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Abstract

Background: The COVID-19 pandemic, caused by severe
acute respiratory syndrome coronavirus 2 (SARS-CoV-2), has
emerged as a dramatic challenge for all healthcare systems
worldwide. This outbreak immediately affected gastroenter-
ologists as well as global physicians worldwide because CO-
VID-19 can be associated with not only triggering respira-
tory inflammation but also gastrointestinal (Gl) inflamma-
tion based on the mechanism by which SARS-CoV-2 enters
cells via its receptor the angiotensin-converting enzyme 2,
which is expressed on Gl cells. However, the comorbidity

spectrum of digestive system in patients with COVID-19 re-
mains unknown. Because the inflammatory bowel disease
(IBD) management involves treating uncontrolled inflam-
mation with immune-based therapies, physicians, and pa-
tients have great concern about whether IBD patients are
more susceptible to SARS-CoV-2 infection and have wors-
ened disease courses. Summary: It is necessary to precisely
ascertain the risk of SARS-CoV-2 infection and the COVID-19
severity in IBD patients and to acknowledge the IBD man-
agement during the COVID-19 pandemic with clinically reli-
able information from COVID-19 cohorts and IBD experts’
opinions. In this review, we highlight clinical questions re-
garding IBD management during the COVID-19 pandemic
and make comments corresponding to each question based
on recent publications. Key Messages: We propose that
there is (1) no evidence that IBD itself increases the risk of
SARS-CoV-2 infection, (2) to basically prioritize the control of
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Abstract

Background Adherence to medications is important to maintain disease under control and to prevent complications in
pregnant patients with ulcerative colitis (UC). To evaluate the incidence of non-adherence during pregnancy and its effect
on relapse and pregnancy oulcomes, we conducted a multicenter prospective study using a patient self-reporting system
without physician interference.

Methods Sixty-eight pregnant UC women were recruited from 17 institutions between 2013 and 2019, During the course
of pregnancy, questionnaires were collected separately [rom patients and physicians, to investigate the true adherence to
medications, discase activity, and birth outcomes. Multivariable logistic regression analysis was performed to identify the
risk factors for the relapse or adverse pregnancy outcomes.

Results Of 68 pregnancy, 15 adverse pregnancy outcomes occurred in 13 patients. The rate of self-reported non-adherence
was the greatest to mesalamines in the first trimester, which was significantly higher than physicians” estimate (p=0.0116),
and discontinuation was observed in 42.1% of non-adherent group. Logistic regression analysis revealed non-adherence as
an independent risk factor for relapse [odds ratio (OR) 7.659, 95% CI 1.928-30.427, p=0.038], and possibly for adverse
pregnancy outcome (OR 8.378, 95% C1 1.350-51.994, p=0.023). Among the subgroup of patients treated with oral mesa-
lamine alone, the non-adherence was confirmed to be an independent risk factor for relapse (p=0.002).

Conclusion Non-adherence to mesalamine was underestimated by physicians in pregnant UC patients and contributed to
disease relapse and possibly on pregnancy outcomes. Preconceptional education regarding safety of medications and risk
of self-discontinuation is warranted.

Keywords Adherence - Pregnant - Ulcerative colitis - Mesalamine

Abbreviations Introduction
OR Odds ratio
Cl Confidence interval [nflammatory bowel disease (IBD) affects young patients
IBD  Inflammatory bowel disease in their reproductive age. The chronic and relapsing charac-
ucC Ulcerative colitis ter ol the disease requires lifelong medical treatment, even
LBW  Low birth weight during pregnancy. A key to achieve improved pregnancy
VAS  Visual analogue scale outcome is to maintain remission ol IBD activity during
TNF  Tumor necrosis factor pregnancy.
Currently, non-adherence is arbitrarily defined as less than
80% intake of the daily prescribed dose of medicine [1]. In

general, good adherence is associated with improved treatment
outcome. However, non-adherence to medical treatment has
been reported in 30-45% ol IBD patients | ]. Non-adherent
ulcerative colitis (UC) patients had a twofold greater risk of
relapse compared to those with good adherent patients in a

