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Granuloma faciale (GF) is an uncommon inflam-
matory dermatosis that usually presents on the 
face as reddish brown or violaceous papules 
and nodules that may coalesce into plaques. 
Eosinophilic angiocentric fibrosis (EAF) is a rare 
fibrosing condition that shares many histologic 
characteristics with GF and is regarded by some 
authors as a mucosal counterpart of GF. We 
present a case of GF with concurrent EAF in a 
subglottic location with excellent response to 
an intralesional corticosteroid on the GF lesion,  
CO2 laser on the EAF lesion, and oral 
dapsone treatment.

Cutis. 2011;88:77-82. 

Granuloma faciale (GF) was first reported as 
sarcoid of Boeck by Wigley1 in 1945. However, 
Pinkus2 first suggested the term granuloma

faciale a few years later. Granuloma faciale is an 
uncommon inflammatory disorder of the skin that 
manifests as soft or moderately firm, elevated, and 
well-circumscribed red-brown or purple papules and 
nodules that sometimes become confluent and form 
large plaques. There often is follicular accentua-
tion and superficial telangiectasia. Because of the  

occasional depression of their centers, some plaques 
have an annular appearance. As indicated by its 
name, these lesions usually appear on the face, but 
there are a few reports of extrafacial locations.3-7 The 
sites of predilection of GF are sun-exposed areas such 
as the sides and tip of the nose, the preauricular area, 
the cheeks, the forehead, and the helix. The lesions 
typically are asymptomatic, though some patients 
report pruritus, burning, or tenderness. The disease 
can be seen in both sexes at any age but usually affects 
middle-aged white men.8-10

Granuloma faciale is a delightful misnomer, 
reflecting a clinical appearance sometimes suggestive 
of granules but usually not accompanied histologically 
by granulomatous inflammation.11 Histologic exami-
nation usually demonstrates a dense infiltrate that 
consists mostly of eosinophils in combination with 
fibroblasts, neutrophils, histiocytes, lymphocytes, and 
mononuclear cells in the upper two-thirds of the 
dermis, which often is separated from the epidermis 
by a narrow zone deprived of cells, known as the 
grenz zone. Leukocytoclastic vasculitis with fibri-
noid degeneration within and around the microves-
sels sometimes is seen. The changes that make GF 
more distinctive emerge with time as fibrosis super-
venes, often with a concentric orientation around  
small vessels.10-12 

Eosinophilic angiocentric fibrosis (EAF) is a 
rare fibroinflammatory condition first described by  
Roberts and McCann13 in 1985. Many pathologists 
consider EAF to be the mucosal counterpart of GF.14 
In fact, the conditions share many histopathologic 
characteristics and at least one-third of the reported 
cases occurred in patients with concurrent GF. Like-
wise, both present in an early phase with a nar-
row grenz zone and a dense inflammatory infiltrate 
comprised of mainly neutrophils and eosinophils 
affecting the upper portion of the dermis, often 
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with leukocytoclasis. A continuum of changes from 
endothelial swelling to frank fibrinoid necrosis of 
small vessels with red blood cell extravasation and 
hemosiderin deposition may be seen, which varies 
with the age of the lesion. Although older lesions 
of GF can present with extensive fibrosis, they usu-
ally lack the characteristic perivascular, obliterative,  

onionskin-whorled pattern of EAF.15 The Table lists 
the main characteristics of these 2 conditions.

Twenty-two cases of EAF have been reported in 
the literature, most of them within the nasal cavity 
but rarely in the subglottis; 8 of these cases were 
associated with GF.16 More than 40 cases recently 
were reported by Sunde et al.17

Clinical Entity Granuloma Faciale
Eosinophilic  
Angiocentric Fibrosis

Name A misnomer based on the clinical 
appearance and not reflecting the  
histologic findings

A designation reflecting the histologic 
pattern of perivascular, obliterative,  
onionskin-whorled fibrosis

Location Most frequent: face (nose, preauricular 
area, cheeks, forehead, helix); some 
reports of extrafacial locations, mainly on 
the trunk, neck, and upper limbs

