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Uterine endometrial stromal sarcoma revealed after treatment
of uterine fibroid with ulipristal acetate: a case report
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Summary

Background: High-grade endometrial stromal sarcomas (ESS) are very rare uterine tumors which grow from endometrial stroma and
include less than 2% of uterine malignant tumors. Preoperatively it is often difficult to diagnose these tumors due to its image of be-
nign tumors. The authors present a first in the literature, case of a 47-year-old patient with high-grade ESS diagnosed in histopathological
examination after treatment with ulipristal acetate. Case Report: Patient was operated with recognition of leiomyoma and was after three
months treatment of uterine fibroid with ulipristal acetate. The histopathological examination revealed a high grade ESS and endometrium
had the features of hyperplasia without atypia. One month after first operation, patient was reoperated to expand surgery according to
oncologic protocol and remove cervix, adnexa, pelvic and para-aortic lymph nodes, and explore pelvic and abdominal cavity. All these
organs were without neoplastic features. Patient was qualified to postoperative radiation and chemotherapy. Conclusions: In ESS hor-
mone receptors are usually positive and activity of progesterone receptor modulators can influence on course of disease. This case re-
port suggests that the patients qualification for treatment should be preceded by careful and precise clinical examination with precise

ultrasound assessment of myoma, flow in uterine arteries, and pattern of flow inside fibroid tumor.
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Introduction

High-grade endometrial stromal sarcomas (ESS) are very
rare uterine tumors which grow out from endometrial
stroma and include less than 2% of uterine malignant tu-
mors [1, 2]. New WHO classification of endometrial stro-
mal tumors (EST) from 2014, distinguishes its four
categories: endometrial stromal nodule (ESN), low-grade
endometrial stromal sarcoma (LGESS), high-grade en-
dometrial stromal sarcoma (HGESS), and undifferentiated
uterine sarcoma (UUS) [2, 3]. High-grade ESS character-
izes destructive myometrial invasion [1]. Preoperatively it
is often difficult to diagnose these tumors due to their image
of benign tumors, especially in younger patients. ESS af-
fects women at the age of 42-58. They present with ab-
normal uterine bleeding, uterus enlargement, long menstru-
ation with high blood lost, and sometimes pelvic pain.
These symptoms are non-specific and the same as in case
of uterine myomas [4]. In routine ultrasound examination
it is also difficult to distinguish the fibroid from sarcoma.
Fast growth of the fibroid is disquieting. Characteristic
may be also incorrect low resistance of Doppler flow in the
uterine vessels. Hata et al. and West evaluated the uterine
blood flow in the case of the uterus with and without a
pathology. A resistance index (RI) indicator estimated as
an average of 0.51 in sarcomas and cervical cancers versus
0.88 in case of normal uterus [5, 6]. Sladkevicius et al. also
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observed a low pulsatility index (PI) (< 1.0) in the case of
malignant pelvic tumors [7]. Hence, a Doppler analysis of
the uterine arteries may be an useful in the differentiation
of malignant and benign tumors. Larger than 1 cm fibroids
have characteristic vascular pattern with vascularized cap-
sule surrounding the avascular fibroid [8], while sarcomas
have irregular vasculature in all tumor on Doppler evalua-
tion [9]. In the case of symptomatic uterine fibroids, surgi-
cal treatment can be applied. Alternative to this is
pharmacological treatment. The newest drug for the treat-
ment of uterine fibroids is ulipristal acetate - an oral selec-
tive progesterone-receptor modulator [10]. This conserv-
ative treatment is good acceptable by patients, who want to
avoid surgery or have more sparing procedure. In all avail-
able researches it was observed beneficial effect in the
form of decrease of fibroids volume and concomitant
symptoms [11-13]. However the use of ulipristal acetate
also causes certain changes in the endometrium (subnuclear
vacuolization, mitoses, apoptosis, abnormal stromal ves-
sels). After one course of 13 weeks of UPA treatment, there
were observed rare cases of hyperplasia without atypia and
polyps [14]. Usually it was demonstrated that changes in
endometrium called as PRM-associated endometrial
changes (PAEC) are reversible and use of progesterone re-
ceptor modulators does not cause precancerous lesions and
endometrial cancer [11, 15]. The clinical efficacy and tol-
erability profile of ulipristal acetate have been the object of
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two randomized, double-blinded, multinational, phase III
trials: PEARL I and PEARL II. There were no adverse ef-
fects on endometrial tissue or conversion fibroids to sar-
coma [12, 13, 16].