- Chikako Watanabe
ygqw03070@nifty.com
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Abstract 5-aminosalicylate is a fundamental treatment for recurrence. (6) Furthermore, the discontinuation of

patients with ulcerative colitis with mild-to-moderate dis-  5-aminosalicylate is acceptable when biologics are used.

ease; however, evidence for 5-aminosalicylate treatment is ~ Because there are many “old studies” providing evidence

unclear in some situations. This review discusses the for 5-aminosalicylate formulations, more clinical studies

clinical guidelines and previous studies, and highlights the = are needed to establish new evidence.

following points: (1) Although rectal 5-aminosalicylate is

effective for proctitis, physicians should endeavor to  Keywords Ulcerative colitis - 5-aminosalicylates -

reduce patient’s distress when administering suppositories  Guideline - Proctitis - Biologics

or enema as the first-line therapy. It should be clarified

whether oral 5-aminosalicylate alone with a drug delivery =~ Abbreviations

system that allows higher 5-aminosalicylate concentrations  UC Ulcerative colitis

to reach the distal colon would be as effective as rectal  5-ASA 5-Aminosalicylate

5-aminosalicylate therapy. (2) There has been no direct ACG American College of Gastroenterology

evidence demonstrating the clinical efficacy of switching  BSG British Society of Gastroenterology

the 5-aminosalicylate treatment to other 5-aminosalicylate  ECCO  The European Crohn’s and Colitis Organization

formulations. However, switching to a different SASP  Sulfasalazine

5-aminosalicylate formulation may be indicated if clinical ~MMX  Multimatrix

symptoms are not progressive. (3) Several studies have  CI Confidence interval

shown that colonic mucosal 5-aminosalicylate concentra-

tion correlates with clinical and endoscopic severity;

however, it is unclear whether a high 5-aminosalicylate

concentration has therapeutic efficacy. (4) The maximum

dose of 5-aminosalicylate is necessary for patients withrisk ~ Introduction

factors for recurrence or hospitalization. (5) Optimization

of 5-aminosalicylate dosage may be indicated even for  Ulcerative colitis (UC) is a chronic inflammatory bowel

quiescent patients with ulcerative colitis if mucosal healing  disease with relapsing and remitting abdominal symptoms,

is not obtained, and if patients have multiple risk factors for ~ including rectal bleeding, diarrhea, and abdominal pain.

Although the fundamental pathophysiology of UC has not

been clearly described, a recent study has reported on the

X Makoto Naganuma host genetic factors, immune system dysregulation, and

naganuma@hirakata.kmu.ac.jp environmental factors associated with UC [1]. At present,
) o o 5-aminosalicylates (5-ASAs) and corticosteroids are the

The Third Department of Internal Medicine, Division of first-line treatments for patients with mild to moderate and

Gastroenterology and Hepatology, Kansai Medical p

University, 2-5-1, Shinmachi, Hirakata, Osaka 573-1010, moderate to severe UC, respectively. Although steroids are
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Rate of Reoperation Decreased Significantly After Year 2002 )
in Patients With Crohn’s Disease

updates

Takahide Shinagawa,” Keisuke Hata,* Hiroki Ikeuchi,* Kouhei Fukushima,¥ !
Kitaro Futami,” Akira Sugita,” Motoi Uchino,* Kazuhiro Watanabe,™
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Soichiro Ishihara, and Yasuo Suzuki***

*Department of Surgical Oncology, ***Department of Biostatistics, School of Public Health, Graduate School of Medicine, The
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BACKGROUND & AIMS: Patients with Crohn’s disease (CD) can require multiple intestinal surgeries. We examined time
trends and risk factors for reoperation in patients with CD who underwent intestinal surgery,
focusing on the effects of postoperative medical treatments.

