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Abstract -- Introduction: Orofacial granulomatosis is characterized by recurrent swelling affecting the lips, cheeks,
and tongue. The rarity of this pathology and the lack of consensus in therapeutic management make the reporting of
this clinical case relevant. Observation: A 48-year-old man consulted for labial and gingival orofacial
granulomatosis. The treatment consisted of 40mg/L injections of triamcinolone acetonide once weekly for
3 weeks. The symptoms improved after 1 week of treatment. Comments: The usual treatment for this condition
targets the inflammation caused by the lesion. Corticosteroids (clobetasol, triamcinolone acetonide, prednisolone),
monoclonal antibodies (infliximab, adalimumab), or TNF-a inhibitors are commonly used. Symptom recurrenceis
frequently observed after treatment with corticosteroids. Biotherapies are often used as a second-line treatment.
Conclusion: Orofacial granulomatosis symptoms are rare and difficult to diagnose due to its varying manifestations.
Common treatments target one of the steps of the inflammatory response. The detection of specific cellular markers is
a way to enable a more precise etiological diagnosis and allows for a more targeted therapy.
Introduction

Orofacial granulomatosis can be defined as recurrent,
persistent, edematous lesions of the lips, tongue, inner cheek,
or gingiva. They can be caused by any granulomatous
inflammation, but are not related to any other systematic
pathology, such as Crohn’s disease or sarcoidosis [1].

Its etiopathology is still unclear. There are different
hypotheses such as a delayed hypersensitivity reaction, a
mycobacterial infection, or a genetic predisposition [2].

The term orofacial granulomatosis tends to encompass old
nosological entities such as Melkersson and Rosenthal
Syndrome (MRS) or Miescher cheilitis. MRS presents as a triad
of symptoms: (a) facial paralysis, which occurs in 33% of cases;
(b) folding and edema of the lips, which occurs in 75% of cases;
(c) facial edema, which is seen in some cases [3]. Miescher
cheilitis is a nonresolving labial edema that canbe translatedas a
monosymptomatic MRS [4]. Indeed, the underlying histopatho-
logical change in Miescher cheilitis, MRS, and orofacial
granulomatosis is a lymphocytic inflammatory infiltrate with
giant cell epithelioid granulomas [5]. The sex ratio is 1:1 and
me.feugueur@hotmail.fr

istributed under the terms of the Creative Commons A
and reproduction in any medium, provided the origin
there is no variation in prevalence among ethnicities. Symptoms
usually appear the third decade. A prevalence of 0.8% was
reported in 1996, but in the absence of valid epidemiological
data, this figure could not be confirmed [6].

In this paper, we report our experience with a clinical case
of orofacial granulomatosis, and discuss the therapeutic
management strategies of these rare conditions.

Observations

A 48-year-old patient consulted for a chronic macrocheilia
for a duration of 4months, which was predominantly in the
lower lip (Fig. 1). The patient reported pain, especially when
eating and upon touch.

The diagnosis of an isolated case of orofacial granuloma-
tosis was confirmed after lung and gastroenterological
examinations. Indeed, the lung examination had ruled out
sarcoidosis. Chronic inflammatory diseases of the intestines
such as Crohn’s disease were also eliminated during the
gastroenterological examinations. The biopsy was performed
on the mucosal side of the affected lip. In the histopathological
examination, a giant cell granulomatous inflammation without
central caseous necrosis was observed (Fig. 2).
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Fig. 1. Initial pictures showing the swelling of the lower lip with inflammation and scaling of the skin.

Fig. 2. Histological analysis of the labial biopsy (�10). 1: Epithelioid
giant-cell granulomas, 2: Inflammatory infiltrate.

Fig. 3. Injection of triamcinolone acetonide.
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The cosmetic aspect of the lower lip edema prompted us to
prescribe the injection of triamcinolone acetonide (Kénacort
Retard®). This synthetic glucocorticoid has a potent anti-
inflammatory effect (eight times more potent than predni-
sone). Moreover, the synthetic characteristics of this molecule
induce a metabolic effect and result in less sodium retention
than that of hydrocortisone.

Intralesional injections of a 40mg/mL solution at a
frequency of 1mL per week for 3 weeks [7] were administered,
starting at an intraoral location (Fig. 3). This injection was
administered under local anesthesia to avoid the pain
associated with the increase of tissue pressure of the
edematous lip.

