. Helmschrodt3, A. Aksan2,4, 
R. Ehehalt5, J.M. Stein1,2,6

1DGD Clinics Sachsenhausen, Department of Gastroenterology and 
Clinical Nutrition, Frankfurt am Main, Germany, 2Interdisciplinary 
Crohn-Colitis Centre Rhein-Main, Scientific Research, Frankfurt am 
Main, Germany, 3Immundiagnostik AG, Analytic Services, Bensheim, 
Germany, 4Justus-Liebig University Giessen, Institute of Nutritional 
Science, Giessen, Germany, 5Gastroenterological Practice, Clinical 
Research, Heidelberg, Germany, 6Goethe University Frankfurt, Institute 
of Pharmaceutical Chemistry, Frankfurt am Main, Germany

Background: Currently, faecal calprotectin (fCal) is considered the 
best available biomarker for both diagnosing and monitoring IBD. 
However, little is known about the stability of this protein in stool: 
The few studies available are contradictory. Our aim was to investigate 
the pre-analytical and biological variability of fCal in order to provide 
tools for its interpretation in the clinical setting.
Methods: Samples from 36 patients with IBD were collected to verify 
the preanalytical stability of fCal. Aliquots of homogenised stool were 
stored at room temperature and 37°C and fCal concentration measured 
for 7 consecutive days. In addition, fCal stability was assessed at each 
respective temperature in assay-specific extraction buffer.
Results: Baseline fCal concentration in stool samples varied from 14 to 
2210 µg/g. In aliquots or raw stool samples kept at room temperature, 
mean change from baseline on days 1, 4 and 7 was -30,95%, -43,66%, 
and -58,68%, respectively. This decline was irrespective of fCal concen-
tration at baseline, but significantly reduced by using an assay-specific 
extraction buffer (Fig.1).

Figure 1.
Conclusion: fCal is not stable at room temperature. Patients with IBD 
and their carers may be falsely reassured by low calprotectin values. 
Our results indicate that for preanalytical fCal handling, samples 
should only be stored at room temperature in the short term (up to 
24 h). While refrigeration may be suitable for up to 48 h, the use of 
special extraction fluids improves fCal stability for a longer period. The 
sending of stool samples by post should therefore be avoided unless 
extraction buffer is used.

P616
Safety of COVID-19 vaccines in patients with IBD

N. Dussias*1, A. Carbone1, L. Melotti1, H. Privitera Hrustemovic1, 
M. Salice1, E. Scaioli1, C. Calabrese1, F. Rizzello1, P. Gionchetti1

1University of Bologna, Dept. of surgical and medical sciences, Bologna, 
Italy

Background: COVID-19 vaccines have demonstrated excellent efficacy 
and safety profiles among the general population. However, studies 



i544 Poster presentations

have shown that vaccine hesitancy remains a significant problem espe-
cially in patients with chronic diseases, in part because of a lack of data 
regarding vaccine safety in these special populations. With this in mind, 
we investigated rates of vaccine-related side effects and disease flares in 
patients with inflammatory bowel disease (IBD).
Methods: We conducted an online survey of patients with Crohn’s 
disease (CD) and ulcerative colitis (UC) who were vaccinated from 
January 23 to October 15, 2021 with COVID-19 vaccines approved 
in Europe. We collected data regarding patient demographics, disease 
type, treatment and activity at the time of vaccination, patient-reported 
systemic side effects, and rates of disease flares and outcomes within 
15 days of both vaccine doses.
Results: A total of 329 (179  M, 150 F) patients participated in the 
survey, 162 with CD and 167 with UC. Mean age was 47.1  years 
(range 19–80). Patients were vaccinated with Pfizer-BioNTech (46.8%), 
Moderna (51.7%) or Oxford/AstraZeneca (1.5%). Three patients 
received only one dose because of recent prior infection, and one pa-
tient received a single dose dose due to infection before vaccine cycle 
completion. At the time of vaccination most patients (63.8%) reported 
disease remission, 22.8%= mild activity, 12.8%= moderate, 0.6%= se-
vere. Mesalazine monotherapy was reported in 174 patients, 89 were 
on biologics, 8 were on azathioprine, and 58 were not undergoing 
treatment at the time of vaccination. Nineteen were on concomitant 
corticosteroid treatment.
After the first dose, the most common side effects were mild: fatigue 
(38.6%), arthromyalgia (16.7%), headache (14.3%), fever (6.7%) and 
nausea (1.8%). Side effects after the second dose were more frequent 
but similar in nature (fatigue= 54.8%, fever= 34.8%, arthromyalgia= 
31.7%, headache= 22.8%, nausea= 2.5%).
Fourteen patients (4.3%) reported disease flare after the first dose and 
26 patients (8%) after the second dose. Characteristiscs of these patients 
are summarized in Table 1. Most flares were self-limiting and did not 
require modification in treatment. In the five cases where treatment 
modification was required, two already had moderate/severe disease at 
the time of vaccination, one had suspended biologic treatment, and two 
patients had autonomously suspended maintenance therapy.
Conclusion: Disease flares are infrequent and generally self-limiting 
after COVID-19 vaccination in patients with IBD. Other side effects are 
mild and comparable to the general population. Vaccination is strongly 
recommended in patients with IBD, and patients should be reassured 
about their safety.

P617
Switching from an intensified regimen of 
infliximab to a subcutaneous  
standard dose in adults with Inflammatory  
Bowel Disease: our experience in a tertiary  
hospital

I. Chivato Martín Falquina1, R.M. Saiz Chumillas1,  
L. Arias Garcia1, B. Vicente González2, N. Revilla Cuesta2, 
L. Alba Hernández1, L. Andrés Pascual1,  
B. Sicilia Aladrén1*
1Hospital Universitario de Burgos, IBD unit- gastroenterology, Burgos, 
Spain, 2Hospital Universitario de Burgos, Hospital Pharmacy, Burgos, 
Spain

Background: Intravenous (IV) infliximab is a first line treat-
ment for moderate or severe flare of inflammatory bowel disease. 
Recently a new formulation of infliximab with subcutaneous 
(SC) administration has been developed and approved for this  
indication.
Methods: From March 2021, 14 patients diagnosed with inflamma-
tory bowel disease (Crohn’s disease-CD- or ucerative colitis-UC), in 
clinical remission for at least 6 months with infliximab IV who had 
needed previous intensification, either because of a reactive therapeutic 
drug monitoring and loss of response, or because of a proactive drug 
monitoring (trough levels <3µg/ml), were switched to SC infliximab. 
We analized retrospectively from the start of SC infliximab until week 



Abstracts  of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i545

8 after switch, fecal calprotectin levels (FC), C reactive protein (CRP), 
concomitant treatment, trough levels, treatment adherence, need for in-
tensification or relapse, and adverse events.
Results: Four patients (28,57%) were diagnosed with CD, 10(71,4%) 
were diagnosed with UC (Table 1). Median duration of IV treatment 
was 53  months (IQR 33–59). Reasons for starting infliximab were 
corticodependence in 6 patients (42,8%), corticorefractoriness in 
6(42,8%) and topdown strategy in B2 phenotipe with Crohn’s disease 
in 2 (14,3%). Reasons for intensification were: loss of response in 5 
patients (35,7%), intensified induction in one (7,1%), proactive thera-
peutic drug monitoring in 8 (57,14%) (graphic 1). Intensification regi-
mens are shown in graphic 2. Eleven patients (78,57%) were still in an 
intensified regimen when switched. All patients were in clinical and bio-
chemical remission (FC<200 µg/g and CRP<10 mg/dl) before switch. 
Median basal infliximab trough levels before switch were 6,98µg/ml 
(IQR 2,4-10,5); median trough levels 8 weeks after switch were 14,12 
(IQR 12,22-22,7) (p=0,003) (graphic 3). Thirteen patients (92,8%) fol-
lowed treatment and stayed in clinical remission. One patient, treated 
with original IV infliximab before switch, relapsed after third subcuta-
neous administration, and did not respond to reintroduction of original 
IV infliximab. There were no adverse events.

Conclusion: In our centre, switching from IV to standard dose SC inf-
liximab maintained clinical and biochemical remission in patients that 
previously needed intensified regimen, improving trough levels without 
any adverse events. These findings provide potential therapeutic 
insights into SC infliximab as a monotherapy agent for inflammatory 
bowel disease.

P618
Pre-operative oral enteral nutritional optimisation 
for Crohn’s disease: A retrospective UK tertiary IBD 
centre cohort study

S. Meade1*, K.V. Patel2, R.P. Luber3, D. O’Hanlon4, A. Caracostea1, 
P. Pavlidis5, S. Honap1, C. Anandarajah1, N. Griffin6, S. Zeki1, S. Ray1, 
J. Mawdsley1, M.A. Samaan1, S.H. Anderson1, A. Darakhshan7, 
K. Adams7, A. Williams7, J.D. Sanderson1, M. Lomer4, P.M. Irving1

1Guy’s and St Thomas’ Hospital, Gastroenterology, London, 
United Kingdom, 2St George’s Hospital, Gastroenterology, 
London, United Kingdom, 3The Alfred Hospital, Gastroenterology, 
Melbourne, Australia, 4Guy’s and St Thomas’ Hospital, Dietetics, 
London, United Kingdom, 5King’s College London, School of 
Immunology and Microbial Sciences, London, United Kingdom, 
6Guy’s and St Thomas’ Hospital, Radiology, London, United 
Kingdom, 7Guy’s and St Thomas’ Hospital, Colorectal Surgery, 
London, United Kingdom

Background: Low quality evidence suggests that pre-operative exclu-
sive enteral nutrition (E/EN) can improve post-operative outcomes in 
patients with small bowel Crohn’s disease (CD). It is not standard prac-
tice in most centres. We aimed to test the hypothesis that pre-operative 
EN in patients undergoing surgery for CD is associated with improved 
post-operative outcome.
Methods: We performed a single-centre retrospective observational 
study comparing surgical outcomes in patients receiving 2 weeks 
pre-operative EN with those who received no nutritional optimisa-
tion. Consecutive adult patients undergoing ileal or ileocolonic resec-
tion for CD from 2008–2020 were included. The primary end-point 
was post-operative complications <30-days. Secondary end-points 
included specific surgical complications, unplanned stoma formation, 
length of stay, length of bowel resected and biochemical/anthropo-
metric changes.
Results: 302 surgeries were included (Fig 1) comprising 104 without 
nutritional optimisation and 198 optimised cases. EN was delivered 
orally in all patients not requiring PN. Patients were optimised for 
median 59 (42–80) days. The optimised cohort were younger at op-
eration and diagnosis, with an increased frequency of penetrating 
disease, and exposure to antibiotics or biologics. They were more 
likely to undergo laparoscopic surgery and had favourable outcomes 
on multivariable analysis (MVA): all complications [OR 0.35; 0.17–
0.72, p=0.004], surgical complications [OR 0.39; 95% CI 0.18–0.85, 
p=0.02], non-surgical complications [OR 0.29 95% CI 0.11–0.77, 
p=0.01] and infective complications [OR 0.30; 95% CI 0.13–0.69, 
p=0.005]). There were fewer grade 1 and 2 complications in the opti-
mised cohort (6/198 grade 1 [3.0%] vs 13/104 [12.5%], p=0.001 and 
27/198 grade 2 [13.6%] vs 25/104 [24.0%], p=0.02). Rates of un-
planned stoma formation, length of stay and length of bowel resected 
were similar.
Nutritional optimisation was associated with an increase in serum 
albumin (p<0.001) and reduction in serum C-reactive protein (CRP, 
p<0.001). Optimised patients had a significantly lower serum CRP 
pre-operatively compared to the non-optimised cohort (4.0 [1.0–13.0] 
mg/L vs 8.0 [4.0–35.0] mg/L, p<0.001).
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Poor baseline biochemical parameters (low albumin [p<0.001], low 
haemoglobin [p=0.04] and high CRP [p=0.02]), and low body mass 
index (p=0.003) were associated with EN failure. Low baseline serum 
albumin was the only predictor of EN failure on MVA (p=0.02). In 
the highest risk group (albumin<30g/L) there was still a 27.3% rate of 
treatment success (Fig 2).
Conclusion: Oral EEN was well tolerated and associated with a reduc-
tion in 30-day post-operative complications. Prospective randomised 
controlled trials are required to confirm these findings.

P619
Patterns of Anti-TNF Prescribing & Therapy 
Outcome in a Large Multicentre Cohort of 
Inflammatory Bowel Disease Patients

J. Doherty1, R. Stack2, N. O Morain2, C. Coe2, R. Corcoran3, B. Ryan4, 
G. Doherty2, D. Mc Namara5, D. Kevans6, INITIative Ireland
1St James Hospital, Gastroenterology, Dublin, Ireland, 2Centre for 
Colorectal Disease- St Vincent’s University Hospital & School of 
Medicine- University College Dublin, Department of Gastroenterology, 
Dublin, Ireland, 3St James Hospital- Dublin, Department of 
Gastroenterology, Dublin, Ireland, 4Tallaght University Hospital- 
Dublin, Department of Gastroenterology-, Dublin, Ireland, 5Tallaght 
University Hospital- Dublin, Department of Gastroenterology, Dublin, 
Ireland, 6St James Hospital- Dublin, Department of Gastroenterology-, 
Dublin, Ireland

Background: Anti-TNF agents are effective therapies for Inflammatory 
Bowel Disease (IBD), however, a significant proportion of patients lose 
response over time. Real world data on prescribing practices and out-
come of anti-TNF therapy are of utility to practicing clinicians
Methods: To evaluate Anti-TNF prescribing practice and durability of 
Anti-TNF response in a large multicentre IBD cohort. IBD patients com-
mencing an anti-TNF agent, as first biologic therapy, at participating 
academic centres were identified from institutional databases. Baseline 
demographic data, concomitant medication and biologic therapy his-
tory were collected. Adalimumab(ADA) and Golimumab(GOL) were 
consider subcutaneous(SC) anti-TNF agents. Date of commencement 
and discontinuation of first and second line anti-TNF therapy was 
documented. Kaplan-Meier survival curves were constructed for time 
based analyses. P values less than 0.05 were considered significant in 
all analyses.
Results: N=991 patients with IBD were included in the study. 29%, 
69% and 2% had UC, CD and IBD-U respectively; median [IQR] 
age 27 [19–37] years; 50% female. 31%, 63% and 4% received 
infliximab(IFX), ADA and GOL respectively as first-line anti-TNF 
therapy. 35% of patients received an immunomodulator in combin-
ation with first-line anti-TNF agent. Median [95% CI] survival free of 
therapy discontinuation for first and second-line anti-TNF agents was 
4.6 [3.7 – 5.3] years and 3.0 [2.1 – 3.9] years respectively. Survival free 
of anti-TNF discontinuation was significantly shorter for IFX mono-
therapy group compared with IFX combination therapy, SC anti-TNF 
monotherapy and SC anti-TNF combination therapy groups, p=0.005.
Conclusion: While anti-TNF therapies are effective a significant pro-
portion of patients discontinue therapy over time. Second line anti-
TNF therapy results in a less durable response with a shorter time to 
drug discontinuation compared with first line anti-TNF therapy. The 
use of a combination immunomodulator is particularly important with 
infliximab therapy, however, does not influence durability of response 
for subcutaneous anti-TNF agents.

P620
Differences in illness perceptions of Inflammatory 
Bowel Disease (IBD) between Healthcare 
Practitioners (HCPs) and patients in a UK tertiary 
IBD centre

A. Duff*1, P. Dawson1, P. Pavilidis1

1Guy’s and St. Thomas’ hospital- London, Gastroenterology, London, 
United Kingdom

Background: The common sense model of illness (Leventhal et  al 
1997)  suggests that illness perceptions influence coping strategies and 
outcomes. Negative perceptions of IBD are associated with poorer psy-
chological and physical health, quality of life (Polak et  al, 2019)  and 
adherence (van der Have et al, 2016). There are differences among health-
care professionals in how they view IBD (Dickman et al, 2011) however, 
it is unknown how perceptions of illness vary between patients and HCPs
Methods: All patients with IBD who were referred to IBD psychology 
clinic were asked to complete Brief Illness Perception Questionnaire 
(BIPQ, Broadbent et al, 2006) as part of their assessment.
HCPs as part of the same team were asked to complete 5 items adapted 
from the BIPQ (How long do you think your patients will have IBD, 
how much control do think is possible with IBD, how much do you 
think treatment can help, how much do you feel that you understand 
IBD and how much do you feel IBD affects patients emotionally) and 
asked for 3 causes of IBD.
Descriptive statistics and Mann-Whitney tests were performed as well 
as a thematic analysis (Braun & Clarke, 2006) of the causes.
Results: Data was available for 148 patients and 24 HCPs (11 doctors 
and 13 other HCPs).

There were no significant differences between HCPs and patients in 
their views of illness duration or their understanding of IBD. However, 
patients felt that disease control was less likely and treatment effect-
iveness was less helpful than HCPs. HCPs felt that patients were more 
emotionally impacted by IBD than patients themselves.

There was a difference in how each group ranked the themes. All HCPs 
identified genetics, whereas many fewer patients did. Patients were 
more likely to identify psychological, environmental and lifestyle as 
being important, were more likely to say that the cause was unknown 
or to not respond to the question.
Conclusion: Our findings suggest a disconnect between the views held 
by patients and HCPs as to the underlying cause of their IBD as well 
as our ability to achieve disease control with effective medical therapy. 
This highlights the importance of open communication with and edu-
cation of patients from their first encounter with HCPs and throughout 
their disease course. It is worth noting that all patients included had 
been referred to the IBD psychology service and are more likely to have 
had a difficult disease course or persistent symptoms which may ex-
plain the difference in views on treatment and remission.
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P621
Secure Electronic Document Signing Uptake in 
Biologic Prescribing for Immune Mediate Diseases

S. Sharma*1, J. Jones1, M. Stewart1

1Dalhousie University, Medicine- Gastroenterology, Halifax, Canada

Background: The COVID-19 pandemic drastically impacted workflows 
in gastroenterology practice. Physicians managing immune-mediated 
diseases (IMDs) must complete special authorization (SA) and pre-
scription renewal (Rx) forms for patients on biologic therapy. This 
adds significant administrative burden potentially leading to delays in 
therapy initiation and care continuity. Historically, document comple-
tion has largely been paper-based, with forms faxed between patient 
support programs (PSPs) and physician offices. The use of secure elec-
tronic document signing (SEDS) platforms during the pandemic has 
allowed physicians to receive and complete documents digitally. The 
aim of the project was to evaluate the impact of SEDS-based biologic 
documentation on clinical practice in order to 1) Determine if the use 
of SEDS platforms increased timeliness of document returns compared 
to traditional workflows 2) Assess whether SEDS usage is acceptable 
and sustainable and 3) Assess MD satisfaction with SEDS platforms.
Methods: This was a retrospective audit of SEDS and paper-based bio-
logic document workflows from a single PSP (Abbvie Care). Outcomes 
of interest were the number of documents completed monthly using 
SEDS, new monthly users, and the number of active monthly users be-
tween April 1, 2020-March 31, 2021. Time (days) to SEDS completion 
(vs. paper process) was determined by reviewing timepoint data for SA 
and Rx documents from May 2019-January 2020 (‘pre- SEDS’) and for 
SEDS documents from May 2020-January 2021(‘SEDS’). The return 
time (RT) was defined as the time between date sent to a physician’s 
office by the PSP to the date returned to the PSP. Documents in the pre-
SEDS cohort with a RT exceeding 30 days were excluded.
Results: In total, 5573 SA and Rx documents were completed by 
383 physicians using the SEDS platform from April 2020-March 
2021. A mean of 14.6 (sd 21.8) documents were signed per phys-
ician. The number of monthly electronic documents processed 
increased from 104 in April 2020 to 800 in March 2021. Active 
monthly users increased from 24 in April 2020 to 213 in March 
2021 (31 new users monthly). A total of 19,387 paper documents 
were processed during the ‘pre-SEDS’ period and 3,317 electronic 
documents processed in the ‘SEDS’ period. The mean RT in the ‘pre-
SEDS’ period was 8.03  days (sd 8.2) and the ‘SEDS’ period was 
1.11 days (sd 2.6).
Conclusion: This data demonstrates acceptability, appropriateness, and 
improved processing efficiency of an SEDS platform improving time-
liness of patient care. Next steps in this research include surveying 
physicians to understand the work-flow impact of SEDS, functionality, 
long-term sustainability, satisfaction and impacts on disease related 
outcomes.

P622
Comparison of long-term outcomes of infliximab 
and adalimumab in biologic-naïve patients with 
ulcerative colitis

M.B. Durak1, B. Baspınar1, I.E. Guven1, F. Kivrakoglu1,2, V. Kilic1, 
K. Kosar1, C. Erdogan1, I. Yüksel*1,2

1Ankara City Hospital, Gastroenterology, Ankara, Turkey, 2Ankara 
Yildirim Beyazit University School of Medicine, Gastroenterology, 
Ankara, Turkey

Background: The comparative efficacy and safety of infliximab (IFX) 
and adalimumab (ADA) have revealed variable results in biologic-naïve 
patients with ulcerative colitis (UC), and long-term comparison studies 
between IFX and ADA with or without immunomodulator therapy are 
still needed in patients with UC.
Methods: The aim of this study was to evaluate the long-term effect-
iveness and safety of IFX compared to ADA in biologic-naïve adult 
patients with UC. All data of patients between June 2007 and March 
2021 were collected retrospectively. We compared UC-related hospital-
isation, colectomy, steroid use, and serious infections leading to treat-
ment cessation.
Results: Out of 86 UC patients, 41 started IFX first (mean age at onset: 
34.4 years, 61.0% male) and 45 started ADA first (mean age at onset: 
31.4 years, 60.0% male). Disease duration was 7.2 years for IFX and 
8.1 years for ADA. There were no significant differences between the 
two groups with respect to age, gender, smoking, extraintestinal mani-
festations, immunomodulator usage, or disease extent at the onset of 
anti-TNF therapy (p > 0.05). Concomitant rates of medication includ-
ing mesalazine, sulphapyridine, thiopurine, and steroids were the same 
in both groups (p > 0.05). In the IFX group, baseline haemoglobin (11.7 
vs 13.2, p = 0.05) and albumin (3.8 vs 4.2, p = 0.02) levels were lower 
than those of the ADA group, while C-reactive protein was higher (14.0 
vs 6.0, p = 0.04) than in the ADA group. Total MAYO score at baseline 
was similar in both groups (p = 0.10).
During anti-TNF therapy, steroid use was significantly higher in the 
ADA group (44.4%) compared to IFX (14.6%, p = 0.003). The rates 
of UC-related hospitalisation (IFX 9.8% vs ADA 13.3%, p=0.74) and 
colectomy (IFX 4.9% vs ADA 2.2%, p = 0.60) were similar in IFX and 
ADA groups. Serious infection leading to treatment cessation was not 
different between the two groups (IFX 2.4% vs ADA 4.4%, p=0.54). 
These outcomes were similar in UC patients treated with IFX or ADA 
monotherapy or in combination with an immunomodulator within 
each group, and there was no significant difference between IFX and 
ADA in combination with an immunomodulator regarding those out-
comes (p > 0.05).
Conclusion: In this study, steroid use in the ADA group was significantly 
higher than in the IFX group, although UC-related hospitalisation, 
colectomy, and serious infections were not different in biologic-naïve 
adult patients with UC. We also observed that outcomes were similar 
in patients treated with IFX and ADA monotherapy or in combination 
with an immunomodulator. In the present study, IFX revealed better 
long-term outcomes for first-time treatment of UC patients.

P623
The effectiveness and tolerability of Crohn’s 
disease exclusion diet in adult Crohn’s disease 
patients: a retrospective study

H. Mahajna*1, R. Abu-Salah1, M. Tzur1, N. Kedar1, S. Ben-Horin1, 
U. Kopylov1, T. Engel1

1Sheba Medical Center, Department of Gastoenterology, Ramat Gan, 
Israel

Background: Crohn’s disease exclusive enteral nutrition (EEN), a 
dietary therapy which consists exclusively of liquid formula, was shown 
to be effective in the induction of remission in the pediatric population 
but limited by poor tolerability to avoiding oral food. Crohn’s disease 
exclusion diet (CDED) is based on excluding certain food components 
that are thought to negatively affect the gut immunity, the gut barrier, 
and the microbiome. In children and young adults, CDED combined 
with partial enteral nutrition (PEN) were highly effective in inducing 
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clinical response and remission. Despite the promising data regarding 
the tolerability and effectiveness of CDED in prospective trials, real 
world data, especially those conducted on adult patients’ population, 
still lacks.
Methods: This is a retrospective study of adult CD patients treated 
with CDED at a tertiary medical center (Sheba medical center, Israel). 
All included patients had active CD (Harvey Bradshaw index >4). The 
study endpoint was a composite outcome of clinical response (HBI de-
cline of at least 3 points) or remission (HBI decline to below 5 points) 
at 6 week and at 12–18 weeks.
Results: Overall, 40 patients who met the inclusion criteria were 
treated by CDED between year 2020 and 2021. 67.5% were females; 
mean age 29.5±13.3; mean disease duration 3.4±4.7 years; mean CRP 
20.1±26.1mg/dl; mean calprotectin 599.4±510.5 mcg/g at study onset;
At CDED initiation, 17 (42.5%) were bio-naive; 14 (35%) were under 
maintenance therapy with a biologic; for 15 (37.5%) patients, CDED 
was the first treatment for CD; eleven (27.5%) patients started CDED 
concomitantly with another treatment (7 with corticosteroids and 4 
with biologics). Most (85%) of patients combined the CDED with par-
tial enteral nutrition.
Forty patients and 20 patients underwent a follow-up assessment at 
week 6 and 12–18, respectively. The mean HBI at the beginning of the 
study was 8.0±3.9 and declined to 4.5±3.0 and 3.7±2.9 at weeks 6 and 
12–18, respectively. Twenty-six (65%) patients and 16 (40%) patients 
achieved the study composite endpoint by week 6 and 12–18, respect-
ively. Four (10%) patients required corticosteroid treatment during the 
CDED treatment. Patients who achieved the study endpoint at week 6 
had shorter durations of the disease (2.3±3.8 vs 5.6±5.4 years, P=0.03) 
compared to patients who didn’t. No other significant differences were 
noted in disease characteristics and disease activity parameters between 
responders and non-responders.
Conclusion: In a real-world setting, treatment with CDED (either ex-
clusive or combined with an additional treatment) appears to be ef-
fective in treating adult CD patients but adherence to the diet remains 
a challenge. Further and longer-term real-world studies are warranted.

P624
Long-term effectiveness of anti-TNF therapy in 
pediatric-onset inflammatory bowel diseases: a 
population-based study

M. Fumery*1, G. Savoye2, D. Ley3, C. Dupont4, V. Bertrand5, 
C. Spyckerelle6, N. Guillon3, P. Desreumaux7, C. Gower-Rousseau8, 
H. Sarter9, D. Turck3, A. Leroyer9, EPIMAD
1Amiens University Hospital, Gastroenterology, Amiens Cedex, 1, 
France, 2Rouen University Hospital, Gastroenterology, Rouen, France, 
3Lille University Hospital, Pediatrics, Lille, France, 4Caen University 
hospital, Pediatrics, Gastroenterology, France, 5Le Havre Hospital, 
Pediatrics, Le Havre, France, 6GHICL, Pediatrics, Lille, France, 7Lille 
University Hospital, Gastroenterology, Lille, France, 8Lille University 
Hospital, Epidemiology, Reims, France, 9Lille University Hospital, 
Epidemiology, Lille, France

Background: Anti-TNFs antibodies are the first biologic treatment 
option in inflammatory bowel disease (IBD). The long-term effective-
ness of this strategy at the population level is poorly known, particu-
larly in pediatric-onset IBD.
Methods: All patients diagnosed with Crohn’s disease (CD) or ulcera-
tive colitis (UC) before the age of 17 between 1988 and 2011 in a 
population-based registry were followed retrospectively until 2013. 
Among patients treated with anti-TNFs, the cumulative probabilities of 

anti-TNF failure defined by primary failure, loss of response or intoler-
ance were evaluated. Factors associated with anti-TNF failure were 
investigated by a Cox model.
Results: Among a total of 1007 patients with CD (median disease dur-
ation, 3.2 years IQR (1.2–7.6) and median follow-up 8.8 years (IQR, 
4.6–14.2)) and 337 patients with UC (median disease duration, 2.5 years 
IQR [1.1–4.5] and median follow-up 7.2 years (IQR, 3.8–13.0)), respect-
ively 481 (48%) and 81 (24%) were treated with anti-TNFs. Median age 
at anti-TNF initiation was 17.4  years (IQR, 15.1–20.9). Median dur-
ation of anti-TNF therapy was 20.4 months (IQR, 6.0–59.9). In CD, the 
probability of failure of 1st line anti-TNF therapy at
1, 3 and 5 years was respectively 29.3%, 47.0% and 54.6% for inflixi-
mab (n = 397) and 22.6%, 37.7% and 48.0% for adalimumab (n = 83). 
In UC, the probability of failure of 1st line anti-TNF therapy at 1, 3 
and 5 years was respectively 37.3%, 49.0% and 61.0% for infliximab 
(n = 71) and 12.5% for these 3 timepoints for adalimumab (n = 10). In 
CD, probabilities of primary failure, loss of response and intolerance 
at 5 years were 10.4%, 36.7% and 6.8% (n = 480), respectively; in 
UC, these same probabilities were 7.5%, 39.2% and 11.3% (n = 81), 
respectively. Female sex (Hazard Ratio (HR) 1.43, 95% CI 1.09–1.87; 
p = 0.010) and intestinal resection prior anti-TNF initiation (HR 1.73, 
95% CI 1.21–2.47, p = 0.003) were associated with anti-TNF failure 
in multivariate analysis.
Conclusion: In a population-based study of pediatric-onset IBD, ap-
proximately half of anti-TNFs users discontinue use within 5  years. 
Loss of response account for around two-thirds of failure, both for 
CD and UC.

P625
Predictors of pancreatitis among patients with 
inflammatory bowel disease (IBD) treated with 
vedolizumab (VDZ): Observation from a large 
global safety database

J. Wernicke1, T. Verstak*1, T. Zhang1, W. Spalding1, L. Lee1, Y. Cheng1, 
A. Ademi1

1Takeda Pharmaceuticals International, Takeda Pharmaceuticals 
International, Cambridge, United States

Background: Patients (pts) with IBD are at increased risk of pancrea-
titis. Here, we report a post-marketing safety analysis to identify pre-
dictors of pancreatitis utilising data captured during treatment with 
VDZ in a large Global Safety Database (GSD).
Methods: Takeda’s GSD was queried for case reports (CRs) of ad-
verse events (AEs) following VDZ treatment, from licensure (20 May, 
2014)  through 31 March, 2021. Unsolicited and solicited CRs of 
pancreatitis were coded using the Medical Dictionary for Regulatory 
Activities (version 24.0) high-level term “Acute and chronic pancrea-
titis”. A comparator was created using data from 600 CRs of random, 
non-pancreatitis AEs; cases meeting the regulatory definition of ser-
ious criteria were compared with serious CRs (SAEs) of pancreatitis. 
Unadjusted comparisons were performed using t-tests for continuous 
data and Chi-square tests, Fisher’s exact tests for categorical data. 
Logistic regression analysis was performed to adjust for covariates 
that allowed backward selection. Baseline characteristics included in 
the model were: age, gender, indication, medical history, concomitant 
medications and comorbid conditions. To account for differences in 
pt baseline characteristics between pancreatitis and random CRs, an 
adjusted analysis was performed using inverse probability treatment 
weighting to reduce biases on estimates of average group (gp) effects. 
A p value below 0.05 was considered statistically significant.
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Results: Over the approximate 7  years since regulatory approval of 
VDZ, 196 pts reported pancreatitis. A higher proportion of pts reported 
SAEs in the pancreatitis gp (99.5%, n=195/196) vs the random gp 
(32.5%, n=195/600). An unadjusted comparison between pts with 
SAEs showed that females (p=0.015) and Crohn’s disease (p=0.001) 
were more common in the random gp vs the pancreatitis gp. In the 
pancreatitis gp, 17 pts (8.7%) with SAEs had a known history of pan-
creatitis vs none in the random gp. Fourteen pts (7.2%) with SAEs had 
concurrent cholelithiasis in the pancreatitis gp vs none in the random 
gp. Results of the logistic regression analysis are shown in the Table. 
A number of factors, including age, VDZ indication use, the use of con-
comitant medications, a history of pancreatitis and several comorbid 
conditions strongly associated with the development of pancreatitis. 

Conclusion: This retrospective analysis identified several factors associ-
ated with 196 spontaneous CRs of pancreatitis captured in our large 
GSD of over 700,000 patient-years of exposure to VDZ. This offers 
useful insights into potential predictive factors that could be important 
to inform clinical management of patients with IBD regarding the risk 
of pancreatitis, but further research to confirm these observations is 
warranted.

P626
Anti-TNF monotherapy is associated with an 
adverse clinical outcome in female Inflammatory 
Bowel Disease patients who stop Anti-TNF 
treatment during the third trimester of pregnancy

E. Lastiri*1, C. Herrera-De Guise1, F. Casellas1, L. Mayorga1, 
V. Robles1, E. Cespedes1, Z. Perez1, E. Oller1, N. Borruel-Sainz1

1Hospital Universitari Vall D´Hebron, Servei Aparell Digestiu. Unitat 
D´Atenció Crohn/Colitis, Barcelona, Spain

Background: Anti-TNF drugs are safe during pregnancy in inflamma-
tory bowel disease (IBD), but they cross the placenta most actively in 
the third trimester, and some guidelines still recommend stopping them 
during this period. There few data that examines the impact of anti-
TNF discontinuation on the clinical course of IBD, so we aimed to 
explore the clinical outcomes of IBD pregnant patients who stopped 
anti-TNF at the third trimester.

Methods: We performed a retrospective, longitudinal study on fe-
male IBD patients receiving anti-TNF agents at our IBD clinic. We 
included IBD pregnant patients who discontinued the anti-TNF in 
the third trimester of pregnancy, and we matched these cases in a 1:1 
ratio with non-pregnant female IBD patients by age, type of IBD, type 
of anti-TNF, duration of treatment, location, and behavior of IBD. 
Demographic and clinical variables were collected from 18 months 
before anti-TNF discontinuation and 12  months after discontinu-
ation, and when available endoscopic indices (SES CD and UC). We 
determined whether subjects presented any adverse clinical outcome 
during the follow-up defined as development of disease flare, cortico-
steroid use, hospital admission, need for surgery, biologic dose escal-
ation, or switch.
Results: We included 34 pregnant patients and 34 controls. Patients 
who stopped anti-TNF more frequently presented an adverse clinical 
outcome during the follow-up year when compared to the control 
group (47.1% vs. 23.5% p = 0.04) and flare activity (35, 3 vs. 11.8%, 
p = 0.02). We found no differences in escalation or biologic switch, hos-
pital admission, or surgery between the subjects. We also found an as-
sociation between the development of an adverse clinical outcome and 
anti-TNF monotherapy (p=0.009) and a higher SESCD in the previous 
year (p=0.017). In the multivariate analysis, anti-TNF monotherapy 
was the only independent factor for developing an adverse clinical out-
come up to 1 year after anti-TNF discontinuation (OR: 3.47, CI 95%: 
1.16–10.4, p=0.026). 

Conclusion: In our cohort of female IBD patients on anti-TNF, mono-
therapy was independently associated with an adverse clinical outcome 
in the following year after anti-TNF discontinuation.
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P627
Variables associated with evolution to moderate to 
severe Crohn’s disease at two reference centers in 
Salvador, Bahia, Brazil

C. Da Silva Beda Sacramento1, M. Pamponet Motta*2, 
C. Oliveira Alves2, J. Araujo Mota3, L.M. Goes de Codes1, 
R. Freitas Ferreira4, P. de Almeida Silva4, L. do Prado Palmiro4, 
R. Miranda Barbosa4, M. Nery Andrade5, V. Damasceno Andrade5, 
V. Brandão Vasconcelos5, B. Wasconcellos Thiara6, E. Martins Netto7, 
G. Oliveira Santana7

1Universidade Federal da Bahia - Hospital Universitário Professor 
Edgard Santos, Programa de Pós Graduação em Medicina e Saúde, 
Salvador, Brazil, 2Universidade Federal da Bahia - Hospital Universitário 
Professor Edgard Santos, Gastroenterology, Salvador, Brazil, 
3Hospital Geral Roberto Santos, Gastroenterology, Salvador, Brazil, 
4Universidade Estadual da Bahia, Escola de Medicina, Salvador, Brazil, 
5Escola Bahiana de Medicina e Saúde Pública, Escola de Medicina, 
Salvador, Brazil, 6Universidade Salvador, Escola de Medicina, Salvador, 
Brazil, 7Universidade Federal da Bahia, Programa de Pós Graduação 
em Medicina e Saúde, Salvador, Brazil

Background: The identification of variables associated with evolution 
to moderate to severe disease is essential for the therapeutic manage-
ment of patients with Crohn’s disease (CD). However, studies on this 
topic are scarce in developing countries. The main objective of this 
study is to determine the variables associated with hospitalization in 
patients with CD. The secondary objective is to identify variables asso-
ciated with surgery, intestinal resection, rehospitalization, surgical re-
currence and use of immunobiological therapy.
Methods: Cross-sectional study with a retrospective component that 
involved two reference centers for inflammatory bowel diseases in the 
public health system. Data were collected through a specific question-
naire and review of medical records in the period 2019 to 2021. The 
association between variables was evaluated through Chi-Square test 
and multivariate binary logistic regression.
Results: Were included 220 patients, 50.9% female. The most 
common findings were: age at diagnosis between 17 and 40 years 
(67.7%), colonic location (45.0%) and no stricturing no penetrat-
ing behavior (75.9%). Perianal disease was observed in 27.7% and 
involvement of the upper gastrointestinal (GI) in 16.1% (Table 1). 
174 (79.1%) patients were hospitalized, 109 (49.5%) underwent 
surgery, being 50 (22.7%) bowel resection. 106 (60.9%) were read-
mitted, 13 (26.0%) presented surgical recurrence and 128 (58.2%) 
used immunobiologicals. Perianal disease was the only variable 
associated with hospitalization (p=0.012). Stricturing or pen-
etrating behavior (p<0.001) and perianal disease (p<0.001) were 
associated with surgery. Regarding intestinal resection, ileal or ile-
ocolon location (p=0.044) and stricturing or penetrating behavior 
(p<0.001) were variables associated. The use of corticosteroids in 
the first flare (p<0.001) was associated with rehospitalization, and 
postoperative complications (p=0.029) with surgical recurrence. 
Age at diagnosis below 40 years (p=0.004), upper GI involvement 
(p=0.040) and perianal disease (p<0.001) were associated with the 
use of immunobiologicals (Table 2).
Conclusion: This is a pioneer study in Brazil on variables associated 
with evolution to moderate to severe CD. Perianal disease and stric-
turing or penetrating behavior were associated with more than one 
outcome. Age at diagnosis below 40  years, ileal and ileo-colic loca-
tion, upper GI involvement, use of corticosteroids in the first flare and 
postoperative complications were also variables found. These data 
are similar to those found in countries with a high prevalence of the 
disease1.

Reference
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P628
Processed and ultra-processed food and risk of 
Inflammatory Bowel Disease in the European 
Prospective Investigation into Cancer and Nutrition 
cohort (EPIC-IBD)

C. Dong*1,2, C. Casagrande3, S. Chan4,5, I. Huybrechts3, G. Nicolas3, 
M.C. Boutron-Ruault2, F. Carbonnel1,2

1University Hospital of Bicêtre- Assistance Publique-Hôpitaux de 
Paris and University Paris-Saclay, Department of Gastroenterology, 
Le Kremlin Bicêtre, France, 2Institut Gustave Roussy-University Paris 
Sud, INSERM- Centre for Research in Epidemiology and Population 
Health- U1018- Team, 9, Villejuif, France, 3World Health Organization, 
International Agency for Research on Cancer, Lyon, France, 4Norfolk 
and Norwich University Hospital NHS Trust, Department of 
Gastroenterology, Norwich, United Kingdom, 5University of East 
Anglia, Department of Medicine, Norwich, United Kingdom

Background: During the past decades, human diet has evolved towards 
higher intakes of processed and ultraprocessed food. We have investi-
gated the association between these food groups and the risk of inflam-
matory bowel disease (IBD) in the European Prospective Investigation 
into Cancer and Nutrition.
Methods: 413 590 participants from 8 European countries were 
included. Dietary data were collected at baseline from validated food 
frequency questionnaires. All EPIC food items were expressed as g/
day and categorized according to the NOVA classification: “group 
1—unprocessed or minimally processed foods”; “group 2—processed 
culinary ingredients”; “group 3—processed foods”; and “group 4—
ultra-processed foods (UPFs)”. Because the EPIC dietary questionnaires 
were conceived before the NOVA classification, the food items were 
retrospectively categorized into this classification. Some food items col-
lected in the EPIC questionnaires were difficult to categorize into group 
3 or 4.  We therefore merged them into a single category. We tested 
three scenarios for the estimation of the dietary content of this merged 
category: lower, middle and upper contents of groups 3 + 4. The asso-
ciation between the proportion of each NOVA group in the diet and 
IBD were estimated using Cox proportional hazard models to obtain 
Hazards Ratios (HRs) and 95% confidence intervals. We adjusted the 
HR for smoking status, educational level, physical activity, BMI, al-
cohol consumption and energy intake and stratified by centre, age at 
baseline (1-y interval), and sex.
Results: After a mean follow-up of 16 years, 179 Crohn’s disease 
(CD) and 431 ulcerative colitis (UC) cases were identified. NOVA 
group 1 was negatively associated with CD risk (adjusted HR 
for the fourth vs. the first quartile  =  0.58; 95% CI  =  0.35–0.95; 
P-trend  =  0.03). Within group 1, fruit intake was the only food 
item to be negatively associated with the risk of IBD (adjusted 
HR for the fourth vs. the first quartile  =  0.42; 95% CI  =  0.24–
0.73; P-trend = 0.003). We found numerical associations between 
group 3 + 4 and the risk of CD with the middle or upper scenar-
ios (adjusted HRs for the fourth vs. the first quartile = 1.50; 95% 
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CI  =  0.92–2.46; P-trend  =  0.12 and 1.41; 95% CI  =  0.88–2.27; 
P-trend = 0.09 respectively). There was no association between any 
category of the NOVA classification and UC risk.
Conclusion: In the EPIC cohort, consumption of non-processed food 
was associated with a lower risk of CD while consumptions of pro-
cessed or ultra-processed food were numerically associated with 
increased risk of CD. We found no association with UC.

P629
Evolution of disease phenotype, time to biological 
therapy and medium-, long-term surgery rates in 
Crohn’s disease patients in Western Hungary – a 
population-based study between 2007–2018, data 
from the Veszprem county cohort

L. Gonczi*1, L. Lakatos2, P. Golovics3, T. Pandur4, G. David2, 
Z. Erdelyi2, I. Szita2, P.L. Lakatos PhD1,5

1Semmelweis University, Department of Medicine and Oncology, 
Budapest, Hungary, 2Ferenc Csolnoky Hospital, Department of 
Gastroenterology, Veszprem, Hungary, 3Hungarian Defence Forces- 
Medical Centre, Department of Gastroenterology, Budapest, 
Hungary, 4Grof Esterhazy Hospital, Department of Gastroenterology, 
Papa, Hungary, 5McGill University Health Centre, Department of 
Gastroenterology, Montreal, Canada

Background: The number of prospective population-based studies 
evaluating the natural disease course and surgical outcomes of Crohn’s 
disease(CD) are still limited from Eastern Europe. The present study 
is a continuation of the Veszprem IBD population-based cohort with 
a follow-up of the incidence and disease course of IBD since 1977. 
Our aim was to evaluate disease course by examining progression 
in disease phenotype, time to biological therapy and surgery rates in 
a prospective population-based database from Veszprem Province, 
including incident CD patients diagnosed between January1,2007 
and December31,2018.
Methods: Data of 421 incident CD patients were analyzed(male/
female:237/184; median age at diagnosis:29 years(y)[IQR: 21–42]). 
Both in-hospital and outpatient records were collected and com-
prehensively reviewed at diagnosis and during clinical follow-up. 
The mean length of follow-up was 8.53y(SD: 3.3). Probability of 
medium-, long-term change in disease course and surgical outcomes 
were analyzed.
Results: Disease location was ileal(L1), colonic(L2) in and ileo-
colonic(L3) in 29.7%/24.5%/45.8% of patients at diagnosis. At the end 
of follow-up(8.53y), disease location was 27.1%/22.8%/50.1%(L1/
L2/L3). The proportion of patients with upper gastrointestinal mani-
festation remained stable(7.6% and 8.1%), while perianal disease 
increased from 13.5% to 19% by the end of follow-up. Disease be-
havior at diagnosis was luminal(B1) in 62.5% of the patients. The prob-
ability of disease behavior progression from luminal into stenosing or 
penetrating phenotype was 11.9%(SE:1.7) at 3 years, 13.2%(SE:1.7) 
at 5  years and 17.6%(SE:1.7) at 10  years.Figure 1. The Probability 
of receiving biological therapy after diagnosis was 20.9%(SE:2.0) at 
5 years and 28.8%(SE:2.0) at 10 years in this cohort. Overall resec-
tive surgery rate was 29.5% in the total population, while perianal 
surgery rate was 31.3% in patients with perianal disease at the end of 
follow-up. The probability of resective surgery was 20.7%(SE:2.0) at 
1 year, 26.1%(SE:2.2) at 5 years and 30.7%(SE:2.4) at 10 years.Figure 
2. For the probability of first perianal surgery among patients with peri-
anal disease see Figure 3.

Conclusion: The probability of progression in disease behavior 
was lower compared to data from previous decades and similar to 
results from recent pan-European population-based data.(Burisch 
2018, JCC). One-year surgery rates after diagnosis were consider-
ably higher compared to previous data from our cohort or com-
pared to Western and Northern European centers.(Lakatos 2011, 
IBD). Medium-term(5y) surgery rates were similar(~20%) com-
pared to recent Hungarian and European data, while long-term(10y) 
rates decreased compared to data from previous decades.(Lakatos 
2011,IBD; Lakatos 2012,AJG).
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P630
Systematic review and meta-analysis: Diagnostic 
delay and the subsequent impact on the disease 
course of adult Inflammatory Bowel Disease

N. Jayasooriya*1,2,3, S. Ballie1,2, J. Blackwell1,2, H. Creese3, R. Bottle3, 
I. Petersen4,5, S. Saxena3, R.C. Pollok1,2,3, POP IBD Study Group
1St George’s Healthcare NHS Trust- St George’s University London, 
Gastroenterology, London, United Kingdom, 2St George’s University, 
Institute of Infection and Immunity, London, United Kingdom, 
3Imperial College London, School of Public Health, London, United 
Kingdom, 4University College London, Department of Primary Care 
and Population Health, London, United Kingdom, 5Aarhus University, 
Department of Clinical Epidemiology, Denmark, Denmark

Background: Diagnosis of inflammatory Bowel disease (IBD) can be 
challenging and time consuming. There is substantial variation in 
the reported time to diagnosis and the impact of diagnostic delay on 
disease course. We therefore conducted a systematic review to evaluate 
the length of time to diagnosis and a meta-analysis of the impact of 
delay on the disease course of IBD.
Methods: The Preferred Reporting Items for Systematic Reviews and Meta-
Analyses (PRISMA) guidelines were followed, and final papers were assessed 
for risk of bias. We searched MEDLINE and Embase for retrospective and 
prospective studies, published up to December 2020, that reported diag-
nostic interval, from the time of symptom onset or first consultation to a 
confirmed diagnosis of IBD, in adults (age ≥18 years). We extracted data 
from published studies and calculated the weighted median and interquar-
tile range (IQR) of the reported diagnosis interval. Delay was defined as a 
time period greater than the 75th centile. From eligible studies, we extracted 
risk estimates and, using random-effects meta-analysis, calculated the pooled 
odds ratios (OR) and 95% confidence intervals (CI) of studies that exam-
ined the association of diagnostic delay with subsequent clinical outcomes, 
including disease phenotype and surgical intervention. Statistical heterogen-
eity was assessed, I2 >50% indicating substantial heterogeneity.
Results: Of 1,533 studies identified, 28 fulfilled the eligibility crite-
ria, including 25,764 patients diagnosed with IBD: Crohn’s disease 
(CD) = 13,206 and ulcerative colitis (UC) = 12,558. In CD, the pooled 
weighted median for the diagnostic interval was 8.8 months (IQR 3.0–
61.1 months). In UC, the pooled weighted median was 15.2 months 
(IQR 2.4–62.8). Considering studies from high income countries alone, 

the pooled weighted median was 6.4 months (IQR 1.7–46.7) in CD, 
and 2.5 months (IQR 0.3–23.0) in UC.
11 studies were eligible for inclusion in the meta-analysis, representing 
6,403 patients diagnosed with IBD (CD; n = 4,902 and UC; n = 1,501). In 
CD, pooled analysis showed an association between delayed diagnosis and 
stricturing disease (OR:1.77, CI 1.28–2.46; I2 =61%), penetrating disease 
(OR: 1.48, CI 1.21–1.82; I2=0%) and intestinal surgery (OR:1.88, CI 1.45–
2.44; I2 =34%; figure 1a). In UC, delayed diagnosis was associated with an 
increased risk of colectomy (OR:4.13, CI 1.04–16.40; I2 =0%; figure 1b).
Conclusion: Measures are required to reduce delay in the diagnosis of 
IBD, which is associated with an increase in stricturing and penetrating 
disease phenotype in CD and a substantially increased risk of surgery 
in both CD and UC.