METHODS: We performed a retrospective analysis of 1871 patients with CD who underwent initial intes-
tinal resection at 10 tertiary care institutions in Japan, with an initial surgical date after May
1982. We collected data on the background characteristics of all patients, including Montreal
Classification, smoking status, and medical therapy after surgery (tumor necrosis factor an-
tagonists [anti-TNF] agents or immunomodulators). The primary outcome was requirement for
first reoperation. Rate of reoperation was estimated using the Kaplan-Meier method, and risk
factors for reoperation were identified using the Cox regression model.

RESULTS: The overall cumulative 5- and 10-year reoperation rates were 23.4% and 48.0%, respec-
tively. Multivariable analysis showed that patients who underwent the initial surgery after
May 2002 had a significantly lower rate of reoperation than patients who underwent surgery
before April 2002 (hazard ratio [HR], 0.72; 95% CI, 0.61-0.86). Preoperative smoking (HR,
1.40; 95% CI, 1.18-1.68), perianal disease (HR, 1.50; 95% CI, 1.27-1.77), and ileocolic type of
CD (HR, 1.42; 95% CI, 1.20-1.69) were significant risk factors for reoperation. Postoperative
use of immunomodulators (HR, 0.60; 95% CI, 0.44-0.81) and anti-TNF therapy (HR, 0.71;
95% CI, 0.57-0.88) significantly reduced the risk. Anti-TNF was effective in the bionaive
subgroup.

CONCLUSIONS: The rate of reoperation in patients with CD significantly decreased after May 2002. Postoperative
use of anti-TNF agents might reduce the reoperation rate for bionaive patients with CD.

Keywords: 1BD; Inflammatory Bowel Disease; Outcomes; Environmental Factor.

Abbreviations used in this paper: ADA, adalimumab; anti-TNFq, anti-tumor @ Most current article
necrosis factor « antibody drugs; CD, Crohn’s disease; ED, elemental diet;

HR, hazard ratio; IBD, inflammatory bowel disease; IFX, infliximab; IM, © 2020 by the AGA Institute
immunomodulators; RGIBD, Research Group for Intractable Inflammatory 1542-3565/$36.00
Bowel Disease of the Ministry of Health, Labour and Welfare of Japan. https://doi.org/10.1016/j.cgh.2019.07.025
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Ulcerative colitis-related severe enteritis: an infrequent
but serious complication after colectomy
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Abstract

Background and aim After colectomy for ulcerative colitis
(UC), very severe and sometimes lethal enteritis can
develop. However, the clinical features remain uncertain
because of the low incidence, diversity of symptoms, and
undefined diagnostic criteria. The aim of this study was to
define postoperative ulcerative colitis-related severe
enteritis (UCRSE) and to investigate its clinical features.
Methods A retrospective multicenter study was performed
as a survey of major medical facilities utilizing surgical
supplies for inflammatory bowel disease in Japan from
2001 to 2014. UCRSE was defined as a case with massive
intestinal bleeding, intestinal perforation, high-output
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stoma, and/or a requirement for medications, such as
steroids and biologics. Patients with gastroduodenal lesions
or pouchitis alone were excluded. The incidence, symp-
toms, involvement of bacteria, cytomegalovirus reactiva-
tion, treatment, and prognosis were examined for patients
with UCRSE after colectomy.

Results Forty-two (0.8%) out of 5284 cases met the criteria
for UCRSE. Major symptoms were massive intestinal
bleeding (76.2%), which required a median of 3850
(560-18900) mL blood transfusion; high-output stoma
(38.1%) with excretion of fluid of 5000 (2000-7800)
ml/day; and intestinal perforation (7.1%). Hypovolemic
shock (35.7%) and/or disseminated intravascular coagula-
tion (31.0%) developed as serious complications. Tests for
cytomegalovirus reactivation were positive in 26.2% of
cases. The presence of pathogenic bacteria was confirmed
in only 5 cases. Corticosteroids or infliximabs were effec-
tive in half of the patients. Thirteen cases (31.0%) were
treated surgically and 22 cases (56.4%) required mainte-
nance therapy. The mortality rate was 11.9%.

Conclusion UCRSE is a rare but serious complication after
colectomy and is sometimes life-threatening.

