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Abstract

A 39-year-old man was referred to our hospital because of ileocecal 
ulcer and pancytopenia. Past medical history included psoriatic arthri-
tis and acne vulgaris. Physical examination findings showed recurrent 
oral ulcerations and acneiform eruptions on his body. Colonoscopy 
confirmed the presence of an ulcer at the ileocecal valve. Human 
leukocyte antigen was positive for B51. Based on the bone marrow 
findings of hypercellularity accompanied by trilineage dysplastic 
changes and cytogenetic findings of 47,XY,dup(1)(q21q32), idem+8, 
a definite diagnosis of intestinal Behcet’s disease (BD), incomplete 
type, associated with myelodysplastic syndrome (MDS) with positiv-
ity for trisomy 8 was finally confirmed. Treatment of intestinal BD 
with mesalazine at 3,000 mg daily induced complete ulcer healing 
after 4 months. Thereafter, two cycles of azacytidine was adminis-
tered, followed by bone marrow transplantation. The patient has done 
well with continuous healing of the ulcer for a year. Differentiating 
episodic MDS with positivity for trisomy 8 from drug-induced MDS 
by examination of the bone marrow and the cytogenetic changes is in-
dispensable. Intestinal BD patients who develop pancytopenia would 
probably need sufficient doses of mesalazine for treatment.
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Introduction

Behcet’s disease (BD) is a chronic inflammatory disease char-
acterized by repeated periods of remission and deterioration 
of oral and genital ulcers, along with ocular or skin involve-

ment [1]. Intestinal BD, which is a specific subtype of BD with 
gastrointestinal (GI) involvement, accounts for approximate-
ly 3-16% of BD cases [2]. BD that is associated with bone 
marrow failure, including myelodysplastic syndrome (MDS) 
and anaplastic anemia, frequently has GI involvement [3, 4]. 
Moreover, concomitant trisomy 8 reportedly accounted for 54-
86% of cases with BD with bone marrow failure [4-6].

Conventionally, the pharmacological treatments of BD in-
clude 5-aminosalicylic acid, systemic corticosteroids and im-
munosuppressive agents, such as thiopurines [7-9]. However, 
many patients fail to respond to these treatments [10]. Patients 
with intestinal BD have been demonstrated to respond effec-
tively and safely to adalimumab and infliximab [11, 12], but 
most of them who associated MDS and concomitant trisomy 
8 have experienced refractoriness to conventional treatment 
[13]. For these intractable cases, adalimumab and azacytidine 
were reportedly effective as treatment for the MDS [14, 15]. 
However, no information is currently available regarding the 
achievement of complete remission with mesalazine for in-
testinal BD associated with MDS and concomitant trisomy 8. 
Herein we reported a case of intestinal BD achieving complete 
remission with mesalazine. Differentiating MDS with positiv-
ity for trisomy 8 from drug-induced MDS by examination of 
the bone marrow and the cytogenetic changes is indispensable. 
Intestinal BD patients who develop pancytopenia would prob-
ably need sufficient doses of mesalazine for treatment.

Case Report

The patient was a 39-year-old man who was referred to our 
hospital because of ileocecal ulcer, moderate right lower ab-
dominal pain and pancytopenia. He was diagnosed as psoriat-
ic arthritis 2 years ago because of pain, stiffness and, swelling 
of a few joints including the knees and ankles. Combination 
therapy with adalimumab and methotrexate was started, but it 
had to be discontinued because of the emergence of pancyto-
penia after 1 year; at that time, he was also diagnosed as acne 
vulgaris. The patient had no history of genital ulceration and 
uveitis. Physical findings revealed recurrent oral ulcerations 
and acneiform eruptions on his body with slight pallor but 
without fever. Laboratory investigations showed: white blood 
cell count, 1,700/μL; red blood cell count, 339 × 104/μL; he-
moglobin, 10.0 g/dL; platelet count, 3.3 × 104/μL; myelocyte, 
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4%; metamyelocyte, 2%; total protein, 7.1 g/dL; albumin, 4.0 
mg/dL; lactate dehydrogenase (LDH), 272 IU/L; aspartate 
aminotransferase, 12 IU/L; alanine aminotransferase, 9 IU/L; 
immunoglobulin (Ig) G, 1,208 mg/dL; IgA, 155 mg/dL; IgM, 
125 mg/dL; CH 50, 75 U/L; and C-reactive protein, 5.8 mg/
dL. Pancytopenia with a left shift was seen. Human leuko-
cyte antigens B51 and B27 were positive. Negative results 
were obtained from tests for (1→3)-β-D-glucan, QuantiF-
ERON and cytomegalovirus antigenemia C-7HRP (Table 1). 
Colonoscopy and pathologic examination of biopsy specimen 
from the ulcer (Fig. 1) showed the moderate inflammatory in-
filtrates composed of neutrophils and mononuclear cells and 
necrosis in the submucosa and regenerative epithelia. Accord-
ing to diagnostic criteria defined by the BD Research Com-
mittee of Japan, the patient was diagnosed as intestinal BD, 
incomplete-type, based on the presence of two major features 
of recurrent oral ulceration and typical skin lesions, and two 
minor features of arthritis without deformity and ileocecal 
ulcer [16]. For the treatment of the ileocecal ulcer from in-
testinal BD, mesalazine at 3,000 mg daily was immediately 
started. Four months later, colonoscopy showed an ulcer scar 
at the ileocecal valve.

