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Non-tender labial swelling and oedema of the perioral
areas, termed orofacial granulomatosis (OFG), can occur
as an isolated symptom or in combination with tuber-
culosis, Crohn’s disease and sarcoidosis. Though genetic
predisposition, allergies, infections and immunological
mechanisms have been suggested as causative agents,
the precise actiopathology of OFG is unknown and
therapeutic options often remain unsatisfactory.

We report here a case of a 14-year-old boy with
permanent painless swelling of the lips, oral aphthosis
and gingival hyperplasia, representing OFG as a first
manifestation of Crohn’s disease. Initially resistant to
minocycline and high dosages of intravenous methyl-
prednisone, we decided to treat the patient with a
combination of the monoclonal, anti-tumour necrosis
factor alpha (TNF-a) antibody infliximab and orally
administered dapsone, which resulted in complete long-
term remission of both clinical conditions.

CASE REPORT

A 14-year-old Caucasian male presented with a 5-month history
of permanent painless swelling of the lower lip and, to a lesser
extent, the upper lip (Fig. 1a), accompanied by considerable
gingival hyperplasia and superficial aphthous ulcers of the oral
mucosa. The patient was negative for fever, lymphadenopathy,
genital ulcers, arthralgia, ocular symptoms and diarrhoea. His
familial history was unremarkable, especially with regard to
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angioedema or chronic inflammatory bowel diseases. Laboratory
analyses, including serum chemistry profile, differential blood
count, C-reactive protein, angiotensin-converting enzyme, C1
esterase inhibitor, complement C3 and C4, autoimmune chemistry
and QuantiFERON TB® gold test, revealed only a substantial
iron-deficiency anaemia. Microbiological tests, including bac-
terial and fungal cultures from the oral cavity as well as PCR
for herpes simplex virus, did not reveal any pathological results.
Broad allergological testing did not show any sensitization
against relevant external material, such as toothpaste, food or
food additives. A chest X-ray was normal, with no signs of
sarcoidosis or tuberculosis. A biopsy from the lower lip was
performed. Histopathological examination showed multiple non-
necrotizing epithelioid granulomas with multinucleate giant cells,
together with a dense inflammatory infiltrate composed mainly
of lymphocytes and plasma cells (Fig. 1b). Taken together, the
diagnosis of OFG could be made.

Based on the iron-deficiency anaemia, a colonoscopy was
performed, and showed inflammation in the area of the termi-
nal ileum with erosions, next to epithelialized fields (Fig. 1c).
Magnetic resonance tomography of the same area revealed
discontinuous swelling of the intestinal wall, particularly in
the ileum area. Gastroscopy was without pathology. The histo-
pathological picture of sequential biopsies of the terminal ileum
and the colon was essentially the same as that of the lips, with
multiple non-necrotizing epithelioid granulomas and a dense
pericryptal inflammatory infiltrate (Fig. 1d). All in all, the diag-
nostic results were typical for Crohn’s disease. Consequently,
our patient presented with OFG as the first manifestation of an
otherwise clinically symptom-free Crohn’s disease.

Six weeks of oral minocycline, 50 mg per day, had no effect.
Next, 2 weeks of intravenous methylprednisone, initially 250 mg

Fig. 1.(a) Permanent painless swelling of the
lower lib and, to a lesser extent, the upper lip.
(b)Anon-necrotized granuloma consisting of
multinucleate giant cells and surrounded by a
dense inflammatory infiltrate (haematoxylin
and eosin (H&E), x400). (c¢) Signs of
inflammation at the terminal ileum with
diffuse erosions, next to newly epithelialized
fields. (d) Histopathology of a biopsy from
the terminal ileum presents with multiple
non-necrotizing epithelioid granulomas and
a dense pericryptal inflammatory infiltrate
(H&E, % 100).
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per day tapered down to 100 mg per day, also had no relevant
effect on the OFG. Thus, we decided to start treatment with the
chimeric anti-TNF-a monoclonal antibody infliximab (Remi-
cade®, Centercor B.V., Leiden, The Netherlands) intravenously
at a dose of 5 mg per kg body weight; additional courses were
administered at weeks 2, 6, 10 and 16. Because of a quite slow
initial OFG response, we added dapsone 50 mg orally once per
day, starting from infliximab week 2. This resulted in a prompt
and complete remission of the orofacial swelling, the oral aphthae
and all signs of Crohn’s disease. At 13 weeks of continuous dap-
sone therapy, the gingival hyperplasia also showed full healing.
Dapsone was discontinued after 9 months of therapy. With no
signs of relapse by 32 months, Crohn’s disease was treated with
a maintenance therapy of infliximab at 8-week intervals for a
total of 12 cycles (up to the end of March 2010).

DISCUSSION

Although the association between OFG and Crohn’s
disease is well established in the literature (1, 2), the
picture of our patient with OFG as the only clinical
symptom of Crohn’s disease is unusual. Without OFG
the substantial iron-deficiency anaemia caused by the
Crohn’s disease might have become a risk for this
young patient. Consequently, in addition to the lite-
rature, our case suggests that clinical and laboratory
investigations for Crohn’s disease should always be part
of the routine management in patients with OFG.
There is no specific guideline for the treatment of
OFG. Although multiple treatment options have been
reported, the results are often disappointing (1). Next
to the approval of infliximab for the use in rheumatoid
arthritis, Bechterew’s disease, psoriasis, psoriasis
arthritis, and Crohn’s disease (3), cases from the lite-
rature harbour some evidence for infliximab as a thera-
peutic option in patients with OFG (4-7). As OFG can
also occur in the context of tuberculosis, it is important
to emphasize that TNF-a plays a central role in the for-
mation of granulomas to control mycobacterial infection
(8). Thus, in depth screening to exclude tuberculosis (9)
is mandatory prior to the use of TNF-a blocking agents,
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such as infliximab. The off-label use of dapsone, initially
approved for leprosy, is quite common in dermatology,
especially with regard to skin conditions defined by mul-
tiple granulomas or neutrophilic infiltration. Taking into
account that sulphapyridine or sulfasalazine, cognate
substances of dapsone, are also effective against mild
Crohn’s disease (10), we considered the additional use
of dapsone in our patient a promising combination.
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