Keywords Ulcerative colitis - Enteritis - Colectomy -
Bacteria - Cytomegalovirus

Abbreviations

UcC Ulcerative colitis

IBD Inflammatory bowel disease

CMV Cytomegalovirus

UCRSE  Ulcerative colitis-related severe enteritis
HOS High-output stoma

PCR Polymerase chain reaction

DNA Deoxyribonucleic acid

CT Computed tomography
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Abstract

Background: Transition-related healthcare intervention has
recently been receiving worldwide attention. Given the in-
creasing incidence of pediatric inflammatory bowel disease
(IBD) and its lifelong impact, transitional care has become an
important issue. In Japan, guidelines to support the autono-
my of IBD patients during transition were recently published.
Summary: Here, we review current issues regarding care for
IBD patients during transition from the pediatric to adult pe-
riod in order to identify the barriers and key elements for
successful transition in the context of the Japanese system.
Although no single optimal model of transitional care exists,
crucial elements identified so far include a joint pediatric/
adult clinic or alternating visits between pediatric and adult
healthcare providers, a multidisciplinary approach, and
good coordination among stakeholders. Self-reliance and
independence of patients with childhood-onset IBD are also
considered essential for successful transition. Various tools
for assessment of transition readiness have been validated
and are considered useful. Better outcomes are expected for
individually tailored transition, including improvements in

medication adherence, perceived health status, quality of
life, and self-management. The timing of transfer from a pe-
diatric to an adult gastroenterologist should not be fixed be-
cause the issue is not chronological age but rather the de-
gree of individual maturity. We also propose a standardized
medical summary with a checklist template for official refer-
ral of patients from a pediatric to an adult gastroenterolo-
gist. Key Messages: Transition programs require a multidis-
ciplinary approach with a coordinator (IBD nurse) and opti-
mal collaboration and communication. Lack of resources
and funding are also pertinent issues.

© 2020 S. Karger AG, Basel

Introduction

In Japan, transition-related healthcare intervention is
a relatively new medical concept that has been receiving
attention only since around 2010, behind North America
or Europe. This can be defined as the “purposeful planned
movement of adolescents and young adults with chronic
physical and medical conditions from child-centered to
adult-oriented healthcare systems” [1]. Inflammatory
bowel disease (IBD; Crohn’s disease, ulcerative colitis,
and inflammatory bowel disease unclassified) is a chron-
ic relapsing inflammatory disorder of the intestine, with
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Transitional care for inflammatory bowel disease: A survey of
Japanese pediatric gastroenterologists

Hideki Kumagai,1 Takahiro Kudo,2 Keiichi Uchida,3 Reiko Kunisaki,4 Akira Sugita,5 Yoshikazu Ohtsuka,2 Katsuhiro
Arai,® Mitsuru Kubota,” Hitoshi Tajiri,® Yasuo Suzuki® and Toshiaki Shimizu®

Departments of 'Pediatrics, Jichi Medical University, Shimotsuke City, Tochigi, *Pediatrics and Adolescent Medicine,
Juntendo University Graduate School of Medicine, Bunkyo, Tokyo, *Gastrointestinal and Pediatric Surgery, Mie University
Graduate School of Medicine, Tsu City, Mie, 4Inﬂammaz‘ory Bowel Disease Center, Yokohama City University Medical
Center, *Inflammatory Bowel Disease Center, Yokohama Municipal Hospital, Yokohama City, Kanagawa, Divisions of
®Gastroenterology, "General Practice, National Center for Child Health and Development, Setagaya, Tokyo, ®Department
of Pediatrics, Osaka General Medical Center, Toshima, Osaka and 9Inﬂammatory Bowel Disease Center, Sakura Medical
Hospital, Toho University Medical Center, Sakura City, Chiba, Japan

Abstract Background: In 2019 we reported the results of a Japanese national survey designed to explore the views of adult
gastroenterologists regarding transitional care for patients with childhood-onset inflammatory bowel disease (IBD).
For the present study, we conducted a similar survey of pediatric gastroenterologists to compare the views of the
two sets of specialists.