P631
Impact of Covid-19 pandemic on initiation of 
immunosuppressive treatment in immune-mediated 
diseases. -A nationwide, retrospective study

M. Kutschera*1, V. Ritschl2, R. Berthold3, T. Stamm2, H. Kiener4, 
H. Maier5, W. Reinisch1, B. Benka6, G. Novacek1

1Division of Gastroenterology and Hepatology, Department of Internal 
Medicine III- Medical University of Vienna, Vienna, Austria, 2Institute 
of Outcomes Research, Center for Medical Statistics- Informatics and 
Intelligent Systems- Medical University of Vienna, Vienna, Austria, 
3Austrian Health Insurance Fund, Austrian Health Insurance Fund, 
Eisenstadt, Austria, 4Division of Rheumatology, Department of 
Internal Medicine III- Medical University of Vienna, Vienna, Austria, 
5Department of Dermatology, Department of Dermatology- Medical 
University of Vienna, Vienna, Austria, 6Division of Public Health, 
Austrian Agency for Health and Food Safety Ltd., Vienna, Austria

Background: Immunosuppressive and biological medications are 
a mainstay in the treatment of immune-mediated diseases, such as 
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inflammatory bowel diseases (IBD), rheumatic diseases, and psor-
iasis. However, the COVID-19 pandemic caused concerns over the 
safety of these drugs pertaining to risk and severity of infection with 
SARS-CoV2. Moreover, pandemic mitigation strategies may negatively 
impacted treatment start with immunosuppressive and biological treat-
ment fostering worse long-term disease outcomes. The aim of this study 
was to examine the impact of the COVID-19 pandemic on new starts of 
immunosuppressive and biological treatment in Austria.
Methods: We conducted a retrospective analysis with a 4-year ob-
servation period from 2017 to 2020 on real-world data on prescrip-
tions for immune-mediated diseases of the Austrian health insurance 

funds covering 98% of the Austrian population. Data from all 
patients with incident biologic or conventional immunosuppressive 
treatment (Table 1) were included. Incidence of biologic (including 
small molecules) and immunosuppressive therapy was defined as all 
first prescriptions of one of the listed substances from 2017. The 
incidence rate for biologic and immunosuppressive treatments was 
recorded monthly in 2020 and compared with the three previous 
years (2017 – 2019).
Results: During the first lockdown in Austria in spring 2020 (week 
12  – week 20), there was a significant decrease in the overall starts 
of biologic (including small molecules) and immunosuppressive treat-
ments (both p<0.0001), especially in April (Figure 1 and 2). After that 
lockdown, new starts of immunosuppressive and biological treat-
ments rapidly re-achieved pre-lockdown levels despite higher infection 
rates with SARS-CoV-2 and subsequent lockdown periods (Figure 3). 
Independent from the COVID-19 pandemic, we observed a continuous 
increase of biological medication (bDMARDs) and small molecules 
(p<0.0001) and a decrease of conventional immunosuppressive medi-
cations (cDMARDS) (p<0.0120) during all observed years (Figure 1 
and 2)
Conclusion: In patients with immune-mediated diseases in Austria 
the COVID-19 pandemic led to a significant decrease of newly 
started immunosuppressive and biological treatments only dur-
ing the first lock-down. Over the last four years, we can observe a 
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continuous increase of small molecules and biological medication as 
well as a continuous decrease of conventional immunosuppressive  
medication.

P632
Estimating indirect and out-of-pocket disease-
associated costs in paediatric Inflammatory Bowel 
Disease: a nation-wide cross-sectional analysis

W. El-Matary*1, J. Witt2, C. Bersnstein3, K. Jacobson4, D. Mack5, 
A. Otley6, T. Walters7, H. Huynh8, J. deBruyn9, A. Griffiths10, 
E. Benchimol10

1University of Manitoba, Department of Paediatric Gastroenterology, 
Winnipeg, Canada, 2University of Manitoba, Economics, Winnipeg, 
Canada, 3University of Manitoba, Gastroenterology, Winnipeg, 
Canada, 4BC Children’s Hospital, Paediatric Gastroenterology, 
Vancouver, Canada, 5Children’s Hospital of Eastern Ontario, CHEO 
Inflammatory Bowel Disease Centre- Division of Gastroenterology- 
Hepatology and Nutrition, Ottawa, Canada, 6Dalhousie University, 
Paediatric Gastroenterology, Halifax, Canada, 7Hospital for Sick 
Children, Gastroenterology, Toronto, Canada, 8University of Alberta, 
Paediatric Gastroenterology, Edmonton, Canada, 9University of 
Calgary, Gastroenterology- Alberta Children’s Hospital, Calgary, 
Canada, 10The Hospital for Sick Children, SickKids Inflammatory 
Bowel Disease Centre- Division of Gastroenterology- Hepatology and 
Nutrition, Toronto, Canada

Background: Identifying disease-related costs is a crucial step to plan 
for proper allocation of resources and future healthcare services for 
persons with inflammatory bowel disease (IBD). Data on paediatric 
inflammatory bowel disease-associated costs are limited. We aimed to 
estimate indirect and out of pocket (OOP) paediatric IBD-associated 
costs in Canada.
Methods: In a nation-wide cross-sectional analysis, caregivers of chil-
dren and young adults (<17 years) with IBD were invited to complete a 
questionnaire on lost work hours and OOP costs related to IBD in the 
4 weeks prior to the survey. Participants were re-invited to periodic-
ally answer the same questionnaire every 3–9 months for 2 years. Lost 
productivity was calculated using the Human Capital method. Costs 
were reported in 2018 inflation-adjusted Canadian dollars. Predictors 
of high cost users (top 25%) were examined using negative binomial 
regression.
Results: Consecutive 243 (82 incident cases) of 262 (92.7%) 
approached participants completed the first survey with a total of 450 
surveys longitudinally completed over 2  years. The annual median 
indirect costs per patient were $5,951 (IQR $1,812- $12,278), with 
$5,776 (IQR $1,465-$11,733) for Crohn Disease (CD) and $6,084 
(IQR $2,470-$13,371) for Ulcerative Colitis (UC) (p=0.77). The annual 
median per patient OOP costs were $2,925 (IQR $978- $8,125) with 
$3,021 (IQR $978- $8,125) for CD and $2,600 (IQR $975- $8,125) 
for UC (p=0.55). Older age (10-17y) at diagnosis (p=0.04) and parents 
in part-time employment (p=0.01) were predictors of higher indirect 
costs, while female sex (p<0.001), parents with a lower education level 
(p<0.001) and lower annual family income (p<0.01) were associated 
with higher OOP costs.
Conclusion: Indirect and OOP IBD-associated costs are substantial and 
more likely to affect families with unstable employment and lower an-
nual income. Examining different strategies and interventions to reduce 
these costs such as virtual platforms, telephone and outreach clinics 
especially in poor communities and families with low annual income 
is warranted.

P633 has been withdrawn

P634 has been withdrawn

P635
Incidence, prevalence, disease phenotype and 
maximal therapeutic step in Ulcerative Colitis 
patients in Western Hungary – a population-based 
study between 2007–2018, data from the Veszprem 
County cohort

L. Lakatos*1, L. Gonczi2, P. Golovics3, T. Pandur4, G. David1, 
Z. Erdelyi1, I. Szita1, P.L. Lakatos PhD2,5

1Ferenc Csolnoky Hospital, Department of Gastroenterology, Veszprem, 
Hungary, 2Semmelweis University, Department of Medicine and 
Oncology, Budapest, Hungary, 3Hungarian Defence Forces- Medical 
Centre, Department of Gastroenterology, Budapest, Hungary, 4Grof 
Esterhazy Hospital, Department of Gastroenterology, Papa, Hungary, 
5McGill University Health Centre, Department of Gastroenterology, 
Montreal, Canada

Background: Recent trends indicate a change in the epidemiology of 
inflammatory bowel disease (IBD) with previously low incidence areas 
now reporting progressive rise. The number of epidemiological popu-
lation-based studies are still limited from Eastern Europe. The present 
study is a continuation of the Veszprem IBD population-based cohort 
with a follow-up of the incidence and disease course of IBD since 1977. 
Our aim was to analyze the incidence and disease phenotype at diag-
nosis, and the maximal therapeutic step distributions during follow-up 
in a prospective population-based database from Veszprem Province, 
including incident ulcerative colitis (UC) patients diagnosed between 
January 1, 2007 and December 31, 2018.
Methods: Data of 467 incident UC patients were analyzed (male/fe-
male:236/231; median age at diagnosis:36 years(y)[IQR: 25–54]). Both 
in-hospital and outpatient records were collected and comprehensively 
reviewed at diagnosis and during clinical follow-up. The source of 
age- and gender-specific demographic data for statistical analysis was 
derived from the results of a national population census in 2011.
Results: Adjusted mean incidence rate was 11.02(CI95%:10.1–
12.1)/105 person-years in this 12  year period[males:11.53
(CI95%:10.2–13.1)/105; females:10.54(CI95%:9.3–12.0)/105]. 
Prevalence rate was 283.51(CI95%:265.7–300.7)/105 persons in 
2011 and 317.79(CI95%:298.8–335.8) in 2015. For detailed an-
nual incidence rates and age-specific mean incidence rates see 
Figure 1 and 2. Peak onset age in UC was 20–29  years of age. 
Diagnostic delay from symptom onset was ≥1year in 19.1%, 
and ≥3  years in 4.1% of the patients. Disease extension was 
proctitis(E1) in 22.3%, left sided colitis(E2) in 43.9%, and exten-
sive colitis(E3) in 33.8% of the patients at diagnosis. Patients with 
extensive colitis were younger(32.9y,SD:16.6) at diagnosis com-
pared to patients with proctitis(40.1y,SD:15.9;p<0.001) or left sided 
colitis(44.0y;SD:19.1;p<0.001). Extraintestinal manifestations were 
as follows: hepatic5.4%(PSC 2.1%), arthritis10.7%, ocular0.9%, 
skin3.6%. Active smokers at diagnosis were 12.6%. Distribution of 
maximal therapeutic steps during the course of follow-up (8.34y,SD: 
3.5) were 5-ASA in 46.9%, systemic corticosteroids in 16.3%, im-
munosuppressive therapy in 19.3%; anti-TNF biologic therapy in 
12.2% and other biologic therapy in 4.3%.
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Conclusion: The incidence of UC in this 12 year period was high, com-
parable to high-incidence areas in Western European countries, and 
comparable to previous data from the Veszprem cohort, while preva-
lence rates continue to rise compared to our previous data.(Lakatos 
2011, IBD). Disease extension at diagnosis and distribution of high-
est treatment step was comparable to European population-based 
data.(Burisch 2019, JCC).

P636
Work disability after 20 years with Inflammatory 
Bowel Disease - results from the IBSEN study

C. Lund*1,2, V.A. Kristensen1,3, I.L. Monstad3, I.C. Solberg1, 
Ø. Hovde4, G. Huppertz-Hauss5, M. Henriksen6, O. Høie7, 
T. Bernklev8, J. Jahnsen1,9, B. Moum1,2, M.L. Høivik1,2

1Oslo University Hospital- Ullevål, Department of Gastroenterology, 
Oslo, Norway, 2University of Oslo, Institute of Clinical Medicine, 
Oslo, Norway, 3Unger-Vetlesens Institute- Lovisenberg Diaconal 
Hospital, Department of Gastroenterology, Oslo, Norway, 4Innlandet 
Hospital Trust, Department of Gastroenterology, Gjøvik, Norway, 
5Telemark Hospital Trust, Department of Gastroenterology, Skien, 
Norway, 6Østfold Hospital Trust, Department of Gastroenterology, 
Grålum, Norway, 7Hospital of Southern Norway Trust, Department of 
Gastroenterology, Arendal, Norway, 8Vestfold Hospital Trust, Research 
and Development, Tønsberg, Norway, 9Akershus University Hospital, 
Department of Gastroenterology, Lørenskog, Norway

Background: At the 10-year follow-up in the IBSEN (Inflammatory 
Bowel in South-Eastern Norway) study, there was an increased rela-
tive risk of permanent work disability for patients with inflammatory 
bowel disease (IBD), compared with the age-matched background 
population. Now we aimed to assess the prevalence of work disability 
benefits among Crohn’s disease (CD) and ulcerative colitis (UC) 

patients 20 years after diagnosis, using data from the IBSEN study 
and the Norwegian Registry for social security benefits (FD-Trygd).
Methods: In the IBSEN study the participants have had planned a 
scheduled follow-up visit after 1-, 5-, 10- and 20-years. At the 20-year 
follow-up, they received a questionnaire about temporary and per-
manent work disability benefits and those who answered at least one 
of the questions were included in this study. Patients above 67 years of 
age (i.e. the standard retirement age in Norway) at the time of diagnosis 
were excluded. From FD-Trygd, we acquired officially registered infor-
mation about the patients’ work disability status. UC and CD patients 
were compared using the Pearson’s Chi-squared (χ 2) test for categorical 
variables and the Mann-Whitney U test for continuous variables.
Results: A total of 421 patients attended a 20-year follow-up and in-
formation from 418 were included for analysis. Out of those, 281 had 
UC (51.2% women) with a median age at the 20-year follow-up of 
54.3 years (range 29.5–85.2) and 137 had CD (49.6% women) with a 
median age of 47.8 (range 27.4–84.8). At the 20-year follow-up, 38.1% 
of the IBD patients (UC 34.9% and CD 44.6%, p=0.061) reported 
that they had applied for and/or received temporary or permanent 
work disability benefits. In total 20.3% (UC 18.3% and CD 24.4%, 
p=0.181) reported they had been granted a permanent work disability 
benefit, while 10.2% reported that this was due to their IBD (UC 8.2% 
and CD 14.2%, p=0.067). In FD-Trygd, 27.3% of the IBD patients in 
the IBSEN cohort (UC 26.3%, CD 29.2%, p=0.537) were registered 
as having been granted permanent work disability benefits during the 
20-year period.
Conclusion: Every fifth patient reported that they had been granted 
permanent work disability benefits after 20 years with IBD, but this 
was related to other diseases (or reasons) in half of them. According to 
FD-Trygd, however, more than one in four patients had been granted 
permanent work disability benefits in the same time-period. While dif-
ferences between the UC and CD patients were found to be insignifi-
cant in these data, the difference between patient-reported and registry 
data is important for further socio-economic analyses and should be 
examined more closely.

P637
Risks of Development of COVID-19 among Patients 
with Inflammatory Bowel Disease

M. Kappelman*1, X. Zhang1, J. Lewis2, G. Melmed3, C. Siegel4, 
E. Cerciello5, A. Dobes5, A. Weaver5, L. Weisbein6, M. Long7

1University of North Carolina, Division of Pediatric Gastroenterology- 
Department of Pediatrics, Chapel Hill, United States, 2University of 
Pennsylvania, Medicine, Philadelphia, United States, 3Cedar Sinai, 
Medicine, Los Angeles, United States, 4Dartmouth, Medicine, Hanover, 
United States, 5Crohn’s & Colitis Foundation, Research, New York, 
United States, 6University of North Carolina, Gastroenterology, Chapel 
Hill, United States, 7University of North Carolina, Medicine, Chapel 
Hill, United States

Background: Patients with inflammatory bowel disease (IBD) may be 
at risk for development of COVID-19 infection due to innate immune 
dysfunction and/or immunosuppressive medication use. We sought to 
1)  evaluate the incidence of COVID-19 infection in a large, U.S.  co-
hort of patients with IBD and 2) evaluate associations between demo-
graphic, clinical, and treatment-related factors and the development of 
COVID-19 infection.
Methods: Participants in 3 adult IBD studies sponsored by the Crohn’s 
& Colitis Foundation, IBD Partners, IBD QORUS (Improving the 
Quality of Care for Adults with Inflammatory Bowel Disease), and 
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SPARC IBD (Study of a Prospective Adult Research Cohort with IBD), 
were invited to participate in a prospective, direct-to-patient cohort 
study about COVID-19 from April 23, 2020 until August 30, 2021. 
Each cohort received online surveys with questions on comorbidi-
ties, medication utilization and development of laboratory confirmed 
COVID-19 at times 0, 2, 4, 6, 8 weeks and then every 6 months. We cal-
culated the incidence rate of COVID-19 and performed bivariate and 
multivariate analyses to describe associations between age, immuno-
suppression use, obesity, and race on the development of COVID-19.
Results: A total of 3953 patients with IBD were followed for a mean 
duration of 212 days (SD 157). Demographic, clinical and treatment 
factors are shown in Table 1.  A  total of 103 individuals developed 
COVID-19 during follow up (2.6%, rate of 45 per 1,000 person-years). 
Severity of infection was generally mild. Clinical characteristics were 
similar among those who developed COVID-19 as compared to not. 
African American race was associated with incident COVID-19 infec-
tion (OR 3.37, 95% CI 1.18–9.59). Immunosuppression use was not 
associated with development of COVID-19 (OR 1.19, 95% CI 0.72–
1.75), nor was age (OR 1.00, 95% CI 0.99–1.02), nor obesity (OR 
1.01, 95% CI 0.61–1.66).

Conclusion: The overall incidence of COVID-19 infection among this 
large U.S. cohort of IBD patients was relatively low. Immunosuppression 
use did not increase the risk of development of COVID-19. Therapeutic 
management of IBD should not be altered to prevent a risk of develop-
ing COVID-19.

P638 has been withdrawn
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Incidence and disease presentation of 
inflammatory bowel disease in Denmark: initial 
findings from a Copenhagen IBD Inception Cohort 
Study

M. Dorn-Rasmussen1, M. Attauabi2, G.R. Madsen*3, A.V. Wewer1, 
S. Jansson1, M.M. Knudsen1, R. Wilkens3, J.F.K.F. Ilvemark2, 
J.W. Bjerrum2, K. Theede3, F. Bendtsen3, B. Trine3, J.B. Seidelin2, 
J.M. Burisch3

1Hvidovre Hospital - University of Copenhagen, The Paediatric 
Department, Hvidovre, Denmark, 2Herlev University Hospital, 
Department of Gastroenterology and Hepatology, Herlev, Denmark, 
3Hvidovre Hospital - University of Copenhagen, Gastrounit - Medical 
division, Hvidovre, Denmark

Background: Denmark has one of the highest occurrences of inflam-
matory bowel disease (IBD) in the world, with reported incidence rates 
of 7.2 and 6.2 in paediatric ulcerative colitis (pUC) and 10 and 9.4 
per 105 for girls and boys in Crohn’s disease (pCD). Incidence rates in 
adult patients have been reported to be 9.1 and 18.6 per 105 for ulcera-
tive colitis (UC) and Crohn’s disease (CD), respectively. We aimed to 
evaluate the incidence and initial disease presentation of newly diag-
nosed paediatric and adult IBD patients in the Hvidovre and Herlev 
Hospital uptake areas, covering approximately 1.050.000 inhabitants, 
corresponding to ~20% of the Danish population.
Methods: During a 2-year inclusion period, all incident paediatric 
(≤18 years of age, pIBD) and adult IBD patients residing in the uptake 
area at the time of diagnosis are included in a prospective, multicentre, 
population-based inception cohort (IBD Prognosis Study). The study 
was initiated on May 1st, 2021. Patients are prospectively followed with 
regular intestinal biopsies, stool-, serum-, and whole blood samples to 
analyze biomarkers, microbiome and genetic profiles at predefined time 
points. Demographics and disease-related characteristics were collected 
at diagnosis. Incidence was defined as the number of new IBD cases 
during May 1st – October 31st divided by the total inhabitants covered 
in included sites during the same period.
Results: A total of 125 IBD patients were included during the initial 
six months (table 1). For paediatric patients, the incidence rates were 
8.2 and 16.4 per 105 for pUC and pCD. Adult incidence rates were 
19.4, 17.0, and 2.4 per 105 for UC, CD and IBD-unclassified (IBD-U), 
respectively. At diagnosis, extraintestinal manifestations were present 
in 15% of paediatric and 36% of adult patients. In paediatric patients, 
20% and 0% of pUC and pCD had moderate to severe disease activity 
at diagnosis, based on PUCAI- and PCDAI scores. In adults, 33%, 50% 
and 50% of UC, CD and IBD-U patients had moderate to severe disease 
activity at disease onset based on SCCAI- and HBI scores. More ex-
tensive disease and increased faecal calprotectin were associated with 
more severe disease activity in adult UC. CRP correlated positively, 
while haemoglobin and albumin correlated negatively with UC disease 
extension.
Conclusion: The IBD incidence rates in paediatric and adult patients 
continuously increase in Denmark, thus constituting a substan-
tial burden for the Danish health care system. A  large proportion of 
patients presented with significant symptoms and future findings of this 
cohort will potentially bring us a better understanding of the heteroge-
neous course of IBD, including the differential need for, and response 
to, treatment.
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P640
Incidence, prevalence, disease phenotype and 
maximal therapeutic step in Crohn’s disease 
patients in Western Hungary – a population-based 
study between 2007–2018, data from the Veszprem 
county cohort

L. Lakatos*1, L. Gonczi2, P. Golovics3, T. Pandur4, G. David1, 
Z. Erdelyi1, I. Szita1, P.L. Lakatos PhD2,5

1Ferenc Csolnoky Hospital, Department of Gastroenterology, Veszprem, 
Hungary, 2Semmelweis University, Department of Medicine and 
Oncology, Budapest, Hungary, 3Hungarian Defence Forces- Medical 
Centre, Department of Gastroenterology, Budapest, Hungary, 4Grof 
Esterhazy Hospital, Department of Gastroenterology, Papa, Hungary, 
5McGill University Health Centre, Department of Gastroenterology, 
Montreal, Canada

Background: The number of epidemiological population-based studies 
are still limited from Eastern Europe. The present study is a continu-
ation of the Veszprem IBD population based cohort with a follow-up 
of the incidence and disease course of IBD since 1977. Our aim was to 
analyze the incidence and disease phenotype at diagnosis, and the max-
imal therapeutic step distributions during follow-up in a prospective 
population-based database from Veszprem Province, including incident 
Crohn’s disease (CD) patients diagnosed between January 1, 2007 and 
December 31, 2018.
Methods: Data of 421 incident CD patients were analyzed (male/fe-
male: 237/184; median age at diagnosis: 29  years(y) [IQR: 21–42]). 
Both in-hospital and outpatient records were collected and comprehen-
sively reviewed at diagnosis and during clinical follow-up. The source 
of age- and gender-specific demographic data was derived from the na-
tional population census in 2011.

Results: Adjusted mean incidence rate was 9.94(CI95%: 
9.0–10.9)/105 person-years in this 12  year period[males:11.5
(CI95%:10.2–13.2)/105; females:8.4(CI95%:7.3–9.7)/105]. Prevalence 
rate was 191.18(CI95%:177.0–205.7)/105 persons in 2011 and 
236.78(CI95%:220.8–252.8) in 2015. For detailed annual inci-
dence rates and age-specific mean incidence rates see Figure1 and 
2. Peak onset age in CD was 20–29  years of age. Diagnostic delay 
from symptom onset was ≥1year in 26.6%, and ≥3 years in 10% of 
the patients. Disease location was ileal(L1) in 29.7%, colonic(L2) in 
24.5%, and ileo-colonic(L3) in 45.8% at diagnosis. Upper gastro-
intestinal manifestation or perianal disease were present in 7.6% and 
13.5%. Disease behavior at diagnosis was luminal(B1) in 62.5%, 
stenosing(B2) in 17.6%, penetrating(B3) in 16.4%, and B2+B3 in 
3.6%. Patients with ileocolonic disease were younger (29.2y,SD:14.6) 
at diagnosis compared to patients with ileal(35.7y,SD:15.5;p<0.001) or 
colonic disease(37.7y;SD:18.1;p<0.001). Extraintestinal manifestations 
were as follows: hepatic5.0%(PSC 1.9%), arthritis13.8%, ocular1.7%, 
cutan4.3%. Active smokers at diagnosis were 35.4%. Distribution of 
maximal therapeutic steps during the course of follow-up (8.53y,SD: 
3.3) were 5-ASA in 15.7%, systemic corticosteroids in 14.3%, im-
munosuppressive therapy in 42.5%; anti-TNF biologic therapy in 
23.3% and other biologic therapy in 2.9%.

Conclusion: The incidence of CD in this 12 year period was high, com-
parable to high-incidence areas in Western European countries, and 
comparable to previous data from the Veszprem cohort, while preva-
lence rates continue to rise.(Lakatos 2011, IBD). Ileocolonic location 
and penetrating disease behavior were somewhat higher compared to 
previous population-based data from Western Europe.(Burisch 2018, 
JCC).



i558 Poster presentations

P641
Implementation and short-term adverse events of 
anti-SARS-CoV-2 vaccines in Inflammatory Bowel 
Disease patients: an international web-based 
survey

J. Revés*1, B. Abreu1, M. Chaparro2, J.P. Gisbert2, A. Mariangela3, 
G. Fiorino3, B. Barberio4, F. Zingone4, A. Pisani5, D. Cassar5, 
G. Michalopoulos6, G. Mantzaris7, K. Mountaki7, I. Koutroubakis8, 
K. Karmiris9, K. Katsanos10, D. Ďuricova11, J. Burisch12, 
G.R. Madsen12, C. Maaser13, A. Naila14, E. Orfanoudaki8, 
V. Milivojevic15, A. Buisson16, L. Avedano17, S. Leone18, J. Torres1, 
P. Ellul5

1Hospital Beatriz Ângelo, Gastrenterology Department, Loures, 
Portugal, 2Hospital Universitario de La Princesa- Instituto de 
Investigación Sanitaria Princesa IIS-IP- Universidad Autónoma de 
Madrid UAM- and Centro de Investigación Biomédica en Red de 
Enfermedades Hepáticas y Digestivas CIBEREHD, Gastrenterology 
Unit, Madrid, Spain, 3IRCCS Ospedale San Raffaele and University 
Vita-Salute San Raffaele, Gastrenterology and Endoscopy, Milan, 
Italy, 4University of Padova, Department of Surgery- Oncology and 
Gastroenterology DiSCOG- Gastroenterology Unit, Padova, Italy, 
5Mater Dei Hospital, Division of Gastrenterology, Msida, Malta, 
6Tzaneion General Hospital of Piraeus, Gastrenterology Department, 
Piraeus, Greece, 7Ophthalmiatreion Athinon and Polyclinic Hospitals, 
Evangelismos, Athens, Greece, 8University Hospital of Heraklion, 
Gastrenterology Department, Heraklion, Greece, 9Venizeleio 
General Hospital, Gastrenterology Department, Heraklion, Greece, 
10University and Medical School of Ioannina, Gastrenterology 
Department, Ioannina, Greece, 11ISCARE, IBD Clinical and Research 
Centre, Prague, Czech Republic, 12Hvidovre Hospital- University 
of Copenhagen, Gastrounit- medical division, Hvidovre, Denmark, 
13Hospital Lüneburg, Gastrenterology Department, Lüneburg, 
Germany, 14St Mark’s National Bowel Hospital, IBD Department, 
London, United Kingdom, 15Clinical center of Serbia- School of 
Medicine, Clinic for gastroenterology and hepatology, Belgrade, Serbia, 
16Université Clermont Auvergne- Inserm- U1071- M2iSH- USC-INRA, 
2018, 3iHP- CHU Clermont-Ferrand, Service d’Hépato-Gastroentérol-
ogie, Clermont-Ferrand, France, 17European Federation of Crohn’s and 
Ulcerative Colitis Associations, efcca, Brussels, Belgium, 18European 
Federation of Crohn’s and Ulcerative Colitis Associations, effca, 
Brussels, Belgium

Background: Pivotal anti-SARS-CoV-2 vaccines clinical trials did not 
include patients with immune-mediated conditions such as inflamma-
tory bowel disease (IBD). We aimed to describe the implementation 
of anti-SARS-CoV-2 vaccines among IBD patients, patients’ concerns 
before vaccination and side-effect profile of the anti-SARS-CoV-2 vac-
cines using real-world data.
Methods: An anonymous web-based self-completed survey was dis-
tributed in 36 European countries between June and July 2021. The 
results of patients’ characteristics, concerns, vaccination status and 
side-effect profile were analysed using descriptive statistics and lo-
gistic regression.
Results: Among the 3272 IBD patients completing the survey (0.1% 
of the IBD European population), 79.6% had received at least one 
dose of the anti-SARS-CoV-2 vaccine, and 71.7% had completed the 
vaccination process. Most of the patients (70.6%) were vaccinated 
with the Pfizer-BioNTech (BNT162b2) vaccine. Patients over 60 years 
old had a significantly higher rate of vaccination (OR 2.98, 95% CI 
2.20–4.03, p<0.001). Patients’ main concerns before vaccination were 

the possibility of having worse vaccine-related adverse events due to 
their IBD (24.6%), having an IBD flare after vaccination (21.1%) and 
reduced vaccine efficacy due to IBD or associated immunosuppression 
(17.6%). After the first dose of the vaccine, 72.4% had local symptoms 
at the injection site and 51.4% had systemic symptoms (5 patients had 
non-specified thrombosis). Adverse events were less frequent after the 
second dose of the vaccine and in older patients. When comparing with 
previous studies from the general population, the IBD patients answer-
ing the survey did not seem to have increased side effects (Table 1). 
Only a minority of the patients were hospitalized (0.3%), needed a 
consultation (3.6%) or had to change IBD therapy (13.4%) after anti-
SARS-CoV-2 vaccination.

Conclusion: Although IBD patients raised concerns about the safety 
and efficacy of anti-SARS-CoV-2 vaccines, the implementation of vac-
cination in those responding to our survey was high and the adverse 
events were comparable to the general population, with minimal im-
pact on their IBD.

P642
Crossroads of vitamin B6 deficiency and 
inflammation in inflammatory bowel disease: 
Preliminary results of a cross-sectional study

K. Farrag*1,2, J. Woldeab3, J.M. Stein1,2,4, A. Aksan2,5

1DGD Clinics Sachsenhausen, Department of Gastroenterology and 
Clinical Nutrition, Frankfurt am Main, Germany, 2Interdisciplinary 
Crohn-Colitis Centre Rhein-Main, Clinical Research, Frankfurt am 
Main, Germany, 3Goethe University Frankfurt, Medical School, 
Frankfurt am Main, Germany, 4Goethe University Frankfurt, Institute 
of Pharmaceutical Chemistry, Frankfurt am Main, Germany, 5Justus-
Liebig University Giessen, Institute of Nutritional Science, Giessen, 
Germany

Background: The robust relationship between vitamin B6 and in-
flammation has become apparent over the last decade. However, the 
mechanistic nature of this relationship remains unclear. Evidence sug-
gests an inverse relationship between blood levels of B6 and inflam-
mation, but also a potential two-way relationship between the two. 
Thus, whereas inflammation can deplete serum vitamin B6, vitamin B6 
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insufficiency can attenuate inflammation. This study aimed to assess 
vitamin B status in patients with IBD in routine clinical practice and 
identify possible relationships between vitamin B6 status and clinical 
disease characteristics.
Methods: In a comparative, retrospective cross-sectional study, serum 
samples of patients with IBD were studied. CBC, albumin and hsCRP 
were determined and samples assessed for presence/absence of inflam-
mation (serum hsCRP, cut-off <5mg/L). Vitamin B6 status was deter-
mined via direct measurement of pyridoxal 5´-phosphate (PLP) by 
enzymatic assay.
Results: 149 patients with IBD (64f/85m; 82CD/67UC; 39.9±14.6y) 
were included. Of these, 44/149 had inflammation (19f/25m; 
22CD/22UC; 41.2±14.9y) and 105/149 no inflammation (45f/60m; 
60CD/45UC; 39.3±14.4y). In patients with inflammation, mean serum 
PLP levels were significantly lower (7.2[1.9–46.0] µg/L) vs. patients 
without inflammation (9.8[0.1–88.0] µg/L) (p<0.05). Accordingly, 
vitamin B6 deficiency occurred significantly more frequently in patients 
with vs. without inflammation (34.1% vs. 19.0%, p<0.05). A higher 
incidence of vitamin B6 deficiency was seen in patients with CD vs. UC, 
though without statistical significance (26.8% vs. 19.4%, p>0.05). The 
frequency of vitamin B6 deficiency did not differ according to disease 
localisation (p>0.05). Serum PLP levels inversely correlated with the in-
flammatory markers hsCRP and ESR (r=-0.306, p<0.001 and r=-0.203, 
p<0.001, respectively). Furthermore, there was a significant positive 
correlation between blood PLP levels and other selected acute-phase 
reactants, e.g., TSAT% (r= 0.207, p<0.05). However, no significant cor-
relation was found with ferritin (r=-0.152, p=0.064).
Conclusion: Low serum total vitamin B6 levels were associated with 
inflammation but not disease type or localisation in patients with IBD. 
In line with preclinical findings and previous observational studies, 
vitamin B6 deficiency was more pronounced in patients with inflam-
mation. Our findings suggest vitamin B6 may have a bigger role than 
thought in IBD; besides its relationship with inflammation, a possible 
involvement of vitamin B6 deficiency as cause or effect in IBD patho-
genesis warrants investigation. Routine assessment and correction of 
vitamin B6 status may ameliorate IBD and help maintain intestinal 
integrity.

P643
Generalizability of Crohn’s disease randomized 
controlled trials compared to clinical practice

T. Chhibba*1, A. Frolkis2, C. Ma2

1University of Toronto, Gastroenterology, Toronto, Canada, 2University 
of Calgary, Gastroenterology, Calgary, Canada

Background: There are no curative medical therapies for Crohn’s 
disease (CD). However, multiple novel treatment options are currently 
being evaluated in randomized controlled trials (RCTs). Historically, 
CD populations enrolled in RCTs have not reflected the heterogeneity 
of patients observed in clinical practice due to strict inclusion/exclu-
sion criteria and protocolized trial procedures do not reflect day-to-day 
care. These factors have raised concerns that results from pivotal RCTs 
required for drug approval are poorly generalizable.
The aim of this study is to assess the generalizability of CD RCTs. We 
evaluated the proportion of CD patients initiating ustekinumab or ved-
olizumab in clinical care who would have been eligible for enrolment in 
the corresponding phase 3 registrational induction trial, and the factors 
impacting trial eligibility.
Methods: This is a retrospective cohort study using data from two am-
bulatory IBD clinics in Calgary, AB. Our study population included 

consecutive adult (>=18 years) patients with a confirmed diagnosis of 
CD, newly initiated on ustekinumab or vedolizumab between January 
1, 2018 and January 1, 2020. We then applied the inclusion/exclusion 
criteria from the phase 3 GEMINI II/III and UNITI I/II induction trials 
to determine the proportion of patients who would have been trial-
eligible. We then tabulated the indications for trial exclusion to deter-
mine the characteristics of patients who would not have been reflected 
in the trial population.
Results: A total of 50 patients were included. The results are outlined in 
Table 1. The median age was 42.5 years. Most patients had non-stric-
turing non-penetrating disease (44%, 22/50) and ileocolonic disease 
distribution (48%, 24/50). A  total of 66% (33/50) would have been 
eligible for inclusion in GEMINI II/III and (30/50) 60% would be eli-
gible for inclusion in UNITI I/II. The most common reasons for trial ex-
clusion included extensive surgery (total colectomy/subtotal colectomy) 
with short bowel or ileostomy (n=12) and surgery within 6  months 
of enrolment (n=3), multiple previous resections (n=2). Four patients 
were excluded based on intra-abdominal abscess. A total of 13 patients 
(26%) were temporarily ineligible due to recent biologic switch and 
would have required an 8-week washout prior to trial enrolment. Only 
two patients were excluded based on age (>80 years).
Conclusion: Although most patients on ustekinumab or vedolizumab 
would have been eligible for the respective pivotal trials, patients who 
have complications of disease, extensive surgery, or altered anatomy are 
not reflected in current RCTs.

P644
Impact of Postoperative Treatment with 
Immunomodulators and Anti-TNFα agents on 
long-term Reoperation Rate in ileocaecal Crohn’s 
Disease

A. Aratari PhD*1, M.L. Scribano2, V. Baccolini3, D. Pugliese4, 
F. De Biasio1, S. Verna2, C. Morretta4, A. Armuzzi4, S. Festa1, C. Papi1

1San Filippo Neri Hospital, IBD UNIT- Department of 
Gastroenterology, Rome, Italy, 2Azienda Ospedaliera San Camillo 
Forlanini, Gastroenterology and Endoscopy Unit, Rome, Italy, 3Sapienza 
University of Rome, Department of Public Health and Infectious 
Diseases, Rome, Italy, 4Internal Medicine and Gastroenterology Unit, 
Fondazione Policlinico Universitario A. Gemelli IRCCS, Rome, Italy

Background: Several observations suggest that immunomodulators 
(IMMs) and anti-TNFα agents can affect long-term clinical course of 
Crohn’s disease (CD). However, no convincing surgery-sparing direct 
effect of these medications has been demonstrated in large population-
based studies. Failure to optimize these treatments, particularly a lim-
ited use in early disease course, may explain the underperformance of 
these strategies in the clinical practice setting. Early introduction of 
IMMs/anti-TNFα in CD after surgery, either as prevention of recur-
rence or as treatment of early endoscopic recurrence, has become a 
common clinical practice and may represent a surrogate model of early 
treatment.
The aim of the present study was to evaluate the impact of IMMs/anti-
TNFα on the long-term post-operative course after ileocaecal resection 
in CD patients.
Methods: All adult CD patients who underwent their first ileocaecal 
resection at three major referral Centers in Rome were retrospectively 
reviewed.
Demographic and clinical characteristics were recorded: gender, age at 
the time of surgery, CD behaviour (penetrating or non-penetrating), 
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previous treatment with IMMs/anti-TNFα, and time to prescription of 
IMMs/anti-TNFα after surgery.
The primary endpoint was the need for second resection.
Statistical analysis. The Kaplan–Meier survival method was used to es-
timate the cumulative probability of first prescription of IMMs/anti-
TNFα after surgery and to estimate the post-operative course free from 
reoperation. Cox proportional hazards regression model was used to 
assess the association of clinical variables with time to reoperation.
Results: surgery: cohort 1 (1980–1998; n.198); cohort 2 (1999–2009; 
n.218); cohort 3 (2010–2020; n.241). The mean follow-up after surgery 
was 83 + 41 months. The cumulative probability of receiving IMMs/
anti-TNFα after surgery was significantly different between the three 
cohorts but the probability of a postoperative course free from reopera-
tion was not (figure). In the multivariate analysis, treatment with IMMs/
anti-TNFα prior to the first resection (HR 9.15; 95%CI 2.77–30.21) 
and post-operative therapy with IMMs/anti-TNFα (HR: 0.24; 95%CI 
0.07–0.74) were associated to the risk of reoperation. However, these 
associations had a time-varying effect and become not significant after 
5 and 2 years after surgery respectively. Overall, 283 patients received 
IMMs/anti-TNFα at any time after surgery. Comparing early treatment 
(within 1, 2 or 3 years after surgery) with late treatment, no difference 
was observed in the cumulative risk of reoperation within 10 years
Conclusion: The increasing use of IMMs/anti-TNFα agents in the 
post-operative setting may have little impact on the long-term reopera-
tion rate.

P645
Ileocecal resection in paediatric Crohn’s disease 
based on the Hungarian Paediatric IBD Registry

K. Müller*1,2, D. Bajzat1,3, S.S. László4, HUPIR Group
1Heim Pal National Institute for Pediatrics, Gastroenterology, 
Budapest, Hungary, 2Faculty of Medicine- University of Pécs, Institute 
for Translational Medicine, Pécs, Hungary, 3Semmelweis University, 
Institute for Translational Medicine, Budapest, Hungary, 4University of 
Debrecen, Pediatrics Clinic, Debrecen, Hungary

Background: Despite optimized treatment, almost one-third of the 
patients with IBD develop
complications such as fistulae, strictures, and abscesses, thus need 
surgical treatment within 5  years of diagnosis. In paediatric Crohn’s 
disease surgery may be considered when a patient has active disease 
despite optimized medical treatment.

The aim of our study was to evaluate the practice of surgical interven-
tions in paediatric Crohn’s disease regarding indications, postoperative 
therapy and follow-up endoscopy in Hungary.
Methods: We performed a retrospective analysis based on the data-
base of the Hungarian Paediatric IBD Registry (HUPIR). The HUPIR is 
a prospective, nationwide registry launched in 2007. Data of patients 
who underwent ileocecal resections between January 2010 and 
December 2019 were included in the analysis. We applied descriptive 
statistical methods to characterise the cumulative incidence of surgical 
resections, the urgency of the interventions, postoperative complica-
tions and follow-up endoscopies.
Results: Altogether 943 newly diagnosed CD patients were reported 
between 2010 and 2019, among them 55 (6%) had ileocecal resection 
of 99 children with CD who underwent (10%) surgical interventions 
within 2.15  years mean follow-up period. Surgical data of ileocecal 
resections were available in 47 (85%) cases (mean age: 14.5  years, 
male:20). Disease localization at diagnosis was ileocecal in 38% and 
ileocolonic in 40.2%. The mean time between diagnosis and surgical 
intervention was 21.2  months (0–62). The ileocecal resection was 
elective in 37 (78.7%), and laparoscopic resection was performed in 
17 cases (36%). Frequency of early postoperative complication was 
8.5% (4/47), which was not associated with the urgency of the inter-
vention, the technique, preoperative corticosteroid or anti-TNF treat-
ment. Only the third of the patients (17/47, 36%) had colonoscopy 
within 6 months after resection.
Conclusion: Based on the HUPIR the number of surgical ICR is lower 
than in earlier reports reflecting a different approach. The early com-
plication rate was low despite the low number of interventions. In a 
middle-income country, it is a question why surgical intervention are 
lower compared to international. Paediatric gastroenterologists seem 
to prefer conservative therapy probably due to the lack of experienced 
paediatric IBD surgeons.

P646
Will the screening of SARS-COV-2 infection in IBD 
infusion centers be useful?

N. Abreu*1, A. Oliveira1, H. Morna1, L. Jasmins1

1Hospital Central do Funchal, Gastrenterology, Funchal, Portugal

Background: The global emergence of SARS-COV-2 virus and the 
COVID-19 pandemic increased the concerns about the vulnerability 
of inflammatory bowel disease (IBD) patients. Infusion centers are a 
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crucial part in the management of IBD patients and safety for SARS-
COV-2 must be assured. Current recommendations of International 
Organization for the Study of Inflammatory Bowel Disease suggest that 
only patients exhibiting symptoms suggestive of COVID-19 should be 
tested for SARS-COV-2 before the biologic infusion therapy. We evalu-
ated patients admitted at our infusion center, in which all had to be 
screened before treatment.
Methods: We conducted an observational study, including all adult 
patients with IBD under biologic therapy infusion between April of 
2020 and September of 2021. According to the local institutional 
protocol all patients were tested for SARS-COV-2 by a polymerase 
chain reaction (PCR) test in the previous 48–72 hours. Epidemiological, 
clinical and treatment data were collected.
Results: A total of 105 patients were evaluated, with a mean age of 
38,6±12,8 years and a predominance of male gender (61,9%). Crohn’s 
disease was more prevalent, affecting 81,9% of the patients. The most 
common biologic infusion therapy was infliximab (93,3%), followed 
by vedolizumab (4,8%).
A SARS-COV-2 infection were identified in five patients (4,8%), with 
age between 41 and 66 years, four asymptomatic and without a known 
risk contact. Four patients developed the infection before vaccination 
and one patient after the first dose. None of the patients required med-
ical care or hospitalization.
All cases were registered in February of 2021, which temporarily rep-
resented one of the most critical phases of the pandemic in our country 
and region, with one of the highest incidence of cases of SARS-COV-2 
infection.
In our cohort, most patients (85,7%) completed the vaccination 
schedule, with a minority (n=10) without any dose of vaccine.
Conclusion: During this COVID-19 pandemic, health systems have to 
address unprecedented challenges. Our study support the current rec-
ommendation, since the universal screening of SARS-COV-2 infection 
in IBD patients, before the biological infusion therapy, detected just a 
few cases of infection. However this recommendation could be adapted 
locally, maybe when there is raising incidence of SARS-COV-2 in the 
general population. Our cohort also showed high compliance for the 
vaccination as general recommendation and even after the infection.

P647
Idiopathic Thrombocytopenic Purpura associated 
with Inflammatory Bowel Disease: a multi-centre 
ECCO CONFER case series

H. Mahajna*1, B. Verstockt2, D. Bergemalm3, F. Castiglione4, 
F. Rodríguez-Moranta5, E. Vincenzo Savarino6, F. Hoentjen7,8, 
T. Bessissow9, J. Pokryszka10, A. Cremer11, P. Eder12, M. Truyens13, 
A. Yershalmy-Feler14, M.J. García15, U. Kopylov1
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II of Naples, Gastroenterology- Department of Clinical Medicine and 
Surgery, Naples, Italy, 5Bellvitge University Hospital- Hospitalet de 
Llobregat, Gastroenterology Department, Barcelona, Spain, 6University 
of Padua, Department of Surgery- Oncology and Gastroenterology- 
DISCOG, Padua, Italy, 7University of Alberta, Division of 
Gastroenterology- Department of Medicine, Edmonton, Canada, 
8Radboud University Medical Center, Department of Gastroenterology 
and Hepatology, Nijmegen, The Netherlands, 9McGill University 

Health Center, Division of Gastroenterology- Department of Medicine, 
Montreal, Canada, 10Medical University of Vienna, Department of 
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Vienna, Austria, 11Erasme University Hospital, Department of 
Gastroenterology, Brussels, Belgium, 12Poznan University of Medical 
Sciences, Department of Gastroenterology- Dietetics and Internal 
Diseases, Poznan, Poland, 13Ghent University Hospital, Department 
of Gastroenterology, Ghent, Belgium, 14”Dana-Dwek” Children’s 
Hospital- Tel Aviv Sourasky Medical Center and the Sackler Faculty of 
Medicine- Tel Aviv University, Pediatric Gastroenterology Institute, Tel-
Aviv, Israel, 15Hospital Universitario Marqués de Valdecilla- IDIVAL- 
Universidad de Cantabria, Gastroenterology Department, Santander, 
Spain

Background: Idiopathic Thrombocytopenic Purpura (ITP) is an 
acquired haematological disorder with an incidence of 1 to 6 per 
100.000, with reported comorbidity in patients with Inflammatory 
Bowel Disease (IBD). The current study aimed to evaluate the clinical 
presentation and outcome of ITP in IBD patients.
Methods: This multicenter retrospective case series was performed as 
part of the ECCO Collaborative Network of Exceptionally Rare case 
reports (CONFER) project. Cases of patients with ITP and IBD were 
collected by participating investigators. Clinical data were recorded in 
a standardised collection form.
Results: This report includes 20 patients with concurrent ITP and IBD: 
15 were males, median age was 34 [Interquartile range (IQR) 25–56]. 
12 subjects had a diagnosis of ulcerative colitis and 8 of Crohn’s 
disease. The diagnosis of IBD preceded the ITP diagnosis in 17 patients 
(median time between diagnosis was 7 years [IQR 1–14 years]). Among 
those, 10 patients were in IBD clinical remission at ITP diagnosis. Nine 
were treated with mesalamine, one with thiopurine, 4 with tumor 
necrosis factor-alpha (TNF) blockers, and 3 with no treatment. The 
mean platelet count at the presentation of ITP was 41.7±38.6 × 109/L. 
6 patients had rectal bleeding, 8 had purpura, 6 had mucosal petechia, 
2 had epistaxis, and 6 patients were asymptomatic. Regarding ITP 
treatment, 11 were treated with corticosteroids, 1 with Anti-RhD im-
munoglobulin, 7 with intravenous immunoglobulins (IVIG), 2 with 
rituximab and 2 patients eventually required splenectomy. All patients 
whose first presentation of ITP was rectal bleeding were treated medic-
ally with successful control of the ITP and IBD, None of them required 
splenectomy. 3 patients required colectomy with long-term follow-up, 
indicated by the IBD and not due to massive bleeding as a complication 
of ITP. With long-term follow-up, all patients had thrombocytes count 
above 50 × 109/L, and 18 were in IBD clinical remission.
Conclusion: Most ITP cases in this case series occurred after the IBD 
diagnosis and responded well to regular ITP treatment. The course of 
the ITP in the IBD patients follows a regular course, including response 
to medical therapy and low rates of splenectomy.

