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ABSTRACT

Introduction: The presence of two concomitant genital
malignant tumours is a rare phenomenon with an inci-
dence of 0.7%. They are typically localised in the uterus and
ovary, and approximately 50% are identical endometrioid
- endometrioid histological type. In the presence of two dif-
ferent histological types of tumours, diagnosis is easier, but
because of the small number of reported cases, there are
no precise data on their clinical course. Generally, women
with synchronous endometrial and ovarian tumours have
a better prognosis and are more frequently younger, obese,
multiparous and in menopause compared with women who
have metastatic ovarian cancer or endometrial cancer.

Case Report: In this work, we present a 53-year-old
woman who contacted a gynaecologist because of irregular
uterine haemorrhaging. The gynaecological exam revealed
a tumour protruding through the cervical canal. The biop-
sy with initial histopathological diagnosis and additional
ECHO and CT evaluations indicated the presence of a
cervical tumour spreading over the uterus and both uter-
ine adnexa. After surgical intervention, macroscopic and
microscopic analyses of the postoperative material showed
the simultaneous presence of two different malignancies,
ovarian endometrioid carcinoma and poorly differentiated
endometrial stromal sarcoma, which infiltrated all layers of
the uterus, cervix and both fallopian tubes.

Conclusion: The prognosis of synchronous tumours of
the ovary and the uterus is primarily dependent on the stage
and histological type of each tumour. Because of the rather
small number of reported cases, a large part of this phe-
nomenon remains unknown. Our report is the first descrip-
tion of the synchronous occurrence of endometrial ovarian
carcinoma and uterine stromal sarcoma.
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SAZETAK

Cilj rada: Prisustvo dva genitalna maligna tumora u isto
vreme je redak fenomen sa zabelezenom ucestaloséu od 0,7%.
Najcesce su lokalizovani u uterusu i jajniku, od kojih je oko 50%
istovetnog endometrioidno-endometrioidnog histoloskog tipa,
kada je i diferencijalna dijagnoza prema metastatskom tumoru
teska. U slucaju prisustva dva razlicita histoloska tipa tumora,
dijagnoza se lakse postavija, ali zbog malog broja prikazanih
slucajema nema preciznijih podataka o njihovom klinickom
toku. Generalno, Zene sa sinhronim tumorom ovarijuma i endo-
metrijuma imaju bolju prognozu, cesce su mlade, gojazne, pre-
menopauzalne i nerotkinje, u odnosu na obolele od karcinoma
jajnika ili metastatskog karcinoma endometrijuma.

Prikaz slucaja: U ovom radu prezentujemo zZenu staru
53 godine kod koje se na ginekoloskom pregledu zbog po-
jave kontaktnog krvavijenja, otkriva tumor koji prolabira
kroz endocervikalni kanal. Inicijalna biopsija sa patohi-
stoloskom orjentacionom dijagnozom, dodatne CT i EHO
pretrage ukazali su na prisustvo tumora uterusa koji za-
hvata grli¢ i obe adnekse. Makroskopska i mikroskopska
analiza operataivnog materijala pokazuje da se radi o
istovremenom prisustvu dva razlicita maligniteta: endo-
metrioidnog karcinoma jajnika i slabo diferentovanog sar-
koma strome endometrijuma koji je infiltrisao sve slojeve
zida uterusa, grli¢ i obe tube.

Zakljucak: Prognoza sinhromih tumora ovarijuma i
uterusa prvenstveno zavisi od stadijuma i histoloskog tipa
svakog pojedinacnog tumora. Nas prikaz predstavija prvi
opis sinhronog tumora ovarijuma i jajnika u kombinaciji
sarkoma strome endometrijuma i endometrioidnog karci-
noma jajnika. Zbog malog broja opisanih slucajeva kombi-
nacije razlicitih histoloskih tipova ovaj fenomen je jos uvek
nedovoljno poznat.

