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Abstract Immunosuppressive therapies can affect the
immune response to or safety of vaccination in patients
with inflammatory bowel disease (IBD). The appropriate-
ness of vaccination should be assessed prior to the initia-
tion of IBD treatment because patients with IBD frequently
undergo continuous treatment with immunosuppressive
drugs. This consensus was developed to support the
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decision-making process regarding appropriate vaccination
for pediatric and adult patients with IBD and physicians by
providing critical information according to the published
literature and expert consensus about vaccine-pre-
ventable diseases (VPDs) [excluding cervical cancer and
coronavirus disease 2019 (COVID-19)] in Japan. This
consensus includes 19 important clinical questions (CQs)
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Abstract pandemic on the anxiety and behavioral changes in Japa-
Background Given the increasing health concerns for  nese patients with IBD.

patients with inflammatory bowel disease (IBD), amidst the =~ Methods We analyzed 3032 questionnaires from patients
COVID-19 pandemic, we investigated the impact of the  with IBD, aged 16 years or older visiting 30 hospitals and 1
clinic between March 2020 and June 2021. The primary
outcome was the score of the anxiety experienced by
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A consensus statement on health-care transition for childhood-onset
inflammatory bowel disease patients
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Abstract Inflammatory bowel disease (IBD) is a chronic relapsing inflammatory disorder of the intestine. The incidence of
IBD is increasing worldwide, including Japan, and in approximately 25% of all affected patients it is diagnosed
before 18 years of age. For the health maintenance of such patients, planned transition to adult care systems is
essential. Previous Japanese surveys have revealed gaps between adult and pediatric gastroenterologists with regard
to their knowledge and perception of health-care transition for patients with childhood-onset IBD. In 2021-2022,
several Web workshops to discuss issues related to the transitional care of IBD patients were held by the Ministry
of Health, Labour and Welfare of Japan as part of their program for research on intractable diseases. Clinicians
experienced in IBD treatment for pediatric and adult patients participated. As a result, this panel of adult and pedi-
atric gastroenterologists developed five consensus statements on the issue of “transfer from pediatric to adult care”
and nine statements on the issue of “addressing transitional care (transition program).” To address current gaps in
health-care transition for childhood-onset IBD patients, a programmed approach to transition, and better partnerships
between pediatric and adult gastroenterologists are indicated. It is hoped that this consensus statement will provide
a basis for the development of appropriate guidelines for clinical practice.

Key words inflammatory bowel disease, referral form, statement, transfer, transition.

involves two components, whereby (i) the responsibility for

Introduction . .
health-care “transitions” from the parent/caregiver to the

Since about 2010, transition-related health-care intervention
has been receiving attention in Japan. This can be defined as
the “purposeful planned transition of adolescents and young
adults with chronic physical and medical conditions from
child-centered to adult-oriented health-care systems.”l This
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patient and (ii) the patient “transfers” from a pediatric to an
adult provider.2 In other words, “transition care” refers to ser-
vices that prepare young adults with chronic health conditions
and their families to move from child-centered to adult-
oriented health-care systems, whereas “transfer of care” is the
planned transfer of patients from pediatric services to doctors
and other providers who care for adults.

Got Transition® is a national resource center for health-
care transition in the USA. It is a program run by the National
Alliance to Advance Adolescent Health and funded through a
cooperative agreement with the federal Maternal and Child
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Introduction

Chronic nonspecific multiple ulcers of the small intestine (CNSU)

Abstract

Background and Aim: Chronic enteropathy associated with the solute carrier organic an-
ion transporter family member 2A1 (SLCO2A1), or CEAS, causes anemia and hypoalbu-
minemia in young people. Dysfunction of the SLCO2A1 transporter protein is thought to
involve genetic mutation, but mutant proteins have not been functionally characterized.
We examined the prostaglandin E, (PGE,) transport ability of recombinant SLCO2A1 pro-
teins containing 11 SLCO2A41 mutations found in CEAS patients.

Methods: Wild-type and mutant SLCO2A1 proteins were forcibly expressed in Xenopus
laevis oocytes, and measurements of PGE, uptake and transport capacity were compared.
The membrane protein topology and functionality of the eight SLCO2A4 1 mutations involv-
ing single-nucleotide substitutions were predicted using computer analysis.

Results: The extent of functional disruption of the 11 SLCO2A41 mutations identified in
CEAS patients was variable, with 10 mutations (421GT, 547GA, 664GA, 770GA,
830dupT, 830delT, 940 + 1GA, 1372GT, 1647GT, and 1807CT) resulting in loss or reduc-
tion of PGE, transport, excluding 97GC.

