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Abstract: A 55-year-old man presented with recurrent ulcers and an enterocutaneous fistula at the anastomotic site after surgery for
an ileovesical fistula and was diagnosed with intestinal Behget’s disease after undergoing surgery for enterocutaneous fistulae twice.
The patient was transferred to our hospital because of recurrent enterocutaneous fistulae. He had a history of recurrent oral aphthous
ulcers, folliculitis, and epididymitis and met the diagnostic/classification criteria for incomplete Behget’s disease and thus was
diagnosed as having intestinal Behget’s disease. Remission induction therapy with steroids was administered for an ileal ulcer and
an enterocutaneous fistula, and adalimumab was initiated for maintenance therapy. The fistula was closed, and the clinical course was
favorable. Two months after initiating adalimumab, a subcutaneous abscess was detected at the site of the enterocutaneous fistula scar,
and relapse of intestinal Behget’s disease was suspected. Steroids were re-administered for remission induction, followed by
maintenance therapy, for which adalimumab was switched to infliximab. No relapse was detected after steroid withdrawal. No
therapeutic strategies have been established for intestinal Behget’s disease. Moreover, there have been very few reports on therapeutic
strategies and postoperative maintenance therapy for enterocutaneous fistulae. We thus consider this case valuable.
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Introduction

Behget’s disease is a chronic systemic inflammatory disease with major symptoms of recurrent aphthous ulcers in the oral
mucosa, skin manifestations, eye manifestations, and genital ulcers.! The association of HLA-B51 with Behget’s disease
is well-known. The frequency of HLA-B51 and A26 in Japanese BD patients is 60% and 30%, respectively.” A specific
disease type centered on gastrointestinal lesions is referred to as intestinal Behget’s disease and is characterized by large
punched-out-like ulcers that commonly occur in the ileocecum. The incidence of comorbid gastrointestinal lesions in
patients with Behget’s disease ranges from 1% to 50%.> Intestinal Behget’s disease causes perforation, hemorrhage, and
severe strictures. Surgery is necessary for refractory cases and fistulas, and the rates of postoperative relapse and
reoperation are high.*> However, medical therapies with high evidence have yet to be established, and treatment has
been administered based on experience with the treatment of systemic Behget’s disease and Crohn’s disease. Although
many reports have indicated that anti-tumor necrosis factor (TNF)-a antibodies are effective,”’ evidence regarding the
efficacy of postoperative maintenance therapy is insufficient. In this case, the patient was difficult to treat because he
repeatedly developed ileal ulcers accompanied by an enterocutaneous fistula at the postoperative anastomotic site after
surgery for an ileovesical fistula. Although adalimumab was primary non-response as the first biologics, infliximab was
effective as the 2nd biologics. Evidence-based treatment options for preventing postoperative recurrence have not been
established, and more research is needed; therefore, we believe that this case is valuable. Here, we present a case of
intestinal Behget’s disease treated with two types of anti-TNF-a antibodies.
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Case Report

The patient was a 55-year-old man. At 49 years of age, he underwent surgery for an ileovesical fistula. Subsequently, he
repeatedly developed enterocutaneous fistulae at the anastomotic site, for which anastomotic site resection was performed
twice. When he developed a third anastomotic enterocutaneous fistula, he was transferred to our hospital. Regarding his
past history, he was treated for pulmonary tuberculosis at 27 years of age (oral administration of isoniazid 400 mg +
rifampicin 450 mg + ethambutol 500 mg/day for 1 year). He also had a history of recurrent oral aphthous ulcers that
peaked at 35 years of age; folliculitis of the trunk, both lower legs, and genital area; and epididymitis that occurred at 50
years of age. Although he was negative for human leukocyte antigens B51 and A26, his primary symptoms were
recurrent oral aphthous ulcers and folliculitis and his secondary symptoms were bilateral epididymitis and recurrent ileal
ulcers. These symptoms satisfied the diagnostic/classification criteria for incomplete Behget’s disease.® None of the
following symptoms were found: uveitis, subcutaneous venous thrombosis, erythema nodosum and genital ulcers. Based
on these findings, he was diagnosed with intestinal Behget’s disease that caused the formation of an ileovesical fistula and
recurrent enterocutancous fistulae at the postoperative anastomotic site. When he was transferred to our hospital, he
reported passing watery diarrheal stools approximately 15 times a day and had abdominal pain. The serum C-reactive
protein (CRP) level was CRP 5.1mg/L (Normal range: < 3 mg/L), and there was a pinhole-shaped fistula with exudate in
the right lower abdomen, which was tender (Figure 1). Colonoscopy revealed ulcers at the ileocolonic anastomotic site
(Figure 2A), and selective contrast imaging with gastrografin revealed a fistula through the abdominal wall (Figure 2B).
Examination of biopsy tissues from the ulcer sites revealed mild inflammatory cell infiltration and negative acid-fast stain
and culture for tuberculosis. Treatment included remission induction therapy with steroids under fasting and parenteral
nutrition, followed by maintenance therapy with anti-TNF-a antibodies and enteral nutrition. Intravenous prednisolone at
40 mg/day (= 0.6 mg/kg/day) was initiated, and the fistula was closed in a week. Subsequently, the dose was tapered by 5
mg/week. Since the patient had a history of pulmonary tuberculosis and was positive for interferon-y release assay of
Mycobacterium tuberculosis, isoniazid (300 mg/day) was administered to prevent the recurrence of tuberculosis, and
adalimumab was initiated as maintenance therapy after 3 weeks. However, 2 months after initiating adalimumab, the
patient developed abdominal pain and a subcutaneous abscess at the scar site of the enterocutaneous fistula. The serum
CRP levels increased to 25.9 mg/L. Thus, ileal ulcer recurrence was suspected. Although puncture and drainage were
performed for the subcutaneous abscess, no communication with the intestinal tract was detected. Remission induction
therapy was administered again with intravenous prednisolone at 40 mg/day (= 0.6 mg/kg/day). Adalimumab was
switched to infliximab at a dose of 5 mg/kg. Since treatment effects were attenuated by biweekly administration of
adalimumab at 40 mg, the infliximab dose was doubled to 10 mg/kg for the fourth and subsequent doses. Colonoscopy
performed 2 months after initiating infliximab revealed no ulcer at the anastomotic site and showed a scarred cutaneous

fistula (Figure 3A and B). Six months after initiating infliximab, no relapse was detected.

