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CASE REPORT
Confusing untypical intestinal Behcet’s disease: Skip ulcers
with severe lower gastrointestinal hemorrhage
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Skip ulcers

Core tip: We present a patient with fever, abdominal
Abstract pain and skip ulcers accompanied by lower gastrointes-
tinal hemorrhage. Although the patient had undergone
a number of examinations, no diagnosis was made. The
patient underwent emergency surgery due to unman-
ageable lower gastrointestinal hemorrhage. Pathology
of the resected bowel containing ulcer lesions indicated
ectasia and blood vessel hyperplasia. The patient was
diagnosed with incomplete-type intestinal Behcet's
disease (BD). BD can influence any region of the gas-
trointestinal tract. It is more difficult to diagnose when
intestinal BD is accompanied by multiple ulcers in vari-
ous positions throughout the entire digestive tract.

Behcet's disease (BD) is a rare and life-long disor-
der characterized by inflammation of blood vessels
throughout the body. BD was originally described in
1937 as a syndrome involving oral and genital ulcer-
ation in addition to ocular inflammation. Intestinal
BD refers to colonic ulcerative lesions documented by
objective measures in patients with BD. Many studies
have shown that over 40% of BD patients have gas-
trointestinal complaints. Symptoms include abdominal
pain, diarrhea, nausea, anorexia and abdominal disten-
sion. Although gastrointestinal symptoms are common,
the demonstration of gastrointestinal ulcers is rare.
This so-called intestinal BD accounts for approximately
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INTRODUCTION

Intestinal Behcet’s disease (BD) refers to colonic ulcet-
ative lesions documented by objective measures in pa-
tients with BD. Bechguard first described gastrointestinal
involvement in 1940". Oshima ez a/” reported that over
40% of BD patients had gastrointestinal complaints.
Symptoms included abdominal pain, diarrhea, nausea,
anorexia and abdominal distension”. Although gastro-
intestinal symptoms are common, the demonstration of
gastrointestinal ulcers is rare. This so-called intestinal BD
accounts for approximately 1% of cases™".

The manifestations of intestinal BD are similar to
other colitis conditions such as Crohn’s disease or in-
testinal tuberculosis, therefore, it is challenging for gas-
troenterologists to accurately diagnose intestinal BD in
patients with ileo-colonic ulcers. It is more difficult to
diagnose when intestinal BD is accompanied by multiple
ulcers in various positions throughout the entire digestive
tract. Furthermore, giant skip ulcers and gastrointestinal
hemorrhage are rare in intestinal BD. Here, we present
a case of untypical intestinal BD. The patient had giant
ulcers distributed in the esophagus and ileocecal junction
accompanied by lower gastrointestinal hemorrhage, but
no typical extra-intestinal symptoms.

CASE REPORT

A 47-year-old male presented to our hospital in Octo-
ber 2010 due to abdominal pain, fever and diarrhea. His
abdominal pain was located in the epigastric region and
lower right quadrant with no radiation. The pain was
crampy and intermittent throughout the day. He could
not recall what made the pain better or worse, but the
symptoms had been present for approximately one year.
In addition to fever and diarrhea the patient also experi-
enced headache. His maximum temperature was 41 C.
Endoscopy showed multiple giant ulcers in the esopha-
gus and ileocolonic region. His clinical diagnosis was
documented as Crohn’s disease, and 5-aminosalicylate
(mesalazine) 4.0 mg and prednisone 40 mg were admin-
istered orally. The above-mentioned symptoms gradually
improved. However, his temperature rose when the dose
of prednisone was tapered. The patient was referred to
our hospital for further treatment.

The patient’s past medical history consisted of recur-
rent oral aphthous ulcerations, folliculitis and facial acne-
like lesions from 2009. He also had a history of chronic
headaches. He denied ever using alcohol, tobacco prod-
ucts or illicit drugs. His family history was only significant
for peptic ulcer disease and diabetes mellitus. On physical
examination, his body temperature was 39.5 'C, heart
rate was 102 bpm and arterial blood pressure was 126/72
mmHg. There was some aphthous ulceration on the oral
mucous membrane and multiple acne-like lesions on both
cheeks and the neck. His abdominal pain was located in
the epigastric region and lower right quadrant without
rebound tenderness. On examination of the crissum, no
ulceration was observed. The results of clinical laborato-
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Table 1 Results of clinical laboratory tests and examinations

