Sun et al. BMC Rheumatology (2023) 7:25
https://doi.org/10.1186/541927-023-00344-9

BMC Rheumatology

Potential gastrointestinal Behcet'’s disease
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updates

flare after treatment with anti-interleukin 17a

therapy
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Abstract

preferably guided by a phenotype-tailored approach.

Background Behcet's disease (BD) is a systemic disease characterized by recurrent oral and genital ulcers. The
underlying disease pathway likely involves interleukin (IL)-17 A, a proinflammatory cytokine that is implicated in
Behcet's uveitis. Secukinumab is an anti-IL-17 A drug that may have an emerging role in the treatment of refractory
BD. This is the first known case report of gastrointestinal BD flare up after anti-IL.-17 A therapy.

Case presentation \We presented a case of BD with cutaneous and articular features being treated with
secukinumab. After the third dose of loading secukinumab, the patient developed acute lower abdominal pain
required hospital admission. Urgent computer tomography (CT) abdomen showed fatty stranding of caecum.
Colonoscopy with caecal showed increased number of inflammatory cells in lamina propria. Secukinumab was
stopped and patient was started on medium dose steroid. His abdominal symptoms resolved after treatment.

Conclusions This case report illustrates a case of gastrointestinal (Gl) BD presenting as acute inflammatory colitis
after the use of secukinumab. Therefore, anti-IL-17 A agents should be used cautiously in patients with Gl BD, and
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Background

Behcet’s disease (BD) is a systemic disease character-
ized by recurrent oral and genital ulcers. The underlying
disease pathway likely involves IL-17 A, a proinflam-
matory cytokine that is implicated in Behcet’s uveitis.
Secukinumab is an anti-IL-17 A drug that may have
an emerging role in the treatment of refractory BD.
Conventionally used in autoimmune diseases such as
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ankylosing spondylitis (AS) and psoriatic arthritis (PsA),
secukinumab has efficacy for mucosal and articular man-
ifestations in treatment-resistant BD phenotypes. How-
ever, it may worsen or even induce de novo inflammatory
bowel disease (IBD). We reported a case of gastrointesti-
nal BD flare up after anti-IL-17 A therapy.

Case report

A 34-year-old gentleman with history of renal stones
and migraine presented to the rheumatology clinic with
recurrent oral and genital ulcers, extensive folliculitis,
epididymitis, and polyarthritis for six months. There
was no history of uveitis. A recent colonoscopy done
for a symptom of rectal bleeding was normal. Physical
examination showed multiple oral and genital ulcers,

©The Author(s) 2023. Open Access This article is licensed under a Creative Commons Attribution 4.0 International License, which permits use,
sharing, adaptation, distribution and reproduction in any medium or format, as long as you give appropriate credit to the original author(s) and
the source, provide a link to the Creative Commons licence, and indicate if changes were made. The images or other third party material in this
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the material. If material is not included

in the article’s Creative Commons licence and your intended use is not permitted by statutory regulation or exceeds the permitted use, you will
need to obtain permission directly from the copyright holder. To view a copy of this licence, visit http://creativecommons.org/licenses/by/4.0/. The
Creative Commons Public Domain Dedication waiver (http://creativecommons.org/publicdomain/zero/1.0/) applies to the data made available
in this article, unless otherwise stated in a credit line to the data.


http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/publicdomain/zero/1.0/
http://crossmark.crossref.org/dialog/?doi=10.1186/s41927-023-00344-9&domain=pdf&date_stamp=2023-8-7

