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Darier’s disease (DD) is an autosomal dominant
dermatosis characterized by warty, hyperkeratotic
papules that are particularly dense in the seborrheic
areas and flexures, palmar pits, and nail dystrophy.
Associated findings include “cobblestoning” of oral
mucous membranes and various neuropsychiatric ab-
normalities.

It was reported that mutations in the gene AT-
P2A2, located on chromosome 12q23-24.1, cause DD
(1). ATP2A2 encodes the sarcoplasmic/endoplasmic
teticulum Ca*" ATPase isoform 2 protein (SERCA2),
which is a calcium pump. It seems likely that the mu-
tation interferes with the normal internal calcium
“signaling” that regulates processes such as cell pro-
liferation, differentiation, and adhesion between kera-
tinocytes (2). Family members with confirmed identi-
cal ATP2A2 mutations can exhibit differences in the
clinical severity of the disease, suggesting that other
genes or environmental factors affect the expression
of DD (3).

The localized (zosteriform, segmental) form of
DD was first reported by Kreibich in 1906 (4). It is
characterized by the keratotic papules being unilater-
ally distributed in streaks or whortls following Blasch-

ko’s lines (2). The average age of the onset of the dis-
case is during childhood or adolescence, with no sex
predilection. Skin lesions are aggravated by sunlight,
heat, or sweating (5). It is thought that the localized
form of Darier’s discase reflects genetic mosaicism
arising from a mutation in early embryogenesis.

We present a patient with linear Darier’s disease
successfully treated with tretinoin 0.05% cream.

Case Report

A 83-year-old man presented with a pruritic erup-
tion on the right side of his trunk persisting for 20
years, which tended to worsen during summer. There
was no family history of a similar skin disease. Ex-
amination revealed hyperkeratotic, brownish papules
extending in a linear pattern from the back to the right
side of the abdomen (Fig. 1). There were no palmar
pits or mucous membrane or nail involvement. A bi-
opsy specimen revealed acantholytic dyskeratotic cells
in the upper epidermis, suprabasal clefts with focal
hyperkeratosis, and parakeratosis (Fig. 2), which were
consistent with the clinical diagnosis of the localized
form of Dariet’s disease. Routine laboratory tests were
within normal levels.
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Treatment with tretinoin 0.05% cream for two
months led to significant resolution of the lesions.

Discussion

Darier’s disease (DD), a dominantly inherited skin
condition, is characterized by hyperkeratotic papules
coalescing to warty patches on symmetrical areas of
the face, trunk, and flexures of the extremities. Muta-
tions in the ATP2A2 gene encoding SERCA2, which
has an important role in Ca®* signal transduction, have
been identified as the molecular basis of DD (1). Al-
though it is not clear how the loss of SERCA2 func-
tion causes DD, selective inhibition of SERCA pumps
has been shown to interfere with the formation of in-
tercellular junctions and cell-cell adhesion (2, 6).

It has long been known that autosomal dominant
skin disorders, which usually present diffuse and sym-
metrical involvement, may also show a segmental ar-
rangement that most likely reflects mosaicism. The lo-
calized form of DD is rare. It has been estimated that in
10% of cases of DD the lesions are distributed unilater-
ally, in a linear pattern following the lines of Blaschko.
These patients have no family history of Darier’s dis-
ease or similar skin conditions (5). It has been postu-
lated that localized DD is caused by genetic mosaicism.

According to Happle et al., two types of segmen-
tal manifestation can be distinguished in autosomal
dominant skin diseases (7). Type 1 reflects heterozy-
gosity for a de novo postzygotic mutation occurring
in carly embryogenesis and shows a degree of sever-
ity similar to that encountered in the non-segmental
phenotype. Outside the segmental areas, the skin is
petfectly normal (7). Type 1 may also herald gonadal

Figure 1. Multiple, crusted, keratotic,
erythematous papules with a Blaschko-linear
distribution on the right side of the trunk.
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mosaicism, which may lead to transmission of the dif-
fuse, non-segmental form to the next generation.

Type 2 manifestation tends to occur in heterozy-
gous embryos which later develop a nonsegmental,
diffuse distribution of skin lesions. A postzygotic
mutation occurring at an carly developmental stage
would result in loss of heterozygosity and give rise,
in a segmental area, to a homozygous or hemizygous
state of the underlying mutation. Clinically, type 2
shows markedly more severe involvement with pro-
nounced segmental lesions being superimposed on
the ordinary nonsegmental phenotype (7). Accord-
ingly, the linear lesions presented in our case would
represent type 1 segmental DD.

Epidermal nevi with acantholytic dyskeratotic his-
tology show clinical and histological similarities to
DD (1). Like DD, many of these epidermal nevi may
be exacerbated by heat, sweating, and sunburn. The
histological characteristic of both Darier’s disease and
this form of epidermal nevus is acantholytic dyskera-
tosis (1). On the basis of those clinical and histologic
similarities, linear acantholytic dyskeratotic nevus has
been often classified as localized DD (1, 5). In 2000,
Sakuntabhai et al. provided evidence that acantholytic
dyskeratotic nevi can arise from a somatic mutation
in ATP2A2, the gene that is also defective in general-
ized DD, and that the term “acantholytic dyskeratotic
nevus” might be replaced in the future by “segmental
DD induced by postzygotic mosaicism” (1).

The differential diagnoses of localized DD include
herpes zoster, lichen striatus, Grover disease, lichen
planus, and linear nevoid disorder (8).

There ate no reports of patients with localized DD
transmitting generalized disease. The risk of transmis-
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Figure 2. Hyperkeratosis, acantholysis,
dyskeratotic keratinocytes, corps ronds, and
corps grains in the epidermis (hematoxylin and
eosin; original magnification x100).
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sion of generalized disease will depend on whether the  taken into account. One must be cautious about using
germline is affected. With regard to genetic counsel-  the extent of the disease alone as the basis for counsel-
ing of patients with DD restricted to cutaneous areas  ing patients because the limited cutaneous manifesta-
following Blaschko’s lines, this possibility must be tion may not reflect the true extent of mosaicism.
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