Multinucleated giant cells in
angiolymphoid hyperplasia with
eosinophilia

Sir,

A 45-year-old woman presented with multiple
asymptomatic, erythematous, firm, smooth nodules
on the right side of scalp for 8 years [Figure 1]. The
differential diagnoses of cylindroma, angiolymphoid
hyperplasia with eosinophilia and angiosarcoma were
considered and a biopsy taken from one of the lesions.
Histopathological examination showed an atrophic
epidermis with proliferation of blood vessels in the
dermis that were lined by plump endothelial cells
surrounded by lympho-histiocytes and eosinophils. In
addition, a few multinucleated giant cells were seen
interspersed among the inflammatory cells [Figure 2].
Noatypiaormitosiswasseen.Noanastomosingvascular
channels were found. With these features, a diagnosis
of angiolymphoid hyperplasia with eosinophilia was
made.

Immunohistochemical staining with the markers
CD34 and CD68 was performed to ascertain the origin
(endothelial/histiocytic) of the giant cells in the infiltrate.
These cells expressed CD68 suggesting a histiocytic
lineage [Figure 3], while they were negative for CD34.
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Angiolymphoid hyperplasia with eosinophilia, also
known as epithelioid hemangioma, is a rare benign
vascular tumor. The condition was first described
in 1969 and the term epithelioid hemangioma was
introduced in 1982."0 The most common clinical
presentation is in the form of single or multiple
red-brown papules or nodules, ranging in size
from a few to several centimetres. Peripheral blood
eosinophilia is seen in 20% of patients, possibly due
to the increased circulating interleukin-5 levels.!?

Histopathologically, it is characterized by a proliferation
of blood vessels lined by plump histiocytoid endothelial
cells which are characteristically “epithelioid” in
appearance with a large nucleus and abundant
eosinophilic cytoplasm. Prominent cytoplasmic
vacuoles are sometimes seen. Surrounding these
blood vessels, an inflammatory infiltrate composed of
lymphocytes, varying amounts of eosinophils and mast
cells is seen. The endothelial and inflammatory cells
are typically bland. Either component may dominate,
depending on the age of the lesion.™

The presence of multinucleated giant cells in
angiolymphoid hyperplasia with eosinophilia has
rarely been described. We were able to find only two
previous cases, one showing giant cells intermixed
with the usual inflammatory infiltrate around the
blood vessels and the other with giant cells occurring
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in association with a diffuse granulomatous reaction in
a 34-year-old pregnant woman.*# Sakamoto et al. have
proposed that these giant cells are histogenetically of
two types: endothelial type with expression of Factor
VIII and Ulex europaeus agglutinin-1 and the second
type with of fibrohistiocytic origin.® Ultrastructurally,
the former show organelles with Weibel-Palade bodies,
similar to those seen in endothelial proliferations.
The latter have dilated rough endoplasmic reticulum,
discontinuous plaques on plasma membrane and
pinocytic vesicles indicating differentiation toward
a fibrohistiocytic lineage. In our case, the giant cells

were positive for the histiocytic marker, CD68 and
negative for the endothelial marker, CD34.

The main differential diagnoses include Kimura
disease, angiosarcoma and multinucleated cell
angiohistiocytoma. Angiolymphoid hyperplasia with
eosinophilia and Kimura disease were considered to be
the same entity in the past. However, recent studies have
shown them to be distinct clinical and histopathologic
entities. Kimura disease typically presents as one or more
large subcutaneous nodular masses in the periauricular
or submandibular region with peripheral eosinophilia,
typically in a young Asian male. Histopathologically,
florid lymphoid follicles with germinal center formation,
eosinophilic infiltrates, eosinophilic microabscesses
and eosinophilic folliculolysis are seen. However, the
typical epithelioid appearance of endothelial cells, as
seen in angiolymphoid hyperplasia with eosinophilia,
is lacking.[?®!

Angiosarcoma can be distinguished by its characteristic
anastomosing vascular channels and atypical
appearance of the lining endothelial cells.”” The
presence of multinucleated giant cells in association
with dermal vascular proliferation is also seen in
multinucleate cell angiohistiocytoma. It presents as

Figure 2: (a) Dermis with proliferating blood vessels surrounded by a dense inflammatory infiltrate with giant cells (H and E, x100).

(b) Giant cells under high power (H and E, x400)

Figure 3: (a) Immunohistochemistry showing CD68 positivity in giant cells (x400). (b) Giant cells negative for CD34 (internal control -

blood vessels) (x400)
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multiple, dome-shaped, pink or red papules, mostly
on the extremities with occasional involvement of
the face. It can be differentiated from angiolymphoid
hyperplasia with eosinophilia by the sparseness of the
infiltrate which is comprised mainly of lymphocytes
and plasma cells, with an absence of eosinophils.®!

Angiolymphoid hyperplasia with eosinophilia follows
a benign clinical course with no metastases reported
so far. Surgical excision is the treatment of choice and
when completely excised, it rarely recurs.
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