Patients qualification for treatment, such pharmacologi-
cal as surgical, should be preceded by careful and precise
clinical examination [17, 18]. However, as already men-
tioned, sarcoma often does not give the characteristic symp-
toms and diagnosis of such tumors can be difficult [19]. In
case of ESS, when usually hormone receptors are positive,
activity of receptors’ modulators can also influence on
spread of disease [20]. When the growth of a uterine
myoma during treatment with UPA is observed, in such a
cases, a possible sarcoma should be considered. In case of
abnormal uterine bleeding before treatment with UPA we
should also exclude endometrial pathology by the en-
dometrial biopsy to avoid misdiagnoses of endometrial
pathology.

Surgical treatment is essential for ESS. Hysterectomy
with bilateral adnexectomy and resection of the macro-
scopic lesions is recommended as a standard treatment for
ESS. The need of pelvic/abdominal lymphadenectomy in
each case is discussed [21]. The use of adjuvant chemother-
apy, radiation therapy, and endocrine therapy remains also
controversial [1, 22].

The authors describe a case of 47-year-old patient with
high-grade endometrial stromal sarcoma revealed after
treatment of uterine fibroid with ulipristal acetate. This is
the first such a case described in the literature.

Case Report

In this case report the authors present the treatment which is al-
ready approved for clinical use at the authors’ institution. The pa-
tient has been underwent pharmacological and operational
treatment widely applicable in such cases.

Written informed consent was obtained from the patient for
publication of this Case report. A copy of the written consent is
available for review by the Editor-in-Chief of this journal.

A 47-year-old patient was admitted to the Department of Gy-
necology, Endocrinology and Gynecological Oncology of
Pomeranian Medical University in Szczecin on November 12,
2015 with complaints of pelvic pain lasting one week. Last men-
strual period was on November 6, 2015. She menstruated regu-
larly every 28 days. Menstrual bleedings were painful and heavy,
with blood clots. On admission patient was in a good general con-
dition. Blood pressure was 120/70 mmHg, heart rate 78/minute,
and temperature of 36.4°C. In gynecological examination of the
uterus was anteflexed, painful during motion, and enlarged. The
areas of both adnexa were tender on palpation. Transvaginal ul-
trasound examination revealed anteflexed uterine corpus with in-
tramural uterine myoma diameter of 5.6 cm and volume of 58.42
cm? in anterior wall. Endometrium was 6-mm-thick. Right and
left ovary were normal with small ovarian follicles. Blood flow in
both uterine arteries was normal and RI and PI were 0.81 and 2.12
in right uterine artery and respectively, 0.67 and 1,09 in left uter-
ine artery, and vascularization pattern in uterine tumor was typi-
cal for myoma. In laboratory tests hematological examination

showed: white cell count 8.14 thousand/ul, red cell count 3.98
mln/ul, hemoglobin 12.6 g/dl, and hematocrit 36.0% but patient
was taking supplements with ferrum because of revealed in pre-
vious laboratory tests anemia.

Because of found uterine myoma with clinical symptoms, the
patient qualified for three months treatment of ulipristal acetate
(UPA) in a dose of 5 mg once a day, in order to prepare for more
sparing operation by laparoscopy.

After three months, palpation uterus was enlarged and size was
the equivalent of 12 weeks of gestation. Transvaginal ultrasound
examination showed myoma size of 8 x10 cm and volume of 384
cm?. Myoma had features of necrosis. Endometrium was 13-mm-
thick. Blood flow in right uterine artery was normal and RI was
0,88 and PI was 2.29. On the left side, because of localization and
size of myoma, assessment of blood flow in uterine artery was
impossible.

Because of uterine myoma growth and its appearance with sug-
gestion of necrotic foci inside it, patient was qualified for suprac-
ervical hysterectomy without adnexa by laparotomy. Uterine
tumor was removed in one part with uterine corpus without dam-
age. Postoperative follow-up was without complications and the
patient was discharged on the seventh day post-operation.

The histopathological examination revealed a HGESS, meas-
uring 6 cm, which diffusely infiltrated the uterine muscle and in-
cluding inner necrosis and features of angioinvasion. Mini-mal
margin surrounding tumor was 1 cm. Inside the tumor immuno-
histochemistry revealed the presence of CD 10 and desmin in tu-
moral cells, and progesterone receptors were positive. Staining
for Ki-67 was positive in 70% of the tumor cells. Endometrium
had the features of hyperplasia without atypia.

After histopathological result, patient underwent CT. In CT im-
ages tumor size of 77x26x46 mm, partially solid and cystic, in the
region of cervix was described. Para-aortic lymph nodes had a di-
ameter of 10 mm and no other abnormalities were described. One
month after first operation, patient was reoperated to expand sur-
gery according to oncologic protocol and remove cervix, adnexa,
and pelvic and para-aortic lymph nodes. In the place of described
in CT tumor, inter-adhesion spaces were revealed. In removed tis-
sues, histopathologic examination excluded abnormalities and nei-
ther para-aortic lymph nodes nor the pelvic ones presented
micrometastasis. Patient was qualified to postoperative radiation
and chemiotherapy.