The patient reported the amelioration of pain and a
consequent decrease in edema from the first week of treatment.
The follow-up 6months after the last injection showed no signs
of recurrence (Fig. 4).
Comments

We conducted a literature review for understanding the
different modalities of the potential management of these
orofacial granulomas. The therapeutic principle is the
modulation of intralesional inflammation by corticosteroids,
monoclonal antibodies, or TNF-a inhibitors (Table I).

Topical therapies consisting of corticosteroid creams such as
clobetasol 0.05% (Dermoval®, Clarelux®) [8] are moderately
effective, but they result in rapid recurrences, especially after
they are used alone [9]. Effectiveness has been demonstrated on
oral mucosal ulcers associated with orofacial granulomatosis,
particularly in precursor syndromes of Crohn’s disease [10].
Calcineurin inhibitors such as tacrolimus 0.1% (Protopic®) are
prescribed in cases of painful ulcers resistant to clobetasol [11].

Systemic corticosteroid administration using prednisolone
at 1mg/kg (Solupred®) is also effective even though relapses
upon discontinuation may be common. The frequency of
administration is a single injection every 7–14 days depending
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Fig. 4. Images taken one month after the start of treatment.

Table I. Table summarizing the main medications used in the management of orofacial granulomatosis (Vidal®).

Molecule Method of
administration

Efficiency Side effects

Clobetasol 0.05% Topical Moderate after local injections,
with high risk of recurrence

Very high level of tolerance

Prednisolone 1mg/kg Oral Short-term efficacy for
ameliorating edema and ulceration

For long-term treatment: Cushing’s
syndrome, osteoporosis, diabetes

Triamcinolone
acetonide 40mg/mL

Intralesional injection Long-term effectiveness Risk of skin pigmentation

Thalidomide Oral Second-line treatment Teratogenesis and neuropathy
Infliximab/adalimumab Intravenous Second-line treatment Risk of infection, increased risk of

cancer
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on the severity of the condition. However, long-term
corticosteroid treatment may cause significant side effects
in the case of recurrences.

Local injection of 40mg/mL of triamcinolone acetonide
shows long-term efficacy in the treatment of orofacial
granulomatous lesions. Treatment is intralesional and is
administered on a weekly basis for 3 weeks [7]. An older
protocol uses 10mg/mL of triamcinolone acetonide. However,
the large volume injected caused severe pain and thus required
a nerve block; in addition, a 2-week gap between sessions was
necessary [7].

The use of monoclonal antibodies and TNF-a inhibitors is
effective in some cases refractory to topical and systemic anti-
inflammatory treatments [12]. In France, the prescription of
these medications (thalidomide, infliximab, and adalimumab)
remains restricted to hospital specialists [12].

A study has shown that low-energy laser treatment has
some efficacy in some cases [13]. This treatment method has
not reported side effects and could be combined with the
abovementioned therapies.

A surgical approach can be employed in cases with
intralesional fibrosis (a frequent complication of orofacial
granulomatosis) [14]. However, surgical treatment is of interest
only if the inflammation is controlled, because recurrence is an
issue in cases with uncontrolled inflammation [15].

Some studies have demonstrated an increased prevalence of
oral allergic reactions in persons with this pathology; 80% of
42
patients have a history of allergic reactions compared with
15–20% of the general population [16]. In this context, certain
diets have been advocated. Diets “avoiding cinnamon and
benzoate (preservatives E211, E212, E213)” seem to show a
marked improvement in symptomatology and a decrease in
recurrence [17]. The findings of this study seem to be very
promising, but these results have not yet reproduced.

Conclusion

Orofacial granulomatosis is difficult to diagnose clinically
because of varying clinical manifestations and rarity. Indeed,
this pathology can be recurrent and involve the inflammation
of not only at the labial level, but also the gingival, lingual,
buccal, or suborbital levels. In addition, there are many
differential diagnoses (infections, Crohn’s disease, sarcoidosis,
allergic reactions) [18]. In correlation with clinical symptom-
atology, a biopsy remains the most definitive way to diagnose
the condition.

It is difficult to highlight a reference treatment of orofacial
granulomatosis because there is a lack of evidence in the
literature. On the other hand, therapeutic problems can arise
because of a probably multifactorial etiology, involving allergic
processes, mycobacterial infection, or an immunological
reaction, similar to sarcoidosis or Crohn’s disease [18]. The
assumption also depends on the extent of the lesions and their
locations.
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The detection of specific cellular markers is a method for a
more precise diagnosis [19]. This allows for the detection of the
underlying pathology, and thus allow a more targeted therapy.

The triamcinolone acetonide injection procedure appears to
be the most suitable for labial and buccal cases along with a
change of diet to prevent recurrences.
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