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ABSTRACT

Behçet’s Disease (BD) is a rare, chronic, systemic vasculitis with diverse 
manifestations. The patient was a 29-year-old male with a 10-year history 
of recurrent oral ulcers and gastrointestinal symptoms, managed as 
different clinical scenarios prior to reaching a final diagnosis of Intestinal 
BD. Though BD is a diagnosis of exclusion, it should be included in the 
differential diagnoses of systemic disorders presenting with recurrent 
oral ulcers.
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Diagnostic Assessment 

Using the revised diagnostic criteria of the BD Research 
Committee of Japan, the patient was diagnosed with 
Incomplete Intestinal BD due to the presence of two 
main symptoms (recurrent oral ulcers and genital ulcers) 
plus two additional symptoms (gastrointestinal lesions 
represented by ileocecal ulceration and arthritis without 
deformity) (Table 1).3 Recurrent oral ulcers were defined as 
minor/ major aphthous or herpetiform ulcerations, which 
recurred at least three times in one 12-month period.2 
Differential diagnoses like tuberculosis, ileocolitis, and 
Crohn’s disease were ruled out based on clinical findings, 
imaging, and endoscopy.4,5

THERAPEUTIC INTERVENTION AND 
OUTCOME

The patient was referred to a rheumatologist and was 
treated with methylprednisolone 16 mg once daily for 
two weeks, followed by tapering doses of prednisone 
initially started at 15 mg. Colchicine 0.5 mg per day was 
then initiated but was discontinued after one month due 
to diarrhea. Termination of medications resulted in the 
recurrence of oral ulcers. Hence, he was immediately 
started on methotrexate 15 mg once weekly, with a good 
response.

DISCUSSION

Behçet’s disease, or the “Silk Road disease”, is a chronic 
relapsing disease with multiple organ system involvements. 
Onset typically occurs in the third or fourth decade of life, 
with male preponderance in Middle Eastern countries but 
more frequent in women in Japan and Korea.6 The pooled 
prevalence of BD from 45 international population-based 
surveys (cases/100,000 inhabitants) was 10.3 for all studies 
and 119.8 for Turkey, 31.8 for the Middle East, 4.5 for Asia, 
and 3.3 for Europe.7

INTRODUCTION

Behçet’s disease (BD) is a rare, chronic, relapsing, immune-
mediated, multisystemic, variable vessel vasculitis with 
diverse clinical manifestations.1,2

To our knowledge, this is the first case report of Intestinal BD 
in the Philippines. This report emphasizes the importance 
of recognizing the evolution of the signs and symptoms of 
BD through time because a delay in the diagnosis can lead 
to serious complications. 

Patient Information

A 29-year-old Filipino male presented with a 10-year history 
of recurrent painful oral ulcers responsive to steroids and 
gastrointestinal symptoms of abdominal pain, dysphagia, 
anorexia, and weight loss. Disease progression resulted in 
the development of joint pains and genital ulcers.

He had no exposure to tuberculosis and denied past 
sexually transmitted illnesses. There was no family 
history of recurrent oral ulcers or autoimmune or auto-
inflammatory diseases. His father died of colon cancer.

Clinical Findings

The physical examination revealed an underweight young 
adult with multiple round and elongated aphthous ulcers 
with sharp, erythematous, and elevated borders in the 
buccal mucosa, soft palate, and tongue, covered by a 
yellowish pseudomembrane (Figure 1). Genital examination 
revealed urethral ulcers. Physical examination of other 
organ systems was normal.

TIMELINE (Figure 2)

Figure 1.	 Oral lesions on the (A) buccal mucosa, (B) soft palate and (C) tongue of the patient.
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Its exact prevalence in the Philippines is unknown. In a local 
descriptive study done in a tertiary hospital, there were 31 
patients with BD, of which 77% were females. The average 
delay in diagnosis was three years, which hindered early 
treatment since symptoms may emerge at different points 
in time.8 In this case report, the patient was a 29-year-
old male whose symptoms started ten years prior to the 
diagnosis of BD. 

