
HAL Id: hal-03551241
https://u-picardie.hal.science/hal-03551241v1

Submitted on 9 May 2023

HAL is a multi-disciplinary open access
archive for the deposit and dissemination of sci-
entific research documents, whether they are pub-
lished or not. The documents may come from
teaching and research institutions in France or
abroad, or from public or private research centers.

L’archive ouverte pluridisciplinaire HAL, est
destinée au dépôt et à la diffusion de documents
scientifiques de niveau recherche, publiés ou non,
émanant des établissements d’enseignement et de
recherche français ou étrangers, des laboratoires
publics ou privés.

Distributed under a Creative Commons Attribution - NonCommercial 4.0 International License

Evolution of endoscopic lesions in steroid-refractory
acute severe ulcerative colitis responding to infliximab

or cyclosporine
David Laharie, Arnaud Bourreille, Julien Branche, Matthieu Allez, Yoram
Bouhnik, Jerome Filippi, Frank Zerbib, Guillaume Savoye, Lucine Vuitton,

Jacques Moreau, et al.

To cite this version:
David Laharie, Arnaud Bourreille, Julien Branche, Matthieu Allez, Yoram Bouhnik, et al.. Evolu-
tion of endoscopic lesions in steroid-refractory acute severe ulcerative colitis responding to inflix-
imab or cyclosporine. Clinical Gastroenterology and Hepatology, 2021, 19 (6), pp.1180-1188.e4.
�10.1016/j.cgh.2020.08.001�. �hal-03551241�

https://u-picardie.hal.science/hal-03551241v1
http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
https://hal.archives-ouvertes.fr


1 

Evolution of endoscopic lesions in steroid-refractory acute severe ulcerative colitis 

responding to infliximab or cyclosporine  

D Laharie (1), A Bourreille (2), J Branche (3), M Allez (4), Y Bouhnik (5), J Filippi (6), F 

Zerbib (1), G Savoye (7), L Vuitton (8), J Moreau (9), A Amiot (10), L Beaugerie (11), E 

Ricart (12), O Dewit (13), A Lopez-Sanroman (14), M Fumery (15), F Carbonnel (16), A 

Buisson (17), B Coffin (18), X Roblin (19), G van Assche (20), M Esteve (21), M Farkkila 

(22), JP Gisbert (23), P Marteau (24), S Nahon (25), M de Vos (26), L Peyrin-Biroulet (27), 

JY Mary (28). 

Affiliations: 

1CHU de Bordeaux, Centre Medico-chirurgical Magellan, Hôpital Haut-Lévêque, service 

d’hépato-gastroentérologie et oncologie digestive; Université de Bordeaux; INSERM CIC 

1401; Bordeaux, France; 2CHU de Nantes, Hôtel-Dieu, Hépato-Gastroentérologie, Institut des 

Maladies de l’Appareil Digestif, F-44093 Nantes, France; 3CHRU de Lille, Hôpital Claude 

Huriez, Service des maladies de l’appareil digestif – Endoscopie digestive, F-59037 Lille, 

France; 4Hôpital Saint-Louis, service d’Hépato-Gastroentérologie, APHP - Université Paris 

VII, F-75010 Paris, France; 5Hôpital Beaujon, Gastroentérologie, MICI et Assistance 

Nutritive, APHP - Université Paris VII, F-92110 Clichy, France; 6CHU de Nice, Hôpital de 

l’Archet 2, Service de Gastroentérologie et Nutrition Clinique, F-06202 Nice, France; 7CHU 

de Rouen, Hôpital Charles Nicolle, service de Gastroentérologie, UMR 1073", Normandie 

Université-Rouen, F-76031 Rouen, France; 8CHU de Besançon, Hôpital Jean Minjoz, Service 

de Gastroentérologie, F-25030 Besançon, France; 9CHU de Toulouse, Hôpital Rangueil, 

Service de Gastro-entérologie et Nutrition, F-31059 Toulouse, France; 10Hôpital Henri 

Mondor, Service d’Hépato-gastroentérologie, APHP – Université Créteil, EC2M3-EA 7375, 

© 2020 published by Elsevier. This manuscript is made available under the CC BY NC user license
https://creativecommons.org/licenses/by-nc/4.0/

Version of Record: https://www.sciencedirect.com/science/article/pii/S1542356520310788
Manuscript_c0dd4ea6d53abe88e3e2a9cbe78d9567

https://www.elsevier.com/open-access/userlicense/1.0/
https://www.sciencedirect.com/science/article/pii/S1542356520310788
https://creativecommons.org/licenses/by-nc/4.0/
https://www.sciencedirect.com/science/article/pii/S1542356520310788


2 

F-94010 Créteil, France; 11INSERM, Institut Pierre Louis d’Epidémiologie et de Santé

