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H&E, original magnification ×100.

PLEASE TURN TO PAGE 192 FOR THE DIAGNOSIS

A 49-year-old man with light brown skin and no 
history of skin cancer presented with a pruritic 
lesion on the scalp of 3 years’ duration. Physical 
examination revealed a 7×3-cm, brown, mam-
millated plaque on the left parietal scalp. A shave 
biopsy of the scalp lesion was performed. 

THE BEST DIAGNOSIS IS:
a. clonal melanoacanthoma
b. hidroacanthoma simplex
c. malignant melanoma
d. seborrheic keratosis
e. squamous cell carcinoma in situ	
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H&E, original magnification ×400 (MART-1, original magnification 
×200 [inset]).
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Melanoacanthoma (MA) is an extremely rare, 
benign, epidermal tumor histologically charac-
terized by keratinocytes and large, pigmented, 

dendritic melanocytes. These lesions are loosely related 
to seborrheic keratoses, and the term was first coined 
by Mishima and Pinkus1 in 1960. It is estimated that the 
lesion occurs in only 5 of 500,000 individuals and tends 
to occur in older, light-skinned individuals.2 The majority 
are slow growing and are present on the head, neck, or 
upper extremities; however, similar lesions also have been 
reported on the oral mucosa.3 Melanoacanthomas range 
in size from 2×2 to 15×15 cm; are clinically pigmented; 
and present as either a papule, plaque, nodule, or horn.2

Classic histologic findings of MA include papil-
lomatosis, acanthosis, and hyperkeratosis with heavily 
pigmented dendritic melanocytes diffusely dispersed 
throughout all layers of the seborrheic keratosis–like 
epidermis.3 Other features include keratin-filled pseu-
docysts, Langerhans cells, reactive spindling of kera-
tinocytes, and an inflammatory infiltrate. In our case, 
the classic histologic findings also were architecturally 
arranged in oval to round clones within the epidermis 
(quiz images 1 and 2). A MART-1 (melanoma anti-
gen recognized by T cells) immunostain was obtained  
that highlighted the numerous but benign-appearing, 
dendritic melanocytes (quiz image 2 [inset]). A dual 
MART-1/Ki67 immunostain later was obtained and dem-
onstrated a negligible proliferation index within the den-
dritic melanocytes. Therefore, the diagnosis of clonal MA 
was rendered. This formation of epidermal clones also is 
called the Borst-Jadassohn phenomenon, which rarely 
occurs in MAs. This subtype is important to recognize 
because the clonal pattern can more closely mimic malig-
nant neoplasms such as melanoma. 

Hidroacanthoma simplex is an intraepidermal vari-
ant of eccrine poroma. It is a rare entity that typically 
occurs in the extremities of women as a hyperkeratotic 
plaque. These typically clonal epidermal tumors may be 
heavily pigmented and rarely contain dendritic mela-
nocytes; therefore, they may be confused with MA. 
However, classic histology will reveal an intraepidermal 
clonal proliferation of bland, monotonous, cuboidal cells  
with ample pink cytoplasm, as well as occasional cuticle-
lined ducts (Figure 1).4 These ducts will highlight with 
carcinoembryonic antigen and epithelial membrane anti-
gen immunostaining. 

Malignant melanoma typically presents as a growing 
pigmented lesion and therefore can clinically mimic MA. 
Histologically, MA could be confused with melanoma 
due to the increased number of melanocytes plus the 
appearance of pagetoid spread resulting from the dif-
fuse presence of melanocytes throughout the neoplasm. 

However, histologic assessment of melanoma should 
reveal cytologic atypia such as nuclear enlargement, 
hyperchromasia, molding, pleomorphism, and mitotic 
activity (Figure 2). Architectural atypia such as poor  
lateral circumscription of melanocytes, confluence and 
pagetoid spread of nondendritic atypical junctional 
melanocytes, production of pigment in deep dermal 
nests of melanocytes, and lack of maturation and dis-
persion of dermal melanocytes also should be seen.5 
Unlike a melanocytic neoplasm, true melanocytic nests 
are not seen in MA, and the melanocytes are bland, 
normal-appearing but heavily pigmented, dendritic  
melanocytes. Electron microscopy has shown a defect in 

THE DIAGNOSIS: 

Clonal Melanoacanthoma

FIGURE 2. Melanoma. Large nests of variable sizes with cytologic 
atypia as well as confluent and pagetoid spread of junctional melano-
cytes (H&E, original magnification ×200).

FIGURE 1. Hidroacanthoma simplex. Intraepidermal clonal pro-
liferation of bland, monotonous, cuboidal cells with ample pink 
cytoplasm, as well as occasional cuticle-lined ducts (H&E, original 
magnification ×200).
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the transfer of melanin from these highly dendritic mela-
nocytes to the keratinocytes.6 

Similar to melanoma, seborrheic keratosis presents as 
a pigmented growing lesion; therefore, definitive diag-
nosis often is achieved via skin biopsy. Classic histologic 
findings include acanthotic or exophytic epidermal growth 
with a dome-shaped configuration containing multiple 
cornified hornlike cysts (Figure 3).7 Multiple keratin plugs 
and variably sized concentric keratin islands are common 
features. There may be varying degrees of melanin pig-
ment deposition among the proliferating cells, and clonal 
formation may occur. Melanocyte-specific special stains 
and immunostains can be used to differentiate MA from 
seborrheic keratosis by highlighting numerous dendritic 
melanocytes diffusely spread throughout the epidermis 
in MA vs a normal distribution of occasional junctional 
melanocytes in seborrheic keratosis.2,8 

Squamous cell carcinoma in situ presents histologi-
cally with cytologically atypical keratinocytes encompass-
ing the full thickness of the epidermis and sometimes 
crushing the basement membrane zone (Figure 4). There 
is a loss of the granular layer and overlying parakeratosis 
that often spares the adnexal ostial epithelium.9 Clonal 
formation can occur as well as increased pigment produc-
tion. In comparison, bland keratinocytes are seen in MA. 

Establishing the diagnosis of MA based on clinical fea-
tures alone can be difficult. Dermoscopy can prove to be 

useful and typically will show a sunburst pattern with ridges 
and fissures.2 However, seborrheic keratoses and melano-
mas can have similar dermoscopic findings10; therefore, a 
biopsy often is necessary to establish the diagnosis.
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FIGURE 4. Squamous cell carcinoma in situ. Full-thickness epidermal 
atypia of cytologically atypical keratinocytes, crushing of the basement 
membrane zone, partial loss of the granular layer, and overlying para-
keratosis (H&E, original magnification ×200).

FIGURE 3. Seborrheic keratosis. Acanthotic epidermal growth of 
bland keratinocytes containing multiple cornified horn cysts and an 
overlying normal basketweave stratum corneum (H&E, original mag-
nification ×200).
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