Kljucne reci: sinhroni tumori ovarijuma i endometriju-
ma, sarkom strome endometrijuma, endometrioidni karci-
nom jajnika.
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Synchronous malignant tumours of the female geni-
tal tract are a rare but known phenomenon, with an inci-
dence of only 0.7%.! Approximately 50% of synchronous
gynaecolog ical malignancies are synchronous tumours of
the uterus and ovary (STOUs).? The most common variant
of STOUs is the combination of endometrioid carcinomas
of the ovary and endometrium, while the occurrence of
uterine stromal sarcoma and adenocarcinoma of the ovary
has not been yet described in the literature. The diagnosis
and treatment of STOUs is no different from the diagno-
sis and treatment of solitary cancers of the female genital
tract. The treatment of choice is surgery, and additional
therapeutic procedures, such as chemotherapy and radio-
therapy, are used depending on the stage of the disease and
histological type of the tumour.

INTRODUCTION

CASE REPORT

A 53-year-old female patient who was multiparous, in
menopause and had a medium body composition reported
to the ambulatory gynaecological examination service af-
ter irregular uterine haemorrhaging. The haemorrhaging

had occurred for the first time since the patient had en-
tered menopause, and she reported no other symptoms.
Her medical history indicated that menarche had started
at 14 years, and her last regular menstrual cycle was at
51 years of age. The patient did not use oral contracep-
tive pills or hormone replacement therapy. A bimanual
gynaecologic examination was conducted and showed
an enlarged uterus. The cervical examination identified
a whitish lesion protruding from the endocervical canal.
A cervical biopsy was performed, and a spotted lesion of
approximately 6 mm was excised. Haematoxylin-eosin
(HE) staining indicated the existence of a tumour with
a high-grade malignancy. The differential diagnosis in-
cluded poorly differentiated adenocarcinoma, stromal
sarcoma and mixed Mullerian tumour . It was suggested
that a definitive histological diagnosis with the simultane-
ous staging of the disease could be made after analysing
the postoperative materials. Before the operation, the pa-
tient underwent ultrasonography (ECHO) and computed
tomography. Transabdominal ECHO showed an enlarged
uterus, 210x130 mm in diameter, with a wall thickness of
up to 70 mm and a right adnexal solid mass, 125x58 mm
in diameter. In addition to visualizing the enlarged uterus
and right adnexal mass, computed tomography (CT) of the
abdomen and pelvis indicated the existence of focal intra-

Figure 1: Macroscopic appearance of the resected operative material (a)
and the tissue cross section (b).

Figure 2: Macroscopic appearance of the right tumour-containing ovary
(a) with a solid and partly cystic appearance at the cross section (b).



peritoneal metastases. CT of the thorax and a bone scan
did not register pathomorphological changes. The gynae-
cological council decision was to carry out radical surgical
treatment due to the possibility of metastases in the right
adnexa. The patient underwent exploratory laparotomy,
total hysterectomy, lymphanodectomy , total omentecto-
my, peritoneal biopsy, and peritoneal lavage.

A histopathologic analysis was performed. The uterus,
left adnexa and right fallopian tube were initially submit-
ted together, while the right ovarian tumour, samples of the
omentum and peritoneum, 30 lymph nodes and 12 ml of
ascites fluid were submitted separately. The uterus weight
was 700 g, and it was 184x136x84 mm in diameter, while
the cervix was 38 mm long with a protruding tumour mass
(Figure 1a). The tissue cross section demonstrated that the
walls of the uterus and cervix were infiltrated by a grey tu-
mour mass, with yellowish areas of necrosis and red areas
of haemorrhage. Tumours with similar macroscopic char-
acteristics filled the lumen and infiltrated the walls of both
fallopian tubes. The largest diameter of the left ovary was
24 mm, with no visible macroscopic changes (Figure 1b).
The right ovarian tumour was enlarged to 72x44 mm in di-
ameter , with a solid and partly cystic structure at the cross
section (Figure 2a, b). The adipose tissue in the omental
and peritoneal samples was of regular morphology, and the
lymph node structure was homogeneous, with diameters
ranging from 7 to 15 mm.

