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Behcet’s disease with intestinal involvement: =

a case report and review of the literature

Lin Li'", Jing Wang'", Huifang Li", Chiyi He' and Xiaoping Niu'**

Abstract

Background Behcet’s disease (BD) is a chronic systemic disease characterized by vasculitis as the basic pathological
change. BD is rare, and gastrointestinal involvement occurs in 3% to 25% of affected patients. This article describes
a rare case of intestinal BD along with a literature review of intestinal involvement in BD.

Case presentation A 50-year-old Han woman from China presented with a >6-month history of distending pain

in the right upper abdomen. Because of mechanical obstruction secondary to stricture formation from an ileocecal
ulcer, she underwent radical right colon resection, and postoperative pathologic examination indicated an ileoce-
cal ulcer. The patient was readmitted to the hospital 6 months postoperatively for recurrence of the same symp-
toms. Colonoscopy indicated obvious narrowing of the anastomosis with an oval-shaped deep ulcer that could

not be passed by the endoscope. Pathologic examination showed acute and chronic inflammation of the anas-
tomotic mucosa and granulation tissue. In addition, gastroscopy showed a 3.0-x4.0-cm giant ulcer at the junc-

tion of the descending bulb along with a sinus tract. Moreover, total gastrointestinal computed tomography
angiography showed significant thickening of the intestinal wall near the transverse colon, forming a sinus tract

at the junction of the antrum and duodenum with a length of about 1.3 cm and width of about 0.2 cm. Further
inquiry regarding the patient’s medical history revealed that she had developed repeated oral ulcers 3 years previ-
ously and repeated eye inflammation 5 years previously. Specimens of the right half of the colon removed 6 months
previously were sent to Run Run Shaw Hospital Affiliated to Zhejiang University for consultation. The pathologic
examination revealed vasculitis in the submucosa and subserosa, and the patient was finally diagnosed with BD. She
began treatment with adalimumalb, and repeat gastroenteroscopy revealed that the intestinal ulcer had significantly
improved.

Conclusions An oval-shaped deep intestinal ulcer is a characteristic lesion in patients with BD and may involve

the intestinal muscle layer. This case emphasizes that BD is a vasculitis affecting multiple organs and can present

with a single, deep, clean-edged intestinal ulcer that penetrates the bowel wall to form a sinus tract. Therefore, careful
examination and differential diagnosis should be carried out to prevent a poor prognosis. Adalimumab is effective
for patients with intestinal BD.
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Background

Behget’s disease (BD) was first reported and confirmed
by Behget in 1937 [1]. It is a disease of unknown etiology
and is characterized by small vessel vasculitis as the path-
ological basis. BD mainly involves the skin and mucous
membranes, and it induces chronic progressive damage
to multiple body systems over time [2, 3].

The clinical manifestations of BD vary, and there are no
specific laboratory biomarkers that support a definitive
diagnosis. The diagnosis of BD is mainly based on clinical
manifestations; this makes it difficult to identify BD at its
onset, leading to delayed diagnosis [4]. The pathogenesis
of BD is unknown. Pathological assessment is the main
diagnostic method and usually shows vasculitis.

BD is rare and is characterized not only by recurrent
oral and genital aphthous ulceration but also cutaneous,
ocular, vascular, and/or gastrointestinal lesions [5]. Gas-
trointestinal involvement occurs in 3% to 25% of patients
with BD, and the incidence of gastrointestinal involve-
ment is higher in East Asian countries such as Korea
and Japan than in Western or Middle Eastern countries
[6]. The gastrointestinal manifestations of BD usually
occur in the ileocecal region and are characterized by
right lower abdominal pain, abdominal distension, diar-
rhea, and hematochezia. Thus, BD is easily confused with
inflammatory bowel disease.

The purpose of this report is to describe a rare case
of BD with intestinal involvement that was eventually
confirmed by clinical and pathological findings. Clinical
differential diagnosis and pathological findings are par-
ticularly important in the diagnosis of BD.

