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Case Letter

Oral cutaneous fistula associated with intestinal Behc¢et’s
disease and mucous membrane pemphigoid: A case report

Dear Editor,

Behget's disease (BD) is an autoinflammatory syndrome
characterised by recurrent oral and genital ulcers, uveitis, and
skin lesions. Several autoimmune diseases, such as Sjogren's
syndrome, systemic lupus erythematosus, Graves' disease,
and Hashimoto's thyroiditis, were reported to be associated
with BD.! Mucous membrane pemphigoid (MMP) is an
autoimmune mucosal blistering disease characterised by a
subepidermal split. To our knowledge, the concurrence of the
two disorders has not been reported. Herein, we described
a patient presenting with a disfiguring oral cutaneous fistula
(OCF) and a severe irrecoverable mouth-opening limitation
associated with both entities.

A 50-year-old Chinese woman with a 12-year history of
recurrent oral ulcers presented with a painful OCF for a one-
year duration. The OCF had developed from an inflamed
nodule, which ulcerated and led to perforation. She had
undergone a radical right hemicolectomy six years earlier
for a large ileocecal ulcerative mass found on endoscopy.

Figure la: A perioral elliptic fistula with Figure 1b: Mouth opening was severely limited and the

inflamed borders on the right side.

distance between upper and lower central incisors was 6 mm.

Physical examination showed a perioral elliptic fistula with
inflamed borders on the right side [Figure la], cicatrices
formation of the oral mucosa, and severe mouth-opening
limitation [Figure 1b]. The right angle of her mouth, which
comprised the anterior border of the fistula, got destroyed
spontaneously and disappeared during hospitalization
[Figure 1c]. She did not have any other cutaneous eruption,
genital ulcer, or gastrointestinal symptoms. A specific ocular
examination showed no abnormality. The pathergy test
was negative. Odontogenic fistula was ruled out through
a panoramic radiograph [Figure 2a], and confirmed by
maxillofacial magnetic resonance imaging and contrast-
enhanced computed tomography (CT). The CT enterography
revealed a volcano-like deep ulcer at the anastomotic site
[Figure 2b]. The malignancy screening was negative. A
mucosal biopsy taken from the labial mucosa showed
ulcer formation with acute and chronic inflammatory cells,
and focal hyperplasia of granulation and fibrous tissues.
Immunological findings in serum by enzyme-linked
immunosorbent assay showed positive anti-BP180 IgG

Figure 1c: Spontaneous destruction of the
right angle of mouth.
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Figure 2a: No evidence of an odontogenic fistula on panoramic radiograph. Figure 2b: Computed tomography
enterography revealed a volcano-like ulcer
in the anastomosis region (red arrow).

[12 U/mL, normal range (NR) < 9], anti-BP180 IgA [15 U/
mL, NR < 8], anti-laminin 332 IgG [46 U/mL, NR < 11] and
anti-integrin B4 IgG [101 U/mL, NR < 14] autoantibodies.
And the indirect immunofluorescence on the salt-split skin
showed positive with linear roof-bounded IgG [Figure
2c]. Eventually, the diagnosis of intestinal BD and MMP
was established based on the diagnostic criteria proposed
by Cheon et al? and the presence of cicatrices formation,
along with supporting evidence from serologic findings,
respectively. The patient was treated with prednisone 20
mg/day and methotrexate 10 mg/week. The painful ulcer
and inflammatory lesions were controlled within 10 days
[Figure 3a]. The dose of prednisone was tapered gradually
after 2 months. The patient presented with a persistent stable
disease until the last follow-up 2 years later [Figure 3b],
though the limitation of mouth-opening had no improvement.

Figure 2c: Indirect immunofluorescence on the salt-split skin showed
positive with linear roof-bounded IgG (200x).

Figure 3a: Transformation of the fistula following therapy: The inflammation Figure 3b: Transformation of the fistula following therapy: The condition
was controlled within 10 days after the initiation of therapy. remained stable until the last follow-up in 2 years.
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OCF is a pathologic path connecting the oral cavity and
cutaneous surface and is most often odontogenic.* As far as
we know, it has not been described in either BD or MMP.
Cicatrices in oral mucosa, which resulted in severe mouth-
opening limitation, could be seen in both disorders.**

The possibility of intestinal BD or Crohn’s disease (CD) was
considered in light of the patient’s chronic oral and intestinal
inflammation. BD is an idiopathic vasculitis that affects
multiple systems, and the intestinal involvement features
large, round/oval-shaped, deep ulcers in the ileocecal region.®
CD is a chronic inflammatory disease that can affect any
part of the gastrointestinal tract, from the mouth to the anus.
The inflammation is typically segmental, asymmetrical, and
transmural, hallmarked as ‘skip lesions’, a ‘cobblestone’
appearance.” The presentations of the two diseases can be
similar, and there is currently no gold-standard diagnostic
method for them. Cheon ef al. had developed novel diagnostic
criteria for intestinal BD based on colonoscopic features
and clinical manifestations.> Their findings demonstrated
that patients exhibiting typical intestinal ulcers (< 5 ulcers,
oval in shape, deep, with discrete borders, located in the
ileocecal area) and oral ulcers can be diagnosed with
probable intestinal BD. Moreover, the decision to exclude
CD in our patient was made following a consultation with
an experienced gastroenterologist, given the absence of
characteristic features in the clinical presentation, histology,
and radiology.

We suspect that both the autoinflammatory process involved
in BD and the autoantibody-mediated mucosal damage
in MMP contributed to such disfiguring lesions, although
further research is needed. Certainly, due to the rarity of this
situation, regular follow-up to monitor the disease is ongoing.
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