P648
Prevalence and Impact of Alcohol Consumption 
and Cannabis Use on Inflammatory Bowel 
Diseases

M. Martinho-Grueber*1, I. Kapoglou2, F. Bravo2, R. Sarraj2, 
E. Benz2, S. Restellini3, L. Biedermann4, G. Rogler4, S.R. Vavricka4, 
A. Schoepfer5, M. Maillard5, P. Michetti1, F. Brunner2, C. Clair6, 
M.P. Barry6, R. Von Kaenel7, P. Juillerat MSc2, Swiss IBD Cohort 
Study Group
1Gastroenterology Beaulieu, Crohn and Colitis Center, Lausanne, 
Switzerland, 2Clinic for Visceral Surgery and Medicine, Department 
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of Gastroenterology- University Hospital Bern Inselspital, Bern, 
Switzerland, 3Geneva University Hospital, Gastroenterology and 
Hepatology, Geneva, Switzerland, 4University Hospital Zurich, 
Gastroenterology & Hepatology, Zürich, Switzerland, 5University 
Hospital Lausanne CHUV, Gastroenterology and Hepatology, 
Lausanne, Switzerland, 6University Hospital Lausanne CHUV, 
Centre for Primary Care and Public Health, Lausanne, Switzerland, 
7University Hospital Zurich, Psychosomatic Medicine, Zürich, 
Switzerland

Background: There is little guidance regarding the impact of alcohol 
and cannabis on the clinical course of inflammatory bowel disease. The 
aim of this study was to assess the prevalence, sociodemographic char-
acteristics and impact of alcohol and cannabis use on the clinical course 
of the disease.
Methods: We performed a retrospective analysis of prospectively col-
lected data within the Swiss Inflammatory Bowel Disease Cohort Study 
with yearly follow-ups and substance specific questionnaires. We ana-
lyzed the prevalence of use, profile of users at risk for addiction and the 
impact of alcohol and cannabis on the course of disease.
Results: We collected data of 2828 patients included between 2006 
and 2018, and analyzed it according to their completion of specific 
surveys on alcohol and cannabis use. The prevalence of patient-
reported active use was 41.3 % for alcohol and 6% for cannabis. 
Heavy drinkers were over-represented among retired, married smok-
ers receiving mostly aminosalicylates and less immunosuppression. 
In ulcerative colitis patients, low-to-moderate drinking was associ-
ated with less extensive disease. Cannabis users were often students 
with ileal Crohn’s disease. A  logistic regression analysis confirmed 
a risk of alcohol consumption in male workers > 50 years, whereas 
cannabis use was only associated with nicotine consumption. Female 
gender, retirement and being married were protective factors regard-
ing cannabis consumption.
Conclusion: A significant proportion of patients with inflammatory 
bowel disease consume alcohol or cannabis. Heavy alcohol consump-
tion is most likely in male smokers > 50 years, whereas young men with 
ileal disease rather use cannabis.

P649
The impact of COVID-19 on quality of life among 
patients with inflammatory bowel diseases – 
A Danish prospective population-based cohort 
study

M. Attauabi*1,2,3, J.F. Dahlerup4, A. Poulsen5, M.R. Hansen6, 
M.K. Vester-Andersen7, S. Eraslan2, A.P. Prahm5, N. Pedersen8, 
L. Larsen9, T. Jess9,10, A. Neumann11, K.V. Haderslev12, A. Molazahi13, 
A.B. Lødrup14, H. Glerup15, A.M. Oppfeldt16, M.D. Jensen17, 
K. Theede1,3, M. Kiszka-Kanowitz1,3, J.B. Seidelin2, J. Burisch1,3, 
Danish COVID-IBD Study Group
1Copenhagen University Hospital- Hvidovre, Gastrounit- Medical 
Section, Hvidovre, Denmark, 2Herlev Hospital- University of 
Copenhagen, Department of Gastroenterology and Hepatology, 
Herlev, Denmark, 3University of Copenhagen- Hvidovre Hospital, 
Copenhagen Center for Inflammatory Bowel Disease in Children- 
Adolescents and Adults, Hvidovre, Denmark, 4Aarhus University 
Hospital, Department of Hepatology and Gastroenterology, Aarhus, 
Denmark, 5Bispebjerg University Hospital, Digestive Disease Center, 
Copenhagen, Denmark, 6North Zealand University Hospital, 
Department of Gastroenterology, Frederikssund, Denmark, 7Zealand 
University Hospital- Koege, Department of Internal Medicine, Koege, 

Denmark, 8Slagelse Hospital, Department of Gastroenterology, 
Slagelse, Denmark, 9Aalborg University Hospital, Department of 
Gastroenterology and Hepatology, Aalborg, Denmark, 10Aalborg 
University, National Center of Excellence for Molecular Prediction 
of Inflammatory Bowel Disease PREDICT- Department of Clinical 
Medicine, Copenhagen, Denmark, 11Region Hospital Viborg, 
Department of Internal Medicine, Viborg, Denmark, 12Rigshospitalet- 
Copenhagen University Hospital, Department of Gastroenterology, 
Copenhagen, Denmark, 13Holbaek Hospital, Department of Internal 
Medicine, Holbaek, Denmark, 14Region Hospital West Jutland- 
Herning, Department of Internal Medicine, Herning, Denmark, 
15Region Hospital Silkeborg, Department of Internal Medicine, 
Silkeborg, Denmark, 16Region Hospital Horsens, Department of 
Internal Medicine, Horsens, Denmark, 17Lillebaelt Hospital- Vejle, 
Department of Internal Medicine- Section of Gastroenterology, Vejle, 
Denmark

Background: The coronavirus disease 2019 (COVID-19) pandemic 
raised concerns among patients with ulcerative colitis (UC) and 
Crohn’s disease (CD) fearing an increased susceptibility to infection 
and increased risk of poor outcomes. Furthermore, the impact of 
COVID-19 on subsequent health-related quality of life (HRQoL) has 
so far not been described. We aimed to evaluate the HRQoL in relation 
to the severity of COVID-19 in a cohort of survivors.
Methods: We conducted a population-based study investigating the 
outcomes of COVID-19 among patients with UC and CD in Denmark. 
The Danish COVID-19 IBD Database is an extensive population-
based database which prospectively monitors the disease course of 
laboratory-confirmed COVID-19 among patients with UC and CD. 
Severe COVID-19 was defined as COVID-19 necessitating intensive 
care unit admission, ventilator use, or death, while adverse COVID-
19 was defined as requirement of COVID-19 related hospitalization. 
HRQoL was assessed using several validated questionnaires, includ-
ing the EuroQol five-dimension five-level (EQ-5D-5L) questionnaire, 
EuroQol Visual Analogue Scale (EQ-VAS), Short Inflammatory Bowel 
Disease Questionnaire (SIBDQ), IBD Disability Index (IBD-DI), and 
IBD Fatigue Score.
Results: HRQoL after COVID-19 was assessed among 137/319 (42.9%) 
patients with UC of whom 125 (91.2%) and 12 (8.8%) patients 
experienced mild and adverse COVID-19, respectively. Furthermore, 
HRQoL was assessed among 85/197 (43.1%) patients with CD of 
whom 74 (87.1%) and 11 (12.9%) patients experienced mild and ad-
verse COVID-19, respectively. HRQoL was assessed after a median of 
5.1 months (IQR 4.5–7.9) after infection. Baseline characteristics are 
presented according to the availability of HRQoL data in Table 1. No 
difference was observed in terms of EQ-5D-5L among patients with UC 
and CD or patients with mild, adverse, or severe COVID-19 (Table 2). 
Accordingly, the SIBDQ scores were similar among patients with mild, 
adverse or severe COVID-19 and UC (mild: median 59 (IQR 50–65), 
adverse: 62 (54–65), severe: 62 (54–65), p=0.89) or CD (mild: 57 (46–
65), 58 (49–64), 58 (49–64), p=0.91) as well, and no difference was 
observed in the subscores (Table 2). In line with these results, the IBD 
Disability Index (UC: median 10 (IQR 6–16), CD: 13 (6–20), p=0.16) 
were not associated with the severity of COVID-19 (Table 3). Finally, 
CD patients with adverse COVID-19 experienced more fatigue than 
patients with mild COVID-19 (26 (IQR 25–35) vs. 41 (IQR 29–46), 
p=0.03).
Conclusion: This Danish population-based study found no durable im-
pact of COVID-19 on health-related quality of life among patients with 
inflammatory bowel disease providing further assurance for the clinical 
guidelines for IBD care during the pandemic.
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P650
IBD care from the patient perspective: The patient’s 
turn

R. Creemers*1, D. van der Horst2, I. Raats3, M. Romberg-Camps1, 
M. Scherpenzeel2, A. van Bodegraven1

1Zuyderland MC, Department of Gastroenterology- Geriatrics- 
Internal and Intensive Care Medicine Co-MIK- Zuyderland Medical 
Centre- Sittard-Geleen- The Netherlands, Sittard-Geleen, The 
Netherlands, 2Crohn & Colitis NL, Dutch patient association for 
Chronic Intestinal Diseases, Woerden, The Netherlands, 3Raats voor 
Mensgerichte Zorg, Advice- training and project management in the 
field of patient-oriented care and quality improvement of healthcare, 
Utrecht, The Netherlands

Background: There is an increased focus on patient reported out-
comes and patient reported experiences as means to optimize provided 
care. Both are considered essential in improving quality and service. 
Zuyderland Medical Centre (ZMC) is transforming its inflammatory 
bowel disease (IBD) care into a patient oriented IBD Centre (PGC IBD) 
as a way to provide modern patient centred care.
The project ‘Patient aan zet’ is an initiative of Crohn & Colitis NL 
(CCNL) and takes place in several hospitals. The aim of the project is 
to optimize quality of care for adult patients with IBD by ensuring that 
the patient is properly and unambiguously informed and the patients 
involvement increases in treatment.
Methods: A cross-sectional survey using a questionnaire was per-
formed to map out expectations and experiences of patients with the 
IBD outpatient clinic of ZMC. This questionnaire (part of the project 
‘Patient aan zet’) was developed by CCNL as an online self-completion 
instrument. The results of this questionnaire were assessed in a subse-
quent discussion group.
All IBD-patients presenting for an outpatient appointment at ZMC 
in March 2021, received an e-mail with a link to the questionnaire. 
In total, 500 e-mails were sent. After completing the questionnaire, 
patients were given the opportunity to sign up for a discussion group.
Results: In total, 198 participants completed the questionnaire fully or 
partially (40%) (Table 1). We found patients were satisfied with health 
care in general and with the information supply concerning IBD spe-
cifically. Use of the online monitoring tool MyIBDCoach and response 
time in the online monitoring tool contributed to positive judgment.
In the discussion group emerged that continued attention must be paid to 
the impact of endoscopic procedures from the patient perspective as endo-
scopic procedures (as part of the mucosal healing concept) may induce 
lasting and major impact on patients disease experience. In line with the 
ongoing corona pandemic developments, patient prefer a combination of 
check-up appointments by phone and at the outpatient clinic depending 
on (burden of) disease activity. Finally, specific attention is necessary for 
patients with a longstanding disease history. Needs concerning dietary 
advice and psychosocial support appear to vary over time.

Conclusion: ZMC is transforming its IBD care into a PGC IBD as a 
way to provide optimal and patient centred care. Involving patient in 
this process has given direction to optimizing patient information and 
patient involvement. The experiences gained from this process will be 
used to evaluate the PGC IBD after implementation and, together with 
the patient association, to develop a PREM that can be used to opti-
mize IBD care.

P651 has been withdrawn

P652
The burden of mental illness, including deliberate 
self-harm, before and after a diagnosis of IBD, a UK 
population study

D.N. Umar*1, P. Harvey2, D. King3, J. Chandan4, N. Adderley4, 
K. Nirantharakumar4, N. Trudgill5

1Sandwell and West Birmingham NHS Trust, Gastroenterology, 
Sandwell- West Bromwich, United Kingdom, 2New Cross Hospital, 
Gastroenterology, Wolverhampton, United Kingdom, 3Russells Hall 
Hospital, Gastroenterology, Dudley, United Kingdom, 4University 
of Birmingham, Institute of Applied Health Research, Birmingham, 
United Kingdom, 5Sandwell and West Birmingham NHS Trust, 
Gastroenterology, Sandwell, United Kingdom
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Background: The burden of mental illness among IBD patients is rec-
ognised to be greater than among their healthy peers. Due to the bi-
directional influence of the gut-brain axis,mental health may be linked 
to IBD outcomes and vice versa.
The aim of this study was to use population level data to describe the 
incidence of anxiety, depression, insomnia, severe mental illness and 
deliberate self-harm in patients with IBD.
Methods: A retrospective cohort study was conducted using The Health 
improvement Network (THIN) database to estimate the incidence rates 
of anxiety, depression, insomnia, severe mental illness and deliberate 
self harm in patients with IBD between 1995 to 2021 and matched 
controls with no pre-existing mental health illness.The prevalence of 
pre-existing depression, anxiety and insomnia prior to IBD diagnosis 
was assessed for IBD patients and matched controls.The association 
between deliberate self harm and incident mental health diagnoses fol-
lowing IBD diagnosis were estimated using Cox regression analysis.
Results: We identified 59,613 incident cases of IBD,34,615 (58.1%) 
had UC and 25,000 (41.9%) had Crohn’s disease. The median age 
was;41.5 (IQR 29.6–57.5) years,with an equal proportion of males and 
females with IBD (49.2% vs 50.8%).
Patients with a diagnosis of IBD had an increased prevalence of anx-
iety 10 years (3.0% vs 2.5%,p<0.001) and 2 years prior to diagnosis 
(6.2% and 5.3%,p<0.001). A  similar pattern was seen for insomnia 
at 10  years (1.0% vs 0.9%, p=0.028) and 2  years (3.4% vs 3.0%, 
p<0.001) and for depression at 10 years (3.7% vs 4.5%, p<0.001) and 
2 years (8.1% vs 9.6%, p<0.001).
The incidence of mental illness was higher in IBD patients than con-
trols for; anxiety [6.1 vs 5.3 per 1000 patient years,HR 1.14(1.09–
1.20),p<0.001], depression [11.3 vs 7.5 per 1000 patient years,HR 
1.34 (1.28–1.39),p<0.001], insomnia [9.6 vs 6.0 per 1000 patient 
years,HR 1.54(1.5–1.6),p<0.001] and DSH [1.6 vs 1.2 per 1000 pa-
tient years,HR 1.20(1.07–1.35),p<0.001].
Associations of deliberate self harm in this patient groups 
included: IBD (HR 1.20(1.07–1.35),p=0.002),female gender 
(HR 1.06(1.35–1.60),p<0.001),age quintile <27.4  years (HR 
4.48(3.95–5.93),p<0.001) compared to >61.3  years,anxiety (HR 
1.57(1.35–1.82),p<0.001),depression (HR 5.97(5.33–6.69),p<0.001),i
nsomnia (HR 2.32(2.02–2.66),p<0.001), and severe mental illness (HR 
5.74(4.56–7.22),p<0.001).
Conclusion: There is an additional burden of mental illness in patients 
who are later diagnosed with IBD. Following diagnosis,the incidence 
of depression, anxiety, insomnia and deliberate self harm is higher in 
individuals with IBD than controls.Patients who develop mental illness 
in the setting of IBD are at particularly high risk of deliberate self-harm.

P653
The changing epidemiology of IBD in the western 
world: a population-based study from Denmark

M. Agrawal*1, H. Christensen2, M. Bøgsted2, J.F. Colombel1, T. Jess2, 
K. Allin2

1Icahn School of Medicine at Mount Sinai, Division of Gastroenterology, 
New York, United States, 2Aalborg University, Center for Molecular 
Prediction of Inflammatory Bowel Disease PREDICT, Copenhagen, 
Denmark

Background: Mitigating the burden of inflammatory bowel disease 
(IBD) in Western countries requires understanding how its epi-
demiology is evolving. We conducted a temporal analysis of the 

epidemiology of IBD between 1995 and 2018 in the Danish nation-
wide cohort.
Methods: We used the Danish Civil Registration System (CRS) to 
obtain demographic information on all residents in Denmark be-
tween January 1, 1995 and December 31, 2018. We obtained infor-
mation on Crohn’s disease (CD) and ulcerative colitis (UC) diagnosis 
from the National Patient Registry (NPR) using International 
Classification of Disease 8/10 codes. IBD diagnosis was defined as 
having at least two CD- or UC-related registrations within a two-
year period and the date of the first IBD-related registration was 
considered as the date of diagnosis. We estimated overall and annual 
incidence rates and prevalence of CD and UC standardized with re-
spect to age and sex.
Results: 52,407 individuals met the criteria for IBD diagnosis in the 
period 1995–2018, of which 17,355 (33%) were diagnosed with CD 
and 35,052 (67%) were diagnosed with UC. The median age at diag-
nosis (IQR) for CD and UC was 34 (22, 53) and 43 (29, 60) years, 
respectively. 9,745 (56.2%) and 18,332 (52.3%) individuals with CD 
and UC, respectively, were of female sex. During the study period, 
1995–2018, the overall incidence rate (95% CI) rose from 9.2 (8.4, 
10) per 100,000 person years (PY) to 18 (16.8, 19) per 100,000 PY 
for CD, corresponding to a 94.9% increase, and from 21.1 (19.9, 
22.4) per 100,000 PY to 28.4 (27, 29.8) per 100,000 PY for UC, 
corresponding to a 34.1% increase. The incidence rates of CD and 
UC increased for all age groups, at different rates, highest for CD 
in age group 15–39 years (Figure). While CD incidence was consist-
ently higher in women, increase in CD and UC incidence was compar-
able between both sexes. The prevalence of IBD also increased from 
1995–2018 (225.6% and 218.4% for CD and UC, respectively) with 
the greatest increase in UC prevalence among individuals older than 
40 years of age (248.4%).

Conclusion: The epidemiology of IBD has shifted in the last 20 years 
with a still increasing incidence of CD and UC in young adults, and a 
sharply increased prevalence in older age groups, especially for UC. 
These findings have implications towards understanding environmental 
shifts associated with this evolution as well as preparing for manage-
ment of an aging IBD population.
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P654
Clinical outcomes in familial versus sporadic 
inflammatory bowel disease diagnosed in the era 
of biological therapies. Prospective data from the 
ENEIDA registry

C. González Muñoza*1, M. Calafat2, J.P. Gisbert3, E. Iglesias4, 
M. Minguez5, B. Sicilia6, M. Esteve7, F. Gomollon8, X. Calvet9, 
E. Ricart10, D. Carpio11, M. Rivero12, A. Lopez-Sanroman13, 
L. Marquez14, P. Nos15, J.L. Cabriada16, J. Guardiola17,  
M.F. Garcia-Sepulcre18, S. Garcia-Lopez19, R. Lorente Poyatos20, 
C. Taxonera21, J. Barrio Andres22, I. Vera23, E. Domenech2,  
E. Garcia-Planella1, on behalf of the ENEIDA registry of GETECCU
1Hospital Santa Creu i Sant Pau, Gastroenterology, Barcelona, Spain, 
2H. Universitario Germans Trias i Pujol Badalona and CIBEREHD, 
Gastroenterology, Badalona, Spain, 3H.  de La Princesa Madrid and 
CIBEREHD, Gastroenterology, Madrid, Spain, 4H. Universitario Reina 
Sofía Murcia, Gastroenterology, Murcia, Spain, 5H.Clínico Valencia 
Valencia, Gastroenterology, Valencia, Spain, 6H. Universitario de Burgos 
Burgos, Gastroenterology, Burgos, Spain, 7H. Universitario Mutua 
Terrassa Terrassa and CIBEREHD,, 7H. Universitario Mutua Terrassa 
Terrassa and CIBEREHD, Terrassa, Spain, 8H.Clínico Universitario 
Lozano Blesa Zaragoza and CIBEREHD, Gastroenterology, Zaragoza, 
Spain, 9H. Parc Taulí Sabadell and CIBEREHD, Gastroetnerology, 
Sabadell, Spain, 10H. Clínic Barcelona Barcelona and CIBEREHD, 
Gastroenterology, Barcelona, Spain, 11Complejo Hospitalario 
Universitario Pontevedra Pontevedra, Gastroenterology, Pontevedra, 
Spain, 12H. Marqués Valdecilla Santander, Gastroenterology, Santander, 
Spain, 13H. Universitario Ramón y Cajal Madrid, Gastroenterology, 
Madrid, Spain, 14H. del Mar Barcelona, Gastroenterology, Barcelona, 
Spain, 15H. Universitario y Politécnico La Fe Valencia and CIBEREHD, 
Gastroetnerology, Valencia, Spain, 16H. Universitario Galdakao 
Bilbao, Gastroenterology, Bilbao, Spain, 17H. Universitario de 
Bellvitge L’Hospitalet del Llobregat, Gastroenterology, L’Hospitalet 
del Llobregat, Spain, 18H. General Universitario de Elche Elche-, 
Gastroenterology, Elche, Spain, 19H. Universitario Miguel Servet 
Zaragoza, Zaragoza, Zaragoza, Spain, 20H. General Universitario 
Ciudad Real Ciudad Real, Gastroenterology, Ciudad Real, Spain, 
21H. Clínico San Carlos Madrid, Gastroenterology, Madrid, Spain, 
22H. Río Hortega Valladolid, Gastroenterology, Valladolid, Spain, 23H. 
Universitario Puerta Hierro Majadahonda Madrid, Gastroenterology, 
Madrid, Spain

Background: It has been reported that familial aggregation occurs in 
10–20% of inflammatory bowel disease (IBD) patients1. Familial IBD 
has been associated with disease anticipation2 and with an increased 
need for immunosuppressants3 and surgery4. However, most studies 
were performed before the widespread use of biological agents and this 
may impact on the need for surgery.
We aimed to compare the clinical outcomes of IBD (by means of the 
need for biological therapy and abdominal surgery) between familial 
and sporadic forms of IBD in the era of biological therapies.
Methods: Data were extracted from the ENEIDA registry by GETECCU, 
a Spanish, prospectively-maintained, IBD database in which more than 
80 centers are participating.
Only adult patients diagnosed with IBD since 2005 and prospectively 
followed in the registry since diagnosis were included.
Familial IBD was defined as those cases with at least one first-degree 
relative diagnosed with IBD. Sporadic IBD was defined as those cases 
with no familial relative (of any degree) with IBD.
Kaplan-Meier survival curves were performed to evaluate the cumula-
tive probabilities of remaining biologic-free and surgery-free. Log-rank 

test was performed to compare them between familial and sporadic 
IBD forms. Chi-square test was performed for the rest of variables.
Results: A total of 5,263 patients (2,627 Crohn’s disease [CD]; 2,636 
ulcerative colitis [UC]) were included. Of them, 507 (10%) were fa-
milial cases (274 CD, 233 UC; P=0.05). The median follow-up was 38,4 
and 35.5 months, respectively (P=0.086).
Familial cases were younger (P=0.022) and had a higher proportion of 
females among UC cases (P=0.048).
No differences were observed in the need for biological therapy in 
both CD and UC between familial and sporadic IBD. Regarding sur-
gery, no differences were observed in the cumulative probabilities 
of a first intestinal resection for CD and colectomy for UC. Similar 
results were obtained when all the analyses were restricted to those 
subgroups at high-risk for surgery (i.e. CD with ileal involvement and 
extensive UC).
Conclusion: In patients diagnosed with IBD in the era of biological 
therapies, familial forms have the same requirements for biological 
agents and resectional surgery as sporadic forms. Therefore, fa-
milial aggregation does not seem to be a factor for a more aggressive 
disease.

P655
Early life mebendazole exposure increases the 
risk of adult-onset ulcerative colitis: a population-
based cohort study

M. Agrawal*1, K. Allin2, A. Iversen2, S. Mehandru1, J.F. Colombel1, 
T. Jess2

1Icahn School of Medicine at Mount Sinai, Division of Gastroenterology, 
New York, United States, 2Aalborg University, Center for Molecular 
Prediction of Inflammatory Bowel Disease PREDICT, Copenhagen, 
Denmark

Background: According to the hygiene hypothesis, exposure to para-
sites may promote immune tolerance and protect against inflammatory 
bowel disease (IBD). The early life period, considered to extend from 
prenatal life to up to 5  years of age, is important towards immune 
maturation; exposures during this period are especially relevant to-
wards IBD risk. We examined the impact of exposure to mebendazole, 
a broad-spectrum anthelminthic agent, during childhood and adoles-
cence, on the risk of IBD, ulcerative colitis (UC) and Crohn’s disease 
(CD).
Methods: We used prospectively collected historical data of all indi-
viduals born in Denmark between 1995 and 2018 from national reg-
isters to conduct a population-based cohort study. Using the National 
Prescription Register, we identified mebendazole exposure at <18 years 
of age, as well as at <5 years of age. Using ICD8/10 codes in the cross-
linked National Patient Register, we identified individuals who were 
subsequently diagnosed with UC or CD at <16 or ≥16 years of age. 
We performed adjusted Cox proportional hazards regression analyses 
to determine the risk of IBD, UC and CD with mebendazole exposure 
after adjusting for potential confounders, which included calendar 
period, number of siblings and half-siblings, antibiotic prescription, 
sex, socio-economic status, degree of urbanization and parental IBD 
status.
Results: Of 1,520,290 individuals in the cohort, 615,794 had 
childhood mebendazole exposure. 1,555 and 1,499 individuals 
were subsequently diagnosed with pediatric- and adult-onset IBD, 
respectively. On multivariable analysis, mebendazole exposure 
at <18  years of age did not impact pediatric- or adult-onset IBD 
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risk (aHR 0.97, 95% CI 0.87, 1.07 and 1.08, 95% CI 0.97, 1.19, 
respectively) (Table). On limiting mebendazole exposure to age 
<5 years, while there was no association with pediatric-onset IBD 
(aHR 0.98, 95% CI 0.87, 1.11), adult-onset IBD risk was increased 
(aHR 1.17, 95% CI 1.04, 1.31). This increase in risk was driven 
by UC (aHR 1.32, 95% CI 1.12, 1.55), but not CD (1.03, 95% CI 
0.87,1.22) (Figure)
Table: Crude and adjusted estimates for outcome with exposure to 
mebendazole in early life (<5 years of age)
Figure: Cumulative incidence curves for (a) ulcerative colitis and (b) 
Crohn’s disease
Conclusion: Early life, but not later in childhood or adolescence, 
mebendazole exposure is associated with increase in the risk of adult-
onset UC. Mebendazole exposure does not impact pediatric-onset IBD 
risk or CD risk. These findings emphasize the importance of early-life 
exposures in shaping the risk of IBD later in life, may indicate differ-
ences between UC and CD risk factors and pathways, and may call for 
re-evaluation of risks and benefits of large-scale helminth eradication 
programs.

P656
The impact of periodontitis on IBD disease activity

G.R. Madsen*1, K. Bertl2, A. Stavropoulos2, J. Burisch1

1Hvidovre Hospital - University of Copenhagen, Gastrounit, Hvidovre, 
Denmark, 2Faculty of Odontology - University of Malmö, Department 
of Periodontology, Malmö, Sweden

Background: Inflammatory bowel disease (IBD) and periodontitis are 
chronic, progressive, inflammatory diseases with similarities in their 
respective pathogenesis, which involve a complex interplay between 
a dysbiotic microbiota and a dysregulated immune-inflammatory re-
sponse. Periodontitis has been associated with an adverse impact on 
other inflammatory diseases and the general health. Whether presence 
of periodontitis is associated with IBD disease activity is uncertain.
Methods: A questionnaire-based survey was conducted in Denmark. 
A  total of 1,093 patients with IBD, i.e., 527 patients with Crohn’s 
disease (CD) and 566 patients with Ulcerative colitis (UC), answered 
the questionnaire. The survey included questions on social demo-
graphics, oral health, as well as IBD-related characteristics. Oral health 
was assessed by the number of teeth, the state of teeth and gums, and 
the Periodontal Screening Score (PESS) which is a validated instrument 
to screen for severe periodontitis. Disease activity in patients with UC 
and CD was assessed by the Simple Clinical Colitis Index (SCCAI) and 
the Harvey & Bradshaw’s Activity Index (HBI), respectively. Disease 
related disability was assessed by the Inflammatory bowel disease dis-
ability index (IBD-DI). Univariate and multivariate statistical analyses 
were performed to assess each variable.
Results: Patients with CD reported significantly fewer remaining teeth 
(p=0.004) and poorer state of teeth and gums (p=0.001) in comparison 
to patients with UC. Irrespective of IBD disease subtype, patients with a 
reduced number of teeth scored significantly higher on the IBD disability 
index (p=0.001) and reported an increased disease activity in the last 
12 months (p=0.001). Patients with self-reported severe periodontitis 
scored significantly higher on the IBD disability index (p=0.041) and 
reported an increased disease activity in the last 12 months (p=0.001). 
For patients with UC, self-reported severe periodontitis was associated 
with a higher SCCAI score (p=0.031). Likewise, patients with CD who 
had a reduced number of teeth scored significantly higher on the HBI 
(p=0.017).
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Conclusion: Periodontitis was significantly associated with increased 
IBD disease activity as well as increased IBD disease related disability. 
CD patients had significantly poorer oral health compared with UC 
patients. Our results highlight a need for an increased focus on oral 
health in patients with IBD.

P657
Persistence in smoking cessation in inflammatory 
bowel disease (IBD)

C. González Muñoza*1, C. Gely1, M. Teller1, A. Mombiela1, C. Roig1, 
A. Lopez-Faba1, F. Bertoletti1, J. Gordillo1, E. Garcia-Planella1

1Hospital Santa Creu i Sant Pau, Gastroenterology, Barcelona, Spain

Background: Smoking Habit (SH) is a relevant epidemiological factor 
in IBD, so it is recommended to quit. We have no data on the persist-
ence of its long-term abandonment.
Methods: All patients of our hospital registred in the ENEIDA registry 
(spanish national IBD registry) with active SH at time of diagnosis were 
identified. Ex-smokers (> 6 months of abstinence) were invited to par-
ticipate by telephone contact and epidemiological and SH data were 
recorded using medical records and telephone survey. The Fargeström 
Test for Nicotine Dependence (FTND) was used to grade the degree of 
addiction.
Results: 122 ex-smokers [88 Crohn Disease (CD), 33 Ulcerative Colitis 
(UC)] were included, the mean age of SH abandonment (SHA) was 
41 years (33–48), lower in CD (38 years) compared to UC (46) (p-value 
0.002). The mean time from diagnosis to SHA was 72 months in CD 
and 98 in UC. Patients had a 2-point degree of FTND addiction, higher 
in CD (p-value 0.063), with 80% of them working. In CD, the main 
motivation was medical indication as a specific treatment (28%) and 
for general health advice (23%); in UC were general health advice 
(45%) followed by associated comorbidities (15%). 90% of the cohort 
managed to quit smoking on their own and only 11% needed pharma-
cological help.  60% explained a relapse, on average at 12  months 
(3–36), with a higher rate in CD (46%) compared with UC (24%) 
(p-value 0.029) despite a longer mean follow-up of patients with UC 
(114 VS 168, p-value 0.035). 39% of them referred to be living with 
a smoker at the time of relapse. The only factor of those assessed that 
directly impacted the risk of relapse was a higher score on the FTND 
(p-value 0.027).
Conclusion: - The overall risk of relapse is 60%, half of which during 
the first year. Patients with CD have a higher risk, possibly due to a 
higher degree of addiction.
-  The only factor associated with relapse in (SH) was a higher 

FTND score.
- SHA is delayed in relation to the diagnosis of IBD.

P658
Evolution of disease phenotype, time to biological 
therapy and medium-, long-term colectomy rates 
in Ulcerative Colitis patients in Western Hungary – 
a population-based study between 2007–2018, data 
from the Veszprem county cohort

L. Gonczi*1, L. Lakatos2, P. Golovics3, T. Pandur4, G. David2, 
Z. Erdelyi2, I. Szita2, P.L. Lakatos PhD1,5

1Semmelweis University, Department of Medicine and Oncology, 
Budapest, Hungary, 2Ferenc Csolnoky Hospital, Department of 
Gastroenterology, Veszprem, Hungary, 3Hungarian Defence Forces- 
Medical Centre, Department of Gastroenterology, Budapest, 
Hungary, 4Grof Esterhazy Hospital, Department of Gastroenterology, 
Papa, Hungary, 5McGill University Health Centre, Department of 
Gastroenterology, Montreal, Canada

Background: The number of prospective population-based studies eval-
uating the natural disease course and surgical outcomes of ulcerative 
colitis (UC) are still limited from Eastern Europe. The present study 
is a continuation of the Veszprem IBD population-based cohort with 
a follow-up of the incidence and disease course of IBD since 1977. 
Our aim was to evaluate disease course by examining progression in 
disease phenotype, time to biological therapy and colectomy rates in 
a prospective population-based database from Veszprem Province, 
including incident UC patients diagnosed between January 1, 2007 and 
December 31, 2018.
Methods: Data of 467 incident UC patients were analyzed (male/fe-
male: 236/1231; median age at diagnosis: 36 years(y) [IQR: 25–54]). 
Both in-hospital and outpatient records were collected and compre-
hensively reviewed at diagnosis and during clinical follow-up. The 
mean length of follow-up was 8.34y (SD: 3.5). Disease phenotype was 
evaluated based on the Montreal classification. Probability of medium-, 
long-term change in disease course and surgical outcomes were ana-
lyzed using Kaplan–Meier survival analysis.
Results: Disease extension was proctitis (E1), left sided colitis (E2), and 
extensive colitis (E3) in 22.3%/ 43.9%/ 33.8% of patients at diagnosis. 
The probability of disease progression into more extensive phenotype 
was 6.9% (SE:1.2) at 3  years, 8.3% (SE:1.3) at 5  years and 11.3% 
(SE:1.6) at 10  years. Figure 1. The Probability of receiving biological 
therapy after diagnosis was 9.9% (SE:1.4) at 3 years, 13.9% (SE:1.6) 
at 5 years and 17.8% (SE:2.0) at 10 years in this cohort. Overall colec-
tomy rate was 4.1% in the total population at the end of follow-up. The 
probability of colectomy was 1.5% (SE:0.6) at 1 year, 3.6% (SE:0.9) at 
5 years and 4.4% (SE:1.0) at 10 years in Kaplan-Meier analysis. Figure 2.
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Conclusion: The probability of progression in disease extent was 
low overall, similar to results from recent pan-European population-
based data. (Burisch 2019, JCC). Medium- and long-term colectomy 
rates were lower compared to Western European centers, but some-
what higher compared to our previous data from the Veszprem cohort 
(2002–2006). (Lakatos 2011, IBD).

P659
No decrease in number of new Inflammatory 
Bowel Disease diagnoses in children in the 
Netherlands during the Covid-19 pandemic: a 
nationwide retrospective cohort study

R. Klomberg*1, A.R. Joling1, M. te Groen2, C. Kuijpers3, H. Escher1, 
I. Nagtegaal2, L. de Ridder1

1Erasmus MC - Sophia Children’s Hospital, Paediatric Gastroenterology, 
Rotterdam, The Netherlands, 2Inflammatory Bowel Disease Center- 
Radboud University Medical Center, Gastroenterology, Nijmegen, 
The Netherlands, 3PALGA Foundation, The Nationwide Network and 
Registry of Histo- and Cytopathology, Houten, The Netherlands

Background: The COVID-19 pandemic has had a large impact on 
regular healthcare provision in the Netherlands. During the first wave, 
healthcare in children was strongly reduced due to safety regulations 
and reduced hospital capacity for non-COVID care. This, and fear 
of COVID-19 could have led to delayed inflammatory bowel disease 
(IBD) healthcare, and delayed or even missed diagnoses. This has al-
ready been demonstrated in adult IBD patients in the Netherlands1, 
but not yet in the paediatric population. This is of importance, as in 
children, diagnostic delay is associated with higher rates of strictures, 
fistulising complications, and growth delay2. Therefore, this study aims 
to determine the impact of COVID-19 on IBD-related procedures and 
new IBD diagnoses in children in the Netherlands.
Methods: In this nationwide retrospective cohort study, a search was 
conducted in the nationwide pseudonymized pathology registry of the 
Netherlands (PALGA), with complete national coverage. Using re-
trieval terms for ulcerative colitis, Crohn’s disease, IBD unclassified and 
corresponding synonyms, all IBD related pathology reports (resection 
specimens or intestinal biopsies) from January 2018 to December 2020 
in children age 1–18 were selected. Patients with a recognized diagnosis 
of IBD were eligible for inclusion, which was scored independently by 
two authors based on all reports. All IBD-related procedures (endosco-
pies and intestinal resections) were identified. Monthly frequencies of 

procedures and new IBD diagnoses during the COVID-19 pandemic 
in the Netherlands (March 11, 2020 – December 31, 2020) were com-
pared to the average monthly frequencies of 2018–2019.
Results: After exclusion of non-IBD related reports, 2161 IBD-related 
procedures were identified between January 2018 and December 2020. 
The average number of monthly IBD procedures in 2018–2019 was 
59.8, whereas in 2020 this was 60.6 procedures per month, reflecting 
a 0.8% increase (Figure 1). In 2020, the number of new IBD diagnoses 
was 456, similar to the 458 new IBD diagnoses in 2018–2019. During 
the COVID-19 pandemic the weekly number of new diagnoses was 
8.8, while between January 2018 and March 2020 this was 8.5 (Figure 
2). A slight reduction in monthly IBD-related resections was observed 
(2.7 vs. 3.5).
Conclusion: Despite the reduction in regular healthcare in children in 
the Netherlands due to the COVID-19 pandemic, no reduction was 
observed in IBD-related endoscopies and surgeries during the pandemic 
in the Netherlands. This reassuring evidence demonstrates that pedi-
atric IBD healthcare remained unchanged, thus not delaying diagnosis 
of new IBD patients or treatment of severe disease flares.

References
1. Groen M.T., et al. Gastroenterology, 2020.
2. Ricciuto, A., et al. J Crohns Colitis, 2021.
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P660
Knowledge, attitudes, and awareness of 
contraceptive choices in women with 
Inflammatory Bowel Disease

E. Liu*1, R. Jatale2, J. Farraye3, R. Cannon3, E. Woodhams3, 
F. Farraye4, J.K. Limdi1

1The Northern Care Alliance NHS Trust, Section of IBD- Department 
of Gastroenterology, Manchester, United Kingdom, 2Metropolis 
Healthcare, Metropolis, Mumbai, India, 3Boston Medical Center, 
Obstetrics and Gynecology, Boston, United States, 4Mayo Clinic, 
Department of Gastroenterology and Hepatology, Jacksonville- 
Florida, United States

Background: Active inflammatory bowel disease (IBD) at conception is 
associated with adverse pregnancy outcomes. Published literature sug-
gests that almost a quarter of women with IBD do not use any form 
of contraception putting them at risk of unplanned pregnancy. Recent 
guidelines emphasise the importance of antenatal care in IBD patients, 
but contraception counselling and risk assessment are not addressed. 
Our aim was to explore the contraceptive knowledge, attitudes and 
preferences of women with IBD.
Methods: A 34-item questionnaire was prospectively administered to 
245 consecutive female IBD patients aged 18–45 attending gastroenter-
ology clinics. Disease control was measured using the validated IBD 
Control questionnaire, and contraceptive preferences assessed by the 
Contraceptive Features Survey.
Results: Of the 245 participants (see table 1), mean disease duration 
was 6.5 years, median IBD control score was 16.9 (range 0- 26), and 
152 (62%) respondents had previously been pregnant. Almost three 
quarters of respondents (n=176) reported currently using contraception, 

and 41 (17%) were using highly effective contraceptives. The most 
commonly used contraceptives were oral birth control pills (27%) 
and barrier methods (18%). Participants who identified as Caucasian 
(74%) were more likely than those who identified as Asian (37%) to 
use contraception (p=0.0009). Patients who did not plan to conceive in 
the future were more likely to use contraception (p=0.0365). However, 
of the 58% (n=143) who had either no plans to conceive in the future 
or were unsure, 23% were not using any form of contraception, and 
83% were not using a highly effective contraceptive. Current biologic 
therapy was significantly associated with highly effective contraceptive 
use (p=0.0275). Contraceptive features most important to women were 
effectiveness (78%), ease of use (76%), few or no side effects (68%) 
and not detracting from sexual enjoyment (65%). Only 25% patients 
(n=61) recalled discussing reproductive issues with their IBD clinician, 
however, 86% stated they would feel comfortable having this discus-
sion. Women wished to receive family planning counselling from their 
IBD nurse (81%), General practitioner (77%), IBD doctor (68%), and 
gynaecologist (47%).

Conclusion: A quarter of patients in our cohort were not using any 
contraception and the majority were not using a highly effective form 
potentially increasing their risk of unplanned or mistimed pregnancy. 
Participants desired a contraceptive that was effective, easy to use and 
with minimal side effects. Our findings reflect the need for further stud-
ies to improve informed decision making with contraceptive counsel-
ling, to improve the overall quality of care for women with IBD.

P661
Pre-diagnostic vitamin D levels in Inflammatory 
Bowel Disease

L. Widbom*1, S. Fahlander1, K. Stefansson1, P. Karling2, J. Hultdin1

1Umeå University, Department of Medical Biosciences- Clinical 
Chemistry, Umeå, Sweden, 2Umeå University, Department of Public 
Health and Clinical Medicine- Medicine, Umeå, Sweden

Background: Vitamin D has been implicated in the pathogenesis of in-
flammatory bowel disease (IBD), suggested by a geographical north-
south gradient in risk for IBD. IBD patients have also been shown to 
have lower 25(OH) vitamin D (25(OH)D3) compared to healthy sub-
jects. In contrast, prospective studies on pre-diagnostic samples, includ-
ing one with late-onset IBD (n=241), have not found any differences. 
The aim of our study was to study 25(OH)D3 levels in subjects later 
developing IBD, including late-onset cases.
Methods: In this nested case-control study, 171 individuals who 
later developed IBD and 337 controls (matched for age, sex, and 
time and place for inclusion) were included. The study population 
was included from the Northern Sweden Health and Disease Study 
(NSHDS), and the Northern Sweden Maternity Cohort (RUB). Both 
with the catchment area being above latitude 63°N (based in Umeå, 
Sweden). 25(OH)D3 concentrations were analysed with LC-MS/
MS on plasma collected at least one year before IBD diagnosis and 
compared between cases and controls using conditional logistic 
regression.
Results: Results are shown in tables 1–3. Baseline characteristics are 
presented separately for NSHDS (Table 1)  and RUB (Table 2). For 
NSHDS and RUB cases, median ages were 50.1 and 25.3 years re-
spectively, and median 25(OH)D3 levels 52.9 and 52.3  nmol/L re-
spectively. There were no differences compared to matched controls. 
Conditional logistic regression (Table 3)  for vitamin D levels and 
risk for developing IBD were made for NSHDS and RUB separately 
and combined. It was also made separately for Ulcerative Colitis and 



i572 Poster presentations

Crohn’s disease. No differences were shown for the whole group, nor 
for any of the subgroups.
Conclusion: In pre-diagnostic samples, 25(OH)D3 did not differ 
between those who later developed IBD and controls. In subgroup 
analysis separately for RUB (including younger, female individuals) 
and NSHDS (including late-onset IBD), no differences were seen in 
either subgroup. This study supports previous findings indicating that 
vitamin D is not associated with the risk of developing IBD, including 
late-onset IBD, and that there is no evidence for early malabsorption 
of vitamin D.

P662
Colorectal Cancer in Patients with Ulcerative 
Colitis: A National Cohort Study between 
1991–2020

L. Heuthorst*1, H. Harbech1, A. Snijder1, A. Mookhoek2, 
G. D’Haens3, S. Vermeire4, A. D’Hoore5, W. Bemelman1, C. Buskens1

1Amsterdam UMC- location AMC, Department of Surgery, Amsterdam, 
The Netherlands, 2University of Bern, Institute of Pathology, Bern, 
Switzerland, 3Amsterdam UMC - Location AMC, Department of 
Gastroenterology and Hepatology, Amsterdam, The Netherlands, 
4University Hospitals Leuven, Department of Gastroenterology 
and Hepatology, Leuven, Belgium, 5University Hospitals Leuven, 
Department of Surgery, Leuven, Belgium

Background: Studies on the colorectal cancer (CRC) risk in patients 
with ulcerative colitis (UC) show conflicting results. The aim of the 
current study was to assess if there is an indication shift for surgery in 

patients with UC from refractory disease to malignant degeneration 
over the last 3 decades.
Methods: From the nationwide Dutch Pathology Registry (PALGA), 
pathology excerpts from all patients with histologically confirmed 
UC who underwent a colorectal resection for all indications between 
January 1st, 1991 and November 12th, 2020 were included. The primary 
outcome was the CRC rate in the colon specimens. Outcomes were 
compared between 3 time periods (P1: 1991–2000, P2: 2001–2010, 
P3: 2011–2020).
Results: Overall, 6,094 UC patients were included of which 5,026 
underwent a (procto)colectomy and 1,068 a segmental resection. 
In 1,031 (16.9%) patients, pathological examination demonstrated 
CRC after a median disease duration of 11  years [IQR 3.0–19.0]. 
The CRC rate in the colectomy specimen increased from 11.3% in 
P1, to 16.1% in P2, to 22.8% in P3 (p-trend <0.001). Compared to 
patients in P1, patients in P2 and P3 had a longer disease duration 
before resection (4 years [IQR 0.0–9.0] vs. 10 years [IQR 3.0–16.0] 
vs. 17  years [IQR 7.0–23.0], p<0.001). The proportion of patients 
diagnosed with advanced disease (pT3/T4) (P1: 61.2% vs. P2: 65.2% 
vs. P3: 62.4%, respectively, p=0.633) and lymph node metastasis (P1: 
33.0% vs. P2: 41.9% vs. P3: 38.2%, respectively, p=0.113) did not 
decrease over time.

Conclusion: This nationwide pathology study demonstrated an 
increased surgical indication rate for CRC in UC patients over the last 
3 decades. We hypothesize that the expanding therapeutic armament-
arium for UC likely leads to exhausting medical options and hence post-
poned colectomy. This however, might be at the expense of increased 
risk of CRC in the long term. Despite the introduction of surveillance 
programs, the incidence of advanced colon carcinoma remains high.

P663
Mild COVID-19 disease and breakthrough cases 
among children with inflammatory bowel disease: 
An update from an international registry

E. Brenner*1, X. Zhang2, M. Agrawal3, R. Ungaro3, J.F. Colombel3, 
M. Kappelman1

1University of North Carolina, Pediatrics, Chapel Hill, United States, 
2University of North Carolina, Medicine, Chapel Hill, United States, 
3Icahn School of Medicine at Mount Sinai, Medicine, New York, United 
States

Background: Coronavirus disease 2019 (COVID-19) tends to cause 
mild disease in children, although severe disease occurs rarely. Children 
with inflammatory bowel disease (IBD) often receive immunosuppres-
sive medications that may increase risk of infectious complications. 
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Little is known about the severity of breakthrough infection after 
COVID-19 vaccination in children with IBD. We describe COVID-19 
outcomes among children with IBD, including those with breakthrough 
infection.
Methods: The Surveillance Epidemiology of Coronavirus Under 
Research Exclusion for Inflammatory Bowel Disease (SECURE-IBD) 
is a database created to evaluate COVID-19 outcomes in IBD patients. 
We included children (age ≤18) from the SECURE-IBD database 
through November 17th, 2021. We used descriptive statistics to sum-
marize demographic/disease characteristics of the study population, 
both overall and stratified by hospitalization status, and performed 
bivariate comparisons. We reported demographic and clinical details 
of patients requiring an intensive care unit stay and those with break-
through infection (defined as ≥1 COVID-19 vaccination prior to infec-
tion), respectively.
Results: We analyzed 606 pediatric IBD COVID-19 cases from 37 
countries. The most common IBD medications were tumor necrosis 
factor (TNF) antagonist monotherapy (48%) and sulfasalazine/

mesalamine (20%). Most patients (85%) had no non-IBD comorbidi-
ties. No patients died, and 28 children (5%) were hospitalized. Factors 
associated with hospitalization included non-IBD comorbid conditions 
(43% hospitalized vs 13% not; p <0.01), moderate/severe IBD disease 
activity (61% vs 15%; p <0.01 overall), gastrointestinal symptoms 
(68% vs 16%, p <0.01), and steroid use (29% vs 6%, p <0.01). TNF 
antagonist monotherapy was associated with a decreased likelihood of 
hospitalization (29% vs 49%; p value 0.03) (Table 1). Seven patients 
needed intensive care, and three (0.5%) required mechanical ventila-
tion (Table 2). There were nine fully vaccinated and five partially vac-
cinated patients who developed breakthrough infection, of whom only 
one required hospitalization but did not need a ventilator (Table 3). The 
majority of patients with breakthrough infection (13/14) were on sys-
temic immunosuppressants at the time of COVID-19 infection (10/14 
on TNF antagonists).
Conclusion: We found that children with IBD have a relatively low 
risk of severe COVID-19 outcomes. Among children with IBD who 
developed COVID-19 after vaccination, the majority were on immu-
nosuppressants and had mild disease that did not require hospital-
ization. These data may reassure families and providers of children 
with IBD during the COVID-19 pandemic and support public health 
recommendations for COVID-19 vaccination among eligible children 
with IBD.