Publique, AP-HP, Hôpital Saint-Antoine, Department of Gastroenterology, F75012, Paris, 

France; 12Hospital. Clinic, Gastroenterology department, IDIBAPS, CIBEREHD, Barcelona-

08036,Spain; 13UCL Saint Luc, Service d’Hépato-Gastroentérologie, 1200 Brussels, Belgium; 

14Hospital Ramon y Cajal, Unidad de EII / IBD Unit, Servicio de Gastroenterología y 

Hepatología, E-28034 Madrid, Spain; 15CHU Amiens, service d’Hépato-Gastroentérologie, 

and Peritox UMR I-01, F-80000 Amiens, France; 16Hôpital Bicêtre, service d’Hépato-

Gastroentérologie, APHP – Université Paris Sud 11, F-94275 Le Kremlin Bicêtre, France; 

17Université Clermont Auvergne, Inserm U1071, M2iSH, USC-INRA 2018, 3iHP, CHU 

Clermont-Ferrand, Service d’Hépato-Gastroentérologie, Clermont-Ferrand, France; 18Hôpital 

Louis Mourier, service d’Hépato-Gastroentérologie, Pôle Maladie Appareil Digestif, APHP - 

Université Paris VII, F-92700 Colombes, France; 19CHU de Saint-Etienne, Hôpital Nord, 

Service de Gastro-entérologie et Hépatologie, F-42277 Saint-Etienne, France; 20University 

Hospital Leuven, Division of Gastroenterology and Hepatology, Leuven, Belgium; 21Hospital 

Universitari Mútua de Terrassa, Department of Gastroenterology; Catalonia. Centro de 

Investigación Biomédica en Red de Enfermedades Hepáticas y Digestivas  (CIBEREHD). 

Spain; 22Helsinki University, and Helsinki University Central Hospital, Clinic of 

Gastroenterology, 00029 HUS, Finland; 23Gastroenterology Unit, Hospital 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), Madrid, Spain; 24Sorbonne Université; Service Hépato-

gastroentérologie Hôpital Tenon APHP – Paris, France; 25CHI Le Raincy Montfermeil, 

Service d’Hépato-gastroentérologie, F-93370 Montfermeil, France 26Ghent University 

Hospital, B-9000 Gent, Belgium; 27Inserm U1256 NGERE and Department of Hepato-

Gastroenterology, University Hospital of Nancy, Lorraine University, 54511 Vandoeuvre-lès-



3 

Nancy, France; 28UMR-S- 1153 Inserm, Equipe ECSTRA, Denis Diderot – Paris 7 

University, Hôpital Saint-Louis, Paris, France. 

Corresponding author:  

David Laharie, service d’Hépato-gastroentérologie, Hôpital Haut-Lévêque, CHU de 

Bordeaux, 33600 Pessac 

E-mail : david.laharie@chu-bordeaux.fr

Short title: endoscopic evolution of acute severe ulcerative colitis 

Word count: abstract: 260; main text: 3482. 

Acknowledgements: This study was funded by the Association Francois Aupetit. 

Authors involvement:  

Study concept and design; acquisition of data; analysis and interpretation of data; drafting of 

the manuscript; critical revision of the manuscript for important intellectual content; statistical 

analysis; obtained funding; technical, or material support; study supervision: DL. 

Study concept and design; analysis and interpretation of data; drafting of the manuscript; 

critical revision of the manuscript for important intellectual content; statistical analysis; 

technical, or material support; study supervision: JYM. 

Acquisition of data and critical revision of the manuscript: AB, JB, MA, YB, JF, FZ, GS, LV, 

JM, AA, JC, ER, OD, ALS, JLD, FC, GB, BC, XR, GVA, ME, MF, JPG, PM, SN, MDV, 

DF, LPB. 

Statistical analysis: JYM.  



4 

Conflicts of interest: 

D Laharie declares counseling, boards, transports or fees from Abbvie, Biogaran, Biogen, 

Ferring, HAC-pharma, Janssen, MSD, Novartis, Pfizer, Prometheus, Roche, Takeda, 

Theradiag, Tillots. 

A Bourreille declares counseling, boards, transports or fees from Abbvie, Ferring, Janssen, 

MSD, Novartis, Pfizer, Takeda, Tillots. 

J Branche fees from Abbvie, Cook Medical, Boston Scientific, MSD, Mayoly Spindler. 

M Allez declares counseling, boards or fees from Amgen, Biogen, Celgene, Ferring, 

Genentech/Roche, Janssen, MSD, Novartis, Pfizer, Takeda, Tillots. 

