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Coexistence of Darier's Disease and Acrokeratosis

Verruciformis of Hopf
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Darier’s disease and acrokeratosis verruciformis are in-
herited with the same pattern and they share similar clinical
properties. We present a patient with both Darier’s disease and
acrokeratosis verruciformis. The patient had had brownish and
skin-colored papules, initially on her face and neck, since the
age of 25. Similar lesions had gradually spread to various parts
of her body and lastly the dorsal aspect of her feet. On
dermatological examination, brownish and skin-colored, 2 to
5 mm, keratotic papules were observed on her face, neck, both
axillae, inframammary regions, and dorsa of the hands and
feet. The nail examination revealed “V” shaped notches and
longitudinal ridges on the fingers of both hands. The biopsy
taken from the neck showed typical findings for Darier’s
disease. The biopsy from the dorsa of the left foot revealed
the distinctive structures of acrokeratosis verruciformis. In this
article the clinical and histopathological findings of these
diseases are reviewed based on our patient.
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INTRODUCTION

Darier’s disease (Darier-White disease, keratosis
follicularis) is a rare, genetic disorder of keratini-
zation with an autosomal dominant form of
inheritance. The disease commonly involves the
seborrheic regions and also the palms, nails, and
oral mucous membranes. The distinctive lesions of
Darier’s disease are firm, rather greasy, crusted
papules which are skin-colored, yellow-brown or
brown."® Darier’s disease was described indepen-
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dently by Darier and White in 1889."

Acrokeratosis verruciformis of HHopf is a rare,
genetic disorder of keratinization which is charac-
terized by small, verrucous, flat, and skin-colored
or reddish brown papules that are present
predominantly on the dorsa of the hands and feet
but may appear on the forearms, knees and
elbows.”***"*  Acrokeratosis verruciformis was
first described by Hopf in 1931 and the autosomal
dominant nature was reported by Niedelman and
Mckusick."

Both diseases are inherited with the same
pattern and most of their clinical properties are
similar. In this case report, we aimed to discuss
the clinical and histopathological findings of these
two diseases in the light of current literature.

CASE REPORT

A 31-year-old woman presented for evaluation
with papules on her face, scalp, neck, dorsa of the
hands, axillar and inframammary regions, and
dorsal surfaces of the feet. The patient had had
these brownish and skin-colored papules, initially
on her face and neck, since the age of 25. Similar
lesions had gradually spread to various parts of
her body and lastly the dorsal aspect of her feet.
On dermatological examination, brownish and
skin-colored, 2 to 5mm, keratotic papules were
observed on her face, neck, both axillae, infra-
mammary regions, and the dorsa of her hands
and feet. The surface of the papules was slightly
hyperkeratotic. No palmar or oral mucosal lesions
were observed. She complained of pruritus which
was more prominent during the summer time.
She indicated that the papules had sometimes
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coalesced to form huge, confluent, hot, painful
and oozy plaques. The nail examination revealed
“V” shaped notches and longitudinal ridges on
the fingers of both hands. Systemic physical ex-
amination, and routine hematological and bioche-
mical measurements were all within normal
limits.

From the patient’s history, it was learned that
some family members had similar skin changes,
including her brother and her father. Their dis-
eases had started at nearly the same age as our
patient’s. The disease did not exhibit strong
symptoms in her family members, compared with
the patient herself, and they did not seek any
medical help.

Skin biopsies were taken from the left lateral
aspect of the neck and the dorsa of the left foot.
The biopsy taken from the neck showed epider-
mal proliferation, hyperkeratosis, parakeratosis,
and acantholysis in the suprabasal cells, and
suprabasal separation with corps ronds and
grains. All of these features are typical for Darier’s
disease (Fig. 1). The biopsy from the dorsa of the
foot revealed hyperkeratosis, hypergranulosis,
slight acanthosis, and papillomatosis that were in
the form of localized elevations of the epidermis,
known as “church spires” for their appearance.
All these findings were very specific for acrokera-
tosis verruciformis (Fig. 2).