Discussion

Behget’s disease is a chronic recurrent systemic inflammatory disease characterized mainly by recurrent ulcerations in the
oral mucosa and genitalia, skin manifestations, and ocular inflammations. Other clinical manifestation includes joints,
vascular district, the central nervous system, and gastrointestinal tract.” In Japan, the criteria for diagnosing Behget’s
disease or intestinal Behget’s disease was created in 1987 and revised in 2003, which has been currently used.®'* In
1990, the International Study Group for Behget’s Disease also recommended the revision of the diagnostic criteria.'!
Regarding diagnostic criteria for intestinal Behget’s disease, a new classification system has been proposed by the Korean
Inflammatory Bowel Disease Study Group in 2009.'> Typical ulcers in intestinal Behget’s disease are refractory and
repeatedly relapse or recur and are often accompanied by intestinal complications (eg, perforation, penetration, stricture,
and fistula) and require surgery. These lesions recur frequently after surgery. In many cases, they occur near the
anastomotic site within 2 years of relatively early postoperative stages.” The rate of reoperation owing to recurrence
of these lesions is also high. Although the rate of recurrence within 2 years in patients not undergoing surgery is 25%, the
recurrence rate in patients undergoing surgery is 75%, and the reoperation rate in the latter group is 37.5%."°
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Figure | Clinical presentation of the patient at the onset of the third recurrence of anastomotic enterocutaneous fistula. A pinhole-shaped fistula with exudate in the right
lower.

No medical therapies have been established with high evidence, and treatment has been administered based on
experience with the treatment of systemic Behget’s disease and Crohn’s disease. Many studies reported the effectiveness
of anti-TNF-o. antibodies.®” Despite the high postoperative recurrence rate, no therapeutic strategies to prevent recur-
rence have been established. While reports on the effect of maintenance therapy after surgery are limited, medical
therapies are often administered according to remission maintenance therapy. Naganuma et al reported that postoperative
maintenance therapy with infliximab administered every 6-8 weeks resulted in a recurrence-free state in patients with
intestinal Behget’s disease for 2—3 years.'"* Beyon et al reported that infliximab at 5 mg/kg is effective in improving
ulcers and subsequently maintaining remission in patients with ulcers occurring at the anastomotic site within 2 weeks
after ileocecal resection who fail to respond to conventional therapy with prednisolone, azathioprine, mesalamine, and
colchicine.'> A prospective observational study of 462 Japanese patients with intestinal Behget’s disease treated with
adalimumab reported the long-term efficacy and safety of adalimumab.'® In Japan, anti-TNF-a antibodies available for
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Figure 2 Colonoscopic and elective colonografy findings at the onset of the third recurrence of anastomotic enterocutaneous fistula. (A) Colonoscopy revealed ulcers at
the ileocolonic anastomotic site. (B) Elective colonografy revealed a fistula through the abdominal wall.

Figure 3 Colonoscopic finding and clinical presentation 2 months after initiating infliximab. (A) Colonoscopy revealed no ulcer at the anastomotic site. (B) The known
fistula was completely closed.

treating intestinal Behget’s disease include infliximab and adalimumab. Administration of adalimumab at 80 mg every 2
weeks is not approved for patients with intestinal Behget’s disease who insufficiently respond to treatment, unlike in the
case of patients with Crohn’s disease. In contrast, administration of infliximab at a doubled dose of 10 mg/kg is approved
for patients with intestinal Behget’s disease who respond insufficiently to treatment. In our case, adalimumab was
initiated as the first biological agent at the patient’s request. However, because primary failure occurred, adalimumab was
switched to infliximab, and the dose was doubled to 10 mg/kg for the fourth and subsequent doses. The symptoms
recurred 2 months after initiating adalimumab, and remission was maintained with a doubled dose of infliximab. Thus,
the drug concentrations of anti-TNF-a antibodies appeared to be involved.

There are very few reports on enterocutaneous fistulas that complicate intestinal Behget’s disease. All patients with
intestinal Behget’s disease complicated by enterocutaneous fistula had a fistula from near the anastomotic site to the skin.
The time from surgery to fistula formation ranged from 7 months to 2 years. Some patients experienced spontaneous
cure, whereas others required reoperation. Even after curing, the recurrence rate of enterocutaneous fistula is as high as
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66%."” Since the recurrence risk of enterocutaneous fistula seems high, early therapeutic interventions are preferable.
There is a report of intestinal Behget’s disease that was misdiagnosed as appendicitis and operated.® Similarly, our patient
was initially suspected to have an ileovesical fistula resulting from appendicitis and thus underwent initial surgery. The
delayed diagnosis of intestinal Behget’s disease and the long time taken before therapeutic interventions may have also
led to the multiple reoperations.

Conclusion

Our case findings are valuable as they demonstrated that anti-TNF-a antibodies were effective in preventing post-
operative recurrence and treating the fistula. Although further cases need to be accumulated, the establishment of
postoperative maintenance therapy is expected to improve postoperative recurrence rates. We believe that this case
may cause a stir in the treatment strategy for refractory Behcet’s disease.
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