P664
Bidirectional association between inflammatory 
bowel disease and psoriasis in a pediatric 
population: A nationwide insurance claim data 
analysis in South Korea

D.H. Kim*1, S.I. Cho2

1Kyung Hee University Hospital, Department of Pediatrics, 
Dongdaemun-gu, Korea- Republic Of, 2Seoul National University 
Hospital, Department of Dermatology, Seoul, Korea- Republic Of

Background: Inflammatory bowel disease (IBD) and psoriasis are 
chronic inflammatory diseases and have been reported to have an as-
sociation between them. However, most of the patients included in the 
previous reports were adults. As both diseases are related to each other, 
special consideration is required in managing each disease, as there is a 
high possibility of co-occurrence. In this regard, to figure out the associ-
ation between the two diseases in childhood and adolescence is needed.
Methods: A nationwide population-based retrospective cohort study 
was performed using the Korean National Health Insurance claims 
database. A birth cohort from January 2002 to December 2006. Claim 
data related to IBD and psoriasis was evaluated up to December 2019 
and was analyzed to figure the association between the two diseases.
Results: The datasets contained a total of 2,347,591 individuals. 
A total of 2,444 IBD patients and 5,165 psoriasis patients were iden-
tified. Thirteen patients had both IBD and psoriasis. Compared to the 
age and sex-matched control group, IBD patients showed a higher 
association of psoriasis (Odd ratios (ORs), 2.476; 95% confidence 
interval (CI), 1.240–4.945). In contrast, psoriasis patients did not 
show a statistically significant association compared to the control 
group (ORs, 1.857; 95% CI, 0.962–3.585). However, the proportion 
of patients with severe IBD was significantly higher (ORs, 6.000; 95% 
CI, 1.003–35.908).
Conclusion: The association between IBD and psoriasis is observed in 
pediatric patients. Recognizing and early diagnosis of related diseases in 
children with IBD and psoriasis is necessary for better clinical outcomes
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P665
Towards FAIR longitudinal IBD registries: 
preliminary results of an iterative design process of 
a reusable and interoperable IBD database model

G.M.C. Adriaans*1,2, E.M.B. Hendrix1,2, R. Creemers2,3, L. Janssen1,2, 
K. Demers1,2, A. Rezazadeh Ardabili1,2, D.M.A.E. Jonkers1,2, 
M.J. Pierik1,2

1Department of Internal Medicine- Division of Gastroenterology 
and Hepatology, Maastricht University Medical Center+, Maastricht, 
The Netherlands, 2School for Nutrition and Translational Research 
in Metabolism NUTRIM, Maastricht University Medical Center+, 
Maastricht, The Netherlands, 3Department of Gastroenterology- 
Geriatrics- Internal and Intensive Care Medicine Co-MIK, Zuyderland 
Medical Centre, Heerlen-Sittard-Geleen, The Netherlands

Background: The Real World Data [RWD] of the Dutch longitudinal 
IBD registries (population based IBD South Limburg cohort, Parelsnoer 
IBD, Initiative on Crohn and Colitis drug-registry) have proven to an-
swer knowledge gaps regarding epidemiology, patient stratification, 
positioning and effectiveness and safety of new drugs. Life-long data-
capture in registries for large cohorts is extremely labor intensive and 
expensive.
Therefore, based on the database models of existing registries, we aim 
to develop a reusable and interoperable Real World IBD database 
model that will contribute re-use of every-day care data form hospital 
information systems and remote monitoring platforms. This project 
contributes to generation of high quality, multi-dimensional data for 
(inter)national IBD registries such as the United Registries for Clinical 
Assessment and Research [UR-CARE] registry and aforementioned 
registries.

Abstract P663
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Methods: The design process was iterative and involved the potential 
end-users of the registries.
For the first iteration the database models of established Dutch IBD 
cohorts were taken as input, in combination with repeated discussions 
on the content with three principal IBD investigators.
The second iteration was multifaceted including; 1)  Five discussion 
sessions with 7 IBD researchers (MD medicine of which the majority 
practiced IBD care and were experienced with the hospital information 
system) discussing the content, and 2)  four discussion sessions with 
researchers experienced in re-using hospital care data for research that 
evaluated the model on practical use and difficulties in data interpret-
ation using the output of the first iteration. No data was analyzed, only 
codebooks describing variables and their values.
Results: The first iteration of the design phase resulted in a database 
model called IBD common data model [IBDCDM] v1 consisting out of 
395 variables, and based on existing codebooks of Dutch IBD registries 
(figure 1).
The database model, called IBD common data model [IBDCDM] v1 
consists out of 27 independent modules on different themes important 
for the IBD disease course allowing for repeated data recordings 
(figure 2).
The second iteration of the design phase resulted in pruning the mod-
ules’ content, removal of one module, merging and adding of modules.
Conclusion: An iterative design process involving end-users will re-
sult in higher data quality by optimizing practical usability and inter-
pretability of the database model. Next step is to encode the model 

using medical standardized vocabularies (e.g. SNOMED, LOINC), for 
interoperability.
The database model contributes towards producing reusable IBD data-
sets that use study hospital care data as a primary source to study the 
IBD disease course over several decades.

P666
Trend of Lower gastrointestinal Endoscopy in 
Patients with Inflammatory Bowel Diseases: 
A Nationwide Population-Based Study in South 
Korea

S. Kim*1, S. Lee2, K. Han2, H. Soh1, S.J. Koh3, H.J. Lee1, J.P. Im1, 
J.S. Kim1

1Seoul National University College of Medicine, Department of Internal 
Medicine and Liver Research Institute, Seoul, Korea- Republic Of, 
2Soongsil University, Department of Statistics and Actuarial Science, 
Seoul, Korea- Republic Of, 3Seoul National University College of 
Medicine- Seoul, Department of Internal Medicine and Liver Research 
Institute, Seoul, Korea- Republic Of

Background: Endoscopy plays an essential role in the diagnosis and 
management of inflammatory bowel disease (IBD). Although the 
interval of endoscopy is important to assess the disease status of IBD, 
there are limited research date on the real-world use of endoscopy in 
patients with IBD. Therefore we aimed to evaluate the current status of 
lower gastrointestinal (GI) endoscopy in IBD patients.
Methods: We conducted a nationwide, retrospective, observational co-
hort study using the Korean national health insurance claims data. The 
endoscopy cohort with IBD was defined as an IBD population who 
underwent at least one colonoscopy or sigmoidoscopy between 2010 
and 2019. We evaluated the annual number of lower GI endoscopy 
use, including colonoscopy and sigmoidoscopy in the IBD prevalent 
patients. In addition, we analyzed the trend of endoscopy use strati-
fied by year after diagnosis in the patients with newly diagnosed IBD 
between 2010 and 2017 and the logistic regression modeling was used 
to estimate odds ratios and 95% confidence intervals for endoscopy, 
compared with never having had endoscopy, by demographic factor 
and therapeutic medications used for IBD.
Results: The analysis included 54,634 IBD patients (34,633 male and 
20,001 female), among whom 24,577 (44.94%) underwent lower 
GI endoscopy. During a mean follow-up of 4  years, endoscopy was 
performed the most in the first year after diagnosis, and it showed a 
decreasing trend after that. Multivariate analysis showed that IBD 
patients with biologics and small molecules received more endoscopy 
than patients without the medication (hazard ratio [HR] 27.671, 95% 
confidence interval [CI] 11.296–67.783). In Crohn’s disease, increased 
number of biologics and small molecules correlated with increased 
number of endoscopy (HR 1.049, 95% CI 0.981–1.122 for single 
biologic; HR 2.343, 95% CI 1.726–3.182 for two or more biolog-
ics). In ulcerative colitis, however, only the use of biologics and small 
molecules, not the number of medication, correlated with increased 
number of endoscopy (HR 23.26, 95% CI 9.489–57.02). IBD patients 
with steroid (HR 1.562, 95% CI 1.509–1.61) and 5-aminosalicylic acid 
(HR 1.622, 95% CI 1.537–1.711) were received more endoscopy than 
patients without the medication.



i576 Poster presentations

Conclusion: Endoscopy was performed more frequently in the first one 
year after diagnosis with IBD. Also, this study demonstrated significant 
association between the use of endoscopy and the biologics/small mol-
ecules administered for IBD.

P667
Unmet needs in the management of Inflammatory 
Bowel Diseases in Egypt

M. Khorshid FASGE*1, M. Abdel-Gawad2, M. AbdAllah3,  
M. Tag-Adeen4, S. Afify5, R. El Deeb6, O. Elshaarawy7, M. Elbasiony8, 
A.N. Bassuny9, F. El-Raey10, H. Fathy11, O. ElShabacy12, A. Cordie13, 
A. Abdelmoaty14, O. Elbahr7, Z. Ali-Eldin15, M. Alboraie16

1EDGE Foundation, Department of Clinical Research, Cairo, Egypt, 
2Al-Azhar University Assiut Branch, Hepatology- Gastroenterology 
and Infectious Diseases, Assiut, Egypt, 3National Research Center, 
Medical Research Division, Cairo, Egypt, 4South Valley University - 
Qena Faculty of Medicine, Department of Internal Medicine, Qena, 
Egypt, 5National Hepatology and Tropical medicine Research Institute, 
Department of Gastroenterology, Cairo, Egypt, 6Alexandria University, 
Tropical medicine department, Alexandria, Egypt, 7National 
Liver Institute- Menoufia University, Department of Hepatology- 
Gastroenterology and Liver Transplantation, Menoufia, Egypt, 
8Mansoura University, Department of internal medicine, Mansoura, 
Egypt, 9Ain Shams University, Department of Tropical medicine, 
Cairo, Egypt, 10Al-Azhar University Damietta Branch, Department 
of Hepatogastroenterology and Infectious diseases, Damietta, Egypt, 
11Assiut university, Hepatogasteroenterology unit, Assiut, Egypt, 
12National Research Center, Department of complementary medi-
cine- medical division, Cairo, Egypt, 13Cairo University, Department of 
Endemic medicine and hepatology, Cairo, Egypt, 14Zagazig University, 
Department tropical medicine, Zagazig, Egypt, 15Ain shams University, 
Department of internal medicine, Cairo, Egypt, 16Al-Azhar University, 
Department of internal medicine, Cairo, Egypt

Background: Despite the progress in the management of inflammatory 
bowel diseases (IBD), there are still notable unmet needs in middle- and 
low-income countries. Defining those unmet needs will help improve 
patients’ care and quality of life. In this survey, our objective was aimed 
at exploring the current practice of physicians managing IBD patients 
in Egypt and the unmet needs in diagnosis, treatment, and medical 
education.
Methods: A web-based survey was designed. It was sent to clinicians 
via emails and followed up to track response rate. The survey was com-
posed of six domains collecting demographic data, modalities used to 
diagnose patients with IBD, barriers, and challenges in managing IBD 
patients, availability of different diagnostic modalities and complemen-
tary specialties and policies to improve IBD care in Egypt, and finally 
the physicians’ needs and challenges in IBD training.
Results: Two hundred and eighty-eight physicians completed the 
survey. The mean age (±SD) was 36.22(±7.40) years and 69.44% 
were males. Endoscopic findings and histopathological examination 
were the most commonly used methods for IBD diagnosis (84.72% 
and 82.29% respectively). The most common challenges to IBD diag-
nosis in Egypt were the low availability of IBD multidisciplinary teams 
and non-informative histopathological reports (55.55% and 50.34% 
respectively). Expensive medications and poor adherence to therapy 
were the most important patients’ factors leading to poor IBD man-
agement (78.47% and 72.22% respectively). Physicians strongly pre-
ferred clinical rounds and case presentations rather than lectures and 
web-based learning (61.2 % versus 51.5% and 47.1% respectively). 

Most participants agreed that developing guidelines for IBD manage-
ment, increasing IBD research, establishing patient access programs, 
and increasing IBD awareness among patients were the most important 
activities needed to Improve IBD care.
Conclusion: Lack of multidisciplinary/ complimentary teams, expen-
sive medications, and poor adherence to therapy can lead to poor IBD 
management in Egypt. Developing guidelines for IBD management, 
increasing IBD research are urgently needed to Improve IBD patients’ 
care.

P668
Real world use and adverse events of SARs-CoV-2 
vaccination in Greek patients with Inflammatory 
Bowel Disease

E. Orfanoudaki1, E. Zacharopoulou*2, V. Kitsou3, K. Karmiris4, 
A. Theodoropoulou4, G.J. Mantzaris5, M. Tzouvala2, S. Michopoulos6, 
E. Zampeli6, G. Michalopoulos7, P. Karatzas8, N. Viazis5, C. Liatsos9, 
G. Bamias10, I.E. Koutroubakis1, Hellenic group for the study of IBD
1University Hospital of Heraklion- Medical School- University of Crete, 
Department of Gastroenterology, Heraklion Crete, Greece, 2General 
Hospital of Nikaia Piraeus “Ag. Panteleimon”-General Hospital 
Dytikis Attikis “Agia Varvara”, Department of Gastroenterology, 
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National and Kapodistrian Univeristy of Athens- “Sotiria” General 
Hospital, Gastroenterology Unit, Athens, Greece, 4Venizelio General 
Hospital, Department of Gastroenterology, Heraklion Crete, 
Greece, 5General Hospital of Athens- Evaggelismos- Polykliniki, 
Department of Gastroenterology, Athens, Greece, 6General Hospital 
of Athens “Alexandra”, Department of Gastroenterology, Athens, 
Greece, 7General Hospital of Piraeus “Tzaneio, Department of 
Gastroenterology, Piraeus Athens, Greece, 8National and Kapodistrian 
University of Athens- General Hospital of Athens “Laiko”, 
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Army Hospital of Athens, Department of Gastroenterology, Athens, 
Greece, 103rd Academic Department of Internal Medicine- National 
and Kapodistrian Univeristy of Athens- “Sotiria” General Hospital, 
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Background: Since inflammatory bowel disease (IBD) patients were 
excluded from vaccine authorization studies, limited knowledge exists 
regarding perceptions for and unfavorable effects of COVID-19 vac-
cination in this group. The aim of this study was to investigate the real 
world use and adverse events (AE) of vaccines against COVID-19 in 
IBD patients.
Methods: Fully vaccinated IBD patients followed in Greek centers were 
invited to participate in an anonymous online self reporting survey that 
included information regarding their demographics, clinical character-
istics, treatment, vaccination perceptions and potential AEs. Patients 
were vaccinated with either messenger-RNA or viral vector vaccines 
that are currently EMA approved. AEs were stated as any kind of new 
symptom or sign onset, including localized (at the injection site) or sys-
tematic ones (fatigue, headache, allergic reactions, fever, lymphadenop-
athy, myalgias/arthralgias and gastrointestinal disorders).
Results: A total of 1007 IBD patients [male 50.5%, median age 
(IQR) 44 (35–55) years, Crohn’s disease 64.3%, history of COVID-
19 infection 2.6%] who completed the survey after they have fulfilled 
their vaccination program were included. Detailed demographics 
and clinical characteristics of the study population are presented in 
Table 1.
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More than half of the patients (51%) stated that they show confi-
dence in vaccination whereas the rest although reluctant/hesitant 
admitted the protection it offers. The median (IQR) time between 2nd 
vaccine dose and questionnaire completion was 15 (5–43) days. There 
were no serious AEs leading to emergency room visit or hospitaliza-
tion. Total AEs were reported by 81% after dose 1 (D1) and 76% 
after dose 2 (D2), reduced to 44% and 51% when excluding isolated 
injection site reactions respectively. Systemic AEs were more common 
after D2 (P<0.0001). Very few patients reported new onset abdom-
inal symptoms [abdominal pain 4% (D1), 6% (D2) and diarrhea 5% 
(D1), 7% (D2)].
In the multiple regression analysis AE occurrence was positively associ-
ated with young age and female gender after both doses, whereas in-
active disease was negatively associated with AE only in D1 (p=0.044). 
No association with the use of medications including advanced therapy 
was found (p>0.05), except from corticosteroids after D2 (p=0.003) 
but it was a small (32/1007 patients) heterogenous (monotherapy, 
double or triple immunosupression) sample to draw conclusions.

Conclusion: The presence of SARs-CoV-2 vaccination AEs in Greek 
patients with IBD is similar to the reported in other populations. Young 
age and female gender but not IBD related medications are associated 
with the development of AEs after both doses.

P669
Validation of prior infliximab exposure and total 
colectomy outcome in patients with ulcerative 
colitis in Sweden

Z. Huang*1, D. Hill1, C. Bengtsson2, M. Wang2, K.M. Hakkarainen3, 
P.M. Hellström4

1Merck & Co. Inc., Epidemiology, Kenilworth, United States, 2IQVIA, 
Global Database Studies- Real-World Solutions, Solna, Sweden, 
3IQVIA, Global Database Studies- Real-World Solutions, Gothenburg, 
Sweden, 4Uppsala University, Department of Medical Sciences- 
Gastroenterology unit, Uppsala, Sweden

Background: Clinical procedures and treatments may be recorded 
in Swedish national registers with different quality levels. The study 
objective was to assess the prevalence of any prior exposure to inf-
liximab (IFX) treatment and validate register data of prior IFX ex-
posure and first occurrence of total colectomy (TC) in ulcerative 
colitis (UC) patients using electronic medical records (EMR) as the 
reference.
Methods: Prior IFX exposure (from Swedish Prescribed Drug Register 
(SPDR) and National Patient Register (NPR)) and first occurrence of 
TC (from NPR) were validated against EMR data from 6 hospitals 
in 3 Swedish counties (Stockholm, Uppsala and Dalarna). UC patients 
(UC cohort) were identified from EMR between 19 Sep 2013 and 31 
Dec 2018, from which 3 drug initiation sub-cohorts were formed: 
1. Golimumab (GLM) as recorded in SPDR; 2. Adalimumab (ADA) 
as recorded in SPDR; 3. GLM, IFX, ADA or thiopurines as recorded in 
SPDR or IFX recorded in EMR or NPR (Super cohort).
For prior IFX exposure, the look-back period was any time before co-
hort entry (at drug initiation) for as long as historical data were avail-
able. For the outcome of TC, the follow-up period was from cohort 
entry until 31 Dec 2018. EMR data were linked to SPDR/NPR data 
using unique person identification numbers. Validity was assessed 
based on 4 parameters: sensitivity, specificity, positive predictive value 
(PPV), and negative predictive value (NPV). In addition, prevalence of 
prior IFX exposure was assessed.
Results: Mean age of UC cohort was 47.5 years and males comprised 
51.6%. Using EMR data alone; and combined data sources (EMR 
and SPDR/NPR), prevalence of prior IFX exposure was higher in 
the GLM cohort (33.0%; 38.6%) vs. ADA cohort (26.7%; 31.4%), 
respectively.
For validation of prior IFX exposure in SPDR/NPR, sensitivity was low 
in both GLM (3.4%) and ADA (5.9%) cohorts, as was PPV (GLM: 
16.7%; ADA: 25.0%). The specificity (GLM: 91.5%; ADA: 93.6%) 
and NPV (GLM: 65.9%; ADA: 73.2%) were relatively high.
Most validation parameters for TC were very high in UC and Super 
cohorts (UC: sensitivity 100.0%, specificity 99.6%, NPV 100.0%; 
Super cohort: sensitivity 100.0%, specificity 98.8%, NPV 100.0%), 
with slightly lower PPV (UC: 80.6 %; Super cohort: 75.6 %).
Conclusion: Prevalence of prior IFX exposure was higher in UC 
patients initiating GLM vs. initiating ADA therapies. As expected, 
SPDR/NPR had an incomplete capture of prior IFX exposure, since 
IFX was intravenously administered in hospitals and not registered 
in SPDR/NPR. EMRs were most valid data sources for hospital 
administrated drugs. In contrast, all validation parameters for TC 
were high, indicating that the TC outcome identified from the NPR 
was highly valid.



i578 Poster presentations

P670
Familial Inflammatory Bowel Disease is associated 
with a more adverse disease compared to sporadic 
cases

E. Boaz1, B.G.S. Ariella2, S. Menachem2, G. Eran2, R. Petachia1, 
Y. Shlomo1, B. Koslowsky*2

1Shaare Zedek Medical Center, Department of Surgery, Jerusalem, 
Israel, 2Shaare Zedek Medical Center, Department of Gastroenterology, 
Jerusalem, Israel

Background: A family history increases the risk for inflammatory 
bowel diseases (IBD). However, data on differences in phenotypic char-
acteristics and severity among patients with a strong family history of 
IBD are both scarce and controversial. The aim of the present study 
was to compare the phenotypic features of IBD patients with 4 or more 
affected first-degree relatives with sporadic cases of IBD.
Methods: Patients with familial and sporadic IBD were identified from 
the institutional IBD database. IBD Patients with at least 4 first-degree 
affected relatives were selected for analysis and were compared to non-
matched sporadic cases with IBD chosen randomly from our local data-
base. The sporadic cases had a first and second degree negative family 
history of IBD. Comparison for type of IBD [Crohn’s disease (CD) vs. 
ulcerative colitis (UC)], age at onset as well as for disease extent, be-
havior, perianal disease, extraintestinal manifestations (EIM), and indi-
cators of severe disease (i.e., need for biological agents and surgery) 
were analyzed.
Results: Thirty six patients with familial IBD (29 Crohn’s disease (CD), 
7 ulcerative colitis (UC)) were compared to 88 sporadic IBD patients 
(61 CD, 24 UC, 3 IBD-unclassified). Disease duration was 10.1 ± 8.3 
in the familial and 8.1 ± 7.3 years in the sporadic cases, p=0.18. The 
familial cases were younger at diagnosis (19.1± 8.6 vs. 25.7 ± 11.8, P 
< 0.003). Patients with familial compared to sporadic IBD were signifi-
cantly more likely to require steroid treatment (84.8% vs. 54.5%, P < 
0.002) biological treatment (91.6%, vs. 63.6%, P < 0.002) or surgery 
(25%, vs. 11.4%, P = 0.056), respectively.
Conclusion: IBD with a very strong positive family history is associ-
ated with younger age at onset and a more adverse IBD phenotype 
compared to sporadic IBD.

P671
Occurrence and clinical impact of eosinophilic 
esophagitis in a large cohort of children with 
Inflammatory Bowel Disease

M. Aloi*1, D. Rossetti1, S. Bucherini1, E. Felici2, C. Romano3, 
M. Martinelli4, V. Di Pasquale5, P. Lionetti6, S. Oliva7, SIGENP IBD 
Working Group
1Sapienza University of Rome, Pediatric Gastroenterology and 
Liver Unit, Rome, Italy, 2Cesare Arrigo Hospital, Department of 
Pediatrics, Alessandria, Italy, 3University of Messina, Pediatric 
Gastroenterology and Endoscopy Unit, Messina, Italy, 4Federico 
II University, Gastroenterology Unit, Naples, Italy, 5University of 
Messina, Gastroenterology and Endoscopy Unit, Messina, Italy, 6Meyer 
Hospital, Gastroenterology Unit, Florence, Italy, 7Sapienza University 
of Rome, Gastroenterology and Liver Unit, Rome, Italy

Background: Scarce data have investigated the association between 
pediatric Inflammatory bowel disease (IBD) and Eosinophilic esopha-
gitis (EoE). We, therefore, aimed to describe the epidemiology and a 
possible peculiar phenotype and natural history of such association.

Methods: Case-control study based on the Italian Society for Pediatric 
Gastroenterology (SIGENP) national registry. All children with a con-
comitant diagnosis of IBD and EoE were included. Overall prevalence 
and incidence in 2 periods, 2009–2015 and 2016–2021, were calcu-
lated. Cases were matched with IBD only and EoE only patients in a 
1:3 ratio. Phenotype and outcomes (courses of steroids, risk of compli-
cations, surgery, treatment escalation, and hospitalization) were com-
pared between groups.
Results: Eleven patient (age 11,27 ± 2,83, Male 91%) with EoE-IBD 
out of 3090 patients with IBD only were identified, resulting in a preva-
lence of 0,35% and an incidence of 0,18% for the period 2009–2015 
and 0,45% for the period 2016–2021. Treatment escalation rates were 
significantly higher in patients with IBD compared to EoE-IBD at 12 
and 24-month follow-up (0 vs 30%, p  =  0.04 and 9% Vs 45,5%, 
p = 0.03, respectively). Patients with IBD only were at a significantly 
higher risk of hospitalization than both EoE-IBD and EoE only patients 
(Log Rank p < 0.001). We found no significant differences in major 
outcomes related to the EoE course in EoE-IBD patients compared to 
EoE patients.
Conclusion: Overall, the incidence and prevalence of EoE in children 
with IBD are low, although the incidence seems to be rising in the 
six years. Having an EoE appears to be associated with a milder IBD 
disease course while having an IBD doesn’t seem to affect the natural 
history of EoE. More data are needed to better define the phenotype of 
such condition.

P672
Biologic therapy for Inflammatory Bowel Disease 
in Poland in 2020: nationwide data

P. Kucha*1, E. Zagórowicz1,2, D. Walkiewicz3, J. Perwieniec3, 
M. Maluchnik3,4, P. Wieszczy2, J. Reguła1,2

1Maria Sklodowska-Curie Memorial Cancer Centre and Institute of 
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Background: The number of patients in Poland diagnosed with ulcera-
tive colitis (UC) or Crohn’s disease (CD) has been increasing in the last 
decade, which implies an increase in the number of severe cases, where 
biologic treatment is required. The aim of this study was to analyse 
the usage of biologic treatment among patients with both types of in-
flammatory bowel diseases (IBD) in Poland that was reimbursed by the 
National Health Fund (NFZ) in 2020.
Methods: The analysis was conducted using administrative data col-
lected since the year 2009 by the National Health Fund (NFZ), the only 
public payer in Poland. We defined an IBD patient receiving biologic 
treatment as a patient: (1) who had at least two inpatient/outpatient 
records in the NFZ registry in the years 2009 – 2020 with ICD10 code 
K50/K51 assigned; (2) who had filled at least two prescriptions for 
IBD medications two months apart or who had undergone intestinal 
surgery prior to the record; (3) and who received biological treatment 
reimbursed by the NFZ in 2020. We assessed the total percentage of 
patients with each diagnosis who received biologic treatment as well 
as the percentage by sex, by age group and by the place of residence 
(voivodeship).
Results: In 2020, the percentage of patients treated with biologic agents 
in the population of CD patients was 7.9% (1 863 / 23 574). The per-
centage of patients treated with biologic agents in the population of UC 
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patients was 1.6% (1 174/73 235). The rate of patients treated with 
biologics for both CD and UC was significantly lower in women than in 
men (p<0,001 for both). Among all age groups, the highest percentage 
of patients receiving biologic treatment for both CD and UC (21,7% 
and 6,5%, respectively) was observed in those aged 10–19 years and 
the lowest percentage in patients aged over 70  years (0,8% for CD, 
0,2% for UC). The highest proportion of patients treated with biologic 
drugs among CD patients was found in the Mazovian Voivodeship 
(13.8%) and the lowest - in the Lubusz Voivodeship (1.2%). In UC, 
the highest biologic treatment rate was observed in the Świętokrzyskie 
Voivodeship (3.1%), and the lowest in the Lubusz Voivodeship and the 
Warmian-Masurian Voivodeship (both 0.2%).
Conclusion: The use of biologic agents in the treatment of both Crohn’s 
disease and ulcerative colitis in Poland has been presented. Female 
patients receive biologic treatment for IBD significantly less frequently 
than male. The highest proportion of patients receiving biologic treat-
ment for both CD and UC was found in the paediatric population. 
There are voivodeships in Poland where the access to biological treat-
ment is unacceptably low.

P673
Trends in inflammatory bowel disease infections 
and vaccinations in the past four decades - a high-
level text mining analysis of PubMed publications

A. Lahat*1, E. Klang2

1Tel-HaShomer Sheba Medical Center, Department of Gastroenterology, 
Ramat Gan, Israel, 2Chaim Sheba Medical Center, Imaging, Ramat 
Gan, Israel

Background: Many therapeutic options for inflammatory bowel 
disease emerged during the last decades, along with the rise in disease 
prevalence and incidence. These new treatments exposed patients to 
various potential infections and promoted pre-treatment screening and 
vaccination. We aimed at assessing the published literature on different 
prophylactic screening and vaccination options in that period.
Special attention was attributed to latest data assessing covid-19 
vaccinations.
Methods: We have queried PubMed for all available IBD-related entries 
published during 2000–2020. The following data were extracted for 
each entry: PubMed unique article ID (PMID), title, publishing journal, 
abstract text, keywords (if any), and authors’ affiliations.
Two gastrointestinal specialists decided in consensus on a list of terms 
to classify entries. The terms belonged to four groups: Opportunistic 
Infections, prophylactic screening, prophylactic vaccinations/treatment, 
regular vaccines. Annual trends of publications for the years 1980–
2020 were plotted for different screening, vaccinations, and infections 
types. The slopes of publication trends were calculated by fitting regres-
sion lines to the annual number of publications.
Results: Overall, 98,339 IBD entries were published between 1980 and 
2020. Of those, 10,128 entries belonged to one of the four investi-
gated groups. Entries concerning opportunistic infections showed the 
sharpest rise, with 22 entries and 1980 to 623 entries in 2020 (slope 
3.6, p<0.001). Entries concerning prophylactic screening rose from 10 
entries in 1980 to 204 entries in 2020 (slope 1.4, p<0.001). Both entries 
concerning prophylactic vaccinations/treatments and regular vaccines 
did not show a significant rise (slope 0.08, and slope 0.22, respectively). 
Publications’ trend is shown in figure 1.
Figure 1- publication trends of vaccines and opportunistic infections in 
IBD patients during the past four decades

During COVID 19 pandemic a total of 44 publications were identified. 
Of them. 37 were relevant to vaccines and immune reaction. 19 pub-
lications (51%) were guidelines/recommendations, 14 (38%) assessed 
immune reaction to vaccination, most of them (11, 61%) to mRNA 
vaccines.
Results are shown in figure 2.

Figure2- publication trends of COVID 19 vaccines during the pandemic

Conclusion: According to publications trend analysis, during the past 
two decades, publications regarding opportunistic infections and 
prophylactic screening increased stteply compared to the two decades 
during pre- biologic area.
During COVID -19 pandemic most publications included vaccinations’ 
recommendations and guidelines, and only 38% included real-world 
data assessing reaction to vaccinations. More research is needed.

P674
Predictors of response to biologics in Crohn’s 
Diseases: A population-based study from the 
epi-IIRN
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D. Nevo6, D. Turner1
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5Rabin Medical Center and the Sackler Faculty of Medicine- Tel Aviv 
University, Division of Gastroenterology, Petah Tikva, Israel, 6Tel Aviv 
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Background: Approximately one third of patients with inflammatory 
bowel disease (IBD) fail to response to anti TNF drugs, and another 
25–50% loses response within one year. Identifying prognostic factors 
of therapeutic failure, may facilitate balancing the risks and benefits 
of this therapy. In this population-based study, we aimed to explore 
predictors of therapeutic failure of biologics in Crohn’s disease (CD).
Methods: We retrieved data from two of four Health Maintenance 
Organizations in Israel, covering 38% of the population as part of the 
validated epi-IIRN IBD cohort. We included an inception cohort of CD 
patients, diagnosed since 2005 who were commenced on biologics. 
Those who underwent CD-related surgery within 90 days from diag-
nosis were excluded. The primary outcome was therapeutic failure (i.e. 
discontinuation of treatment or need for surgery or >1 short steroid 
courses). The secondary outcome was primary non-response (PNR; 
i.e. therapeutic failure within 4 months of initiation). Predictors were 
sought through Cox proportional hazard model.
Results: A total of 2,805 patients were included (923 [33%] pediatric-
onset, 1,882 [67%] adults) with a median follow-up of 7.5 years (IQR 
4.4–11.5). The probability of of PNR was 11% and of therapeutic 
failure 29%, 52% and 62%, after one, three and five years after com-
mencing biologics, respectively. Female sex (HR 1.2 [95%CI 1.1–1.4]), 
intestinal surgery prior to biologic treatment (HR 1.5 [95%CI 1.1–
1.8]) and number of flares prior to biologic treatment (HR 1.1 [95%CI 
1.1–1.2]) were associated with therapeutic failure. PNR was associ-
ated with intestinal surgery (HR 2.0 [95%CI 1.3–2.9]) and steroid use 
(HR 1.7 [95%CI 1.3–2.2]). Laboratory blood work, including CRP, 
ESR, albumin, hemoglobin, leukocytes and platelets, at diagnosis (HR 
0.8 [95%CI 0.4–1.5]) and at initiation of biologics (HR 1.1 [95%CI 
0.6–1.9]) did not predict therapeutic failure in the multivariable model.
Conclusion: Half of CD patients failed to response to biologic treat-
ment within three years. Disease severity prior to biologic treatment, 
reflected by intestinal surgeries, number of flares and steroid use, pre-
dicted therapeutic failure. These results emphasize the importance of 
timely introduction of intensified treatment in patients at risk.

P675
Associations between Inflammatory Bowel 
Disease, social isolation, and mortality: evidence 
from UK Biobank cohort study

J. Chen*1, J. Geng1, J. Wang2, T. Fu2, Y. Sun1, H. Chen3, X. Chen2, 
X. Wang2, T. Hesketh1

1Zhejiang University, Center for Global Health, Hangzhou, China, 
2The Third Xiangya Hospital of Central South University, Department 
of Gastroenterology, Changsha, China, 3School of Public Health, 
Zhejiang University, Hangzhou, China

Background: Social well-being of patients with inflammatory bowel 
disease (IBD) is garnering increased attention; however, the impact of 
social isolation remains poorly understood. We investigated whether 
patients with IBD are at a higher risk of social isolation, and whether 
any such isolation is associated with increased mortality.
Methods: We investigated 489,731 participants from UK Biobank 
(including 5,671 with IBD); the mean follow-up was 11.63  years. 
Diagnoses of IBD and its subtypes of Crohn’s disease (CD) and 

ulcerative colitis (UC) were confirmed with the combination of self-
reporting, primary care, and hospital admission data. Social isolation 
was measured by the frequency of meeting family/friends, leisure and 
social activity, and communal/solitary living. Mortality was ascertained 
through data linkage with national death registries. Logistic regression 
was used to calculate the association between social isolation and IBD. 
The association between social isolation and mortality was investigated 
using multivariable Cox regression models.
Results: In the fully adjusted model, CD (odd ratio [OR]=1.24, 95% CI: 
1.07, 1.42, P=0.003) was cross-sectionally associated with social isola-
tion, whereas UC was not (OR=0.99, 95% CI: 0.89, 1.11, P=0.875). 
Social isolation was prospectively associated with an elevated risk of 
incident mortality among patients with CD (HR=2.09, 95% CI: 1.51, 
2.89, P<0.001), but not among those with UC (HR=1.28, 95% CI: 
0.94, 1.76, P=0.121). Data from subgroup and sensitivity analyses were 
consistent with those from the primary analysis.
Conclusion: Patients with CD are more likely to be socially isolated. 
Socially-isolated patients with CD increases the risk of premature 
death.

P676
Burden of depression and anxiety among 
inflammatory bowel disease patients in a national 
cohort in Israel – Data from the EPI-IIRN

E. Mekori - Domachevsky*1, T. Ziv - Baran2, 
Y. Loewenberg Weisband3, S. Greenfeld4, R. Kariv4, M. Erez5, F. Friss6, 
G. Focht6, D. Turner6, S. Ben - Horin1, U. Kopylov1, IIRN
1Sheba Medical Center, Gastroenterology Department, Ramat Gan, 
Israel, 2Tel Aviv University, Department of Epidemiology and Preventive 
Medicine- School of Public Health- Sackler Faculty of Medicine, Tel 
Aviv, Israel, 3Clalit Health Services, Clalit Research Institute, Tel Aviv, 
Israel, 4Maccabi Health Services, Medical Informatics Department, 
Tel Aviv, Israel, 5Leumit Medical Services, Leumit Medical Services, 
Tel Aviv, Israel, 6Shaare Zedek Medical Center, Juliet Keidan Institute 
of Pediatric Gastroenterology Hepatology and Nutrition, Jerusalem, 
Israel

Background: Depression and anxiety in inflammatory bowel disease 
(IBD) patients have been receiving much deserved attention in recent 
years, as consecutive studies demonstrated that these emotional disor-
ders are both common and detrimental for IBD patients. The aim of the 
current study was to examine the prevalence of depression and anxiety 
in a national cohort of IBD patients in Israel.
Methods: The epi-IIRN is a validated cohort of all IBD patients in 
Israel, ensured in four health maintenance organizations (HMOs). 
In this historical cohort study we included data from three HMOs, 
encompassing ~85% of Israeli population, between December 1997 
[TD1] [UM2] and December 2019. Data included demographic data 
(age, sex and socioeconomic status), medical data (diagnosis type, time 
of diagnosis, medical regiments) and mental health status (a diagnosis 
of depression / anxiety defined by the relevant ICD9 codes or use of 
antidepressants / anxiolytics for at least two year quarters). For each 
IBD patient identified, three non-IBD subjects were allocated. Patients 
younger than 18 years or with a diagnosis of depression / anxiety pre-
ceding the diagnosis of IBD were excluded. Using cox regression and 
Kaplan Meier survival curve, we evaluated the prevalence of comorbid 
depression / anxiety at 5, 10 and 15 years following the diagnosis of 
an IBD.
Results: A total of 31340 IBD patients (48.1% females, mean age at 
diagnosis 38.6±15.9) and 91535 controls (48.7% females, mean age 
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39.9±16.1) were identified. The risk of depression / anxiety comorbid-
ity was higher in IBD patients in comparison to controls at all evalu-
ated timepoints: At 5 years following a diagnosis of IBD the hazard 
risk ratio (HR) was 1.48 (95% CI 1.43 – 1.53, p < 0.001, 15.5% vs 
10.6%,); at 10 years HR was 1.38 (95% CI 1.34 – 1.42, p < 0.001, 
22.9% vs. 17.0%) and at 15  years 1.37 (95% CI 1.33  – 1.40, p < 
0.001, 27.5% vs 21.0%). For all analyses, female gender was a risk 
factor for development of depression/anxiety (HR~1.5, p < 0.001). IBD 
type (Crohn’s disease / ulcerative colitis) was not significantly associ-
ated with the risk of comorbid depression / anxiety.
Conclusion: Our national study highlights the substantial burden of de-
pression and anxiety in IBD patients that is persistent for up to 15 years 
after diagnosis. Our findings emphasize the need to monitor for poten-
tial symptoms of depression and anxiety among our patients, as well as 
the need for prompt intervention and follow-up by a mental health care 
provider when such symptoms are identified.

P677
Patients with Inflammatory Bowel Diseases 
on anti-TNF treatment have impaired antibody 
production after Anti-SARS-CoV-2 vaccination: 
Results from a Panhellenic registry

E. Zacharopoulou*1, E. Orfanoudaki2, V. Kitsou3, M. Tzouvala1, 
G. Tribonias1, G.J. Mantzaris4, N. Viazis4, A. Christidou4, F. Almpani4, 
K. Karmiris5, A. Theodoropoulou5, M. Tsafaridou2, S. Michopoulos6, 
E. Zampeli6, E. Papathanasiou6, G. Michalopoulos7, S. Tigkas7, 
P. Karatzas8, E. Laoudi8, C. Liatsos9, N. Kyriakos9, I. Mylonas9, 
G. Theocharis10, I.E. Koutroubakis2, G. Bamias3

1General Hospital of Nikaia Piraeus “Agios Panteleimon”- 
General Hospital Dytikis Attikis “Agia Varvara”, Department of 
Gastroenterology, Athens, Greece, 2University Hospital of Heraklion- 
Medical School- University of Crete, Department of Gastroenterology, 
Heraklion Crete, Greece, 3National and Kapodistrian Univeristy of 
Athens- “Sotiria” General Hospital,, 3rd Academic Department of 
Internal Medicine, Athens, Greece, 4General Hospital of Athens- 
Evaggelismos- Polykliniki, Department of Gastroenterology-, Athens, 
Greece, 5Venizelio General Hospital, Department of Gastroenterology, 
Heraklion Crete, Greece, 6General Hospital of Athens “Alexandra”, 
Department of Gastroenterology-, Athens, Greece, 7General Hospital 
of Piraeus “Tzaneio”, Department of Gastroenterology, Piraeus, 
Greece, 8National and Kapodistrian University of Athens- General 
Hospital of Athens “Laiko”, Department of Gastroenterology, 
Athens, Greece, 9401 General Army Hospital of Athens-, Department 
of Gastroenterology, Athens, Greece, 10University Hospital of Patras, 
Department of Gastroenterology, Patra, Greece

Background: The novel corona virus (SARS-CoV-2) outbreak was 
declared as a pandemic in March 2020; this prompted the need for 
rapid vaccine development. Currently four EMA approved vaccines 
exist but their efficacy and safety data on patients with Inflammatory 
Bowel diseases are limited.
Methods: Greek IBD patients, from 10 tertiary referral centres, who 
had completed the initial vaccination protocol with the available 
anti-COVID-19 vaccines at least two weeks before enrolment, were 
prospectively studied. Demographic and safety data were collected 
and blood samples were drawn for serum Anti-S1 IgG measurement 
[Euroimmun Anti-SARS-CoV-2 QuantiVac ELISA (IgG)].
Results: In total 403 IBD patients (59% Crohn’s disease, median age 
45 years, 53% male) and 124 healthy controls (HC) were included 

(Table 1). Antibody testing was conducted after a median of 31 
(IQR, 23–46) days post-vaccination. Following a full vaccination 
regimen, 98% of IBD patients seroconverted (anti-S1 IgG≥11 RU/
ml). Administration of mRNA vaccines resulted in higher serocon-
version rates and higher antibody titers than viral vector ones (98.6% 
vs 93.6%, P=0.02 and 111.2 RU/ml vs 76 RU/ml, P<0.0001, respect-
ively). In total, IBD patients had lower anti-S1 levels than HC (RU/
ml 108 vs 133 RU/ml, P=0.00009). IBD patients without immuno-
suppression had higher antibody titers than immunocompromised 
patients (P=0.012). In univariable analysis, older age, longer time since 
vaccination, and treatment with corticosteroids, immunomodulators, 
anti-TNFα or combination therapy were associated with lower anti-
S1 titers. In contrast, higher anti-S1 levels were detected in patients 
on vedolizumab monotherapy or non-immunosuppressive treatment. 
In multivariable analysis, only age, time since vaccination, and anti-
TNFα therapy remained significant (P=0.011, P=0.002, and P=0.013 
respectively). Treatment with vedolizumab monotherapy was asso-
ciated with higher antibody levels than anti-TNFα or ustekinumab 
monotherapy (P=0.023 and P=0.032). Patients with prior COVID-19 
infection showed numerically higher levels of Abs. All vaccines were 
safe in IBD patients. 

Conclusion: Patients with IBD have high seroconversion rates to anti-
SARS-CoV-2 vaccines, with mRNA vaccines being more efficacious. 
However, IBD patients have impaired response to vaccination compar-
ing to HC. Lower antibody responses were observed in patients who 
received viral vector vaccines, in older patients, and in those on anti-
TNFα treatment. It is important to consider booster vaccination in 
those low-response groups.
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P678
Rare and severe complications in paediatric 
Inflammatory Bowel Disease: results of 5 years 
of international collaboration through the PIBD-
SETQuality Safety Registry

R. Klomberg*1, P. Kemos2, P. Chondrou2, N. Croft2, L. de Ridder1

1Erasmus MC - Sophia Children’s Hospital, Paediatric Gastroenterology, 
Rotterdam, The Netherlands, 2Center for Immunobiology- Blizard 
Institute- Barts and the London School of Medicine- Queen Mary 
University of London, Paediatric gastroenterology, London, United 
Kingdom

Background: In addition to development of complicated disease be-
havior itself, children with Inflammatory Bowel Disease (IBD) are at 
risk of several complications, including malignancies, severe sepsis, or 
venous thrombosis, which can ultimately even cause death. Due of the 
rareness of these events, little evidence exists on underlying causes and 
risk factors, and little experience with these events in clinics hampers 
development of management guidelines.
Methods: In the ongoing international PIBD-SETQuality Safety Registry, 
participating paediatric gastroenterologists monthly completed an 
electronic survey since September 2016. In this survey, they indicated 
whether or not they had seen any predefined rare and severe compli-
cation of paediatric IBD (PIBD) or related treatment in a PIBD patient 
<19 years. In an annual denominator survey, participants also reported 
the number of PIBD patients under their care. Together with the duration 
of participation, this number was used to calculate incidence rates of 
each complication in the registry. Upon report of a complication, specific 
follow-up forms were sent, collecting patient demographics, complica-
tion details (diagnostics, management, outcome) and IBD details (Paris 
classification, disease severity, IBD treatment).
Results: From September 2016 to October 2021, the registry reached an 
all-time number of 222 participants. Currently, 139 paediatric gastroen-
terologists actively report from 127 international pediatric IBD centers 
in 30 countries, covering a total of 23,239 PIBD patients. The average 
duration of participation per center was 39.7 (IQR (29 – 55) months, 
resulting in a total study population of 65,099 patient-years. In total, 245 
complications were reported, including 78 classified as other rare and 
severe complications (Figure 1). Incidence rates for some complications 
(e.g. renal failure, venous thrombosis, opportunistic infection) were rela-
tively increased, while other complications, (e.g. hemophagocytic lym-
phohistiocytosis (HLH)) were rare. Among reported malignancies were 
Hodgkin lymphoma (n = 6) and hepatosplenic T-cell lymphoma (n = 2). 
Causes of death were IBD-related in 73% of cases and included cancer 
(n=2), cerebrosinus venous thrombosis (n=2) and severe sepsis (n=2).
Conclusion: After 5  years of international collaboration of more 
than 200 PIBD specialists, the Safety Registry project has con-
firmed several complications in PIBD have increased incidence over 
the general paediatric population. HLH and HSTCL were rarely 
reported. Clinical phenotyping of patients has resulted in better 
understanding of underlying aetiologies and outcome of compli-
cations. Ultimately, in partnership with PIBD experts, this project 

will develop and share management guidelines to improve pa-

tient care.

P679
Inflammatory Bowel Disease and cancer risk in the 
IBSEN study after 30 years of follow-up

B. Follin-Arbelet*1, M. Småstuen Cvancarova2, Ø. Hovde3, 
L.P. Jelsness-Jørgensen4, B. Moum2

1University of Oslo, Institute of Clinical Medicine, Oslo, Norway, 2Oslo 
University Hospital, Department of Gastroenterology, Oslo, Norway, 
3Innlandet Hospital Trust, Medical Department, Gjøvik, Norway, 
4Østfold University College, Østfold University College, Fredrikstad, 
Norway

Background: Inflammatory Bowel Diseases (IBD) are chronic diseases 
with a heterogeneous clinical course, which often cause serious compli-
cations. Previously our group has reported that male ulcerative colitis 
(UC) patients have an increased risk for developing colorectal cancer 
20 years after diagnosis, compared to the general Norwegian popula-
tion. This study aims to estimate the risk of cancer after 30 years.
Methods: Data from the Inflammatory Bowel disease in South-Eastern 
Norway (IBSEN) study, in which all patients diagnosed from 1990 
to 1994 were included, as well as data on all cancer cases from the 
Norwegian Cancer Registry and mortality from the Norwegian Cause 
of Death Registry, were used. All IBD patients were age- and gender-
matched with five controls and followed up from the date of IBD diag-
nosis to the date of first cancer diagnosis, death or end of follow-up 
(31.12.2020) whichever came first. We computed hazard ratios (HR) 
for all cancers combined and for cancers of digestive organs using con-
ditional Cox regression model stratified by gender and IBD diagnosis.
Results: In total, 756 IBD patients were included, 519 with UC and 237 
with Crohn’s disease (CD). Of these, 82 UC and 35 CD patients were 
diagnosed with cancer during the follow-up. The most frequent cancer 
diagnoses were intestinal, breast and prostate cancers (Table 1). For all 
cancers combined, males with UC and females with CD had slightly 
higher risk of developing cancer compared to matched controls, how-
ever, the increased risks were not statistically significant. The same pat-
tern was observed for cancers of digestive organs (Table 2).

Table1.
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Table 2.

Conclusion: Our data did not reveal significant differences in risk of 
developing cancer 30 years after diagnosis between IBD patients and 
age-and gender-matched controls.

P680
Epidemiology of Inflammatory Bowel Disease in 
Poland 2009–2020: nationwide data

E.S. Zagórowicz1, D. Walkiewicz2, P. Kucha*1, J. Perwieniec2, 
M. Maluchnik2,3, P. Wieszczy4, J. Reguła4

1Maria Sklodowska-Curie Memorial Cancer Center Institute of 
Oncology, Department of Oncological Gastroenterology Warsaw, 
Warsaw, Poland, 2Ministry of Health in Poland, Department of 
Analyses and Strategies, Warsaw, Poland, 3Medical University of 
Gdansk, Adult Neurology, Gdańsk, Poland, 4Centre of Postgraduate 
Medical Education, Department of Gastroenterology, Warsaw, 
Poland

Background: The epidemiology of inflammatory bowel disease 
(IBD) in Poland has only been recognised to a limited extent. We 
aimed to estimate the prevalence and incidence of the disease by 
analysing data from the National Health Fund, the sole public 
health insurer.
Methods: Administrative health claims collected over the 2009–2020 
period were used to identify patients with Crohn’s disease (CD) or 
ulcerative colitis (UC). A  definition of a case comprised ≥2 records 
assigned K50 or K51 codes, plus ≥2 prescriptions for IBD drugs reim-
bursed, or else intestinal surgery preceding the record. The crude and 
European age-standardised rates (EASR) and 95% confidence intervals 
(CI) were calculated for the prevalence and incidence. Time trends were 
also analysed.
Results: As of 2020 there were 23,574 patients with CD and 73,235 
with UC. The CD and UC prevalence was respectively 61.6 [EASR 60.3 
(95% CI 59.5–61.0)] and 191.4 [EASR 187.85 (95% CI 186.5–189.2)] 
per 100,000. The prevalence of CD was higher in men [64.1; EASR 
61.3 (95% CI 60.2–62.5)] than in women [59.3; EASR 58.4 (95% 
CI 57.3-59,5)]. Similarly, the prevalence of UC was higher in men 
[201.4; EASR 202.7 (95% CI 200.5–204.8)] than in women [182.0; 
EASR 175.5 (95% CI 173.7–177. 4)]. The incidence of CD was 4.7 per 
100 000 [EASR 4.6 (95% CI 4.4–4.8)], while of UC 12.5 [EASR 12.3 
(95%CI 12.0–12.7)]. Through the period 2012–2018, the prevalence of 
both conditions rose, even as downward trends were noted for disease 
incidence.
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Conclusion: The prevalence and incidence of IBD in Poland are pre-
sented, with time trends showing substantial increase in the disease 
burden over the years 2009–2020.

