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CASE REPORT

Liver metastasis of endometrial stromal sarcoma
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Abstract

Resection of liver metastases from gynaecological tu-
mours is uncommon. Endometrial stromal sarcomas
(ESS) are low incidence gynecological tumours which
can originate in previous sites of endometriosis or fol-
lowing metaplasia of the pelvic peritoneal wall, and
which are exceptionally associated with liver metasta-
sis. We present a 68-year-old woman with a ESS and
metachronic liver metastasis treated by liver resection.
There is very little literature on clinical management
about liver metastasis from ESS, but extrapolating the
data obtained with liver metastasis from sarcomas and
uterine tumours, we should recommend resection as
this is considered a resectable extrauterine metastasis.
In cases with more sites of extrauterine disease, liver
resection should also be performed if the other sites
are resectable.
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INTRODUCTION

Resection of liver metastases (LM) caused by non-co-
lorectal, non-endocrine tumours has progressed from
being an exceptional indication to being admitted as the
treatment of choice for certain types of neoplasias'’. Re-
section of LM from gynaecological tumours is uncom-
mon'"?. Endometrial stromal sarcomas (ESS) are low
incidence tumours which can originate in previous sites
of endometriosis or following metaplasia of the pelvic
peritoneal wall, and which are exceptionally associated
with liver metastasis” ™. The reported cases of resection
of ESS LM are very rare”,

CASE REPORT

A 68-year-old woman, with a history of hysterectomy

with bilateral oophorectomy because of multiple myo-
mas performed in a hospital in France in 1981. In 1996,
the patient was operated in our hospital because of mul-
tiple peritoneal implants diagnosed as stage 4B solid-cys-
tic endometrial stroma affecting the peritoneal wall. The
patient received post-operative chemotherapy (doxo-
rubicin, iphosphamide and docetaxel). In 2003, an ab-
dominal computed tomography (CT) follow-up detected
a 3-cm nodule on the jejunal loop and a 10 cm. Mass
which involved the sigmoid colon, for which sigmoid-
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Figure 1 Solid-cystic lesion in left lateral sector of the liver.

ectomy and intestinal resection were performed; ESS
metastasis was also diagnosed. From 2003 to present the
patient has been treated with letrozole; periodic radio-
logical follow-up was performed. On the last abdominal
CT and magnetic resonance imaging (MRI) performed
(June 2010) we observed a 26-mm lesion located in the
left lateral area of the liver with poorly defined borders,
solid and cystic areas, with heterogeneous contrast up-
take (Figure 1). In addition, we obsetved two previously
known hemangiomas in the right liver lobe. There were
no radiological data on intra-abdominal recurrence. Posi-
tron emission tomography (PET) was performed which
did not reveal uptake in the lesion described. Given the
onset of a new liver lesion with malignant appearance,
in spite of the negativity of PET, we decided to operate
and perform a left lateral sectionectomy via subcostal
laparotomy. We previously assessed the abdominal cav-
ity confirming that there were no other sites of tumour
recurrence. Post-operative clinical course was normal
and the patient was discharged on day 3. Macroscopi-
cally, the lesion was located 2.5 cm from the surgical
margin and presented a cystic appearance with a solid
area of yellowish colour and solid appearance (Figure 2).
Microscopically, we observed in the liver parenchyma,
with a predominantly bile periductal pattern, multiple
nodules from tumour proliferation with a mesenchymal
appearance similar to the endometrial stroma, with cells
from ovoid or elongated nuclei which presented slight
atypical cytology. The mitotic index was 8 mitosis figures
in 10 enlarged fields (Figure 3). We observed marked im-
munostaining to oestrogen and progesterone teceptors,
alpha-actin and CD10, and negativity to desmin and c-kit.
All these findings were highly suggestive with LM from
a low-grade ESS (Figure 3), and very similar to those
found in the two previous metastases. Treatment was
started with megestrol acetate but this had to be discon-
tinued because a deep vein thrombosis occurred. During
6 mo follow-up there were no signs of recurrence.

DISCUSSION

Uterine sarcomas comprise less than 1% of gynaeco-
[4,5]

logical cancers and 2% to 5% of all uterine cancers
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Figure 2 Surgical specimen: Solid cystic-lesion (liver metastasis of endo-
metrial stromal sarcomas).

