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Generalized Dowling–Degos disease with hypopigmented 
lesions: A diagnostic challenge
Sir,
Dowling–Degos disease  (DDD) is a rare autosomal dominant, 
progressive, reticulate pigmentary disorder. It usually appears after 
puberty.It is clinically characterized by hyperpigmented macules, 
papules and comedone‑like lesions on flexures and perioral pitted 
scars.1,2 The pathogenesis of DDD has not been fully elucidated. 
However, loss of functional mutations in the keratin 5 gene has 
been described. Follicular pathology has also been attributed to its 
genesis.3

Rarely, hypopigmented macules and papules are found in DDD and 
are noted in a variant called generalized DDD.4 Generalized DDD 
has been uncommonly discussed in the Indian literature. Hence, 
we report a case of generalized DDD with typical clinical and 
histopathological findings.

A 23‑year‑old otherwise healthy gentleman, born of a non 
consanguineous parentage, presented with multiple asymptomatic 
hyperpigmented macules and papules on forehead which started 
to appear 8 years back and slowly progressed to involve the face, 

neck and trunk  [Figure  1a]. In addition, he developed multiple 
hypopigmented lesions on the lower trunk during the course 
of the disease  [Figure  1b]. Family history was unremarkable. 
Cutaneous examination revealed multiple hyperpigmented 
macules and papules over the face, neck and trunk. Lower 
trunk revealed numerous hypopigmented macules and papules. 
Hands, feet, mucosae, nails and hair were spared. Routine 
investigations were within normal limits. A provisional diagnosis 
of epidermodysplasia verruciformis was made. Dyschromatosis 
universalis hereditaria and dyschromatosis symmetrica 
hereditaria were considered as clinical differentials. Skin biopsy 
was done from both hyperpigmented and hypopigmented lesions. 
Histopathological examination from both the samples showed 
circumscribed foci of epidermal proliferation as thin, elongated 
rete ridges with antler‑like branching at places. In addition, 
biopsy from the hyperpigmented lesion showed increased 
basal pigmentation as well as increased melanophages in the 
papillary dermis  [Figure  2a]. On the other hand, biopsy from 
the hypopigmented lesions showed increased pigmentation only 
at the bottom of rete ridges  [Figure  2b]. Absent melanophages 

Figure 1a: Numerous hyperpigmented macules and papules on the neck Figure 1b: Numerous hypopigmented macules and papules on the trunk
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and vascular ectasia of papillary dermis were appreciated in 
hypopigmented lesion. The surprising biopsy findings helped us 
clinch the diagnosis, and it was established as a case of generalized 
DDD. Galli Galli disease (GGD) is a rare acantholytic variant of 
DDD and presents with hyperpigmented lesions in flexures, scaly 
erythematous plaques, comedo‑like lesions and pitted perioral 
scars. Acantholysis is considered sine qua non for the diagnosis 
of GGD and differentiates GGD from DDD.5 We biopsied a total 
of five lesions  (three hyperpigmented and two hypopigmented 
lesions) and none of them showed acantholysis on histopathology, 
thereby ruling out the diagnosis of GGD in our case.

Generalized DDD is a rare variant of DDD and clinically resembles 
dyschromatosis universalis hereditaria (DUH) and dyschromatosis 
symmetrica hereditaria  (DSH), as summarized in Table  1. 
Generalized DDD is clinically characterized by hyperpigmented 
as well as hypopigmented lesions present throughout the body, as 
seen in our case.4,6 Our case did not have comedone‑like lesions 
or perioral pitted scars seen in classical DDD. However, cases 

described recently by Naveen et al. exhibited open comedones and 
multiple pitted scars.7 Both hyperpigmented and hypopigmented 
lesions show similar and classical histopathological findings of 
DDD – downward narrow elongation of rete ridges with increased 
pigmentation, preferentially affecting the tip of these rete 
ridges. One finding worth mentioning is the presence of diffuse 
basal pigmentation in hyperpigmented lesions, which is notably 
absent in hypopigmented lesions.4,6 Histopathology in our case 
echoed similar findings. Moreover, we found hyperpigmented 
lesions having prominent melanophages, which were minimal 
or absent in hypopigmented lesions. Hypopigmented lesions 
showed vascular ectasia of papillary dermis. Further studies are 
needed to establish or refute these histopathological differences 
in two types of lesions, as seen in our case. The occurrence of 
hypopigmented lesions in DDD is intriguing as histopathology 
features of both hyperpigmented and hypopigmented lesions are 
quite similar and pathomechanism behind the development of 
hypopigmented lesions is not understood. Verma et al. described a 