P681
Impact of Crohn’s disease on survival in Korean 
patients with small bowel adenocarcinoma

K. Kim*1, K. Choi2, S.W. Hwang1, J.P. Im2, B.D. Ye1, J.S. Kim2, 
S.K. Yang1, S.J. Koh2, S.H. Park1

1University of Ulsan College of Medicine- Asan Medical Center, 
Department of gastroenterology, Seoul, Korea- Republic Of, 2Seoul 
National University College of Medicine, Department of Internal 
Medicine and Liver Research Institute, Seoul, Korea- Republic Of

Background: In comparison with the general population, patients with 
Crohn’s disease (CD) are at higher risk of developing small bowel 
adenocarcinoma (SBA). However, with low prevalence of SBA, data 
regarding the impact of CD on survival are lacking. We investigated the 
impact of CD on survival in patients with SBA.
Methods: From January 1998 through July 2021, patients with histo-
logically confirmed SBA were retrospectively collected and classified 
into binary, namely, sporadic SBA and CD-associated SBA groups. 
Patients with duodenal SBA were excluded. The overall survival (OS) 
and factors associated with survival were analysed.
Results: Of 127 patients with SBA, 115 patients were sporadic SBA 
and 12 were CD-associated SBA (Table 1). Compared to patients with 
sporadic SBA, poorly differentiated tumour was more common among 
patients with CD-associated SBA (41.7 vs. 14.8%, p=0.030). Other 
baseline demographic characteristics including age at the diagnosis 
of SBA, sex, Charlson morbidity score more than 2 points, smoking 
history, family history of cancer, location of SBA, initial stage based 
on American Joint Committee on Cancer (AJCC) staging system, and 
treatment showed no significant difference. In survival analyses, the 
1-year (yr), 2-yr, and 5-yr OS were lower in patients with CD-associated 
SBA, without statistical significance (1-yr OS; 81.8 vs. 90.5%, 2-yr 

OS; 61.4 vs. 81.7, 5-yr OS; 61.4 vs. 69.1%, p=0.590) (Fig 1). Factors 
associated with decreased survival were disease stage (AJCC stage IV) 
(hazard ratio [HR] 5.485; 95% confidence interval [CI], 2.442–12.279, 
p<0.001) and palliative treatment (HR 2.447; 95% CI, 1.064–5.624, 
p=0.035), whereas curative operation plus adjuvant chemotherapy 
improved survival (HR 0.335; 95% CI, 0.132–0.849, p=0.021) (Table 
2). Crohn’s disease was not significantly associated with survival (HR 
1.333; 95% CI, 0.472–3.769, p=0.587).

Conclusion: The OS of patients with CD-associated SBA was not sig-
nificantly lower than that of patients with sporadic SBA. The inde-
pendent risk factors for survival were the stage of SBA and type of 
treatment, not Crohn’s disease.

P682
Predictors of response to biologics in Ulcerative 
Colitis: A population-based study from the epi-IIRN

O. Atia*1, R. Lujan1, S. Greenfeld2, R. Kariv2, E. Matz3, I. Dotan4, 
D. Nevo5, D. Turner1

1Shaare Zedek Medical Center- The Hebrew University of Jerusalem- 
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Background: Identifying prognostic factors of therapeutic failure, may 
facilitate balancing the risks and benefits of biologic treatment. In this 
population-based study, we aimed to explore predictors of therapeutic 
failure of biologics in Ulcerative Colitis (UC).
Methods: We retrieved data from two of four Health Maintenance 
Organizations in Israel, covering 38% of the population and part of 
the validated epi-IIRN IBD cohort. We included an inception cohort of 
UC patients, diagnosed since 2005, who were commenced on biologics. 
Those who underwent colectomy within 90 days from diagnosis were 
excluded. The primary outcome was therapeutic failure (i.e. discontinu-
ation of treatment or need for colectomy or >1 short steroid courses). 
The secondary outcome was primary non-response (PNR; i.e. thera-
peutic failure within 4  months of initiation). Predictors were sought 
through Cox proportional hazard model.
Results: A total of 910 patients were included (246 [27%] pediatric-
onset, 664 [73%] adults) with a median follow-up of 7.9 years (IQR 
4.9–12.0). The probability of PNR was 16% and of therapeutic failure 
35%, 55% and 63% after one, three and five years after commenc-
ing biologics, respectively. Older age at diagnosis (HR 1.01 [95%CI 
1.005–1.01]), number of flares prior to initiation of biologics (HR 1.1 
[95%CI 1.05–1.2]) and steroid use prior to biologics (HR 1.3 [95%CI 
1.1–1.6]) were associated with therapeutic failure. PNR was associated 
with use of steroids prior to initiation of biologics (HR 2.1 [95%CI 
1.4–3.3]). Laboratory blood work, including CRP, ESR, albumin, leu-
kocytes, hemoglobin and platelets did not predict therapeutic failure, 
whether at diagnosis (HR 1.1 [95%CI 0.6–2.0]) or at initiation of bio-
logics (HR 1.2 [95%CI 0.7–2.1]).
Conclusion: One third of UC patients failed to response to biologic 
treatment within one year. Older age at diagnosis and disease severity 
prior to biologic treatment, reflected by number of flares and steroid 
use, predicted therapeutic failure.

P683
Discontinuation of infliximab treatment: 
a comparison between IBD patients who 
retransitioned to originator and those who 
remained on biosimilar

R. Meijboom*1, H. Gardarsdottir2, M. Becker1, K. Movig3, 
T. Egberts2, T. Giezen1

1Pharmacy Foundation of Haarlem Hospitals- Haarlem- the 
Netherlands, Pharmacy Foundation of Haarlem Hospitals- Haarlem- 
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Clinical Pharmacology, Utrecht, The Netherlands, 3Medisch Spectrum 
Twente, Department of Clinical Pharmacy, Enschede, The Netherlands

Background: Since the introduction of infliximab biosimilars, many 
patients with inflammatory bowel disease (IBD) transitioned from ori-
ginator (Remicade) to an infliximab biosimilar, mainly for cost contain-
ment. Studies showed that, despite proven biosimilarity, 2 to 16.5% 
of patients who transition to biosimilar, retransition to infliximab ori-
ginator (stopped biosimilar and re-initiated originator), mainly due to 
increased disease activity or (subjective) adverse events. It is unclear 
whether this unsatisfactory treatment response is related to the product 
or to the patient and his/her disease.
This study aimed to compare the risk of infliximab treatment discon-
tinuation between patients who retransitioned from infliximab biosimi-
lar to originator and patients who remained on infliximab biosimilar.
Methods: IBD patients treated at the Medisch Spectrum Twente or 
Spaarne Gasthuis who transitioned from Remicade to an infliximab 

biosimilar between January 2015 and September 2019 were eligible 
for inclusion. Patients who retransitioned to Remicade were included 
in the retransitioning cohort and matched with up to 3 patients who 
remained on biosimilar (biosimilar cohort). Patients were matched on: 
hospital, calendar date of biosimilar transitioning and duration of bio-
similar treatment.
Patients were followed until discontinuation of infliximab (>16 weeks 
no administration, or switch to another biological). Risk of infliximab 
discontinuation (overall discontinuation and stratified into switching 
to another biological or discontinuation without switching) was com-
pared using a (adjusted) conditional Cox proportional hazards model.
Results: The retransitioning cohort comprised 42 patients and the bio-
similar cohort comprised 120 patients. Baseline characteristics of the 
cohorts were similar, but dosing interval was shorter in the retransi-
tioning cohort (44 versus 56 days). Infliximab treatment discontinu-
ation was 24.6% in the retransitioning cohort compared to 6.7% in 
the biosimilar cohort at 12 months (p<0.01) (Figure 1). Patients in the 
retransitioning cohort had a more than twofold risk (HR 2.5, 95%CI 
1.3–5.1) for discontinuing infliximab treatment compared to patients 
in the biosimilar cohort. When analyzing the type of discontinuation, 
patients in the retransitioned cohort had a fivefold risk for switching 
to another biological (HR 4.8, 95%CI 0.6–37.0) and over a twofold 
risk for discontinuing without switching (HR 2.4, 95%CI 1.1–5.5) 
(Table 1).

Conclusion: Retransitioned patients have an increased risk for inflixi-
mab discontinuation, including both switching to another biological or 
discontinuing without switching. Our results indicate that retransition-
ing is mainly patient or disease related and less likely to be product 
related.
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P684
Increased risk of cardiovascular disease and high 
risk profiles compatible with metabolic syndrome 
in patients with Inflammatory Bowel Disease: a 
cross-sectional analysis of matched cohorts
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E. Aribas3, C.J. van der Woude4, A.C. de Vries4

1Erasmus Medical Centre, Gastroenterology & Hepatology, Rotterdam, 
The Netherlands, 2Erasmus Medical Center, Internal Medicine, 
Rotterdam, The Netherlands, 3Erasmus Medical Center, Epidemiology 
of Cardiometabolic Disorders, Rotterdam, The Netherlands, 4Erasmus 
Medical Center, Gastroenterology & Hepatology, Rotterdam, The 
Netherlands

Background: Patients with inflammatory bowel disease (IBD) have an 
increased risk of cardiovascular disease (CVD). This probably results 
from a cumulative effect of chronic inflammation and traditional CVD 
risk factors. We assessed the CVD risk profile of IBD patients as com-
pared to the general population.
Methods: In this cross-sectional study, consecutive IBD patients aged 
≥45 years were included at the Gastroenterology and Hepatology out-
patient clinic. CVD risk profiles wese assessed by anthropometrics 
(blood pressure, length, weight, waist and hip circumference), serum 
analyses (nonfasting glucose and lipid spectrum) and self-administered 
questionnaires (history of CVD events, traditional CVD risk factors, 
medication use). One to four controls from the Rotterdam Study were 
matched to each IBD case by sex and age (scope +-5 years). Stratification 
was applied to asses differences between sex, IBD diagnosis and clinical 
disease activity (HBI or SCCAI>5).
Results: 235 IBD patients were included (44% male; median age 
59 years (IQR 51–66)) and matched to 829 controls (44% male; me-
dian age 62 years (IQR 57–68)). IBD patients were more frequently 
diagnosed with CVD (OR 2.01, 95%CI 1.23–3.27). IBD patients 
showed lower odds of overweight defined as BMI ≥25  kg/m2 (OR 

0.48, 95%CI 0.35–0.66) and hypercholesterolemia defined as total 
cholesterol ≥6.2 mmol/L, self-reported diagnosis or use of lipid low-
ering drugs (OR 0.45, 95%CI 0.31–0.65). The following markers of 
metabolic syndrome were increased in IBD patients: hypertension 
defined as systolic blood pressure ≥140 mmHg, diastolic blood pressure 
≥90  mmHg, self-reported diagnosis or use of antihypertensive drugs 
(OR 1.67, 95%CI 1.19–2.32), waist circumference (92 cm (SE±10) vs 
88 cm (SE±8), p=.006) and triglyceride level (2.7 mmol/L (SE±0.8) vs 
2.1 (SE±0.8), p<.001). (Table 1) Male patients had higher waist cir-
cumference, less favorable lipid profiles and were more frequently diag-
nosed with hypertension (OR 1.72, 95%CI 0.99–2.94) as compared to 
female patients. Patients with ulcerative colitis were more frequently 
smokers (OR 4.34, 95%CI 1.27–16.66) and showed higher odds of 
hypercholesterolemia (OR 1.85, 95%CI 1.06–3.33) as compared to 
patients with Crohn’s disease.
Conclusion: Patients with IBD are more frequently diagnosed with CVD 
as compared to age-sex matched controls. The CVD risk profile in IBD 
patients is characterized by components of the metabolic syndrome, 
i.e. hypertension, truncal obesity and hypertriglyceridemia, particularly 
among male IBD patients. The prevalence of other traditional CVD risk 
factors was comparable or even lower in IBD patients as compared to 
controls. The exploration of targeted preventive management strategies 
is required.

P685
Strong Response to SARS-CoV-2 Vaccine 
Additional Doses among Patients with 
Inflammatory Bowel Diseases

M. Kappelman*1, K. Weaver2, X. Zhang1, K. Chun3, M. Long2, 
PREVENT-COVID Study Group
1University of North Carolina, Division of Pediatric Gastroenterology- 
Department of Pediatrics, Chapel Hill, United States, 2University 
of North Carolina, Medicine, Chapel Hill, United States, 3Labcorp, 
Esoterix, Calabasas, United States

Background: Current recommendations in many countries support 
additional COVID-19 vaccine doses in patients with inflammatory 
bowel disease (IBD) who are treated with immunosuppressants, yet 
real-world data on the effectiveness and safety of additional vaccine 
doses is lacking. We sought to quantify the humoral immune response 
to an additional vaccine dose in patients with IBD.
Methods: We performed a direct-to-patient, internet-based cohort 
study of patients with IBD in the United States who have received 
any SARS-CoV-2 vaccine granted EUA. Participants completed base-
line and follow-up surveys and had blood work obtained approxi-
mately 8 weeks following completion of the initial vaccination series 
and 6 weeks following administration of an additional vaccine dose. 
We performed quantitative measurement of anti-receptor binding do-
main (RBD) IgG antibodies specific to SARS-CoV-2 using the LabCorp 
Cov2Quant IgG™ assay.
Results: A total of 659 participants were included [415 participants 
(63%) initially received BNT162b2, 243 participants (37%) initially 
received mRNA-1273, and 5 participants (1%) initially received 
Ad26.COV2.S]. Demographic, clinical, and treatment characteristics 
of the study population are provided in Table 1. Over 98% of those 
receiving an initial mRNA vaccine received the same type additional 
dose. Whereas 93% had detectable antibody after the initial vaccin-
ation series, 99.5% had detectable antibodies following an additional 
dose. Mean (SD) increase in antibody level was 61 ug/mL (103) in 
those receiving BNT162b2 and 78 ug/mL (143) for those receiving 
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mRNA-1273 (Figure 1). Importantly, of 47 of patients without initial 
antibody response, 45 (96%) had detectable antibodies following an 
additional dose. Additional vaccination was generally well tolerated in 
this population, with 44%, 24%, 25%, and 6% reporting no, mild, 
moderate, and severe side effects respectively.
Conclusion: These findings demonstrate robust immunogenicity to 
additional doses of SARS-CoV-2 vaccine, even amongst patients with 
undetectable antibody following the initial series. Adverse event rates 
were low. These data can be used to inform vaccine decisions in patients 
with a broad array of immune-medicated conditions frequently man-
aged by immunosuppression.

P686
Outcomes of COVID-19 among patients with 
inflammatory bowel diseases and the influence 
of IBD-related medications– A Danish prospective 
population-based cohort study

M. Attauabi*1,2,3, J.F. Dahlerup4, A. Poulsen5, M. Rosager Hansen6, 
M.K. Vester-Andersen7, S. Eraslan3, A.P. Prahm5, N. Pedersen8, 
L. Larsen9, T. Jess9,10, A. Neumann11, K.V. Haderslev12, A. Molazahi13, 
A.B. Lødrup14, H. Glerup15, A.M. Oppfeldt16, M.D. Jensen17, 

K. Theede1,2, M. Kiszka-Kanowitz1,2, J.B. Seidelin3, J. Burisch1,2, 
Danish COVID-IBD Study Group
1Copenhagen University Hospital- Hvidovre, Gastrounit- Medical 
Section, Hvidovre, Denmark, 2University of Copenhagen- Hvidovre 
Hospital, Copenhagen Center for Inflammatory Bowel Disease in 
Children- Adolescents and Adults, Hvidovre, Denmark, 3Herlev 
Hospital- University of Copenhagen, Department of Gastroenterology 
and Hepatology, Herlev, Denmark, 4Aarhus University Hospital, 
Department of Hepatology and Gastroenterology, Aarhus, Denmark, 
5Bispebjerg University Hospital, Digestive Disease Center, Copenhagen, 
Denmark, 6North Zealand University Hospital, Department of 
Gastroenterology, Frederikssund, Denmark, 7Zealand University 
Hospital, Department of Internal Medicine, Koege, Denmark, 8Slagelse 
Sygehus, Department of Gastroenterology, Slagelse, Denmark, 9Aalborg 
University Hospital, Department of Gastroenterology and Hepatology, 
Aalborg, Denmark, 10Aalborg University Hospital, National Center of 
Excellence for Molecular Prediction of Inflammatory Bowel Disease 
PREDICT- Department of Clinical Medicine, Aalborg, Denmark, 
11Region Hospital Viborg, Department of Internal Medicine, Viborg, 
Denmark, 12Rigshospitalet- Copenhagen University Hospital, 
Department of Gastroenterology, Copenhagen, Denmark, 13Holbaek 
Hospital, Department of Internal Medicine, Holbaek, Denmark, 
14Region Hospital West Jutland- Herning, Department of Internal 
Medicine, Herning, Denmark, 15Region Hospital Silkeborg, Department 
of Internal Medicine, Silkeborg, Denmark, 16Region Hospital Horsens, 
Department of Internal Medicine, Horsens, Denmark, 17Lillebaelt 
Hospital- Vejle, Department of Internal Medicine- Section of 
Gastroenterology, Vejle, Denmark

Background: Population-based data regarding outcomes of corona-
virus disease 2019 (COVID-19) among patients with ulcerative colitis 
(UC) and Crohn’s disease (CD) remain limited.
Methods: We conducted a population-based study investigating the 
outcomes of COVID-19 among patients with UC and CD in Denmark. 
The Danish COVID-19 IBD Database is an extensive population-
based database which prospectively monitors the disease course of 
laboratory-confirmed COVID-19 among patients with UC and CD. 
Severe COVID-19 was defined as COVID-19 necessitating intensive 
care unit admission, ventilator use, or death, while adverse COVID-
19 was defined as requirement of COVID-19 related hospitalization. 
Regression analysis was adjusted for age, sex, disease type, disease 
activity, cardiovascular disease, and corticosteroids. Outcomes of 
COVID-19 among patients with UC and CD were compared with those 
among the background population covering all incidents of COVID-19 
in Denmark.
Results: The study included 319 patients with UC and 197 patients 
with CD from January 28th, 2020, to April 1st, 2021. Baseline charac-
teristics are presented in Table 1. A significantly higher risk of COVID-
19-related hospitalization was observed among patients with UC 
(N=46(14.4%), RR=2.49 (95%CI 1.91–3.26)) and CD (N=24(12.2%), 
RR=2.11 (95%CI 1.45–3.07)) as compared with the background 
population (N=13,306 (5.8%)). A similar pattern was observed for ad-
mission to intensive care (UC: N=8(2.51%), RR=27.88 (95%CI 13.88–
56.00); CD: N=3 (1.52%), RR=16.92 (95%CI 5.46–52.46)) (Figure 1). 
The association between these outcomes and IBD-related clinical char-
acteristics and treatments is presented in Tables 2–3. As shown, none of 
the IBD-related medications were associated with severe COVID-19 in 
univariate and multivariable analysis. However, systemic steroids were 
found to be associated with an increased risk of adverse COVID-19 
among patients with CD (adjusted odds ratio (aOR)=13.62 (95% CI 
1.98–17.77)).
Conclusion: This Danish population-based study on COVID-19 
outcomes among patients with UC and CD demonstrated severe 
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COVID-19 among only a minority of patients, which was not associ-
ated with IBD-related medications. Apart from systemic steroids, this 
study encourages continued use of IBD therapy to prevent IBD relapse 
and complications.
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P687
Prevalence of iron deficiency and anaemia in 
the outpatient Inflammatory Bowel Disease 
population: a Dutch national cross-sectional study

R. Loveikyte*1,2, M. Boer1, C.N. van der Meulen1, R.W.F. ter Steege3, 
G. Tack4, J. Kuyvenhoven5, B. Jharap6, M.K. Vu7, L. Vogelaar8, 
R.L. West9, S. van der Marel10, T. Römkens11, Z. Mujagic12, 
F. Hoentjen13,14, A.A. van Bodegraven15, F.D.M. van Schaik16, 
A.C. de Vries17, G. Dijkstra2, A.E. van der Meulen-de Jong1, on behalf 
of the Dutch Initiative on Crohn and Colitis (ICC)
1Leiden University Medical Center, Department of Gastroenterology 
and Hepatology, Leiden, The Netherlands, 2University Medical 
Center Groningen, Department of Gastroenterology and Hepatology, 
Groningen, The Netherlands, 3Martini Hospital, Department of 
Gastroenterology and Hepatology, Groningen, The Netherlands, 
4Medical Centre Leeuwarden, Department of Gastroenterology 
and Hepatology, Leeuwarden, The Netherlands, 5Spaarne Gasthuis 
Hospital, Department of Gastroenterology and Hepatology, 
Haarlem, The Netherlands, 6Meander Medical Centre, Department 
of Gastroenterology and Hepatology, Amersfoort, The Netherlands, 
7Alrijne Hospital, Department of Gastroenterology and Hepatology, 
Leiderdorp, The Netherlands, 8Diakonessenhuis Hospital, Department 
of Gastroenterology and Hepatology, Utrecht, The Netherlands, 
9Franciscus Gasthuis & Vlietland Hospital, Department of 
Gastroenterology and Hepatology, Rotterdam, The Netherlands, 
10Haaglanden Medical Centre, Department of Gastroenterology and 
Hepatology, The Hague, The Netherlands, 11Jeroen Bosch Hospital, 
Department of Gastroenterology and Hepatology, Den Bosch, The 
Netherlands, 12Maastricht University Medical Center+, Department 
of Gastroenterology and Hepatology, Maastricht, The Netherlands, 
13University of Alberta, Division of Gastroenterology, Edmonton, 
Canada, 14Radboud University Medical Center, Department of 
Gastroenterology and Hepatology, Nijmegen, The Netherlands, 
15Zuyderland Medical Centre, Department of Gastroenterology and 
Hepatology, Heerlen-Sittard-Geleen, The Netherlands, 16University 
Medical Center Utrecht, Department of Gastroenterology and 
Hepatology, Utrecht, The Netherlands, 17Erasmus University Medical 
Centre, Department of Gastroenterology and Hepatology, Rotterdam, 
The Netherlands

Background: Iron deficiency (ID) and anaemia in Inflammatory Bowel 
Disease (IBD) are associated with reduced quality of life, worse disease 
outcomes, and an increase in healthcare costs. In the European guide-
lines, anaemia is listed as one of the treatment goals. The data on the 
prevalence of anaemia and ID are inconsistent. Therefore, we evalu-
ated the prevalence of ID, anaemia, and potential risk factors in a large 
Dutch outpatient population.
Methods: Between January and November 2021, consecutive adult 
outpatients with IBD, who did not have significant comorbidi-
ties associated with anaemia, were included in this study across 16 
general, teaching, and academic hospitals within the Netherlands. 
Besides demographic and clinical data, relevant biochemical param-
eters such as haemoglobin (Hb), Mean Corpuscular Volume (MCV), 
iron indices, and inflammatory markers (e.g., C-reactive protein 
(CRP) and faecal calprotectin (FCP)) were extracted from medical 
records. Active IBD was defined by either CRP > 5 mg/L or FCP 
> 150 mg/g. ID was defined by ferritin < 100 µg/L in case of inflamma-
tion and < 30 µg/L in quiescent IBD, or transferrin saturation < 20%. 
The Dutch national reference range was used to define anaemia: Hb 
< 7.5 mmol/L or < 8.5 mmol/L for females and males, respectively. The 
data were analysed by stratifying patients into Crohn’s Disease (CD) 

and Ulcerative Colitis (UC) groups, with the latter also including 
patients with IBD-unclassified (IBDU).
Results: In total, 2197 patients (1271 CD, 849 UC, and 77 IBDU) 
were included in the study. The overall prevalence of anaemia, iron-
deficiency anaemia (IDA), and ID was: 18.0%, 12.2%, and 43.4%, re-
spectively. The prevalence of all three conditions did not differ between 
the CD and UC groups (P > 0.05). Severe anaemia (Hb < 6.2 mmol/L) 
was observed only in 28 patients. ID was more frequently observed in 
biochemically active IBD compared with quiescent IBD (70.8% versus 
23.9%; P < 0.001). Female gender, younger age, low MCV, and a two-
fold increase in biochemical inflammation were associated with ID 
development in multivariable analysis: Log2FCP [OR 1.39; 95% CI: 
1.29–1.50; P < 0.001] and Log2platelets [OR 1.85; 95% CI: 1.16–2.95; 
P < 0.01]. In multivariable analysis, low ferritin and MCV, inflamma-
tion, older age, and male gender were associated with a higher risk of 
anaemia; however, disease location or behaviour did not affect the risk 
of developing anaemia or ID.
Conclusion: One in five ambulatory IBD patients presents with an-
aemia that is primarily caused by ID. Inflammation increases the 
risk of ID and anaemia regardless of IBD type or disease location. 
High ID prevalence suggests the need for screening and treatment 
optimisation.

P688
Sex difference in inflammatory bowel disease 
patients regarding depression: a nationwide 
population based study in Korea

J.M. Moon*1, K. Han2, S.Y. Shin1, C.H. Choi1, J.S. Kim3

1Chung-Ang University College of Medicine, Department of Internal 
Medicine, Seoul, Korea- Republic Of, 2Soongsil University, Department 
of Statistics and Actuarial Science, Seoul, Korea- Republic Of, 3Seoul 
National University College of Medicine, Department of Internal 
Medicine- Liver Research Institute, Seoul, Korea- Republic Of

Background: Inflammatory bowel disease (IBD) patients are often 
exposed to the risks of developing psychological symptoms such as 
anxiety or depression. We aimed to investigate sex difference regarding 
incidence of depression among Korean IBD patients.
Methods: A cohort involving a total of 133,216 subjects were estab-
lished using Korean HIRA (health insurance review & assessment ser-
vice) database from January 2009 to December 2017. Newly diagnosed 
IBD patients were 47,416, according to the International Classification 
of Diseases, 10th revision (ICD-10). From the newly diagnosed IBD 
population, we defined incidence of depression using the ICD-10 code.
Results: Among the IBD population, 27,172 (57.3%) were male and 
they were slightly younger than female (39.09 and 39.81, p<001). 
During the follow-up period, a total of 5,355 were newly diagnosed 
as depression. The incidence of depression were more evident in the 
female both in ulcerative colitis (incidence ratio, IR, per 1000 of 23.55 
and 32.81, to male and female, respectively) and crohn’s disease (IR per 
1000 of 16.24 and 30.76, respectively) This trend was consistent even 
with variables adjusted to age, diabetes, hypertension and medication 
use (biologics, steroids, 5-ASA, immunomodulators and antibiotics) 
Female IBD patients were at an increased risk of developing depression 
compared to male with a hazard ratio of 1.40 (1.33–1.48, p<0.001). 
Further subgroup analyses were performed according to age, co-mor-
bidities and biologics use, revealing similar results.
Conclusion: Risk of depression was elevated in Korean female IBD 
patients compared to males. Gastroenterologists managing IBD 
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patients on clinics should be well aware of gender-specific issues regard-
ing depression.

P689
Multicenter, cross-sectional, observational 
study on Epstein–Barr viral infection status and 
thiopurine use by age group in patients with 
inflammatory bowel disease in Japan

M. Miura*1, H. Shimizu2, D. Saito1, J. Miyoshi1, M. Matsuura1, 
T. Kudo3, D. Hirayama4, M. Yoshida5, K. Arai2, I. Iwama5, 
H. Nakase4, T. Shimizu3, T. Hisamatsu1

1Kyorin University School of Medicine, Department of Gastroenterology 
and Hepatology, Tokyo, Japan, 2National Center for Child Health and 
Development, Division of Gastroenterology, Tokyo, Japan, 3Juntendo 
University Faculty of Medicine, Department of Pediatrics, Tokyo, 
Japan, 4Sapporo Medical University School of Medicine, Department of 
Gastroenterology and Hepatology, Sapporo, Japan, 5Saitama Children’s 
Medical Center, Division of Gastroenterology and Hepatology, 
Saitama, Japan

Background: The Epstein–Barr virus (EBV) infection status in patients 
with inflammatory bowel disease (IBD), particularly those using thio-
purines, may be associated with the risk of lymphoproliferative dis-
order and hemophagocytic lymphohistiocytosis. This was the first 
multicenter survey of EBV infection in Japanese patients with IBD 
(UMIN000033004). Factors related to the EBV infection status were 
also investigated.
Methods: This cross-sectional observational study of the EBV infec-
tion status in pediatric and adult patients with IBD was conducted at 
five tertiary institutions in Japan. Serum EBV anti-viral capsid antigen 
(VCA) IgG, and EBV anti-VCA IgM were measured in 495 patients 
with IBD□(UC:313 patients, CD:174 patients, IBD-U:8 patients). 
Patient characteristics (sex, age at diagnosis, age at onset, duration of 
illness, and disease location), treatments, and blood examination results 
were obtained from the medical records at each institution. Prior EBV 
infection was defined as anti-VCA IgM negativity and anti-VCA IgG 
positivity.
Results: mong the 495 patients, 56.2% (278/495) were male, and the 
median age at diagnosis of IBD was 18 years. The median age at the 
time of the anti-VCA IgG examination was 25 years(range: 0–92 years). 
Of the 495 patients, 9 were anti-VCA IgM-positive and 354 were 
anti-VCA IgG-positive (seroprevalence: 72.8%). The proportion of 
patients with prior EBV infection was 0% for those aged <5  years, 
<60% for those aged <30 years, and >90% for those aged >30 years. 
The patients’ current thiopurine use was 37.8% (187/486) for all anti-
VCA IgM negative patients and 42.3% (85/201) for anti-VCA IgM 
negative patients aged <20  years. The proportion of EBV-uninfected 
patients using thiopurines was 28.4% (52/183) for all patients and 
51.8% (44/85) for aged <20  years. Age was significantly associated 
with anti-VCA IgG seropositivity (p < 0.01, odds ratio: 0.902, 95% 
confidence interval: 0.880–0.925). No cases of lymphoproliferative 
disorder, hemophagocytic lymphohistiocytosis, or chronic active EBV 
infection were reported.
Conclusion: Approximately 30% of Japanese patients with IBD were 
EBV-uninfected, including those using thiopurines. Age was a signifi-
cant factor for anti-VCA IgG seropositivity.

P690
Rates of IBD in New Zealand Māori population at 
Lakes District Health Board: low but increasing

M. Qiu*1, R.N. Patel2, R.B. Gearry3,4

1University of Auckland, School of Medicine, Auckland, New 
Zealand, 2Lakes District Health Board, Gastroenterology, Rotorua, 
New Zealand, 3Canterbury District Health Board, Gastroenterology, 
Christchurch, New Zealand, 4University of Otago, Department of 
Medicine, Christchurch, New Zealand

Background: Inflammatory bowel disease (IBD) is a chronic, inflam-
matory disease that is increasingly prevalent in New Zealand (NZ). 
Previous regional studies describe significantly lower rates of IBD in 
Māori (the indigenous people of NZ) compared to non-Māori. We 
aimed to describe IBD incidence and prevalence at Lakes District 
Health Board (DHB), with a focus on the Māori population.
Methods: All patients with IBD at Lakes DHB are managed using an 
IBD database. The database was reviewed and demographic, clinical, 
IBD phenotype, treatment and surgical data were extracted. Rates 
of IBD and other characteristics were compared between Māori and 
non-Māori.
Results: 197 IBD patients were identified, consisting of 100 (51%) 
with Crohn’s disease, 77 (39%) with ulcerative colitis, and 20 with 
IBD-unspecified. The median age was 48±17 and 100 (50.8%) were 
males. 15 (7.6%) patients were Māori and 182 (92.4%) European/
other (Figure 1), leading to IBD ethnic-specific prevalences of 34.9 and 
256.8/100,000, respectively. Rates of current/ex-smoking were similar 

Figure 1. Lakes DHB demographics and IBD status
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in Māori and non-Māori (~30%), so was biologic use (40%). Despite 
statistically insignificant, Māori were more likely to be hospitalised 
over the last ten years (mean admissions 1.8 vs 1.1). In the last 20 years, 
there has been a steady increase in IBD incidence among non-Maori 
population. In Māori population, although the rates were consistently 
lower, more were diagnosed over the last 5  years, demonstrating an 
increasing incidence (Figure 2).
Figure 2.  Comparison of IBD incidence in Māori and non-Māori at 
Lakes DHB

Conclusion: Our findings are concordant with previous studies show-
ing gradually increased rates of IBD in NZ and low rates in Māori. 
However, rates in the last five years are increasing in Māori population 
which may reflect a true increase in incidence due to changes in envir-
onmental risk factor exposure or increased rates of presentation and 
diagnosis in Māori over the last five years.

P691
Influence of ethnicity on the phenotype and 
clinical outcomes in Inflammatory Bowel Disease; 
comparison of a South American with a North 
American population

T. Pérez1, B. Pizarro2, G. Ascui3, F. Tobar4, M. Cerda-Villablanca5, 
D. Alvares6, M. Orellana7, A. De la Vega8, M. Canistra9, B. Cornejo9, 
P. Baez10, V. Silva2, E. Arriagada8, R. Estela2, C. Hernandez-Rocha11, 
M. Alvarez-Lobos12, J. Rivera-Nieves13

1Pontificia Universidad Catolica/Hospital San Borja-Arriaran, 
Department of Gastroenterology, Región Metropolitana, Chile, 
2Universidad de Chile, Medicina, Santiago, Chile, 3Universidad 
de California San Diego, Inmunología, San Diego, United States, 
4Universidad de Chile, Department of Mathematical Engineering, 
Santiago, Chile, 5Universidad de Chile, Center for Mathematical 
Modeling- Universidad de Chile, Santiago, Chile, 6Pontificia Universidad 
Católica de Chile, Department of Statistics- Santiago- Chile, Santiago, 
Chile, 7Universidad de Chile, Facultad De Ingenieria, Santiago, Chile, 
8Universidad De Chile, Gastroenterologia, Santiago, Chile, 9Pontificia 
Universidad Católica de Chile, Medicina, Santiago, Chile, 10Universidad 
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11Pontificia Universidad Católica de Chile, Gastroenterologia, Santiago, 
Chile, 12Pontificia Universidad Católica de Chile, Gastroenterología, 
Santiago, Chile, 13Universidad de California San Diego, Inflammatory 
Bowel Disease Center- Division of Gastroenterology- University of 
California- San Diego- La Jolla- CA- United States., San Diego, United 
States

Background: Inflammatory Bowel Diseases (IBD) are chronic systemic 
inflammatory disorders, which affect the gastrointestinal tract. An 
increased incidence of IBD has been vastly reported in Europe, and 
North America, however, IBD has now emerged as a global disease 
affecting people of different genetic backgrounds and geographic loca-
tions, with increasing incidence in developing and newly industrialized 
regions such as South America, offering the opportunity to explore dif-
ferences and similarities in disease presentation and outcomes across 
these variables.
Methods: Our study includes 265 patients with a diagnosis of Ulcerative 
Colitis (UC) (n=173) or Crohn´s Disease (CD) (n=92). We carried out 
an exploratory analysis of databases of Chilean and North American 
IBD patients to compare the clinical phenotype between both cohorts. 
We used an unsupervised machine learning approach using Principal 
Component Analysis (PCA), t- Stochastic Neighbor Embedding (t-SNE), 
among others, for each disease (CD and UC). Finally, we predicted the 
center (North American versus Chilean) using random forest, among 
other supervised machine learning methods to confirm these results.
Results: Several unsupervised machine learning methods separated 
two main groups supporting differences between North American and 
Chilean patients in each disease. The variables that explained the load-
ings of the clinical metadata on the principal components were related 
to therapies and disease extension/location at diagnose. Our Random 
Forest (RF) models were trained for cohort classification (Chilean or 
North American) based on clinical characteristics, obtaining a high ac-
curacy of 0.86 (UC) and 0.89 (CD). Similarly, variables related to thera-
pies and disease extension/location had a higher Gini index. In the same 
line, univariate analysis showed a later CD age at diagnoses in Chilean 
IBD patients (37 vs 24; p=0.005)
Conclusion: Our study suggests a clinical difference between North 
American and Chilean IBD patients; later CD age at diagnoses with 
a predominate less aggressive phenotype (39% vs. 54% B1), a more 
localized disease despite less biological therapies used in Chile for both 
diseases. The next research steps to confirm these results with more 
patients and explore more factors between different populations that 
could determine a less aggressive phenotype. Understanding the causes 
of these differences could unravel new pathways or protective factors, 
which could improve treatments.

P692
Clinical, therapeutic and evolutionary profile 
of fistulizing ano-perineal lesions in Crohn’s 
disease

H. Hassine1, F. KAHLAOUI1, M. Mtir1, D. Cherif1, R. Tlili1, H. Kchir1, 
N. Maamouri1

1Rabta Hospital, Gastroenterology, Tunis, Tunisia

Background: Ano-perineal lesions (APLs) during Crohn’s disease (CD) 
are frequent and varied. Ano-perineal fistulas (APF) are the most com-
mon and severe manifestations. They are associated with increased 
morbidity and considerable impairment of quality of life. Their man-
agement is not always easy despite therapeutic advances, particularly 
anti-TNFα.The aim of our work was to describe the epidemiological 
profile, the therapeutic modalities and the evolutionary aspects of APF 
during CD.
Methods: This was a retrospective, descriptive, single-center study 
collecting records of patients followed for CD with APF between 
January 2010 and December 2020. The patients had a proctological 
examination and a perineal MRI. We recorded clinical, endoscopic, 
radiological data, therapeutic management and clinical response 
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to the initial therapeutic regimen. Complete remission was defined 
as closure of all initially productive fistulas, partial response was 
defined as closure of more than 50% of fistulas. Therapeutic failure 
was defined as closure of less than 50% of the initially productive 
fistulas.
Results: 83 patients followed up for CD with APLs were collated of 
which 38 had APF (45.7%). The mean age was 42 years [26 - 73] with 
a sex ratio of 0.4. Active smoking was noted in six patients (15.8%). 
In 55.3% of cases, PAF was present at the time of diagnosis of CD 
(n=21).17 patients had developed one or more PAFs during the course 
of their disease with a mean delay of seven years [1 - 29]. APFs were 
associated with luminal involvement in 94.7% of cases, with ileal lo-
cation in 10 patients (26.3%), colonic location in 13 patients (34.2%) 
and ileocolic location in 13 patients. The APFs were perianal in 34cases, 
vulvovaginal in five cases and gluteal in one case. There were complex 
fistulas in 92.1% of cases. The number of external orifices at the time 
of diagnosis was respectively: 1 orifice in 63.2% of cases, 2orifices in 
26.3% of cases and more than two orifices in 10.5% of cases. A peri-
neal abscess was associated in 44.7% of cases and anorectal stricture 
was observed in 7.9% of patients. Seton drainage was performed in 
86.6% of patients. All patients with complex APF had received anti-
TNFα after disappearance of collections if initially present (infliximab 
(92.1%), adalimumab (7.9%)) combined with thiopurines in 97.4% 
of cases. After a mean follow-up of 40 months, a complete remission 
was observed in 14 patients (36.8%), a partial response was noted in 
13 patients (34.2%). 11 patients (28.9%) were in therapeutic failure.
Conclusion: In our study, APFs during CD account for almost half of 
all APLs.Thus, the development of local therapeutic means proves to 
be of necessity in order to increase the efficacy of biotherapies and to 
accelerate the healing of APFs.

P693
Willingness and hesitancy to the telemedicine in 
patients with inflammatory bowel disease during 
COVID-19 outbreak. Preliminary results of a survey 
in an Italian IBD Center

F. Bossa*1, M. Guerra1, S. Carparelli1, M. Antonella1, F. Terracciano1, 
A. Costantino2, F. Caprioli2, M.R. Valvano1, G. Martino1, 
M. Nardella1, F. Perri1

1Fondazione Casa Sollievo della Sofferenza, Gastroenterology, San Giovanni 
Rotondo, Italy, 2Fondazione Ca’ Grande Ospedale Maggiore Policlinico 
di Milano, Gastroenterology and Digestive Endoscopy, Milano, Italy

Background: Telemedicine is becoming a necessary tool for chronic 
disease management. Thanks to the wide diffusion of devices connect-
ing to the World Wide Web, a large part of the population are now able 
to access to telemedicine services.Telemedicine is becoming a necessary 
tool for chronic disease management. Thanks to the wide diffusion of 
devices connecting to the World Wide Web, a large part of the popula-
tion are now able to access to telemedicine services.
The aim of this survey was to explore the willingness and hesitancy of 
patients with inflammatory bowel disease (IBD) to the use of telemedi-
cine during COVD-19 outbreak.
Methods: A paper-and-pencil questionnaire was proposed to all con-
secutive patients observed at our tertiary IBD center in San Giovanni 
Rotondo (Italy) from February to May 2021. The survey investigated 
20 items that can be grouped into 5 areas: socio-demographic data, 
clinical data, informatics competence, devices and network utilized for 
the internet connection, attitude to the telemedicine, and the impact of 
COVID-19 pandemic.

Results: A total of 156 patients completed the questionnaire (100 males). 
One hundred forthy-three patients (91.7%) were under 65  years and 
only 15 (9.6%) were graduates. Forthy-seven patients (30%) were 
single, 101 married (65%). Eighteen patients (11.5%) felt they had no 
IT skills. Eight patients (5.1%) had a previous experience of telemedi-
cine. One hundred twenty-three patients (78.8%) consider the support 
of telemedicine useful for the management of their pathology and 134 
(85.9%) would like the Center where they are followed up to have the 
possibility of offering a telemedicine service. One hundred three patients 
(66.0%) would like to have a teleconsultation with figures other than 
the Gastroenterologist. Ninety-seven patients (62.2%) agree that the 
ongoing coronavirus pandemic has a major impact on the need to im-
plement telemedicine. Regarding the confidence with telemedicine, 106 
patients (67.9%) were partially or totally agreeing telemedicine can 
properly resolve health problems, and 98 (62.8%) agree that technolo-
gies guarantee the privacy of the health data. One hundred twenty-five 
patients (80%) agree that telemedicine should be developed independ-
ently of the pandemic, however only 48 patients (31%) believe that tele-
medicine guarantee the same level of assistance of visit in presence.
Conclusion: Italian IBD patients showed a positive attitude towards 
telemedicine and consider that useful for the management of their 
disease. The majority of patients would like the center where they are 
followed up offering a telemedicine service, regardless of the ongoing 
pandemic. However only one third of patients believe that telemedicine 
can offer the same level of assistance of in-presence visit.

P694
COVID-19 vaccination rate and willingness of 
an additional dose among inflammatory bowel 
disease patients receiving biologic therapy

L. Ramos Lopez*1, M. Carrillo-Palau1, I. Alonso-Abreu1, C. Reygosa1, 
N. Hernández-Buylla1, C. Amaral1, A. Hernández1, F. Benítez-Zafra1, 
F. Pérez-González1, H. Quintana-Díaz1, M. Hernández-Guerra1

1Hospital Universitario De Canarias, Department of Gastroenterology, 
Santa Cruz De Tenerife, Spain

Background: Vaccination against COVID19 prevents its severe forms 
and associated mortality and offers a promising action to control this 
pandemic. In Spain, by October 2021, 87.9% of the target population, 
including IBD patients had received the complete vaccination regimen. 
In September 2021, an additional dose of vaccine was approved in 
patients with immunosuppression including IBD patients on biologic 
agents. We evaluated the vaccination rate and additional dose willing-
ness in this group of-at risk patients.
Methods: A single-center, cross-sectional study was performed among 
IBD patients on biologic agents and elegibles for an additional dose of 
COVID19 vaccine between 19th October and 12th November 2021. 
Patients were identified by the list provided by the Pharmacy service. IBD 
clinical characteristics and type of vaccine and date of administration were 
checked in medical records. Acceptance and adverse effects of vaccination 
were evaluated after telephone or face-to-face survey in these IBD patients.
Results: Out of a total of 344 patients, 269 patients (46.1% male; mean 
age 47±16 years; crohn´s disease n=198/ ulcerative colitis n=66/ indeter-
minate colitis n=5) received at least one vaccine dose and were included. 
The patients were on Infliximab (40.9%), Ustekinumab (29.7%), 
Adalimumab (20%), and Vedolizumab (8.9%). Co-treatment with 
immunosuppressors was used in 73.2% of patients. Only 15 (5.6%) 
patients refused the COVID19 vaccine: 26.7% for fear of vaccine`s ad-
verse effects, 33.3% for doubts about a “new-design” vaccine and 40% 
for conviction (COVID19 pandemic denial). 46.7% of the cases would 
not change their opinion, but 33.3% would re-consider after discussing 
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with their doctor and/or receiving information on the adverse effects 
of the vaccine. Previous to the additional dose, COVID19 vaccination 
was present in 94.4% of patients (n=254) (complete regimen using 
Pfizer 63%,Astra-Zeneca 15.4%, Moderna 12.2% and Janssen in 
9.4% of patients, respectively). 42.7% of patients personally requested 
the appointment for initial dose of vaccination and 59.1% contacted 
the IBD Unit to discuss the decision to be vaccinated. Adverse effects 
occurred in 53.9% of the cases after the standard vaccination regimen, 
mainly pain in the arm (40%). Up to 94.1% of the patients agreed for 
an additional dose and 57.2% had already received the additional dose 
at the time of the assessment.
Conclusion: IBD patients on biological agents and at high-risk for 
COVID19 accept the vaccine as well as an additional dose if recom-
mended. Physicians in charge of IBD units should provide information and 
confidence in the use of the vaccine in these IBD patients. Remains to be 
studied the impact of the additional dose of vaccine in these patients.

P695
Attitudes and predictors of COVID-19 vaccine 
uptake in patients with Inflammatory Bowel 
Disease

E. Zhang*1, A. Gupta1, F.A. Macrae1, B. Christensen1

1Royal Melbourne Hospital, Gastroenterology, Melbourne, Australia

Background: Vaccination has proven to be an effective public health 
measure to combat the SARS-CoV-2 pandemic. However, vaccine 
“hesitancy” has limited uptake in some populations. We surveyed indi-
viduals with IBD to explore factors associated with vaccine uptake, 
concerns, and which sources of information were considered trust-
worthy surrounding vaccination.
Methods: Patients with IBD were recruited from a specialist IBD clinic 
at a tertiary hospital in Australia, and through a national IBD patient 

society (Crohn’s & Colitis Australia). Patients were invited to com-
plete an anonymous survey between 31 October – 17 November 2021. 
Logistic regression was used to identify variables associated with vac-
cine uptake. Data was analysed using SPSS (Chicago, IL).
Results: There were a total of 441 respondents. Demographic and IBD 
characteristics are presented in Table 1. Most respondents 411 (93.2%) 
had received at least 1 dose of COVID-19 vaccination. Among 30 
(6.8%) respondents who had not been vaccinated, concern about expe-
riencing an IBD flare with vaccination and vaccine safety were most 
commonly identified. Of those who had not yet been vaccinated, the 
possibility of getting vaccinated in the future was likely in 3 (10.7%), 
unlikely in 12 (42.8%), whilst 13 (45.4%) were unsure about future 
vaccination. Multivariate analysis [Table  2] demonstrated past influ-
enza vaccination (OR 3.28, 95% CI 1.34–8.9, p = 0.009) and self-per-
ceived risk of being more unwell with COVID-19 infection due to IBD 
was positively associated with COVID-19 vaccine uptake (OR 5.25, 
95% CI 1.96–14.04, p <0.001). Most agreed that that vaccination in 
general was safe 306 (90.1%). The perceived risk of COVID-19 vac-
cination causing an IBD flare, and concern that vaccination is unsafe 
in pregnancy were both negatively associated with vaccine uptake (OR 
0.28, 95% CI 0.10–0.77, p = 0.01 and OR 0.22, 95% CI 0.08–0.65, 
p = 0.006) respectively. Trust in healthcare workers was high with 282 
(73.7%) responders ranking them the most trusted source to obtain in-
formation surrounding vaccination [Figure 1]. Social media was ranked 
the least trusted source of information by 225 (58.6%).