Most frequent: nose (septum and/or  
lateral wall); 2 reports of subglottic  
location and 1 report of gingival  
location

Cause Unknown; postulated: actinic damage, 
localized Arthus-like reaction

Unknown; postulated: allergy, trauma

Pathogenesis Begins as a variant of small vessel  
vasculitis with a polymorphous infiltrate 
rich in eosinophils and neutrophils that 
progresses to fibrosis, often concentric 
around blood vessels

Begins as an eosinophil-predominant 
vasculitis, progressing to perivascular 
fibrosis with a concentric  
onionskin-whorled pattern

Clinical diagnosis Violaceous plaque with dilated follicular 
ostia in a suggestive location

Progressive nasal swelling leading to 
obstruction, epistaxis, or pain; short-
ness of breath

Treatment Not established; the first option seems 
to be intralesional corticosteroids; also 
some reports on the efficacy of topical 
calcineurin inhibitors and PUVA, oral 
dapsone, chloroquine, clofazimine, and 
isoniazid; cryosurgery and laser therapy 
may provide satisfactory results

Not established; surgical excision 
appears to be the most effective;  
marginal effect of oral and intralesional 
corticosteroids; reports on oral  
immunosuppressants and dapsone  
with variable success

Prognosis Variable response to treatment; slowly 
progressive lesions with frequent  
recurrences; spontaneous resolution  
is rare

Variable response to treatment; slowly 
progressive disease with frequent  
recurrences

Abbreviation: PUVA, psoralen plus UVA.
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Case Report
A 68-year-old previously healthy man presented 
with a gradually enlarging violaceous plaque involv-
ing his entire nose of 3 years’ duration (Figure 1A). 
Recently a similar but much smaller lesion had 
appeared on the right angle of the mandible. He had 
previously undergone several cutaneous biopsies that 
were not conclusive. Blood investigations revealed 
relative eosinophilia (6.7% [reference range, 2.7%]; 
0.443109/L [reference range, 0–0.453109/L]) and 
a slightly increased erythrocyte sedimentation rate. 
Immunologic study including antineutrophil cyto-
plasmic antibodies and total IgE levels were normal. 

The thoracic radiograph revealed no abnormalities. 
The progressive growth of the lesion caused nasal 
obstruction, which was confirmed on computed to-
mography; therefore, we decided to perform a deeper 
and larger biopsy that revealed a dense polymorphous 
infiltrate involving the dermis in a diffuse way with 
fibroblastic proliferation with a concentric perivas-
cular orientation and eosinophilic vasculitis without 
fibrinoid necrosis. A narrow grenz zone between 
the dermal infiltrate and epidermis was consis- 
tently observed, which allowed the diagnosis of GF  
(Figure 2). Meanwhile the patient reported hoarse-
ness and dyspnea, and his lung function tests revealed 

Figure 2. Granuloma faciale was diagnosed based on a biopsy from the nose, which showed an uninvolved grenz 
zone and a dense polymorphous infiltrate in the dermis (A)(H&E, original magnification 310). A dense polymor-
phous perivascular inflammatory infiltrate was present as well as fibrosis distributed concentrically around blood 
vessels (B)(H&E, original magnification 340). 

Figure 1. A violaceous plaque involving practically the entire nose with telangiectases and dilated follicular 
openings (A). After 3 months of treatment, the nose plaque resolved with only residual hyperpigmentation (B).

A B

A B
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extrathoracic obstruction. He was referred to the 
otolaryngology department, and a subglottic indu-
rated stenosis was seen both on contrast computed 
tomography (Figure 3) and on laryngoscopy. A biopsy 
was taken and the lesion was destroyed with CO2 
laser. The histology showed fibrosis distributed con-
centrically around blood vessels and a polymorphous 
inflammatory infiltrate rich in eosinophils, which are 
characteristic of EAF (Figure 4). He started monthly 
intralesional injections of methylprednisolone on the 
nose and oral dapsone (100 mg daily for 4 months), 
which resulted in resolution of the nose plaque 
after 3 months with only residual hyperpigmentation  
(Figure 1B). The patient’s hoarseness and dyspnea 
also improved. He did a control bronchofibroscopy, 
which only revealed a slight cicatricial irregularity of 
the mucosa on the upper third of the trachea. 

