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Abstract

Primitive neuroectodermal tumor/Ewing’s sarcoma (PNET/ES) is an uncommon type of small blue cell
neoplasmes; it rarely originates and develops in cutaneous and subcutaneous tissue and this characteristic seems
to be linked to a better prognosis. However, there is no consensus on the treatment and combined therapies are
the most extended choice, either chemotherapy and surgery, or radiotherapy and surgery. Further studies are
needed to conclude if we should treat Primary Cutaneous Ewing Sarcoma as we treat Ewing Sarcoma. We
present two cases of PNET, treated exclusively with surgical excision with negative margins, who are free of

local or extended disease 13 and 26 years after surgery.
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INTRODUCTION

Ewing’s sarcoma was first described by James Ewing?
in 1921 and it was initially distinguished from the
peripheral neuroectodermal tumor (PNET) as a
different entity. However, both of them share a very
similar histology and the same inmunohistochemical
profile and genetic translocations, so today they are
considered as two ends of a morphologic spectrum of
the same biologic entity.

The Ewing’ssarcomafamilyincludesextraosseous
Ewing’s sarcoma, PNET, Askin tumor and atipical
Ewing’s sarcoma.

Althoug the majority of extrasqueletal ES/PNET are
located in the deep soft tissues, rare cases of primary
cutaneous ES/PNET have been described. This atypical
location is associated with a better prognosis, as it
presents a slow course with reported survival rates of
91% in 10 years*>*.

Clinically, primary cutaneous and subcutaneous
Ewing’s sarcoma affects children and young adults,
and it appears as a superficial and well defined node,

with soft consistency, mobile and slightly painful®.

Histologically, Ewing’s sarcoma is formed by small
round cells with prominent fibrovascular septa and
typical Hommer-Wright rosettes.

Differential diagnosis must be done with other
neoplasms composed of small round cells, both
primary neoplasms and cutaneous metastases.
Definitive diagnoses may be achieved with
histochemical stains, inmunohistochemistry, electron
microscopy, cytogenetics and molecular genetics of
translocations.

Treatment is ususally composed of combined
therapies, including surgery and chemotherapy or
radiotherapy. However, there are progressively more
reports suggesting to consider surgical excision
without adjuvant therapy in selected cases of
cutaneous and subcutaneous ES* More studies are
needed to reach solid conclusions, but we present
two cases of cutaneous and subcutaneous ES treated
with surgical excision, who are disease-free 13 and 26
years after surgery.
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CASE REPORT 1

We describe a 22 year-old male, alergic to penicilin,
whith a slowly growing mass of 8cm diameter size,
located in the subcutaneous tissue of the right lumbar
paravertebral region, well defined, mobile and with
mild-soft consistency. An incisional biopsy was
performed to establish diagnosis, where a small cell
neoplasm was found (figure 1). The patient underwent
to wide surgical resection.

Fig. 1. Macroscopic aspect of the node excised in Case
report 1

Histological examination revealed a small round blue
cell tumour composed of uniform, small to medium
round cells containing small nuclei with granular
cromatinandill-defined nucleoli; citoplasm was scanty.
Neoplastic undifferentiated cells were agregated into
nodules and strands and also interposed between
collagen bundles. Hommer-Wright rosettes were
identified (flg 2]
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Fig. 2. Homer-Wright rosettes observed in H-E staining(a)
and CD99 (b)

Final diagnosis was malignant primitive neuroectodermal
tumor (MPNET).

Complementary studies showed abscence of metastases.
No adjuvant therapy was administered.

The patient is disease-free 26 years after surgery.

CASE REPORT 2

A 16 year-old male consulted in our Hospital in 2005
with a right paravertebral mass of 3cm diameter, with
soft consistency, slightly painful. An excisional surgery
was performed with wide margins. Histologically
it was composed of malignant cells located only in
the deep dermis, with clear margins and ocassional
cluster disposition. Neoplastic cells contained small
nuclei, regular cromatine and frequent mitosis.

Inmunohistochemistry markers were membrane
positive for CD99 and vimentine and most of the
cells were also positive for queratine AE1-AE3 and
EMA. LCA, S100 and CD34 were negative. Most of the
cellularity showed enolase +.

A wide margin resection was performed in a second
surgical porcedure. There were no pathological
findings in the second specimen.

No complementary treatment was administered.

13 years after surgery, the patient remains free of local
or distanrt disease.

DISCUSSION

Primitive neuroectodermal tumor and Ewing sarcoma
are two entities of the so called “small blue cell tumors”
family. Althoug they are morphologically similar,
there are several clinical and inmunohistochemical
differences. After James Ewing discovered Ewing
Sarcoma in 1921, Angerwall et al reported in 1975
the first cases of extrasqueletal location of the ES>®;
most of them affected deep soft tissues, thoracic wall,
paraspinal region and low limbs’. Less frequently, ES
can affect kidneys, pancreas and subcutaneous tissue.

Further inmunohistochemical, electromicroscopy and
cytogenetic studies are needed to asses the correct
diagnosis.

There are very few reports in literature about ES
located in subcutaneous tissue. It predominates in
children and young adults at a very large spectrum of
age which ranges from 2 months to 81 years

The term primitive neuroectodermal tumor alludes
to a differentiation observed towards neural tissues,
affecting either central or peripheral nervous system.

From a genetic point of view it shares translocation
t(11;22) with the ES.
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Histologically, Ewing sarcoma is characterized by
small round cells placed in strands, lobes or nests; in
10-20% ofthe cases they can adopt a fusiform pattern®.
Cells have round hyperchromatic nuclei and a single
nucleolus. The cytoplasm is poorly defined, scarce, of
clear coloration and with irregular vacuoles resulting
from intracellular deposits of glycogen®. There are
frequent microcystic or pseudovascular spaces and
occasionally Homer-Wright rosettes can be identified.
High mitotic activity is usually found.

Inmunohistochemical analysis usually shows vimentine
+, 2-microglobuline+, CD 99+, and neural markers (S-100
protein, Leu-7, neurofilaments, especific neuronal
enolase, sinaptofisine and PGP 9,5) positive.

Differential diagnosis is done with primary neoplasms
such as: Merkel cell carcinoma, eccrine spiradenoma,
lymphomas, clear cell sarcoma, rhabdomyosarcoma,
malignant rhabdoid tumor, myoepithelial carcinoma,
angiomatoidfibroushistiocytoma,poorlydifferentiated
adnexal tumors and granulocytic sarcoma. Cutaneous
metastases may derive from: osseous Ewing sarcoma,
large cell neuroendocrine carcinoma, small cell lung
carcinoma and neuroblastoma®.

Due to the variability of presentation and the lack of
reported cases of cutaneous-subcutaneous Ewing
Sarcoma, treatment still remains unclear. Most of
the cases described in literature are treated as the
rest of the ES tumors, with surgery when possible
and combinationwith chemo orradiotherapy®%..
However, there is some evidence that shows a
better prognosis of the cutaneous-subcutaneous ES
compared to the ES, what makes us ask ourselves if we
should do surgical resection without complementary
therapies in selected patients. We present two cases
treated only with wide margin resection surgery who
are free of the disease 13 and 26 years after surgery.
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