Yoram Bouhnik has received lecture and consulting fees from Abbvie, Biogaran, Boehringer-

Ingelheim, CTMA, Ferring, Gilead, Hospira, ICON, Inception IBD, Janssen, Lilly, Mayoli 

Spindler, Merck, MSD, Norgine, Pfizer, Robarts Clinical Trials, Roche, Sanofi, Shire, 

Takeda, UCB and Vifor Pharma. This author has also stock ownership of Inception IBD, San 

Diego, CA, USA. 

J Filippi declares lecture and consulting fees from Abbvie, Astellas pharma, Covidien, 

Ferring, Jansen, MSD, Pfizer, Takeda. 

F Zerbib declares counseling, boards, transports or fees from Abbvie, Allergan Reckitt 

Benckiser, Coloplast, Vifor Pharma, Takeda, Alfasigma, Janssen, Biocodex, Mayoli Spindler, 

Ipsen. 

G Savoye declares boards, transports and fees from Ferring, Janssen, Mayoli Spindler, MSD, 

Pfizer, Takeda, Tillots, Vifor Pharma. 

L Vuitton declares lecture or consulting fees from Abbvie, Amgen, Gilead, Ferring, Janssen, 

Mayoli, MSD, Takeda, Pfizer. 

J Moreau declares no conflict of interest. 



5 
 

A Amiot declares consulting fees from Abbvie, Hospira, Janssen, Tillotts, Pfizer, Takeda, 

Gilead and Biocodex as well as lecture fees and travel accommodations from Abbvie, 

Janssen, Biocodex, Hospira, Ferring, Pfizer, Ferring, Tillotts, Grifols, Takeda and MSD. This 

author also received advisory board fees from Gilead, Takeda and Abbvie. 

L Beaugerie received consulting fees from Janssen, Pfizer and Takeda; lecture fees from 

Abbvie, Janssen, MSD, Ferring Pharmaceuticals, Mayoly-Spendler, and Takeda; research 

support from Abbott, Ferring Pharmaceuticals, Hospira-Pfizer, Janssen, MSD, Takeda and 

Tillots. 

E Ricart declares lecture and consulting fees from MSD, Abbvie, Takeda, Janssen, Pfizer, 

Ferring, Amgen, Fresenius-Kabi.  

O Dewit declares lecture fees and consultant fees from Abbvie, Ferring, Fresenius-Kabi, 

Janssen, Mylan, MSD, Pfizer, Takeda. 

A Lopez-Sanroman declares lecture fees,consultant fees, or both, from Abbvie, Ferring, MSD, 

Janssen, Takeda, Pfizer, Tillots, Lilly and, research grant from Abbvie and MSD. 

M Fumery declares lecture fees and consultant fees from Abbvie, Ferring, MSD, Janssen, 

Takeda, Gilead, Celgene, Boehringer, Pfizer, Tillots. 

F Carbonnel declares no conflict of interest. 

A Buisson declares consulting fees for Abbvie, Amgen, Biogen, Janssen, MSD, Pfizer, 

Roche, Takeda and Tillots and lecture fees for Abbvie, Amgen, Biogen, Janssen, Mayoly-

Spindler, MSD, Norgine Pfizer, Roche, Takeda and Tillots. 

B Coffin declares fees from Abbvie, Mayoly. 

X Roblin declares fees from MSD, Abbvie, Celltrion, Janssen, Takeda, Amgen, Pfizer. 

G van Assche declares no conflict of interest in the last 18 months; since 2018: fees from 

Abbvie, Pfizer, Janssen, Takeda, Roche, MSD, Ferring. 



6 
 

M Esteve declares lecture fees and consultant fees from AbbVie, MSD, Janssen, Takeda, 

Pfizer and Tillots and has received research funding from MSD and Abbvie. 

M Farkkila declares lecture or consultation fees from AbbVie, Tillotts Pharma, DelSiTech, 

Pfizer. 

JP Gisbert has served as a speaker, a consultant and advisory member for or has received 

research funding from MSD, Abbvie, Hospira, Pfizer, Kern Pharma, Biogen, Takeda, Janssen, 

Roche, Sandoz, Celgene, Ferring, Faes Farma, Shire Pharmaceuticals, Dr. Falk Pharma, 

Tillotts Pharma, Chiesi, Casen Fleet, Gebro Pharma, Otsuka Pharmaceutical, Vifor Pharma. 

P Marteau declares fees from Biocodex, Ferring, Janssen, Mayoli Spndler. 

S Nahon declares lectures or advisory board fees from AbbVie, MSD, Vifor Pharma, Pfizer, 

Janssen and Ferring.  

M de Vos declares no conflict of interest.  