Conclusion: PGE, transport ability of recombinant SLCO2A1 in X. /aevis oocytes was
hindered in 10/11 SLCO2A41 mutations identified in patients with CEAS. Further studies
on the relationships between the different mutations and PGE, transport and clinical fea-
tures, such as severity, are needed.
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new disease concept: chronic enteropathy associated with

were first described as a refractory small intestinal ulcer disease of
unknown cause in 1968 by Japanese gastroenterologists, who pro-
posed that it be considered a new disease entity.' Patients with
CNSU exhibit persistent anemia and hypoalbuminemia from a
young age.”

A genetic component has long been suspected to contribute to
the etiology of CNSU because of the family occurrence. In 2015,
a genetic analysis that included cases of familial onset demon-
strated that CNSU is inherited through autosomal recessive muta-
tions of the solute carrier organic anion transporter family member
2A1 gene (SLCO241), which encodes SLCO2A1. The involve-
ment of this prostaglandin transporter led to the proposal of a

Journal of Gastroenterology and Hepatology (2022) ee—ee

SLCO2A1 (CEAS).?

In CEAS, multiple well-defined, circular or oblique ulcers are
observed in the ileum, with most of the ulcerative lesions limited
to the submucosa.* Some patients with stenotic lesions in the small
intestine require a bowel resection. To date, no effective treatments
are available for small bowel ulcers, and a better understanding of
the pathophysiology of CEAS is needed to develop therapeutic
strategies. While genetic analyses suggest that SLCO241 muta-
tions are involved in the pathogenesis of CEAS, the functional al-
terations of each mutant transporter protein remain unclear. PGE,
is involved in epithelial cell regeneration and tissue repair via EP
receptors expressed on intestinal epithelial cells and SLCO2A1

© 2022 Journal of Gastroenterology and Hepatology Foundation and John Wiley & Sons Australia, Ltd.
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Ulcerative colitis complicated with linear
immunoglobulin A bullous dermatosis

Ryo Ozaki,' Daisuke Saito," Yoshiko Mizukawa,? Tadakazu Hisamatsu

SUMMARY

Linear immunoglobulin A (IgA) bullous dermatosis
(LABD) is a rare disorder involving subepidermal
blistering characterised by IgA deposition along the
basement membrane. The clinical features of LABD

are variable but can include bullae, vesicles and
erythematous lesions. Histopathology reveals formation
of subepidermal bullae and linearly deposition of IgA

in the basement membrane of the epidermis. LABD has
been reported as a rare complication of ulcerative colitis
(UC). We report the case of a young woman with UC
complicated by LABD. The latter manifested as vesicles
with erythema on almost the entire body. A biopsy of the
skin lesions revealed linear IgA deposits in the basement
membrane according to a direct immunofluorescence
assay. Prednisolone administration resulted in clinical
remission of UC but poor improvement of skin lesions.
Oral administration of diaminodipheny! sulfone led to
improvement of blisters. Thereafter, abdominal and skin
symptoms did not recur and she was discharged from
hospital.

BACKGROUND

Ulcerative colitis (UC) is a chronic inflammatory
disease of the colon that causes symptoms such
as haematochezia, diarrhoea and abdominal pain.
The mechanisms involved in UC development
are incompletely understood and the aetiology
is not known. Factors such as heredity, intestinal
bacteria and the environment have been suggested
to be the cause of UC.'* The latter elicits extrain-
testinal complications such as joint pain/arthritis,
skin lesions, thrombosis and primary sclerosing
cholangitis. Of these, skin lesions are associated
with ~15% of patients with inflammatory bowel
disease.> Erythema nodosum, pyoderma gangre-
nosum and Sweet syndrome are major skin diseases
associated with UC. In addition, the prevalence of

Skin lesions on hospital admission. (A)
Erythema, blisters, erosions and pigmentation are mixed.
(B) Blisters are found on erythema.

Figure 1

Case report

70kl6

Figure 2 Contrast-enhanced CT scan of the abdomen
on hospital admission. The wall of the (A) ascending
colon, descending colon and (B) sigmoid colon is
thickened. The lesions are shown with arrows.

skin lesions as complications associated with ther-
apeutic agents taken to counteract UC (eg, the
psoriasis-like rash that occurs during administra-
tion of antitumour necrosis factor-o. preparations)
has been increasing in recent years.

Linear immunoglobulin A (IgA) bullous derma-
tosis (LABD) is an autoimmune blister. It is char-
acterised by immunobhistology as linear deposition
of IgA in the basement membrane and presents
as a subepidermal blister.*"" LABD is associated
with drug use and malignant tumours, but rare
cases of LABD as a complication of UC have been
reported.”™ Here, we report LABD associated
with UC.