The heterogeneous clinical presentation differs among 
geographies, wherein gastrointestinal disease was reported 
to be common among Asians.9 Among Filipinos, the most 
common features were oral ulcers (94%), followed by ocular 
manifestations (68%), cutaneous disease (65%), genital 
ulcers (58%), and vascular involvement (10%).8 There were 
no recorded patients who presented with gastrointestinal 
symptoms.Figure 2.	 Timeline of Behçet's Disease of the patient. 

Table 1.	 Revised diagnostic criteria proposed by the Behcet’s 
Disease (BD) Research Committee of Japan in 20033

Main Points
1)	 Main symptoms

a)	 Recurrent oral aphthous ulcers
b)	 Skin lesions (erythema nodosum, subcutaneous 

thrombophlebitis, papules, and skin hypersensitivity)
c)	 Ocular lesions (iridocyclitis, posterior-uveitis)
d)	 Genital ulcers

2)	 Additional symptoms
a)	 Arthritis without deformity or sclerosis
b)	 Epididymitis
c)	 Gastrointestinal lesion with ileocecal ulceration
d)	 Vascular lesions
e)	 Central nervous system lesions 

3)	 Criteria for diagnosis of disease types
a)	 Complete type:

i)	 4 main symptoms appeared during the clinical course
b)	 Incomplete types: The following appeared during the 

clinical course:
i)	 3 main symptoms, or 2 main symptoms and 

2 additional symptoms
ii)	 Typical ocular lesion and another main symptom, or 

2 additional symptoms
c)	 BD suspected

i)	 Although some main symptoms appear, the case 
does not meet the criteria for the incomplete type

ii)	 Typical additional symptom is recurrent or becomes 
more severe

d)	 Special lesions
i)	 Gastrointestinal lesions
ii)	 Vascular lesions
iii)	 Neuronal lesions

Clinical Laboratory Data
1)	 Clinical laboratory data contributing to the diagnosis (not 

essential)
a)	 Negative or positive pathergy test
b)	 Negative or positive prick test for vaccine for streptococci
c)	 Inflammatory responses

i)	 Increase of ESR, CRP positive, neutrophilia in 
peripheral blood, increase of complement activity

d)	 Positive for HLA-B51 
e)	 Other pathological findings
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The diagnosis remains on clinical grounds.2 The 
International Study Group for BD defined a set of classi-
fication criteria, which included recurrent oral ulceration 
plus 2 of the following: recurrent genital ulceration, eye 
lesion, skin lesions, and/or a positive pathergy test (≥2 mm 
sterile pustule 24 to 48 hours after an intradermal injection 
on the forearm.2,10 Pathergy test is a non-specific, type IVd 
skin hyperreactivity.2,11 Among Filipinos with BD, it was 
positive in only 17%.8 Pathergy-like inflammatory reactions 
can also be triggered by skin trauma or needle injury.12 In 
this patient, the pathergy test was presumed to be negative 
since he did not have a history of skin hyperreactivity 
induced by needle prick.

Due to unusual presentations and incomplete disease 
types, the BD Research Committee of Japan revised 
the criteria to emphasize a broader disease spectrum, 
including gastrointestinal lesions (Table 1).3,13  

There are no diagnostic laboratory tests for BD (Table 1).3 
However, affected individuals may present with anemia of 
chronic disease, elevated ESR, and elevated IgG and IgA 
levels – all of which were manifested by the patient.14,15 IgA 
level was elevated secondary to oral and gastrointestinal 

mucosal injury and inflammation, while high IgG level 
reflected its role in chronic, active inflammation.14

Understanding the pathophysiology is challenging because 
it is “at the crossroad between an autoimmune and an 
autoinflammatory syndrome.” 16

BD may be initiated by environmental factors—such as 
infectious agents—in genetically susceptible patients 
(Figure 3).6 An association with human leukocyte antigen 
(HLA)-B*51 is the strongest genetic risk factor.17 Other 
disease susceptibility genes include other non-HLA 
polymorphisms.