L Peyrin-Biroulet reports personal fees from AbbVie, Janssen, Genentech, Ferring, Tillots, 

Pharmacosmos, Celltrion, Takeda, Boerhinger Ingelheim, Pfizer, Index Pharmaceuticals , 

Sandoz, Celgene, Biogen, Samsung Bioepis, Alma, Sterna, Nestle, Enterome, Allergan, MSD, 

Roche, Arena, Gilead, Hikma, Amgen, BMS, Vifor, Norgine ; Mylan, Lilly, Fresenius Kabi, 

Oppilan Pharma, Sublimity Therapeutics, Applied Molecular Transport, OSE 

Immunotherapeutics, Enthera, Theravance; grants from Abbvie, MSD, Takeda ; stock 

options : CTMA. 

JY Mary declares no conflict of interest.  

  



7 

What You Need to Know 

Background: 

- Endoscopic remission has become a therapeutic goal in ulcerative colitis

- Few data are available on the evolution of endoscopic lesions of patients admitted for

acute severe ulcerative colitis

Findings: 

- Endoscopic remission of acute severe ulcerative colitis takes approximately three

months

- It starts with bleeding remission, followed by ulceration/erosion healing and then by

restoration of the vascular pattern.

- Infliximab provides higher rate of patients in endoscopic remission than cyclosporine

in patients who experienced intravenous steroid failure.

Implications for patient care: 

- Patients should not be assessed too early by flexible sigmoidoscopy.

- Infliximab provides a higher endoscopic remission rate than cyclosporine at three

months.
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Abstract 

Background/Aims: Few data on the evolution of endoscopic findings are available in 

patients with acute severe ulcerative colitis (ASUC). The aim of this study was to describe 

this evolution in a prospective cohort. 

Methods: Patients admitted for a steroid-refractory ASUC and included in a randomized trial 

comparing infliximab and cyclosporine were eligible if they achieved steroid-free clinical 

remission at day 98. Flexible sigmoidoscopies were performed at baseline, days 7, 42 and 98. 

Ulcerative colitis endoscopic index of severity (UCEIS) and its sub-scores - vascular pattern, 

bleeding and ulceration/erosion - were post-hoc calculated. Global endoscopic remission was 

defined by a UCEIS of 0, and partial endoscopic remission by any UCEIS sub-score of 0.  

Results: Among the 55 patients analyzed (29 infliximab and 26 cyclosporine), 49 (83%) had 

UCEIS ≥6 at baseline at baseline. Partial endoscopic remission rates were higher for bleeding 

than for vascular pattern and for ulcerations/erosions at day 7 (20% vs. 4% and 5% (n=55); 

p=0.004 and p=0.04), for bleeding and ulceration/erosion than for vascular pattern at day 42 

[63% and 65% vs. 33% (n=54); p<0.001 for both] and at day 98 [78% and 92% vs. 56% 

(n=50); p=0.007 and p<0.001]. Global endoscopic remission rates at day 98 were higher in 

patients treated with infliximab than with cyclosporine [73% vs. 25% (n=26 and 24); 

p<0.001]. 

Conclusion: In steroid-refractory ASUC patients responding to a second-line medical 

therapy, endoscopic remission process started with bleeding remission and was not achieved 

in half the patients at day 98 for vascular pattern. Infliximab provided a higher endoscopic 

remission rate than cyclosporine at day 98.  

 

Keywords: ulcerative colitis, cyclosporine, infliximab, mucosal healing, UCEIS. 
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Introduction 

Ulcerative colitis is a chronic and disabling inflammatory bowel disease affecting the rectum 

and the colon (1), characterized by unpredictable inflammatory flares that can be in 25% of 

patients a life-threatening severe attack (2).  

Identification of patients having an acute severe ulcerative colitis is still based on the 

historical clinico-biological Truelove-Witts criteria (3, 4). These patients should be 

emergently admitted in a dedicated unit to receive speed-acting parenteral drugs according to 

a standardized protocol with the aim to avoid salvage colectomy (4). The medical regimen 

starts with intravenous steroids, followed by infliximab or cyclosporine in case of failure. 

Despite an optimal management, even in experienced centers, acute severe ulcerative colitis 

death rate remains 1% in Western countries (5).  

The ultimate therapeutic objective in ulcerative colitis is to achieve sustained steroid-free 

clinical remission together with healing of endoscopic inflammatory lesions (4). 

Consequently, repeated endoscopic assessments have been implemented in practice to score 

the severity of endoscopic lesions to adjust the therapeutic strategy. The two more frequently 

used endoscopic ulcerative colitis scoring systems are the Mayo endoscopic subscore and the 

more recent ulcerative colitis endoscopic index of severity (UCEIS) that has been built and 

validated on the most reproducible inflammatory items that are vascular pattern, bleeding and 

erosions/ulcerations (6-9). Interestingly, UCEIS can be used for assessing patients with acute 

severe ulcerative colitis as shown by two retrospective cohorts (10, 11)   

Few data are available on the evolution of acute severe ulcerative colitis endoscopic lesions. 

