Case REPORT

Ashy dermatosis with involvement of mucous membranes*

Margarida Rato'
Jodo Aranha’

DOI: http:/ /dx.doi.org/10.1590/ abd1806-4841.20176133

Ana Filipe Monteiro’
Ermelindo Tavares!

Abstract: Ashy dermatosis is a rare condition, of unknown aetiology, in which mucous membranes are typically spared. The
authors report the case of a 57-year-old female with a history of asymptomatic gray-bluish macules located on the trunk and
oral mucosa. There were no relief changes on examination. Skin biopsies from the oral mucosa and trunk were performed
and both were compatible with ashy dermatosis. The patient started treatment with oral clofazimine but due to the absence
of clinical improvement the drug was discontinued three months later. This case report illustrates an atypical case of ashy
dermatosis owing to the involvement of mucous membranes, which is rarely described in the literature.
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INTRODUCTION

Ashy dermatosis (AD), or erythema dyschromicum perstans,
was first described in 1957 by Ramirez in Salvadorans.! It is a rel-
atively rare, idiopathic, acquired disorder, that tends to be more
prevalent in Central and South America, although there are cases
reported from different regions of the world.** AD usually appears
in adults — even though there are reports in children — with no
clear gender preference.** Higher phototypes are more frequently
affected.>®

CASE REPORT

A 57-year-old Caucasian female, phototype III, reported a
history of asymptomatic lesions on the oral mucosa and trunk. The
lesions were present for 5 years, with progressive worsening over
the first 12 months, and had not been preceded by any other chang-
es. The lesions on the trunk appeared over the past 4 months, with
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increase in number and size in the first 3 months. Such as on the oral
mucosa, these lesions were not preceded by any skin changes. The
patient denied taking new medications or previous infectious dis-
eases before the appearance of the lesions. In her past history, there
was hypothyroidism, hypertension and dyslipidemia, and she was
being medicated with lisinopril and hydrochlorothiazide (20mg/
day and 12.5mg/day) and simvastatin (20mg/ day).

On dermatological examination, there were oval-shaped,
blue-grey, confluent ill-defined macules, with 1cm to 2cm in their
larger diameter, on the lumbar region, right hypochondrium, right
iliac fossa, labial mucosa, lateral borders of the tongue and jugal mu-
cosa (Figures 1 to 4). There were no erythematous borders. The rest
of the examination was normal.

Blood count, liver, renal and thyroid function tests, urinal-
ysis, feces parasitology and serologies (including syphilis, hepatitis
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C, hepatitis B and HIV infection) were all within normal limits or
negative. Histopathology of a skin sample taken from the lumbar
region demonstrated mild acanthosis and follicular hyperkerato-
sis, mild lymphohistiocytic inflammatory infiltrate in the superfi-
cial dermis and melanophages (Figure 5). Histopathology from a
mucosal sample showed mild to moderate regular acanthosis and

lymphohistiocytic infiltrate in the superficial lamina propria with

Ficure 1: Blue-grey, ill-defined, oval-shaped macules on the lum-
bar region

FIGURE 2: Blue-grey, ill-defined, oval-shaped macules on the right

hypochondrium and right iliac fossa
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numerous melanophages (Figure 6). The combination of the clinical
findings with laboratory tests and histopathology lead to the diag-
nosis of AD.

Oral clofazimine (100mg three times per week) was com-
menced and, after 3 months, there was no clinical improvement; the

Ppatient opted to discontinue the treatment.