Conclusion: Past influenza vaccination and self-perceived risk of being 
more unwell with COVID-19 due to IBD, were positive predictors of 
COVID-19 vaccine uptake in IBD patients. Concerns about an IBD 
flare with vaccination is a unique consideration in those vaccine hesi-
tant and is a negative predictor of vaccine uptake. Among those not 
yet vaccinated, 45% were uncertain about future vaccination. Given 
healthcare providers were ranked the most trusted source surrounding 
this domain, this survey highlights the key role they have in exploring 
vaccination concerns and misconceptions in IBD patients
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Genetics

P696
Genetic predisposition to infliximab 
immunogenicity in patients with immune-
mediated inflammatory diseases – secondary 
analyses from a randomised clinical trial

K. Bjørlykke*1,2, M.K. Brun2,3, M.K. Viken4,5, G.E. Stenvik3, 
R.A. Klaasen6, J.E. Gehin2,6, D.J. Warren6, J. Sexton3, 
E.A. Haavardsholm2,3, J. Jahnsen1,2, B.A. Lie2,4,5, G.L. Goll3, 
N. Bolstad6, S.W. Syversen3, K.K. Jørgensen1

1Akershus University Hospital, Department of Gastroenterology, 
Lørenskog, Norway, 2University of Oslo, Institute of Clinical Medicine, 
Oslo, Norway, 3Diakonhjemmet Hospital, Division of Rheumatology 

and Research, Oslo, Norway, 4Oslo University Hospital, Department 
of Medical Genetics, Oslo, Norway, 5Oslo University Hospital, 
Department of Immunology, Oslo, Norway, 6Oslo University Hospital, 
Department of Medical Biochemistry, Oslo, Norway

Background: Immunogenicity is a leading cause of treatment failure to 
TNF inhibitors. Genetic variations in HLA class II genes have been sug-
gested to predispose to anti-drug antibody formation, but studies using 
high-resolution HLA typing as well as characterisation of biologic-
ally relevant haplotypes are currently lacking. The aim of this study 
was to assess associations between HLA loci and immunogenicity to 
infliximab.
Methods: Patients with immune-mediated inflammatory diseases 
(IMID) treated with infliximab (N=612) (120 rheumatoid arthritis, 181 
spondyloarthritis, 72 psoriatic arthritis, 114 ulcerative colitis, 80 Crohn 
disease, and 45 psoriasis) were included in the randomised, Norwegian 
Drug Monitoring (NOR-DRUM) trial. Neutralising anti-drug anti-
bodies were detected with an automated fluorescence assay. Next gen-
eration HLA sequencing at G group resolution were performed and 
trimmed to 2nd field. Haplotype analyses including the most significant 
HLA loci were performed, and epitope predictions for the infliximab 
light- and heavy-chain were assessed.
Results: Anti-drug antibodies to infliximab were detected in 147 
(24 %) of patients. The most significant associations with immuno-
genicity were with the genes HLA-DQB1 (P=1.4x10-6), -DRB1 (P= 
2.7x10-5), -DQA1 (P=0.00017) and -B (P=0.0009). Conditional 
analyses indicated that HLA-DQB1 represents the primary 
association(Table 1). Haplotype analyses showed that there was sig-
nificantly increased risk of immnogenicity in patients carrying the 
HLA-DQ2 haplotypes DQB1*02:01~DQA1*05:01 (P=1.1x10-6) and 
DQB1*02:02~DQA1*02:01 (P=0.008), while one protective haplo-
type DQB1*05:01~DQA1*01:01 (P=0.0005) was identified (Figure 
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1a-c). Presence of HLA-DQ2 more than doubled the risk of anti-drug 
antibody formation (HR 2.54, 95%CI 1.82–3.56) (Figure 1d), in a 
model including the covariates age, sex, diagnosis, and concomitant im-
munosuppressive therapy. Association tests of each level of HLA analy-
ses showed that HLA-DQ2 represents the strongest association(Figure 
2). Epitope predictions revealed that the HLA-DQ2 haplotypes 
DQB1*02:01-DQA1*05:01 and DQB1*02:02-DQA1*02:01 share 
nine strong binder peptides, originating from the infliximab light chain, 
encompassing the amino acid core-peptide sequences INTVESEDI and 
VYACEVTHQ.
Conclusion: Using high-resolution HLA sequencing, we here demon-
strate a genetic association between HLA-DQ2 and infliximab im-
munogenicity in IMID patients. The presence of either HLA-DQ2 risk 
haplotypes more than doubled the risk of anti-drug antibody formation 
across all diagnoses. Testing for HLA-DQ2 could be of clinical value in 
identifying patients at risk for immunogenicity and facilitate treatment 
decisions. Whether these findings apply to other TNF inhibitors should 
be further explored.

P697
Examining the regulatory role of epigenetic and 
transcriptomic alterations in anti-TNFα treatment 
response and disease progression in patients with 
Ulcerative Colitis

O. Lawal1, R. Stack2, E. Ciara2, M. Tosetto2, C. McDonnell1, 
A. Rodriguez-Sosa1, G. Yochum3, W. Koltun3, K. Boland4, 
K. Sheahan5, G. Doherty2, S. Das*1

1Royal College of Surgeons in Ireland, School of Pharmacy and 
Biomolecular Sciences, Dublin, Ireland, 2St. Vincents University 
Hospital, University College Dublin- Center for Colorectal Disease, 
Dublin, Ireland, 3Penn State University, College of Medicine, 
Pennsylvania, United States, 4Beaumont Hospital, Gastroenterology, 
Dublin, Ireland, 5St. Vincents University Hospital, Department of 
Pathology and Center for Colorectal Disease- University College 
Dublin, Dublin, Ireland

Background: Ulcerative colitis (UC) is a chronic inflammatory condi-
tion characterized by significant morbidity and escalating economic 
costs. Effective patient management is severely hampered by a lack of 
unambiguous molecular biomarkers that can predict response to anti-
TNFα treatment such and/or disease progression. While, both genetic 
and epigenetic factors have been reported to impact UC pathogenesis, 

their role in regulating disease progression and treatment response 
remains unclear.
Methods: Here, we applied methyl-capture sequencing and 
RNAsequencing to mucosal biopsies derived from clinical cohorts of 
patients with mild-to-moderate and severe UC with the aim of identify-
ing various regulatory factors that orchestrate treatment response and 
disease severity in these patients.
Results: First, differential gene expression analysis between respond-
ers and non-responders to infliximab and vedolizumab (anti-TNFα) 
enabled identification of disease-associated genes that were either 
up- or down-regulated in responders to both these anti-TNFα 
agents. Next, upstream analysis of these differentially expressed 
genes revealed that both up- and downregulated genes in respond-
ers are intricately regulated by “master regulators” (MRs) including 
chemokine ligands and receptors such as FGFR2 and IL8 respect-
ively. Moreover, we show that these MRs play a pivotal role in 
regulating gene expression through a complex signalling network 
mediated by transcription factors (TFs) such as FYN and ICAM1. 
These results for the first time provide evidence of impact of MRs 
and TFs on genes involved in differential response to anti-TNFα 
agents in patients with UC. In parallel, targeted DNA methylation 
profiling of mucosal biopsies derived from mild-to-moderate (n=85) 
and severe UC (n=33) patients enabled identification of a wide-
spread DNA methylation alterations at regulatory regions such as 
promoters and enhancers. Moreover, we identified distinct significant 
methylation differences between UC patients who progress in their 
disease course leading to treatment with anti-TNFα/immunodulators 
agents vs. patients who are on 5’Asa maintenance treatment. Indeed, 
similar differences was also observed between responders and non-
responders of anti-TNFαagents.
Conclusion: Taken together, our preliminary results for the first time 
highlight the regulatory role of master regulator-mediated signalling 
networks involving transcription factors that regulate gene expression 
underpinning response to anti-TNFa in UC patients. In parallel, these 
results identify specific DNA methylation alterations that impact treat-
ment response and disease severity and therefore could ultimately enact 
as predictive biomarkers in UC.

P698
Mapping field cancerisation and clonal evolution in 
IBD colons with dysplasia and colorectal cancer

M. Yalchin*1, K. Curtius2, S. Nowinski3, M. Moorghen1, 
C. Kimberley3, K. Smith3, A.M. Baker3, I. Al-Bakir3, M. Mossner3, 
V. Nadhamuni3, A. Hart1, T. Graham3

1St. Mark’s Hospital- Inflammatory Bowel Disease Department- Watford 
Rd- Harrow HA1, 3UJ., Inflammatory Bowel Disease Department, 
London, United Kingdom, 2Division of Biomedical Informatics- 
Department of Medicine- University of California San Diego- La Jolla- 
CA USA, Division of Biomedical Informatics, San Diego, United States, 
3Centre for Genomics and Computational Biology- Barts Cancer 
Institute- Barts and the London School of Medicine and Dentistry- 
Queen Mary University of London- Charterhouse Sq- EC1M, 6BQ- 
UK, Centre for Genomics and Computational Biology, London, United 
Kingdom

Background: In Inflammatory Bowel Disease (IBD), clonal evolution 
and field cancerisation precedes the development of colitis-associated 
colorectal cancer (CA-CRC), however the extent and spread of pre-
cancerous clones in the IBD colon remains incompletely determined 
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and consequently clinical practice is poorly informed of how best to 
detect these clones by endoscopy and accurately predict future cancer 
risk. This study aims to quantify the number and size of mutant clones 
arising across the length of the colitic bowel, reveal the mechanism 
of how they arise and spread, and through this gain a detailed mo-
lecular understanding of the evolutionary dynamics of progression to 
CA-CRC.
Methods: Three IBD patients undergoing a total panproctocolectomy 
for multifocal dysplasia or CA-CRC were recruited prospectively. 
Fresh-frozen biopsies were taken at regularly spaced intervals (~2cm) 
across the entire colon (rectum to caecum, comprising 118, 108 and 
25 biopsies respectively). Epithelial tissue was isolated from each bi-
opsy using laser capture microdissection and DNA was extracted. Low 
pass whole genome sequencing (lpWGS) was performed to generate 
genome-wide copy number alteration (CNA) profiles.
Results: Analysis from the first 45 samples from colon 1 show; 
1)  Multiple CNA events occur in macroscopically ‘normal’ parts of 
the colon. 2) Recurrent CNAs were shared between biopsies, revealing 
clonal expansions in multiple areas of the colon, both proximal and 
distal to the cancer, and comprising in normal, inflammed, dysplastic 
and cancer-adjacent tissue. 3) Clonal expansions ranged from 4-18cm 
in size, and were separated by distances of 2-20cm. 4) Certain CNA 
events occur more commonly across the colon, both independently and 
from within different clonal patches, such as a gain on chromosome 
7 and 20, and losses on chromosomes 5, 8 and 17. 5) Whole genome 
doubling events within clonal clades.
Conclusion: These data show that across the IBD bowel, CNAs occur 
and expand in ostensibly ‘normal’ cells, demonstrating evidence of field 
cancerisation. Moreover, similar CNAs are seen occurring independ-
ently throughout the whole colon, suggesting patterns of convergent 
evolution. Further work is needed to more precisely quantify the clonal 
and sub-clonal distribution across the IBD colon, in addition to deriv-
ing measures of intra-colon, intra-lesion and intra-clade genomic diver-
sity to complement the above measures of evolvability. This data, along 
with the genomic-phenotypic mapping (from pending RNA analysis) 
and analysis of the stromal microenvironment will help demonstrate 
the mechanisms of CA-CRC progression and therefore help guide clin-
ical practice through endoscopic sampling, to best predict future cancer 
risk.

P699
Machine Learning-based Prediction for Early 
Progression in Korean Crohn’s disease: Results 
from the IMPACT Study

J. Chun*1, K. Suji2, A. Kwang Sung3, P. Soo Kyung4, K. Sangsoo2, 
P. Dong Il4

1Gangnam Severance Hospital- Yonsei University College of 
Medicine, Department of Internal Medicine, Seoul, Korea- Republic 
Of, 2Soongsil University, Bioinformatics, Seoul, Korea- Republic 
Of, 3Functional Genome Institute- PDXen Biosystems Inc., 
Genetics, Seoul, Korea- Republic Of, 4Kangbuk Samsung Hospital- 
Sungkyunkwan University School of Medicine, Internal Medicine, 
Seoul, Korea- Republic Of

Background: Transcriptome-wide association studies (TWAS) im-
prove to detect functionally relevant loci by leveraging expression 
quantitative trait loci (eQTLs) from reference panels in relevant tis-
sues. Herein, we developed machine learning-based prediction models 
using a novel Korean TWAS model for early progression to stricturing 

or penetrating phenotypes in Korean patients with Crohn’s disease 
(CD).
Methods: A total of 431 patients diagnosed with CD were retrospect-
ively enrolled from 15 referral hospitals in Korea. Single-nucleotide 
polymorphism genotype was analyzed using the Korea Biobank Array. 
Using the GTEx genotype and Korean chip genotype database from 
the terminal ileum, a novel Korean TWAS model was developed and 
compared with a European TWAS model. Predictive models for early 
progression were trained and cross-validated using logistic regression 
models and leave-one-out cross validation. Early progression was 
defined as transition to stricturing or penetrating phenotypes within 
2 years from the diagnosis of CD.
Results: Among the study population, early progression to stricturing 
and penetrating phenotype was detected in 60 (13.9%) and 73 patients 
(16.9%), respectively. Combined clinical-gene expression prediction 
models predicted early progression to stricturing (AUROC, 0.816) 
and penetrating phenotypes (AUROC, 0.801) more accurately than 
the models using clinical parameters alone. The following gene expres-
sion was significantly associated with early progression: CCDC154, 
FAM189A2, TAS2R19, FCSK, SP1, and KCNIP1 for stricturing pheno-
type and PUS7, CCDC146, MLXIP, LRGUK, UROS, and TAFA1 for 
penetrating phenotype.
Conclusion: The clinical-genetic machine learning models predicted 
progression to stricturing or penetrating phenotypes in the early stage 
of CD. Use of the comprehensive prediction models might enable clini-
cians to select patients requiring early aggressive therapeutic strategy to 
prevent disease-related complications.

Microbiology

P700
The GEM Project: Stool metabolomic profile is 
associated with microbiome risk score and with 
future onset of Crohn’s disease in healthy first-
degree relatives

S.H. Lee*1, J.A. Raygoza Garay1, W. Turpin1, M.I. Smith1, A. Goethel1, 
A. Griffiths2, P. Moayyedi3, O. Espin-Garcia4, M. Abreu5, G. Aumais6, 
C.N. Bernstein7, I. Biron8, M. Cino9, C. Deslandres10, I. Dotan8, 
W. El-Matary11, B. Feagan12, D. Guttman13, H. Huynh14, J. Hyams15, 
K. Jacobson16, D. Mack17, J. Marshall3, A. Otley18, R. Panaccione19, 
M. Ropeleski20, M.S. Silverberg1, A.H. Steinhart1, D. Turner21, 
B. Yerushalmi22, W. Xu4, K. Croitoru1; Crohn’s and Colitis Canada 
Genetics Environment Microbial Project Research Consortium
1Mount Sinai Hospital- University of Toronto, Division of 
Gastroenterology, Toronto, Canada, 2The Hospital for Sick Children, 
Division of Gastroenterology, Toronto, Canada, 3McMaster 
University- Farncombe Family Digestive Health Research Institute, 
Department of Medicine, Hamilton, Canada, 4Dalla Lana School 
of Public Health- University of Toronto, Division of Biostatistics, 
Toronto, Canada, 5Department of Medicine- University of Miami- 
Miller School of Medicine, Division of Gastroenterology, Miami, 
United States, 6Hopital Maisonneuve-Rosemont, Department of 
Gastroenterology, Montreal, Canada, 7University of Manitoba, 
Inflammatory Bowel Disease Clinical and Research Centre, Winnipeg, 
Canada, 8Rabin Medical Center, Division of Gastroenterology, Petah-
Tikva, Israel, 9University of Toronto, Division of Gastroenterology 
and Hepatology, Toronto, Canada, 10CHU Sainte-Justine, Department 
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of Gastroenterology, Montreal, Canada, 11University of Manitoba, 
Pediatric Gastroenterology, Winnipeg, Canada, 12University of Western 
Ontario, Departments of Medicine- Epidemiology- and Biostatistics, 
London, Canada, 13University of Toronto, Centre for the Analysis of 
Genome Evolution and Function, Toronto, Canada, 14University of 
Alberta, Department of Pediatrics, Edmonton, Canada, 15Connecticut 
Children’s Medical Center, Division of Digestive Diseases- Hepatology- 
and Nutrition, Hartford, United States, 16British Columbia Children’s 
Hospital, Department of Pediatrics, Vancouver, Canada, 17Children’s 
Hospital of Eastern Ontario and University of Ottawa, Division 
of Gastroenterology- Hepatology & Nutrition, Ottawa, Canada, 
18Izaak Walton Killam Hospital- Dalhousie University, Division 
of Gastroenterology, Halifax, Canada, 19University of Calgary, 
Department of Gastroenterology, Calgary, Canada, 20Queen’s 
University, Gastrointestinal Diseases Research Unit- Department of 
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Hebrew University of Jerusalem, The Juliet Keidan Institute of Pediatric 
Gastroenterology and Nutrition, Jerusalem, Israel, 22Soroka University 
Medical Center and Faculty of Health Sciences- Ben-Gurion University 
of the Negev, Pediatric Gastroenterology Unit, Beer-Sheva, Israel

Background: We recently developed and validated a microbial com-
position-based risk score (MRS) that predicts future risk of Crohn’s 
disease (CD) development among healthy first-degree relatives (FDR) 
of CD patients. We hypothesized that stool metabolomic profiles may 
mediate the effect of microbiome-based risk on future onset of CD.
Methods: Healthy FDRs of CD patients were recruited as part of the 
CCC-GEM Project. Stool metabolomics data were available in the 
nested case-control cohort (a subset of CCC-GEM cohort) whereby 
FDRs who later developed CD (n=56) were matched approximately 1:1 
by age, sex, follow-up duration, and geographical location with con-
trol FDRs remaining healthy (n=66). Stool metabolomics were assessed 
using the Metabolon’s DiscoveryHD4™ platform, and the stool micro-
biome characterized by 16s rDNA amplicon sequencing. A multivari-
able conditional logistic regression model was evaluated on the disease 
development as a function of individual stool metabolites. Spearman 
correlation evaluated the rank values between stool metabolites and 
the MRS.
Results: 122 healthy FDRs (median age 15 years, 60% female) were 
followed for a median 5.2 years. Among 1,029 stool metabolites that 
were analyzed, 79 were associated with future risk of CD (p<0.05); 
however, none remained significant after adjustment for false-discov-
ery rate. Considering the exploratory nature of this study with limited 
sample size, we focused on the top seven metabolites associated with 
CD onset (p<0.01). Of these, two stool metabolites (dimethylglycine, 
methylmyristate) were associated with increased risk of CD onset 
while five (cytosine, guanine, cytidine, hydroxyglutarate, nervonate) 
were associated with decreased risk of CD development. The two 
metabolites positively associated with CD onset were also positively 
correlated with the MRS, while the five metabolites negatively associ-
ated with CD onset, were also negatively correlated with the MRS. 
Meanwhile, 24 stool metabolites had significant correlation with 
MRS (false-discovery rate-corrected p<0.2). Among those, a total of 
four stool metabolites (cytosine, guanine, methymyristate, cytidine) 
overlapped with the top seven stool metabolites associated with CD 
onset.
Conclusion: Changes in stool metabolite profiles may predict future 
risk of CD. A  subset of these metabolites has significant correlation 
with the MRS with consistent direction of effect. This may suggest that 
these particular stool metabolites mediate the putative effects of the gut 
microbiome on CD risk. Further validation in the entire GEM cohort 
is warranted.

P701
Compositional and functional alterations of the 
gut microbiome are associated with impaired 
intestinal permeability in healthy relatives of 
patients with Crohn’s disease

H. Leibovitzh*1, S.H. Lee1, M. Xue1, J.A. Raygoza Garay1, 
C. Hernandez-Rocha1, K.L. Madsen2, J.B. Meddings3, D.S. Guttman4, 
O. Espin-Garcia5, M.I. Smith6, A. Goethel6, P. Moayyedi7, 
A.H. Steinhart1, R. Panancionne8, H. Huynh9, K. Jacobson10, 
G. Aumais11, D.R. Mack12, M. Abreu13, C.N. Bernstein14, 
J.K. Marshall15, D. Turner16, W. Xu5, W. Turpin1, K. Croitoru1, 
Submitted on behalf of the CCC-GEM Consortium
1Zane Cohen Centre for Digestive Diseases- Mount Sinai Hospital, 
Division of Gastroenterology & Hepatology- Temerty Faculty of 
Medicine- University of Toronto, Toronto, Canada, 2University of 
Alberta, Department of Medicine- Division of Gastroenterology, 
Edmonton, Canada, 3Cumming School of Medicine, Department 
of Medicine, Calgary, Canada, 4Centre for the Analysis of Genome 
Evolution & Function- University of Toronto, Department of Cell & 
Systems Biology- University of Toronto, Toronto, Canada, 5Dalla Lana 
School of Public Health- University of Toronto, Division of Biostatistics, 
Toronto, Canada, 6Zane Cohen Centre for Digestive Diseases- Mount 
Sinai Hospital, Lunenfeld-Tanenbaum Research Institute, Toronto, 
Canada, 7McMaster University- Farncombe Family Digestive Health 
Research Institute, Department of Medicine, Hamilton, Canada, 
8University of Calgary, Inflammatory Bowel Disease Clinic- Division 
of Gastroenterology and Hepatology of Gastroenterology, Calgary, 
Canada, 9Faculty of Medicine and Dentistry- University of Alberta, 
Division of Gastroenterology and Nutrition- Department of Pediatrics, 
Edmonton, Canada, 10Canadian Gastro-Intestinal Epidemiology 
Consortium, Children’s Hospital- British Columbia Children’s Hospital 
Research Institute- University of British Columbia, Vancouver, Canada, 
11Montreal University, Hôpital Maisonneuve-Rosemont- Department of 
Medicine, Montreal, Canada, 12Children’s Hospital of Eastern Ontario 
and University of Ottawa, Division of Gastroenterology- Hepatology 
& Nutrition, Ottawa, Canada, 13University of Miami Miller School 
of Medicine, Department of Medicine- Division of Gastroenterology-
Crohn’s and Colitis Center, Miami, United States, 14University of 
Manitoba Inflammatory Bowel Disease Clinical and Research Centre, 
Department of Internal Medicine- Max Rady College of Medicine- 
Rady Faculty of Health sciences- University of Manitoba, Winnipeg, 
Canada, 15Farncombe Family Digestive Health Research Institute, 
Department of Medicine- McMaster University, Hamilton, Canada, 
16The Hebrew University of Jerusalem, The Juliet Keidan Institute 
of Pediatric Gastroenterology and Nutrition- Shaare Zedek Medical 
Center, Jerusalem, Israel

Background: The gut microbiome may play a role in gut barrier homeo-
stasis including epithelial barrier integrity and function. However, 
data are scarce and limited to animal studies. We aimed to assess if 
alterations in the gut microbiome are associated with altered intestinal 
permeability.
Methods: We utilized the Genetic Environmental Microbial (CCC 
GEM) cohort of healthy first-degree relatives of patients with Crohn’s 
disease. Gut barrier function was assessed using the ratio of urinary 
fractional excretion of lactulose to mannitol (LMR). Stool bacterial 
DNA was extracted and sequenced for the V4 hypervariable region 
of the 16S rDNA gene using MiSeq and processed using QIIME2. 
PICRUSt2 was used to impute Microbial functions. In order to iden-
tify robust associations, the overall cohort was divided based on geo-
graphic region into a North American discovery cohort (n=2,472) and 
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non-North American external validation cohort (n=655). LMR>0.025 
was defined as abnormal. LMR-microbiome associations were assessed 
using generalized estimating equation multivariable regression model 
and Random Forest (RF) classifier algorithm. q<0.05 was considered 
significant when multiple tests were performed.
Results: The median age of the entire cohort was 17.0  years [IQR 
12.0; 24.0], 52.6% were females and 25.4% had LMR>0.025. In the 
discovery cohort, subjects with LMR>0.025 had markedly reduced 
alpha diversity (Chao1 index, estimate= -0.0037, p=4.0e-04) and 
altered beta diversity (Bray-Curtis dissimilarity index, PERMANOVA: 
pseudo-F statistic  =  2.99, p=1.0e-03). Eight bacterial genera and 52 
microbial pathways were identified to be associated with LMR>0.025 
(q<0.05). The compositional associations were replicated in four 
genera (Adlercreutzia [odds ratio(OR)=0.74, 95% confidence interval 
(CI) 0.6–0.91], Clostridia-UCG-014 [OR=0.71, 95%CI 0.59–0.86], 
Clostridium-sensu-stricto-1 [OR=0.75, 95%CI 0.61–0.92] and 
Colidextribacter [OR=1.65, 95%CI 1.2–2.26]). The pathway asso-
ciations were replicated in eight pathways (biosynthesis of glutamate 
[OR=0.4, 95%CI 0.21–0.74], tryptophan [OR=0.06, 95%CI 0.01–
0.27] and threonine [OR=0.038, 95%CI 0.003–0.41], among others). 
Bacterial community composition was associated with gut barrier 
homeostasis as defined by the RF analysis (p= 1.4e-6).
Conclusion: Gut microbiome community composition and microbial 
pathways are associated with gut barrier function. These findings may 
identify microbial targets that enhance barrier function.

P702
Faecal Microbiota Transplantation Sculpts the 
faecal and mucosal microbial and metabolomic 
profiles in patients with Ulcerative Colitis

A. Bajaj*1, M. Markandey1, M. Singh1, S. Virmani1, S.K. Vuyyuru1, 
B. Kante1, R. Thirunavukkarasu2, M. Verma1, P. Kumar1, 
P. Kshetrapal2, G. Makharia1, D. Gupta3, S. Kedia1, V. Ahuja1

1All India Institute of Medical Sciences, Department of Gastroenterology 
and Human Nutrition, New Delhi, India, 2Translational Health Science 
and Technology Institute, NCR Biotech Science Cluster, Faridabad, 
121001, India, 3International Centre for Genetic Engineering and 

Biotechnology ICGEB, International Centre for Genetic Engineering 
and Biotechnology ICGEB, New Delhi, India

Background: Gut microbiota modulation via faecal microbiota trans-
plantation (FMT)is known to induce long lasting clinical as well as 
endoscopic remission in patients with UC. The present study aims to 
identify microbial and metabolomic changes in the faecal as well mu-
cosal niches, in response to FMT in patients with UC.
Methods: 28 patients with mild-moderate UC and 16 non-IBD con-
trols were enrolled. Patients were given a weekly infusion of pooled-
multidonor-FMT, for 8 weeks, while maintaining a uniform dietary 
pattern. We collected paired stool and recto-sigmoidal biopsysamples 
from patients with UC pre-FMT (n=28), post-FMT (n=10) and controls 
(n=16). 16S (V3-V4) rRNA sequencing and LC-MS based untargeted 
metabolomics was performed. α and β diversity analysis and differential 
abundance (DA) analysis of microbiota was performed using DeSeq2 R 
package. Differential metabolite peaks between the three groups were 
identified via volcano plot and annotated using LipidMaps, HMDB, 
Kegg and Metlin databases. (Fig.1)
Results: α-diversity of patients with UC was not significantly dif-
ferent from that of controls, in both sample matrices. Post-FMT 
α-diversity of faecal samples differed significantly from the Pre-
FMT group, however in mucosal tissue, the difference was non-
significant. β-diversity indices were significant in UC pre-FMT 
vs post-FMT populations for both matrices (Fig.2A and B). DA 
analysis identified faecal and mucosal controls and UC post-FMT 
samples to be significantly similar [ANOSIM R=0.07; p=0.1 (fae-
cal) and R=0.02; p=0.315 (mucosal)]. Analysis of core microbiota 
revealed diminished faecal microbial core in UC, with no major 
UC-associated loss of mucosal core members, showing relatively 
conserved nature of mucosal microbiota. FMT restored microbial 
core along both niches.
UC pre-FMT samples displayed increased abundance of Firmicutes 
(Limosilactobacillus, Lactobacillus, Streptococcus, Veilonella and 
Sphingomonas) and Proteobacteria (Methylobacterium) in faecal 
samples, while mucosa-associated microbiota displayed increased 
abundances of Firmicutes (Streptococcus, Limosilactobacillus, 
Ligilactobacillus, Eubacterium, Enterococcus, etc), Bacteroidetes 
(Parabacteroides and Alistipes) and Proteobacteria (Burkholderia)
(Fig.3). Distinct functional classes of metabolites, including bacterial 
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cell wall and QS molecules, membrane lipids, metabolism of vitamins, 
long and medium chain fatty acids, bile acids, and tryptophan etc, 
were also found to be altered between the three groups in both sample 
matrices(Fig.4)

Conclusion: FMT efficiently restores beneficial bacterial populations 
and related metabolic pathways in faecal as well the relatively reserved 
mucosal microbial niches, which may pave way for induction of remis-
sion in patients with UC.

Abstract P702
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P703

Gut bacteria composition and familiality echo 
Inflammatory Bowel Disease type and pathological 
spectrum

L. Martinez-Gili*1, H. Gordon2, W. Blad2, J.A.K. McDonald1, 
E. Holmes1, J.R. Marchesi1, M. Harbord2

1Imperial College London, Department of Metabolism Digestion and 
Reproduction, London, United Kingdom, 2Royal London Hospital, 
Department of Gastroenterology, London, United Kingdom

Background: Inflammatory bowel disease (IBD) aetiology encompasses 
genetic and environmental factors. Twin studies provide valuable 
insights to the familial degree (shared genetics and environment) of 
observed phenotypes. We characterised the gut bacterial composition 
of twins with IBD to find taxa associated with disease and estimate 
their familiality.
Methods: Faecal samples were collected from 88 monozygotic (MZ) 
and dizygotic (DZ) twin pairs concordant or discordant for Crohn’s 
disease (CD; 26 MZ; 19 DZ) or ulcerative colitis (UC; 16 MZ; 27 
DZ). The 16S rRNA gene was sequenced and amplicon sequence 
variants (ASV) generated. ANCOM software was used to assess dif-
ferences in IBD vs. non-IBD, stratifying by disease type (CD/UC) 
and adjusting for age, gender and smoking. Twin pair and zygo-
sity were added as random effects to estimate familiality, defined as 
percentage of variation due to common environment and genetics. 

IBD-affected twins were used for differences in disease location 
or treatment. Participants reporting antibiotic/probiotic treatment 
within the last 3 months or with a stoma/pouch were not included. 
In UC, surgery-naive patients were compared to an excluded subset 
who underwent ileostomy or pouch surgery without any recent anti-
biotic courses.
Results: Disease concordance in MZ twins was higher in CD (54%) 
than UC (19%). Alpha diversity was lower in CD, but not UC, and in 
ileostomy and pouch vs. surgery-naive UC. Principal component ana-
lysis showed that CD-affected twins clustered apart from non-IBD ones 
(Figure 1A). Familiality was lower in CD, with 5% of ASVs having famil-
iality > 50%, compared to 17% in UC (Figure 1B). Two Lachnospirales 
order ASVs were less abundant in UC, while 15 ASVs from Clostridia, 
Bacteroidia, Bacilli and Coriobacteriia classes differentiated CD from 
non-IBD. Firmicutes were higher in CD (β= 0.95; 95%CI [0.34,1.56]), 
while no phyla changed in UC. Veillonella, Barnesiella, Faecalimonas 
and Holdemania genera had opposite trends in ileocolonic or colonic 
CD vs. ileal, and two Clostridia ASVs were lower in extensive and left-
sided UC. Gemmiger and Butyricicoccus_A genera were reduced in UC 
patients taking aminosalicylates compared to untreated. No treatment 
differences were found in CD. Patescibacteria was higher in ileostomy 
and Verrucomicrobiota in pouch, while Bacteroidota and Firmicutes_A 
were lower in both surgeries.

Abstract P702
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Conclusion: Despite higher disease concordance, gut bacteria familial-
ity in CD was lower than UC, indicating that bacterial composition is 
an information-rich matrix which captures the heterogeneity of IBD 
clinical manifestations. Accordingly, we found taxonomic changes spe-
cific to IBD presence, but also location, medication, or surgery.

P704
Bifidobacterium longum species protect murine 
colitis through different activation repertoires of 
immune cells

J.H. Kim*1,2, P. I. Seul1,2, S. Mijeong1,2, S. YooJin1,2, K. Kibeom1,2, 
M. Hyun Woo1,2, K. Tae Il1,2, K. Won Ho1,2, K. Seung Won1,2,3, 
C. Jae Hee1,2,3

1Yonsei University College of Medicine, Internal Medicine and Institute 
of Gastroenterology, Seoul, Korea- Republic Of, 2Yonsei University 
College of Medicine, Brain Korea, 21 PLUS Project for Medical Science, 
Seoul, Korea- Republic Of, 3Yonsei University College of Medicine, 
Severance Biomedical Science Institute, Seoul, Korea- Republic Of

Background: Inflammatory bowel disease (IBD) is a chronic disease 
that causes an inappropriate immune response due to genetic and en-
vironmental factors. The scientific interest in mechanisms of probiotics 
are world-widely growing. Bifidobacterium plays an essential role in 
the maturation of the immune system, and the prevention of colitis 
and tumor. However, only limited reports on bifidobacterium isolated 
to prevent colitis and their exact mechanisms of action remain poorly 
understood. This study identifies the different anticolitic effects be-
tween B. breve strain and Bifidobacterium longum (B. longum) strain, 
the most abundant probiotic strains in lactating babies. We explore 
the different activation repertoire of the immune cell according to 
Bifidobacterium species and the mechanisms in these processes.
Methods: We administrated B. breve and B. longum ATCC by oral gav-
age 1×109 CFU to RAG1 KO mice. Colitis was induced with 2.5% DSS 
for 7 days. To assess the direct role of B. longum on ILCs, ILCs from 
B.  breve- and B.  longum-treated wild-type mice were transferred to 
RAG1 KO mice. We observed daily weight loss, stool consistency, and 
rectal bleeding of mice and transformed to the disease activity index 
(DAI) scores. Macrophages and T-cell subsets in splenocytes, lamina 
propria cells were analyzed by flow cytometry. Gene expression and 
cytokine profiles were determined using qRT-PCR. We performed 
whole-genome sequencing of reactive oxygen species (ROS)-resistant 
B. longum species using DNA full-sequencing analysis.
Results: The two functional strains of B. breve and B. longum ameli-
orate gut immunopathology during colitis in RAG1 knockout mice. 
However, B. longum but not B. breve, drastically restored body weight 
loss, DAI, and colon length compared to B. breve-treated group. We 
found that the anticolitic effect of B. longum is specialized by modu-
lation of ILCs. Newly identified B.  longum strain from the feces of 
healthy adults has ROS resistance even though it is anaerobic bacteria. 

The new B. longum strain exhibits ANI values of 94.92% with respect 
to B.  longum ATCC 15697. The new B.  longum strain has a strong 
colonization ability and improves DSS-induced colitis in the wild-type 
mice than other strains. Our data revealed genus-specific effects of bifi-
dobacteria on colonization in the colon, and ILCs, thus discriminating 
a differential degree of modulation of immune cells.
Conclusion: We explore the different activation repertoire of the 
immune cell according to Bifidobacterium species and the mechanisms 
in these processes. These findings suggest that B. longum can be used 
as a potent immunomodulatory of ILCs, which has significant implica-
tions for IBD treatment.

P705
The effects of commonly consumed dietary fibres 
on the gut microbiome and its fibre fermentative 
capacity in adults with inflammatory bowel 
disease in remission

K. Gerasimidis1, B. Nichols1, M. McGowan1, V. Svolos*1, 
R. Papadopoulou1, M. Kokkorou1, M. Rebull1, T. Bello Gonzalez1, 
R. Hansen1, R.K. Russell1, D.R. Gaya1

1Glasgow Royal Infirmary New Lister Building, Department of Human 
Nutrition- School of Medicine- College of Medical- Veterinary and Life 
Sciences, Glasgow, United Kingdom

Background: It has been suggested that the gut microbiome of patients 
with inflammatory bowel disease (IBD) is unable to ferment dietary 
fibre. This project explored the in vitro effect of fibre fermentation 
on production of short chain fatty acids (SCFA) and on microbiome 
composition.
Methods: Faecal samples were collected from 40 adults (>16 y) with 
IBD (n=20 with Crohn’s disease and n=20 with Ulcerative colitis) in 
clinical remission and 20 healthy controls (HC). In vitro batch culture 
fermentations were carried out using as substrates maize starch, apple 
pectin, raftilose, wheat bran, α cellulose and a mixture of these 5 fibres. 
SCFA concentration (umol/g) was quantified with gas chromatography 
and microbiome was profiled with 16S rRNA sequencing.
Results: Fibre fermentation did not correct the baseline microbial dys-
biosis or lower diversity seen in either CD or UC. For all fibres, up 
to 51% of baseline ASVs or genera changed in abundance in HC. In 
patients with IBD, fermentation of fibre substrates had no effect on 
species or genera abundance. Production of SCFA varied among the 
different fibre substrates but this was not different between the two IBD 
groups and compared to HC after either 5 or 24 hour fermentation.
Conclusion: Despite extensive microbial dysbiosis, patients with IBD 
have a similar capacity to ferment fibre and release SCFA as HC. Fibre 
supplementation alone may be unlikely to restore to a healthy status 
the compositional shifts characteristic of the IBD microbiome.

P706
A distinct subset of tissue-resident Th17 cells 
expands in the inflamed intestines of Crohn’s 
Disease patients and responds to colitogenic 
bacteria

M. Paroni PhD*1, G. Leccese1, V. Ranzani2, M. Pagani3, P. Landini1, 
M. Vecchi4, S. Abrignani2, F. Facciotti5, F. Caprioli4, J. Geginat2

1University of Milan, Department of Biosciences, Milano, Italy, 2INGM-
National Institute of Molecular Genetics “Romeo ed Enrica Invernizzi”, 
INGM-National Institute of Molecular Genetics “Romeo ed Enrica 
Invernizzi”, Milano, Italy, 3FIRC Institute of Molecular Oncology 
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IFOM-, 20139 Milan- Italy, FIRC Institute of Molecular Oncology 
IFOM-, 20139 Milan- Italy, Milano, Italy, 4Gastroenterology and 
Endoscopy Unit- Fondazione IRCCS Ca’ Granda Ospedale Maggiore 
Policlinico, Gastroenterology and Endoscopy Unit- Fondazione IRCCS 
Ca’ Granda Ospedale Maggiore Policlinico, Milano, Italy, 5Department 
of Experimental Oncology- European Institute of Oncology-, 
Department of Experimental Oncology- European Institute of 
Oncology-, Milano, Italy

Background: Inflammatory bowel diseases (IBDs) are characterized by 
excessive inflammatory T-cell responses to intestinal microbes. Th17-
derived Th1 cells (“Th1/17”) are pathogenic in mice, and might also 
drive inflammation in IBDs.Here, we characterized the role of a novel 
subset of human intestinal-resident Th17 cells, which produced very 
high levels of IL-17, together with IFN-γ, in intestinal inflammation in 
Crohn’s Disease.
Methods: CD4+T-cell subsets from IBD patients and controls were 
analysed by RNA sequencing and flow cytometry. They were moni-
tored pre/post-therapies in different tissues, and analysed for antigen 
specificities.
Results: CCR6+CCR5+CXCR3-T-helper cells co-expressed RORC and 
T-bet, and co-produced IL-17 and IFN-γ. These CCR5+Th17-cells were 
associated with intestinal inflammation in Crohn’s Disease (CD), but 
not in ulcerative colitis, and contracted upon Infliximab-induced mu-
cosal healing. Conversely, CXCR3+CCR6+Th1/17 cells, which also 
co-produced IL-17 and IFN-γ, were unaltered. Intestinal CCR5+Th17-
cells had up-regulated genes of pro-inflammatory Th17-effector cells, 
and down-regulated genes involved in recirculation. Consistently, 
CCR5+Th17-cells were rare in peripheral blood and lymph nodes, 
displayed a tissue-resident phenotype in the gut and were enriched 
in the intra-epithelial compartment of CD patients. Conversely, 
CCR5-Th17-cells were abundant in the circulation, had an increased 
gut-homing potential in IBDs, and decreased post-Vedolizumab treat-
ment in the intestine. Moreover, they up-regulated CCR5 with IL-23, 
which was abundant in the guts of CD patients. Importantly, intes-
tinal CCR5+Th17 cells were selectively activated by adherent-invasive 
Escherichia coli (AIEC), but not by a commensal/probiotic strain. 
Th1/17-cells responded instead to Cytomegalovirus. Notably, AIEC 
induced also IL-23 and the CCR5 ligand RANTES from dendritic cells 
(DCs).
Conclusion: We identified a gut-resident Th17-cell subset that was 
activated by CD-associated bacteria, suggesting a key role in patho-
genesis. They could differentiate from conventional, circulating Th17-
cells that are recruited to the gut and activated by AIEC-infected DCs. 
Conversely, intestinal Th1/17-cells may protect CD patients from 
CMV-induced colitis.

P707
Microbial signature of the colon is not associated 
with response to vedolizumab in Crohn’s disease

I. Hageman MD*1,2, V. Joustra1, A. Li Yim2,3, M. Davids4, 
P. Henneman3, T. Hakvoort2, F. Probert5, J. Satsangi6, G. D’Haens1, 
W. De Jonge2, On behalf of the EPIC-Pioneer consortium
1Amsterdam UMC- University of Amsterdam, Department of 
Gastroenterology & Hepatology, Amsterdam, The Netherlands, 
2Amsterdam UMC- University of Amsterdam, Tytgat institute for 
for Liver and Intestinal Research, Amsterdam, The Netherlands, 
3Amsterdam UMC- University of Amsterdam, Genome Diagnostics 
Laboratory- Department of Human Genetics, Amsterdam, The 

Netherlands, 4Amsterdam UMC- University of Amsterdam, Laboratory 
of Experimental Vascular Medicine- Academic Medical Center, 
Amsterdam, The Netherlands, 5Oxford University, Department of 
Chemistry- Chemistry Research Laboratory- Mansfield Road, Oxford, 
United Kingdom, 6Oxford University, Translational Gastroenterology 
Unit- NIHR Oxford Biomedical Research Centre- Oxford University 
Hospitals NHS Foundation Trust, Oxford, United Kingdom

Background: Crohn’s disease (CD) is a complex disease where the gut 
microbiome plays an important role. One of the established treatments 
in CD is Vedolizumab (VDZ), an alpha(4)beta(7) integrin antibody. 
Finding biomarkers to predict therapy response is still a clinical unmet 
need, since this treatment has shown endoscopic remission in only a 
third of CD patients. Ananthakrishnan et  al. demonstrated a strong 
relationship between microbial metagenomics signature and therapy 
response to VDZ in CD based on the metagenomics composition of 
baseline fecal samples. While the majority of studies focus on fecal 
samples, mucosa-adherent bacterial signature could bring forth stable 
biomarkers. In this study, we sought to identify the signature of the ad-
herent microbiome in intestinal biopies to differentiate responders (R) 
from non-responders (NR) to VDZ treatment at baseline.
Methods: We prospectively collected ileal and colonic biopsies from 
adult CD patients scheduled to start VDZ treatment during baseline- 
and follow-up (FU) endoscopies. After median 27 weeks of follow-up, 
patients were classified as either R or NR based on endoscopic response 
(≥50% reduction in SES-CD score), steroid-free clinical response (≥3 
point drop in HBI or HBI ≤4, no systemic steroids) and/or biochem-
ical response (≥50% reduction in C-reactive protein (CRP) and fecal 
calprotectin or a basal CRP ≤5 g/mL and fecal calprotectin ≤250 µg/g). 
Microbiome composition of the biopsies was determined using 16S 
RNA gene V3V4 amplicon sequencing. We measured alpha and beta 
diversity using Wilcoxon and Adonis metrics.
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Results: In total, 44 CD patients were included in the baseline co-
hort (28 R and 16 NR) and 53 CD patients were included in the 
follow up cohort (37 R and 20 NR), for which 21 patients overlap 
between baseline and follow up. When comparing alpha-diversity 
between R and NR, we did not find significant differences in ileal 
(Wilcoxon, p=0.78) and colonic (Wilcoxon, p=0.70) samples at base-
line nor at follow up (ileal Wilcoxon, p=0. 27 and colonic Wilcoxon, 
p=0. 63). Next, comparing the beta-diversity, we demonstrated no 
significant differences between R and NR in ileal (baseline p=0.96, 
follow up p=0.11) and colonic (baseline p=0.11, follow up p=0.4). 
Microbiome profiles did show high inter-individual variation but 
were highly similar intra-individually both between body site and 
over time.
Conclusion: Here, we investigated the microbial signature of VDZ R 
and NR and demonstrated mucosa-associated microbiome is mostly 
stable after resolution/non-resolution of inflammation in CD and does 
not predict response to VDZ therapy. Further analyses on data of inf-
liximab, adalimumab and ustekinumab treated patients, as part of the 
EPIC Pioneer study, are ongoing.

P708
Ileal involvement defined by Montreal 
classification in Crohn’s disease is associated 
with a distinct microbial composition in ileal and 
colonic mucosa
C. Hernandez-Rocha*1, S. Nayeri1, W. Turpin1, K. Borowski1, 
J. Stempak1, M.S. Silverberg1

1Zane Cohen Centre for Digestive Diseases, Lunenfeld-Tanenbaum 
Research Institute- Sinai Health System, Toronto, Canada

Background: The Montreal classification of inflammatory bowel disease 
(IBD) recognizes distinct subgroups based on location of disease, age at 
onset and behaviour for Crohn’s disease (CD) and extent in ulcerative 
colitis (UC). CD with ileal involvement is in part genetically determined 
and tends to progress to surgery and to be more refractory to medical 
therapy compared to colonic disease location. We investigated the asso-
ciation of different aspects of the Montreal classification with the ileal 
and colonic mucosa-associated microbiota.
Methods: Healthy control (HC) and IBD patients underwent colonos-
copy with biopsy samples taken from terminal ileum, ascending and 
sigmoid colon. Mucosal 16s rRNA gene profiling was analysed and 
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an amplicon sequence variant table was generated and normalized. 
Patients with prior intestinal resection, IBD-unclassified and recent 
antibiotic exposure were excluded. Endoscopic activity was defined as 

a segmental Mayo endoscopic subscore > 0 in UC and a simple endo-
scopic score > 2 in CD. Blood samples were drawn for genotyping and 
a weighted genetic risk score (GRS) was built based on 169 IBD risk 
variants. Pooled ileal and colonic samples were analysed for taxonomic 
differential abundance (DA) among the variables of the Montreal clas-
sification using a linear mixed-effects model (MaAsLin2) with age, 
sex, biopsy site, endoscopic activity and GRS as covariates. P-values 
were corrected for false discovery rate (FDR) and < 5% was considered 
significant.
Results: A total of 546 biopsy samples from 201 IBD patients and 48 
HC were analysed. The characteristics of the cohort and Montreal 
classification are depicted in the Table. At colonoscopy 168 samples 
(31.4%) showed endoscopic activity. The multivariate analysis revealed 
that the genera Agathobacter and Faecalibacterium, as well as the 
family Ruminococacceae and the order Oscillospirales were signifi-
cantly reduced in CD with ileal involvement (L1+L3) when compared 
to either isolated colonic CD (L2), UC (any extent) and HC inde-
pendent of age, sex, endoscopic activity, biopsy site, and GRS (Figure). 
Samples from UC and isolated colonic CD patients did not show dif-
ferences in their microbial profile irrespective of biopsy site. No dif-
ferences in DA were observed in subgroups based on age at onset and 
disease behaviour in CD or extent in UC. GRS was not associated with 
microbial composition.
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Conclusion: These data suggest that CD with ileal involvement 
(Montreal L1+L3) is a major determinant of the tissue-associated mi-
crobial composition in both ileal and colonic mucosa irrespective of 
variables such as endoscopic activity and GRS. The reduction of several 
beneficial microbes in CD with ileal involvement might partially ex-
plain the more progressive phenotype in such patients.