Therefore, the aim of the present study was to describe the evolution of endoscopic lesions in 

a prospective cohort of patients admitted for a steroid-refractory acute severe ulcerative colitis 

and included in the CYSIF trial (12), if they responded to a second-line medical therapy. 
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Methods 

Study design and patients  

CYSIF was a European randomized, open-label, controlled trial conducted in 23 French and 

Belgian GETAID (Groupe d’Etude sur les Affections Inflammatoires Digestives) and 6 

European ECCO (European Crohn and Colitis Organisation) centers, comparing cyclosporine 

to infliximab in 115 patients admitted for steroid-refractory acute severe ulcerative colitis 

(EudraCT: 2006-005299-42; ClinicalTrials.gov number: NCT00542152). Patients have been 

included from June 2007 to August 2010. Briefly, eligible patients were adults having an 

acute severe ulcerative colitis defined by a Lichtiger score >10, who were refractory to at least 

0.8 mg/kg/d of intravenous methylprednisolone or equivalent given for at least 5 days and 

who were naive for cyclosporine, infliximab and thiopurine except if it was started less than 

four weeks before inclusion. Patients with indication for emergent colectomy or having 

proctitis, Crohn’s disease, active infection or usual contra-indication to cyclosporine, 

infliximab and thiopurine were excluded. Results of the initial study have been previously 

published in extenso showing that treatment failure occurred in 60% patients given 

cyclosporine and 54% given infliximab (12). 

The institutional review board at each center approved the protocol, and all patients provided 

written informed consent.  

For assessment of endoscopic disease activity, four flexible sigmoidoscopies planed in the 

study protocol were performed at baseline and at days 7, 42 and 98 in patients still in the 

study. Examinations were locally read and not recorded.  

All patients enrolled into the CYSIF trial were included in the endoscopic post-hoc analysis if 

they achieved steroid-free clinical remission at day 98, defined as total Mayo score at 2 or less 

with a Mayo endoscopic sub-score at 1 or less, or if they had steroid-free Mayo endoscopic 

sub-score at 2 and all other sub-scores at 1 or less at day 98 without new treatment initiated at 
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day 98. Patients who experienced a relapse or any severe adverse event leading to treatment 

modification or interruption between day 7 and day 98 have been excluded. 

Endoscopic findings 

For each endoscopic assessment, the following pre-specified endoscopic lesions were 

recorded per segment (rectum and sigmoid colon) on a standardized form: erythema 

(absent/mild/moderate/frank), friability (absent/mild/moderate/marked), granularity (absent/ 

present), erosion (absent/rare/intermediate/numerous), superficial ulceration (absent/rare/ 

intermediate/numerous), deep ulceration (absent/rare/intermediate/numerous), including well-

like ulceration, mucosal detachment and mucosal abrasion (absent/present), pseudopolyp 

(absent/present). Mayo endoscopic sub-score was reported from the standardized form. As 

UCEIS is available since 2012, total score and its sub-scores – vascular pattern, bleeding and 

erosions/ulcerations - were post-hoc calculated in each segment from endoscopic reports as 

follows: vascular pattern was scored 0 when erythema was normal, 1 when it was mild and 2 

when it was moderate or frank; bleeding was scored as friability; erosions/ulcerations was 

scored 0 when erosion and ulceration were absent, 1 in presence of erosion but no ulceration, 

2 in presence of superficial ulceration but not deep ulceration and 3 in presence of deep 

ulceration. Global UCEIS and, vascular pattern, bleeding and erosions/ulcerations sub-scores 

were calculated for the whole examination, as maximal values across rectum and sigmoid 

segments. 

Global endoscopic remission was defined as UCEIS at 0 and partial endoscopic remission as 

vascular pattern sub-score at 0 for vascular pattern, as bleeding sub-score at 0 for bleeding, as 

erosions/ulcerations sub-score at 0 for ulceration/erosion.  

Objectives 

Objectives of the study were the following: i) to describe the time course of Mayo endoscopic 

sub-score, UCEIS and UCEIS sub-scores globally and per treatment group; ii) to compare 
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endoscopic remission between the three UCEIS sub-scores at each time point globally and per 

treatment group; iii) to compare the evolution of the UCEIS erosions/ulcerations sub-score 

between patients having a sub-score of 3 and those having a sub-score of 2 at inclusion at 

each time point; iv) to compare global and partial endoscopic remission between rectum and 

sigmoid at each time point; v) to compare global and partial endoscopic remission between 

patients treated with infliximab and those receiving cyclosporine and at each time point. 

