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Although epithelioid blue nevus (EBN) is a rare variant of 
blue nevus that was first reported in patients with Carney com-
plex, which encompasses cardiac and cutaneous myxomas, spot-
ty skin pigmentation, endocrine overactivity, and psammoma-
tous melanotic schwannomas,1 it has been also documented in 
the absence of such clinical features.2 Histological characteristics 
of EBN are variably pigmented, large epithelioid melanocytes 
with vesicular nuclei and prominent eosinophilic nucleoli and a 
small number of melanophages that are sometimes associated 
with a few pigmented, spindle, and dendritic cells.3 EBN is a 
diagnostically challenging entity because of its rarity and histo-
logical overlap with other pigmented melanocytic lesions, such 
as cellular blue nevus, malignant blue nevus, and the so-called 
animal-type malignant melanoma. Because it is very uncom-
mon and no cases have been recorded in the Korean literature, 
this Korean case is reported.

CASE REPORT

A 21-year-old woman presented with a bluish nodule that had 
been slowly growing for approximately 10 years on the dorsum 
of the right foot (Fig. 1A). The lesion was dome-shaped and 
measured 1.0 cm in diameter. There were no clinical features of 
Carney complex. The lesion was completely excised. 

The histological examination showed a relatively well circum-
scribed, round nodule with heavy pigmentation in the reticular 
dermis with extension into the subcutaneous adipose tissue (Fig. 

1B). The tumor was composed of heavily pigmented, epitheli-
oid melanocytes with vesicular nuclei and prominent nucleoli 
(Fig. 1C, D). Neither mitotic figures nor infiltrative growth pat-
terns were noted. Melanin pigmentation was variable in the epi-
thelioid cells. A small number of fusiform-shaped melanocytes 
and dendritic spindled melanocytes were also found among the 
pigmented epithelioid melanocytes. No junctional or dermal 
banal nevus component was present, and the papillary dermis 
was spared. The deepest boundary of the tumor was a pushing 
border with mild fibrosis. 

Immunohistochemical findings included pigmented epithe-
lioid cells positive for S-100 protein (Fig. 2A) and Melan A (Fig. 
2B), while only a few cells were reactive for HMB45 (Fig. 2C). 
A few CD68-positive melanophages were noted (Fig. 2D). These 
results indicate that almost all pigmented epithelioid cells were 
epithelioid melanocytes. Ki-67–labeled nuclei were very rare. 
All of these findings were consistent with EBN.

DISCUSSION

Blue nevus is a tumor of dermal dendritic melanocytic ori-
gin, and common blue nevus and cellular blue nevus are the 
most common variants.3 EBN is another variant of blue nevus 
that arises in the background of Carney complex1 or may occur 
sporadically.2 The main tumor cells of common blue nevus are 
elongated, dendritic melanocytes with reactive melanophages 
and only a few epithelioid melanocytes. In contrast, the major 
component of EBN is variably pigmented, epithelioid melano-
cytes with a few melanophages and only a few dendritic mela-
nocytes. Although epithelioid melanocytes appear similar to 
melanophages and epithelioid neural cells, the nature of epithe-
lioid melanocytic cells can be demonstrated by immunohisto-
chemistry for S100 protein, Melan-A, HMB45, and CD68. The 
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differential diagnoses of EBN include cellular blue nevus, epi-
thelioid schwannoma, pigmented epithelioid Spitz nevus, ma-
lignant blue nevus, malignant melanoma, metastatic melano-
ma, tumoral melanosis, and pigment synthesizing melanoma. 
Clinicopathological correlation is required for differential diag-
nosis of these pigmented epithelioid tumors.

Malignant melanoma and malignant blue nevus exhibit epi-
thelioid cells with malignant features, such as infiltrative growth, 
necrosis, mitoses, pleomorphism, and hyperchromasia.4 Meta-
static melanoma can mimic blue nevi in that it may be com-
posed of pigmented epithelioid cells in an entirely intradermal 
location. However, such a melanoma displays hyperchromatic 
nuclei and frequent mitosis.5 

Tumoral melanosis, a regressed stage of a melanocytic lesion, 
such as malignant melanoma, should also be differentiated.6 The 
pigmented cells of tumoral melanosis are pigment-laden mac-
rophages that are negative for Melan A and S-100 protein.

Only a few reported cases of heavily pigmented epithelioid 
Spitz nevus are found in the English literature.7 These nevi and 
EBN share pigmented epithelioid melanocytes of the dermis, 
but the former show a junctional component.7 Although cases 
of EBN with junctional nests have been described,8 they are con-
sidered combined nevi rather than pure EBN. On the contrary, 
this EBN case showed no evidence of banal nevus cell nests. 

Pigment synthesizing melanoma, also called animal-type mel-
anoma is a variant of human melanoma that resembles that found 
in elderly grey horses.9 It is considered a low-grade melanoma 
with histological features of poor demarcation, heavily pigment-
ed epithelioid cells, and short spindle-shaped melanocytes with 
hyperchromatic nuclei and prominent nucleoli, junctional com-
ponents, melanophages, and extension to deep dermis, but no 
dendritic melanocytes.10 Even though epithelioid melanocytes 
predominate in both EBN and animal-type melanoma, the main 
difference is the growth pattern. While the former is expansile, 
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Fig. 1. (A) A case of epithelioid blue nevus. A relatively well defined, round and bluish nodule is developed on the dorsum of right foot (A, in-
set in A). (B) Excised tumor is heavily pigmented and relatively well demarcated in dermis with expansion to the subcutis. (C) High power view 
shows variably pigmented epitheloid melanocytes with eosinophilic cytoplasm. (C, D) Some epithelioid melanocytes show prominent nucleo-
li, but no mitotic figure is noted.
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Fig. 2. Immunohistochemical stains of epithelioid melanocytes. S-100 protein (A) and Melan-A (B) are positive in nearly all epithelioid cells, 
and human melanoma black 45 is positive in a few epithelioid cells (C). (D) CD68 is positive in a few melanophages. 

the latter is infiltrative. In addition, the cells of animal-type mel-
anoma have malignant features.6,10 Nevertheless, differential di-
agnosis between them is sometimes difficult because both dem-
onstrate low mitotic count, absent or non-brisk tumor-infiltrat-
ing lymphocytes, and an absence of vascular or perineural inva-
sion.6,10 Thus, the term “pigmented epithelioid melanocytoma” 
is also proposed, which reflects that both of these two entities 
are within the same disease spectrum.6 Furthermore, sentinel 
lymph node biopsy is recommended as a diagnostic procedure 
to discriminate the two entities.6 

The term “pigmented epithelioid melanocytoma” may give a 
misleading implication that this tumor is benign, when in fact 
it is a low-grade malignant melanoma. Therefore, we suggest 
that benign epithelioid melanocytic EBN and malignant lesions 
be named “pigmented epithelioid melanoma” rather than pig-
mented epithelioid melanocytoma or animal-type melanoma. 
Because there is no clinical or histological evidence of a malig-
nant nature, the present case is a benign pigmented epithelioid 

melanocytic tumor. Therefore, we favor the term “EBN” over 
the equivocal terms “pigmented epithelioid melanocytoma” or 
“animal-type melanoma.” 
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