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Abstract symptoms and severity, and treatment of COVID-19 were
Background The spread of coronavirus disease 2019  analyzed.

(COVID-19) had a major impact on the health of people  Results From 72 participating facilities in Japan, 187
worldwide. The clinical background and clinical course of = patients were registered from June 2020 to October 2021.
inflammatory bowel disease (IBD) among Japanese  The estimated incidence of COVIDI9 in Japanese IBD
patients with COVID-19 remains unclear. patients was 0.61%. The majority of IBD patients with
Methods This study is an observational cohort of Japanese =~ COVID-19 (73%) were in clinical remission. According to
IBD patients diagnosed with COVID-19. Data on age, sex,  the WHO classification regarding COVID-19 severity, 93%
IBD (classification, treatment, and activity), COVID-19 (172/184) of IBD patients had non-severe episodes, while
7% (12/184) were severe cases including serious condi-
tions. 90.9% (165/187) of IBD patients with COVID-19

Members of the -COSMOS group are listed under had no change in IBD disease activity. A logistic regression
Acknowledgements section. analysis stepwise method revealed that older age, higher
body mass index (BMI), and steroid use were independent
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A review on the current status and definitions of activity indices
in inflammatory bowel disease: how to use indices for precise

evaluation
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Abstract Many clinical trials have been conducted for
inflammatory bowel disease (IBD), so various clinical
indices (CIs) and endoscopic indices (Els) have also been
evaluated. However, recently, with the progress of IBD
management, review of established indices from previous
studies, and establishment of new indices, the landscape of
the use of indices in clinical trials have changed. We
investigated the number and frequency of the indices
adapted in recent clinical trials for ulcerative colitis (CI and
EI) and Crohn’s disease (CI, EI, index related to magnetic
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resonance imaging, index for evaluating patient-reported
outcomes, and health-related quality of life). Based on the
results, we selected representative indices and further
reviewed their content and characteristics. Moreover, var-
ious definitions, including clinical and endoscopic response
or remission, have been described by means of represen-
tative indices in clinical trials.
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Abstract

Background The mortality and risk factors of severe dis-
ease and death due to arterial and venous thromboem-
bolism (ATE and VTE, respectively) in patients with
inflammatory bowel disease (IBD) remain unclear, espe-
cially in Asia.
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Aims This study aimed to reveal the mortality and risk
factors of TE in IBD patients in Japan.

Methods In the primary surveillance, responses to ques-
tionnaires regarding the number of cases of severe TE and
TE-associated death in IBD patients in a span of over the
past 10 years were obtained from 32 institutions in Japan.
In the secondary surveillance, detailed data about IBD
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Abstract

Background The Epstein—Barr virus (EBV) infection sta-
tus in patients with inflammatory bowel disease (IBD),
particularly those using thiopurines, may be associated
with the risk of lymphoproliferative disorder and
hemophagocytic lymphohistiocytosis. This was the first
multicenter survey of EBV infection in Japanese patients
with IBD. Factors related to the EBV infection status were
also investigated.

Methods Five tertiary institutions in Japan participated in
this study to examine pediatric and adult patients with IBD.
Serum EBV anti-viral capsid antigen (VCA) IgG, EBV
anti-VCA IgM, and anti-EBV nuclear antigen—antibody
were measured in 495 patients with IBD. The patients’
information was obtained from their medical records. Prior
EBV infection was defined as anti-VCA IgM negativity
and anti-VCA IgG positivity (UMIN000033004).

Results The patients’ median age was 25 years (range
0-92 years). Of the 495 patients, nine were anti-VCA IgM-
positive and 354 were anti-VCA  IgG-positive
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(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 proportion of EBV-uninfected
patients using thiopurines was 28.4% (52/183) for all
patients and 51.8% (44/85) for pediatric patients. 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.

Conclusions Approximately 30% of Japanese patients with
IBD were EBV-uninfected, including those using thiop-
urines. Age was a significant factor for anti-VCA IgG
seropositivity.