Results

White blood cells 14400/ uL, red blood
cells 408 x 10*/uL, hemoglobin 11.6 g/dL,
hematocrit 35.7%, platelets 220 x 10* /uL,
C-reactive protein 38.9 mg/dL, blood
sedimentation 58 mm/h
White blood cells, 20-30/HP; red blood cells,

Clinical examinations

Routine blood
examination

Routine stool

examination filled visual fields

Blood biochemistry Total protein, 8.6 g/dL; AST, 36 IU/L; ALT,
321U/L; LDH, 171 IU/L; and total bilirubin,

0.2mg/dL

Bacteriologic culture of Negative

blood, urine, and stool

Serum antinuclear Negative

antibody and

antituberculosis antibody

PPD skin test and T-spot Negative

test

Pathergy test Positive

Gastroscopy Giant ulceration in the inferior extremity of

the esophagus (Figure 1A)
Colonoscopy A large ulcer in the ileo-cecal junction

(Figure 1B)
Pathological examination Nonspecific ulceration
of the endoscopic biopsy
specimen
Abdominal CT imaging Thickening of the intestinal canal of the

ascending colon and ileocecal region

Whole gastrointestinal ~ Inflammatory changes in the ascending colon
barium meal and ileocecal region

examination

AST: Aspartate aminotransferase; ALT: Alanine aminotransferase; LDH:
Lactate dehydrogenase; CT: Computed tomography.

ry tests and examinations are shown in Table 1. Based on
these results it was hoped to discriminate intestinal BD
from Crohn’s disease. The patient was treated with oral
prednisone 40 mg/d and a proton pump inhibitor. Dur-
ing further examination, the patient had massive acute
lower gastrointestinal bleeding. Bleeding was located in
the ileocecal region by emergent colonoscopy. A few oval
ulcers were found around the crissum (Figure 1C). We
were unable to achieve hemostasis by medical treatment.
A surgical consult was obtained, and the patient under-
went an emetgency right hemicolectomy and partial ile-
ectomy with ileostomy. During surgery, we observed that
the wall of the cecum was thick and the lumen between
the ileum and colon was filled with blood. Macroscopic
examination of the resected material showed occasional
discoloration in the serosa, mucosal edema, an ulcer (4
cm X 4 cm) and occasional necrosis in a segment 32 cm
in length involving the ileocecal region (Figure 1D). On
microscopic examination of the ulcer involving the se-
rosa, there was mixed-type purulent cell infiltration rich
in neutrophils, congestion and capillary proliferation.
There was considerable thickening of some arterioles and
venules, lymphocyte infiltration in and around the vessel
wall, thrombus and recanalization in some vessels at the
base of the ulcer (Figure 2). Treatment with oral predni-
sone 40 mg/d and thalidomide 300 mg/d was started af-

ter dermal sutures were removed. The abdominal symp-
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Figure 1 Positive manifestations in examination and in the surgically resected segment. A: A giant and ovoid ulceration in the inferior extremity of the esopha-
gus; B: A typical oval-shaped large ulcer at the ileocecal junction; C: A few oval ulcers around the crissum; D: The resected material showed that the wall of the cecum
was thick, occasional discoloration in the serosa, mucosal edema, an ulcer (4 cm x 4 cm) and occasional necrosis in a segment 32 cm in length involving the ileocecal
region.

Figure 2 Positive pathological manifestations in the surgically resected segment. A: The ulcer in the ileocecal lesion encroached the whole segment with ecta-
sia and blood vessel hyperplasia [hematoxylin and eosin (HE), x 40]; B: Ectasis in blood vessels was observed in normal tissues around the lesion (HE, x 40); C: The
thickened vessel intima with lymphocyte and polymorphonuclear leukocyte infiltration (HE, x 40); D: Extreme ectasia in lesion blood vessels (HE, x 40); E: There was
considerable lymphocyte infiltration in and around the vessel wall (HE, x 200); F: Thrombus and recanalization in some vessels at the base of the ulcer (HE, x 100).