P709
Distinct Pattern of Gut Microbial Dysbiosis in 
Crohn’s Disease and Intestinal Tuberculosis - 
A Machine Learning-based classification model

M. Markandey*1, A. Bajaj1, S.K. Vuyyuru1, S. Mohta1, M. Singh1, 
M. Verma1, S. Kumar1, B. Kante1, P. Kumar1, G. Makharia1, S. Kedia1, 
V. Ahuja1

1All India Institute of Medical Sciences, Department of Gastroenterology 
and Human Nutrition, New Delhi, India

Background: Crohn’s disease (CD) and intestinal tuberculosis (ITB) 
are chronic granulomatous inflammatory disorders characterized by a 
compromised mucosal immunity. Even with diverging etiologies, CD 
and ITB presents an uncanny resemblance in clinical manifestation 
resulting in diagnostic dilemma. The gut microbiota regulates myriad 
of gut mucosal immunological processes. Present study aims to de-
cipher gut microbial dysbiosis in the two disorders and utilize the CD 
and ITB-specific gut dysbiosis to construct a machine learning (ML)-
based predictive model, which can aid in their differential diagnosis.
Methods: Fecal samples from healthy controls (n=12) and from 
patients with CD (n=23) and ITB (n=25) were subjected to 16S (V3-
V4) amplicon sequencing. Processing of raw reads, construction of ASV 
feature tables, diversity, core microbiome analysis and ML classifier 

construction was done using QIIME2-2021.4. Differential abundance 
analysis (DAA) between the groups was carried out using Deseq2, after 
adjusting for the subject-specific confounders.
Results: The α and β diversity indices in CD and ITB groups were sig-
nificantly reduced than HC group (p = 0.011 and 0.012 resp.), with no 
significant differences between the two diseases (Fig.1A, 1B). On com-
parison with HC, CD and ITB groups showed reduction in members 
of Firmicutes and Bacteroidetes, with enhancement of Actinobacteria 
and Proteobacteria (Fig.1C and 1D). DAA (FDR q <0.1, FC >2.5) 
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between CD and ITB groups revealed expansion of Succinivibrio 
dextrinisolvens, Odoribacter splanchnicus, Megasphaera massilien-
sis, Bacteroides uniformis and B.xylanisolvens in CD group, while 
Clostridium sp., Haemophilus parainfluenzae and Bifidobacterium 
sp. were elevated in ITB (Fig.2A). Random Forest-based ML model 
constructed on the basis of raw microbiome reads and using 80% of 
the samples to train the model, showed predictive accuracy of 0.78 
(AUC=93%). (Fig.2B)
Conclusion: Our study shows that CD and ITB witnesses significant 
changes in gut microbial structure. With no significant differences in 
microbial diversity between two diseases, the signature of gut dysbio-
sis is distinct between CD and ITB. Exploitation of these differences 
to construct ML models can potentiate differential diagnosis of CD 
and ITB.

P710
Evaluation of helminth extracellular vesicles as a 
novel therapeutic for inflammatory bowel disease 
in murine models of colitis

G. Bray*1, P. Giacomin
1James Cook University, Australian Institute of tropical health and 
medicine, Cairns, Australia

Background: With the increasing complexity of inflammatory bowel 
disease (IBD) new therapies are clearly required. Recent evidence is 
coming to light demonstrating beneficial effects of helminth proteins. 
We aim to assess the prophylactic and therapeutic effects of extracel-
lular vesicles (EVs) from the nematode N. brasiliensis, which serves as 
a model organism for human hookworm infections, in an acute and 
chronic model of colitis.
Methods: Prophylactic and therapeutic effects of EVs were assessed in 
an acute model of colitis by the administration of 20µg intraperito-
neally (i.p) of Nb EVs or grape EVs. Mice were sacrificed after 5 days. 
The therapeutic effects of Nb EVs were also assessed in a chronic model 
of colitis. Here, Rag1 knockout mice were treated twice weekly for 
three weeks with 20µg of either Nb EV, grape EV or aIL-12. Outcomes 
assessed for both experiments included weight loss, clinical disease, as 
well as macroscopic and histologic disease scores. Groups were statis-
tically compared for significant differences.
Results: The prophylactic administration of Nb EVs significantly 
reduced weight loss, clinical disease, and histologic pathology com-
pared to grape EV-treated negative controls. Therapeutic admin-
istration of Nb EVs significantly reduced weight loss and histologic 
pathology in the colon.
Conclusion: The current study provides important evidence that the 
anti-inflammatory effects of helminth EVs can be harnessed to pre-
vent and reverse inflammation in an acute and chronic mouse model 
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of colitis. With further characterization of helminth EVs, these com-
pounds have the potential to generate much needed new anti-inflam-
matory therapies for IBD.

P711
Stool microbiome communities predict remission 
in pediatric Crohn’s disease patients even after 
start of treatment

C. Verburgt MD*1, K.A. Dunn2, J.P. Bielawski3, A.R. Otley4, 
M.B. Heyman5, W. Sunseri6, D. Shouval7, A. Levine8, T. de Meij1, 
J.S. Hyams9, L.A. Denson10, S. Kugathasan11, M.A. Benninga1, 
W.J. de Jonge12, J.E. Van Limbergen1

1Emma Children’s Hospital- Amsterdam University Medical Centres, 
Department of Paediatric Gastroenterology and Nutrition, Amsterdam, 
The Netherlands, 2Dalhousie university, Department of Biology, 
Halifax, Canada, 3Dalhousie university, Department of Mathematics 
and Statistics, Halifax, Canada, 4Dalhousie university, Department 
of Paediatrics, Halifax, Canada, 5Department of Paediatrics, UCSF 
Benioff Children’s Hospital- University of California, San Francisco, 
United States, 6UPMC Children’s Hospital of Pittsburgh, Department 
of Paediatrics, Pittsburgh, United States, 7Schneider Children’s Medical 
Center of Israel, Institute of Gastroenterology- Nutrition and Liver 
Diseases, Petah Tikva, Israel, 8Wolfson Medical Centre- Holon- 
Israel- Sackler School of Medicine- Tel Aviv University, Paediatric 
Gastroenterology and Nutrition Unit, Tel Aviv, Israel, 9Connecticut 
Children’s Medical Center, Division of Digestive Diseases- Hepatology 
and Nutrition, Hartford, United States, 10Cincinatti Children’s 
Hospital Medical Center and the University of Cincinnati College 
of Medicine, Department of Paediatrics, Cincinnati, United States, 
11Emory University, Department of Paediatrics, Atlanta, United States, 
12Amsterdam University Medical Centers- University of Amsterdam, 
Tytgat Institute for Liver and Intestinal Research- Amsterdam 
Gastroenterology Endocrinology and Metabolism, Amsterdam, The 
Netherlands

Background: Early relapse in children with Crohn’s Disease (CD) after 
reaching remission is associated with a more severe disease course that 
significantly impairs quality of life. We have previously shown that a 
Bayesian approach predicted clinical course in children with CD fol-
lowing the first year after diagnosis with high accuracy when ensuring 
samples were truly treatment-naïve. Here, we aimed to assess the im-
pact on the accuracy when taking a broader timeframe of stool collec-
tion to baseline, in order to facilitate use in clinical trials and eventually 
daily practice.
Methods: We selected de novo paediatric CD patients with PCDAI>10 
from the RISK cohort with baseline stool samples within 14 days after 
start of induction treatment. We assessed if they sustained remission at 
12 months (PCDAI≤10). Using QIIME2 sequences were demultiplexed, 
joined, and denoised (deblur) to obtain amplicon sequence variants 
(ASVs). The ASVs were classified (classify-sklearn) using a pre-trained 
SILVA database. We used hierarchical Bayesian model for microbial 
community structure (BioMiCo), previously trained on treatment-naïve 
stool samples to predict treatment outcomes at 6 months according to 
baseline gut microbiome differences.
Results: Patient metadata and 16S rRNA amplicon data were avail-
able from 197 stool samples of newly diagnosed paediatric CD patients 
as part of the RISK cohort. Previous analysis of 42 truly treatment-
naïve samples lead to prediction of samples in patients maintaining re-
mission without early treatment escalation and those that did not in 
81% and 75% (AUC=0.79). In this analysis, we selected 13 samples 

of children with PCDAI that were taken within 14 days after start of 
induction therapy. PCDAI varied from 15–47.5 at baseline. Therapy 
regimens started within the first 14 days were EEN, 5ASA, corticos-
teroids, immunomodulators and antibiotics. The Bayesian model pre-
dicted 12-month outcome of patients that maintained remission with a 
positive predictive value of 75% and negative predictive value of 60% 
(AUC 0.76).
Conclusion: Using treatment-naïve faecal samples only, a Bayesian 
approach predicted clinical course in treatment-naïve children with 
CD over the first year after diagnosis with high accuracy. When tak-
ing a broader timeframe of stool collection after start of treatment, 
the accuracy of the model decreased only slightly. Further explor-
ation of microbiome signatures and potential use in practice should 
therefore emphasize the importance of treatment naivety of sam-
ples, but not necessarily rule them out for prediction of treatment 
outcome.

P712
Fungal microbiota composition in Inflammatory 
Bowel Disease patients in a Norwegian cohort: 
characterization of disease phenotypes and 
correlation with clinical activity and disease course

I. Catalàn-Serra x*1,2,3, S. Thorsvik3,4, V. Beisvag2, T. Bruland2, 
D. Underhill3,5,6, A.K. Sandvik2,3,4, A. Van Beelen Granlund2,3,4; 
Inflammatory Bowel Disease Research Group. NTNU
1Levanger Hospital- Nord-Trøndelag Hospital Trust- Department 
of Medicine- Gastroenterology- Levanger- Norway., Department of 
Gastroenterology, Trondheim, Spain, 2Norwegian University of Science 
and Technology, Department of Clinical and Molecular Medicine, 
Trondheim, Norway, 3Norwegian University of Science and Technology- 
Centre for Molecular Inflammation Research CEMIR- Trondheim- 
Norway., Department of Clinical and Molecular Medicine, Trondheim, 
Norway, 4St Olav’s Hospital, Gastroenterology, Trondheim, Norway, 
5Cedars-Sinai Medical Center, F.  Widjaja Foundation Inflammatory 
Bowel and Immunobiology Research Institute, Los Angeles, United 
States, 6Cedars-Sinai Medical Center, Research Division of Immunology, 
Los Angeles, United States

Background: There is growing evidence of the role of the fungal micro-
biota in the pathogenesis of IBD, but a definite pattern defining the 
mycobiome in IBD is currently lacking.
In addition, the variations within the different phenotypes as well as the 
correlation between fungal composition and disease outcomes has been 
poorly characterized.
Our aim is to evaluate the fungal composition within the different IBD 
phenotypes, the changes with disease activity and the association with 
disease outcomes.
Methods: This prospective study presents sequencing of the faecal fungi 
of 111 individuals: 89 IBD (52 UC/37 CD) and 22 HC. Demographics
,medication,Montreal Classification and disease history was collected. 
A fCalpro>100 was considered active disease.
A subset of IBD patients was followed clinically (6±2 y) and classi-
fied as either “Complicated” or “Uncomplicated” based on the need of 
intensified medication and/or surgery.
Sequencing was done on amplicons targeting the ITS1 region of 
fungal DNA on a Illumina MiSeq sequencer. Chosen OTUs were com-
piled taxonomically.Data analysis was performed in R(phyloseq and 
deSeq2-packages).
Results: We found significant variations in the fungal microbiota com-
position in the different IBD phenotypes(Fig1)
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In UC, Saccharomyces was predominant in pancolitis (E3), while 
Penicillium was more abundant in proctitis(E1) and Galactomyces in 
left-side UC (E2)(Pan.A). At species level, Rhodotorula mucilaginosa 
was significantly depleted in E3 (p≤0.05)(Pan.B)
In CD, Aspergillus was predominant in ileal affection(L1) while 
Candida and Rhodotorula genus were more abundant in L2-L3.
Patients with structuring phenotype(B2) were depleted of Apergillus 
and Rodhotorula (Pan.A). At species level, ileal (L1) patients were 
depleted of Candida tropicalis and Penicillium kudriavzevii. B1 patients 
had a marked predominance of Candida albicans vs B2(p≤0.01)(Pan.B)
The mycobiome correlation with disease activity is depicted 
(Pan.C). Candida dublinensis was overrepresented in activity, while 
Saccharomyces pastorianus was depleted(p≤0.01)
The correlation of the mycobiome with disease outcomes is represented 
in Pan.D. Penicillium glabrum was significantly overrepresented in 
patients with a complicated course. The abundance of Candida tropi-
calis and D. nepalensis was correlated with the need for surgery.

Conclusion: This study shows important differences in the fungal 
microbiota composition in the different IBD phenotypes.
Some species are clearly correlated with the activity of the disease and 
worse clinical outcomes suggesting a potential deleterious role.Candida 
tropicalis was associated with the need of surgery in CD.
This in-depth characterization of the mycobiome serves as a significant 
addition to the understanding of the role of fungi in IBD.

P713
Gut microbiota alterations after bowel preparation 
amongst inflammatory bowel disease patients

M. Rutka*1, K. Szántó1, P. Bacsur1, T. Resál1, B. Jójárt2, A. Bálint1, 
E. Ari3, B. Kintses4, T. Fehér4, A. Asbóth5, D. Pigniczki1, R. Bor1, 
A. Fábián1, K. Farkas1, J. Maléth2, Z. Szepes1, T. Molnár1

1Szent-Györgyi Albert Medical School- University of Szeged, 
Department of Medicine, Szeged, Hungary, 2Hungarian Academy of 

Science- University of Szeged, Momentum Epithelial Cell Signaling and 
Secretion Research Group, Szeged, Hungary, 3Institute of Biochemistry- 
Biological Research Centre, Synthetic and Systems Biology Unit, 
Szeged, Hungary, 4Hungarian Centre of Excellence of Molecular 
Medicine- University of Szeged, Translational Microbiology Research 
Group, Szeged, Hungary, 5Eötvös Lóránd University, Department of 
Genetics, Budapest, Hungary

Background: Bowel preparation prior to colonoscopy is a routine 
procedure and supposed to be safe. However, the exacerbation of the 
complaints could be observed in numerous cases after colonoscopy 
in patients with inflammatory bowel disease (IBD, Crohn’s disease 
CD, ulcerative colitis UC). Therefore, our study aimed to investigate 
the short- and long-term changes of the fecal microbiota composition 
influenced by the bowel preparation with sodium-picosulphate and 
magnesium-oxide.
Methods: IBD patients (inactive or mild) preparing for colonoscopy 
with bowel preparation were enrolled in the study. Control group (HC) 
consisted of non-IBD patients who were recommended to undergo col-
onoscopy due to abdominal complaints. Clinical data, blood and stool 
samples were collected before colonoscopy (point A), 3 days later (point 
B) and 4 weeks later (point C) to assess disease activity and the changes 
of the gut microbiome. Fecal microbiota structure was determined by 
sequencing V4 region of the 16S rRNA gene. Microbiome structure 
was determined at family level. Statistical analysis included differen-
tial abundance analysis and Mann-Whitney test, values of p<0.05 were 
considered significant.
Results: 41 patients (9 CD, 13 UC, 19 HC) were enrolled in our study. 
After the bowel preparation, alpha diversity in the CD group was 
lower compared to UC(p=0.01) and control(p=0.02) patients at point 
B.  Alpha diversity of UC patients was significantly higher than CD 
(p‹0.01) and control (p=0.03) groups at point C. Alpha diversity of UC 
patients increased from point A to C (p=0.04). However, a decreasing 
tendency in alpha diversity was observed in patients with CD at A to 
C period (p=0.26). These changes couldn’t be observed in the control 
group. Beta diversity showed slight differences between the IBD groups 
and the control group. After bowel preparation, beta diversity of CD 
patients immediately (from A  to B) changed p=0.03), while beta di-
versity of UC patients seems to continually change from point A  to 
C(p=0.03). Based on the differential abundance analysis, Clostridiales 
and Pseudomonadaceae families increased, while Bifidobacteriaceae, 
Carnobacteriaceae, Veillonellaceae and Pasteurellaceae families 
decreased in CD patients compared to the HC at point B. The most 
growing families in HC group were Brucellaceae, Moraxellaceae and 
Alcaligenaceae at A to B period.
Conclusion: Our findings may suggest that bowel preparation can 
result in a significant change in faecal microbial composition in IBD. 
Microbial alterations recovering earlier in UC patients due to changed 
mucosa. Reduced alpha diversity and altered abundance in CD may 
have potential role in disease exacerbation. Further examinations are 
needed to clarify our pilot results.

P714
Comparison of intestinal microbiota profiles of 
faecal samples, rectal swabs and mucosal biopsies 
in patients with Inflammatory Bowel Disease. 
A multicentre, observational study

T. Van Rossen*1, K. van den Hoek2, A. Budding3, A. van Bodegraven4

1Amsterdam UMC, Medical Microbiology & Infection Control, 
Amsterdam, The Netherlands, 2Amsterdam UMC, Gastroenterology 
& Hepatology, Amsterdam, The Netherlands, 3inBiome, 
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inBiome, Amsterdam, The Netherlands, 4Zuyderland Medical Center, 
Gastroenterology & Hepatology, Sittard-Geleen, The Netherlands

Background: Since the gut microbiota is altered in patients with 
Inflammatory Bowel Disease (IBD), microbiome-based biomarkers 
may be useful for diagnosing and monitoring of IBD. Currently, en-
doscopy is the gold standard for diagnosis and monitoring disease 
activity, which can be a high burden for patients. This study aimed 
to compare intestinal microbiota profiles between three different 
sampling 
methods: faecal samples, rectal swabs and colonic mucosal biopsies. 
This could provide more insight into the microbiota composition in dif-
ferent sample types and might contribute to the development of a less 
invasive biomarker for diagnosing and monitoring IBD.
Methods: Patients with IBD (Crohn’s Disease or Ulcerative Colitis) 
who were scheduled for endoscopy were asked to participate. Prior 
to bowel preparation, a fecal sample and rectal swab were collected. 
During colonoscopy, mucosal biopsies were derived 20 cm ab ano. 
Microbiota composition was analyzed by IS-pro, a PCR technique 
based on species-specific differences in the 16S-23S interspace region 
of the bacterial ribosomal DNA. Microbiota profiles of the three dif-
ferent sample types were compared within the same patient (for each 
patient: fecal sample vs. mucosal biopsy, fecal sample vs. rectal swab, 
rectal swab vs. mucosal biopsy), and between different patients (for 
each patient: fecal sample of one patient vs. mucosal biopsies of all 
patients, fecal sample of one patient vs. rectal swabs of all patients, 
etcetera).
Results: A total of 200 patients were included. For each patient, 
similarity of microbiota composition between two sample types was 
assessed by calculating the Pearson’s correlation (expressed as R2). R2 
values of all patients were combined in boxplots. We found a signifi-
cantly higher correlation between the microbiota profiles of different 
sample types within the same patient, than between microbiota profiles 
of different sample types of different patients (median R2 0.27–0.33 
and 0.02–0.03 respectively, Figure 1). However, correlation between 
different sample types from the same patient was still relatively low. 
The highest correlation was found between microbiota profiles of fae-
cal samples and rectal swabs (median R2 0.33, ICR 0.17–0.54). On 
phylum level, the highest correlation was found in the Bacteroidetes 
phylum (Figure 2). For a global analysis of all versus all samples, we 
generated a clustered heat map, which confirmed the previous find-
ing that microbiota profiles from faecal samples and rectal swabs were 
most similar to each other.

Conclusion: Microbiota composition in different sample types from the 
same patient were more similar to each other than to profiles from dif-
ferent patients. Microbiota profiles of faecal samples and rectal swabs 
were most identical.

P715
Selective enhancement of immune cell response 
to opportunistic microorganisms: An innovative 
proposal for Inflammatory Bowel Disease from an 
ancient grain

S. Pumarola Segura1*
1Pumarola Innovation, Innovation, Barcelona, Spain

Background: Inflammatory Bowel Disease (IBD) results from an unbal-
anced immune response to the gut microbiome. There is a lack of pro-
posals that integrate and may balance the multiple factors that together 
condition the onset and evolution of the disease: immunity, microbiome 
and diet.
D-fagomine is a small molecule, naturally present in buckwheat grain. 
It Is a monosaccharide mimetic showing glycosidase enzyme inhibition 
properties. Clinical studies have shown its efficacy to control postpran-
dial glycemic response. Subsequent research “in vitro” had also shown 
D-fagomine to inhibit the fimbriae adhesion and biofilm formation of 
some proteobacteria, including ie E. coli or Salmonella.
The original aim of the study was to confirm the effects of D-fagomine 
on the adhesion to human gut mucosa using adherent-invasive E coli 
(AIEC) that is a microorganism usually linked to IBD.
Methods: A) Ex vivo human resected colonic mucosa was cultured 
(4 h) with AIEC inoculum and D-fagomine at different range of doses 

Fig 1
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(0-5000 ppm). The amount of E.  coli in tissue and supernatant was 
quantified, measuring also TNF-alfa and LDH.
B) Ex vivo human blood was cultured with D-fagomine (50 ppm) and 
the correspondent inoculum of different microorganism models able 
to evade the human immune system: bacteria  =  E.  coli (AIEC) and 
fungus = Blastomyces sp. TNF-alfa was quantified.
Results: It was confirmed the inhibition of AIEC adhesion to the 
colonic mucosa in a direct dose-response relationship. Totally unex-
pected, D-fagomine was found to modulate TNF-alfa in an appar-
ent double sigmoid curve with the max activity in the range of 50 
ppm (Fig 1). This curve corresponds to an activator of the innate 
immune cells with mechanism related to complement activation, (ie 
mannose, betaglucan). Finally D-fagomine was helping the mucosa 
to detect and overcome the evasion mechanism of AIEC at the range 
of 50 ppm.
Additional studies (method B) were carried out with the result that 
D-fagomine, at 50 ppm, stimulates TNF-alfa response of human 
immune cells against AIEC and also Blastomyces (Fig 2). Both models 
give coherent results, and confirm that D-fagomine at the range of 50 
ppm improves the capacity of the innate immune cells to detect human 
opportunistic microorganisms.

Conclusion: Our results have shown for the first time D-fagomine help-
ing human immune cells to develop a more efficient immune response 
to better control the presence of opportunistic microorganisms. This 
is of great interest in IBD and is also synergistic with the other known 
properties of D-fagomine, which overall could finally help reduce some 
of the negative effects of the Western diet on humans and also their 
microbiome.

P716
Exclusive Enteral Nutrition refurbishes beneficial 
gut microbiota in patients with Acute Severe 
Ulcerative Colitis

A. Bajaj1,*, M. Markandey1, P. Sahu1, S.K. Vuyyuru1, B. Kante1, 
P. Kumar1, N. Singh1, A. Gupta1, M. Singh1, M. Verma1, G. Makharia1, 
S. Kedia1, V. Ahuja1

1All India Institute of Medical Sciences, Department of Gastroenterology 
and Human Nutrition, New Delhi, India

Background: Exclusive enteral nutrition (EEN) acts as an adjunctive 
therapy to intravenous corticosteroids in patients with ASUC. Recently 
reported by Sahu et.al., patients with ASUC undergoing EEN showed 
reduced corticosteroid failure rates compared with standard-of-care 
(SOC) group1. While the mechanism of action of EEN is unclear, EEN 
is known to cause marked alterations in the gut microbiome. The pre-
sent study extending the findings of Sahu et.al., aims to decipher the 
compositional changes in gut microbiome accompanying the EEN-
augmented steroid responsiveness
Methods: In an open-label RCT, patients with ASUC were randomized 
1:1 to EEN and SOC groups. Patients on EEN received a semi-elemental 
formula for 7 days along with SOC. The primary outcome was steroid 
failure, defined by the need for salvage medical intervention. Faecal 
microbial analysis was performed on day-0 and day-7 by 16S-rRNA 
gene sequencing. Processing of raw reads, ASV tables, diversity, and 
core microbiome analysis was done using QIIME2-2021.4. Differential 
abundance analysis (DAA) was performed using Deseq2.

Fig2
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Results: The α and β diversity indices showed deviation neither in EEN 
nor in SOC groups. EEN caused a shift in core microbiota of patients 
with ASUC, adding Streptococcus and Faecalibacterium prausnitzii, 
while SOC could not change the core microbiota. DAA on the pre- 
and post-treatment samples showed that EEN resulted in diminished 
Ruminococcus gnavus, Escherichia sp., Bifidobacterium longum and 
Enterococcus sp., while the SOC led to reduction in beneficial F. praus-
nitziiand enhanced Escherichia.
DAA between steroid responders and steroid non-responders in 
the EEN group, showed significant enhancement of Veillonella, 
Ligilactobacillus, Limosilactobacillus, Gamella, Enterococcus and 
Eggerthella in the SR group, while Schaalia, R.gnavus, Lactobacillus, 
Bifidobacterium, Haemophilus were elevated in SNR group.
Conclusion: ASUC accompanies gut dysbiosis. EEN refurbishes certain 
beneficial gut microbial genera, which may account for its augmenta-
tion of the steroid responsiveness in patients with ASUC.

Reference
1.  Sahu P, Kedia S, Vuyyuru SK, Bajaj A, Markandey M, Singh N, Singh 

M, Kante B, Kumar P, Ranjan M, et al. Randomised clinical trial: 
exclusive enteral nutrition versus standard of care for acute severe 
ulcerative colitis. Aliment Pharmacol Ther 2021.
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Faecal Microbiota Transplant in Ulcerative Colitis 
(FMTUC) – A randomised clinical trial feasibility 
study

M. Jitsumura*1,2, A. Cunningham1, M.D. Hitchings3, T. Wilkinson3, 
J. Kinross4, P. Row5, A. Davies6, H. Dean Anthony1

1Singleton Hospital, Department of Colorectal Surgery, Swansea, 
United Kingdom, 2Poole Hospital, General Surgery, Poole, United 
Kingdom, 3Swansea University Medical School, Medical Microbiology 
and Infectious Diseases, Swansea, United Kingdom, 4St. Mary’s 
Hospital- Imperial College London, Department of Surgery and 
Cancer, London, United Kingdom, 5Swansea University Medical School, 

Biochemistry Group, Swansea, United Kingdom, 6Swansea University 
Medical School- Singleton Hospital, Public Health Wales Microbiology, 
Swansea, United Kingdom

Background: Dysbiosis of the gut microbiota may be responsible for 
the pathogenesis of ulcerative colitis (UC). Restoration of gut micro-
biota diversity by means of faecal microbiota transplantation (FMT) is 
of increasing interest as a therapeutic option in the management of UC. 
The aims of this phase II feasibility study are to estimate the magnitude 
of treatment response to FMT in treatment-naïve patients with newly 
diagnosed UC, evaluate donor and patient recruitment rates and deter-
mine optimal study conditions for phase III study (ISRCTN 58082603).
Methods: Treatment-naïve patients with histologically confirmed UC 
below the sigmoid were recruited. Subjects were randomised to three 
arms; single FMT enema, five daily enemas and control. All groups 
received antibiotic for 10 days and bowel preparation 48 hours before 
the interventions. They were followed up for 12 weeks with quality of 
life (QOL) scores (IBDex, CUCQ-32) and 16S RNA study on faecal 
samples. Endoscopic (Mayo score) and histological assessments were 
performed at the baseline and week 12. The primary endpoints were 
endoscopic remission of UC and rate of persistent microbial engraft-
ment at 12 weeks. Secondary endpoints included QoL and mucosal 
cytokine profiling with IL-10. Clinical remission was defined as Mayo 
score ≤ 2 with an endoscopic Mayo score of 0.
Results: Eighteen UC patients were recruited between July 2016 and 
February 2020 until the COVID-19 pandemic, of those five achieved 
Clinical remission. One subject from the control group withdrew at 
week 4 due to worsening symptoms. 72% improved Mayo and QOL 
scores, and 44% avoided medical treatment. Clinical remission was 
more observed among subjects with lower baseline QoL and mild-
moderate disease, although this did not reach statistical significance 
(P=0.173). No correlation between FMT dose, frequency and clinical 
remission were observed. The 16S evaluation of the faecal samples 
demonstrated successful engraftment of FMT and showed a similar 
faecal microbiota profile amongst the intervention groups, which was 
markedly different from the control group. Coprococcus was found to 
be much more abundant amongst subjects who responded to the FMT 
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intervention. This study also suggested an inverse correlation between 
IL-10 and the severity of UC.
Conclusion: FMT intervention protocols were well adhered and 
achieved 94% completion rate, though the recruitment period was 
much longer than the original plan due to unforeseen interruptions. 
Yet, this feasibility study demonstrated potential for employing this 
method for a larger multicentre RCT to further evaluate FMT dose and 
frequency effects. The correlation between IL-10 and IL-10 producing 
microorganisms should be sought in the future study.

P718
Characterization of microbiota and metabolomic 
profile in human colonic surgical resections of UC 
patients

C. Bauset*1, M. Carda-Diéguez2, E. Buetas2, L. Lis-López1, 
F. Navarro3, D. Ortiz-Masiá4, S. Calatayud1, M.D. Barrachina1, 
Á. Mira2, J. Cosín-Roger5

1Universitat de Valencia, Pharmacology, Valencia, Spain, 2FISABIO, 
Genomics and Health Department, Valencia, Spain, 3Hospital de 
Manises, Colorectal surgery, Valencia, Spain, 4Universitat de Valencia, 
Medicine, Valencia, Spain, 5FISABIO, Unidad Mixta Facultad de 
Medicina-Hospital Dr. Peset, Valencia, Spain

Background: Ulcerative colitis (UC) is characterized by a diffuse, con-
tinuous, and chronic inflammation of mucosa and submucosa layers in 
the colon whose etiology is still unknown. Intestinal microbiota dys-
biosis and alterations in the metabolomic profile have been reported 
in mucosal biopsies from Inflammatory Bowel Disease (IBD) patients. 
We aim to characterize the microbiota composition and metabolomic 
profile in colonic resections of UC patients.

Methods: Colonic resections from UC (n=18) and non-IBD (n=20) 
patients were obtained. Microbiota identification, composition 
and classification was performed by 16S rRNA gene Illumina 
Miseq sequencing. The bioinformatic analysis of sequencing data 
was performed using constrained correspondence analysis (CCA) 
and non-parametric Wilcoxon test to compare species and genera 
proportions. Bacterial load was estimated by qPCR. Metabolomic 
analysis was performed using Nuclear Magnetic Resonance 
(NMR) to study polar metabolites and Gas-Chromatography or 
Liquid-Chromatography Mass-Spectrometry to study non-polar 
metabolites.
Results: Microbiota analysis revealed differences at genus and spe-
cies level between UC and non-IBD patients. Cellulosimicrobium 
was found at 10-fold higher levels in UC samples while Escherichia 
genus was 3.88 times more abundant in controls. A  reduction in 
bacterial load was seen in UC samples. Levels of short-chain fatty 
acids (FA), medium-chain FA, long-chain FA, carboxylic acids and 
amino acids were obtained from the metabolomics analysis and a 
positive correlation between propionic, aspartic and hydroxybutyric 
acids and Cellulosimicrobium and Pseudomonas was found (Fig1B). 
Gut commensals such as unclassified Agathobacter, Blautia faecis, 
Oscillospiraceae or Faecalibacterium prausnitzii positively correlated 
with the abundance of butyric acid, acetic acid and succinic acid; 
meanwhile Subdoligranulum, Lachnospireace or unclassified Blautia 
negatively correlated with some medium or long chain fatty acids 
(Fig1B).
Conclusion: Significant differences in microbiota composition and 
abundance are found in UC patients, which undergo a clear gut dysbio-
sis in colonic tissue. Correlation analysis suggests Cellulosimicrobium 
and Pseudomonas as sources of propionic, aspartic and hydroxybutyric 
acid. These results point at Cellulosimicrobium as a potential candidate 
in UC pathology.

Fig1. Correlations between bacterial species and metabolites in (A) controls and (B) UC patients. Performed with mixOmics library in R.
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P719
Identification of differentially expressed genes 
between AIEC and non-AIEC clinical isolates during 
in vitro cell infection

Q. Bonet Rossinyol*1, C. Camprubí-Font1, M. Lopez-Siles1, 
M. Martinez-Medina1, Microbiology of Intestinal Diseases Research 
Group
1Universitat de Girona, Biology, Girona, Spain

Background: Adherent invasive Escherichia coli (AIEC) have been 
related to Crohn’s disease. Phenotypic assays of adhesion and inva-
sion of intestinal epithelial cells and intra-macrophage replication are 
used to identify AIEC. No molecular tools are still available for AIEC 
identification. We hypothesise that differential gene expression may 
drive to the AIEC phenotype. To test this hypothesis we sequenced the 
genes expressed by AIEC and non-AIEC strains during infection, and 
we investigated differential expressed genes (DEGs) suitability as mo-
lecular markers.
Methods: Comparative transcriptomics was performed between two 
AIEC/non-AIEC strain pairs, belonging to the phylogroups B1 and D, 
during Intestine-407 cells infection. Each strain pair displayed identical 
pulsotypes and similar genomes. Supernatant fractions of the infected 
cell cultures (SN) and eukaryotic cells containing adhered and/or intra-
cellular bacteria (A/I) were considered separately. DEGs obtained were 
quantified by RT-qPCR in the same samples to confirm the results, and 
in a strain collection of 13 AIEC and 23 non-AIEC to investigate their 
suitability as molecular markers. Binary logistical regression was per-
formed to identify DEGs whose quantification could be used as AIEC 
biomarker.
Results: Comparative transcriptomics revealed 67 DEGs between the 
two phenotypes in the strain pairs (19 over-expressed in AIEC, and 
48 under-expressed), 51 of which (82.26%) were corroborated by 
RT-qPCR. When explored in the whole strain collection, 29 DEGs were 
found to be differentially expressed between AIEC and non-AIEC phe-
notypes (p < 0.042), and 42 genes between SN and A/I fractions (p < 
0.049). Notably, six DEGs detected in the strain collection were impli-
cated in a metabolic pathway that could be involved in acid resistance, 
and eight in the synthesis of two virulence determinants. Finally, binary 
logistical regression revealed three DEGs able to predict the AIEC 
phenotype with an accuracy of ≥ 85%.
Conclusion: No previous comparative transcriptomic studies have been 
performed using AIEC-infected cell cultures. Our research revealed 
three genes, whose quantification presents higher sensitivities and spe-
cificities than other molecular markers previously suggested. Moreover, 
we have identified functionally related genes that can be involved in 
AIEC pathogenicity. These results open the door to further research to 
confirm the suitability of these genes as AIEC biomarkers and to inves-
tigate new therapeutic targets against AIEC colonisation.

P720
Similar risk of infection with SARS-CoV-2 in 
immunocompromised and immunocompetent 
patients with inflammatory bowel disease and 
healthy controls

B. Kante*1, S.K. Vuyyuru1, R. Gupta2, T. Dwivedi2, P. Kumar1, 
S. Mundhra1, R. Golla1, S. Virmani1, M. Verma1, G. Makharia1, 
V. Ahuja1, S. Kedia1

1AIIMS, Gastroenterology, NEW DELHI, India, 2AIIMS, Lab 
Oncology, New Delhi, India

Background: The information on seroprevalence rates of COVID-19 
infection among patients with inflammatory bowel disease (IBD) and 
its comparison to healthy controls is sparse. We compared the sero-
prevalence rates in immunocompromised and immunocompetent IBD 
patients and healthy controls.
Methods: Patients with IBD under follow-up at the IBD clinic, All India 
Institute of Medical Sciences, New Delhi, were included. After obtain-
ing informed consent, patients underwent SARS-CoV-2 antibody test-
ing (chemiluminescent immunoassay: Seimens kit IgG against antigen 
S1RBD) and information on demography, drug history, past history 
of COVID infection and vaccination status were noted. Patients with 
IBD on 5-aminosalicylic acid or not on any treatment were considered 
immunocompetent and those who had received steroids, thiopurines 
or methotrexate within 6 months of sample collection were considered 
immunocompromised.
Results: 235 patients (51.9%-males; mean age at enrol-
ment-38.7±12.4 years; median disease duration-60 months [IQR:36–
120]) (UC-69.4%, CD-28.9%, IBDU-1.7%) and 73 healthy controls 
(HCs- mean age-39.6± 10.9  years, 79% males) were enrolled from 
July 2020 - April 2021 (Table1). 128 (54.5%) patients were immuno-
compromised and 107 were immunocompetent (treatment details: 5 
ASA-72.3%, steroids-15.3%, Thiopurines-40%, methotrexate-2.6%). 
Seventy-four (31.5%) patients were positive for IgG antibody against 
SARS CoV2, 2 patients (0.9%) had previous history of COVID infec-
tion and none received COVID vaccine. Seroprevalence rates between 
immunocompromised and immunocompetent patients with IBD and 
healthy controls was similar (28.1% vs 36% vs 28%, p>0.05) (Figure1). 
Demographic and disease characteristics such as age, gender, disease 
type, disease activity in last 6 months, disease duration and medication 
use was similar between patients with positive and negative serology 
(Table2). There was progressive increase in seroprevalence from July 
2020 to April 2021
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Conclusion: Upto 1/3rd patients with IBD were seropositive for IgG 
SARS Cov2 antibody indicating asymptomatic COVID-19 infection. 
The seroprevalence was similar to healthy controls and was not dif-
ferent between immunocompromised and immunocompetent patients 
with IBD.

P721
Faecal microbiota analysis with body composition 
and nutritional habits simultaneously amongst 
Crohn’s disease patients

A. Bálint*1, P. Bacsur1, T. Resál1, B. Jójárt2, Z. Gyuris3, G. Jaksa3, 
L. Pintér3, B. Takács4, S. Pál5, A. Gácser5, K.J. Szántó1, M. Rutka1, 
R. Bor1, A. Fábián1, K. Farkas1, J. Maléth2, Z. Szepes1, T. Molnár1

1Szent-Györgyi Albert Medical School- University of Szeged, 
Department of Medicine, Szeged, Hungary, 2Hungarian Academy of 
Science- University of Szeged, Momentum Epithelial Cell Signaling 
and Secretion Research Group, Szeged, Hungary, 3Delta Bio, 2000 
Ltd., Delta Bio, 2000 Ltd., Szeged, Hungary, 4Hungarian Centre of 
Excellence of Molecular Medicine- University of Szeged, Mutagenesis 
and Carcinogenesis Research Group, Szeged, Hungary, 5Hungarian 
Centre of Excellence of Molecular Medicine- University of Szeged, 
Pathogen Fungi Research Group, Szeged, Hungary

Background: Changes in microbiome of the gut and decreased di-
versity in inflammatory bowel disease(IBD) is the subject of intense 
researches. The exact pathophysiological connection is lacking, 
but the systemic inflammation due to the microbial alterations are 
assumed. This study aimed to perform analysis of faecal microbiota 
composition simultaneously with body composition by bioelectrical 
impedance and nutrition habits in Crohn’s disease(CD) patients to 
find specific microbiota profiles connected with obesity, mesenterial 
fat, signs of systemic inflammation, nutritional and body composition 
characteristics.
Methods: In our prospective cohort study, CD patients were enrolled. 
At the inclusion, demographic and clinical data, blood, and fae-
cal samples were obtained. Clinical disease activity was assessed by 
CDAI, and SES-CD. Laboratory tests were made including C-reactive 
protein(CRP), albumin and lipids (triglyceride, cholesterol). Faecal bac-
terial composition was assessed using shotgun metagenomics sequenc-
ing technique. Each patient underwent a body composition analysis via 
bioelectrical impedance analysis. A nutritional questionnaire was filled 
by each subject.

Results: Data of 27 CD patients with different localisation was ana-
lysed in this study (mean age was 35±11 years). According to the gut 
inflammation, some Blautia species correlated positively with SES-CD 
(p=0,004), and correlated with faecal calprotectin negatively (p=0,02), 
while Roseburia hominis negatively with CDAI scores(p=0,01). High 
CDAI scores were also associated with dysbiosis. Adlercreutzia equolif-
aciens and Blautia hansenii associated with triglyceride(negatively 
p=0,04, positively p=0,05). Firmicutes has a lower, while Bacteroidetes 
has a higher abundance at high cholesterol level(p=0,001, p=0,023). 
Lower Adlercreutzia and Lactobacillus abundance were seen in 
patients with high visceral fat area(p=0,05, p=0,01), while Clostridia 
correlated with percent body fat(p=0,025).Bifidobacterium bifidum 
were associated in people with low body weight or low skeletal muscle 
mass(p=0,01, p=0,03). Beside Clostridia, Eubacteriales also correlated 
with waist-hip ratio(p=0,04, p=0,04).
Conclusion: To our knowledge this is the first study to analyse 
microbiota profiles by shotgun sequencing technique in CD patients 
depending on body composition via bioelectrical impedance and nutri-
tion. Changes in Blautia, Lactobacillus, Adlercreutzia, Roseburia and 
Bifidobacterium abundances in patients with CD and obesity highlight 
the importance of correlations between lipid metabolism, adipose tis-
sue mass, and chronic inflammation. Through this, it helps to develop 
new therapeutic approaches, such as personalized pre- or probiotics or 
faecal microbiota transplantation.

P722
Compositional differences of gut microbiome using 
taxonomic profiling in patients with ulcerative 
colitis after treatment with vedolizumab

A. Yoon*1,2,3, K. Kim1, K. Oh1, E.S. Kim4, E.H. Kim4, S. Kim5, 
J.Y. Jeong4, M.N. Kweon5, S.W. Hwang1,3, S.H. Park1,3, S.J. Myung1, 
S.K. Yang1,3, B.D. Ye1,3

1University of Ulsan College of Medicine- Asan Medical Center, 
Department of Gastroenterology, Seoul, Korea- Republic Of, 2Asan 
Medical Institute of Convergence Science and Technology- University 
of Ulsan College of Medicine- Asan Medical Center, Department of 
Medical Science, seoul, Korea- Republic Of, 3University of Ulsan 
College of Medicine- Asan Medical Center, Inflammatory Bowel 
Disease Center, seoul, Korea- Republic Of, 4University of Ulsan College 
of Medicine- Asan Medical Center, Department of Convergence 
Medicine and Asan Institute for Life Sciences, seoul, Korea- Republic 
Of, 5University of Ulsan College of Medicine- Asan Medical Center, 
Mucosal Immunology Laboratory- Department of Convergence 
Medicine, seoul, Korea- Republic Of
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Background: Gut microbial dysbiosis has been suggested to contribute 
to pathogenesis of inflammatory bowel disease (IBD). Vedolizumab 
(VDZ), an α4β7 integrin blocker, has been used as an effective agent 
for patients with IBD. However, effect of VDZ on gut microbiome and 
its relationship with efficacy outcomes are still unclear. We investigated 
gut microbial change in patients with ulcerative colitis (UC) during 
VDZ treatment.
Methods: Patients with UC were prospectively enrolled and were 
given a 300 mg infusion of VDZ at weeks 0, 2, and 6 as an induc-
tion therapy and then every 8 weeks as a maintenance therapy. In 
cases of insufficient response, the interval of maintenance therapy was 
shortened to every 4 week infusion. Faecal samples were collected 
at weeks 0, 14, and 54 and 16S rRNA gene microbiome profiling 
analysis was performed. Clinical remission (CREM), clinical response 
(CRES), endoscopic mucosal healing (MH) and biochemical response 
(BioRES) were evaluated. Compositional differences in microbiome 
were analysed according to CREM, CRES, MH, and BioRES at weeks 
0, 14, and 54.
Results: Faecal samples were collected from 27 patients and patients 
were classified according to their outcomes (Table 1). In the analy-
ses regarding species richness (ACE, Chao1, Jackknife, The number 

of OTUs) and diversity indices (NPShannon, Shannon, Simpson, 
Phylogenetic Diversity), no significant difference was observed among 
groups at weeks 0, 14, and 54. There were no significant changes in 
microbial composition at week 14 and 54, respectively compared 
to basal level. However, compared to baseline, relative abundance 
of genus Prevotella showed significant differences between groups 
which achieved normalsation of C-reactive protein or not (p=0.0394) 
(Figure 1). In the linear discriminant analysis effect size (LEfSe) ana-
lysis, the genus Actinomyces and the species Actinomyces odontol-
yticus group increased in patients who had no response at efficacy 
outcomes (achievement of clinical remission, achievement of clinical 
response, achievement of endoscopic mucosal healing, normalisation 
of C-reactive protein, and normalisation of faecal calprotectin) at week 
14, compared to week 0 (Fig 2A). The genus Clostridium_g24, the 
species Paraprevotella_uc and PAC001224_s were also significantly 
increased in the same patient group at week 54 (Fig 2B).
Conclusion: In UC patients treated with VDZ, microbial composition 
showed differences depending on the achievement of efficacy outcomes. 
Further studies regarding the causal relationship between microbial 
composition and outcomes are warranted with a larger number of 
patients.



Copyright © 2022 European Crohn’s and Colitis Organisation (ECCO). Published by Oxford University Press. All rights reserved. For permissions, 
please email: journals.permissions@oup.com

Si617

Journal of Crohn's and Colitis, 2022, i617–i626
doi:10.1093/ecco-jcc/jjab230

Nurses presentations

Nurses presentations

Nurses presentations
N01
Please refer to N01 in the chapter for ‘Nurses poster presentations’
N02
Please refer to N02 in the chapter for ‘Nurses poster presentations’
N03
Please refer to N03 in the chapter for ‘Nurses poster presentations’
N04
Please refer to N04 in the chapter for ‘Nurses poster presentations’

N 01 
Type of patient education impacts the willingness 
to switch from an IV to SC of a biological in 
patients with Inflammatory Bowel Disease: 
A multicentre, comparative study

E. De Dycker*1, E. Hoefkens2, K. Asnong2, P. Geens1, N. Lembrechts2, 
T. Lambrechts1, I. Van de Schoot2, A. Paps2, S. Vermeire1, L. Pouillon2, 
M. Ferrante1, P. Bossuyt2

1University Hospitals Leuven- KU Leuven, Department of Gastroenterology 
and Hepatology, Leuven, Belgium, 2Imelda General Hospital Bonheiden, 
Department of Gastroenterology, Bonheiden, Belgium
Background: Subcutaneous (SC) formulations of CT-P13 and vedolizumab 
(VED) are currently available as new treatment option for patients with in-
flammatory bowel disease (IBD). The decision to switch requires a shared 
decision making based on adequate education of the patient, to avoid 
negative outcomes due to a nocebo effect. The aims of this study were (1) 
to evaluate the percentage of patients with IBD in favour of switching to 
SC formulations and (2) to compare two educational strategies.
Methods: This was a multicentre study in patients with IBD on main-
tenance intravenous (IV) CT-P13 or VED. Patients attending the infu-
sion unit were invited to complete a survey exploring the willingness to 
switch to SC formulations. In centre A, all patients were informed on the 
new SC formulations and the accompanying care pathway by an infor-
mation leaflet and a face-to-face interaction with the IBD nurse, prior 
to completing the survey. In centre B, patients on a minimal interval of 
q8w were digital invited to the same survey via the e-health application 
of the hospital. Demographics, patient reported outcomes, willingness to 
switch and reasons for IV vs. SC preferences were captured.
Results: In total, 447 (n=183 Centre A; n=264 Centre B; participa-
tion ratio 83.6%) patients completed the survey (m/f: 212/235; CD/
UC/IBD-U: 275/161/11; median age 45 IQR 33–57; remission CD/UC: 
75%/82%) see table. Most patients were open to SC treatment (47% 
yes, 33% doubt, 20% no). The main driver to switch was an antici-
pated decrease in hospital visits (86%) and overall time gain (78%). 
The main reason to continue IV was fear of change (60%) and un-
certainty in case of relapse after switch to a SC formulation (46%). In 
univariate analysis, the self-estimated compliance rate was associated 
with the willingness to switch (p<0.0001). To evaluate the impact of the 

approach in patient education between the two centres, we compared 
the subgroup of patients on ≥q8w interval with a dosing of 5-10mg/kg 
CT-P13 or 300 mg VED (n=335). The willingness to switch was higher 
after a face-to-face approach (centre A) compared to a merely digital 
approach (centre B; 53.9 % vs. 40.9 % p=0.038), although patients in 
centre B had a higher educational level (p=0.003), more prior experi-
ence with other IBD SC medication (p=<0.001), lived further from the 
hospital (p<0.001) and had a younger age at diagnosis (p=0.019).
Conclusion: In this multicentre comparative study exploring the willing-
ness to switch from IV to SC maintenance therapy with CT-P13 and VED, 
the majority is open to switch to a SC formulation. The direct approach 
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and education of the patient by the IBD nurse impacts significantly the will-
ingness to switch. In a follow-up we will investigate the actual switch rates.

N02
The importance of the multidisciplinary 
team (MDT) and its impact on quality of life 
and medication adherence in patients with 
Inflammatory Bowel Disease

G. Herrerias*1, J.R. Barros2, M.A. Lopes1, R. Saad-Hossne3, 
J.P. Baima4, L.Y. Sassaki4

1São Paulo State University Unesp- Medical School- Botucatu, med-
ical clinic department, Botucatu, Brazil, 2Federal University of Rio de 
Janeiro- Macae- Brazil, Nursing Institute, Macaé/RJ, Brazil, 3São Paulo 
State University Unesp- Medical School- Botucatu/SP, Department 
of surgery and orthopedics, Botucatu/SP, Brazil, 4São Paulo State 
University Unesp- Medical School- Botucatu/SP, Department of 
Clinical Medicine, Botucatu/SP, Brazil

Background: IBD is a chronic immune-mediated disease that requires 
continuous patient care. The frequent contact and the good relation-
ship with the multidisciplinary team (MDT) are essential for improv-
ing quality of life (QoL) and medication adherence aiming at treatment 
success. The aim of the study was to assess the importance of MDT in 
the view of patients with IBD and its impact on QoL and in medication 
adherence.
Methods: A cross-sectional study was carried out, including 114 
patients from an IBD reference center in Brazil. The relevance of MDT 
was assessed through a questionnaire that included the importance of 
physicians, nurses, nutritionists and psychologists in the patient care. 
QoL was assessed by IBDQ. Treatment adherence and knowledge 
about the disease were assessed using the Morisky and CCKNOW 
questionnaires, respectively.
Results: 

In total, 69 (60.53%) patients with CD and 45 (39.47%) patients with 
UC were included. The mean age was 39.16 (±13.50) years and 58.77% 
were female. The disease duration was 9.88 (±7.35) years. Presence of 
comorbidities was observed in 52.63% patients. About 57 (82.61%) 
patients with CD use biological therapy, with a statistical difference (p 
<0.0001) when compared to patients with UC (37.78%). The gastro-
enterologist was considered very important by 91.23% of patients, 
coloproctologist by 62.07% of patients, nurse by 65.05% of patients, 
nutritionist by 50% of patients and psychologist by 47.25% of patients. 
In the analysis of QoL, 24 (21.05%) patients had excellent QoL, 52 
(45.61%) had good QoL, 29 (25.44%) had regular QoL and 9 (7.89%) 
had poor QoL, with no difference between patients who followed with 
nurses or other MDT professionals (Table 1). Medication adherence was 
low in 58.88% of patients. Knowledge about the disease was low (6.21 ± 
3.99 points), being higher among patients with CD (p = 0.01). Patients 
identify the doctor as the main provider of care for their health, but 
about 10% leave with doubts from their appointments. 10% of patients 
think that more care with the nurse is necessary and less than 10% of 
patients are clarified by the nurse about QoL, ostomies, fecal incontin-
ence, disease activity, biological therapy and sexuality.
Conclusion: Patients considered doctors as the most important profes-
sionals in their care. Although the service has a multidisciplinary team, 
not all patients had the opportunity to consult with all professionals, 
mainly do the Covid pandemic in 2020 and 2021. The lack of contact 
with the entire team, especially with the nurse, may have contributed to 

low medication adherence and low knowledge of the disease, impacting 
disease control and QoL.