Keywords Epstein—Barr virus - Thiopurine - Inflammatory
bowel disease

Abbreviations
CD Crohn’s disease

EBNA Epstein—Barr virus nuclear antigen
EBV Epstein—Barr virus
HLH Hemophagocytic lymphohistiocytosis

IBD Inflammatory bowel disease

IBDU Inflammatory bowel disease unclassified
LPD Lymphoproliferative disorder

ucC Ulcerative colitis

VCA Viral capsid antigen
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Summary

Background Anti-tumour necrosis factor (INF) agents are the mainstay of long-term treatment for refractory
ulcerative colitis. However, long-term use of anti-TNF therapy might lead to an increased risk of malignancy or
infection. To date, no randomised controlled trial has evaluated whether anti-TNF agents can be safely discontinued
in patients with ulcerative colitis in remission. We therefore aimed to compare outcomes in these patients who
continued infliximab with those who discontinued infliximab.

Methods We did a multicentre, open-label randomised controlled trial at 24 specialist centres in Japan. We enrolled
patients with ulcerative colitis who were in remission, had been treated with intravenous infliximab (5 mg/kg) every
8 weeks, and had started infliximab at least 14 weeks before study enrolment. No restrictions regarding age and
comorbidities were used to exclude participation. Patients who were confirmed to be in remission for more than
6 months, to be corticosteroid-free, and to have a Mayo Endoscopic Subscore (MES) of 0 or 1 were centrally randomised.
An independent organisation randomly assigned patients (1:1) into either the infliximab-continued group or
infliximab-discontinued group, using a computer-generated stratified randomisation procedure. The stratified factors
were the use of immunomodulators (yes or no) and MES (0 or 1). Neither patients nor health-care providers were
masked to the randomisation. The primary endpoint was the remission rate at week 48 in the full analysis set, which
was based on the intention-to-treat principle and excluded participants with no efficacy data after randomisation.
This study was registered with the University Hospital Medical Information Network Center Trials registry,
UMIN000012092.

Findings Between June 16, 2014, and July 28, 2017, 122 patients were eligible for screening and a total of 95 patients
were randomly assigned to the infliximab-continued group (n=48) or the infliximab-discontinued group (n=47).
92 patients (n=46 for both groups) were included in the full analysis set. 37 (80-4% [95% CI 66-1-90- 6]) of 46 patients
in the infliximab-continued group and 25 (54-3% [39-0-69-1]) of 46 patients in the infliximab-discontinued group
were in remission at week 48. The between-group difference was 26-1% (95% CI 7-7-44-5; p=0-0076) before
adjustment and 27-3% (95% CI 8-0-44-1; p=0-0059) after adjustment for stratification factors. Eight (17%) of
48 patients in the infliximab-continued group and six (13%) of 47 in the infliximab-discontinued group developed
adverse events (between-group difference 3-9% [95% CI -10-3 to 18-1]; p=0-59). In the infliximab-continued group,
one patient had an infusion reaction and two patients had psoriatic skin lesions. Eight (66-7%, 95% CI 34-9-90-1) of
the 12 patients in the infliximab-discontinuation group who were re-treated with infliximab after relapsing were in
remission within 8 weeks of re-treatment; none had infusion reactions.

Interpretation Maintenance of remission was significantly more common in patients who continued infliximab than
in those who discontinued. Discontinuing infliximab should therefore be discussed with caution, taking both risk of

relapse and efficacy of re-treatment into account.

Funding Mitsubishi Tanabe Pharma Corporation and the Intractable Disease Project of the Ministry of Health, Labour
and Welfare of Japan.

Copyright © 2021 Elsevier Lid. All rights reserved.

Introduction therapies such as the immunosuppressive agent

Ulcerative colitis is a chronic inflammatory disease that
requires life-long treatment."” Patients with mild disease
can be treated with 5-aminosalicylates; however, some
patients with moderate-to-severely active disease might
require corticosteroids and, if refractory, other advanced

infliximab. Infliximab is an anti-tumour necrosis factor
(TNF) antibody and is one of the most widely used
therapies in patients who are corticosteroid-refractory.
Maintenance administration every 8 weeks is the
standard protocol for infliximab treatment because of the
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