There are various subtypes of uterine sarcoma, includ-
ing ESS which are sarcomas arising in the endometrial
stroma; they are usually low-grade when present in pre-
menopausal patients and high-grade in menopausal pa-
tients'™”. Cases of ESS account for 10%-15% of all utet-
ine sarcomas and 0.2% of total uterine neoplasias. They
are made up of cells similar to the endometrial stroma in
their proliferative phase, and have the potential to multi-
ply and metastasise™”. There are different macroscopic
appearances of the ESS: single nodule, solid-cystic
mass, pootly differentiated lesion or multilocular cystic
lesions'™. Recurrence of ESS despite radical surgery is
commonplace and occurs in 36% to 56% of patients
with early tumours™”, Indolent growth of recurrences
leads to performing repeat surgery and repetitive cytore-
duction surgery .

The existence of extrauterine disease in ESS oc-
curs in 45% of patients but very rarely in the liver'®.
The number of ESS LM published is exceptionally low;
during an intense literature search we only found one
other case of resection”. Resection of metastasis at a
localised distance from the lung or heart is accepted as
valid treatment”, but because of the reduced number of
patients with ESS LM there is no scientific validation of
the therapy to be used. The cancer clinical practice guide
of the National Comprehensive Cancer Network - Ver-
sion 1.2011 considers that the treatment of choice for
isolated disseminated disease from uterine sarcomas is
surgical resection with post-operative hormone therapy
as we performed in our case'”.

The resection of LM from gynaecological tumours is
still rare. The larger multicentre seties for non-colorectal,
non-endocrine LM includes 43 patients with LM from
uterine tumours without specifying the histological lin-
eage, obtaining a 5-year survival rate of 35 % with a me-
dian of 32 mo. In the same series, patients with LM from
sarcoma from different sites had 5-year survival of 31%
with a median of 32 mo'". In a series on 66 cases of LM
from sarcoma from different sites, 3 were localised in the
uterus without specifying the histological lineagem. In this
seties, in addition, it is also stated that sarcoma LM are
not usually sensitive to chemotherapy or chemoembolisa-
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Figure 3 Microscopy. A: Low-magnification microphotography of the metastasis. Periductal infiltration of the neoplasia (arrow). The area of the asterisk corresponds
to the lumen of a large bile duct; B: A high magnification shows mesenchymal neoplastic proliferation with little atypia similar to the endometrial stroma; C, D: Positive
immunostaining of the neoplasia compared to alpha-actin (C) and oestrogen receptors (D).

tion, for which reason surgery with a free margin should
be considered the best therapeutic option[sl.

ESS may occur in extrauterine locations in the ab-
sence of a primary lesion which makes diagnosis mark-
edly difficult™”. Extrauterine ESS originate in previous
sites of endometriosis or following metaplasia of the
pelvic peritoneal wall™. Therefore, in the event of a
liver lesion with ESS histology with no primary uterine
lesion we should make a distinction between malignant
liver endometriosis, liver primary extrauterine ESS, or
undiagnosed liver metastasis from an ESS”. For our
patient, the previous history made the diagnosis of ESS
LM easier.

The number of published cases of liver endometrio-
sis is also very low as there ate only 12 cases published
to 2009, with a malignancy rate of 25%"™'". The im-
plantation mechanism of endometriosis in the liver is
unknown'™", the proximity of liver endometriosis com-
municated to the falciform ligament suggests that the
most probable route is vascular through the falciform
ligament vessels or the umbilical vein®'"",

The CT image of ESS LM does not have specific cha-
racteristics. For our patient, it was a solid-cystic mass just
as the primary ESS-an uncommon fact in LM caused by
tumours in other organs. This finding, in patients with
no previous history of ESS, may lead to an erroneous
diagnosis of malignant or complicated cystic tumour""",
The PET has shown a sensitivity of 80% to detect extra-
pelvic metastasis of uterine sarcomas' ", but the experi-
ence for ESS is low. The PET was negative in our patient.

The prognosis of ESS is correlated with the mitotic
index, the absence of invasion of the myometrium and
the presence of extrauterine disease™*”. Overall survival
at 5 years for the ESS is 65%, but it decreases to 32% in
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those with extrauterine disease. No data are available on
survival following resection of ESS LM because of its
exceptional nature.

In conclusion, ESS LM are exceptionally rare. There
is very little literature on clinical management but we
believe that by extrapolating the data obtained with
LM from sarcomas and uterine tumours and following
the recommendations of the NCCN clinical guide we
should recommend resection as this is considered a re-
sectable extrauterine metastasis. In cases with more sites
of extrauterine disease, resection of LM should also be
performed if the other sites are resectable.
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