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Sir,
Orofacial granulomatosis (OFG) encompasses conditions 
characterized by non-necrotizing granulomatous inflam-
mation of the oral and maxillofacial region that present 
clinically as labial enlargement, perioral and/or mucosal 
swelling, oral ulcerations and gingivitis. The tongue may 
be fissured and, rarely, facial nerve palsy can arise. The 
unifying term “OFG” has been introduced to integrate 
the spectrum of various disorders, including Melkersson-
Rosenthal syndrome, granulomatous cheilitis (which is 
sometimes considered to be a monosymptomatic form 
of Melkersson-Rosenthal syndrome), Crohn’s disease, 
sarcoidosis and infectious diseases, such as tuberculosis 
(1). Certainly, similar clinical and histopathological pre-
sentations of these disorders encompassed as OFG do not 
necessarily reflect a common underlying aetiological me-
chanism. Although multiple treatment options have been 
reported for OFG, results are often disappointing and, 
occasionally, cannot prevent impaired functional compli-
cations and psychological problems arising (2–4). 

CASE REPORT
We describe here a 23-year-old man who presented with pain-
less swelling of the lower lip, the cheeks and oral aphthosis, 
which first occurred 6 weeks earlier and did not respond to oral 
cefuroxime prescribed by his general practitioner. The patient’s 
medical history was unremarkable with respect to fever, lymph
adenopathy, genital ulcers, arthralgia, ocular symptoms or 
dyspnoea; however, he reported repeatedly experiencing an 
ileus which had required partial colectomy. On clinical exami-
nation, pronounced swelling of the lower lip and cheeks was 
seen (Fig. 1a), accompanied by cheilitis mediana and angularis 
and superficial aphthous ulcers of the oral mucosa. A laboratory 
workup including serum chemistry profile, differential blood 
count, C-reactive protein, angiotensin-converting enzyme, C1 

esterase inhibitor, complement C3 and C4 as well as micro-
biological tests including bacterial and fungal cultures and 
polymerase chain reaction (PCR) for Herpes simplex virus did 
not reveal pathological results. A chest X-ray was unremarkable, 
showing no signs of sarcoidosis. A biopsy was obtained from 
the lower lip and revealed multiple non-necrotizing epitheloid 
granulomas with multinucleate giant cells accompanied by a 
dense inflammatory infiltrate composed of lymphocytes and 
plasma cells (Fig. 2). With respect to the patient’s history of 
ileus, colonoscopy was performed which, however, was neither 
endoscopically nor histologically indicative for Crohn’s disease 
or colitis. Based on these findings, OFG was diagnosed.

Therapy with oral methylprednisolone (25 mg per day) was 
initiated, but did not control the disease either alone or in combi-
nation with dapsone (100 mg per day). The patient subsequently 
received metronidazole and ibuprofen for another 2 months; 
again, without improvement in clinical symptoms. Later, hydroxy
chloroquine (400 mg per day for 2 months) and sulphasalazine 
(3 g per day for 2 months) were successively added to low-dose 
oral prednisolone, but did not resolve the lesions. Despite all 
these treatments, the swelling was deteriorating, and the patient, 
severely distressed because of his condition, was desperate for a 
more effective alternative. Reductive cheiloplasty was discussed, 
but did not seem promising, as for acceptable long-term results 
a quiescent state of the disease is required. Intralesional applica-
tion of triamcinolone did not appear suitable since not only the 
lower lip but also the cheeks were involved. Another treatment 
option described in the literature, clofazimine, could not be  
initiated because of an interruption in the supply. In this situation 
it was decided to administer the chimeric monoclonal antibody 
infliximab (Remicade®), which neutralizes the pro-inflammatory 
cytokine tumour necrosis factor-α (TNF-α). Infliximab was 
applied intravenously at a dose of 5 mg per kg body-weight;  
additional courses were given after 2, 6 and 10 weeks. After only 
the first infusion, a remarkable reduction in swelling was noted. 
The 3 subsequent infusions resulted in further improvement in 
orofacial swelling (Fig. 1b) and in complete healing of the oral 
aphthae. As there was persistent mild swelling of the lower lip, 
it was decided to continue infliximab at 8-week intervals as 
maintenance therapy.
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Fig. 1. (a) Swelling of the lower lip and cheeks prior to infliximab therapy. (b) Almost complete remission of lip swelling at 8 weeks after initiation of infliximab.
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DISCUSSION 

Infliximab is approved for use in severe and refractory 
rheumatoid arthritis, Bechterew’s disease, psoriasis and 
psoriatic arthritis, as well as for recalcitrant Crohn’s 
disease (5). Interestingly, in the latter condition, it ap-
pears to work as well in cases of orofacial involvement 
(6). With respect to the relationship between Crohn’s 
disease and OFG, infliximab has recently been used 
successfully for treatment of granulomatous cheilitis 
(7), suggesting that TNF-α plays a central role in the 
pathogenesis of OFG. This assumption is further sub-
stantiated by the observation that thalidomide, an ef-
fective inhibitor of TNF-α, was successfully applied in 
granulomatous cheilitis (8). It is important to note that 
granulomatous cheilitis may precede Crohn’s disease 
(9). It therefore seems advisable to provide a careful 
follow-up, especially in our patient who had a history 
of gastrointestinal complaints.

Moreover, it should be noted that infliximab may 
under no circumstances be used in cases of OFG where 
mycobacteria are the aetiological agent. TNF-α is re-
quired for granuloma formation, which in, for example, 
tuberculosis or leprosy, represents the effort of the host 
to control mycobacterial infection efficiently (10). 
Screening for mycobacterial infections is therefore man-
datory prior to the use of TNF-α-blocking agents (11). 
After exclusion of such conditions, infliximab may be 
a valuable treatment option for recalcitrant OFG when 
other therapeutic approaches have failed.
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Fig. 2. (a) Presence of multiple non-
necrotizing epitheloid granulomas with 
multinucleate giant cells accompanied by 
a dense inflammatory infiltrate. Biopsy was 
obtained from the lower lip (haematoxylin and 
eosin (H&E) ×100). (b) Higher magnification 
of (a) showing multinucleate giant cells 
(×400). 


