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Abstract

Introduction

The occurrence of two primary tumors at an interval of no more than two months is called a

synchronous tumor. This also applies to female reproductive organs among which

synchronous occurrence of ovarian and endometrial cancers is most frequently observed. This

phenomenon is observed mainly in young women before menopause. A rare and problematic

diagnostic situation is the synchronous co-occurrence of borderline ovarian carcinoma with

endometrioid carcinoma of the endometrium. The diagnostic problem and treatment of this

combination of cancers are presented in the following case.
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Case description:

A 30-year-old female patient presented to the Gynecologic Oncology Department with a

suspected malignant lesions of both ovaries. She underwent fertility-sparing surgery with

preservation of the left ovary and uterus. Examination of the resected tissues revealed an

endometrioid borderline tumor. During the next hospitalization, an excision of uterine polyps

was performed, during which no neoplastic lesion of the endometrium was observed.

Ultrasound examination, in which the endometrial lesion was also invisible, raised suspicion

of cancer recurrence on the left ovary. The patient was scheduled for resection of the left

ovary with the recurrence and hysterectomy. The histopathological examination performed

confirmed the recurrence on the ovary and showed foci of G1 endometrioid carcinoma of the

uterus.

Conclusions

Cases that meet the criteria for synchronous tumor occurrence should be considered.

Appropriate diagnosis and selection of radical treatment could affect the curability of patients.

Further research on rare combinations of synchronous neoplasms could be helpful in clinical

practice.

Keywords: synchronous cancer, borderline ovarian tumor, ovary cancer, endometrioid cancer,

uterine cancer
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Synchronous neoplasms are called the presence of two or more primary tumors appearing no

more than 2 months apart. The most common multiple primary tumors are located in the

breast, head and neck, gastrointestinal tract, skin, lungs, and male and female reproductive

organs [1]. Synchronous ovarian and endometrial cancers are the most common combination

among all synchronous cancers of the female reproductive organs [2]. The incidence of

synchronous cancers in the ovaries and endometrium is about 3-10% [3,4].

Endometrial ovarian and synchronous endometrial cancer (SEO-EC) is observed in young

premenopausal women [5,6]. It also has a more favorable prognosis compared to other

histologic subtypes of ovarian cancer [7,8]. It is a major clinical problem for gynecologists,

as its diagnosis is very complicated and is based primarily on histopathological criteria

[9,10,2]. It is important to distinguish between double primary cancer, or synchronous cancer,

and metastatic disease as this helps establish an accurate diagnosis and assess the grade of the

tumor and is also essential in selecting optimal follow-up treatment and predicting the

patient's prognosis [11,12].

Endometrioid tumors of the epithelium of the ovary include endometrioid ovarian borderline

tumors (EBOT), which are characterized by atypical or histologically malignant glands or

cysts of the endometrioid type without infiltration of the lining [13]. With increased

frequency, they occur in young women of reproductive age, and although the prognosis is

favorable recurrence on the ovary on the same or opposite side is common[14,15].Ovarian

cancer of the endometrioid subtype is particularly associated with an increased risk of

synchronous endometrial cancer also of the endometrioid subtype[16,17].

Co-occurrence of synchronous primary endometrioid borderline ovarian tumors with

endometrioid endometrial carcinoma is rare. The following description presents a study of

such a case.

Case report

A 30-year-old premenopausal female patient presented to the Gynecologic Oncology

Department in June 2022 due to tumor-like lesions in both ovaries. Additional tests

performed showed high values of HE4-144 and CA125 markers. The ROMA test to assess
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the risk of ovarian malignancy or malignancy of an already detected ovarian tumor obtained a

value of 52.2%.

The patient was qualified for fertility-sparing surgery. A laparotomy was performed, which

revealed a normal-sized uterus and bilateral appendages with smooth-walled tumors. During

the operation, the decision was made to remove the right appendages including the right

ovarian tumor and the left ovarian tumor lesion, sparing the left ovary and uterus. An

intraoperative examination was performed. The examination included a tumor of the right

ovary measuring 7x5x4.5cm, a right fallopian tube measuring 8 cm, and a tumor lesion of the

left ovary measuring 8x6.6x4.5cm.A tumor of the rectovaginal tract/rectovaginal septum with

a diameter of 1.5-2cm was also found, which was also removed. Also, specimens of the

obturator ligament, specimens of the colonic gutter, peritoneum of the bladder, a fragment of

the net, and adhesions of the left ovary with the small intestine were taken. The procedure

and early postoperative course without complications.

The collected material was sent to the path morphology laboratory for histopathological

examination. The test revealed the endometrioid borderline tumor, the presence of foci of

transformation to intraepithelial high-grade G1 endometrioid carcinoma, and the presence of

micro invasion of G1 endometrioid carcinoma not exceeding 5mm in diameter. On the

external surface of the right fallopian tube, the most likely imposition of detached small

pieces of borderline endometrial tumor can be seen. Rectal nodules with the presence of foci

of external endometriosis. Adhesions of the left ovary with the small intestine and left side

colon gutter specimen present foci of internal endometriosis.Other specimens without

neoplastic tissue. A consultative examination performed at reference center confirmed the

histopathological diagnosis.

in September 2023, due to usg suspicious of an endometroid polyp a hysteroscopic procedure

removing the lesion was performed.No other patholologic of the uterine cavity were found.

Hysteroscopic excision of a lesion in the uterus. During the surgical procedure, no other

lesions on the uterine cavity was not noticed .In addition, a papillary lesion of the vulva on

the right side was excised.