Case presentation

On 1 November 2020, a 50-year-old Han woman pre-
sented with a 6-month history of recurrent distending
pain in the right upper abdomen and was admitted to the
Department of Gastrointestinal Surgery at The First Affil-
iated Hospital of Wannan Medical College. The abdomi-
nal pain was paroxysmal and accompanied by nausea and
vomiting. She had no diarrhea, no black or bloody stools,
and no fever or chills. Physical examination revealed ten-
derness and rebound pain in the middle and upper abdo-
men, no muscle tension, no palpable abdominal mass, no
signs of oral or vulvar ulcers, no perianal fistula, and no
joint rash.

Laboratory investigations revealed normocytic ane-
mia (hemoglobin, 97 g/L), hypoproteinemia (albumin,
29.6 g/L), and elevated inflammatory marker levels
[C-reactive protein (CRP), 10.47 mg/L; erythrocyte sedi-
mentation rate (ESR), 28 mm/h]. The platelet count was
305 x 10%/L, exceeding the upper limit of normal. Positive
results were obtained for fecal occult blood, tuberculo-
sis antibody, tuberculosis infection based on the number
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of spot-forming T cells (T-SPOT.TB test), and tubercu-
lin purified protein derivative. No obvious abnormality
was observed in the white cell count, blood coagulation,
routine laboratory evaluation before blood transfusion,
tumor markers, and an acid-fast bacillus sputum smear.

Because of the patient’s normocytic anemia and right
upper abdominal pain, enhanced computed tomogra-
phy (CT) of the whole abdomen was carried out first.
The results indicated obvious thickening and strength-
ening of the cecum and ascending colon with multiple
enlarged lymph nodes, raising the possibility of cancer.
Colonoscopy subsequently showed a large circumferen-
tial ulcer infiltrating the bowel from the proximal ascend-
ing colon to the ileocecal region, and the intestinal cavity
was too narrow for passage of the endoscope (Fig. 1A,
B). Pathologic examination showed acute and chronic
inflammation of the mucosa with crypt abscesses, inflam-
matory exudation, necrosis, and granulation tissue, but
no granulomatous inflammation (Fig. 1C, D). Because
of the mechanical obstruction secondary to the stricture
from the ileocecal ulcer, part of the intestine in the right
abdomen was dilated with gas and fluid accumulation.
After failure of conservative treatment (fasting, gastro-
intestinal decompression, and anti-infection agents), the
patient finally underwent radical right colon resection
on 4 November 2020. Postoperative pathologic exami-
nation revealed a 7.0- x4.0-cm ileocecal ulcer. The peri-
intestinal wall tissue was infiltrated by numerous acute
and chronic inflammatory cells and contained lymphatic
follicles. Both the peri-ileal and pericolic lymph nodes
showed reactive hyperplasia.

On 10 December 2020 (1 month after the operation),
the patient was readmitted to the hospital because of
abdominal pain. Abdominal CT revealed intestinal
obstruction and pelvic effusion. After symptomatic treat-
ment consisting of fasting, fluid rehydration, and anti-
infection treatment, the patient was discharged with
improved symptoms.

Six months later, the patient presented to the Depart-
ment of Gastroenterology because of a 5-day history
of distending pain in the right upper abdomen. Physi-
cal examination showed no abdominal tenderness or
rebound pain, no palpable abdominal mass, no bulbar
conjunctival congestion, no oral or vulvar ulcers, no
perianal fistula, and no joint rash or other abnormali-
ties. A plain CT scan indicated irregular thickening of
the intestinal wall in the operative area, which seemed
to be locally connected to the descending part of the
duodenum. Laboratory investigations revealed normo-
cytic anemia (hemoglobin, 100 g/L), hypoproteinemia
(albumin, 33.7 g/L), elevated inflammatory marker lev-
els (CRP, 13.77 mg/L; ESR, 50 mm/h), and a high platelet
count of 320 x 10°/L. Tuberculosis antibody, the T-SPOT.
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cavity was obviously narrow; C, D pathology showed that acute and chronic inflammation of the mucosa, with crypt abscess, inflammatory
exudation, necrosis and granulation tissue, ulcer, but no granulomatous inflammation

