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Summary Orofacial granulomatosis (OFG) is an uncommon disease,
usually presenting as recurrent or persistent swelling of the soft tissues in the orofacial region, predominantly lips (cheilitis granulomatosa). The cause of this illness is unknown. OFG may also be part of the
triad of Melkersson-Rosenthal syndrome (MRS) and some consider it a
monosymptomatic form of MRS. We describe a case of a Croatian male
patient with recurrent swelling limited to the upper lip for the past
6 years. After establishing the diagnosis, we performed intralesional
triamcinolone injections (16 mg, twice on a weekly schedule), resulting in complete remission. OFG differential diagnosis and treatment
modalities are discussed.
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Introduction
The term orofacial granulomatosis (OFG) describes a nonspecific granulomatous inflammation
of unknown origin, occurring on all parts of oral mucosa, as well as on cheeks, chin and eyelids. Most often, it presents clinically as persistent or recurrent lip
swelling, thus the term cheilitis granulomatosa (CG)
was previously introduced by Miescher in 1945 (1).
It is considered a monosymptomatic form of Melkersson-Rosenthal syndrome (MRS), which, in its fully
blown clinical picture, includes CG, facial nerve palsy,
and fissured tongue (2,3). All three syndrome components appear rarely, accounting up to only 8% to 25%
of cases, the most common component being CG
(4,5). Cheilitis granulomatosa usually appears in the
second decade of life, more frequently in females (4).
Two major diseases may be presented as CG: Crohn’s
disease (6), and sarcoidosis (7,8). In terms of treat-

ACTA DERMATOVENEROLOGICA CROATICA

ment possibilities and outcome, OFG represents a
very challenging and unpredictable condition.

Case report
A male patient aged 48, with otherwise insignificant medical history, not taking any medications, had
intermittent swelling of the upper lip and surrounding
intraoral tissues for the past six years (Fig 1). Episodes
recurred every 2-3 months and lasted several hours
to several days. Palpatory finding included multiple
indurated lip nodules. He also had fissured tongue.
Angioedema was excluded (total serum IgE was normal, nutritional and environmental allergens were excluded by allergen-specific IgE antibody test). Panel
tests for C1-esterase inhibitor levels and complement
components C1 through C4 ruled out hereditary
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Figure 1. Swelling involving the entire upper lip.

angioedema. Dental origin was excluded by clinical
examination, tooth vitality testing, and x-ray findings.
No dental materials were present in the patient’s
mouth. Medical history was insignificant for any gastrointestinal or digestive problems during the past 6
years, giving not enough indications to suspect the
possible Crohn’s disease. Sarcoidosis was excluded by
the lack of respiratory symptoms, normal chest x-ray
and normal serum angiotensin-converting enzyme
(ACE) levels.
Upon exclusion of the above mentioned conditions,
clinical features and palpatory findings of indurated lip
nodules indicated idiopathic OFG. A finding of fissured
tongue is consistent with oligosymptomatic Melkersson-Rosenthal syndrome without facial palsy.
Deep biopsy of the affected lip showed histologic
features of perivascular and interstitial infiltrates of
inflammatory cells composed of lymphocytes, plasma cells and mast cells in subepithelial stroma (HE,
200x; Giemsa, 400x) (Fig. 2). Histologic staining for
acid fast bacteria was negative, thus excluding tuberculosis and deep mycoses. Polarizing foreign materials were also excluded histologically. After fulfilling
clinical and histopathologic criteria, the diagnosis of
OFG was made.
After thorough application of topical xylocaine
anesthetic spray, we performed intralesional treatment with corticosteroid injections, according to
Mignogna et al. (9). We injected 0.1 mL of triamcin-
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Figure 2. Lip biopsy histologic finding revealing perivascular and interstitial infiltrates of inflammatory cells composed
of lymphocytes, plasma cells and mast cells in subepithelial
stroma (upper panel: HE, 200x; lower panel: Giemsa, 400x).

olone acetonide (TA) (40 mg/mL) into each of the 4
equidistant points on the border between upper lip
vermillion and mucosa. In addition to TA, we added
a small amount of epinephrine-free 3% mepivacaine
local anesthetic to the injectable solution (0.05 mL
of mepivacaine per injection point). The needle was
inserted vertically towards the top. In order to avoid
lip skin ischemia, the needle was directed slightly inwards. The total dose of TA was 16 mg per treatment.
After one week, the procedure was repeated, resulting in full resolution (Fig. 3.), as assessed 7 days following 2nd treatment.

