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CASE REPORT

Synchronous Orofacial Granulomatosis in a Patient with 
Brain Cavernous Hemangioma

Seung Ju Yun, Ji Young Lee, Gwang Hoon Kim, Jong Heon Jeong, Ai-Young Lee, Seung Ho Lee, 
Jong Soo Hong

Department of Dermatology, Dongguk University Ilsan Hospital, Dongguk University College of Medicine, Goyang, Korea

Orofacial granulomatosis is a rare granulomatous inflam-
matory disease, characterized by recurrent orofacial swell-
ing. Infectious, genetic, and immunologic etiologies are sug-
gested, but not fully understood. Herein, we report a case of 
synchronous orofacial granulomatosis with brain cavernous 
hemangioma in a 44-year-old female patient, which may be 
considered paraneoplastic syndrome. (Ann Dermatol 31(6) 
678∼680, 2019)
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INTRODUCTION

Orofacial granulomatosis (OFG) is a rare, chronic gran-
ulomatous inflammatory disorder with relapsing orofacial 
swelling. The OFG patients could show lip or gingival en-
largement, intraoral cobblestone appearance, lip fissure, and 
oral ulceration. Often OFG presents with facial nerve pal-
sy1. Although the pathogenesis of OFG was not fully un-

derstood, there are a few reports of association with tu-
mors2. We report a case of synchronous OFG with brain 
cavernous hemangioma.

CASE REPORT

A 44-year-old female visited our dermatology clinic with re-
peated labial and perilabial swelling for months (Fig. 1A, B). 
Her symptoms were confined to the skin, and there were 
no symptoms such as facial palsy or fissured tongue. The 
physical examination revealed erythematous induration 
and swelling on the right lower lip and perioral area. She 
had been diagnosed with herpes simplex infection and re-
ceived several antiviral treatments, but there was no im-
provement in symptoms. 
Two weeks ago, because of both temporal headaches, she 
underwent the brain computed tomography scans and 
magnetic resonance imaging exam. Radiologically a mass 
was found on the petrosal apex and involving left clivus 
(Fig. 2A). The brain tumor and skin lesions were contra-
lateral. The transsphenoidal tumor removal was performed 
for the brain tumor. During tumor section, the pulsating 
vessel was found. Considering the high probability of com-
plication, tumor removal could not be completed. Finally, 
he was diagnosed as cavernous hemangioma. There was 
no postoperative complication such as neurologic symp-
toms, but her cutaneous symptoms seemed worse after the 
surgery. 
We prescribed oral methylprednisolone 8 mg/day and in-
jected intralesional corticosteroid intermittently. Oral methyl-
prednisolone was adjusted and tapered according to her 
symptoms but could not be completely withheld. Histo-
logic examination revealed exocytosis of some lympho-
cytes and dense perivascular, perifollicular lymph histio-
cytic infiltration throughout the dermis (Fig. 3). Despite treat-
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Fig. 1. (A, B) Erythema and swelling on the right lower lip and perioral area before treatment. (C) Improvement after stereotactic radio-
surgery.

Fig. 2. (A) Large expansile lobu-
lated mass involving left clivus, 
petrous bone, left cavernous sinus. 
(B, C) Serial decrease in tumor size 
after stereotactic radiosurgery. (A∼

C) T2-weighted magnetic resonance
images.

Fig. 3. (A, B) Dense perivascular 
and perifollicular lymphohistiocy-
tic infiltration (H&E: original mag-
nifications A, ×100; B, ×400).

ment with triamcinolone intralesional injection and oral 
methylprednisolone for 3 months, symptoms got worse. 
Oral doxycycline 200 mg/day for 3months was ineffective 
also.
Seven months after the first visit, she was referred to a ter-
tiary referral hospital for gamma knife surgery (GKS) on 
the brain tumor. After the GKS, although we prescribed 
the same dose of methylprednisolone as before, symptoms 
improved and showed less relapsing. Two months after 
GKS, oral methylprednisolone was discontinued and an 
intralesional injection was performed solely. Radiological-
ly, brain mass was reduced in size (Fig. 2B, C), and her 
symptoms are improving consistently (Fig. 1C). We re-
ceived the patient’s consent form about publishing all 

photographic materials.

DISCUSSION

Melkersson-Rosenthal syndrome (MRS) is characterized by 
the triad of recurring facial nerve paralysis, lip swelling, 
and tongue fissure. With similar clinical entities, Wiesenfeld 
et al.3 were the first to suggest the concept of OFG. OFG 
is defined a chronic granulomatosis disease affecting or-
ofacial mucosa with characteristic histologic features that 
includes lymphohistiocytic infiltration, edema, and nonca-
seating granuloma. OFG is regarded as an umbrella term 
for including typical MRS, mono or oligosymptomatic pre-
sentation of MRS4. 
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Also, OFG tends to overlap with clinical manifestations in 
Crohn disease, rosacea, sarcoidosis, and other systemic 
granulomatosis. Miest et al.5 reported only 41% of the pa-
tient with orofacial swelling and granulomatous inflam-
mation was diagnosed as idiopathic OFG. The others were 
secondary OFG due to rosacea/acne vulgaris (12%), Crohn 
disease (10%), and contact dermatitis (8%)5. 
Treatment of mild OFG is topical corticosteroid or tacro-
limus. In the case of moderate to severe OFG, systemic or 
intralesional corticosteroids are used. In the refractory case, 
immunomodulators including azathioprine and mycophe-
nolate or thalidomide may be helpful1. Histopathologic 
features are helpful to the diagnosis of OFG, but not indis-
pensable. McCartan et al.6 reported non-caseating gran-
uloma was shown only 68% of OFG. Non-specific inflam-
matory infiltration could be seen without granulomatous 
inflammation6. 
Etiology of OFG is unclear, but genetic predisposition, hy-
persensitivity to food, microbiologic factors are suggested7. 
On the other hand, de Souza Azevedo et al.2 reported a 
case of synchronous OFG and mucoepidermoid carcino-
ma. They speculated paraneoplastic syndrome could not 
be ruled out2. Paraneoplastic syndrome is the disorder ac-
companying begin or malignant tumors but occurs with-
out direct invasion or metastasis of the primary tumor. 
Crurth’s criteria are useful for the diagnosis of cutaneous 
paraneoplastic syndromes. The criteria include concurrent 
onset, parallel course, uniform neoplasm, statistical, and 
genetic association. Only the former two criteria are met, 
paraneoplastic syndrome can be considered8. 
In our case, the improvement of OFG after stereotactic ra-
diosurgery could be coincidental. Although reported cases 
of OFG associated with tumors are limited, the paraneo-
plastic syndrome cannot be excluded when considering 
Cruth’s criteria. Also, stimulation of the tumor during in-
complete resection might contribute to the deterioration of 
OFG. To the best of our knowledge, this case is the first 
report in the English literature of synchronous OFG with 
brain cavernous hemangioma.
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