TB test, and tuberculin purified protein derivative were
positive. However, negative results were obtained on an
acid-fast bacillus sputum smear, fecal occult blood test,
blood coagulation profile, tumor marker measurement,
autoantibody measurement, and antineutrophil cytoplas-
mic antibody measurement. Abdominal enhanced CT
showed a small amount of exudation in the fatty space
around the anastomosis and multiple lymph nodes as
well as uneven thickening and edema of the wall of the
gastric pylorus (Fig. 2A). Colonoscopy showed obvious
narrowing of the anastomosis with a huge deep ulcer that

(See figure on next page.)

could not be passed by the endoscope; no abnormalities
were found in the remaining intestinal tract (Fig. 2B).
Pathologic examination showed acute and chronic
inflammation of the anastomotic mucosa, inflamma-
tory exudation, necrosis, and granulation tissue. In addi-
tion, gastroscopy showed a 3.0-x4.0-cm giant ulcer at
the junction of the descending bulb. The ulcer was cov-
ered with yellow slough, and a sinus tract had formed
(Fig. 2C, D). Moreover, total gastrointestinal CT angiog-
raphy showed significant thickening of the intestinal wall
near the transverse colon, forming a sinus tract at the

Fig.2 A Abdominal enhanced CT showed a little exudation in the fatty space around the anastomosis and multiple lymph nodes, uneven
thickening and edema of the gastric wall in the gastric pylorus; B colonoscopy showed that the anastomosis was obviously narrow with huge
ulcers, which could not be passed by the endoscope; C, D gastroscopy showed that a 3.0 cm*4.0 cm giant ulcer was observed at the junction
of descending bulb and the sinus tract was formed; E a total gastrointestinal CT angiography showed that significant thickening of the intestinal
wall near the transverse colon, forming a sinus tract at the junction of the sinus-duodenum with a length of about 1.3 cm and a width

of about 0.2 cm; F pathology showed that vasculitis could be seen in the submucosa and subserosa, and the patient was diagnosed as BD; G, H
repeat gastroenteroscopy revealed that the intestinal ulcer was significantly improved
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junction of the antrum and duodenum with a length of
about 1.3 cm and width of about 0.2 cm (Fig. 2E). Further
inquiry regarding the patient’s medical history indicated
that she had experienced repeated oral ulcers 3 years
previously and repeated eye inflammation 5 years previ-
ously, neither of which had recurred since then. Based on
the above results, specimens of the right half of the colon
removed 6 months previously were sent to Run Run Shaw
Hospital Affiliated to Zhejiang University for consulta-
tion. The pathologic examination revealed vasculitis in
the submucosa and subserosa, and the patient was diag-
nosed with BD (Fig. 1F). Thus, we ultimately diagnosed
BD according to the International Criteria for Behget’s
Disease (ICBD) [7].

The patient was treated with methylprednisolone
(40 mg) and isoniazid (0.4 g) four times daily for 3 weeks,
followed by a tapering of prednisone and adalimumab
2 weeks once for 6 months. This resulted in resolution of
the patient’s abdominal distension as well as weight gain.
Repeat gastroenteroscopy revealed that the intestinal
ulcer had significantly improved (Fig. 2G-I). Repeat labo-
ratory investigations after 6 months of treatment showed
the following: hemoglobin, 132 g/L; platelet count,
253 x 10%/L; albumin, 44.3 g/L; CRP, 0.88 mg/L; and ESR,
4.7 mm/h.