Methods: The survey conducted in 2019 involved 48 representative members of the Japanese Society for Pediatric
Gastroenterology, Hepatology and Nutrition. They were contacted by conventional mail and their answers were not
anonymized. Respondents who had already referred patients with IBD to adult gastroenterologists were asked in a
questionnaire to rank the importance of specific statements on a Likert scale.

Results: The response rate was 79% and 29 (60%) of the respondents had experienced transitional care for patients
with IBD. Transfer to adult care was considered by 90% of the respondents to be the ideal form of medical care for
adolescents/young adults with IBD. However, 59% of the respondents had experienced some degree of difficulty
when making referrals for such care. The majority of pediatric gastroenterologists considered that the ideal age for
transfer was 18-22 years. Among the respondents, physicians at municipal hospitals considered that the presence of
diseases other than IBD and a shortage of manpower were significantly more important issues than other practice
settings.

Conclusions: The present survey revealed that the general views regarding transitional care for IBD between pedi-
atric and adult gastroenterologists were similar, except for the appropriate time for transfer. The results underline
the importance of preparing a transition program appropriate to practice settings.

Key words inflammatory bowel disease, Japan, pediatrician, questionnaire, transition.

Transition-related healthcare intervention for pediatric patients worldwide, including in Japan.** Hereafter, the term “pedi-
has recently been receiving increased attention. Such interven- atric gastroenterologist” refers to either a gastroenterology
tion can be characterized as “the purposeful planned move- pediatrician or a pediatric surgeon, whereas the term ‘“‘adult
ment of adolescents and young adults with chronic physical gastroenterologist” refers to a non-pediatric physician special-
and medical conditions from child-centered to adult-oriented izing in internal medicine or gastroenterology, or a gastroen-
health care systems”." There is broad consensus that the tran- terology surgeon. IBD is diagnosed before the age of 18 years
sition process ought to be undertaken in a coordinated man- in approximately 25% of all patients; around one-quarter of all
ner.” Inflammatory bowel disease (IBD: Crohn’s disease and affected children and adolescents are under the age of
ulcerative colitis) is a chronic, relapsing inflammatory disorder 10 years at diagnosis.” Both pediatric and adult gastroenterolo-
of the intestine, with an increasing incidence and prevalence gists are primarily responsible for the transitional care of

patients with childhood-onset IBD. In 2019, we reported the
Correspondence: Hideki Kumagai, MD PhD, Department of Pedi- results of a Japanese national survey designed to explore the

atrics, Jichi Medical University, 3311-1 Yakushiji, Shimotsuke, views of adult gastroenterologists regarding successful transi-
Tochigi 329-0498, Japan. Email: h-kumagai @jichi.ac.jp
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2020 gram of education for transitioning childhood-onset IBD
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To the editor

We read with great interest the article by Yuan L et al. [1] regarding
the safety and efficacy of a selective cyclooxygenase (COX)-2 inhibitor
for the treatment of primary hypertrophic osteoarthropathy (PHO). In
this study, a total of 27 patients including 7 patients with HPGD
(15-hydroxyprostaglandin dehydrogenase) gene mutations and 20 pa-
tients with SLCO2A1 (solute carrier organic anion transporter family
member 2A1) gene mutations were treated with etoricoxib and followed
up for nine months. The authors stated that the major symptoms such as
joint swelling, digital clubbing, and pachydermia were improved in most
patients. They also reported that no severe adverse event occurred
throughout the study period.

PHO is classified into two subtypes by causal gene: HPGD gene rele-
vant PHO type I [PHOAR1 (PHO autosomal recessive 1)] and SLCO2A1
gene relevant PHO type II [PHOAR2 (PHO autosomal recessive 2)].
Because urinary levels of prostaglandin E2 (PGE2) are characteristics in
patients with either subtype [1,2], the major symptoms of digital club-
bing, periostosis, and pachydermia in PHO are explained by excessive
PGE2 caused by its impaired degradation. On the other hand, PHOAR1
and PHOAR2 have some differences in clinical features. For example,
PHOAR2 has a marked male predominance and sometimes shows severe
anemia [3]. Moreover, urinary levels of PGE2 metabolites in PHOAR2
were significantly higher than those in PHOARI1 [1].

