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Cutaneous epithelioid angiomatous Cutaneous epithelioid angiomatous 
nodule versus epithelioid nodule versus epithelioid 
hemangioma: A dilemmahemangioma: A dilemma

Sir,
Cutaneous epithelioid angiomatous nodule is a 
benign vascular proliferation. It overlaps significantly 
with epithelioid hemangioma both clinically and 
histologically and uncommon presentations of either 
of them can give rise to a diagnostic dilemma. Here, 
we report an unusual presentation of cutaneous 
epithelioid angiomatous nodule with multiple lesions 
and describe the clinical and histological overlap 
between cutaneous epithelioid angiomatous nodule 
and epithelioid hemangioma.

A 28-year-old man presented with slow-growing 
nodules on the left side of the abdomen for 6 months. 
On examination, multiple, dull red to skin-colored 
nodules were seen on the abdomen along the T7–
T9 dermatome [Figure 1]. The smaller nodules were 
dome-shaped with a smooth surface but larger ones 
appeared pedunculated with a rough scaly surface. 
The larger nodules were also surrounded by a rim of 
hyperpigmentation.

Histopathology revealed a hyperkeratotic 
and acanthotic epidermis. Dermis showed a 
circumscribed lesion consisting of proliferating 
small- to medium-sized blood vessels arranged in a 
lobular architecture [Figure 2a]. Some of the vessels 
were thick-walled and lined by plump epithelioid 
endothelial cells with enlarged nuclei, prominent 
nucleoli and cytoplasmic vacuoles [Figure 2b]. These 
were arranged in solid sheets and were surrounded by 
myxoid stroma [Figure 3a]. A perivascular infiltrate of 
lymphocytes and eosinophils, was present [Figure 3b]. 
The endothelial cells stained positive for CD34 and 
CD31 [Figure 3c]. Nuclear atypia, hyperchromasia 
and mitotic figures were absent. Warthin–Starry and 
Giemsa stains for Bartonella henselae and cultures 
for deep fungal and mycobacterial infections were 
negative. A magnetic resonance imaging scan revealed 
the plane of the swelling to be limited to the subcutis.

Based on the above, a diagnosis of cutaneous 
epithelioid angiomatous nodule was made. Staged 
excision of the lesions was carried out without any 
recurrence at 6-month follow-up.

We found 55 previously reported cases of cutaneous 
epithelioid angiomatous nodule, with multiple lesions 
reported in 7 cases.1-5 The original series of 15 cases of 

Figure 1: Smooth as well as scaly pedunculated nodules along 
T7–T9 dermatome

Figure 2b: Blood vessels lined by plump endothelial cells with 
cytoplasmic vacuoles (H and E, ×400)

Figure 2a: Small to medium-sized blood vessels arranged in a 
lobular architecture (H and E, ×400)
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cutaneous epithelioid angiomatous nodule, described 
by Brenn and Fletcher, also had a considerable overlap 
with epithelioid hemangioma, two cases described had 
a facial distribution and three had deeper extension 
into the dermis/subcutis.6 Subsequently, Sangüeza et al. 
noted that cutaneous epithelioid angiomatous nodule 

had features similar to epithelioid hemangioma.7 In 
their study, the head and neck was the most common 
site, 30% of cases were located in the deep dermis and 
recurrence was seen in 20% of cases. Most recently, 
Pavlidakey et al. reviewed 51 cases of cutaneous 
epithelioid angiomatous nodule.1 The common sites 
in decreasing order were the head and neck, trunk, 
extremities and vulva. Five patients with cutaneous 
epithelioid angiomatous nodule had multiple lesions.1 
Since then, two more cases of multiple cutaneous 
epithelioid angiomatous nodules have been reported.2,3 
Misago et al. described a case of cutaneous epithelioid 
angiomatous nodule with extension into subcutis and 
involvement of medium-sized veins.8 All these reports 
point towards a significant overlap between cutaneous 
epithelioid angiomatous nodule and epithelioid 
hemangioma.

These entities are similar in that they are both 
benign clusters of papules and nodules occurring 
in a localized anatomic region with onset in early 
adulthood. Histology in both shows lobularity, 
inflammatory infiltrate composed of lymphocytes 
and eosinophils, epithelioid endothelial cells with 
vesicular nuclei, prominent nucleoli and absence of 
nuclear atypia.6,7 Nevertheless, cutaneous epithelioid 
angiomatous nodule can be differentiated from 
epithelioid hemangioma by subtle but distinct clinical 
and histological features. Clinically, the former 
presents as a single lesion, usually on the trunk and 
extremities, which does not recur after excision, 
whereas the latter presents as multiple lesions, 
mostly on the head and neck area, with a tendency 
for recurrence. Histologically, cutaneous epithelioid 
angiomatous nodule is usually unilobular, limited to 
the superficial dermis and shows solid proliferation of 
epithelioid endothelial cells, hemosiderin deposition, 
lack of thick vasoformative structures and muscular 
vessels and a less abundant infiltrate of lymphocytes 
and eosinophils. Fibrosis is usually present and is seen 
in a perilesional distribution at the interface with the 
surrounding dermis.1,6,7 By comparison, epithelioid 
hemangioma has multilobular vessel proliferation, 
usually extends to the deep dermis/subcutis and lacks 
solid proliferation of epithelioid endothelial cells, 
fibrosis and hemosiderin deposition. Fibrosis (when 
encountered) is located within the lesion, rather than 
perilesionally. Thick vasoformative structures and 
muscular vessels are usually present along with an 
abundant infiltrate of lymphocytes and eosinophils.6,7

Figure 3a: Solid sheets of epithelioid endothelial cells around the 
blood vessels (H and E, ×100)

Figure 3b: Infl ammatory infi ltrate composed of lymphocytes and 
eosinophils (arrow) (H and E, ×200)

Figure 3c: CD34 positivity of the endothelial cells (×100) 
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In our case, absence of infiltrative growth pattern, 
nuclear atypia, atypical mitotic figures and deep 
soft tissue and internal organ involvement helped 
us rule out epithelioid angiosarcoma and epithelioid 
hemangioendothelioma. Cutaneous epithelioid 
angiomatous nodule is a circumscribed lesion and 
although mitosis may be seen, atypical mitosis is 
absent.

In conclusion, our patient showed features of 
both cutaneous epithelioid angiomatous nodule 
(i.e., lesions on the trunk, solid sheets of epithelioid 
endothelial cells, mild eosinophilic and lymphocytic 
infiltrate, fibromyxoid stroma, hemosiderin 
deposition, no recurrence after excision) and 
epithelioid hemangioma (i.e., multiple lesions, 
involvement of medium-sized vessels and extension 
into subcutis). The main features of epithelioid 
endothelial cells and inflammatory infiltrates are 
shared by cutaneous epithelioid angiomatous nodule 
and epithelioid hemangioma and there can be varying 
expressions of these in both. The vascular channels 
can be collapsed with endothelial cells forming 
solid sheets and inflammatory infiltrates scant in 
epithelioid hemangioma, allowing for significant 
overlap with cutaneous epithelioid angiomatous 
nodule. Thus, cutaneous epithelioid angiomatous 
nodule may be considered as a variant of epithelioid 
hemangioma rather than a separate histological and 
clinical disorder.
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