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Abstract

Epithelioid sarcoma is a rare soft tissue sarcoma and usually resistant to chemotherapy. It has
high rates of local recurrence and distant metastasis, and the prognosis after metastasis is
poor. We report a case of multiple lung metastases of an epithelioid sarcoma originating in
the inguinal area that we treated with the multikinase inhibitor pazopanib. The patient was a
38-year-old male who began to experience discomfort in his left inguinal area. Magnetic
resonance imaging showed a tumor extended from the medial aspect of the wing of the left
ilium along the iliopsoas muscle to its site of insertion on the femur. The histopathological
diagnosis with a biopsy was proximal-type epithelioid sarcoma. Although a positron emission
tomography examination showed fluorodeoxyglucose accumulation in the left inguinal tu-
mor, there was no distant metastasis. Wide resection by a combined iliac resection procedure
was performed. Twelve months after surgery, computed tomography revealed multiple nod-
ules and a diagnosis of bilateral multiple lung metastases was made. Treatment with pazo-
panib 800 mg was started. After 2.5 months of treatment, a clear reduction in the size of the
pulmonary metastases was shown. Thirty months after the start of pazopanib treatment,
most of the metastases have disappeared, and no development of new lesions has been
seen. Therefore, it appeared that pazopanib was capable of serving as one of the choices of
therapeutic agents that should be taken into consideration for the treatment of advanced

epithelioid sarcoma. © 2015 The Author(s)
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Introduction

Epithelioid sarcoma is a rare soft tissue sarcoma of unknown origin, and it is said to
have high rates of local recurrence and distant metastasis [1]. Epithelioid sarcoma is usually
resistant to chemotherapy, and the prognosis after metastasis is poor [2]. We report a case
of multiple lung metastases of an epithelioid sarcoma originating in the inguinal area that we
treated with the multikinase inhibitor pazopanib.

Case Report

The patient was a 38-year-old male who began to experience discomfort in his left in-
guinal area at around 2010, and since around November 2010, he had difficulty walking. He
was told that magnetic resonance imaging (MRI) during a thorough examination by his pre-
vious physician in July 2011 revealed a mass in his left iliopsoas muscle, and he was exam-
ined in our department for the first time in August 2011. The physical findings during the
initial examination revealed that both flexion and extension were limited. MRI showed a
tumor mass measuring approximately 11 x 5 x 5 cm that extended from the medial aspect of
the wing of the left ilium along the iliopsoas muscle to its site of insertion on the femur. The
same site was isointense on T1-weighted images (fig. 1a) and heterogeneous hyperintense
on T2-weighted images (fig. 2b), and it was gadolinium enhanced (fig. 1c, d). The tumor was
in contact with the ilium, but there was no clear bone invasion. Although left inguinal lymph
node enlargement was observed, it was considered to be a reactive lesion. Bone scintigraphy
and chest computed tomography (CT) showed no evidence of metastasis, and although a
positron emission tomography examination showed fluorodeoxyglucose accumulation in the
left inguinal tumor, there was no distant metastasis. Based on the above findings, a malig-
nant soft tissue tumor was suspected. An incisional biopsy was performed for the purpose of
making a definitive diagnosis. Histopathologic findings of the biopsy showed round/
polygonal tumor cells in a solid or diffuse pattern with moderate amounts of eosinophilic
cytoplasm and rhabdoid characteristics (fig. 2a). Imnmunohistochemical stains were positive
for pan-keratin (fig. 2b) and epithelial membrane antigen (EMA) (fig. 2c). As a result, the
histopathological diagnosis was proximal-type epithelioid sarcoma. A blood examination
also revealed an elevated carbohydrate antigen 125 value (62 U/ml). In October 2011, a
wide resection by a combined iliac resection procedure was performed, and the resection
margin was negative. The postoperative course was favorable, and approximately 2 weeks
postoperatively, the patient began partial weight-bearing on the affected limb. In October
2012, CT revealed multiple nodules, some accompanied by cavitation, in both lung fields, and
a diagnosis of bilateral multiple lung metastases was made (fig. 3a). Treatment with pazo-
panib 800 mg was started in January 2013. A CT examination approximately 2.5 months
after the start of pazopanib treatment showed a clear reduction in the size of the pulmonary
metastases (fig. 3b), and to date, 30 months after the start of pazopanib treatment, most of
the metastases have disappeared and shrunken, and no development of new lesions has
been seen (fig. 3¢). Side effects, including diarrhea, general fatigue, and stomatitis, have been
observed, but they have all been grade 1 or less.
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Epithelioid sarcoma was first reported by Enzinger [3] in 1970 as a rare mesenchymal
cell sarcoma that had a predilection for the extremities and showed a tendency toward epi-
thelial differentiation. Later, in 1997, a more malignant subtype that developed at proximal
sites, such as the trunk, was reported by Guillou et al. [4], and since then that type has been
classified as proximal-type epithelioid sarcoma, and the former type as distal (‘conventional
or classic’)-type epithelioid sarcoma. The incidence of proximal-type epithelioid sarcomas is
said to be approximately half of the distal type, making them very rare, and they are more
common in males and tend to occur between 20 and 65 years of age, i.e. an older age bracket
than the distal type [5, 6]. As the distal type, the proximal type is also said to be resistant to
chemotherapy, but it has an even poorer prognosis than the distal type [5, 6]. Hasegawa et al.
[7] reviewed 20 cases of proximal-type epithelioid sarcoma and reported that there had
been postoperative recurrence in 65% and distant metastasis in 75%, and that 65% experi-
enced a tumor death.

The multikinase inhibitor pazopanib is the first molecularly targeted drug to be ap-
proved for the treatment of soft tissue sarcoma [8]. Although a significant prolongation of
overall survival time was not detected in a previously performed international collaborative
phase III trial whose subjects were 369 patients with advanced soft tissue sarcoma (PAL-
ETTE study), a significant prolongation of progression-free survival of approximately 13
weeks was reported, and it has attracted attention as a new treatment method for advanced
soft tissue sarcoma [9]. At present, effective chemotherapy for soft tissue sarcomas is lim-
ited, and the advent of pazopanib has made it possible to provide a new treatment option.

The therapeutic efficacy of pazopanib according to the histological type of soft tissue
sarcomas is unknown at this stage, and further investigation will be necessary in the future.
Lung metastasis developed postoperatively in our own case, which was a case of proximal-
type epithelioid sarcoma. A reduction in size or disappearance of the pulmonary metastases
was observed after pazopanib administration. It appeared that pazopanib was capable of
serving as one of the choices of therapeutic agents that should be taken into consideration
for the treatment of epithelioid sarcoma.
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Fig. 1. MRI showed a tumor extended from the medial aspect of the wing of the left ilium along the iliop-
soas muscle to its site of insertion on the femur. The tumor was isointense on T1-weighted images (a) and
heterogeneous hyperintense on T2-weighted images (b), and it was gadolinium enhanced (¢, d).
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Fig. 2. Histopathologic findings showed round/polygonal tumor cells in a solid or diffuse pattern with
moderate amounts of eosinophilic cytoplasm and rhabdoid characteristics (a). Immunohistochemical
stains were positive for pan-keratin (b) and EMA (c).
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Fig. 3. CT revealed multiple nodules, some accompanied by cavitation, in both lung fields (a). CT examina-
tion approximately 2.5 months after the start of pazopanib treatment showed a clear reduction in the size
of the pulmonary metastases (b). 30 months after the start of pazopanib treatment, most of the metasta-
ses have disappeared and shrunken (c).
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