N03
Medication adherence in relation to Health-related 
Quality of Life in patients with Inflammatory Bowel 
Disease – A cross-sectional study

E. Johansson*1, U. Lovén Wickman RN- PhD2

1Linköping university, Medical student- Department of Medical and 
Health Sciences, Linköping, Sweden, 2Linnaeus University, Department 
of Health and Caring Sciences, Kalmar, Sweden

Background: Inflammatory Bowel Diseases are chronic diseases often 
with complex treatment. The treatment is lifelong and complex and may 
include several different pharmaceutical groups and sometimes surgery. 
Not rarely is treatment resistance developed and the treatment may 
come with different degrees of side effects. Earlier research has shown 
insufficient to medication adherence and a lower degree of health-
related quality of life in patients with inflammatory bowel disease.
The aim is to describe the relationship between medication adherence 
and health-related quality of life in a Swedish population diagnosed 
with inflammatory bowel disease. Additional research questions are if 
any risk factors of low medication adherence can be identified from the 
collected variables.
Methods: This cross-sectional study included N=206 patients from 
three different regions in Sweden. The questionnaires MMAS-8 and 
Short Health Scale were used combined with a questionnaire regard-
ing patient characteristics. The data and patient characteristics were 
described and analyzed using descriptive statistics.
Ethical approval has been received from the Regional Ethical Review 
Board, Linköping, Sweden (no.: 2015/369-31).
Results: The majority of patients had Ulcerative Colitis (62.6%) There were 
no significant differences between the different groups of Inflammatory 
Bowel Disease regarding patient characteristics apart from having gone 
through surgical procedures, which were more common in patients with 
Crohn’s disease. A small correlation was shown between medication ad-
herence and the health-related quality of life dimension social function 
(rho = -0.146; p <0.05). Medication adherence showed no significant cor-
relations to the remaining health-related quality of life dimensions: disease 
related worry, symptom burden and sense of general well-being. Possible 
risk factors identified for low medication adherence were age between 30 
and 50, working at high occupational level, and higher educational level.
Conclusion: The complexity of measuring medication adherence has 
been established, making it difficult to make any certain conclusions 
regarding the hypothesis in this report. This study showed no clear as-
sociation between medication adherence and health-related quality of 
life in patients with inflammatory bowel disease. However, it visualized 
the need of optimizing the instruments used to measure medication ad-
herence in individuals with a non-conventional treatment plan

N04
A systematic review of the impact of Inflammatory 
Bowel Disease (IBD) on family members

P. Thapwong*1, C. Norton1, E. Rowland1, N. Farah1, 
W. Czuber- Dochan1

1King’s college London, Nursing faculty, London, United Kingdom

Background and Aims: Inflammatory Bowel Disease (IBD) impacts the 
individuals’ quality of life and affects all family members considerably. 
Previous reviews have focused on the impact of IBD on the patient, with 
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limited exploration of the impact of IBD on family members. Therefore, 
this review aims to synthesise existing knowledge on the impact of IBD 
on family members, their coping strategies, the support needed, and inter-
ventions for family members to prevent and alleviate the burden of IBD.
Methods: A systematic review using the mixed-method system-
atic review approach suggested by Joanna Briggs Institute (JBI) and 
the Preferred Reporting Items for Systematic Reviews (PRISMA) 
was undertaken. A  systematic search of six bibliographic databases: 
MEDLINE, EMBASE, PsycINFO, CINAHL, British Nursing Index, and 
Web of Science, was performed in February 2021. The search focused 
on the impact of IBD on family members and coping strategies and 
interventions for this population. A narrative synthesis was conducted.
Results: In total, 3,258 records were identified, from which 33 relevant 
papers (2,748 participants) were included in the review, with case-con-
trol, cross-sectional, and qualitative designs. Synthesis of these papers 
found three themes: the impact of IBD on family members; the coping 
strategies for family members to overcome the negative impact of IBD; 
and the support needed. The IBD affects the family members in term 
of emotional well-being, fear and concern, relationship and social life, 
work and financial impacts, and leisure time and travelling. The cop-
ing strategy theme shows that family members use adaptive coping pat-
terns such as acceptance, resilience, and emotional support from others. 
Maladaptive coping patterns such as denial following the initial relief of 
diagnosis, self-distraction, and self-blame were also used. In the theme 
‘support needed’, family members reported the need for improved infor-
mation about IBD, social support groups, self-help groups, educational 
meetings, and providing easy access to a counsellor or psychologist to 
support family members. There have been no studies assessing outcomes 
of interventions to relieve family members’ burden in the IBD population.
Conclusion: Our findings suggest that policymakers in healthcare ser-
vices should emphasise the multidisciplinary professional care model 
such as a family therapist, IBD nurse, and psychologist. Researchers 
could incorporate a bio-psycho-social approach into their work on IBD 
to improve quality of life of both patients and their family members.

N05
Patient involvement in Inflammatory Bowel 
Disease therapy and disease-related parameters - 
Is there an association?

O. Haj Natour*1, R. Magnezi2, S. Ben Horin3, M. Lipkin3, B. Ungar3, 
A. Galper3, S. Sina3, U. Kopylov3

1Tel-HaShomer Sheba Medical Center+ Bar Ilan University, Department 
of Gastroenterology, Ramat Gan, Israel, 2Bar Ilan University, 
Department of Manegment, Ramat Gan, Israel, 3Tel-HaShomer Sheba 
Medical Center, Department of Gastroenterology, Ramat Gan, Israel

Background: Recent studies have demonstrated the importance of 
involving patients afflicted by a chronic disease in their own medical 
therapy with respect to disease control, compliance and general quality 
of life. Patient activation refers to patients’ independence in daily activi-
ties, involvement in the therapeutic process and having the knowledge, 
skills, and confidence to manage their health and health care. This study 
examined the association between the degree of activation of patients 
with inflammatory bowel disease (IBD) and its effect on health indices
Methods: This prospective longitudinal study included patients with 
Crohn’s Disease (CD) or ulcerative colitis (UC) treated at Sheba Medical 
Center, Israel. The patients answered questionnaires weekly during a 
period of 8 months using an application installed on their personal mo-
bile phone. The questionnaires addressed clinical and emotional disease 
parameters, patient’s sense of disease-control (IBD-control), quality of 

life (short IBD quality of life questionnaire (S-IBDQ) and patient activa-
tion measure (PAM), a 4-level model of health behavior. The lowest level 
indicates that the patient may not believe his/her role in self-care man-
agement is important; the second level indicates that the patient lacks 
confidence or knowledge to take an active role; the third level indicates 
that the patient is beginning to be active; and the at highest level, patients 
actively attempt (even with difficulty) to maintain health management 
behaviors over time. Demographic and medical information, as well as 
clinical data were retrieved from the medical records.
Results: Among 356 IBD patients, 208 (58%) answered all question-
naire items and were included in the study 159 (76%) had CD, and 49 
(24%) UC, 116 (56%) women and 92 (44%) men). Median scores of 
the questionnaires were as follows: PAM -63, IQR- 52.9–70.8; SIBDQ- 
median 44, interquartile ratio (IQR) 40–75; IBD-control 62.4, IQR- 
45.7–82. 2 IBD-control mental health component- 47, IQR- 41.1–53.3). 
PAM was significantly correlated with questionnaires associated with 
overall well-being, emotional status and quality of life (SIBDQ -r=0.34 
p=0.0001, IBD-control -r=0.24, p=0.004 and PROMIS-mental health 
component r=0.48, p<.0001). There was no significant correlation be-
tween PAM and inflammatory markers (C-reactive protein- r=0.09, 
fecal calprotectin - r=0.12).
Conclusion: Intensive weekly mobile-App based monitoring program 
was feasible and adhered to by most patients. PAM scores correlated 
significantly with their sense of disease-control and mental health scores. 
Hence, IBD patients’ involvement in medical therapy increases their 
self-management, sense of disease-control and emotional well-being.

N06
Assessing stakeholder identified barriers and 
enablers to Ultrasound implementation for 
assessment of Crohn’s Disease in the UK: 
A qualitative interview study

S. Radford BSc- MSc- PGCert- PhD student*1, P. Leighton2, J. Coad3, 
G. Moran1

1Nottingham NIHR Biomedical Research Centre, Liver and 
Gastrointestinal Disorders Translational Medicine, Nottingham, 
United Kingdom, 2The University of Nottingham, Faculty of Medicine, 
Nottingham, United Kingdom, 3University of Nottingham, Faculty of 
Health Sciences, Nottingham, United Kingdom

Background: Data from the METRIC trial (PMID:29914843) has 
shown that small bowel ultrasound (US) has very good diagnostic ac-
curacy for disease extent, presence and activity in Crohn’s Disease, is 
well tolerated by patients and is cheaper when compared to MRI. A re-
cent survey (unpublished) undertaken by the authors via the British 
Society of Gastroenterology indicated that there is enthusiasm for the 
use of US in IBD care in the UK. However, uptake of US in the UK is 
limited, however it is unclear why this is the case.
Methods: A qualitative semi-structured interview study, utilising tem-
plate analysis using the Normalisation Process Theory (NPT) code-
book, was undertaken. NPT was used to guide the analysis framing the 
findings in relation to the implementation processes related to integrat-
ing US into daily IBD care. Interviews were undertaken utilising virtual 
meeting software.
Results: Fourteen participants were enrolled in the interview study (table 
#). Participants were enrolled between 02/06/2021-and 06/09/2021, 
with interviews taking place during the same time period. Enrolled 
were three patients living with CD (21.4%), two IBD Nurse specialists 
(14.3%), two IBD Nurse consultants (14.3%), one surgical IBD nurse 
specialist (7.1%), two consultant gastroenterologists (14.3%), two 



i620 Nurses presentations

consultant radiologists (14.3%) and two gastroenterology service man-
agers (14.3%). Participants reported that perceived barriers included 
reliance on MRI and established care pathways, reluctance to change, 
lack of trust in US in relation to perceived lack of precision when com-
pared to MRI and the initial financial and time outlay in establishing 
a US service (buying equipment and training staff). Participants were 
enthusiastic for the uptake of US and discussed enablers to US uptake 
being the benefits to patients in terms of reduction in waiting times and 
earlier diagnosis and treatment allocation (leading to improved clinical 
outcomes), reduced hospital appointments, reduced costs to the NHS, 
patients having better understanding of their health and improve-
ments in the therapeutic relationships between patients and healthcare 
professionals.
Conclusion: There is an enthusiasm to establish and utilise US in 
IBD care in the UK, however there are perceived barriers in achiev-
ing this. There is scant literature to effectively assess these reported 
barriers and enablers. Therefore there is further research required in 
the areas of the impact of the use of US on the confidence of clinical 
decision making of healthcare professionals and the relative cost 
effectiveness when compared to MRI use for the assessment of IBD 
in the UK.

N07
Current practices of Ultrasound for assessment of 
Crohn’s Disease in the UK

S. Radford BSc- MSc- PGCert- PhD student*1, G. Moran1

1Nottingham NIHR Biomedical Research Centre, Inflammatory Bowel 
Disease, Nottingham, United Kingdom

Background: Data from the METRIC trial (PMID:29914843) has 
shown that small bowel ultrasound (US) has very good diagnostic 
accuracy for disease extent, presence and activity in Crohn’s Disease 
(CD), is well tolerated by patients and is cheaper when compared to 
MRI. However, Uptake of US in the UK is limited
Methods: We designed and conducted an online survey to assess the 
current usage of US throughout the UK. The survey was undertaken 
by BSG IBD group members between 9 June 2021 - 25 June 2021. 
Responses were anonymous, respondents were able to skip questions.
Results: 103 responses were included in the data analysis Responses 
came from 14 different regions of the UK, from 66 individual NHS 
trusts. 99.03% (n=103) respondents reported that they currently have 
an MRI service for Crohn’s disease, where only 30.1% (31) had access 
to US service. Numbers of MRIs per month was reported as an average 
of 15.14, with a range of 3–75. The average number of US undertaken 
was reported as 7.67 per month, with a range of 0–50. Average time 
for results to be reported for MRI scans was reported as between 4–6 
weeks, with a range of 2 days to 28 weeks. The average time for an US 
to be reported was stated as 1–4 weeks, with a range of 0–8 weeks. 
48.51% of respondents reported that they were ‘very confident’ when 
using MRI data to make clinical decisions. 25.24% were ‘extremely 
confident’, 22.33% were somewhat confident and 2.91% were not so 
confident. 11% of respondents stated they would be extremely confi-
dent in using US to make clinical decisions, 22% stated they would be 
very confident, 27% somewhat confident, 20% not so confident and 
20% not at all confident. Of those respondents who did not have access 
to an US service, 92.31% (72) stated that they would be interested in 
developing an US service.
Conclusion: There is an appetite for the uptake of US in the UK for 
assessment of CD, however there remains a significant number of UK 
centres with little or no access to an US service. There is a difference in 

the levels of confidence that clinicians have in using US as a diagnostic 
tool in the UK. Further research is necessary to understand why this is 
the case. Results from this survey will go on to inform our future work 
in developing an implementation package for US in the UK in the NHS.

N08
The influence of the Covid-19 epidemic on access 
to medical advice for children with Inflammatory 
Bowel Disease (IBD), based on patients from The 
Children’s Memorial Health Institute, Warsaw 
(IPCZD)

M. Kotkowicz Szczur*1, M. Matuszczyk2, J. Kierkuś2

1Instytut Pomnik Centrum Zdrowia Dziecka, Oddział Gastroenterologi- 
Hepatologii i Zaburzeń Karmienia, Warsaw, Poland, 2The Children’s 
Memorial Health Institute., Department of Gastroenterology- 
Hepatology- Feeding disorders and Pediatrics, Warsaw, Poland

Background: COVID -19 significantly affected all levels of medical care 
as well as access to medical care for children with Inflammatory Bowel 
Diseases (IBD).The purpose of the study was to investigate how the 
Covid-19 epidemic influenced on the access to medical care for children 
with IBD, on the quality of medical care during this period and on the 
health of young patients.
Methods: The analysis was based on the results of the questionnaire 
containing 15 questions addressed to the parents of children with IBD. 
The questions concerned mainly access to GP consultations and gastro-
enterology consultations, but also access to medicines and parents’ con-
cerns about the health of children during the pandemic.
Since December 2020, 150 questionnaires have been sent to parents of 
children with IBD. 72 completed questionnaires were returned and 60 
of them were included into the analysis (12 were excluded due to lack 
of complete data). The T-Student test was used for statistical analysis.
Results: Only 5 % of respondents (n=3) stated that the pandemic had 
no impact on access to a GP, as many as 83% (n = 50) indicated that the 
epidemic made access to primary care physicians very difficult.
Changes in access to health care during the Covid-19 epidemic caused 
anxiety about further treatment of the child in 96.7% (n = 58, p<0,05) 
of the surveyed parents.
In The Children’s Memorial Health Institute due to the limitations of 
visits related to the development of the pandemic, telemedicine was 
introduced on a large scale. Due to the easy access to medical tele-
paths and the resulting, if necessary, outpatient visits, the respondents 
assessed the access to medical consultations of doctors from the IBD 
team in IPCZD as much better than before the pandemic 58% (n = 35, 
p<0,05) or no changes compared to the time before the pandemic 42% 
(n = 25). 90% (n=54) of the surveyed parents indicated that they would 
also like to use telemedicine after the epidemic as an alternative to some 
hospital visits.
Statistical analysis also showed a correlation between difficulties with 
access to specialized medications during a pandemic and the occurrence 
of an exacerbation of the disease in a child during that period.
Out of the 40 (67%) group of parents who showed difficulties in pur-
chasing medicines for their children in the survey, as many as 75% 
(n  =  30, p <0.05) reported exacerbation of the disease during the 
epidemic.
Conclusion: Based on the above results, we concluded that the pan-
demic had a major impact on access to medical care as well as on 
access to specialized medications. In The Children’s Memorial Health 
Institute, thanks to the development of telemedicine, access to specialist 
care in the IBD team has not changed.



Abstracts  of the 17th Congress of ECCO - European Crohn’s and Colitis Organisation i621

N09
Disease knowledge and quality of life perception 
in Inflammatory Bowel Disease: a randomised 
controlled trial

M. Martinato RN PhD*1, R.I. Comoretto2, E. Monaco1, H. Ocagli1, 
D. Gregori1

1University of Padova, Department of Cardiac- Thoracic- Vascular 
Sciences and Public Health, Padova, Italy, 2University of Torino, 
Department of Public Health and Pediatric, Torino, Italy

Background: Inflammatory bowel diseases (IBD) negatively impact 
daily activities and perceived quality of life (QoL); good information 
of IBD patients on disease, diagnostics, and treatments may change this 
perception, even if the evidence on this topic is lacking; moreover, too 
much information overwhelms the patient, which inhibits both under-
standing and recall. No studies are available on the impact produced 
by different techniques or amounts of information provided. This study 
aimed at assessing the impact of essential, patient-centred information 
on the level of knowledge and on the QoL in IBD patients.
Methods: Patients with a recent diagnosis of IBD in follow-up at a 
third-level referral centre were randomly assigned to two different 
interventions, the “standard of care” information package or the ex-
perimental one. The latter is a synthetic, standardised, and structured 
informative intervention developed with a “less is more” approach in 
collaboration with local IBD patients’ associations. The knowledge 
level was measured with the Crohn’s and Colitis Knowledge score – 
CCKNOW – (Eaden, Abrams, and Mayberry, 1999), while the percep-
tion of QoL with the Short Inflammatory Bowel Disease Quality of life 
- S-IBDQ – (Irvine, Zhou, and Thompson, 1996). Disease activity was 
assessed with the Modified Trulove and Witt Severity Index - MTWSI 
- (Lichtiger et al., 1994) in ulcerative colitis and the Harvey Bradshaw 
Index – HBI – (Harvey and Bradshaw, 1980)  in Crohn’s disease.
CCKNOW, S-IBDQ and MTWSI or HBI were administered at baseline 
and two months after the intervention.
Results: 68 patients were assessed for study participation and 49 were 
enrolled. At baseline, the patients’ level of knowledge was very low, with 
correct answers ranging from 2 to 50% in different domains, positively 
correlated with the patient’s instruction level (ρ = 0.40; p<0.01) and 
negatively with age (ρ = -0.30; p<0.05). QoL, disease activity, gender, 
disease duration, type of IBD, number of outpatient visits, and hospital 
admissions were not related to the level of knowledge. Two months 
after the administration of the educational intervention, patients in 
the experimental group showed a higher level of knowledge than the 
control group (p<0.01) and better perception of QoL (p<0.01), while 
disease activity remained stable in both groups.
Conclusion: Increasing patients’ knowledge improves QoL and an edu-
cational intervention with less information performed shortly after 
diagnosis significantly improves the patient’s knowledge and QoL, re-
gardless of disease activity.

N10
The impact of an educational and networking 
event on nurses caring for Inflammatory Bowel 
Disease (IBD) paediatric patients receiving biologic 
therapy

E. Gil Zaragozano*1, A. Wiskin1, J. Williams2

1University Hospitals Bristol and Weston NHS Foundation Trust, 
Paediatric Gastroenterology, Bristol, United Kingdom, 2University of 

the West of England, Faculty of Health and Applied Sciences, Bristol, 
United Kingdom

Background: Biologic therapies usage is increasing across the United 
Kingdom. Gastroenterology departments and all stakeholders need to 
continuously update their knowledge and practice to the safe use of this 
therapy (IBD Standards, 2013). Paediatric gastroenterology services in 
tertiary hospitals often cover a wide geographical region and deliver 
care in collaboration with district general hospitals closer to the child’s 
home. A virtual educational and networking event was developed in 
order to deliver interprofessional education (IPE) and facilitate net-
working for nurses caring for IBD paediatric patients receiving biologic 
therapy in two large regions of the United Kingdom (South West of 
England and South Wales).
The aim of this study was to establish the level of self-reported compe-
tencies of nurses involved in the administration of biologic therapy in 
paediatric IBD patients and to evaluate the impact that the event had 
on the self-reported competency of the participants and their practice.
Methods: The event compromised a range of relevant topics and it was 
delivered by experts in the field in a virtual platform and using a range 
of participant interacting virtual tools. Participants were requested to 
complete an online questionnaire before and after the event. It was 
open to registered nurses working in paediatric community and/or day 
care settings, and caring for paediatric IBD patients receiving biologic 
therapy.
Results: There were 21 participants registered to attend the event that 
completed a pre –event questionnaire. 55% (11) of the participants had 
more than 5 years’ experience in post. 81% (17) reported no previous 
formal training on paediatric IBD and biologic therapy. 19.9% did not 
feel competent in the administration of biologic therapy and monitor-
ing of the patient; and 28.6% did not feel competent to meet the hol-
istic needs of the patient and their family.
After the event, a total of 13 completed evaluations were received. All 
participants (13) reported feeling more competent in caring for paedi-
atric IBD patients receiving biologic therapy and their families; and 
84.7% felt more competent in administering and monitoring biologic 
therapy.
All comments relating to the event were very positive and 10 partici-
pants could identify changes to make to their own clinical practice dir-
ectly related from attending this event.
Conclusion: This study highlighted the need for IPE for nurses caring 
for paediatric IBD patients, particularly where care is delivered in dis-
trict general hospitals. Feedback demonstrated that virtual educational 
events are effective in raising self-reported nursing competencies and in 
ensuring high standards of practice related to biologic therapy.

N11
Development of a young person clinic for 
16-24-year-olds with Inflammatory Bowel Disease 
(IBD), using a multidisciplinary team (MDT) 
approach

M. Hamzawi*1, Y. Hickey1, S. Brannick1, O. Brett Kilmurray1, 
F. Jones1, J. Sheridan1, G. Cullen1

1St Vincent’s University Hospital, Department of Gastroenterology, 
Dublin, Ireland

Background: In Ireland, the transition process is ad hoc with no formal 
guidelines on how to conduct transition clinics. This nurse-led project, 
aimed to develop a specific young person clinic for adolescents and 
provide information to adolescents and their families on the service 
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they were joining, before their first clinic visit, subsequently reducing 
anxiety and improving outcomes.
Providing the right care for young people with IBD, in the right place, at 
the right time, where the patient is a priority, is the end goal.
Methods: The successful implementation of this project is due to the 
collaborative work of a multidisciplinary team using the Health Service 
Executive (HSE), Peoples Needs Defining Change Guide (2018). This 
change model provides clear definitive steps to Define, Design and 
Deliver innovative projects.
The model was applied as follows:
Define
Raise awareness of the need for adolescent clinic
Activate a core change team
Develop a vision in line with the organisational culture
Design
Propose a care pathway for adolescents including transition.
Design an informative ‘Welcome Booklet’
Arrange Virtual Meet and Greet (due to Covid restrictions)
Deliver
Open communication with all relevant stakeholders
Determine a time suitable for recurring adolescent clinic
Seek input from patients, colleagues and communication team to de-
velop an informative ‘Welcome Booklet’
Results: The CIPP evaluation model, Context, Input, Process and 
Product, complimented this change model as formative evaluation 
throughout. This ensured the change process was streamlined with the 
values and vision of all stakeholders involved.
Context –SWOT analyses was undertaken, and Goals defined
Input – Strategy was defined and stakeholder analyses
Process –Monthly MDT meetings, design model of care, welcome 
booklet. Plan virtual introductory meetings due to Covid unable to 
meet face to face in the paediatric hospital
Product – Dedicated recurring clinic time for 16–24-year-olds with IBD 
to include transition clinics.
100% of parents and 80% of adolescents found the welcome booklet 
informative and useful.
100% both adolescents and parents found the introductory WebEx 
meeting beneficial.
Commenced RCT to look at best format for transition clinics going 
forward
Conclusion: (HSE), Peoples Needs Defining Change Guide (2018) pro-
vided the essential toolkit to ensure leadership, teamwork, the import-
ance of stakeholders while keeping the patient central to all decisions 
made in developing young person’s clinics for 16-24-year-olds with 
IBD.

N12
Systematic Review: The role of psychological 
stress in Inflammatory Bowel Disease

J. Black*1, L. Sweeney1, Y. Yuan1, H. Singh2, C. Norton1, 
W. Czuber-Dochan1

1King’s College London, Florence Nightingale Faculty of Nursing- 
Midwifery & Palliative Care, London, United Kingdom, 2Study 
Advisory Group, n/a, London, United Kingdom

Background: Psychological stress is a possible factor in the disease 
course and poor psychosocial outcomes in Inflammatory Bowel Disease 
(IBD). Understanding the exact relationship between stress and health 
has been hampered by methodological issues and how stress has been 
defined and measured. This study aims to explore the association 

between stress and disease outcomes, investigate the impact of stress 
on psychosocial outcomes, and evaluate the efficacy of interventions in 
reducing stress for people with IBD.
Methods: A systematic review was performed. Medline, CINAHL, 
Embase, and PsycInfo databases were searched. Prospective studies 
recruiting people with IBD 16 years old or over and measuring psycho-
logical stress or distress were included.
Results: Thirty-eight studies, from 41 reports, with 4757 people 
with IBD were included in the review. Studies used thirty-six dif-
ferent instruments to measure stress. Perceived stress was the most 
frequently studied concept and was found to precede IBD disease 
exacerbation. Depression and helplessness were positively associated 
with perceived stress, while social support, resilience, and quality of 
life were negatively associated. Cognitive-behavioural group pro-
grammes may reduce stress and education, stress management, and 
exercise and other group programmes may reduce disease-specific 
stress, but more studies are needed where groups have comparable 
baseline characteristics and potential harms are considered alongside 
benefits.
Conclusion: Psychological stress appears to precede IBD disease ex-
acerbation, though what role it plays in psychosocial outcomes and 
how it is best managed is unclear. Further research is needed to examine 
the differential effects of stress on disease subtypes and IBD in flare and 
remission.

N13
Clinical service delivery implications of the 
Covid-19 pandemic on people with inflammatory 
bowel disease: a qualitative study

K. Kemp1, P. Avery2, R. Bryant3, A. Cross4, K. Danter3, A. Kneebone5, 
D. Morris6, A. Walker7, L. Whitley8, L. Dibley*9

1Manchester Royal Infirmary, Gastroenterology, Manchester, United 
Kingdom, 2St Mark’s Hospital- Harrow, IBD Unit, London, United 
Kingdom, 3Patient and Public Involvement Colleague, x, x, United 
Kingdom, 4Gloucestershire Hospitals NHS Foundation Trust, 
Gastroenterology, Gloucester, United Kingdom, 5Royal Bolton Hospital, 
Gastroenterology, Bolton, United Kingdom, 6Lister Hospital, Endoscopy, 
Stevenage, United Kingdom, 7South Warwickshire NHS Foundation 
Trust, Gastroenterology, Warwick, United Kingdom, 8University College 
London Hospitals NHS Foundation Trust, Gastroenterology, London, 
United Kingdom, 9University of Greenwich, Faculty of Education- 
Health and Human Sciences, London, United Kingdom

Background: As part of a qualitative study exploring the experiences of 
IBD patients during three UK lockdowns, we identified specific clinical 
service implications of the pandemic on IBD care.
Methods: Participants aged 18  years+ with a confirmed diagnosis 
of Crohn’s disease, Ulcerative Colitis or IBD-Unclassified, who had 
shielded or not during any lockdown period were recruited from 
Crohn’s and Colitis UK. Semi-structured online or phone interviews 
(captured February-May 2021) were audio-recorded, transcribed pro-
fessionally, and analysed using thematic analysis.
Results: Forty-three people took part; median age 38 years (19–63 years); 
27 (62.7%) females; diagnosed with Crohn’s Colitis (n=2), Crohn’s disease 
(n=21), Ulcerative colitis (n=18) and IBD-Unclassified (n=2). Median 
disease duration 13 years (0.6–36 years). Four clinically focussed themes 
emerged: The Risk of Attending Hospital; Missing Routine Monitoring; 
Accessing Care as Needed and Remote Access and The Future.
The Risk of Attending Hospital: Against the prevailing media messages 
to avoid going to hospital, staying at home to avoid burdening the 
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healthcare system and the rising numbers of Covid patients in hospi-
tals, participants felt anxious about the dilemma of needing treatment 
for their IBD but putting themselves at risk to receive it.
Missing Routine Monitoring: Routine appointments and monitoring, 
which participants relied on for ‘keeping on top of’ their condition, 
stopped for some. Many could not access their IBD team or GP services 
at all, so routine blood tests for therapeutic levels were missed; in some 
cases, disease activity increased.
Accessing Care as Needed: Many were able to get clinical help as 
needed, even if the method of contact, and source of help, was different 
to usual. For others, the pandemic had caused considerable delay in 
getting diagnosed, and they felt overwhelmed and unsupported. Most 
understood the disruption to services due to staff redeployment, but 
some coped with the changes better than others.
Remote Access and The Future: the shifting focus away from face to 
face and towards remote appointments received mixed opinions. Many 
were happy with remote (phone, email) contact during the pandemic, 
out of necessity, but there were concerns from others that this would 
become normal in the future. It was suggested that first appointments 
should always be face to face.
Conclusion: Maintenance of IBD services in some form is essential 
throughout crisis periods; newly diagnosed patients needed additional 
support; dependence on IBD services could be reduced in the future 
through use of treatment/self-management plans. Mode of appoint-
ment needs to suit the patient.

N14
Who can do it, if not me? - Identification of 
biopsychosocial predictors for the quality of 
life, satisfaction with life, and acceptance of the 
gastrointestinal disease

A. Rudnik*1, G. Piotrowicz2, A. Piotrowicz3, M. Bidzan4, 
G. Rydzewska5

1University of Gdansk, Institute of Psychology, Gdańsk, Poland, 
2Independent Public Health Care of the Ministry of the Internal Affairs, 
Department of Gastroenterology-, Gdańsk, Poland, 3Independent 
Public Health Care of the Ministry of the Internal Affairs, Department 
of Gastroenterology, Gdańsk, Poland, 4University of Gdańsk, Institute 
of Psychology, Gdańsk, Poland, 5Central Clinical Hospital of the 
Ministry of the Interior and Administration in Warsaw, Department 
of Internal Medicine and Gastroenterology with Inflammatory Bowel 
Disease Subdivision, Warsaw, Poland

Background: Both IBS and inflammatory bowel diseases (including ul-
cerative colitis, UC, and Crohn’s disease, CD) are disorders that im-
pact patients’ physical and mental health. Psychological factors play a 
special role in their course as well as in coping with symptoms and the 
treatment process. Hence, there is a huge need for a holistic approach 
to patients, based on their psychological resources.
Methods: In total 104 patients (N = 104), 58 women and 46 men suf-
fering from IBS (35), UC (33), or CD (36) participated in the study. The 
average age equaled 32.56 years (SD = 11.04) and the average duration 
of the disease was 8.5 years (SD = 6.9). The structured questionnaires 
such as the Quality of Life SF-36v2 Questionnaire - the Polish version, 
the Satisfaction with Life Scale SWLS (Diener, Emmons, Larson, Griffin, 
Polish adapt. by Juczynski), the Acceptance of Illness Scale AIS (Felton, 
Revenson, Hinrichsen, Polish adapt. by Juczynski), the Generalised Self 
Efficacy Scale GSES (Schwarzer, Jerusalem, Juczynski), and the author’s 
own survey were used for data collection.
Results: Hierarchical regression analyses were performed to investigate 
whether psychological factors play a predictive role for the physical 

and mental components of quality of life and the sense of life satisfac-
tion. Regression analysis showed that the independent variables in step 
1 accounted for 0.3% of the variance of the sense of life satisfaction 
(F2.101 = 0.175, p = 0.840). The independent variables added in step 2 
further explained 18.5% of the variance (F6.95 = 3.608, p = 0.003). The 
independent variables added in step 3 further explained 8.3% of the 
variance (F4.91  =  2.607, p  =  0.041). Independent variables accounted 
for a total of 27.2% of the variance of the sense of satisfaction with 
life (F12.91 = 2.831, p = 0.002). The significant independent variables in 
step 3 were generalized self-efficacy and disease acceptance, indicating 
that patients convinced of their own effectiveness and accepting their 
disease achieved higher scores in terms of the sense of satisfaction with 
life.
Conclusion: Two predictors were identified as a result of the study. It 
has been shown that the acceptance of illness is a predictor of patients’ 
sense of life satisfaction as well as the physical and mental component of 
quality of life. The second predictor for the sense of satisfaction with life 
is generalized self-efficacy, which is also a predictor for the acceptance of 
the illness. The results of the study allow for the creation of individually 
tailored therapeutic programs to improve patients’ quality of life.

N15
Feedback from adolescents and parents on the 
transition process to an Irish Adult IBD service

M. Hamzawi*1, S. Brannick1, Y. Hickey1, F. Jones1, 
O. Brett Kilmurray1, J. Sheridan1, G. Cullen1

1St Vincent’s University Hospital, Department of Gastroenterology, 
Dublin, Ireland

Background: A nurse-led service improvement project has implemented 
a structured MDT model of transition for adolescents transitioning 
their IBD care to adult service in a tertiary hospital over a two-year 
period. Guidelines recommend obtaining service user and carer/parent 
perspectives on the process and identifying when additional emotional 
and psychological support is required. This had not been completed to 
date by the service.
Methods: Adolescents (13) and their parents/carer (7) who have been 
attending the service for 1  year were invited to complete a service-
designed, patient experience questionnaire to determine how well they 
have adapted to adult services. Items from The Brief Illness Perception 
Questionnaire (B-IPQ) were used to measure how participants under-
stand and are impacted by their IBD. Negative illness perceptions are 
associated with anxiety, depression and poor quality of life.
Results: Of the 13 responses from adolescents 85% felt ready to leave 
children’s services at time of transfer compared to 71% of the parents. 
87% of parents had concerns re transfer compared to 31% of ado-
lescents.92% of the adolescents felt they had a chance to talk about 
their concerns and would also be happy to individually contact the 
IBD nurses with questions. Only 23% would like the IBD nurses to 
contact parents directly for information/medical updates. A common 
theme in the open-ended questions for both the adolescents and par-
ents was the change in responsibility with the questions being directly 
asked to the adolescent and they are now the point of contact for the 
service. The most common topics for more information were fatigue, 
stress, diet, and getting this from a website or individually were the 
preferred methods. When attending clinic appointments adolescents 
always want to see a doctor but would like the opportunity to meet 
with the IBD nurse, dietitian and psychologist when required and 85% 
would consider using an online self-booking system if available. 50%of 
the adolescents reported their IBD affected them emotionally and were 
concerned about their illness.
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Conclusion: Parents had greater concerns than their children regarding 
transition. Since moving to the adults services the adolescents attending 
can express their concerns and will independently contact the service. 
The service needs to consider providing more information about the 
topics requested and support in infusion services. The introduction to 
the IBD service of the patient information booklet, dedicated adoles-
cent clinics, pre attendance MDT introduction meetings helped create a 
positive experience for the adolescents and parents. The MDT model of 
transition may help facilitate an individualised intervention pathway to 
address concerns and improve outcomes for this group.

N16
‘Same storm, different boat’… Exploring the 
impact of the COVID-19 pandemic on patients 
with Inflammatory Bowel Disease, with or without 
shielding: a qualitative study

K. Kemp1, P. Avery2, R. Bryant3, A. Cross4, K. Danter3, A. Kneebone5, 
D. Morris6, A. Walker7, L. Whitley8, L. Dibley*9

1Manchester Royal Infirmary, Department of Gastroenterology, 
Manchester, United Kingdom, 2St. Mark’s Hospital, IBD Unit, 
London, United Kingdom, 3Patient & Public Involvement Colleague, 
x, x, United Kingdom, 4Gloucestershire Hospitals NHS Foundation 
Trust, Gastroenterology, Gloucester, United Kingdom, 5Royal Bolton 
Hospital, Gastroenterology, Bolton, United Kingdom, 6Lister Hospital, 
Endoscopy, Stevenage, United Kingdom, 7South Warwickshire NHS 
Foundation Trust, Gastroenterology, Warwick, United Kingdom, 
8University College London Hospitals NHS Foundation Trust, 
Gastroenterology, London, United Kingdom, 9University of Greenwich, 
Faculty of Education- Health and Human Sciences, London, United 
Kingdom

Background: During the Covid-19 pandemic, patients with 
Inflammatory Bowel Disese (IBD) were advised about shielding based 
on clinical risk assessment. We explored experiences of IBD patients 
who did or did not shield during three UK lockdowns.
Methods: Participants aged 18  years+ with a confirmed diagnosis 
of Crohn’s disease, Ulcerative Colitis or IBD-Unclassified, who had 
shielded or not during any lockdown period were recruited from 
Crohn’s and Colitis UK. Semi-structured online or phone interviews 
(captured February-May 2021) were audio-recorded, transcribed pro-
fessionally, and analysed using thematic analysis.
Results: Of 43 participants, 24 shielded; median age 38  years (19–
63 years); 27 (62.7%) females; diagnosed with Crohn’s Colitis (n=2), 
Crohn’s disease (n=21), Ulcerative colitis (n=18) and IBD-Unclassified 
(n=2). Median disease duration 13 years (0.6–36 years). Participants 
were assessed as high (n-=10), moderate (n=23) and low (n=10) risk. 
Four main themes emerged: Vulnerability and Risk; IBD Preparedness; 
The Two Faces of Janus and Transitions.
Vulnerability and Risk: The ‘Clinically Extremely Vulnerable’ label 
caused alarm, despite bringing benefits. Conflicting information caused 
confusion; some made their own decision about risk which did not al-
ways match official advice. Participants felt vulnerable to higher risk 
caused by others’ behaviour. Some feared catching Covid.
IBD Preparedness: Living with IBD prepared participants for shielding/
social distancing. Many felt others now appreciated their usual world 
of periods of isolation and missing out on social events. Some realised 
the need to take their IBD more seriously.
The Two Faces of Janus: The pandemic brought benefits and challenges 
to most participants. Working/studying from home often impacted 
positively on symptoms such as urgency and fatigue, as work and 

travel-related stresses eased. Loss of physical social contact with oth-
ers was very distressing; many adopted new wellbeing activities to 
overcome social isolation. Few found the pandemic experience wholly 
positive.
Transitions: the experience of lockdown changed over time, as did 
shielding patterns. The easing of restrictions (March-June 2021)  left 
shielding and non-shielding participants feeling confused, since they 
felt the risk remained. Some participants continued to shield or be so-
cially distant, often mistrusting others to behave responsibly.
Conclusion: The pandemic had positive and negative effects for shield-
ing and non-shielding participants alike. Adherence to Government 
shielding and/or social distancing guidelines was threatened by rising 
concerns about mental health and wellbeing. Any patient, regardless of 
official risk status, may need support to re-integrate socially.

N17
Co Design of young person’s IBD clinic for 16–
24 year olds

M. Hamzawi*1, S. Brannick2, Y. Hickey2, G. Cullen2, J. Sheridan2

1St Vincent’s University Hospital, Department of Gastroenterology, 
Dublin, Ireland, 2St Vincent’s University Hospital, Gastroenterology, 
Dublin, Ireland

Background: In Ireland,young people with Inflammatory Bowel Disease 
(IBD), diagnosed in a paediatric hospital transition to adult services at 
16 years of age. Transition is an essential milestone for adolescents with 
IBD as critical functioning skills necessary for self-management are not 
fully developed and adolescents often find it difficult to engage with 
health care professionals about their disease. To date an ideal transition 
model has not been defined. The aim of this pilot study was to seek 
input from a transition group to aid the development of future transi-
tion and young person clinics.
Methods: During 2019, 8 patients transitioning into our adult IBD 
service were assigned to the pilot structured multidisciplinary (MDT) 
pathway for 12 months. This involved meeting with Consultant, CNS, 
psychologist and dietitian at each clinic appointment. Patient experi-
ence measures were given after each visit and on completion of the 
pathway participants rated their experience on Likert scales and free 
text responses. Findings would be useful to steer service development.
Results: At the end of 1 year excellent satisfaction rates were reported 
by those attending clinics with MDT input. Nonetheless 50% preferred 
consultant only clinics. 37.5% opted for full MDT review and 12.5% 
requested psychology input plus consultant at clinic.
Conclusion: The project highlights the importance of patient focused 
studies when designing young patient’s transition clinics. 50% of young 
IBD patients did not request full MDT on a regular basis. This study 
is being expanded to review patient experiences from a larger cohort 
aged 18–24 years and a Randomised Control Trial will be conducted to 
guide future a transition pathway

N18
Introduction of inflammatory bowel disease 
specialized dietitian and nutritional status in a 
multidisciplinary IBD team

S. Hoekx1, J. Vanderstappen*1, J. Wellens1, B. Verstockt1, F. Marc1, 
S. Vermeire1, J. Guedelha Sabino1

1KU Leuven, Gastroenterology, Leuven, Belgium
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Background: Qualitative inflammatory bowel disease (IBD) care is 
marked by a multidisciplinary approach including physicians, nurses, 
psychologists and dietitians. Specialist IBD dietitians can address the 
specific needs of patients with IBD, with an emphasis on nutritional 
status, disease activity, and functional symptoms. We wanted to obtain 
a snapshot of the IBD population referred to the dietitian at our IBD 
clinic.
Methods: Since February 2021, two specialist IBD dietitians were 
hired at the multidisciplinary IBD-team of our tertiary referral centre. 
Data from all IBD patients seen by the IBD-dietitians were prospect-
ively collected. Patients with IBD were referred to the IBD dietitians for 
dietary advice concerning optimization of nutritional status, modula-
tion of diet-induced abdominal symptoms, and IBD-related problems 
(e.g. high output stoma, obstruction, enteral or parenteral nutrition). 
Malnutrition as reason for referral was defined as an abnormal body 
mass index (BMI <18.5 or >25 kg/m²).
Results: From 1 February 2021 until 16 November 2021, 219 IBD 
patients (58.4% women, median age 38  years, 127 Crohn’s disease, 
92 ulcerative colitis) were seen by the IBD-dietitians. Patient charac-
teristics are described in table 1. A  total of 303 contacts were regis-
tered, including 82% in-hospital consultations (16% in-patient clinic, 
66% outpatient clinic) and 18% remote consultations (via telephone 
or email). The median BMI at first consultation was 23.49 kg/m2. In 
this cohort, 46.6% of IBD patients had a normal BMI, 37% were obese 
or overweight, and 13.2% has underweight. Males had a significantly 
higher BMI than females (BMI 24.5 vs 22.5 kg/m2, p-value 0.048). The 
main reasons for referral were IBD-related symptoms or disease ac-
tivity (46.6%), malnutrition (26%), functional symptoms (16.4%), and 
patient’s interest in receiving more information on diet (9%). Of note, 
none of the patients were being treated with enteral nutrition at time 
of referral, and only 5 patients were being treated with parenteral nu-
trition. Most patients received dietary advice (92%) and only 1 patient 
was started with enteral nutrition.

Conclusion: The introduction of IBD-dietitians in our multidiscip-
linary IBD care program has allowed IBD-patients with or without 
malnutrition, to be assessed by a specialist IBD dietitian who can 
provide appropriate dietary advice. Of note was that despite an al-
ready expert IBD center with a multidisciplinary team in place, the 
prevalence of malnutrition in this selected IBD cohort was very high. 
Nevertheless, IBD disease activity and IBD-related symptoms were 

the main reason for referral to the IBD-dietitian, reflecting the need 
for tailored nutritional advice complementary to medical or surgical 
treatment.

N19
Improving the standard of care for patients 
with IBD - translating the N-ECCO Consensus 
Statements

E. Kjaer-Mikkelsen*1, A. Hindhede2, P. Bager3

1Regional Hospital West Jutland, Unit of Gastroenterology, Herning, 
Denmark, 2Odense University Hospital, Medical Gastrointestinal 
Diseases, Odense, Denmark, 3Aarhus University Hospital, Department 
of Hepatology and Gastroenterology, Aarhus N, Denmark

Background: In 2018 the Second N-ECCO Consensus Statements were 
published in JCC and presented at the ECCO Congress. The statements 
aim to show the ‘ideal’ standard of care for patients with IBD and sup-
port IBD nursing practice. The statements comprise several sections: 
Fundamental IBD Nursing, Advanced IBD Nursing, and The benefit 
of an IBD Nurse. The Statements are presented in English and are 
available via the ECCO webpage. In order to raise awareness of the 
Statements and allow the Statements to be used in IBD nursing practice 
in Denmark, we aimed to translate the statements and to evaluate how 
the translated version were used.
Methods: Translation of statements into Danish by a physician who 
also is a journalist. Supported by the last author of the Statements 
(Bager). Distribution of the Statements to the Danish Community of 
IBD nurses. Open e-survey asking IBD nurses about the Danish version.
Results: Translation were done in autumn 2020. Promotion and dis-
tribution were done in spring 2021. This included 2 video recordings 
explaining the aim of the statements and how they could be used. 
Furthermore, the statements became online via our national organisa-
tion for IBD-nurses.
The survey was launched in autumn 2021. As of November 22th. 
2021, 16 nurses from across Denmark have responded. A  large ma-
jority knew about the Danish version and aimed to use the Statements. 
However, implementation of the statements was delayed due to the 
covid-pandemic and a 10 weeks long strike among nurses in the sum-
mer of 2021. Furthermore, the responders highlighted the statements 
of most clinical importance. The top 5 most important statements 
were; 1)  Fundamental IBD Nursing, 2)  Impact of IBD on patients’ 
lives, 3) The Advanced IBD Nurse caring for complex patients, 4) The 
Advanced IBD Nursing assessment, and 5)  Patient information and 
education.
Conclusion: Translation of the Second N-ECCO Consensus Statements 
into Danish was appreciated by IBD nurses in Denmark. A majority 
aimed to include the statements in the development of IBD nursing in 
clinical practice.

N20
Safety of extended blood monitoring for adult 
Inflammatory Bowel Disease (IBD) patients on oral 
azathioprine during the COVID-19 pandemic: a 
single-centre audit

A. AL-HASANI*1, L. Younge1, A. Chana1

1St Marks Hospital- London North West University Healthcare NHS 
Trust, Gastroenterology, London, United Kingdom
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Background: Azathioprine (AZA) is a recognised treatment option for 
maintaining remission in IBD patients. Myelotoxicity and abnormal 
liver function tests may present at any stage of therapy, therefore ECCO 
advises practitioners to check full blood count, liver and kidney func-
tion tests at 3-monthly intervals for patients established on therapy. 
During the COVID-19 pandemic, UK guidance suggested reducing 
blood test monitoring to a minimum safe frequency to facilitate ‘shield-
ing’ of vulnerable patient groups.
Patients established on treatment at St Mark’s Hospital for more than 
12 months, on stable doses were deemed eligible for extended blood 
monitoring intervals of 6-monthly. The aim of this audit was to assess 
the impact of this extension on patient safety, by measuring outcomes 
against locally agreed standards.
Methods: All patients on AZA were identified using the pharmacy dis-
pensing system and patient information software for blood test results, 

clinic letters and notes. Outcomes for patients who had extended blood 
monitoring were collected retrospectively including monitoring calls 
to the IBD advice line and any hospital admissions associated with 
therapy. Subsequent blood test results were also captured.
Results: A total of 92 patient records were identified and analysed. Table 
1 shows the achieved compliance (%) to the audit standards compared 
to the target compliance (%). 54% of patients (n=50) received medica-
tion that lasted beyond the standard 12-week validity of a blood test, i.e. 
had extended blood monitoring. Of those 50 patients, 43 were eligible 
for extended blood monitoring (86%). From 50 patients with extended 
blood monitoring, one patient had elevated alanine aminotransferase 
levels which improved after a one-week treatment break. Another pa-
tient called the IBD advice line reporting nausea and abdominal cramps 
due to treatment and was advised to split the dose and monitor for side 
effects. No patients were admitted to emergency care or hospital due 
to deranged blood test results or adverse effects from their medication.
Conclusion: Overall the findings suggest that the temporary relaxation 
of blood monitoring did not adversely affect patient safety. For more 
comprehensive results, it would be prudent to repeat the audit using 
a larger sample size; however the audit has established a baseline at a 
time of unprecedented changes in the workplace, which will be useful 
in guiding future practice.
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