We have recently shown that loss-of-function mutations in the
SLCO2A1 gene cause hereditary enteropathy referred to as “chronic en-
teropathy associated with SLCO2A1 gene” (CEAS) [4]. CEAS is charac-
terized by persistent blood and protein loss due to the development of
multiple small intestinal ulcers. It is inherited by an autosomal recessive
manner, but it has female predominance [5]. We also reported that as
well as PHOAR2, the urine levels of PGE metabolites in CEAS patients are
significantly higher than those of healthy control [4]. Although PGE2 has

been known to play a protective role against gastrointestinal mucosal
damage [6], multiple intestinal ulcers occur in CEAS. Moreover, the
gastrointestinal lesions of CEAS are endoscopically similar to those of
nonsteroidal anti-inflammatory drug (NSAID)-induced enteropathy.
Furthermore, the lesions mimic those of cryptogenic multifocal ulcerous
stenosing enteritis (CMUSE) caused by the PLA2G4A gene mutations, in
which a decrease in intracellular PGE2 production results in multiple
ulcers of the small intestine. We thus hypothesize that decrease in
intracellular PGE2 by impaired PGE2 transport is causative of small in-
testinal ulcers of CEAS.

As described above, CEAS and PHOAR2 share a causative gene and
their clinical features are profoundly influenced by other modifiers.
Taken together with the facts that CEAS predominantly occurs in females
and PHOAR2 occurs in males, sex-related modifier genes or hormones
should be considered.

To date, we found five Japanese male patients with CEAS, who
manifested all three major symptoms of PHO [5]. Wang Q et al. [7] also
reported two male patients with PHO, who presented anaemia and
hypoalbuminemia presumably due to small intestinal ulcers. Since CEAS
and PHOAR2 share a common causal gene, we presume that patients
with PHOAR2 are prone to intestinal ulcerations. Yuan L et al. [1]
reported that five patients (18.5%) showed a positive faecal occult blood
test and these patients were suspected to have gastrointestinal ulcers. In
our previous prospective trial with the use of capsule endoscopy, 16.7%
of the healthy volunteers showed some small intestinal mucosal injuries
after two weeks of a selective COX-2 inhibitor administration [8].
Therefore, we recommend small intestinal scrutiny by capsule endoscopy
and scheduled blood tests when patients with PHOAR2 were treated by
selective COX-2 inhibitors. Otherwise, the patients may not be candidates
for the treatment by the medication.
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ARTICLE INFO ABSTRACT

Available online 16 January 2021 Solute carrier organic anion transporter family member 2A1 (SLCO2A1, also known as PGT, OATP2A1, PHOAR?2,
or SLC21A2) is a plasma membrane transporter consisting of 12 transmembrane domains. It is ubiquitously
expressed in tissues, and mediates the membrane transport of prostaglandins (PGs, mainly PGE,, PGF,,, PGD;)

Keywords: and thromboxanes (e.g., TxB,). SLCO2A1-mediated transport is electrogenic and is facilitated by an outwardly di-
Prostaglandin rected gradient of lactate. PGs imported by SLCO2A1 are rapidly oxidized by cytoplasmic 15-
Transporter hydroxyprostaglandin dehydrogenase (15-PGDH, encoded by HPGD). Accumulated evidence suggests that
SLCO2A1 SLCO2AT1 plays critical roles in many physiological processes in mammals, and it is considered a potential phar-
g?sggéogy macological target for diabetic foot ulcer treatment, antipyresis, and non-hormonal contraception. Furthermore,