toms and crissum ulcers gradually improved, and he was Intestinal BD occurs most frequently along the
discharged 2 mo after admission. ancient Silk Road which extends from the Far East to
the Mediterranean basin. The prevalence varies widely
among geographic locations. In Japan, the prevalence rate
DISCUSSION is 10 in 100000, in Saudi Arabia it is 20 in 100000, and
BD is a rare and life-long disorder characterized by in- in Northern Europe and in the United States it is only
flammation of blood vessels throughout the body". BD 0.3 per 100000. The male-to-female ratio also varies by
was originally described in 1937 as a syndrome involving geographic location. Men predominate in Egypt, Turkey,

oral and genital ulceration in addition to ocular inflam- Israel, and Iran, whereas women predominate in Europe,
mation'. Since then, BD has been recognized and many the United States, and Japan. The age of onset can range
other manifestations have been added to the original from infancy to the 70s, although the highest frequency
triad. The etiology of BD is unknown. To date, research occurs in the third and fourth decades. Involvement of
has revealed that infectious, autoimmune and genetic the gastrointestinal tract is variable in different popula-
mechanisms may cause this disease!”’. BD mostly affects tions, being more common in Japan (50%-60%) and less
children and young adults between the second and fourth common in the Mediterranean basin, including Turkey
decades of life”. Those affected before the age of 25 (0%-5%)!". Although the reasons for this peculiar geo-
years (early onset) and males have been shown to have graphic distribution of intestinal BD are unknown, it may
more severe disease symptorns[()]. provide clues for the elucidation of putative etiological
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Table 2 Diagnostic Criteria (Behcet’s Disease Resarch

Committee of Japan, 1987)

Table 3 Guideline Statements for Diagnosis of Intestinal
Behcet’s Disease (Japan)

Maior
Recurrent aphthous ulceration of the oral mucous membrane
Skin lesion
Erythema nodosum
Subcutaneous thrombophlebitis
Folliculitis, acne-like lesion
Cutaneous hyperirritability
Eye lesion
Iridocyclitis
Chorioretinitis, retinouveitis
Definite history of chorioretinitis of retinouveitis
Genital ulcer
Minor
Arthritis without deformity and ankylosis
Gastrointestinal lesion characterized by ileocecal ulcers
Epididymitis
Vascular lesion
Central nervous system symptoms
Diagnosis
Complete type:4 major features
Incomplete type:
3 major features
Major + 2 minor features
Typical ocular symptom + 1 major or 2 minor features
Suspected type:
2 major features
1 major + 2 minor

agents or genetic factors that might be associated with
intestinal BD.

BD can influence any region of the gastrointestinal
tract. The mouth is the most common gastrointestinal
site affected by BD followed by the ileocecal region[m]
Intestinal lesions are located on the antimesenteric side.
Gastrointestinal symptoms related to BD include ab-
dominal pain, nausea and vomiting, Some rare symptoms
are present in emergency conditions, such as intestinal
perforation or bleeding""?.

There is no specific test for BD, and the diagnosis is
based on clinical criteria. In Japan, diagnostic criteria for
BD have been established by the BD Research Commit-
tee (Tables 2, 3)"™*'. Based on these criteria, the present
case was a suspected type of BD. The patient was sub-
sequently confirmed to have incomplete-type intestinal
BD by pathology. It can be difficult to diagnose untypical
intestinal BD. Moreover, intestinal BD manifests mainly
in the terminal ileum, and esophageal lesions are rare.
The patient had esophageal and terminal ileum ulcers ac-
companied by recurrent oral aphthous ulcerations, similar
to Crohn’s disease. Inflammatory bowel diseases should
be kept in mind in the differential diagnosis of intestinal
BD. Although International Study Group criteria for BD
accurately distinguish between BD and Crohn’s disease!”,
there are some common features. Similar to Crohn’s
disease, BD manifests as discrete intestinal ulcers and
discontinuous bowel involvement. Both of these diseases
share extra-intestinal manifestations, such as arthritis
and uveitis. Rectal sparing is common in both diseases.
Intestinal lesions in Crohn’s disease tend to be longitudi-
nal ulcers with a cobblestone appearance, while those in
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Diagnosis of intestinal Behcet's disease can be made if
There is a typical oval-shaped large ulcer in the terminal ileum or
There are ulcerations or inflammation in the small or large intestine;
And clinical findings meet the diagnostic criteria of Behcet’s disease

BD are round and oval “punched-out” ulcers. Moreovet,
epithelioid granuloma is one of the pathological char-
acteristics of Crohn’s disease, whereas it is uncommon
in intestinal BD. Another feature of Behcet’s colitis is
lymphocyte venulitis, which is a type of vasculitis. De-
spite these differences, it can be difficult to differentiate
between these two diseases.