Comment
Granuloma faciale is an uncommon disorder that 
often is clinically and histologically misdiagnosed; 
therefore, a great degree of suspicion is necessary. 
This disease usually is not associated with internal 
involvement, but the possibility of coexistent EAF 
should be kept in mind, especially in patients who 
have sinus or pulmonary signs or symptoms.18

Granuloma faciale is considered a chronic form 
of histologic rather than clinical cutaneous vasculitis 
that might be caused by a localized persistent allergic 
hypersensivity reaction to retained antigens or by a 
localized persistent immune complex disease. Sup-
porting this idea, there have been some descriptions 
of immunoglobulin and complement surrounding 
blood vessels.19 Recently, the production of IL-5 by 
the clonal T-cell population has been implicated in 
the attraction of eosinophils to the lesions.20 The 
etiology of GF is unclear, though actinic exposure 
has been advanced. It also has been suggested that it 
may be a form of vasculitis mediated by a localized 
Arthus-like reaction.18

In the clinical differential diagnosis, sarcoido-
sis, lupus vulgaris, fungal infections, discoid lupus 
erythematosus, pseudolymphoma, leukemic infiltra-
tions, and angiolymphoid hyperplasia with eosin-
ophilia should be considered. Dilated follicular  
ostia may help to distinguish GF from sarcoidosis, 
basal cell carcinoma, and cutaneous lymphoma, 
which do not show this feature.9 When GF occurs in 
extrafacial locations, the major differential diagnosis 
is erythema elevatum diutinum; because of their 
clinical and histologic similarities, some authors 
even suggest the conditions are related. However, 
the latter usually presents symmetrically on the 
distal and extensor parts of the extremities, and the 
histology shows fewer eosinophils, absence of grenz 

zone, and an inflammatory infiltrate with predomi-
nantly neutrophils rather than eosinophils.11 

Eosinophilic angiocentric fibrosis is an exceed-
ingly rare fibrosing disease that affects mainly the 
sinonasal tract of young to middle-aged patients, 
causing progressive obstruction of the upper air-
ways. It also may cause epistaxis and pain.21 The 
cause of this disease also remains unclear, but the 
eosinophilic infiltrate in the lesions and a clinical 
history of allergy reported in several patients may 
support an allergic etiology.16 Trauma also has been 
claimed as an eliciting factor because some patients 
have undergone ear, nose, or throat surgical pro-
cedures before the diagnosis; however, given that 
no histopathologic studies were performed prior to 
surgery in these cases, this conclusion cannot be 
accurately drawn. Moreover, EAF generally does not 
seem to be a reaction to trauma.22

Figure 4. Subglottic eosinophilic angiocentric fibrosis 
was diagnosed based on findings of focal concentric 
fibrosis around blood vessels and a polymorphous 
inflammatory infiltrate rich in eosinophils (H&E, original 
magnification 340). 

Figure 3. Computed tomography of larynx showed con-
centric subglottic fibrosis.
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The differential diagnosis for EAF includes inflam-
matory conditions such as Churg-Strauss syndrome, 
Wegener granulomatosis, infectious granulomatous 
diseases, sarcoidosis, angiolymphoid hyperplasia with 
eosinophilia, and erythema elevatum diutinum. Also, 
benign and malignant neoplasms must be considered. 
Most of these entities feature distinctive clinical, 
laboratory, and histologic characteristics.22,23

Because both GF and EAF are rare situations 
without established pathogenesis, their management 
is a challenge. Indeed, the available literature on this 
matter lacks etiologic treatments, guidelines, or con-
trolled studies.