Fi1GURE 3: Blue-grey macules on the labial mucosa

FIGURE 4: Blue-grey macules on the jugal mucosa
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Ficure 5: Histopathology of the lumbar lesion. Mild acanthosis and

mild lymphohistiocytic inflammatory infiltrate in the superficial
dermis with melanophages (Hematoxylin & eosin, X100)

DISCUSSION

AD’s etiology is still unknown. There are, however, isolat-
ed case reports associated to endocrine diseases (thyroid pathology),
drugs (ethambutol, penicillin and benzodiazepines), ingestion of
toxins (ammonium nitrate, cobalt, contrast media, fungicides, pesti-
cides), infections (HIV, hepatitis C virus, Trichuris trichiura) and vitili-
g0.*The identification of the allelic subtype HLA-DR4*0407 is a risk
factor in Mexican mestizos.? In virtue of the presence of interleukins
and inflammatory mediators in the lesions, some studies indicate that
this condition might be immunomediated, probably in association
with a genetic predisposition.***In this case, the fact that the patient
had past history of hypothyroidism supports a possible association
between both conditions, such as described in the literature.

AD is characterized by the progressive and symmetric de-
velopment of grey, oval-shaped or polycyclic asymptomatic mac-
ules, mainly on the trunk and proximal extremities, but also on the
cervical region and face.>*” The lesions can have an erythematous
border initially, slightly raised, with a diameter ranging from 3 mm
and many centimeters, that can eventually disappear after a few
months.>>” The lesions can become confluent and affect almost the
whole skin, with no preference for photoexposed areas or not.>* Pal-
mar and plantar regions, scalp, nails and mucous membranes are
typically spared.**” To the authors knowledge, this is the first case
reported in which AD affects the mucous membranes.

Histopathology is not diagnostic for AD. A perivascular lym-
phohistiocytic inflammatory infiltrate in the dermis, multiple mela-
nophages in the papillary dermis with pigmentary incontinence,

Ficure 6: Histopathology of the lesion on the jugal mucosa.
Lymphohistiocytic infiltrate in the superficial lamina propria with
numerous melanophages (Hematoxylin & eosin, X400)

lymphocyte exocytosis, colloid bodies and vacuolar degeneration of
the basal cells can be seen.*”® Torrelo et al.* described a series of 14
children with AD whose skin biopsies revealed different histopathol-
ogy, with different combinations of vacuolar changes, colloid bodies,
perivascular infiltrates and melanophages. In all cases, marked pig-
mentary incontinence and perivascular infiltrates were seen, howev-
er, lichenoid changes were observed in only a few. These authors sug-
gest that the lichenoid changes could be restricted to the periphery of
the lesion and, as such, cannot be identified if this area is not included
in the biopsy or if multiple sections are not examined.*

The differential diagnosis of AD includes lichen planus
pigmentosus (LPP), lichenoid drug reactions, pigmented fixed ery-
thema, post-inflammatory hyperpigmentation, idiopathic eruptive
macular pigmentation, urticaria pigmentosa, Addison’s disease
and hemochromatosis.>*# In fact, AD is a controversial entity, since
some authors consider it a variant of LPP due to the overlap of clin-
ical findings and histopathology.*” However, there are significant
clinical differences between both conditions, allowing them to be
classified as distinct entities.>*® LPP is characterized by brown, itchy
macules and papules, sometimes in a reticular pattern, with no ac-
tive erythematous border, on photoexposed areas and flexures; it is
chronic, with recurrences and remissions.>® In the case described,
the fact that the condition has an insidious progression, with blue-
grey, asymptomatic, relatively symmetrical macules without a retic-
ular pattern on non-photoexposed areas, and the absence of flexural
lesions supports the diagnosis of AD, instead of LPP.
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AD is usually a chronic condition, and spontaneous remis-
sion is rare in adults.>*>’ Different drugs have been suggested for
the treatment, but the results have not been consistent. There are
no prospective, randomized, controlled studies to serve as ther-
apeutic guide.**'Some of the options include dapsone, oral and
topical corticosteroids, antibiotics, antihistamines, isoniazid, gris-
eofulvin, antimalarials, keratolytic agents and phototherapy, with
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variable efficacy and recurrence rates.>>”81% Clofazimine has been
used with a response rate of 66% to 78% .2 Its beneficial effect could
be mediated by an anti-inflammatory and immunomodulating ef-
fect.>!° Besides, by causing a homogenous coloration of the skin,
therefore masking the lesions, it also has a cosmetic effect, which
can also explain its efficacy.>*1'Q
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