Discussion
Orofacial granulomatosis is a recurrent disease,
episodic, and intermittent, often recalcitrant to
treatment. Complete and spontaneous remission is
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poorly formed granulomas”. By thorough literature
search, we could not find actual data on the percentage of noncaseating granulomas present in all OFG
cases.

Figure 3. Complete resolution after 2 sessions of intralesional corticosteroid treatment.

unlikely. Some authors consider it the first clinical sign
of MRS, or its mono-/oligo-symptomatic form (4,5,9),
but there is no consensus on the subject. Apparently,
up to 42% of MRS patients present with CG, whereas
other signs may appear later in life. Others consider
CG and MRS two different entities, as most of CG patients never develop MRS (10).
Histologically, it is characterized by noncaseating
granulomatous inflammation (11,12). van der Waal et
al. (10) state that, although noncaseating granulomas
are classically present, the histology may be nonspecific, with edema and perivascular lymphocytic infiltrate. There are 3 major groups of histopathology
findings in OFG: 2 include noncaseating granulomas
and one includes nonspecific inflammation (13). Thus,
it can be concluded that biopsy without granulomas
is not inconsistent with the diagnosis of CG. Dilated
lymphatics in the superficial lamina propria and perivascular aggregation of histiocytes and plasma cells
usually are present, as in our case. Very deep mucosal biopsy should always be performed in order to
increase the likelihood of finding granuloma. We obtained a large specimen, roughly 10 mm deep and 10
mm in diameter, but well organized granuloma was
not present in that tissue sample. It is consistent with
the findings of Perez-Calderon et al. (14), and a case
presented by Bartell et al. (15), depicting “diffuse lymphocytic infiltrate in submucosa, with perivascular,
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The diagnosis of CG is therefore a diagnosis of
exclusion. It would include clinical, hematologic
and histologic investigations in each patient, in addition to imaging techniques and radioallergosorbent and patch tests if dental materials are present.
It is necessary to exclude the possible local (dental)
and systemic diseases that can have similar clinical
manifestations, including hypersensitivity reactions.
Although IgE-mediated allergy was ruled out, our
patient was regularly taking antihistamine fexofenadine 180 mg, without improvement in the swollen
lip. It is a rather regular scenario, as OFG is generally
not suspected. Further workup includes sarcoidosis,
Crohn’s disease, tuberculosis, deep fungal infections,
leprosy, leukemic infiltrate, and foreign body reactions (6,8,11,16-18). Of those mentioned, two are of
particular medical interest: sarcoidosis and Crohn’s
disease. The former is unlikely in the absence of respiratory problems, and if chest x-ray and ACE levels
are normal. Biopsy of labial salivary gland can be of
help in diagnosing sarcoidosis (18). Regarding the latter, the need for invasive evaluation in a patient with
isolated granulomatous cheilitis is not recommended. This is pointed out in a review of 13 patients, in
which the authors suggest that no specific diagnostic
procedures should be undertaken if gastrointestinal
complaints are absent (10).
The treatment of OFG is challenging, with frequent recurrences despite different modalities applied. Medical management includes administration
of nonsteroidal anti-inflammatory drugs, broad-spectrum antibiotics, antituberculous drugs, antilepromatous agents (clofazimine), sulfa drugs (sulfasalazine),
antimalarials (hydroxycholoroquine), and steroids,
be it systemic or intralesional (10,19-21). Surgically,
cheiloplasty has shown some results, but would be
suggested only for resistant cases, particularly when
long-lasting chronic inflammation has caused fibrous
tissue proliferation, when it is too late to use medications (22). Thus, early diagnosis and treatment is mandatory for better outcome. Thalidomide has recently
been shown to be effective in recalcitrant cases (23).
Among those mentioned above, corticosteroids are first-line treatment, as they are effective
in swelling reduction (24,25). As the nature of OFG
is relapsing, the use of systemic steroids has limitations because of side effects. Thus, intralesional corticosteroid injections have been suggested (26). Recently, delayed release concentrated TA (40 mg/mL)
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has been pointed as the treatment of choice, used in
small quantities of 0.1 mL (4 mg) per point of needle
insertion (9). Previously, diluted concentration of TA
(10 mg/mL) was advocated in OFG treatment, but a
significantly higher volume of solution had to be injected (amounting from 3 mL to up to 10 mL) (26).
This approach has warranted previous application of
local anesthetics, as the procedure would otherwise
be painful due to the large amounts of the solution
injected. Another problem was the dramatic increase
of tissues after injections. We used a small amount of
concentrated TA, and a cumulative dosage of 32 mg
has proved sufficient for ongoing control of OFG for
7 months to date, as compared to previous relapses
occurring every 2-3 months. We did apply topical anesthesia prior to injecting triamcinolone. Adding a
small amount of the epinephrine-free mepivacaine
local anesthetic to triamcinolone solution (0.05 mL
per injection point) significantly decreases discomfort during and after application, while only slightly
increasing total volume.
Based on the previously published experience
and the case presented, we suggest repeating the
treatment on a weekly basis until complete response
is achieved. This usually requires 2 to 3 applications
(9). The potential side effects of corticosteroid such as
temporary ischemia, hypopigmentation and soft tissue atrophy may cause cosmetic problems. Thus, the
needle insertion line should be inclined orally, and
epinephrine-free anesthetic should be used, if any.
The expected clinical response is appropriate but not
permanent, most probably requiring repeated injections in the future (9,10,26).