Discussion and conclusions

This case report describes a middle-aged woman with a
chronic disease course. At the first visit, because of the
patient’s atypical clinical manifestations and aggravation
of intestinal obstruction, radical right colon resection was
performed, and postoperative pathologic examination
indicated ulcerative lesions. The patient was readmitted
to the hospital 6 months postoperatively for recurrence
of the same symptoms. After a series of examinations,
follow-up of her medical history (repeated oral ulcers
and eye inflammation), and consideration of pathological
findings indicating vasculitis, the patient was finally diag-
nosed with BD.

In 1990, the International Group of BD first defined the
diagnostic criteria for BD: recurrent oral ulcers plus any
two of the following: recurrent genital ulcers, eye lesions,
skin lesions, and positive acupuncture tests. In 2014, new
diagnostic criteria for BD (the ICBD) were proposed,
including two additional clinical criteria: neurological
disease and vascular involvement. Notably, these allow
for diagnosis of BD even in the absence of oral ulcers.
However, these diagnostic criteria do not include intesti-
nal symptoms and signs [7].

We used the ICBD to verify the diagnosis in the present
case. Ocular lesions, oral lesions, and genital lesions are
assigned 2 points each, while skin lesions, central nerv-
ous involvement, vascular manifestations, and systemic
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involvement are assigned 1 point each. Positive patho-
logical tests are assigned 1 point. Patients who score >4
points are classified as having BD. Our patient scored 5
points using this system: ocular lesions (2 points), oral
lesions (2 points), and pathological tests (1 point). There-
fore, she was finally diagnosed with BD.

Intestinal BD is a type of vasculitis that usually occurs
in the ileocecal region. It manifests as ulcer-like changes
in the damaged intestinal mucosa. The ulcers are deep,
large, and perforated. BD is a multisystem disease that
can often involve blood vessels, nerves, and joints; how-
ever, it rarely occurs in the digestive system. Increas-
ingly more studies on gastrointestinal BD have been
performed in recent years, but the rates of missed diag-
nosis and misdiagnosis are high because of its complex
and diverse clinical manifestations and lack of specific-
ity. Numerous studies have shown that abdominal pain is
the most common clinical manifestation of intestinal BD,
which is consistent with the present case. Some patients
also have black or bloody stool, digestive tract perfora-
tion, or a perianal abscess as the first symptom [8-10].
Although the pathogenesis of BD remains unknown, it
may be caused by genetic, immune, infective, or environ-
mental factors.

Intestinal BD generally appears 4 to 6 years after oral
ulcers. In the present case, the intestinal ulcer appeared
3 years after the oral ulcer and 5 years after the eye dis-
ease. Neither the oral ulcer nor eye disease recurred after
cure was attained, which increased the difficulty of diag-
nosis in this case. Therefore, it is particularly important
to obtain a BD-related medical history of patients with
intestinal ulcers, especially those with a single ulcer.

An oval-shaped deep intestinal ulcer is a characteristic
lesion in patients with BD, and such an ulcer may involve
the intestinal muscle layer. BD-related ulcers usually
occur as a solitary lesion, and their site of onset is usu-
ally in the terminal ileum and ileocecal region; they are
not commonly seen in the upper digestive tract. Thus, a
possible complication of intestinal BD is intestinal per-
foration, especially ileocecal perforation. One report
described a case of spontaneous ileocecal perforation in
a patient with BD, and life-threatening iatrogenic bowel
perforation occurred during colonoscopy [11]. In the
present case, abdominal CT and total gastrointestinal CT
angiography showed the formation of a duodenal sinus
between the anastomosis and the duodenal bulb. Based
on the above evidence, we assumed that the duodenal
ulcer was secondary to the anastomotic ulcer because
sinus was present between the duodenum and anastomo-
sis. The deep, large duodenal ulcer and the formation of
the duodenal sinus were caused by the ulcer outside the
anastomosis infiltrating the intestinal muscle layer. Like
Crohn’s disease (CD), BD can also cause the formation
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of a penetrating sinus in the digestive tract. Clinicians
should be alert to the rare complications of BD.