Microscopically, the existence of two morphological-
ly distinct tumours was confirmed. HE staining showed
characteristics similar to the tissues of the uterus, cervix
and fallopian tubes. The tumour was present in all layers
of the uterus wall, with infiltrations into the cervix and

Figure 3: Histological features of
a high-grade endometrial stromal
sarcoma. a) The tumour con-
tained small and moderately sized
cells, with scant cytoplasm and
blurred cell boundaries (HE stain-
ing technique, x200). Immuno-
histochemically, the tumour cells
were diffusely positive for only b)
vimentin, (x400) and remained
negative for c) CKAE1/AE3 (x200)
and d) CD10 (x400).

fallopian tubes. The tumour contained extensive areas of
necrosis and areas of angioinvasion and was composed of
small and moderately sized cells, with scant cytoplasms
and blurred cell boundaries. The nuclei were vesicular,
with prominent nucleoli and numerous mitotic figures
(over 30/10 HPF) (Figure 3a). Immunohistochemically,
the tumour cells were diffusely positive for only vimentin
and remained negative for CD10, S-100, actin, desmin,
LCA, EMA, CKAEL/AE3, ER, PR and CA125 (Figure
3b-d). Based on the microscopic analysis and the tumour
cell immunophenotype, the diagnosis of a high-grade en-
dometrial stromal sarcoma, FIGO stage Illa, was made.?
A microscopic analysis of the HE-stained samples that
matched the cyst found in the right ovary revealed a tu-
mour composed of pseudo-glandular, cribriform and
solid areas of atypical, cylindrical and cuboidal cells with
eosinophilic cytoplasms (Figure 4a). The nucleoli were
hyperchromatic or vesicular, with a moderate number
of mitotic figures. The stoma was relatively sparse and
contained an inflammatory mononuclear cell infiltrate
(Figure 4b). Immunohistochemically, the tumour cells
were positive for CK7, CA125, ER and PR and remained
negative for vimentin and CEA. The proliferation index
was intermediate, with approximately 25% of the nuclei
expressing Ki-67 (Figure 4c-f). Based on the immunophe-
notype, the diagnosis of a moderately differentiated en-
dometrioid carcinoma of the ovary with no tumour ex-
tension (FIGO Ia stage) was made. The left ovary, lymph
nodes, and tissue samples of the omentum and peritone-
um were all free of tumour deposits. Finally, a cytological
analysis of the peritoneal lavage fluid showed no presence
of malignant cells.
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Figure 4: Histological features of
a moderately differentiated endo-
metrioid carcinoma of the ovary.
a) The tumour is composed of
pseudo-glandular, cribriform and
solid areas of atypical cells (HE
staining technique, x200). b) The
malignant cells are polymorphic,
with eosinophilic cytoplasms, hyper-
chromatic or vesicular nuclei and a
moderate number of mitotic figures
(HE staining technique, x400). Im-
munohistochemically, the tumour
cells were positive for ¢) ER (x400)
and d) CK7 (x400) and remained
negative for e) vimentin (x200). f)
The proliferation index was inter-
mediate, and approximately 25% of
the nuclei expressed Ki-67 (x400).

The postoperative course passed without complication,
and the patient was released from the hospital on the 10th
postoperative day. The oncology council decided to con-
tinue the course of treatment with chemotherapy and ra-
diotherapy. However, despite the therapeutic measures im-
plemented, the disease progressed, and secondary deposits
were identified in the liver; the patient died 12 months af-
ter the diagnosis.

DISCUSSION

Synchronous malignant tumours of the female geni-
tal tract are rare, with an incidence ranging from 0.7% to
6%."** They are typically localised in the uterus and ovaries
and are rarely found in the cervix and ovaries or cervix and
uterus.®” The phenomenon of more than two simultaneous
tumours is extremely rare, although Atasever et al previ-
ously described up to 5 simultaneous ovarian cancers in
one patient.?

Studies have shown that approximately 50% of syn-
chronous gynaecological malignancies are tumours of
the uterus and ovaries.> Their incidence and prevalence

is still a subject of debate because of the large differences
in the observed results, which are primarily due to differ-
ent research approaches.’ For instance, population studies
including women with ovarian cancer have reported an
incidence of less than 3%, while analyses of first-stage en-
dometrial carcinoma have reported an incidence of STOUs
of 0.31% .12 Zaino et al have claimed that the incidence
of STOUs in women with ovarian cancer is 10% and no
more than 5% in women with endometrial cancer, while
Irving has reported an incidence of 15-20%.'*'* This in-
consistency is associated with the different characteristics
of the analysed populations, sample size, more organised
prevention methods and more precise diagnostics. This is
particularly important in the case of cancers with identi-
cal endometrioid histological types, with many previously
well-defined pathomorphological criteria for the detection
of STOUs.'>* The histopathological diagnosis of different
histological types of STOUs is not a problem due to the
clearly defined microscopic images and different tumour
immunophenotypes.

