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Synchronous primary ovarian and endometrial carcinomas is a rare condition encountured in
clinical practice, especially in young patients with history of endometriosis. The most frequent
histopatological subtype is endometrioid carcinoma. We present a case of a 36-years old patient
admitted in the Emergency Department for lower abdominal pain and abnormal uterine bleeding.
The clinical and ultrasound examination diagnosed bilateral ovarian cystic tumors, a normal
uterine structure and no abdominal fluid colection. Serum levels of ROMA score was performed
with normal value. The International Ovarian Tumor Analysis (IOTA) criteria used for ovarian
tumors scoring diagnosed a 55% probability for malignant tumors. Laparotomy was performed with
prelevation of peritoneal fluid for citology. After right anexectomy was performed, the
intraoperative histopathological examination diagnosed endometrioid ovarian carcinoma. Left
anexectomy and total hysterectomy with omentectomy and multiple peritoneal biopsy was further
performed. The final histopathological examination confirmed endometroid carcinoma in both
ovaries and endometrial tissue.
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Recent literature shows that synchronous primary ovarian and endometrial carcinoma is the most frequent encountered
diagnosis in case of synchronous reproductive genital tumours.  Coexisting carcinomas of the endometrium and ovaries
were described in 10% of the ovarian and 5% of the endometrial tumors [1-3], the endometrioid carcinoma being most
frequently reported.

Patients with synchronous primary disease have better prognosis compared with patients with single disease and
associated metastasis. The diagnostic accuracy in case of synchronous primary genital tumours is very important because
it changes the treatment care [4-7].

Since 1985, Woodruff et al [8] defined that two or more primary tumors that occur closely in time in a patient are
termed as synchronous tumors and they can arise in the same or different site with different morphologies or in different
sites with the same morphology.

Zaino et al [1] described that synchronous genital carcinomas were misdiagnosed as FIGO stage 1l - endometrial
carcinoma or FIGO stage Il - ovarian carcinoma.

Immunohistochemistry and DNA flow cytometry were used for the distinction of primary tumours with the same
histologic type. The histopathological criteria described by Scully et al [9] were used to differentiate between
independent primary cancers and single malignant tumors associated with metastasis (Table 1).
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Table 1
ENDOMETRIOID TUMORS OF THE OVARY AND ENDOMETRIUM

Histological dissimilarity of the tumors

No or only superficial myometrial mvasion of the endometrizl fumor
Mo vascular space mvasion of the endometnial tamor

Atypical endometrial hyperplasia (zdditionally present)

Abzence of other evidence of spread of the endometrial fumor
Owarian unilateral tuomor (80-90% of cazes)

Ovarian tumoer located in the parenchyma

Mo vascular space mvasion, surface implants or predominant hilar ovanan location
Mo evidence of spread of the ovarian tumor

The presence of ovarlan endometriosis

11 Different ploidy of DNA indices

12 Dissimilar molecular genetic or karvotypic zbnommalities in the tumors
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Experimental part

This paper reports a case of a 36 years old patient hospitalized in the Obstetrics and Gynecology Department,
Emergency County Hospital from Craiova, for pelvic pain and abnormal uterine bleeding. Seven years before being
admitted to the hospital the pacient had a caesarean section delivery for a macrosome fetus.

The clinical gynecological examination revealed a normal uterine cervix with minimal vaginal bleeding, a retroverted
position of the uterus with normal diameter, regulate surface and normal consistence. We diagnosed moderate pain to
compression and mobilisation of the uterus, a bilateral anexial tumor, with elastic consistence and intense pain. The
transvaginal ultrasound examination confirmed bilateral ovarian tumors (Fig 1).

Fig 1. A-Right ovarian tumor with solid and liquidian content.
B-Left ovarian tumor with liquidian content

Biological blood samples and thoracic X-ray were normal. We performed specific ovarian tumor markers CA125,
HE4, B-HCG, CA15-3, CA19-9 and CEA with normal values.

Computer Tomography (CT) with contrast substance was performed. This investigation diagnosed 2 heterogenous
masses of 8/6 cm and 7,4/6,6 cm with fluid density and high marginal captation, the uterus with heterogenous captation
and no lymphatic invasion.

Laparotomy was performed. Peritoneal fluid sample for citology was prelevated and right anexectomy was performed.
The intraoperative hystopathological examination diagnosed endometrioid ovarian carcinoma. Left anexectomy and
total hysterectomy with infracolic omentectomy and multiple peritoneal biopsy was further performed. The
hystopathological examination confirmed endometroid carcinoma in both ovarian and endometrial tissue.

There were no postoperative complications and the patient was discharged on day 6. On endometrial probes, the final
pathological reports described well diferentiated (G1) endometrioid carcinoma with ¥2 myometrial invasion (Fig 2).
Moderate well diferentiated (G2) endometrioid carcinoma was also described on the ovarian probes (Fig 3 and Fig 4).
Peritoneum and omentum biopsy samples were normal. The patient was referred to Oncology Department for specific
treatment.
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g 2. Right ovary-HE (Hematoxylin—Eosin staining) endometroid moderate well
differentiated carcinoma: A) secretory type, HE staining x2.0; B) areas of scuamous metaplasia,

HE staining x2.5; C) secretory type, HE staining x20 ; D) areas of scuamous metaplasia, HE staining x2.5

Fig 3. Left ovary-HE (Hematoxylin—Eosin staining) endometroid moderate well differentiated carcinoma:
A) secretory type, HE staining x2.5; B) secretory type, HE stainig x20; C) areas of endometriosis,
B) HE staining x2.5; D) areas of endometriosis, HE staining x2.5

Fig 4. Uterus-HE (Hematoxylin—Eosin staining) endometrioid well differentiated
A) % myometrial invasion and area of endometriosis, HE staining x2.5 B);
B) % myometrial invasion and area of endometriosis, HE staining x5; C) HE staining x5.