Conclusion
Differential diagnosis of swollen lips and swelling
of other orofacial structures includes OFG. The diagnosis is made by excluding numerous other disease
entities, e.g., Crohn’s disease and sarcoidosis, requiring broad diagnostic workup. Orofacial granulomatosis (or CG as one of its clinical forms) should be
diagnosed early, as later in the course of the disease
fibrous tissue may proliferate, thus narrowing treatment options to surgery. Once OFG is diagnosed,
successful and predictable treatment results may be
achieved by repeated use of small doses of concentrated (40 mg/mL) slow release triamcinolone acetonide intralesional injections, which should be regarded
as first-line treatment.

References
1. Miescher G. über essentielle Granulomatose makrocheilie (Cheilitis granulomatosa). Dermatologica 1945;91:57-85.

168

Acta Dermatovenerol Croat
2011;19(3):165-169

2. Melkersson E. Ett fall av recidiverande facialispares i samband med ett angioneurotiskt ödem. Hygiea 1928;90:737-41.
3. Rosenthal C. Klinisch-erbbiologischer Beitrag zur
Konstitutionspathologie. Gemeinsames Auftreten von Facialislähmung, angio-neurotischem
Gesichtsödem und Lingua plicata in ArthritismusFamilien. Z Gesamte Neurol Psych 1931;131:475501.
4. Sciubba JJ, Said-Al-Naief N. Orofacial granulomatosis: presentation, pathology and management of 13 cases. J Oral Pathol Med 2003;32:57685.
5. Zimmer WM, Rogers RS III, Reeve CM, Sheridan PJ.
Orofacial manifestations of Melkersson-Rosenthal
syndrome. A study of 42 patients and review of
220 cases from the literature. Oral Surg Oral Med
Oral Pathol 1992;74:610-9.
6. Lloyd DA, Payton KB, Guenter L, Frydman W.
Melkersson-Rosenthal syndrome and Crohn’s disease: one disease or two? Report of a case and
discussion of the literature. J Clin Gastroenterol
1994;18:213-7.
7. Neville BW, Damm DD, Allen CM, Bouquot JE. Allergies and immunologic disease. In: Neville BW,
Damm DD, Allen CM, editors. Oral and Maxillofacial Pathology, 2nd ed. Philadelphia: Saunders; 2002.
pp. 294-7.
8. Weinberger SE. Sarcoidosis. In: Goldman L, editor.
Cecil Textbook of Medicine, 21st ed. Philadelphia:
Saunders; 2000. pp. 433-6.
9. Mignona M, Fedele S, Lo Russo L, Adamo D, Satriano RA. Effectiveness of small-volume, intralesional, delayed-release triamcinolone injections
in orofacial granulomatosis: a pilot study. J Am
Acad Dermatol 2004;51:265-8.
10. van der Waal RI, Schulten EA, van der Meij EH, van
de Scheur MR, Starink TM, van der Waal I. Cheilitis
granulomatosa: overview of 13 patients with long
term follow up – results of management. Int J Dermatol 2002;41:225-9.
11. Bogenrieder T, Rogler G, Vogt T, Landthaler M,
Stolz W. Orofacial granulomatosis as the initial
presentation of Crohn’s disease in an adolescent.
Dermatology 2003;206:273-8.
12. El Hakim M, Chauvin P. Orofacial granulomatosis
presenting as a persistent lip swelling: review of 6
new cases. J Oral Maxillofac Surg 2004;62:1114-7.
13. Litvyakova L, Bellanti JA. Orofacial edema: a diagnostic and therapeutic challenge for the clinician.
Ann Allergy Asthma Immunol 2000;84:188-92.

