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Cutaneous mastocytosis (CM) has been associated with urticaria, 
itching, and pain of the affected regions. Although the occurrence of 
CM in the facial skin is rare, it may be a cause of chronic facial pain, 
and pain characteristics may mistakenly be interpreted as trigeminal  
nerve pathology. However, the dermatological appearance of the dif
ferent variants of cutaneous mastocytosis is distinct and should be 
considered as an uncommon differential diagnosis in an orofacial 
pain diagnostic algorithm. This article presents a case of telangiec
tasia macularis eruptiva perstans, a rare type of cutaneous masto
cytosis, as the underlying cause of chronic facial pain, erythema, and 
swelling. J OrOfac Pain 2013;27:367–371. doi: 10.11607/jop.1164
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Mastocytosis is defined as local or systemic aggregation and 
proliferation of clonal mast cells.1,2 Local and systemic 
types of mastocytosis can be differentiated.1,3 

Local forms of mastocytosis usually present on the skin as macu-
lar, papular, or telangiectatic lesions or urticaria.1,4 The affected areas 
may exhibit intermittent or permanent itching, flushing, edema, pain, 
or blistering.4,5 cutaneous mastocytosis (cM) comprises several dis-
eases: urticaria pigmentosa, mastocytoma, diffuse cutaneous masto-
cytosis, and telangiectasia macularis eruptiva perstans (TMEP).4,6 
The trunk and limbs are cM predilection sites6,7 and involvement of 
the facial skin by cM is extremely uncommon.6,8,9 The course of the 
disease until final diagnosis is long.2,5,8–11 The long-term prognosis of 
cM is favorable,6 although to date no curative treatment approach 
has been scientifically proven.5,6 

Systemic mastocytosis involves the presence of extracutaneous 
clonal mast cell manifestations, such as organ or skeletal infil-
trates.1,2,12 Systemic mastocytosis may exhibit an aggressive course 
and requires close monitoring.4,12 an association between masto-
cytosis and myeloid disorders has been reported.2,4,11 

The clinical symptoms of mastocytosis are caused by mast cell 
mediator release, which has the potential to induce anaphylactic 
reactions.1,11,12 Symptomatic treatment options include pharmaco-
logic mast cell stabilization, antihistaminic drugs, anti-inflammatory  
drugs, and immunomodulators.4,6,12 in severe cases, laser therapy 
and photodynamic therapy after topical or systemic administration 
of psoralen (psoralen and ultraviolet a light [UVa]; PUVa) therapy 
have been applied successfully.13–15 

in the following case report, an extremely rare variant of cM is 
described as the underlying cause of chronic facial pain. This is only 
the third report of its kind in the literature.8,9
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Case Report

a 69-year-old woman was referred to the oral and 
maxillofacial surgery department by her family phy-
sician for evaluation of chronic recurrent, unilater-
al, right-sided facial pain with recurrent edema and 
erythema for 4 years (fig 1). She described the pain 
as intermittent, pricking, and pruritic, lasting for sev-
eral minutes with an intensity of up to 7 on a visual 
analog scale (VaS). The referring family physician 
suspected odontogenic pathology as the reason for 
the patient‘s medical condition. She reported that 
heat aggravated her symptoms. Her medical histo-
ry included hypertension, surgically treated colorec-
tal cancer, replacement of the left knee joint by an  
endoprosthesis due to osteoarthritis, lumbar spon-
dylarthrosis, and carpal tunnel syndrome. The pa-
tient was allergic to brown plasters. She denied 
abuse of cosmetics or facial ointments. Her daily 
prescriptions were 160 mg valsartan and 25 mg hy-
drochlorothiazide once daily for each and 500 mg 
metamizole three times daily. Prior examination by 
otorhino laryngology specialists had ruled out the 
initial diagnosis of acute exacerbation of maxillary 
sinusitis. at a previous consultation with a neurolo-
gist, central nervous pathology was ruled out. Mag-
netic resonance imaging (Mri) with contrast agent 
rendered 5 months prior to initial presentation to the 
department showed signs of mild chronic sinusitis 
but no facial soft tissue abnormalities (fig 2). The 
pain had been classified as atypical trigeminal neu-
ralgia, and treatment with 200 mg carbamazepine 

twice daily was initiated. This approach had not im-
proved the symptoms and was discontinued. Endo-
scopic paranasal surgery was also ineffective. 

