I OLGU SUNUMU CASE REPORT I

Emel BULBUL BASKAN, MD;?
Siikran TUNALI, MD?
Aysegiil TURAN, MD,?
Mehmet OKAN, MD,?
Saduman BALABAN ADIM, MD

Departments of 2Dermatology,
°Pediatrics, Division of

Pediatric Neurology,

°Pathology,

Uludag University Faculty of Medicine,
BURSA

Gelis Tarihi/Received: 17.02.2007
Kabul Tarihi/Accepted: 14.05.2007

Yazisma Adresi/Correspondence:
Aysegul TURAN, MD

Uludag University Faculty of Medicine
Department of Dermatology, BURSA
draysegulgocer@yahoo.com

Copyright © 2008 by Tiirkiye Klinikleri

Turkiye Klinikleri ] Dermatol 2008;18

Dyschromatosis Universalis Hereditaria:
A Case Report From Turkey

Herediter Universal Diskromatozis:
Tiirkiye’den Bir Olgu Sunumu

ABSTRACT Dyschromatosis universalis hereditaria (DUH) is a rare and clinically heterogenous
genodermatosis characterized by an admixture of hyperpigmented and hypopigmented macules
in a generalized distribution. Although initially it was reported mostly in Japan, subsequent cases
have been reported from other countries. Coexisting with Systemic findings as well as nail and hair
abnormalities have also been reported. We present here a 4-year-old girl with generalized and pro-
gressive reticulate hyper-and hypopigmentation of the skin. Her tongue also showed mottled hy-
perpigmentation and her hair was blond. Although she was born of consanguineous parents, other
family members were not affected. Histopathological examination revealed an increase in the
melanin content of the basal layer and pigmentary incontinence. Based on the clinical and
histopathological findings, she was diagnosed as DUH and the interesting clinical features of the dis-
ease were discussed.
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OZET Dyschromatosis universalis hereditaria (DUH) viicutta yaygin dagilim gosteren,
hiperpigmente ve hipopigmente makiillerin birarada gériildiigii nadir ve klinik olarak heterojen
bir genodermatozdur. Onceleri en ¢ok Japonya’da bildirilmis olmasina ragmen, sonradan baska
iilkelerden de bildirimler olmustur. Eslik eden tirnak, sa¢ anomalileri ve sistemik bulgular da rapor
edilmistir. Bu makalede viicudunda yaygin ve ilerleyici tarzda hiper ve hipopigmentasyonlari olan
4 yasinda bir kiz hasta sunulmaktadir. Dilde de benekli hipopigmentasyonu olan hastanin sag rengi
sar1 idi. Akraba evliliginden dogmus olmasina ragmen ailenin diger iyeleri etkilenmemisti.
Histopatolojik degerlendirmede bazal tabakada melanin miktarinda artis ve pigment inkontinansi
saptandi. Klinik ve histopatolojik bulgularin 15181nda DUH tanisi konuldu ve hastaligin ilgi cekici
klinik 6zellikleri literatiir bilgileri esliginde gozden gecirildi.

Anahtar Kelimeler: Genetik deri hastaliklar; pigmentasyon bozukluklar:
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yschromatosis is a term used to describe different dermatoses pre-
senting with hyper-and hypopigmentation of the skin. Dyschroma-
tosis universalis hereditaria (DUH) is a generalized and random
distributed form of dyschromatosis. DUH was found to be an autosomal do-
minantly inherited disease presented with a defect in melanosome synthe-
sis rate. Causative gene was found to be located at chromosome
1q11-1g21.}2 It was initially described by Ichikawa and Hiraga in 1933 in
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Japan.* DUH most commonly occurs in Japan and
most of the literature reported in journals has been
written in Japanese. Here, we describe the first ca-
se of DUH from Turkey and discuss with review of
the literature.

I CASE REPORT

A 4-year-old girl born of consanguineous parents
(the grandmother of her mother and grandfather
of her father were siblings) after full-term and nor-
mal vaginal delivery, presented with progressive
and asymptomatic mottled hyperpigmentation in-
volving almost the whole body which had been
present since birth. Gradually spotty hypopigmen-
tation had developed among the hyperpigmented
macules (Figure 1). On general examination her si-
ze and weight were below normal for age (betwe-
en 25-50 percentiles). Her developmental
milestones were delayed. Personal and family his-
tories were unremarkable. None of her parents nor
her two brothers had a history of similar disorder.
She was not exposed to chemicals or radiation both
in intrauterine life or postpartum.

Cutaneous examination revealed that the lesi-
ons were denser on the trunk. The palms and soles
were also involved. Oral mucosa and tongue sho-
wed mottled hyperpigmentation. Different from
the other family members, her hair was blond but
teeth and nails were normal (Figure 2).

Systemic examination did not reveal any asso-
ciated abnormalities. Mixed type astigmatism was

FIGURE 1: Generalized hyper- and hypopigmented macules giving skin a
mottled appearance predominantly on the trunk

192

DYSCHROMATOSIS UNIVERSALIS HEREDITARIA: A CASE REPORT FROM TURKEY

ment-laden macrophages (arrows) in the upper dermis (Hematoxylin & Eosin,
x100).

found with ocular examination. Routine blood tests
as well as audiogram were normal.

A biopsy specimen taken from a pigmented
macule on the trunk showed pigmented basal layer
of epidermis with pigment incontinence and pig-
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ment-laden macrophages in the upper dermis (Fi-
gure 3). Based on the typical appearance and his-
topathological findings, the patient was diagnosed
as DUH.