Ten percent of patients with BD accompanied by
intestinal involvement require surgical treatment. The
complications most frequently requiring surgery are per-
foration and bleeding. The recurrence rate after surgery
has been reported to be 40%-87.5% and frequently ap-
pears at the anastomosis site. If suitable medical treatment
is given after surgery, this condition can be improved.
Thalidomide is a synthetic glutamic acid derivative first
introduced in 1956 in Germany as an over-the-counter
medication. The Food and Drug Administration approved
its use in the treatment of erythema nodosum leprosum.
Furthermore, it was shown to be effective in unresponsive
dermatological conditions such as actinic prurigo, adult
Langerhans cell histiocytosis, aphthous stomatitis, Behget’s
syndrome and others. Zhang ez al'” reported a 29-year-old
patient with a five-year history of BD who was adminis-
tered prednisone and thalidomide. The patient was well
with blood sedimentation and C-reactive protein in the
normal range. Sayatlioglu ez al"” reported a patient with
intestinal BD and recurrent perforating intestinal ulcers
under immunosuppressive treatment with methylprednis-
olone and cyclophosphamide. The patient’s symptoms did
not disappear until she was treated with thalidomide!”.
These reports suggest the beneficial effects of thalido-
mide in BD. Direskeneli ¢ a/'™ revealed that thalidomide
decreased TNF-alpha receptor levels, CD8/CD11b" T
cells and natural killer cells during eatly treatment and in-
creased CD4'CD45RO" memory T and gammadelta’ T
cells during longer treatment in patients with BD. There-
fore, thalidomide, in small doses, was thought to be safe
and effective in the treatment of intestinal BD, was not
addictive and did not have acute side-effects such as mo-
tor impairment.

In conclusion, practitioners should be aware of intes-
tinal BD which accompanies intestinal ulcers and could
lead to perforation or hemorrhage. Urgent surgical re-
section is mandatory in the case of hemorrhea without
effective medical treatment, and medical treatment is
required after surgery.

COMMENTS

Case characteristics
The patient had fever and abdominal pain, accompanied with skip ulcers with
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lower gastrointestinal severe hemorrhage.

Clinical diagnosis

The case should be diagnosed as untypical Intestinal behcet's disease (BD).
Differential diagnosis

The case should be difference from Crohn’s disease and gastrointestinal tuber-
culosis.

Laboratory diagnosis

Serum antinuclear antibody, antituberculosis antibody, PPD cutantest and T-spot
test were all negative, but pathergy test was positive.

Imaging diagnosis

Endoscopy displayed giant ulceration in the inferior extremity of esophagus and
the ileocecal junction, abdominal computed tomography imaging indicated the
intestinal canal of ascending colon and ileocecal region was thicken, and whole
gastrointestinal barium meal examination presented the inflammatory change of
ascending colon and ileocecal region.

Pathological diagnosis

Pathological examination of the endoscopic biopsy specimen indicated non-
specific ulcer, but the ulcer of ileocecal lesion resected by surgical encroached
whole range with ectasia and hyperplasia blood vessels.

Treatment

The patient underwent an emergency right hemicolectomy and partial ileectomy
with ileostomy because of unmanageable lower gastrointestinal severe hemor-
rhage, and continued the treatment of prednisone and thalidomide.

Related reports

BD can influence any level of the gastrointestinal tract. The mouth is the most
common gastrointestinal sites affected by BD. Next site is the ileocecal region.
Intestinal lesions are located on the antimesenteric side. Gastrointestinal
symptoms related to BD are abdominal pain, nausea and vomiting. Some rare
symptoms present in emergency conditions, such as intestinal perforation or
bleeding. The manifestations of intestinal BD similar to other colitis such as
Crohn’s disease or intestinal tuberculosis, therefore it is still challenging for
gastroenterologist to accurately diagnose intestinal BD among the patients with
ileo-colonic ulcers. Meanwhile it was more difficult to diagnose when intestinal
BD accompanied with multiple ulcers in different positions of whole digestive
tract. Furthermore skip giant ulcers and gastrointestinal hemorrhage are rare in
intestinal BD.

Experiences and lessons

Clinical practitioners should be aware of intestinal BD which accompanies in-
testinal ulcers since the case probably could lead to perforation or hemorrhage.
Urgent surgical resection is mandatory in case of hemorrhea without efficient
medical treatment. And the medicinal treatments are still needed after surgery.
Peer review

The authors have presented a rare disorder of BD. The case reported here is
interesting.
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