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OROFACIAL GRANULOMATOSIS: CASE REPORT
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SUMMARY – An 18-year-old girl was referred to the Department of Oral Medicine with up-
per lip swelling. She was in good general health and laboratory tests were within the normal range. 
Histopathologic diagnosis did not reveal the presence of granulomas. This is consistent with the 
finding that 30% of patients with orofacial granulomatosis do not have granulomas on their biopsies. 
The patient was treated with intralesional steroids once a week for three weeks. The lesion subsided, 
but not completely, and recurred partially after ketchup intake. This case report highlights the fact 
that in every patient with non-odontogenic facial or oral swelling, systemic diseases such as sarcoi-
dosis, Crohn’s disease, tuberculosis, etc. must be excluded. Furthermore, it is not unusual that in 
patients with orofacial granulomatosis, noncaseating granulomas are absent in the histopathologic 
finding.
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Introduction

Orofacial granulomatosis (OFG) is a clinical term 
describing orofacial swelling in the absence of sys-
temic disease. Currently, a hypothesis describes OFG 
as a consequence of random influx of inflammatory 
cells rather than a specific, single antigen1. Usually, 
OFG presents as lip swelling or oral mucosal swell-
ing. OFG may also present as oral ulcerations, verti-
cal lip fissures, angular cheilitis, cobblestoning of oral 
mucosa, and mucosal tags. Recently, a case of gingival 
enlargement as the only OFG manifestation has been 
described2. Nowadays, OFG is more frequently seen 
in children and young adults3. The edema is painless, 
non-pruritic and nonerythematous4. The swelling 
may be persistent, recurrent and progressive4. Aller-

gies such as hay fever, asthma or atopic eczema seem 
to be more prevalent in patients with OFG and their 
prevalence is 12%-60%5-7. In an early study of 75 pa-
tients with OFG, the incidence of allergy was 60%8. 
Cinnamon and benzoates have been found to be posi-
tive on patch testing in patients with OFG9. The role 
of allergy would be supported by clinical presentation 
(patients frequently report swelling after specific di-
etary or other environmental exposure) and response 
to exclusion diets (cinnamon and benzoate free)10.

Case Report

Our 18-year-old patient presented with upper lip 
swelling on the right side, which had lasted for four 
years (Fig. 1). The patient was not taking any medica-
tion and was otherwise healthy. Biopsy was performed 
and histopathologic finding revealed hyperplastic par-
akeratotic epithelium and underneath rare collagen and 
adipose tissue with rare clustered mononuclear cells. 
HLA genotyping showed HLA A1 and A26, HLA 
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B17 and B44, HLA DR7, DR11, DR52 and DR53. 
She did not have fissured tongue and had no signs of 
facial palsy. Her complete blood count, serum iron and 
vitamin B12 were within the normal range. The patient 
was referred for colonoscopy due to persistent consti-
pation and occasional diarrhea, which revealed no dis-
turbances. Her PPD finding was borderline positive 
and she was referred for chest x-ray in order to exclude 
tuberculosis and sarcoidosis, especially as her serum 
angiotensin-converting enzyme level was borderline 
positive again. However, chest x-ray showed normal 
findings. The patient’s allergic tests for nutritive and 
inhalational allergens proved negative.

We did suggest elimination diet in our patient, 
especially as the lesion tended to recur after ketchup 
intake (which was not the case with chocolate intake) 
but she did not want to pursue elimination diet. The 
patient was treated with intralesional steroid injec-
tions (methylprednisolone acetate 40 mg/mL, Depo 
Medrol®), 0.2 mL per visit divided into two equal 
parts and applied on two sites in her upper lip once 
a week for three weeks. The lip lesion subsided one 
week after the last injection but recurred after con-
sumption of ketchup. 