A follow-up ultrasound examination showed a cystic lesion on the left ovary, which raised

suspicion of recurrence, and no neoplastic lesion of the endometrium was observed in the

uterus.
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A CT scan of the chest, abdomen, and small pelvis was ordered, which showed an 11 mm

soft-tissue enhancing lesion in the uterine cavity. It was decided to perform a hysterectomy

with the left adnexa spared from the earlier surgery, which was now suspected of recurrence.

The uterine cavity showed mucosa with features of proliferation with nuclear atypia(EIN),

squamous metaplasia, and a superficial mucosa-limited focus of endometrioid carcinoma of

the uterus G1. Reactive lymph nodes are present.

All results indicated the synchronous occurrence of ovarian borderline neoplasm together

with endometrioid subtype uterine carcinoma. Inadequate diagnosis of the uterus and choice

of fertility-sparing treatment led to an undiagnosed endometroid cancer case.

Discussion

Synchronous multiple primary malignancies occurring at the same time are not uncommon in

clinical oncology practice nowadays [18].It is possible to have double primary cancer,

endometrial cancer with ovarian metastasis, and ovarian cancer with endometrial metastasis

[19]. Distinguishing between independent primary tumors and metastasis from one site to

another can be difficult based on clinical and pathological features alone, which contributes

to the search for significant symptoms of these cancers [20]. Numerous studies have been

conducted to improve knowledge of synchronous ovarian and endometrial cancers.

A study of 109,054 patients aged ≥18 years who were diagnosed with primary solid cancer

showed a strong synchronous association between endometrial cancer and ovarian cancer.

The median time from the diagnosis of uterine cancer to the development of another cancer

was 55 days. Moreover, the results suggested that most patients with multiple primary

cancers were older at the time of diagnosis of first cancer than those diagnosed with a single

primary cancer. In addition, the results suggested that the occurrence of synchronous

endometrial and ovarian cancer could be explained by mutation or overexpression of

BRCA1/BRCA2 and MMR genes [1]. Another study showed significant differences in

sonographic images in synchronous primary endometrial and ovarian cancers compared to

endometrial cancer with ovarian metastasis. On ultrasound, ovarian tumors in the

synchronous group were more often multicellular and less often bilateral compared to the

metastatic group. It was also noted that the median largest diameter of the endometrial tumor

lesion was smaller in the synchronous tumor group compared to the metastatic group. The

results raise the observation that knowledge of the ultrasound features of synchronous
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neoplasms may facilitate their preoperative identification, helping the surgeon determine the

optimal management for the patient [21].

In addition, there are indications that foci of endometriosis which were also found in the

described case may contribute to the occurrence of SEO-EC, which should arouse the

vigilance of the clinician and could also be another diagnostic indicator [22,23].

Studies have shown important characteristics of synchronous multiple primary cancers of the

female genital organs and especially synchronous endometrial and ovarian cancers.

Knowledge of the presence of specific mutations, gene overexpression, and sonographic

features could serve as a screening test for confirmation of synchronous cancer type.

Special attention should be paid to the selection of therapeutic options in patients with

uncommon endometrial ovarian borderline tumors (EBOT). A study by Shuang-Zheng Jia et

al. showed an increased incidence of endometrial lesions (including neoplastic type) in

women with EBOT. Therefore, attention was drawn to the need for endometrial biopsy in

women diagnosed with EBOT. In addition, younger women who were unborn and

experienced abnormal vaginal bleeding were more likely to have synchronous endometrial

disorders [24]. Another study noted that due to the young age of the incidence of BOT in

patients, fertility-sparing procedures were the preferred treatment option. However, it has also

been shown that the endometrial subtype of BOT has an increased risk of endometrial

changes which outweighs the benefit of treatment with radical hysterectomy [25]. In cases

where there is a desire to preserve the uterus, a uterine curettage would be required, which

could still be an inadequate prophylaxis [26]. A deeper study and knowledge of these

characteristics would make it possible to refer patients such as the woman described in the

above case who have EBOT for additional diagnostic tests that would enable earlier diagnosis

of endometrial lesions. And a decision on more radical but more appropriate treatment with

hysterectomy would increase the chances of recovery, or prevent the occurrence of pathology

in the endometrium. It is also important to extend the follow-up time for patients with

malignant tumors, as early detection and treatment of other primary malignancies can prolong

survival and improve quality of life [27].

Conclusions

In the diagnosis of cancers of the female reproductive organs after one primary cancer, the

patient should always be observed with increased caution because there is a likelihood of
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another primary cancer as well. In the borderline subtype of ovarian cancer described in this

case, there is a particularly increased risk of an endometrial lesion, which is why it is so

important to know the histological subtype of ovarian cancer. Knowledge of this relationship

would allow early detection of potentially pathological lesions which would have a beneficial

effect on the curability of patients. However, the choice of appropriate treatment for this

particular combination of synchronous cancers remains a difficult decision. Fertility-sparing

treatment with increased risk of endometrial lesions seems as in the above case not sufficient

which outweighs in favor of radical hysterectomy. However, in many situations, it is a

desirable treatment for premenopausal women. The opportunity can be associated with early

diagnosis thanks to the knowledge of the characteristics and the presence of specific

mutations. The presence of mutations is an important diagnostic indicator, which moreover

seems to be an opportunity for appropriate targeted immuno-oncological treatment. More

studies are needed to solve this therapeutic problem.
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