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Summary

Fibroid most commonly presents in the reproductive age group and presence of fibroid with postmenopausal bleeding is a rare entity and
all investigations and measures should be done to rule out leiomyosarcoma. A 45-year-old female had attained menopause 3 year back and
developed postmenopausal bleeding since 2 months, with palpable mass, of 24 weeks size. Ultrasonography showed multiple whorled mass
lesions, endometrium and myometrium could not be seen separately. Total abdominal hysterectomy with bilateral salpingoophorectomy was
performed. Intraoperative findings showed 24 weeks uterine mass with size 17.5x15.5x 11.5 cm and weight 1.9 kg with multiple, intramural
fibroids. Cut section of removed specimen showed black and yellow necrotic and haemorrhagic areas with degenerative changes suggestive

of malignancy. Histopathology reported epithelioid leiomyosarcoma.

BACKGROUND

Leiomyosarcoma is a relatively rare form of cancer, compris-
ing between 5 and 10% of soft tissue sarcomas, which are in
themselves relatively rare.! 2 Leiomyosarcomas can be very
unpredictable. They can remain dormant for long periods of
time and recur after years. It is a resistant cancer, meaning
generally not very responsive to chemotherapy or radiation.
The best outcomes occur when it can be removed surgi-
cally with wide margins early, while small and still in situ.
Uterine epithelioid leiomyosarcoma is an unusual smooth

muscle neoplasm. It is distinguished on cytoarchitectural
grounds from the majority of leiomyosarcomas that arise
in the uterus.® After excluding carcinosarcoma, leiomyosa-
rcoma has become the most common subtype of uterine
sarcoma. However, it accounts for only 1-2% of uterine
malignancies. Most occur in women over 40 years of age
who usually present with abnormal vaginal bleeding (56%),
palpable pelvic mass (54%) and pelvic pain (22%).* Signs
and symptoms resemble those of the far more common
leiomyoma and preoperative distinction between the two

Figure 1 Postoperative specimen of the enlarged uterus.
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tumours may be difficult. Nevertheless, malignancy should
be suspected by the presence of certain clinical behaviours,
such as tumour growth in menopausal women who are
not on hormonal replacement therapy.® Occasionally, the
presenting manifestations are related to tumour rupture
(haemoperitoneum), extra-uterine extension (one-third to
one-half of cases), or metastases. Only very rarely does a
leiomyosarcoma originate from a leiomyoma. We report a
case of epithelioid leiomyosarcoma of uterus.

CASE PRESENTATION

A 45-year, para 3, presented with heavy postmenopau-
sal bleeding since 2 days. She has attained menopause 3
years back. Her menstrual history was normal. Her gen-
eral examination was normal. Abdominal examination
revealed 24 weeks size uterine mass with well-defined
margins and bosselated surface without any tenderness.
It was mobile from side to side. Cervix was deviated to
left side and pulled upwards. Clinically it was diagnosed as
fibroid uterus with query malignant potential.

INVESTIGATIONS

Ultrasonography revealed enlarged uterus with multi-
ple whorled mass lesions, largest of size 8.6x7.1 cm, not
extending into the abdomen and pelvis, normal adnexa,
endometrium and myometrium could not be seen sepa-
rately. Blood group was B positive, haemoglobin-11.3 g%,
pneumococcal conjugate vaccine-33.4%, total leucocyte
count-7900 cu.mm, platelet count 279x103/yl, prothrombin
time-16.5 s. Chest x-ray and ECG were normal.

DIFFERENTIAL DIAGNOSIS
» Uterine fibroid with sarcomatous degeneration
» Endometrial stromatosis.

TREATMENT

Total abdominal hysterectomy with bilateral salpin-
goophorectomy was performed under general anesthesia.
Intraoperative findings showed 24 weeks uterine mass with
size 17.5x15.5x11.5 cm and weight 1.9 kg with multiple,
intramural fibroids (figure 1). Cut section of removed spec-
imen showed black and yellow necrotic and haemorrhagic
areas with degenerative changes suggestive of malignancy
(figure 2). Abdominal cavity was palpated for any second-
aries or lymphadenopathy but it revealed no abnormality.
Postoperatively she received one unit of blood transfusion
and injectable antibiotics (third generation cephalosporins
and metronidazole) for 2 days. Postoperative period was
uneventful. Low power (10x) histopathology reported lei-
omyoma with sarcomatous degeneration (figure 3). With
high power microscopy (100x) epithelioid leiomyosarcoma
with more than 10 mitosis per 10 was seen (figure 4). CT
scan abdomen and pelvis, done on 10th postoperative day
was normal. She was discharged with necessary follow-up
advice on 14th postoperative day.

OUTCOME AND FOLLOW-UP
She reported on 30 June 2011 and is asymptomatic.

DISCUSSION

Uterine leiomyosarcoma (ULMS) are a rare and aggressive
form of uterine cancer as compared with the more common
endometrial carcinomas and are associated with a poorer
prognosis. ULMS tumours account for approximately 1%
of patients with uterine cancer with an estimated annual
incidence of 0.64 per 100 000 women.5 7 ULMS are of
high metastatic potential with 5-year overall survival rates
varying between0 and 73%.8 ¥ ULMS occur primarily in

Figure 2 Cut section of the specimen: size 17.5x15.5x 11.5 cm, weight-1.9 kg multiple, intramural fibroids. Black and yellow necrotic

and haemorrhagic areas.
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Figure 3 Low power microscopy of the specimen showing leiomyoma with sarcomatous degeneration.