Sun et al. BMC Rheumatology (2023) 7:25

folliculitis on the neck and back, and tender and swollen
wrists and knees. Blood tests for anti-nuclear antibody
(ANA), and anti-extractable nuclear antigens (anti-ENA)
were negative. Complements 3 and 4 (C3 and C4) were
normal. Human leucocyte antigen (HLA) B51 was posi-
tive and HLA B27 was negative. HLA A26 was not per-
formed. Ophthalmologic assessment showed no features
of uveitis. He was diagnosed with Behcet’s disease (BD)
according to the International Study Group (ISG) crite-
ria for Behcet’s [1] and treated with prednisolone 30 mg
and azathioprine 50 mg daily. Colchicine 0.5 mg daily
had also been started but was stopped due to intoler-
able diarrhea. After a month on azathioprine, he devel-
oped deranged liver enzymes with alanine transaminase
(ALT) and aspartate transaminase (AST) greater than
three times the upper normal limit of normal. Azathio-
prine was switched to adalimumab (anti-tumor necrosis
factor [anti-TNF], Amgevita) 40 mg once every 2 weeks.
Despite two months of combination therapy of steroid
and adalimumab, he had persistently active arthritis that
impaired daily functioning. Adalimumab was switched to
secukinumab (an anti-interleukin [IL] 17a) 150 mg once
per week as loading dose after a course of intravenous
immunoglobulin (IVIg) therapy (24gram for 5 consecu-
tive days, a total of 2gram per kilogram). The oral-genital
ulcers, folliculitis, and polyarthritis resolved. However,
after the third dose of secukinumab, he developed acute
right lower abdominal pain that required hospital admis-
sion. There was no fever, oral ulcers, diarrhea, rectal
bleeding, joint pain or new folliculitis. Physical exami-
nation showed tenderness and guarding at the right
lower quadrant of the abdomen. Investigations showed
increased white cell count of 12.3x1079/L (normal 3.7-
9.2x1079/L) and neutrophils 10.67x10"9/L (normal
1.70-5.80x1079/L). Liver and renal function tests were
normal with serum albumin decreased to 31.7 g/L (nor-
mal 35.0-52.0 g/L). Erythrocyte sedimentation rate (ESR)
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was increased from 2 mm/hr to 38 mm/hr. Urine culture,
chest x-rays and procalcitonin were normal. Abdominal
x-rays showed no fluid level or dilated loops of bowel.
Urgent computed tomography (CT) of the abdomen
showed mild fatty stranding at right lower quadrant,
anterior to the caecum and adjacent to the distal ileum —
features suspicious of active colitis (Fig. 1). Stool culture
was negative. Colonoscopy with caecal biopsy showed
mild increased number of inflammatory cells in lamina
propria (Fig. 2).

He was diagnosed with active gastrointestinal (GI) BD.
Secukinumab was stopped. Three days of pulsed meth-
ylprednisolone (250 mg IV once every 24 h) were fol-
lowed by the resumption of prednisolone 30 mg daily.
Abdominal symptoms were resolved one week later. He
was started on golimumab (an anti-TNF) 50 mg once per
month with slow taper of prednisolone. His condition
remained stable with no recurrence of abdominal pain,
and ESR normalized to a value of 21. He continued to fol-
low up in the rheumatology clinic to monitor treatment
progress.

Discussion and conclusions

IL-17 A is a proinflammatory cytokine that is primarily
produced by T helper 17 cells and is implicated in many
autoimmune diseases such as spondyloarthitis and psori-
asis [2, 3]. Elevated serum levels of IL-17 have been found
in patients with Behcet’s uveitis, and recurrent aphthous
ulcers [4, 5]. BD and spondyloarthritis has been proposed
to share a common immunopathogenic background,
with major histocompatibility complex class I (MHC-I)
molecules and the IL-17 axis as crucial components [4,
6]. Secukinumab is a fully human monoclonal antibody
against IL-17 A that is used as an effective treatment in
psoriatic arthritis (PsA) and ankylosing spondylitis (AS)
[7], and shows promising results in the treatment of BD.
A multi-centre study suggested that secukinumab at a

Fig. 1 Mild fatty stranding at right lower quadrant of the abdomen, anterior to the cecum and adjacent to the distal ileum (shown by arrows). Features

could be related to mild colitis/ ileitis
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Fig.2 Two pieces of caecal biopsy specimens showing increased number of inflammatory cells in lamina propria

dose of 150-300 mg per month is effective and with no
serious adverse effects in the long-term management of
mucosal and articular phenotypes that are resistant to
traditional treatments [8].

However, anti-IL-17 A agents has been associated
with flares in inflammatory bowel disease (IBD). IL-17
mediates the tight-junction formation of intestinal epi-
thelial cells via a modulation of claudin expression [9].
Therefore, blockage of IL-17 could worsen colitis. In a
randomized control study of patients with Crohn’s dis-
ease (CD), the use of secukinumab caused more exacer-
bations compared to placebo [10]. Another multicenter
phase II trial demonstrated high rate of serious adverse
events and fungal infections [7]. There have been reports
of de novo CD in patients with psoriasis and AS while on
secukinumab [11]. This poses a difficulty as GI BD and
IBD, in particular CD, share many similarities in patient
demographics, inflammatory markers, and multiorgan
involvement [12]. As a result, they are often classified
under the same disease entity. Approximately 10-15%
of patients with BD have GI BD, defined by symptoms
of colic and diarrhea and signs of typical ulcerations on
endoscopy [13]. GI BD typically has poor prognosis due
to chronicity of symptoms and poor respond to conven-
tional therapy.

This case report illustrated the potential risk of BD-
associated GI flare triggered by the use of secukinumab,
possibly from a similar mechanism to IBD. Although
secukinumab is promising and has been shown to be safe
and effective for the treatment of severe mucosal and
articular disease, its use in GI BD requires further review.
Secukinumab should be used with caution in GI BD, and
guided by a phenotype-tailored approach to therapy. Fur-
ther research in this area could help us to identify the
safeness of IL-17 antagonist in BD.
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CcT Computer tomography
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