whole-exome analyses suggest that recessive inheritance of SLCO2A1 mutations is associated with two refractory
diseases, primary hypertrophic osteoarthropathy (PHO) and chronic enteropathy associated with SLCO2A1
(CEAS). Intriguingly, SLCO2A1 is also a key component of the Maxi-Cl channel, which regulates fluxes of inorganic
and organic anions, including ATP. Further study of the bimodal function of SLCO2A1 as a transporter and ion
channel is expected to throw new light on the complex pathology of human diseases. Here, we review and sum-
marize recent information on the molecular functions of SLCO2A1, and we discuss its pathophysiological

significance.
© 2021 Elsevier Inc. All rights reserved.
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Abbreviations: AEC, alveolar epithelial cell(s); AVP, arginine-vasopressin; CD, collecting duct; CEAS, chronic enteropathy associated with SLCO2A1; C. hetero, compound heterozygous;
CL, corpus luteum; CNS, central nervous system; CNSU, chronic non-specific ulcers of the small intestine; COX, cyclooxygenase; CP, choroid plexus; CrD, Crohn’s diseases; DA, ductus
arteriosus; DEL, deletion; DFU, diabetic foot ulcer; DP, PGD, receptor; DUP, duplicate; EP, prostaglandin E, receptor; EX, exon; FP, PGF,, receptor; FS, frameshift; GC, granulosa cell;
GFP, green fluorescent protein; hCG, human chorionic gonadotrophin; Hetero, heterozygous or heterozygous state; Homo, homozygous or homozygous state; HPGD,
hydroxyprostaglandin dehydrogenase; hSLCO2A1, human SLCO2A1; INT, intron; LPS, lipopolysaccharide; MIS, missense; MRP, multidrug resistance-associated protein; mSlco2al,
mouse Slco2al; NON, non-sense; NSAID, non-steroidal anti-inflammatory drug(s); OCT, organic cation transporter; OAT, organic anion transporter; OATP, organic anion transporting poly-
peptide; P4, progesterone; PDA, patent DA; PDP, pachydermoperiostosis; PG, prostaglandin; PGE-M, PGE metabolites; PGE-MUM, PGE-major urinary metabolite; PGT, prostaglandin trans-
porter; PGR, progesterone receptor; PHO, primary hypertrophic osteoarthropathy; PHOAR, PHO autosomal recessive; PGES, PGE synthetase; PPAR, peroxisome proliferator-activated
receptor; rSlco2al, rat Slco2al; SLC, solute carrier; SLCO, solute carrier organic anion transporter; SS, splice site mutation; TMD, transmembrane domain; TSS, transcription starting
site; Tx, thromboxane; wt, wild type.
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Abstract Behget’s disease (BD) is an intractable systemic =~ management of intestinal BD was established. Recently,

inflammatory disease characterized by four main symp-  evidence-based JSBD (Japanese Society for BD) Clinical
toms: oral and genital ulcers and ocular and cutaneous  Practice Guidelines for BD (Japanese edition) were pub-
involvement. The Japanese diagnostic criteria of BD clas-  lished, and the section on intestinal BD was planned to be
sify intestinal BD as a specific disease type. Volcano-  published in English. Twenty-eight important clinical

shaped ulcers in the ileocecum are a typical finding of  questions (CQs) for diagnosis (CQs 1-6), prognosis (CQ
intestinal BD, and punched-out ulcers can be observed in 7), monitoring and treatment goals (CQs 8-11), medical
the intestine or esophagus. Tumor necrosis factor inhibitors ~ management and general statement (CQs 12-13), medical
were first approved for the treatment of intestinal BD in treatment (CQs 14-22), and surgical treatment (CQs
Japan and have been used as standard therapy. In 2007 and ~ 23-25) of BD and some specific situations (CQs 26-28)
2014, the Japan consensus statement for the diagnosis and  were selected as unified consensus by the members of
committee. The statements and comments were made fol-
lowing a search of published scientific evidence. Subse-
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Introduction

Abstract

Background and Aims: Small intestinal lesions in patients with Behcet disease (BD) have
a risk of perforation and hemorrhage requiring surgery. However, no screening strategy for
such lesions has been established. We investigated small intestinal lesions in BD patients
with video capsule endoscopy (VCE) and analyzed clinical characteristics to identify non-
invasive biomarkers of such lesions.