I DISCUSSION

Dyschromatosis hereditaria is a rare hereditary
skin disorder characterized by asymptomatic
hypo-and hyperpigmented macules of irregular
size and shape which usually appear early in life.*
In some, the condition commences in adulthood,
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explaining the late detection.> Sethuraman et al®’
classified this disorder into 3 types: DUH,
dyschromatosis symmetrica hereditaria (DSH)
and unilateral dermatomal pigmentary dermato-
sis. DUH is the generalized form with predomi-
nantly trunk involvement, however similar
lesions can also be seen on the extremities and
sometimes face.*® There are reports of affected
family members in two, three or five generations
and these reports strongly support an autosomal
dominant inheritance pattern for DUH.!381!

TABLE 1: Differential diagnosis of generalized pigmentary skin changes with hyper- and hypopigmentation.
Disease Skin macules and distribution Additional features Inheritance
Dyskeratosis congenita Reticulate hyperpigmentation Telangiectasia, atrophy, hypopigmented macules, XR

predominantly on neck, onychodystrophy, leukoplakia, bone marrow dysfunction,
upper chest, upper arms predisposition to malignancy, epiphora
Naegeli-Franceschetti- Reticulated hyperpigmentation predominantly Dental abnormalities, hypohidrosis, palmoplantar AD
Jadassohn syndrome on abdomen, periocular and peroral region  hyperkeratosis, onychodystrophy
Dermatopathia Reticulated hyperpigmentation predominantly Alopecia, onychodystrophy, absent dermatoglyphics, AD
pigmentosa reticularis on trunk hypo- or hyperhidrosis, punctat palmoplantar keratoderma (not certain)
X-linked reticulate Brown reticulated hyperpigmentation Xerosis, recurrent infections and multiple systemic XR
pigmentary disorder (generalized or following Blaschko lines) abnormalities in male patients; amyloid deposits in dermis
Dowling-Degos disease Reticulated hyperpigmentation Comedone-like lesions on the back and neck, AD
predominantly on flexural sites pitted facial scars, epidermoid cysts
Reticulate acropigmentation Atrophic, reticulated or lentigo-like brown Palmoplantar pits, breakage of epidermal ridges AD
of Kitamura hyperpigmentation predominantly on acral sites
Revescz syndrome Reticulated hyperpigmentation Exudative retinopathy, bone marrow failure, ataxia, ?
hair abnormalities, psychomotor retardation
Mendes da Costa syndrome Reticulated hyperpigmentation Traumatic bullae, dwarfism, atrichia, XR
predominantly on face and limbs mental retardation
Cantu syndrome Reticulated hyperpigmentation Alopecia, follicular hyperkeratosis, palmoplantar XR
predominantly on face, forearms and feet keratoderma
Linear and whorled Reticulated or zosteriform hyperpigmentation None Sporadic
hypermelanosis folowing the lines of Blaschko
Gougerot and Elevated papillomatosis and reticulated None Sporadic
Carteaud syndrome hyperpigmentation predominantly on
neck and upper trunk
Dyschromatosis Acral mottled hyper- and hypopigmentation ~ Males predominantly affected AD
symmetrica hereditaria
Epidermolysis bullosa with  Mottled hyper- and hypopigmentation Intraepidermal blisters, palmoplantar AD
mottled pigmentation predominantly on lower abdomen, groin, keratoderma, photosensitivity
axillae, proximal limbs
Incontinentia pigmenti Hyperpigmentation in stage 3, Alopecia, nail and dental abnormalities, XD
hypopigmentation in stage 4 CNS and eye involvement
Xeroderma pigmentosum  Hyper- and hypopigmentation Xerosis, atrophy, telangiectasia, skin tumors AR
predominantly on sun-exposed areas
Hypomelanosis of Ito Whorled, linear or patchy hypomelanosis CNS, musculoskeletal, eye and hair involvement, Sporadic
predominantly on trunk and limbs heart defects
AD, autosomal dominant; AR, autosomal recessive; XD, X-linked dominant; XR, X-linked recessive; CNS, central nervous system
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Zhang et al,> mapped the gene of DUH at chro-
mosome 1q11-1g21 and ultrastructural findings
suggested a defect in melanosome production and
distribution in the epidermal melanin units with
no significant alteration in the number of mela-
nocytes as the pathogenetic mechanism of
DUH.!'"12 Recently, pathological mutations of
the double-stranded RNA-specific adenosine de-
aminase gene (ADAR1 or DSRAD) have been
identified in four dyschromatosis symmetrica he-
reditaria pedigrees but similar mutations could
not be found in DUH."® However, more eviden-

ce is required to establish the genetic background
of DUH.

Exclusion of the associated abnormalities is
important in DUH. These include small stature and
high tone deafness,'* abnormalities in erythrocyte,
platelet and trpytophan metabolism," epilepsy,'®
insulin-dependent diabetes mellitus,"! photosensi-
tivity along with neurosensory hearing defects!’
and ocular abnormalities.'® Although the weight
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and height of our patient were below normal, no
endocrine or neurologic abnormality was found to
explain her status.

Both DUH and DSH occur most commonly in
Japan, but few Caucasian, Indian, Afro-Caribbean,
Arabian, Korean and Chinese cases have been re-
ported.!®

In addition to generalized pigmentary disor-
ders (Table 1), postinflammatory hyperpigmenta-
tion and exposure to physical, chemical,
pharmacological agents or radiation, should be con-

sidered in the differential diagnosis.

To the best of our knowledge, this is the first
case report of DUH from Turkey. The history of
consanguineous parents strongly suggests a genetic
pathology for the defect in melanosome synthesis.
Since DUH is a rare entity, evidence related to ge-
netic and environmental factors that possibly trig-
ger the disease could only be gathered from
cumulating case reports in literature.
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