Statistics 

Patient characteristics were described through n, proportion, median, inter-quartile range 

(IQR) for qualitative and quantitative items, respectively. To describe Mayo endoscopic sub-

score, UCEIS and its sub-scores, n, mean ± standard deviation, proportions of each sub-score 

value were used since median (IQR) were not enough informative due to too numerous ties. 

Partial endoscopic remission rates were compared between UCEIS sub-scores at each time 

points through paired chi-square test. Global and partial endoscopic remission rates were 

compared similarly between rectum and sigmoid segments. UCEIS and its sub-scores were 

compared at each time point between both treatment groups, as endoscopic remission rates 

through chi-square test or as absolute levels through Mann-Whitney test. 

According to the numerous tests performed, significance was achieved for a p-value less than 

0.005. 
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Results 

Study population 

From the 115 patients randomized in the CYSIF trial, 55 have been included into the present 

endoscopic analysis (29 received infliximab and 26 cyclosporine) because they achieved 

steroid-free clinical remission at day 98. Characteristics of these 55 patients were similar 

regarding age, gender, disease extension, median Lichtiger score and median CRP level with 

those of the 60 randomized patients who were excluded from the present analysis.  

Main patients’ characteristics and endoscopic findings at baseline are presented per treatment 

arm in table 1. Briefly, 30 (55%) were women with a median age of 35 (IQR: 27-48) years 

and a median disease duration since diagnosis of 2.1 (0.2-7.0) years; 14 (25%) patients were 

admitted for first attack of ulcerative colitis. At inclusion, patients had received intravenous 

steroids during 8 (6-9) days; they had median Lichtiger score of 12 (11-13). 

Regarding endoscopic findings at baseline, all except two patients had Mayo endoscopic sub-

score of 3 and 49 (89%) patients had UCEIS of 6 or more. Regarding UCEIS sub-scores at 

baseline, 55 (100%) patients had vascular pattern sub-score of 2, 41 (75%) bleeding subscore 

of 2-3 and 53 (96%) erosions/ulcerations subscore of 2-3.  

Evolution of endoscopic lesions  

UCEIS and Mayo endoscopic sub-scores are described in figures 1, UCEIS sub-scores in 

figure 2.  

In the whole cohort, endoscopic remission defined by UCEIS of 0 was achieved in 1 (n=55, 

2%) patient at day 7, 13 (n=54, 24%) at day 42 and in 25 (n=50, 50%) at day 98. The 

endoscopic remission rate for vascular pattern was lower than the endoscopic remission rates 

for bleeding, but not for erosions/ulcerations, at day 7 (20% and 5%, n=55, p=0.004 and 

p=1.00). The endoscopic remission rate for vascular pattern was lower than the endoscopic 

remission rates for bleeding and for erosions/ulcerations at day 42 (62% and 65%, n=54, 
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p<0.001 for both) and at day 98 (78% and 92%, n=50, p=0.007 and p<0.001) (Figure 3). As 

described in figures S1 (supplementary appendix), these results were mainly observed among 

cyclosporine treated patients, whereas the sub-score remission rates appeared to evolve in a 

more parallel way in patients on infliximab.  

When comparing patients having erosions/ulcerations sub-score of 3 to patients having a 

erosions/ulcerations sub-score of 2 at inclusion, proportions of patients achieving 

erosions/ulcerations sub-score of 0 were 0% and 22% (n=44 and 9) at day 7 (p=0.03), 58% 

and 89% (n=43 and 9) at day 42 (p=0.13) and 90% and 100% (n=39 and 9) at day 98 

(p=1.00). 

Evolution of endoscopic lesions according to bowel segment  

There was no observed difference in endoscopic remission rates between sigmoid and rectum 

at each time-point whatever the assessment used, UCEIS or UCEIS sub-scores (table S1 in 

supplementary appendix).  

Evolution of endoscopic lesions according to medication 

UCEIS, Mayo endoscopic sub-score and UCEIS sub-scores are described according to 

treatment in figure S2 and S3 in supplementary appendix.    

Endoscopic remission rates with infliximab and cyclosporine were 3% and 0% (n=29 and 26, 

p=0.34) at day 7, 28% and 20 % (n=29 and 25, p=0.52) at day 42 and, 73% and 25% (n=26 

and 24, p<0.001) at day 98, respectively (Figure 4). Median UCEIS was significantly lower in 

patients treated with infliximab than in those who received cyclosporine only at day 98 

(p=0.002; p=0.45 at day 7 and p=0.64 at day 42). 