ACTA DERMATOVENEROLOGICA CROATICA

Alajbeg et al.
Orofacial granulomatosis

Acta Dermatovenerol Croat
2011;19(3):165-169

14. Perez-Calderon R, Gonzalo-Garijo MA, Chaves A,
de Argila D. Cheilitis granulomatosa of Melkersson-Rosenthal syndrome: treatment with intralesional corticosteroid injections. Allergol Immunopathol 2004;32:36-8.
15. Bartell HL, Harting M, Eldin KW, Hollier LH, Metry DW. Chronic, progressive enlargement of
the lower lip in a healthy girl. Dermatol Online J
2007;13:20. [cited 2010 April 20]. Available from
http://dermatology.cdlib.org/132/case_presentations/cheilitis/bartell.html
16. Wiesenfeld D, Ferguson MM, Mitchell DN, MacDonald DG, Scully C, Cochran K, et al. Orofacial granulomatosis: a clinical and pathological analysis.
Q J Med 1985;213:101-13.
17. Hornstein OP. Glossitis granulomatosa – an unusual subtype of Melkersson-Rosenthal syndrome.
Mund Kiefer Gesichtschir 1998;2:14.
18. Bellil K, Chelly I, Ben Ghorbel I, Mekin A, Bellil S,
Kehir N, et al. Salivary gland biopsy: experience of
La Rabta Hospital’s Pathology Department. Tunis
Med 2007;85:64-6.
19. Stein SL, Mancini AJ. Melkersson-Rosenthal syndrome in childhood: successful management with
combination steroid and minocycline therapy. J
Am Acad Dermatol 1999;41:746-8.

20. Ridder GJ, Fradis M, Lohle E. Cheilitis granulomatosa Miescher: treatment with clofazimine and
review of the literature. Ann Otol Rhinol Laryngol
2001;110:964-7.
21. Kolokotronis A, Antoniades D, Trigonidis G, Papanagiotou P. Granulomatous cheilitis: a study of six
cases. Oral Dis 1997;3:188-92.
22. Glickman LT, Gruss JS, Birt BD, Kohli-Dang N. The
surgical management of Melkersson-Rosenthal
syndrome. Plast Reconstr Surg 1992;89:815-21.
23. Hegarty A, Hodgson T, Porter S. Thalidomide for
the treatment of recalcitrant oral Crohn’s disease
and orofacial granulomatosis. Oral Surg Oral Med
Oral Pathol Oral Radiol Endodont 2003;95:57685.
24. Rogers RS 3rd. Granulomatous cheilitis, Melkersson-Rosenthal syndrome and orofacial granulomatosis. Arch Dermatol 2000;136:1557-8.
25. Williams AJ, Wray D, Ferguson A. Orofacial granulomatosis. Lancet 1991;338:20-1.
26. Sakuntabhai A, MacLeod RI, Lawrence CM. Intralesional steroid injection after nerve-block in orofacial granulomatosis. Lancet 1992;340:969.

By rain and bad weather use Nivea cream; year 1935.
(from the collection of Mr. Zlatko Puntijar)
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