Table 1: DifferenceS between generalized dowling degos disease (DDD), dyschromatosis symmetrica hereditaria (DSH) and 
dyschromatosis universalis hereditaria (DUH)

Features Generalized DDD DSH DUH
Inheritance AD, occasionally sporadic AD, rarely AR AD, rarely AR
Site Flexures, trunk and generalized Dorsum of hands, feet and face Generalized
Hypopigmentation Present Present Present
Associated cutaneous findings Comedone like lesions, facial pitting scar, 

palmar pits, broken epidermal ridges
Rare Rare

Histopathology
Atrophy of epidermis Yes No No
Elongated rete ridges Yes No No
Hyperpigmentation Tip of rete ridges Hyperpigmentation of basal layer 

with pigment incontinence
Hyperpigmentation of basal layer 
with pigment incontinence

Hypopigmentation Basal hypopigmentation with pigment at 
tip of rete ridges

Basal hypopigmentation Basal hypopigmentation

Acantholysis May be found Absent Absent
DDD: Dowling degos disease, DSH: Dyschromatosis symmetrica hereditaria, DUH: Dyschromatosis universalis hereditaria, AD: Autosomal dominant, 
AR: Autosomal recessive

Figure 2a: Histopathology from hyperpigmented lesions showing elongated 
rete ridges, increased pigmentation at the bottom of rete ridges as well as 
basilar pigmentation and melanophages (H and E, ×400)

Figure  2b: Histopathology from hypopigmented lesions showing thin, 
elongated rete ridges with increased pigmentation at their tip and vascular 
ectasia of papillary dermis (H and E, ×400)
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family of 25 members of DDD/GGD with hypopigmented lesions 
on trunk and considered that hypopigmented lesions in DDD 
may be underreported in the Indian population.8 Rowley et  al. 
proposed that hypopigmented lesions could be a manifestation of 
subclinical acantholysis,9 and Verma et  al. did find acantholysis 
in hypopigmented lesions in their cases. However, histopathology 
from the two hypopigmented lesions we biopsied did not reveal 
any acantholysis. Rarely, DDD may present with hypopigmented 
lesions only, adding to the enigma around hypopigmented lesions 
in DDD.6

Reticulate pigmentary disorders mimic each other clinically and 
may have overlapping clinical features, further adding to the 
diagnostic dilemma. DSH and DUH present with macules only 
and are characterized by the absence of papules, thereby allowing 
differentiation from DDD. GGD could be a clinical differential 
in our case but was ruled out as acantholysis was consistently 
absent in all samples. Other reticulate pigmentary disorders like 
dermatopathia pigmentosa reticularis, epidermolysis bullosa 
with mottled pigmentation and Naegeli‑Franceschetti‑Jadassohn 
syndrome are associated with distinct findings on hair, nail, skin, 
palm and mucosa.10,11 Presence or absence of such findings help 
us in making a clinical diagnosis. Mucocutaneous and systemic 
examination in our case, apart from the findings mentioned earlier, 
was unremarkable. Furthermore, histopathological findings in all 
five lesions we biopsied were diagnostic of DDD.

To conclude, DDD can present with hypopigmented macules and 
papules along with hyperpigmented lesions (as noted in our case) 
or rarely, with hypopigmented lesions only. Awareness of different 
clinical variations is essential as such cases may lack other classical 
findings of DDD (pitted perioral scars and comedone‑like lesions), 
thereby making clinical diagnosis challenging.
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