Discussion

Marcoval et al.4 report that in 65% of their patients 
with OFG, the presence of labial swelling predomi-
nantly involving upper lip was highly suggestive of 
OFG.  In northern Europe, patients with OFG are 
advised to obtain colonoscopy findings; however, this 

is not the case in southern Europe4, as seen in our 
patient. It has been suggested that OFG might be 
caused by delayed hypersensitivity to gold, mercury 
and cobalt11,12, however, our patient did not have any 
dental materials on her upper frontal teeth. Other pa-
tients we have recently described had no metal fill-
ings/crowns near the area of lip enlargement either. 
It has been postulated that OFG might be associated 
with certain HLA haplotypes such as HLA A3, B7 
and DR213, however, HLA genotyping in our patient 
showed the presence of different HLA haplotypes 
(HLA A1 and A26, HLA B17 and B44, HLA DR7, 
DR11, DR52 and DR53).

Various food substances and additives have been 
blamed to be the cause of OFG and many patients 
are advised to adhere to elimination diet14,15, a finding 
which is consistent with the finding in our patient, 
as remission correlated with ketchup intake which is 
known to contain benzoates. However, allergic tests 
for nutritive and inhalational allergens were all nega-
tive. 

Marcoval et al.4 report that OFG in southern Eu-
rope does not correlate with Crohn’s disease, a finding 
which we can also confirm, as none of our patients 
with OFG had Crohn’s disease16. Histopathologic 
finding did not reveal noncaseating granulomas, a 
finding that is consistent with OFG in approximately 
45% of OFG patients17,18.

The list of differential diagnoses regarding lip 
enlargement may include tumors, cysts, sarcoidosis, 
Crohn’s disease, foreign body reactions, Melkersson-
Rosenthal syndrome, Wegener’s granulomatosis, 
cheilitis granulomatosa or hairy cell leukemia, amy-
loidosis, hypersensitivity reactions (food substances 
and additives, cosmetic antigens) angioneurotic ede-
ma, C1 esterase deficiency, infective agents such as tu-
berculosis, actinomycosis, syphilis, systemic mycoses, 
leprosy and cat-scratch disease3,19,20.

Therapy for oral OFG lesions consists of intral-
esional steroid injections and various treatment mo-
dalities have been proposed such as once a week, twice 
a week and every day, however, our experience shows 
that intralesional injections once or twice a week for 
three to four weeks are sufficient to eliminate symp-
toms in most of the patients15,16.

Even though our patient’s swelling showed no 
granulomas on biopsy, clinical presentation and re-

Fig. 1. Upper lip enlargement on admission.
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sponse to intralesional steroids led us to make the di-
agnosis of OFG.
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Sažetak

OROFACIJALNA GRANULOMATOZA: PRIKAZ SLUČAJA

V. Brailo, V. Vučićević Boras, S. Seiwert, V. Tomašić, I. Bakale, D. Vidović Juras i S. Ljubojević Hadžavdić

Osamnaestogodišnja djevojka bila je upućena na Zavod za oralnu medicinu s oteklinom gornje usne. Inače je bila do-
brog općeg stanja i laboratorijski nalazi bili su unutar normalnih raspona. Patohistološki nalaz bioptata usne nije pokazao 
prisutnost granuloma, što je u skladu s nalazima drugih autora, jer oko 30% oboljelih od orofacijalne granulomatoze nema 
granulome u bioptatu. Pacijentica je liječena intralezijskom primjenom kortikosteroida jednom tjedno tijekom tri tjedna 
te se oteklina većim dijelom povukla, ali se djelomice opet pojavila nakon uzimanja kečapa. Ovaj prikaz slučaja pokazuje 
kako je u pacijenata koji nemaju odontogeni uzrok otekline lica ili usta potrebno isključiti sistemske bolesti poput sarkoi-
doze, Crohnove bolesti, tuberkuloze i dr. Nadalje, nije neuobičajeno da se u bolesnika s orofacijalnom granulomatozom ne 
nađu granulomi u patohistološkom nalazu.
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