CASE PRESENTATION

The patient was a woman in her 20s with no family/
medical history of disease. She visited a hospital
complaining of diarrhoea of several-month dura-
tion. She underwent colonoscopy and was diag-
nosed with pancolitis. UC treatment was started
with S-aminosalicylic acid (mesalazine; 3600 mg)
which led to clinical remission, but UC relapse
occurred 7 months later. Oral administration of
prednisolone (PSL) 30mg p.o. was started and
symptoms improved. PSL was tapered off over 3
weeks, but the patient relapsed after discontinua-
tion of PSL. At approximately the same time, she
noticed itchy blisters on her right thigh. The skin
lesions spread gradually throughout her body, and
she subsequently developed a high fever, so she
visited our hospital.

On consultation, consciousness was clear, blood
pressure was 110/50 mm Hg, pulse was 72/min,
respiratory rate was 18/min and body temperature
was 38.2°C. She had mild tenderness in the lower
abdomen. Pruritic erythematous plaques and over-
lying vesicles and bullae were present on almost the
entire body except her face.

INVESTIGATIONS
Tight blisters and pustules were observed in some
skin lesions (figure 1). Blood tests showed a potent

BM)
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REVIEW

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 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

B< Hiroshi Nakase risk factors for COVID-19 severity. Six of nine patients
hiropynakase @gmail.com who had COVID-19 after vaccination were receiving anti-
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Medical University School of Medicine, S-1, W-16, Chuoku, Conclusion Age, BMI and steroid use were associated
Sapporo, Hokkaido 060-8543, Japan with COVID-19 severity in Japanese IBD patients.
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S Department of Gastroenterology, Fujita Health University coronavirus-2 (SARS-CoV-2) and the resulting coronavirus
School of Medicine, Aichi, Japan disease (COVID-19) have impacted patients and healthcare
7 Department of Gastroenterology, Faculty of Medicine, workers in clinical settings [1-3]. The older group of
Shimane University, Izumo, Japan people have a higher incidence of contracting severe
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University Faculty of Medicine, Fukuoka, Japan tions, which is one of the risk factors of COVID-19 [5, 6].
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Abstract

Background andAims: Mosaicchromosomalalterations[mCAs]increasetheriskforhaematopoietic
malignancies and may be risk factors for several other diseases. Inflammatory bowel diseases
[IBDs], including Crohn's disease [CD] and ulcerative colitis [UC], are associated with mCAs, and
patients may be at risk for haematopoietic malignancy development and/or modification of IBD
phenotypes. In the present study, we screened patients with IBD for the presence of mCAs and
explored the possible pathophysiological and genetic risk factors for mCAs.
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Guidelines

A consensus statement on health-care transition for childhood-onset
inflammatory bowel disease patients

Hideki Kumagai,1 Toshiaki Shimizu,2 Itaru lwama,3 Shin-Ichiro Hagiwalra,4 Takahiro Kudo,?

Michiko Takahashi,5 Takeshi Saito,6 Reiko Kunisaki,7 Motoi Uchino,8 Sakiko Hiraoka,9 Makoto Naganuma,10
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Abstract Inflammatory bowel disease (IBD) is a chronic relapsing inflammatory disorder of the intestine. The incidence of
IBD is increasing worldwide, including Japan, and in approximately 25% of all affected patients it is diagnosed
before 18 years of age. For the health maintenance of such patients, planned transition to adult care systems is
essential. Previous Japanese surveys have revealed gaps between adult and pediatric gastroenterologists with regard
to their knowledge and perception of health-care transition for patients with childhood-onset IBD. In 2021-2022,
several Web workshops to discuss issues related to the transitional care of IBD patients were held by the Ministry
of Health, Labour and Welfare of Japan as part of their program for research on intractable diseases. Clinicians
experienced in IBD treatment for pediatric and adult patients participated. As a result, this panel of adult and pedi-
atric gastroenterologists developed five consensus statements on the issue of “transfer from pediatric to adult care”
and nine statements on the issue of “addressing transitional care (transition program).” To address current gaps in
health-care transition for childhood-onset IBD patients, a programmed approach to transition, and better partnerships
between pediatric and adult gastroenterologists are indicated. It is hoped that this consensus statement will provide
a basis for the development of appropriate guidelines for clinical practice.

Key words inflammatory bowel disease, referral form, statement, transfer, transition.

involves two components, whereby (i) the responsibility for

Introduction . .
health-care “transitions” from the parent/caregiver to the

Since about 2010, transition-related health-care intervention
has been receiving attention in Japan. This can be defined as
the “purposeful planned transition of adolescents and young
adults with chronic physical and medical conditions from
child-centered to adult-oriented health-care systems.”l This
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patient and (ii) the patient “transfers” from a pediatric to an
adult provider.2 In other words, “transition care” refers to ser-
vices that prepare young adults with chronic health conditions
and their families to move from child-centered to adult-
oriented health-care systems, whereas “transfer of care” is the
planned transfer of patients from pediatric services to doctors
and other providers who care for adults.

Got Transition® is a national resource center for health-
care transition in the USA. It is a program run by the National
Alliance to Advance Adolescent Health and funded through a
cooperative agreement with the federal Maternal and Child
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