The most common histological type of STOUs is en-
dometrioid carcinoma in both locations."” Serous and clear-
cell carcinomas are less frequent, and few cases, if any, are
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related to the combination of granulosa cell tumour of the
ovary and endometrial carcinoma.'® In a series of 30 cases
of STOUs, Rodolakis et al described only one case of uter-
ine endometrioid carcinoma and carcinosarcoma of the
ovary.” The relatively small number of individual cases of
non-endometrioid types of STOUs is the most likely rea-
son for the lack of their precise analysis.® Ours is the first
report of STOUs with endometrial stromal sarcoma (SSE)
and endometrioid carcinoma of the ovary.

SSE is the second most common mesenchymal tumour
of the uterus, with a prevalence of 10% among all malig-
nancies with a mesenchymal component.*® According to
the WHO classification, uterine sarcomas are classified
into two categories: low-grade SSE and undifferentiated
SSE.2! Low-grade malignant SSE typically consists of tu-
mour cells similar to stromal cells in the proliferative phase
of the menstrual cycle, which infiltrate the myometrium,
parametrium and surrounding lymph vessels. In contrast,
undifferentiated SSE is characterised by the absence of
stromal differentiation and is referred to as poorly dif-
ferentiated or high-grade undifferentiated. Endometrioid
carcinomas are present in approximately 10-30% of malig-
nant ovarian tumours, bilateral in 28% of cases and most
frequent in the fifth and sixth decades of life. They derive
from epithelial metaplasia or the focus of ovarian endome-
triosis and by definition are made of cells resembling the
endometrial epitheluim.?! A potential reason for the iden-
tification of STOUs comprising SSE and endometrioid car-
cinoma may be the existence of adenomyosis and ovarian
endometriosis.?>*

Various genetic, embryonic and hormonal factors are
possible reasons for the phenomenon of STOUs.* STOUs
are thought to be associated with hyperoestrogenism dur-
ing chronic anovulation, polycystic ovary syndrome, obes-
ity, oestrogen-producing ovarian tumours and hormone
therapy.”® The multiple genetic alterations observed sug-
gest that the tumours develop independently,'* and Lynch
syndrome is present in 7-9% of patients with STOUs.2*
Most likely, STOUs are caused by different and still un-
known aetiological factors.” The average age of patients
with STOUs is 49-52 years.®'* In contrast to STOUS, ovar-
ian and endometrial cancers occur in older, multiparous,
postmenopausal, obese women who often suffer from dia-
betes or hypertension.” The patient we presented was 52
years old and multiparous with no other features charac-
teristic of patients with STOUs.

The GOG study showed that patients with STOUs have
a much better prognosis compared with patients with met-
astatic ovarian and endometrial cancers. The ten-year sur-
vival rate is 80%, and it is mainly related to the most com-
mon endometrioid/endometrioid type of STOUs.®** The
better prognosis of STOUs is most likely due to the early
detection of ovarian cancer because the illness typically
presents as abnormal bleeding from the uterus.” This does
not apply to our patient, in whom the disease was discov-
ered in an advanced stage, which is why her overall survival
was only thirteen months. The best course of treatment is

surgery with adjuvant chemotherapy and radiotherapy.
Despite all the available treatment measures, most patients
do not live for more than two years after the diagnosis due
to the occurrence of metastasis or relapse within the first
six months of this pernicious illness.”

CONCLUSION

The prognosis of synchronous tumours of the ovary
and the uterus is primarily dependent on the stage and his-
tological type of each tumour. Because of the rather small
number of reported cases, a large part of this phenomenon
remains unknown. Our report is the first description of
the synchronous occurrence of endometrial ovarian carci-
noma and uterine stromal sarcoma.

ABBREVIATIONS

STOU:s - synchronous tumours of the ovary and uterus;
HE - haematoxylin-eosin;

ECHO - ultrasonography;

CT - computed tomography;

LCA - leucocyte common antigen;

EMA - epithelial membrane antigen;

CK - cytokeratin;

ER - oestrogen receptor;

PR - progesterone receptor;

CEA - carcinoembryonic antigen;

FIGO - International Federation of Gynecology and Obstetrics;
SSE - endometrial stromal sarcoma.
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