BD is characterized by oral ulcers, pigmented mem-
brane inflammation, and skin injury, whereas CD is
mainly characterized by extensive intestinal injury and
granulomatous enteritis [6]. It is difficult to distinguish
intestinal ulcers caused by BD from other inflammatory
intestinal lesions, especially those caused by CD, which
shares common extra-enteral manifestations such as ocu-
lar uveitis, arthritis, oral ulcers, pyoderma gangrenosum,
vascular occlusive disease, and thrombosis. Gastrointes-
tinal involvement in BD is similar to that in CD, but there
are still differences. Deep round ulcers with clear edges in
the ileocecal region suggest BD [12]. However, segmen-
tal longitudinal ulcers and a pebble-like appearance are
more likely to indicate CD. Gastrointestinal biopsy speci-
mens are the most common tissues used for pathologi-
cal assessment. Obvious vasculitis is the most common
feature of BD [12, 13]. Therefore, a detailed history, clini-
cal features, and pathological assessment have important
diagnostic value.

At present, there is no recognized radical treatment
of intestinal BS. Glucocorticoids and immunosuppres-
sants are commonly used to improve the patient’s clini-
cal condition according to the European Alliance of
Associations for Rheumatology guidelines [5]. However,
monoclonal anti-tumor necrosis factor antibodies (inf-
liximab or adalimumab) can be considered for patients
with refractory intestinal BD [14—16]. One case report
revealed that infliximab-induced remission of intesti-
nal BD was mediated not only by inhibiting the tumor
necrosis factor-a—mediated signaling pathway but also
by promoting interleukin-6 expression and accumulation
of regulatory T cells expressing FOXP3 [17]. Zhao et al.
[18] recently found that tofacitinib (a Janus kinase inhibi-
tor) is effective against refractory intestinal BD and that
Janus kinase inhibitors can be potential therapeutic tar-
gets for the treatment of severe refractory intestinal BD
[18]. Surgery should be performed for patients with seri-
ous complications such as severe gastrointestinal bleed-
ing, perforation, fistulas, intestinal obstruction, and huge
abdominal masses. In the present case, the symptoms of
intestinal obstruction were aggravated and the patient
underwent surgical treatment. After readmission, she
was finally diagnosed with intestinal BD. After treatment
with adalimumab, the patient’s symptoms were relieved
and the ulcer healed. Adalimumab has been successfully
used as a first-line anti-TNF-a agent in steroid-depend-
ent intestinal BD patients to induce and maintain com-
plete response [19].

Overall, the prognosis of this patient was good.
BD should be considered in patients with ileocecal

Page 6 of 7

ulcerative lesions, especially single ulcers; recurrent
abdominal pain; and parenteral symptoms other than
those caused by inflammatory bowel disease. The
diagnosis of BD relies upon a combination of clini-
cal, radiological, endoscopic, and histological findings.
The typical pathological features of BD are difficult to
identify, and the experience of the pathologist will also
affect the determination of the final outcome, which is a
limitation in our study. Establishing a precise diagnosis
can be difficult, but it is important because the treat-
ment and prognosis can be highly variable.

In conclusion, intestinal involvement in BD is rare
in clinical practice. The diagnosis of BD is challenging
because of its atypical symptoms. The clinical cases
described in this report highlight the importance of
identifying intestinal involvement in BD and the dif-
ficulty of diagnosing such patients. The additional
examination methods are nonspecific, and the patient’s
clinical presentation, medical history, and pathologi-
cal findings provide the basis for diagnosis. This case
emphasizes that BD is a vasculitis that affects multiple
organs and can present with a single clean-edged ulcer
that penetrates to form a sinus tract in the intestine.
Therefore, careful examination and differential diagno-
sis are necessary. Adalimumab is effective for patients
with intestinal BD. Future studies are needed for the
development of new diagnostic criteria for BD that
include different clinical manifestations, such as gastro-
intestinal involvement.
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