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Abstract

Darier's disease (DD) is an autosomal dominant inherited genodermatosis which is often
under- or misdiagnosed. In the majority of cases, the disease manifests in adolescents or
young adults with small brownish-yellow, warty, hyperkeratotic papules in multiple seborrhe-
ic areas of the body. Localized DD (LDD) is a clinical variant, first described by Kreibich in
1906; only a few cases are reported in the literature. We described the case of an aged wom-
an presenting with LDD, and we review the literature on this subject.
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Case Report

A 71-year-old woman presented with several symmetrically distributed, small, very
itchy, partly excoriated red papules surrounded by an erythematous halo in the infra-
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mammary and presternal area. The lesions — approximately 4-8 mm in diameter - had alleg-
edly appeared 5 years before and were localized in a well-demarcated area (fig. 1). Pressure
did not provoke pain. Previous treatments with topical steroids, prescribed elsewhere on
the basis of the clinical presentation, had proved ineffective.

A skin biopsy showed acanthosis in the epidermis, suprabasal dyskeratosis, and ac-
antholysis, with clefts over the papillary dermis, covered by a single layer of epithelium.
Dyskeratotic cells with irregular pyknotic nuclei surrounded by a bright eosinophilic halo
were seen in the stratum granulosum, while the stratum corneum presented with so-called
grains (i.e. multiple, compressed cells with elongated nuclei and many keratohyaline gran-
ules) (fig. 2).

Discussion

Darier’s disease (DD), also called ‘Darier-White disease’ or ‘dyskeratosis follicularis’, is
an autosomal dominant inherited genodermatosis with high penetrance (95%) and an inci-
dence of 1:36,000-100,000 per year [1]. A mutation in the ATP2A2 gene at locus 12q23-24,
which codes for SERCAZ2, a calcium pump channel of the endoplasmic reticulum involved in
adhesion and differentiation processes of epithelial cells, has been identified [2]. In the ma-
jority of cases, the disease manifests in adolescents or young adults with small brownish-
yellow, warty, hyperkeratotic papules in the seborrheic areas of the body, such as the scalp,
retroauricular and temporal areas, back of the neck, anterior trunk, and folds; the palms,
soles, nails, and mucosae can also be involved. Lesions tend to coalesce into thicker, greasy
plaques which, in folds, may macerate, become infected, and smell unpleasantly. In 80% of
the cases, moderate-to-severe itch is reported [3].

Localized DD (LDD) is a clinical variant, first described by Kreibich in 1906 [4], usually
presenting a zosteriform, linear, or segmental distribution and, in 10% of the cases, situated
along the Blaschko lines [5, 6], because of a genetic mosaicism induced by a mutation occur-
ring during embryogenesis [7]. Only a few nonsegmentally distributed and histologically
confirmed cases of LDD have been described to date; they presented in the vulva [8, 9], on
the mammary areolae [10], in photo-exposed areas only [11], and, in one case, ectopically -
in the cervix [12]. LDD seems to have a late onset and can be associated with HIV and previ-
ous radiotherapy [13]. The medical history in our patient was irrelevant, the HIV serology
negative. Histology proved conclusive for LDD, since all the required pathognomonic fea-
tures were present, especially dyskeratotic cells.

The patient was encouraged to avoid triggering factors such as UV exposure, heat, and
trauma and to daily apply 0.1% adapalene cream, since topical retinoids had proved effec-
tive in similar cases [3]. The treatment led to complete resolution of the lesions, as well as of
the itch.
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Fig. 1. Itchy red papules were noticeable in the inframammary region.
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Fig. 2. Histology of the skin biopsy showed acanthosis in the epidermis, suprabasal dyskeratosis, and acan-
tholysis, with clefts over the papillary dermis, covered by a single layer of epithelium. Dyskeratotic cells
were seen in the stratum granulosum, while the stratum corneum presented with so-called grains.
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