Methods: This study included 33 BD patients who underwent VCE (PillCam® SB3) at our
institution from June 2016 to January 2019. Clinical characteristics, including age, sex, dis-
ease duration, body mass index, gastrointestinal symptoms, eye involvement, and blood ex-
aminations, were obtained from the medical records of 27 of the 33 patients. Fecal
immunochemical tests for hemoglobin, fecal calprotectin (FC), and fecal lactoferrin (FL)
were measured. VCE findings of 145 healthy Japanese individuals from a previous report
were used as controls.

Results: Two intestinal BD patients were included in the 27 patients. We observed that BD
patients exhibit more small intestinal lesions compared with healthy individuals, including
erosions, ulcers, and total lesions (erosions or ulcers). FC and FL levels were significantly
higher in patients with versus without small intestinal lesions (P = 0.034 and P = 0.046,
respectively). Receiver operating characteristic analyses demonstrated that FC (cutoff
value = 119 pg/g) and FL (cutoff value = 17 pg/g) were biomarkers for small intestinal le-
sions in patients with BD.

Conclusion: The present study using VCE showed that patients with BD had more small
intestinal lesions than healthy individuals. FC and FL could be useful for screening BD pa-
tients who may have small intestinal lesions.
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involvement, neurologic disorders, vascular disease, and arthritis.
BD was first described in 1937 by Hulusi Behget, a Turkish derma-

Behget disease (BD) is a multisystem disease characterized by re-
current oral aphthae and several systemic manifestations, including
genital ulcers, ocular disease, skin lesions, gastrointestinal (GI)

Journal of Gastroenterology and Hepatology <+ (2020) ee—ee

tologist." Approximately 3% to 16% of patients with BD have GI
tract involvement. Although GI disease typically affects the
ileocecal area in these patients, involvement of the esophagus and
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Univariate analysis Multivariate analysis

HEiE - RC FEE-R

B2 B0 pvalue OR@5%cCH P~

value

BW (kg) 5594143 62.1+12.6 0.119 0.99(0.86-1.12) 0.824

DM& &Y (N, %)

M FE DR EERSL - IHD
(N, %)

PRI T—T LB E
N, %)

FRMLARTE O EEAL - FET ORI 1%, 45 %
VIR, Mz R AN, i, MIRCTH D Z
& KGR T HEL ETHL L, Tho
7z (& 3).

3 #iRmie ERLE-ECORKREF

Multivariate analysis

3(13.6%) 8(308%) 0.189  5.08(0.38-66.2) 0.21

17 (772 %) 6(23.1%) 0.00038 66.7(5.37-793.7) 0.0010

3(13.6%) 0(0%) 0.084 0.997

Univariate analysis
EE-EC EEAE- T

B(n=32) B @=135) p-value OR (95% CI) p-value

RIERFER () 4014175 49.1+ 182 0.013
45mELT (N, %) 23 (28.0%) 9(10.6 %) 0.0056 2.84 (1.05-7.69) 0.038
< 0337
) o, o,
BLEERESH Y (past/currenet)3 (10 %) 42 (31.1 %) 0.045 ©0.085-1.34) 0.122

VIEDE | PA/PM/CVS* 28 (87.5 %) 54 (40.0 %) <0.0001 9.79(3.03-31.6) 0.00013
EBHEPFELLEN, %) 16 (50.0 %) 39 (29.5 %) 0.0079  2.79(1.04-7.47) 0.0415

27200%) 0018 P 0.055

R TNF-afihk (N, %) 1(3.1%) 0.014.1.08)

499+ 597 2.60+3.84 0.008
19 (59.4%) 49 (363 %) 0.0266 2.13(0.78-5.26) 0.148

* PA:IEDAR, PM: PR - Bl B IR, cvs: Mol a iR

CRP (mg/dl)
CRP 2 1.5mg/dl (N, %)
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