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rimary cutaneous Ewing sarcoma in a
oung girl

seven-year-old girl presented with a non-progressive ery-
hematous nodule of 5 mm in diameter that had appeared on
he back of her right hand one year earlier (figure 1A). Exci-
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igure 1. Clinical and histopathological features. A) Nodular eryth
nd second metacarpal. B) Nodular lesion in the derma (haematoxy
f small uniform cells (haematoxylin-eosin stain; x40 magnificati
Periodic acid-Schiff stain; x48 magnification). E) CD99 express
ignal.
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ematous lesion on the back of the right hand, between the first
lin-eosin stain; x2.5 magnification). C) Densely packed sheets
on). D) Cytoplasmic granular PAS positivity of tumour cells
ion in tumour cells. F) Strong positive CD99 cell membrane

sion of the tumour by shave-coagulation was conducted.
Histopathological analysis revealed a circumscribed lesion
in the reticular dermis composed of densely packed sheets
of small and uniform cells with a pseudovascular pattern
(figure 1B, C). Immunohistochemical analysis demon-
strated a strong positive CD99 cell membrane signal,
suggestive, but not specific to, cutaneous Ewing sarcoma
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figure 1E, F). Tumour cells also stained positive for cyto-
lasmic granular PAS (periodic acid-Schiff) (figure 1D).
olecular analysis using fluorescence in situ hybridisation

FISH) confirmed the diagnosis of Ewing sarcoma (ES) by
evealing a specific chromosomal translocation involving
he EWSR1 (Ewing sarcoma breakpoint region 1) gene on
hromosome 22 and FLI1 (Friend leukaemia virus integra-
ion 1) gene on chromosome 11, leading to an oncogenic
usion.
he extended workup, including radiography and echog-

aphy of the right hand, as well as magnetic resonance
maging and positron emission computed tomography,
roved negative.
he final diagnosis was primary cutaneous Ewing sarcoma

pCES).
lthough the lesion was restricted to the skin and well-
efined, the patient’s young age and the tumour’s metastatic
otential prompted us to initiate neoadjuvant chemother-
py, followed by surgery and maintenance chemotherapy
ccording to the Euro Ewing 88 protocol (less intensive
han the standard protocol).
he treatment consisted of five bimonthly courses of induc-

ion chemotherapy, consisting of cyclophosphamide at
50 mg/m2 for seven days, followed by doxorubicin at
5 mg/m2 on Day 8. After this induction, surgery was per-
ormed with margins of at least 5 mm, which were negative.
adiological evaluation revealed no suspicious mass, and
o additional radiotherapy was conducted. Maintenance
hemotherapy was initiated consisting of two phases. The
rst period included vincristine at 1.5 mg/m2 weekly for 11
eeks and actinomycin every two weeks for up to six doses.
he second period comprised six courses of cyclophos-
hamide and doxorubicin, similar to the induction scheme
1]. There was no evidence of disease progression one year
fter the diagnosis.
S, or primitive neuroectodermal tumour (PNET), is mostly
primary tumour arising from bone or soft tissues. pCES

s a very rare condition, with approximately 150 cases
eported to date [1-3]. Most cases are observed in young
dult female patients [3]. The lesion presents as a dermal
r hypodermic circumscribed mobile nodule with a size
5 cm (1-12 cm), but clinical presentations may be hetero-

eneous. The most common locations are the extremities
nd trunk [3, 4].
istopathological diagnosis of ES is tricky, requiring

mmunohistochemistry and molecular biological inves-
igations to exclude other conditions associated with
ndifferentiated mesenchymal cells. CD99 antibody is not
pecific to ES and can be expressed in haematological
alignancies, carcinomas, and sarcomas. However, the

ombination of cytoplasmic granular PAS positivity of
umour cells (Ewing sarcoma cells are rich in glycogen) and
cell membrane CD99 positive stain is highly suggestive
f Ewing sarcoma [5].
he diagnosis needs to be confirmed by real-time poly-
erase chain reaction (RT-PCR) or FISH in order to detect

ene translocations involving ESWR1, such as EWSR1-

LI1 fusion [4-6]. To date, approximately 20 different

usions involving the EWSR1 gene have been identified,
our of which were more often associated with ES, involv-
ng FLI1, ERG, FEV and ETV1/4 [5, 7].
n some rare cases, genes other than EWSR1, such as the
US (fused in sarcoma) gene and other fusion partners, are

nvolved [5].
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There are no specific recommendations for treating pCES.
The classic approach involves extensive surgery, radio-
therapy when full surgical excision is impossible, and
multi-drug chemotherapy according to the standard Euro-
Ewing protocol. This treatment causes severe acute and late
toxicities.
Considering the good prognosis of localized pCES and in
order to reduce the risk of severe chemotherapy-related tox-
icity, some authors [3, 8] have proposed investigation of a
less intensive chemotherapy regimen for localized disease.
Indeed, pCES has a more favourable prognosis than bone
ES [8, 9]. The 10-year survival probability has been esti-
mated at 91% for pCES [8], compared to a five-year overall
survival of 68% for localized bone ES [10].
The well-defined character of the lesion, small tumour size,
and early detection probably contribute to the better prog-
nosis [1-3, 8]. Further studies are required to support the
use of less intensive chemotherapy combined with surgery
as the treatment option with the best benefit/risk ratio for
localized pCES. �
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