Infectious agents—such as Streptococcus sanguinis in 
the oral flora—are possible triggers. Immune response 
commences in the oral mucosa by recognition of bacterial 
heat shock protein (HSP), homologous to human HSP, 
which leads to molecular mimicry.18 HSP is recognized by 
pattern recognition receptors as a danger signal, which 
leads to uncontrolled activation of innate and adaptive 
systems, resembling an autoinflammatory reaction. 
Proinflammatory cytokines activate autoantibody 
production, such as anti-endothelial cell autoantibodies, 

Figure 3.	 Etiopathogenesis of Behçet’s disease. 
Modified from Cho SB, et al. New Insights in the Clinical Understanding of Behçet’s Disease.6
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which activate self-destructive T-cells, as with an 
autoimmune response.6 This leads to a continuous cycle 
of tissue injury via delayed-type hypersensitivity reaction, 
macrophage activation, and activation of neutrophils, γδ T 
cells, and natural killer cells.19,20

In BD, antigen presentation by antigen-presenting cells to 
naïve CD4+ T cells leads to activation of Th1 cells, which 
stimulates macrophage activation; activation of Th17 
cytokines, which induces neutrophil-induced tissue injury; 
and suppression of T regulatory cells, which leads to immune 
dysregulation and loss of immune tolerance.20 Th17 cells 
are abundant in the gastrointestinal tract, suggesting their 
importance in the development of pathologic intestinal 
inflammation in BD. The patient’s flow cytometry results 
show decreased CD4+ T helper population and an increased 
CD8+ T suppressor population. CD4+ T cells orchestrate 
and regulate immune responses against pathogens. Hence, 
diminished CD4+ numbers lead to susceptibility to infection 
and autoimmunity.21 Elevated CD8+ T cells are responsible 
for the cytotoxic tissue destruction.22 

Classified as a type IVd hypersensitivity reaction, BD 
corresponds to a delayed hypersensitivity, T-cell-
dependent, sterile neutrophilic inflammation. The 
patient’s ileocecal biopsy revealed neutrophilic infiltrates 
with inflammation. The release of CXCL8 and GM-CSF 
activates sterile neutrophils, the main agents responsible 
for endothelial dysfunction and tissue damage.19,20,23

Approximately 3–16 % of patients with BD have 
gastrointestinal involvement.1 Symptoms appear 4.5–6 
years after the onset of oral ulcers.24 There are no specific 
symptoms for Intestinal BD. However, Watanabe et al., 
recommended that Intestinal BD should be considered 
when abdominal pain, bloody stool, abdominal mass, 
diarrhea, and weight loss are present.15

Since it is challenging to make a diagnosis when 
gastroenteropathy is the predominant manifestation, 
consensus statements for the diagnosis and management 
of Intestinal BD were developed (Table 2).4

Gastrointestinal involvement of BD should be confirmed by 
endoscopy and/or imaging.5 In BD, colono-scopies reveal 
oval punched-out ulcers or multiple ulcers with well-
defined margins.15 The ileocecal region is most commonly 
affected, but the transverse colon and ascending colon 
are sometimes involved.25 The patient’s colonoscopy 
displayed an ulcerating mass at the ileocecal segment and 
a circumferential ulcer on the ascending colon. Barium 
studies demonstrate discreet ulcer/s with thickened 
mucosal folds and ileocecal mass with ulceration in BD 
patients.26 The patient’s barium enema showed a space-
occupying lesion at the ascending colon. CT scans of 

BD patients reveal uneven bowel wall thickening with 
enhancement, which suggests blood stasis due to 
vasculitis. This is supported by histopathological findings of 
leukocytoclastic vasculitis, chronically active non-specific 
inflammation, neutrophilic infiltration, and fibrinoid 
necrosis.15,26 The patient’s CT scan exhibited irregular wall 
thickening. His histopathology revealed fibrinopurulent 
exudate and severe acute inflammation and ulceration of 
the ileocecal segment.