Although GF is not a lethal disease, the lesions 
tend to persist, and as the face is most commonly 
involved, it can be quite disfiguring. Many treatment 
options have been described with variable success, 
not to mention the possibility of spontaneous resolu-
tion.10 For classifying proposes, they can be divided in 
2 groups: destructive techniques and the use of anti-
inflammatory and antiproliferating agents. Destruc-
tive techniques comprise surgical excision, radiation 
therapy, electrodesiccation, curettage, dermabrasion, 
and cryosurgery. The first 2 are considered inadequate 
because recurrence is the rule. Electrodesiccation, 
curettage, and dermabrasion have been used with 
various results. Cryosurgery appears to be more effec-
tive, with various favorable reports in the literature 
and satisfactory cosmetic results but with occasional 
resultant hypopigmentation.10 More recently, argon 
laser, CO2 laser, pulsed dye laser, and KTP laser have 
been used with promising results.8,24

The second group (anti-inflammatory and anti-
proliferating agents) consists basically on a medical 
approach. In this regard, gold injections have been 
used in the past with variable results; topical steroids 
also are frequently tried with poor outcome, but the 
efficacy is heightened when they are administered 
intralesionally. Because there is a lack of scarring 
with corticosteroids, it might be a good first-line 
therapy, as highlighted by our case.10

There are a few reports on the efficacy of dapsone 
100 to 200 mg daily.21,25-27 This drug has beneficial 
effects on neutrophil-mediated disorders, as it inter-
feres with neutrophil chemotactic migration and 
suppresses local production of toxic products, includ-
ing oxygen-derived radicals. Furthermore, dapsone 
blocks the inflammatory cascade by reducing the 
release of the arachidonic acid derivatives such as 
prostaglandins and leukotrienes.21,27 In our patient, 
this drug had an excellent adjunctive effect on both 
lesions of GF and EAF. Although each type of lesion 
was additionally treated individually (intralesional 
corticosteroid [methylprednisolone] and CO2 laser, 
respectively), we believe that the parallel response 

of both lesions to dapsone therapy further supports 
the hypothesis that GF and EAF are the same disease 
process in a cutaneous and mucosal location. 

There also are some reports on the usefulness of 
chloroquine; clofazimine; isoniazid; topical psoralen 
plus UVA; and topical calcineurin inhibitors, such 
as tacrolimus and pimecrolimus.8-10 Curiously, in the 
only case of GF associated with neoplasia, namely 
prostate adenocarcinoma, a regression of the disease 
was observed with antiandrogen therapy (cyproter-
one acetate 300 mg intramuscularly every 2 weeks 
and leuprolide acetate 375 mg once monthly).28 

The natural history of EAF appears to be simi-
lar to that of a benign but potentially progressive 
disorder.21 Symptoms usually present for years with 
relentless worsening over time, but malignant degen-
eration has not been reported to date. The treatment 
approaches have been multiple but generally have 
been unsuccessful. The approach that has been 
used mostly comprises surgical resection along with 
adjuvant therapy with oral or intralesional cortico-
steroids, oral immunosuppressants, or dapsone with 
variable success and frequent recurrences.16 Curi-
ously, 2 cases of subglottic EAF have been addressed 
with wide local excision of the lesion followed by a 
laryngotracheoplasty with complete resolution of the 
lesions.21 In our patient, after 8 months of follow-up 
there had not been a recurrence after the treatment 
with CO2 laser and adjunctive dapsone therapy. In 
contrast, the GF lesion relapsed in a small area at 
the tip of the nose but resolved with an intralesional 
corticosteroid. The patient was lost to follow-up for 
a year, but there has been no further relapse.

Conclusion
Eosinophilic angiocentric fibrosis is a rare condition 
that may be underreported because, in the absence of 
adequate clinical information, many pathologists may 
otherwise find similar biopsy samples to be nonspe-
cific chronic inflammation and fibrosis. Its common 
occurrence with the also rare GF, which has a similar 
histologic pattern, seems much more than a mere 
coincidence and points toward a common etiology. 
Whether they are no more than the same disease in 
different locations is still a debate.

According to a PubMed search of articles indexed 
for MEDLINE using the terms eosinophilic angiocentric
fibrosis and granuloma faciale, our patient represents  the 
third reported case of EAF affecting the subglottis and 
the first in this location with concurrent GF. Most of 
the cases of EAF have been reported in the ear, nose, 
and throat literature,14,21,29 but a greater awareness of 
this condition is necessary for dermatologists because 
GF can give the diagnostic clue for EAF as a cause for 
obstructive nasal or pulmonary symptoms.
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