Results and discussions

In our case presentation the diagnosis of synchronous primary endometrial and ovarian cancer was made in a young
patient. Most studies reported this condition in postmenopausal woman [2,3]. Other authors concluded that patients who
develop synchronous primary endometrial and ovarian cancer are younger than patients who develop only endometrial
or ovarian cancer [10], and the signs or symptoms are similar to independent endometrial or ovarian cancer.

The most common symptoms are abnormal uterine bleeding (65%), the presence of abdominal masses (26%) and
abdominal pain (40%). In our case we found similar symptoms. Eifel et al. [11] reported a mean age of 41 years old at
diagnosis of the endometrioid cancer, in contrast with Gynecologic Oncology Group who reported a mean age of 49
years old [1].

Studies examining young females (age less than 45 years) diagnosed with endometrial cancer, reported that 10-29%
were diagnosed with synchronous ovarian cancers. [12,13].
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Eifel et al. [11] concluded that the role of estrogen in case of synchronous genital cancer should be furder evaluated
and the response of the uterine corpus, fallopian tubes and ovarian epithelium as a morphologic unit could explain the
development of synchronous endometrioid tumors in different components of the mullerian system.

In our case, the final histological probes confirmed ovarian endometriosis. This disease is sustained by other authors
as a high-risk factor for ovarian epitelial cancer [14-16]. Accordind to Kurman [17] carcinomas associated with
endometriosis are mostly located at the ovarian sites. He described that the most frequent histological type associated
with endometriosis is the clear cell endometrioid carcinoma. Same authors [17] described a dualist pathway for
epithelial ovarian cancer and divided tumors in two groups: Tip | (low-grade tumors) and Tip Il (high-grade tumors)
(Table 2).

Table 2
PATHWAY FOR EPITHELIAL OVARIAN CANCER
DESCRIBED BY KURMAN

Tip | (low-grade tumors) TIP 11 (high-grade tumors)
Low-grade serous High-grade serous
Low-grade endometrioid Low-grade endometrioid
Clear cells Malignant mixed mesodermal
Mucinous carcinomas Undifferentiated carcinomas

Many authors [18-20] described that the mutation in ARID1A or loss of BAF250a expression are the most
encountered genetic disorders asociated with endometriosis. They concluded that this condition is more frequent in
clear cell carcinomas than epitelial ovarian carcinomas. Mingels et al [21] analized histological samples from 186
pacients diagnosed with epithelial ovarian cancer and discovered high prevalence of atypical hyperplasia in the
endometrium, and reports in 81 pacients(44%) endometrial lesion who was premalignant in 58(31%) pacients and
malignant in 6(3%), primary endometrial carcinoma. Same authors reported a higer body mass index (BMI) in pacients
with atypical endometrial hyperplasia in comparation in pacients with normal endometrium, and performed genetical
tests who described BRCA mutation carriers in both groups.

In this study we didn’t performed imunohistochemical analysys but the previous study remarks that the
immunexpression of EGFR, HER 2-neu and ki 67 was correlated with tumor type and grade differentiation and no
association with the clinical parameters [22].

Regarding the immunexpresion of p53 and p16, Marinas et.al [20] reported in a series of 24 selected ovarian tumors,
that p53 immunostaining was present in all borderline tumors and 85% of carcinomas, the highest PI being observed in
high-grade carcinomas; p16 immunexpresion was identified in 75% of malignant and borderline tumors. He concluded
that the stain had the highest values in high-grade carcinomas and borderline tumors.

In females diagnosed with EOC (endometrial ovarian cancer), the presence of concomitant endometrial
premalignancy has to be taken into account. Most likely, concurrent atypical hyperplasia represents a premalignant stage
of synchronous endometrioid carcinoma [23].

Conservative surgery can be performed in patients diagnosed in the early stages of endometrial ovarian cancer
(EOC), sparing the contralateral ovary and uterus [24-26].

Surgical treatment is the main treatment for endometrial and ovarian cancers. The intervention involves
hysterectomy, bilateral salpingo-oophorectomy, omentectomy and appedenctomy [27,28].

Ayhan et al concluded that the stage of the ovarian cancer and the grade of the endometrial cancer are important
prognostic factors [29,30].

Some authors argue the use of combined hormonal contraception in females with endometriosis as a
chemopreventive factor against gynaecological synchronous malignancies [31-35].

Gungor et al [36] reported that ovarian and endometrial synchronous cancers were the most frequent synchronous
cancers with a 77% survival rate in 21 patients diagnosed with synchronous gynaecological cancers.

Synchronous tumours of the ovary and endometrium have good prognosis especially in the early stages. The survival
rates at 5 and 10 years are 86% and 80%. They depend on the FIGO stage, tumor histology and treatment strategies [37-
40].

Conclusions
It is difficult to diagnose synchronous primary ovarian and endometrial cancers before surgery. This condition is rare
but the diagnosis should be taken into consideration in case of abnormal uterine bleeding associated with ovarian tumors.
In early stages, the prognosis of synchronous primary ovarian and endometrial cancers is significantly improved
compared to metastatic disease. For the metastatic group there is a higher recurrence risk and frequently, the adjuvant
therapy is needed.
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