The GulfJournal of Dermatology & Venereology

Answers to QUIZ 1,2, & 3

Answer to Quiz 1:

Malignant Melanoma of Soft Tissues

(Clear cell sarcoma)

Bahram Azadeh MID FRCPath

Hamad Medical Corporation

This neoplasm was first described by Enzinger
in 1965 as clear cell sarcoma of tendons and apo-
neuroses(). However, irrefutable evidence of mel-
anogenesis in the tumour has been provided in sev-
eral subsequent studies®”. At present, most authori-
ties believe that the tumour is in fact a malignant
melanoma of soft tissues and is of neural crest ori-
gin, although its precise histogenesis remains un-
certain®-12),

The tumour is relatively rare , usually affects ado-
lescents and young adults, almost always in an ex-
tremity, most commonly the leg, where the foot and
knee are preferred sites. It arises from the deep soft
tissues, usually from deep aponeuroses, tendons or
fascia, but may involve the overlying soft tissues and
skin secondarily. There is commonly a protracted
history of swelling, accompanied by pain in approxi-
mately half of the cases. After treatment, which pri-
marily consists of radical surgery, the course of dis-
ease 18 often characterized by local recurrences and
metastasis to regional lymph nodes and distant sites,
especially the lungs and the skeleton. A relatively
protracted course of disease and an ultimately poor
prognosis are characteristic.

Histological features include nests and strands
of oval or elongated cells, separated by fibrous septa.
The tumour cells have centrally located, often ve-
sicular nuclei and a moderate to large amount of pale
or granular-amphophilic cytoplasm. A small amount
of melanin is usually present in some cases; this
tumour is positive for S-100 protein regardless of
the presence or absence of melanin. Ultrastructur-

ally, melanosomes may be demonstrated. Mitotic
figures are scarce and may even be absent in some
instances. Multinucleated tumour cells are present
in about half of the cases?.

The diagnosis of melanoma of soft parts is based
on a combination of these characteristic histologi-
cal features complemented, as in the present case,
with positive immunohistochemical staining for S-
100 protein and melanoma-specific antigens such
as HMB45"Y, Immunohistochemically this
tumour shows the same features as cutancous
malignant meianoma?®, and hence distinction from
metastatic melanoma may sometimes depend on
clinical features. Seven of the 24 cases studied by
Mooi et al (1995) have shown expression of keratins
using CAM 5.2, .LP34 and MNF 116 antibodies?,
No clinical or histological differences were seen in
these seven cases when compared with the 17 kera-
tin negative cases.

Histological differential diagnosis include a num-
ber of soft tissue sarcomas!?, notably synovial sar-
coma, which shares some of its clinical and mor-
phological features. In difficult cases immunohis-
tochemistry is essential, since soft tissue melanoma
is generally positive for S-100 protein and HMB45.
Synovial sarcoma shows focal staining for epithe-
lial markers such as Epithelial Membrane Antigen
and keratin, while staining for S-100 protein and
HMB45 are negative. It is important to note that focal
and weak immunoreactivity for keratin in itself
should not constitute proof against a diagnosis of
melanoma of soft tissue or metastatic melanoma,
because primary cutaneous melanoma cells also
express keratin at low levels(!3 19,

Focal and weak expression of keratin is seen in a
variety of bone and soft tissue sarcomas, such as
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Ewing’s sarcoma, leiomyosarcoma and malignant
fibrous histiocytoma. It is also worth remembering
that other sarcomas with epithelioid features (such
as chordoma, malignant peripheral nerve sheath

tumour and epithelioid sarcoma) may exhibit promi-
nent keratin staining!? '), In fact as many as 28
non-epithelial tumour types have been reported to
express keratins®),
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Answer to Quiz 2:

Angiolymphoid Hyperplasia with Eosinophilia

(Epithelioid Haemangioma)

Bahram Azadeh MD FRCPath

Hamad Medical Corporation

This case is an example of recurrent angio-lym-
phoid hyperplasia with eosinophilia (ALHE) involv-
ing subcutaneous fibrous tissue and striated muscle
of upper forehead. ALHE is a rare disease of the
skin and subcutaneous tissue with a predilection for
the head and neck region. Less frequently, involve-
ment of other sites including a case within skeletal

muscle has been reported. In 1969, Wells &
Whimster for the first time in the English literatue
reported this unusual subcutaneous angiomatoid le-
sion in the head and neck region of nine cases un-
der the designation ‘angiolymphoid hyperplasia with
eosinophilia’. They suggested that this disease might
have an early vascular and a late lymphoid stage
and that the latter might correspond to Kimura’s dis-
ease. Subsequently, ALHE and Kimura’s disease
have often been considered to be the same disease,
but recent reports suggest that ALHE and Kimura’s
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disease are different clinico-pathological entities.
AIHE has been described under the same or other
names, however, the designation ‘epithelioid
haemangioma’, coined by Enzinger & Weiss (1983)
has gained considerable popularity implying that
ALHE is a benign vascular neoplasm. It has pre-
dominantly been reported in Caucasians of either
sexes, in the 3rd to 5th decades. Patients only occa-
sionally have a circulating eosinophilia or an asso-
ciated lymphadenopathy. The lesions not infre-
quently recur after local excision.

Kimura’s disease (or perhaps more appropriately
Kim’s disease) was first described in the Chinese
literature in 1937 by Kim and Szeto, who reported
seven cases under the designation ‘eosinophilic
hyperplastic lymphogranuloma’ (Kung & Chan
1988). Kimura’s disease is a recurrent mass lesion
that occurs predominantly in Orientals, shows a very
marked predilection for males and typically presents
in adolescence or early adulthood affecting the sub-
cutaneous tissues, major salivary glands and lymph
nodes. The majority of cases have an associated
lymphadenopathy and circulating eosinophilia.

Distinctive histological features of ALHE are
exuberant proliferation of vessels lined by cuboidal
to hobnail endothelial cells with irregular nuclei and
cytoplasmic vacuoles, fibromyxoid matrix, involve-
ment of muscular coat of blood vessels and zona-
tion of inflammatory infiltrate towards the periph-

eral portion of the lesion.

Distinctive features of Kimura’s disease are florid
lymphoid infiltrate, with prominent lymphoid fol-
licles, vascularization and or necrosis of germinal
centers with marked eosinophilia often with eosi-
nophil abscess formation, proliferation of high en-
dothelial venules, and sclerosis.

These histological features has suggested that
epitheliod haemangioma is a proliferation of atypi-
cal endothelial cells, possibly neoplastic, that is as-
sociated with a variable inflammatory infiltrate,
whereas Kimura’s disease is primarily an inflam-
matory condition in which high endothelial venules
are usually found.

The angiomatoid lesion lined by cuboidal endot-
helial cells with prominent nuclei (Fig.4) and many
endothelial cells with cytoplasmic vacuoles (not il-
lustrated) were present in our case. Large vascular
branches with thick walls, and fibromyxoid changes
were absent. However, certain important
histopathological features of Kimura’s disease de-
scribed above such as vascularization and necrosis
of germinal centers, marked eosinophilia and eosi-
nophil abscess formation were not found in mul-
tiple sections examined. High endothelial venules
were frequent. Peripheral blood did not show any
eosinophilia.
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