at the initial presentation, the patient was orient-
ed in time and space; there were no signs of dizzi-
ness, impaired vision, or restricted ocular movement. 
crawling sensations of the limbs or trunk were not 
noted, which was interpreted as the absence of par-
esthesia.16 The patient exhibited no signs of allody-
nia, hyperalgesia, or numbness, as assessed with the 
sharp and blunt end of a dental probe, a painter’s 
brush, and a cotton swab.16 The character of the 
pain ruled out trigeminal neuralgia, and the absence 
of somatosensory dysfunction excluded continuous 
neuropathic pain.16 However, the pain was limited 
to areas innervated by the maxillary branch of the 
trigeminal nerve. She denied episodes of facial pa-
ralysis and angioedema of the upper lip. The right 
facial side was exclusively affected. 

clinical examination revealed erythematous mac-
ules that were localized in the infraorbital portion of 
the right cheek (fig 1) and scattered telangiectasias  
(fig 3). a palpable induration existed above the 
right nasolabial fold. no other signs of pain upon 
palpation for each of the other trigeminal senso-
ry branches were noted. facial nerve function was 
normal. Darier’s sign (urtication upon rubbing) was 
negative (fig 4). no tenderness upon palpation of 
the masticatory and cervical muscles was observed. 
There were no temporomandibular joint sounds. no 
dental or oral pathologies were found by intraoral 
examination and radiographs.

Fig 1  clinical appearance of telangiectasia macularis 
eruptiva perstans in the facial skin. Sutures are still in 
place at the biopsy site.

Fig 2  T2-weighted axial magnet resonance 
imaging (Mri) with contrast agent showing 
the level of the affected skin area without en-
hancement of contrast agent and without signs 
of acute maxillary sinusitis.
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The patient history and clinical examination sug-
gested that a localized skin-related pathology was 
the causative agent of pain, so a skin biopsy was per-
formed. for pathologic examination, hematoxylin- 
eosin staining (fig 5), Giemsa staining, as well as 

immunohistochemical staining of the specimen for 
cluster of differentiation (cD) 25, cD 117, and 
tryptase were performed (figs 6a and 6b). Histo-
pathologic examination revealed local accumu-
lation of cD 25/cD 117-positive mast cells with 

Fig 3  Scattered telangiectasias present within and 
around the erythematous macules.

Fig 4  negative Darier’s sign of the affected skin 
area.

Fig 5 (right)  Hematoxylin-eosin staining showing infil-
trate of lymphoyctes and atypical mast cells (arrowheads) 
around partly ectatic blood vessels (arrows).

Figs 6a and 6b (below)  immunohistochemical staining 
for (a) cluster of differentiation (cD) 25 and (b) cD 117 
demonstrates the presence of atypical mast cells (arrow
heads) in the perivascular infiltrates.

ba
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atypical, spindle cell–like morphology. furthermore, 
ectatic blood vessels, lymphocytic infiltrates, and an 
adjacent edema were present (figs 5 and 6). The 
surrounding skin displayed signs of chronic sun in-
jury in the form of actinic elastosis. These findings 
led to the final diagnosis of telangiectasia eruptiva 
perstans (TMEP), a rare variant of cM. The patient 
was referred to a dermatology department and re-
ceived treatment with 1 mg ketofifen twice daily. 
The patient‘s symptoms resolved over 3 months.

Discussion

The present case report presents cM in the form 
of TMEP as a rare differential diagnosis for chron-
ic facial pain, erythema, and edema. facial mani-
festation of mastocytosis is rare.17,18 However, the 
clinical appearance of mastocytosis is diverse.18–24 it 
can present as brown or red macular lesions (ur-
ticaria pigmentosa),18,23 nodules (mastocytoma),18,23 
flushing skin areas,17,20 or erythroderma.19 There are 
reports about morphological facial changes caused 
by mastocytosis.22,24

Symptoms of cM include macular and papular 
rashes, flushing, edema, and blistering.1,4,25 it may 
be difficult to differentiate these lesions from clin-
ical differential diagnoses.3 cM can mimic aller-
gic reactions, viral or bacterial infections, bruises, 
café-au-lait spots, or nevi.3,19,20,26 The patient histo-
ry and additional clinical findings, such as rhinitis, 
may help the examiner to detect allergic reactions.20 
However, the systemic signs of anaphylaxis, such 
as hypotension, abdominal pain, diarrhea, nau-
sea, and flushing, can also appear in mastocytosis 
patients.19,20 cM can induce blistering and pain 
similar to herpetic or bacterial infections.4,26 cM 
blisters are not usually limited to dermatomes and 
can appear throughout the entire integument.26 
clinical findings, such as fever and laboratory test-
ing for c-reactive protein, white blood cell count, 
or procalcitonin, may help to identify cases of bac-
terial infection.19,20 furthermore, Darier’s sign is 
usually positive in cM lesions and absent in her-
petic blisters or erysipelas.3 in summary, skin biop-
sies and laboratory findings (serum tryptase, urine  
n-methylhistamine) may be the decisive steps in the 
confirmation of mastoytosis.3,19,20 