Regarding UCEIS sub-scores in patients treated by infliximab and cyclosporine, endoscopic 

remission rates at day 98 were 81% and 29% for vascular pattern (p=0.002), 88% and 67% for 

bleeding (p=0.06), 88%% and 96% for erosions/ulcerations (p=0.34), suggesting that the 

observed difference on UCEIS between infliximab and cyclosporine treated patients was 
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mainly due to a difference in vascular pattern sub-score (Figure S4 in the supplementary 

appendix). 
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Discussion 

In a prospective cohort of patients admitted for steroid-refractory acute severe ulcerative 

colitis responding to a second-line medical therapy, we observed that the process of 

endoscopic response in patients started from day 7 with absence of bleeding, and then 

followed by ulceration healing and by restoration of the vascular pattern, without 

discrepancies between sigmoid and rectum. We also observed that endoscopic remission rate 

at day 98 was higher in patients treated with infliximab than with cyclosporine. 

Controlled trials assessing the efficacy of biologic agents in refractory ulcerative colitis, 

evaluated endoscopic remission - defined as Mayo endoscopic sub-score of 0-1 - at the end of 

the induction period (13-19). However, data on the evolution of endoscopic lesions from 

baseline to this endpoint is scarce. Drug-related factors, such as its mode of action or speed of 

onset, and disease-related factors, like endoscopic severity at baseline and segmental location 

between colon and rectum, may influence the evolution of endoscopic healing in ulcerative 

colitis. This granularity of data cannot be captured by sequential fecal calprotectin 

measurements and requires repeated endoscopic assessments. We present here one of the first 

study conducted in ulcerative colitis that closely monitored endoscopic response by four 

flexible sigmoidoscopies within 14 weeks. The optimal time point for assessing mucosal 

healing in ulcerative colitis remains arbitrary, from 6 to 12 weeks in controlled trials and 

depends on medication given. Our data suggest leaving sufficient time for healing to occur 

and to do not look at it too early in patients who started anti-TNF or cyclosporine.  

We observed that bleeding and ulcerations improved within 6 weeks in two third of patients, 

while the recovery of normal vascular pattern took longer and was only achieved in half of 

patients at day 98. It could be speculated that histological remission would be the next step. 

Unfortunately, no biopsy samples were collected in our cohort.   
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Two randomized controlled trials have compared infliximab to cyclosporine in acute severe 

ulcerative colitis showing no difference on short and long-term outcomes between both drugs 

(12, 20, 21). However, in this ancillary study from the CYSIF trial, infliximab induced a 

significantly higher proportion of endoscopic remission, i.e. Mayo endoscopic subscore or 

UCEIS 0, than cyclosporine. This result was confirmed when comparing median UCEIS at 

day 98 while responders to infliximab had higher median Lichtiger score and CRP level at 

baseline than responders to cyclosporine. Such a finding may have an impact on subsequent 

disease course as several studies have shown that patients with a remnant mild endoscopic 

inflammation experience more relapse and surgery than those who achieved mucosal healing 

(22-24). Indeed, 46 % of patients initially treated with cyclosporine subsequently received 

infliximab during the first year of follow-up in our cohort (20).  

Beyond traditional features observed in active ulcerative colitis, acute severe attacks may be 

associated in 33-72% to more severe endoscopic lesions, consisting in deep ulcerations, well-

like ulcerations or mucosal detachment mostly found in the rectum or the sigmoid colon (25-

29). Conversely to prior endoscopic scores, severe endoscopic lesions have been implemented 

into the UCEIS corresponding to the erosions/ulcerations sub-score at 3 defined as ’deeper 

excavated defects in the mucosa, with a slightly raised edge’ (7). Some retrospectives series 

have observed an association between these lesions and higher colectomy rates or infliximab 

fecal excretion (27, 28, 30). However, prospective studies have not yet confirmed this 

relationship. Similar to Jarnerot et al. who reported the first placebo-controlled trial conducted 

with infliximab in acute severe ulcerative colitis (26), baseline severe endoscopic lesions were 

not predictive of treatment failure in multivariate analysis in our trial (12). Moreover, we 

observed in the present study that patients with the UCEIS erosions/ulcerations sub-score of 2 

and 3 at inclusion have the same evolution for ulceration healing after day 7, even if these 
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results had to be taken with caution due to the evident lack of power. Overall, the significance 

of severe endoscopic lesions remains poorly understood and requires further studies.  

The present study acknowledges some limitations such as UCEIS post-hoc calculation, 

endoscopic assessments not centrally read and lack of histologic assessment. Last, as in most 

exploratory studies, numerous tests were performed. Nevertheless, we defined statistical 

significance when p-value was less than 0.005.  

In order to describe evolution of endoscopic lesions in patients responding to a second-line 

medical therapy, patients included into the present analysis were prospectively followed 

within a randomized clinical trial and closely monitored by four repeated flexible 

sigmoidoscopies using a standardized form describing pre-specified endoscopic lesions per 

segment with few missing data. 

