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Abstract: Darier’s disease is characterized by dense keratotic lesions in the seborrheic areas of the body such as
scalp, forehead, nasolabial folds, trunk and inguinal region. It is a rare genodermatosis, an autosomal dominant
inherited disease that may be associated with neuropsichiatric disorders. It is caused by ATPA2 gene mutation,
presenting cutaneous and dermatologic expressions. Psychiatric symptoms are depression, suicidal attempts, and
bipolar affective disorder. We report a case of Darier’s disease in a 48-year-old female patient presenting severe

cutaneous and psychiatric manifestations.
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INTRODUCTION

Darier’s disease (DD) is characterized by the
presence of hyperkeratotic papules which coalesce
forming plaques due to alterations in the keratinization
of the epidermis.! Nails, mucosae and long bones may
also be involved.? There is association of Darier’s dis-
ease and neuropsychiatric diseases. Data are consistent
with the possibility that mutations in gene ATP2A2
may have pleiotropic effects on the skin and brain.?

CASE REPORT

Female patient, 48 years old, of Asian origin,
presents skin thickening and pruritus since the end of
infancy. She was diagnosed with DD at 30 years of age,
when there was also the onset of psychiatric symp-
toms, defined as bipolar affective disorder 5 years ago.
Regarding her family history, her mother, deceased,
carried DD and non-specified mental disorders; her
maternal uncle also had the same cutaneous disor-
ders. The dermatological examination revealed exu-
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berant plaques of hyperkeratotic surface on the face,
abdomen, upper and lower limbs associated with fetid
odor (Figures 1 and 2). All 20 nails were dystrophic
with hyperkeratosis (Figure 3). At the psychiatric ex-
amination the patient was quiet, approachable, with-
out any psychomotor agitation or confusional state.
There was no evidence of affective lability, insomnia,
hallucination or delirium, although personality was
altered by impoverishment.

Anatomopathological examination of skin
(right leg) demonstrated epidermis with parakerato-
sis, acantholytic keratinocytes in the granular and spi-
nosum layer and suprabasal acantholytic cleft, com-
patible with Darier’s disease (Figure 4). Since starting
follow-up at the dermatology service, she has been
hospitalized several times for secondary skin infec-
tions, as well as suicide attempts and hallucinatory
deliriums.
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Ficure 1: Darier’s disease. Presence of keratotic and scaly lesions in
the temporal and preauricular regions

FiGuREe 2: Darier’s disease. Symmetric involvement of lower limbs
with marked keratosis. There are fissures, which may lead to
secondary infection

Ficure 3: Darier’s disease. Ungual involvement with keratosis
and dystrophy of nails in both feet
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FIGURE 4:
Darier’s dis-
ease. Histo-
pathological
examination.
HE. 200x.
Epidermis with
parakeratosis
and acantholyt-
ic keratinocytes
in the granular
and spinosum
layers. Observe
the suprabasal
acantholytic
cleft

DISCUSSION

DD occurs during adolescence and early adult-
hood. It affects both sexes equally.*

The classical form of DD is characterized by
the gradual onset of hardened papules of verrucous
plaques in seborrheic areas such as scalp, forehead,
nasolabial folds, trunk and inguinal region. Eruption
is usually symmetric. The most frequent symptom is
pruritus. Fetid odor occurs mainly when skin folds are
affected. This is in part the origin of sometimes consid-
erable social isolation.* Our patient presented a char-
acteristic strong odor, extensive verrucous plaques,
more pronounced on the limbs, and intensive scaling.
Other associated findings include ungual abnormali-
ties characterized by red and white longitudinal lines,
onycholysis, distal fragility, sometimes a notch form-
ing a “V” is distinguished in the free margin of nails
and subungual hyperkeratosis. Sialolithiasis and cysts
in long bones have occasionally been described in pa-
tients with DD.2® At the time of our evaluation, there
were no symptoms and signs of mucosae or osseous
alterations, although she reported intense pruritus.

In rare occasions, the clinical picture is dominat-
ed by fragility of skin with painful erosions and fis-
sures.’ Our patient presented history of several hospi-
talizations for 8 years, due to skin infections secondary
to fissures.

There are reports in literature of association of
the disease with increased psychiatric morbidity such
as depression, suicidal ideation and mood disorders.®

The DD gene was mapped for region
12q23-q24.1. The presence of a susceptibility gene for
mood disorders in region 12q23 - q24 is backed by
studies which associate the gene with bipolar affective
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disorder and major depression. Observation is con-
sistent with the hypothesis that some susceptibility
genes contribute to both diseases.?

The Darier’s disease locus was identified as the
ATP2A2, which codifies a sarcoplasmic/endoplasmic
reticulum calcium-ATPase, SERCA2. This gene pres-
ents potential susceptibility to bipolar disorder under
the hypothesis that variations in SERCA2 have pleio-
tropic effects in the brain.> ATPase isoform 2 (protein
SERCA?2) is a calcium pump which keeps low concen-
trations of intracytoplasmic Ca2+, an important factor
in the formation of epidermal desmosomes.®

Mood disorders, including bipolar disorder, ma-
jor depression, suicide ideation and suicide attempts
have been reported with high prevalence among in-
dividuals with DD. * The most commonly observed
neuropsychiatric disease in patients with DD in a se-
ries of case reports was major depression.”

In a British study of patients with DD, 4% of
the evaluated sample (total of 100 patients) were diag-
nosed with bipolar disorder (prevalence in the general
population is estimated between 1-5%). # In 31% of
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patients there was a history of suicidal thoughts and in
13%, suicidal attempts (prevalence in the United King-
dom estimated between 9-14% and 4%, respectively).??
Our patient had suicide attempts during follow-up.

There is no specific treatment. The basic princi-
ples for the treatment are personal hygiene, as well as
avoiding solar exposure, heat and excessive transpi-
ration. Oral retinoids are frequently used and may be
effective.® Not all patients tolerate acitretin. The use of
this drug led to worsening of psychiatric symptoms in
our patient.

To this day, the correlation of exuberant presen-
tation of Darier’s disease with psychiatric alterations
such as bipolar affective disorder was not found in lit-
erature.

Our patient continues to follow good personal
care and hygiene norms, using emolients and anti-
psychotic and anticonvulsant drugs. She is still being
monitored both at our outpatient service and at the
Center for Psychosocial Care (Centro de Atencao Psi-
cossocial - CAPS) and at this time has a stable clinical
picture.d
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