In addition, evaluation of the pancytopenia with bone mar-
row study showed hypercellularity with trilineage dysplastic 
changes, particularly with increased number of megakaryo-
cytes that were small in size and, in part, had multiple dis-
persed nuclei. Cytogenetic analysis exhibited 47,XY,dup(1)
(q21q32), idem+8 (Fig. 2). Based on these findings, a definite 
diagnosis of intestinal BD, incomplete-type, associated with 
MDS and positivity for trisomy 8, was finally confirmed. Af-
ter healing of the ileocecal ulcer was achieved, two cycles of 
azacytidine were administered and, subsequently bone marrow 
transplantation was performed. The patient has done well with 
continuous ulcer healing at the ileocecal valve for a year.

Discussion

In this report, we presented herein a case of intestinal BD as-
sociated with MDS and positivity for trisomy 8 that achieved 
complete ulcer healing after administration of mesalazine for 
4 months.

The contributory causes of MDS development secondary 
to intestinal BD include drug-induced MDS and episodic MDS 
involving trisomy 8. Treatment-induced immunosuppression 
has been suspected to increase the risk of malignancy [17]. 
In the present case, the combination therapy of adalimumab 
and methotrexate for psoriatic arthritis was discontinued when 
pancytopenia was detected because of the possibility of de-
veloping adverse events such as hematological malignancies. 
Indeed, monotherapy with anti-tumor necrosis factor (TNF)-α 
antagonists or methotrexate is known to increase the risk for 
melanomatous and non-melanomatous skin cancers, but its 
risk for hematological disorders, such as MDS and lymphopro-
liferative diseases, is not clear [18]. Moreover, a recent meta-
analysis on patients who were given immunosuppressive ther-
apy for immuno-mediated diseases after a prior malignancy 
showed that the incidence rates of new primary cancer (i.e., 

skin cancer, melanoma, hematological malignancy, breast and 
solid cancers) were not significantly different among patients 
who did not receive immunosuppression, those who receive 
anti-TNF-α antagonists and those who received conventional 
immunosuppression with thiopurines and methotrexate [19]. 

Table 1.  Laboratory findings upon the initial visit

Hematology
  WBC 1,700/µL
  Myelocyte 4%
  Metamyelocyte 2%
  Stab neutrophil 8%
  Segmented neutrophil 20%
  RBC 339 × 104/µL
  Hb 10.0 g/dL
  Ht 31.9%
  MCV 94.1 fL
  MCH 29.5 pg
  PLT 3.3 × 104/µL
Serum biochemistry
  TP 7.1 g/dL
  Alb 4.0 g/dL
  AST 12 U/L
  ALT 9 U/L
  LDH 272 U/L
  γ-GTP 25 mg/dL
  FBS 100 mg/dL
  TCHO 159 mg/dL
  TG 183 mg/dL
  Crea 0.66 mg/dL
  BUN 9.0 mg/dL
  Na 143 mmol/L
  K 4.1 mmol/L
  Cl 106 mmol/L
  Ca 9.1 mg/dL
  CRP 5.8 mg/dL
Serologic tests
  IgG 1,208 mg/dL
  IgA 155 mg/dL
  IgM 125 mg/dL
  CH50 75 U/mL
  C-7HRP Negative
   (1→3)-β-D-glucan Negative
  QuantiFERON Negative
  Anti-nuclear Ab Negative
  HLA B51, B27 Positive
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In addition, accumulated data did not show evidence that 
anti-TNF-α antagonists or conventional immunosuppression 
induced chromosomal duplications and trisomy. Analysis of 
39 cases of BD associated with MDS has demonstrated the 
presence of the trisomy 8 allele in 6.5-16.3% of patients with 
primary MDS [20, 21]. In addition, trisomy 8 in MDS cases 
complicated with BD is a very common chromosomal abnor-
mality [4, 5].

Interestingly, dup(1)(q21q32) as a sole cytogenetic event 
was reportedly associated with a leukemic transformation in 

MDS, and trisomy 8 was likely to be secondary to this chro-
mosomal duplication [22]. This suggested that the presence 
of dup(1)(q21q32) may be a triggering factor for trisomy 8. 
Based on the above, development of MDS upon the emergence 
of pancytopenia was expected. The GI involvement in patients 
with intestinal BD associated with MDS with positivity for tri-
somy 8 is generally refractory to conventional medical thera-
pies [13].

Anti-TNF-α antagonists, azacytidine and bone marrow 
transplantation have been reported to be effective for these in-

Figure 1. Colonoscopy findings. (a) Before treatment, there is an actively large ulcer at the ileocecal valve; (b) at 4 months after 
the intake of mesalazine, ulcer scar is seen.

Figure 2. Cytogenetic finding. Cytogenetic analysis shows 47,XY,dup(1)(q21q32), idem+8.
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tractable cases [13-15]. However, in the present case, the GI in-
volvement successfully responded to mesalazine at 3,000 mg. 
To our best knowledge, this was the first case of mesalazine 
therapy for a patient with intestinal BD associated with MDS 
and positivity for trisomy 8. Further study on a larger number 
of patients is necessary to validate the predictive factors of re-
sponse to treatment, including mesalazine, anti-TNF-α antago-
nists and azacytidine.

In conclusion, upon the emergence of pancytopenia in 
patients with intestinal BD, examining the bone marrow and 
the cytogenetic changes to differentiate episodic MDS with 
positivity for trisomy 8 from drug-induced MDS is needed; 
moreover, treatment with sufficient doses of mesalazine might 
be helpful.
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