Dowling-Degos Disease - Genetic and spectral

disorder of reticular hyperpigmentation
Doenca de Dowling-Degos: desordem genética e espectral de
hiperpigmentacao reticular
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ABSTRACT

Dowling-Degos disease (DDD) is a rare genodermatosis. Progressive reticular hyperpigmentation of
flexural areas mainly characterizes the disease, which may be associated with a large spectrum of benign
lesions and cutaneous neoplasms. It may cause psychosocial impairment due to the deformity caused by
the lesions with significant aesthetic damage. We present two cases of male patients with hyperchromic
macules, multiple comedones, epidermal cysts, cribriform scars on the face, cervical region, dorsum, anterior
thorax, armpits, genital region, and disfiguring tumors, characteristic of DDD.
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RESUMO

A doenca de Dowling-Degos (DDD) é uma genodermatose rara, caracterizada principalmente
por hiperpigmenta¢io reticular progressiva de areas flexurais, que pode estar associada a um
grande espectro de lesdes benignas e neoplasias cutineas. Pode ocasionar prejuizo psicossocial
devido ao potencial de deformidade das lesdes e dano estético significativo. Apresentamos dois
casos de pacientes, ambos do sexo masculino, com méculas hipercromicas, maltiplos comeddes,
cistos epidérmicos, cicatrizes cribriformes em: face, regido cervical, dorso, térax anterior, axilas e
regido genital, além de tumorac¢des desFigurentes, caracteristicas da DDD.

Palavras-chave: Carcinoma; Dermatopatias; Genética; Hidradenite; Hidradenite Supurativa;
Pigmentacio da Pele; Sindrome

INTRODUCTION

Dowling-Degos disease (DDD) is a rare genodermatosis,
with an autosomal dominant transmission, variable penetran-
ce, and expressiveness, initially described by Jones and Grice in
1974.12

It is a late-onset disease, after the second decade of life.
Reticulated dyschromia, mainly on the face and flexural surfaces
such as neck, armpits, elbow pit, submammary areas, and groins,
characterize the condition.** Concomitantly, lesions of the pilo-
sebaceous unit may occur, such as comedones, epidermal cysts,
abscesses, hidradenitis suppurativa, in addition to skin neoplasms,
such as squamous cell carcinoma and keratoacanthoma.* Pig-
mentation is progressive and symmetrical, usually extensive and

asymptomatic, exacerbated by sun exposure.>*’
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Differential diagnoses should be made with acanthosis
nigricans, acropigmentation of Kitamura, Galli-Galli disease,
dyschromatosis universalis hereditaria, and dyschromatosis sym-
metrica hereditaria.® Such conditions may present clinical over-
laps with each other, and some authors can consider them as dif-
ferent diseases, while others, the spectrum of the same disease.*>’

The diagnosis is based on suggestive clinical characte-
ristics associated with the findings on histopathological exami-
nation.”® Histopathology shows hyperpigmentation of the basal
layer, filiform proliferation of the epidermis, sometimes similar
to reindeer horn, in addition to hyperkeratosis and budding, ari-
sing from the hair infundibulum, featuring a follicular plug.'>*
Perivascular lymphobhistiocytic infiltrate in the papillary dermis
and horny pseudocysts can be observed, with a standard number
of melanocytes.”!’ Genetic tests reveal mutations in keratin 5
(KRT5), protein O-glycosyltransterase 1 (POGLUT1), protein
O-fucosyltransterase 1 (POFUT1), and PSENEN gene as cau-
sing the disease. Patients with the latter mutation present lesions
of hidradenitis suppurativa.?*

There is no definitive treatment for DDD.” The treat-
ments are unsatisfactory, and topical hydroquinone, tretinoin,
adapalene, and corticosteroids can be used, in addition to Er:-
YAG laser, aiming to reduce the risk of post-inflammatory
hyperpigmentation."” Isotretinoin would be an option since the
condition promotes a change in keratinization.! Cystic and tu-
moral lesions should be treated with surgical excision.”

METHODS

We conducted a retrospective descriptive study of two
cases diagnosed with Dowling-Degos disease at the Dermatolo-
gy Clinic from November 2016 to May 2019.

CASE REPORT

Case 1

A 58-year-old man reported hyperpigmentation on the
face, cervical region, and flexural areas for ten years, associated
with the progressive appearance of multiple cysts, which drained
purulent exudate, and a tumor on the buttock and lateral as-
pect of the right thigh. On clinical examination, the patient had
predominant hyperpigmentation on the face and flexural areas,
multiple open comedones, and epidermoid cysts distributed
throughout the body and on the hips and buttocks, hidradenitis
suppurativa-like lesions, and a keloid-like tumor (Figure 1). He
denied similar cases in the family.

Case 2

A 59-year-old man presented suppurative lesions in the
gluteal region associated with progressive growth tumor for
one year. On clinical examination, he showed dermatosis cha-
racterized by multiple comedones spread throughout the body,
associated with hidradenitis suppurativa-like lesions in the left
buttocks, and vegetative and ulcerated tumor in the perianal
and intergluteal region, whose biopsy diagnosed invasive squa-
mous cell carcinoma (Figure 2). He denied similar cases in the
family.
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FIGURE 1: Patient presenting
facial reticulated hyperchromia
(A), associated with multiple
open comedones and cystic
lesions on the back (B). In

the lateral region of the
gluteus and right hip, there

is a large, hardened tumor
mass associated with fistulized
lesions with purulent
secretion (C)

DISCUSSION
DDD is a late-onset genodermatosis, usually in adul-

thood, which initially affects the armpits and groins, and later,
the intergluteal and inframammary regions, neck, and trunk.'
Both patients presented the condition in adulthood, and the le-
sions clearly show the preference for these locations. Although
this disease predominantly affects women in a proportion of
2:1," we present two male patients.



Dowling-Degos Disease

The patients reported here presented not only the dys-
chromic manifestations of the syndrome, but also several alte-
rations in the pilosebaceous unit spread throughout the body,
from open comedones to hidradenitis, with a high impact on
the quality of life, in general, and on self-esteem, in particular,
including significant aesthetic changes.

The exuberance of the lesions in this study demonstrates
why this disease 1s also called the “dark dot disease” (DDD) by
some authors.! Despite not having inflammatory phenomena in
their benign evolution, these lesions are deeply unsightly. In the
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FIGURE 2:

Patient presenting facial
reticulated hyperchromia
(A), associated with multiple
open comedones and
cystic lesions on the back
(B). In the lateral region of
the gluteus and right hip,
there is a large, hardened
tumor mass associated
with fistulized lesions with
C purulent secretion (C)

second patient, we also observed intergluteal squamous cell car-
cinoma, a neoplasm reported in association with this disease.**
In addition to both cases’ clinical aspect characteristics, a histo-
pathological examination confirmed the diagnoses, which was
compatible with the findings described in the literature.

Finally, it is essential to note that the present study was
conducted at the Dermatology Clinic of a tertiary reference
hospital in the country’s largest city. In three years of care, only
two cases of DDD were evidenced, showing the rarity of this
dermatosis in the general population. e
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