Figure 4 High power microscopy showing epithelioid leiomyosarcoma with more than 10 mitosis per 10 high power fields.

women 40 to 60 years of age. The most frequent present-
ing symptoms are abnormal vaginal bleeding and pelvic
or abdominal pain. The amount of bleeding ranges from
spotting to menorrhagia and is often associated with
foul-smelling vaginal discharge. Less common symptoms
include weight loss, weakness, lethargy and fever. On pel-
vic examination, the uterus is often enlarged, and in some
cases part of the tumour may prolapse through the cervical
os and into the vaginal canal. Diagnosis is usually not made
before surgery, thus many patients present with advanced
disease. The rarity of these tumours has prevented the per-
formance of large epidemiological studies to identify risk
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factors. Data regarding parity, onset of menarche, or age at
menopause as risk factors are inconclusive.

Uterine leiomyosarcoma is an extremely uncommon can-
cer that affects as few as seven adult women in a million.
The 5-year survival rates for women who are diagnosed
in Stage I of the disease is around 50 to 65 per cent.!0 11 If
the disease is more advanced at the time of diagnosis, the
5-year survival rate for uterine leiomyosarcoma drops to
0 to 20 per cent. The poor prognosis is largely due to two
factors, the high incidence of recurrence and the ease with
which the disease can spread to other organs of the body
through the blood and lymphatic systems.
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The histopathologic diagnosis of uterine leiomyosa-
rcoma is usually straight forward since most clinically
malignant smooth muscle tumours of the uterus show
the microscopic constellation of hyper cellularity, severe
nuclear atypia, and high mitotic rate generally exceeding
15 mitotic figures per 10 high-power fields (MEF/10 HPF).1?
13 Finally, mitotic count was also a significant factor in the
subset of 97 stage I uterine LMSs, along with period and
menopausal status in the study by Larson et al. Moreover,
one or more supportive clinicopathologic features such as
peri- or postmenopausal age, extra uterine extension, large
size (over 10 cm), infiltrating border, necrosis and atypi-
cal mitotic figures are frequently present. Epithelioid and
myxoid leiomyosarcomas, however, are two rare vari-
ants which may be difficult to recognise microscopically
as their pathologic features differ from those of ordinary
spindle cell leiomyosarcomas. In fact, nuclear atypia is
usually mild in both tumour types and the mitotic rate is
often 3 MF/10 HPE In epithelioid leiomyosarcomas, necro-
sis may be absent and myxoid leiomyosarcomas are often
hypo cellular. In the absence of severe cytologic atypia and
high mitotic activity, both tumours are diagnosed as sar-
comas based on their infiltrative borders.!* The minimal
pathological criteria for the diagnosis of leiomyosarcoma
are more problematic and, in such cases, the differential
diagnosis has to be made, not only with a variety of benign
smooth muscle tumours that exhibit atypical histologic
features and unusual growth patterns.

Very few cases are reported in the literature. Similar stud-
ies have been reported by Toyoshima et a/'> whereby they
observed a massive vaginal bleeding from a cervical tumour
in a Japanese woman. A total hysterectomy with bilateral
salpingo-oophorectomy was performed. Histological find-
ings led to a diagnosis of epithelioid leiomyosarcoma of
the uterine cervix. The patient underwent adjuvant chem-
otherapy and has been disease-free for over 20 months.!6
Wang et al recently reported clinical pathological param-
eters such as tumour cell necrosis and lymphovascular
invasion as the presenting symptom of epithelioid leiomy-
osarcoma and reviewed 27 cases (17 spindled, 5 epithe-
lioid, 2 myxoid and 3 mixed) of leiomyosarcomas.!

The best chance for a cure is an isolated LMS tumour
that was surgically excised with wide, clear margins, while
it was small. Even some of these patients have recurrences
or metastases, though the ‘still clear’ rate may be as high as
80 or 90% at 5 years. A larger, high-grade tumour is much
more likely to recur or metastasise. The rate of recurrence
or metastasis may be as high as 80% or more for these
tumours. With a metastasis, if you can have it surgically
excised with wide, clear margins, you may again have a
chance for a cure. However, you are likely to get more
metastases. If you are c-kit positive,! if you respond to
STI-571, choice is chemotherapy. Doxorubicin, the chem-
otherapeutic agent that is most successful against LMS so
far, is not that successful. About 30% of the patients will
experience a partial success rate. A very, very few may go
into what looks like complete remission. The rest will not
respond to doxorubicin. And the response does not last
that long (months). Doxorubicin is also very toxic to heart,
bone marrow and liver. Its cardio toxicity is so powerful,
that there is a lifetime dosage of doxorubicin that must
not be exceeded. Presently, in the literature, chemotherapy
regimens containing doxorubicin are the chemotherapeutic
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choices with the highest response rates.!® There are, how-
ever, other choices of agents, and many clinical trials of
other treatments going on.

» A uterine epitheliod leiomyosarcoma is a rare
malignant (cancerous) tumour that arises from
the smooth muscle lining the walls of the uterus
(myometrium). Leiomyosarcoma is a form of cancer.

» The exact cause of leiomyosarcoma, including uterine
leiomyosarcoma, is unknown. Leiomyosarcomas
require a high index of clinical suspicion because
uterine fibroid in a postmenopausal female complaining
of per vaginum bleeding and abdominal distension
is very rare and difficult to judge on basis of clinical
examination.

» The 5-year survival rates for women who are
diagnosed in Stage | of the disease is around 50 to
65 per cent. If the disease is more advanced at the
time of diagnosis, the 5-year survival rate for uterine
leiomyosarcoma drops to 0 to 20 per cent.
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