The patient’s clinical, radiologic, and endoscopic findings 
were compatible with BD. Tuberculosis (TB) ileocolitis was 
considered since TB is common in the Philippines. Both 
TB ileocolitis and Intestinal BD manifest ulcerations in 
the ileocecal region. But unlike BD, intestinal tuberculosis 
is characterized by granuloma with positive acid-fast 
bacilli stain, which was not present in the patient.26 
Crohn’s disease (CD) was also considered due to the 
similarity in symptoms. Like CD, intestinal BD manifests 
with ulcers, discontinuous bowel involvement, and rectal 
sparing.26 Histologically, both have chronic non-specific 
inflammation with normal intervening mucosa. However, 
unlike CD, Intestinal BD is characterized by vasculitis of 
the small veins and venules with deep ulcerations, without 
a cobblestone appearance, granulomas, and skip lesions.26 
Poor response to TB and CD treatments and recurrence 
of oral ulcers with improvement during steroid therapy 
prompted the physicians to entertain the diagnosis of 
Intestinal BD.

Since no curative solution is currently available, 
treatment aims to suppress exacerbations to prevent 
irreversible organ damage.5 For oral and genital ulcers, 
topical steroids are recommended.5 For prevention of 
recurrent mucocutaneous lesions and patients with 
acute arthritis, colchicine is usually tried first.5 Several 
open studies on methotrexate (7.5–20 mg once a week 
over four weeks) reported improved mucocutaneous, 
neurological, ocular, and gastrointestinal involvement.4,27 
For Intestinal BD, some of the therapeutic strategies and 

Table 2.	 Consensus statements for the diagnosis and manage-
ment of Intestinal Behçet’s Disease4

Diagnosis and Management
1)	 Diagnosis of intestinal Behçet’s disease can be made if there 

is/are:
a)	 a typical oval-shaped large ulcer in the terminal ileum, 

OR
b)	 ulcerations or inflammation in the small or large 

intestine, and clinical findings meet the diagnostic 
criteria of BD.

2)	 Acute appendicitis, infectious enteritis, tuberculosis, Crohn’s 
disease, non-specific colitis, drug-associated colitis, and 
other diseases that mimic intestinal Behçet’s disease should 
be excluded by clinical findings, radiology, and endoscopy 
before diagnosis of intestinal Behçet’s disease is made.
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standard doses were summarized in Table 3 based on the 
recommendations of the Research Committee in Japan.4 
Other organ-specific management of BD is beyond the 
scope of this report but can be found in the “2018 Update 
of the EULAR Recommendations for the Management of 
Behçet's Syndrome”.5

Intestinal lesions in BD are associated with poor prognosis, 
resulting in emergency abdominal surgery and bowel 
resection.1 The deep ulcers are responsible for intestinal 
complications, such as obstruction, as seen in the patient. 
Other complications include bleeding, fistula, and 
perforation.1

The impact of BD on psychosocial well-being is significant. 
While there is no direct effect on fertility, the influence of 
genital ulcerations and psychological stress is immense.28

The strength of this case report was its detailed history 
of the evolution of Intestinal BD. Complete BD is easy 
to identify, but incomplete forms require high clinical 
suspicion. Its limitation was the lack of long-term follow-
up. Regular follow-up is vital because post-operative 
recurrence can occur within two years, with a recurrence 
rate as high as 30% to 75%.15

CONCLUSION

Patients with recurrent oral ulcers may represent a forme 
fruste of BD. Diagnosis of Intestinal BD is clinical, with 

no specific laboratory, radiologic, or histologic findings. 
Timely diagnosis is ideal for providing early intervention 
and avoiding its complications.
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