In conclusion, endoscopic remission of acute severe ulcerative colitis takes approximately 

three months. It starts with bleeding remission at day 7, followed by ulceration/erosion 

healing and then by restoration of the vascular pattern that is coming back to normal in half of 

patients at three months. In clinical practice, patients should not be assessed too early by 

flexible sigmoidoscopy. The higher rate of patients in endoscopic remission after induction 

with infliximab than cyclosporine may be associated with less subsequent disease flare, 

suggesting deep remission would be a desirable goal in acute severe ulcerative colitis.   
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Figure legends: 

Figure 1: Description of the UCEIS scores (top) and Mayo endoscopic sub-scores (bottom) at 

days 7 (n=55), 42 (n=54) and 98 (n=50) in patients admitted for a steroid-refractory acute 

severe ulcerative colitis who achieved clinical remission 98 days after receiving second-line 

medical therapy: number of patients for each level and mean ± standard deviation. 

 

Figure 2: Description of the UCEIS sub-scores at days 7 (n=55), 42 (n=54) and 98 (n=50) in 

patients admitted for a steroid-refractory acute severe ulcerative colitis who achieved clinical 

remission 98 days after receiving second-line medical therapy: number of patients for each 

level and mean ± standard deviation. 

 

Figure 3: Evolution of vascular pattern (VP), bleeding (B) and erosions/ulcerations (U) 

UCEIS sub-scores at day 7 (n=55), 42 (n=54) and 98 (n=50).  

Statistical significance was defined as p<0.005 due to the numerous comparisons performed 

(p-value in bold). 

 

Figure 4: Rates of endoscopic remission (UCEIS at 0) in patients admitted for a steroid-

refractory acute severe ulcerative colitis who achieved clinical remission 98 days after 

receiving second-line medical therapy, either infliximab or cyclosporine, at day 7 (n=29 and 

26), at day 42 (n=29 and 25) and at day 98 (n=26 and 24). 

Statistical significance was defined as p<0.005 due to the numerous comparisons performed 

(p-value in bold). 
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Table 1: Main patients’ characteristics and endoscopic findings at baseline 

Characteristic All 

(n=55) 

Infliximab 

(n=29) 

Cyclosporine 

(n=26) 

Female gender, n (%)  30 (55) 15 (52) 15 (58) 

Median age, years (IQR) 35 (27-48) 33 (26-50) 37 (27-45) 

Median disease duration, years (IQR) 2.1 (0.2-7.0) 1.5 (0.2-4.9) 2.8 (0.6-7.8) 

Disease location E3, n (%) 34 (62) 18 (62) 16 (62) 

Median Lichtiger score, (IQR) 

   11 

   12-13 

   ≥ 14 

12 (11-13) 

21 (38) 

22 (40) 

12 (22) 

12 (12-14) 

6 (21) 

13 (45) 

10 (34) 

11 (11-13)** 

15 (58) 

9 (35)** 

2 (8) 

Median hemoglobin (g/dL, IQR) 10.4 (9.2-11.8) 11.4 (9.5-12.1)§ 9.7 (8.9-10.7)* 

Median CRP (mg/L, IQR) 41 (24-70) 46 (31-73) 28 (18-58)* 

Median albumin (g/L, IQR) 28 (23-31) 24 (22-30)# 28 (27-31) 

Mean Mayo endoscopic sub-score ±SD 3.0±0.1 3.0±0.2 3.0±0.0 

Mayo endoscopic subscore 3, n (%) 53 (96) 29 (100) 24 (92) 

Mean UCEIS ±  SD 7.1±1.2 7.0±1.1 7.1±1.3 

Vascular pattern UCEIS sub-score 

   Mean ± SD 

   Sub-scores, n 0/1/2 

 

2.0±0.0 

0/0/55 

 

2.0±0.0 

0/0/29 

 

2.0±0.0 

0/0/26 
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Bleeding UCEIS sub-score 

 Mean ± SD 

 Sub-scores, n 0/1/2/3 

2.3±0.9 

2/12/9/32 

2.2±1.0 

1/8/3/17 

2.3±0.9 

1/4/6/15 

Erosion/Ulceration UCEIS sub-score 

 Mean ± SD 

 Subscores, n 0/1/2/3 

2.8±0.5 

0/2/9/44 

2.8±0.4 

0/0/6/23 

2.7±0.6 

0/2/3/21 

Ulcerative colitis location according to the Montreal classification (E1: n=0). 
IQR: interquartile range; CRP: C-reactive protein; SD: standard deviation.  
*: p<0.05. **: p<0.01. §: n=28. #: n=27. 