TMEP is a rare variant of cM that typically 
involves lesions on the skin of the limbs and the 
trunk.5 Literature searches revealed only two pre-
viously published cases of facial TMEP.8,9 While 
both urticaria pigmentosa and TMEP may cause 
erythematous macules on the skin,4,10 the presence 
of telangiectasias is the defining characteristic of 

TMEP.3,6,7 furthermore, Darier’s sign is negative in 
TMEP, whereas it is positive in all other cM vari-
ants.1,4 Telangiectasias can result from several con-
ditions, including rosacea, rendu-Osler syndrome, 
nevus flammeus, basal cell carcinoma, or mycosis 
fungoides.8,27 recurrent pain and swelling are not 
regularly associated with these diagnoses.8 How-
ever, only pathohistologic examination of biopsy 
specimens can provide definitive diagnosis.4 in both 
previously described cases of unilateral facial TMEP 
as well as the present case, the patients described 
chronic itching and episodic urticaria.8,9  cM in-
volvement regularly causes local pruritus, pain, ery-
thema, and swelling.1,10,12 

aside from cutaneous problems, neurologic pa-
thology can be associated with mastocytosis.28,29 
Mastocytosis patients are prone to develop different 
forms of primary headache and back pain.28,29 an 
increased incidence of multiple sclerosis has been 
reported for mastocytosis patients.28 Therefore, 
neurologic evaluation is vital in the diagnostic al-
gorithm for mastocytosis.28,29 as the patient’s facial 
pain sensations in the presented case were mistak-
enly interpreted as trigeminal nerve pathology, the 
primary referral led the patient to a neurologist. 

Given the unremarkable neurologic examination, 
the absence of somatosensory disturbances, the un-
successful prior treatment with anticonvulsants, and 
the presence of visible clinical signs, a neuropathic 
origin of pain was eliminated from the diagnosis.30 
Previous diagnostic measures involving radiographs 
and Mri without significant pathologic findings, 
clinical examination by specialists, and failed thera-
peutic approaches did not include a biopsy of the af-
fected skin sites as a diagnostic step. The symptoms 
of swelling, erythema, and pain sensations resem-
bled allergic reactions1,4 and may have involved the 
release in the skin of mast-cell mediators.1 There-
fore, mastocytosis was among the differential diag-
noses and was confirmed histologically. 

The histologic image of TMEP is characterized by 
dilated vessels, an inflammatory infiltrate, and an 
accumulation of atypical mast cells with spindle-like 
morphology and metachromatic granules.5,10 Spe-
cial immunohistochemical staining (cD 25/cD 
117) can demonstrate the presence of atypical, clon-
al mast cells pertinent to the diagnosis.4 although 
the etiology of TMEP is unclear,4 it can be speculat-
ed that chronic sunlight exposure might play a role, 
as adjacent skin may show signs of concomitant sun 
injury as in the present case.

as mentioned above, the treatment of cM is 
symptomatic and involves mast-cell stabilization, 
antihistaminic drugs, immunomodulators and anti- 
inflammatory drugs.4,6 Laser therapy and PUVa 
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therapy may relieve the symptoms in treatment re-
sistant cases.1,4,13 in the present case, treatment with 
ketofifen, a mast-cell stabilizer and H1-antagonist,31 
alleviated the symptoms after 3 months. although 
systemic involvement by mastocytosis in TMEP cas-
es is rare,4 it has been associated with hematologic 
neoplasms.2,11 Therefore, thorough examination of 
cM patients with respect to visceral organs and the 
skeletal and central nervous system is reasonable.4 
no evidence for systemic mastocytosis in the pres-
ent patient was observed.

Conclusions

TMEP as the cause of chronic facial pain, swelling, 
and erythema is rare. However, if the clinical image 
of mastocytosis is well defined, its diagnosis can be 
confirmed histologically and simple treatment can 
provide relief. Therefore, a skin biopsy should be 
considered in the diagnostic algorithm of chronic 
facial pain in combination with the typical clinical 
symptoms of cM.
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