DISCUSSION

The clinical similarities and the exact relation-

Fig. 1. Darier’s disease. Parakeratotic tier corps ronds and
vesicle formation in epidermis (H&E, x 100).

Fig. 2. Acrokeratosis verruciformis. There is moderate
hyperkeratosis ovetlying typical “spiked” papillomatosis.
The granular cell layer is prominent. (H&E, x 100).

ship between acrokeratosis verruciformis and
Darier’s disease have interested many clinicians
throughout the years. Many authors maintain
different points of view about these two diseases
and the problem has not been satisfactorily
resolved. Some authors believe that acrokeratosis
verruciformis and Darier’s disease are different
clinical projections of the same disease,” ™ while
others accept that these two diseases are separate
entities.*"™™* A number of observers reported that
acrokeratosis verruciformis often evolves in cases
of Darier’s disease.”” A genetic study has demon-
strated that acrokeratosis verruciformis and
Darier’s disease are allelic disorders.”® Acrokera-
tosis verruciformis is often associated with
Darier’s disease.”>” Our patient also had these two
diseases.

Darier’s disease has a dyskeratotic nature and
it is mostly localized on seborrheic regions of the
body. The lesions of acrokeratosis verruciformis
are purely hyperkeratotic and are localized mostly
on acral parts of the body and never occur on the
forehead, scalp, flexures, or oral mucosa.””™ The
papules located on the dorsa of the hands and feet
are similar in acrokeratosis verruciformis and
Darier’s disease.**™ In our case, both acral and
seborrheic areas of the body were involved by
lesions of these two diseases. The oral mucosa
was normal.

Darier’s disease and acrokeratosis verruciformis
are autosomal dominantly inherited diseases. In
Darier’s disease, heterogeneous clinical severity
between and within generations have been re-
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ported.””” Our patient’s family members (father
and brother) also had the disease with a silent
pattern.

Punctuated pits, most of which were covered by
pinpoint- to pinhead-sized, homy pearls in the
palms and soles, could be observed in both
diseases but mostly in patients with acrokeratosis
verruciformis." Our patient’s palms and soles
were not involved by any lesion.

The nails in acrokeratosis verruciformis are
whitish with occasional breakages at the ends and
longitudinal ridges. The nail changes in Darier’s
disease are the same as those in acrokeratosis
verruciformis, but are probably more common
and marked, such as “V” deformity. Subungual
hyperkeratosis is also commonly observed.”**”"*
The nail findings of both diseases existed in our
case.

Histopathological findings of acrokeratosis ver-
ruciformis and Darier’s disease are very specific to
each separate disease and differentiation between
the two diseases is very helpful for correct diag-
nosis in difficult cases. The characterized changes
in Darier’s disease are a peculiar form of dyskera-
tosis resulting in the formation of corps ronds and
grains, suprabasal acantholysis leading to the
formation of suprabasal clefts or lacunae, and
irregular upward proliferation into the lacunae of
papillae lined with a single layer of basal cells.”®
The classic histological findings in acrokeratosis
verruciformis are considerable hyperkeratosis, an
increase in thickness of the granular layer, and
acanthosis. In addition, there is slight papilloma-
tosis, which is frequently but not always asso-
ciated with circumscribed elevation of the epi-
dermis resembling church spires.”® The keratotic
papules that may occur on the dorsa of the hands
and feet and that clinically resemble those seen in
acrokeratosis verruciformis, especially on serial
sectioning, show mild dyskeratotic changes and
often suprabasal clefts as well. They are a mani-
festation of Darier’s disease and not of acrokera-
tosis verruciformis.”® In our case, histological
specimens taken from two different body sites
were evaluated to identify two distinct diseases in
the same patient.

In conclusion, the follow-up of patients with
Darier’s disease or acrokeratosis verruciformis
may contribute to explaining the relationship
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between these two diseases.
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