Discussion

Endometrial stromal sarcomas affects women at the age
of 42-58. They present with abnormal uterine bleeding,
uterus enlargement, long menstruation with high blood loss,
and sometimes pelvic pain. These symptoms are non-spe-
cific and the same as in case of uterine myomas [7]. All
these symptoms also presented the current patient. In rou-
tine ultrasound examination, it is difficult to distinguish the
fibroid from sarcoma. Fast growth of the fibroid is disqui-
eting. Characteristic may be also incorrect low resistance of
Doppler flow in the uterine vessels. Hata et al. and West
evaluated the uterine blood flow in the case of the uterus
with and without a pathology. An RI indicator estimated as
an average of 0.51 in sarcomas and cervical cancers versus
0.88 in case of normal uterus [8, 9]. Sladkevicius et al. also
observed a low PI (< 1.0) in the case of malignant pelvic tu-
mors [10]. Hence, a Doppler analysis of the uterine arter-
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ies may be useful in the differentiation of malignant and
benign tumors. Such low values of PI and RI as observed
in these studies; in the case of malignant tumors, were not
observed in the present patient. Larger than 1 cm fibroids
have characteristic vascular pattern with vascularized cap-
sule surrounding the avascular fibroid [21], while sarcomas
have irregular vasculature in all tumor on Doppler evalu-
ation [22]. In the presented case there were no clear indi-
cation of the presence of sarcoma in ultrasound
examination.

In the case of symptomatic uterine fibroids, surgical treat-
ment can be applied. Alternative to this is pharmacological
treatment. The newest drug for the treatment of uterine fi-
broids is ulipristal acetate [ 10]. This conservative treatment
is acceptable by patients, who want to avoid surgery or un-
dergo a more sparing procedure. In all available researches
it was observed beneficial effect in the form of decrease of
fibroids’ volume and concomitant symptoms [11-13]. How-
ever the use of ulipristal acetate also causes certain changes
in the endometrium (subnuclear vacuolization, mitoses,
apoptosis, abnormal stromal vessels). After one course of
13 weeks of UPA treatment there were rare cases observed
with hyperplasia without atypia and polyps [14]. Usually
it was demonstrated that changes in endometrium called as
PRM-associated endometrial changes (PAEC) are re-
versible and the use of progesterone receptor modulators
do not cause precancerous lesions and endometrial cancer
[11, 15]. The clinical efficacy and tolerability profile of
ulipristal acetate have been the object of two randomized,
double-blinded, multinational, phase III trials: PEARL I
and PEARL II. There were no adverse effects on endome-
trial tissue or conversion fibroids to sarcoma [12, 13, 16].

Patients’ qualification for treatment, such pharmacolog-
ical as surgical, should be preceded by careful and precise
clinical examination [17, 18]. However, as already men-
tioned, sarcoma often does not give the characteristic symp-
toms and diagnosis of such tumors can be difficult [19]. In
case of ESS, when usually hormone receptors are positive,
activity of receptors’ modulators can also influence on
spread of disease [20]. A case when we observe growth of
uterine myoma during treatment with UPA should be care-
fully considered, and always in such a cases a possible sar-
coma should be considered. The present patient qualified
for supracervical hysterectomy by laparotomy to avoid
morcellation and its impact on the risk of spreading malig-
nant tissues. In case of abnormal uterine bleeding before
treatment with UPA we should also exclude endometrial
pathology by the endometrial biopsy to avoid misdiagnoses
of endometrial pathology.

Sarcomas are very rare and difficult to diagnose in clin-
ical and ultrasound examination. Even despite a strict ex-
amination, sometimes we cannot avoid a mistake in the
differential diagnosis between myoma and sarcoma. Be-
cause of the fact that among available treatment methods of
uterine myomas, more popular is conservative treatment

with ulipristal acetate, and hence more patients will be eli-
gible for this treatment. Therefore the patients qualification
for treatment should be preceded by careful and precise
clinical examination with precise ultrasound assessment of
myoma, flow in uterine arteries, and pattern of flow inside
fibroid tumor.

Conclusion

Sarcomas are very rare and difficult to diagnose in clin-
ical and ultrasound examination. Even despite a strict ex-
amination sometimes we cannot avoid a mistake in
differential diagnosis between myoma and sarcoma. Be-
cause of the fact that among available treatment methods of
uterine myomas, more popular is conservative treatment
with ulipristal acetate, hence more patients will be eligible
for this treatment. Therfore the patients’ qualification for
treatment should be preceded by careful and precise clin-
ical examination with precise ultrasound assessment of
myoma, flow in uterine arteries, and pattern of flow inside
fibroid tumor to exclude possible sarcoma. Growth of uter-
ine myoma during treatment with UPA and the features of
inner necrosis can predict sarcoma. In such a case surgical
treatment with principles of oncological aseptic rules is es-
sential.
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