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ÖZ
Tümörlerin teşhisleri arasındaki süreye bağlı olarak, multipl primer ma-
ligniteler senkron ve metakron tümörler olarak bilinir. Senkron kanserler, 
aynı anda veya ilk maligniteden sonra 6 ay içinde ortaya çıkan sekonder 
tümörlerdir.

Sunduğumuz hastamız ilk önce meme kanseri tanısı aldı ve 3 ay sonra 
endometrium kanseri tespit edildi. Evreleme cerrahisi sırasında ise over 
kanseri tanısı konuldu.

Anahtar kelimeler: Senkron kanser, over, endometrium, meme.

ABSTRACT
Multiple primary malignancies are known as synchronous and metachro-
nous tumors depending on the interval between tumor diagnosis. Synch-
ronous cancers are secondary tumors occurring simultaneously or within 
6 months after the first malignancy. We present a case that breast cancer 
was diagnosed firstly, and then endometrial cancer was diagnosed after 3 
months and at the time of the staging surgery for endometrial cancer she 
was diagnosed with ovarian cancer.

Keywords: Synchronous cancer, ovarian, endometrial, breast.

INTRODUCTION

Synchronous tumors are defined as two or more tumors occurring in a patient 

simultaneously (1). Synchronous multiple primary tumors of the female genital 

tract are well-known phenomenon, comprising only 1% to 6% of all genital 

tract neoplasms (1). Synchronous primary cancers of the endometrium and 

ovary are found in 5% of women with endometrial cancer and 10% of women 

with ovarian cancer (1).

In this report, we present the clinical and pathological findings of a 63 years-

old patient with concomitant ovarian, endometrial and breast cancer.

CASE REPORT

A 63-years-old, gravida 1, parity 1 woman was admitted to the Obstetrics 

and Gynecology outpatient clinic for routine menopause examination. The 

mammogram revealed a suspicious mass with a nodular density 15x13 mm 

in the upper-outer quadrant of the left breast. The breast ultrasound revealed 

a 16x11.1 mm part lobule contoured mass on the left breast at two o’clock 

position, 35 mm far and 6.8 mm deep from the areola. Axillary lymph nodes 

were negative bilaterally. Subsequent fine-needle aspiration biopsy reported 

a suspicious malignancy, and tru-cut biopsy diagnosed an invasive breast 

carcinoma. ER positivity was 100%, PR positivity was 40%. The score of 

Cerb-B2 was 0, and Ki-67 positivity was 30%. There was no in-situ component 

in specimen. One month later patient has undergone left breast conserving 

surgery and intraoperative radiotheraphy. Sentinel lymph node biopsy was 

negative. The pathological diagnosis was grade 2 ductal carcinoma. Tumor 

diameter was 2.8 cm with positive surgical margins. ER, PR, Cerb-B2 

and Ki-67 positivity were 90%, 80%, 0, 20%, respectively. There was no 

lenfovascular invasion. The stage was pNmicT2+M0 Stage II. Letrozole 2.5 

mg was started. In PET CT, the involvement was seen in uterus. Transvaginal 

ultrasonography showed 22x5 mm heterogenous lesion at endometrium 

and 23x12 mm lesions in right ovary. After medical oncology consultation 

the endometrial biopsy was performed and the pathological diagnosis was 

non-endometrioid serous carcinoma type II. After the staging surgery; the 

diagnosis was serous type II endometrial carcinoma and invasion in the left 

ovary, left tuba uterina and right fimbria, and primary ovarian granulosa cell 

tumor in the right ovary. The stage was FIGO IIIB. After 4-month she received 

6 courses of Carboplatin and Paclitaxel. Then 50 Gy pelvic RT and  two 

sessions of  intracavitary RT were performed for endometrial cancer. After 

4 months of treatment Ca-125 level was 366 U/ml. The thoraco-abdominal 

CT revealed pulmonary nodules and metastases in the liver. PET-CT revealed 

metastatic lesions in the abdomen and pelvis. Three cycles of topotecan were 

administered. Chemotherapy was postponed due to leukopenia. Megace 

3x160 mg was planned. One month later she was hospitalized for supportive 

therapy for ascite. She was consultated to neurology clinic due to fatigue and 

she was diagnosed with common sensorymotor polyneuropathy. Patient died 

one month later due to the terminal phase of the disease.
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DISCUSSION

Multiple primary malignancies can be divided into two categories such as 

synchronous and metachronous tumors depending on the interval between 

tumor diagnosis. Synchronous cancers are secondary tumors occurring 

simultaneously or within 6 months after the first malignancy; metachronous 

multiple malignancies are secondary cancers that developed after more 

than 6 months from the first malignancy (3). In our case, breast cancer 

was diagnosed firstly, and then endometrial cancer was diagnosed after 3 

months and at the time of the staging surgery for endometrial cancer she 

was diagnosed with ovarian cancer. Thus the final diagnosis of our case was 

synchronous triple primary malignancies.

The mechanisms of multiple primary cancers are not clear and the genetic 

susceptibility, the immune system of patients, and the intensive exposure 

to carcinogens including chemo- and/or radiotherapy used in the treatment 

of tumors  thought to be responsible for the development of cancer. It is 

suggested that the treatment used for the first malignancy has resulted in 

some damage of specific regions of DNA with chromosome rearrangement 

or loss responsible for tumorigenesis (2). A secondary malignancy could be 

defined as a new cancer that occurs as a result of previous treatment with 

radiation or chemotherapy. The role of hormone therapies must be considered 

at developing secondary malignancies, too (3).  

Genetic susceptibility and the carcinogenic effect of radio/chemotherapy have 

been largely proposed for the development of secondary malignancies. It is 

known that people with a family history of cancer will inherit genetic cancer 

susceptibility as a risk factor and moreover, patients treated and survivors of 

earlier cancers with genetic susceptibility have an increased risk of multiple 

primary malignancies (2). There was no family history of our case.

Synchronous tumors are defined as two or more tumors occurring in a patient 

simultaneously (1). Synchronous carcinoma of ovary and endometrium is 

the most common with an incidence of 10% of the patients with ovarian 

cancer (1). In the literature, a few cases with synchronous multiple primary 

gynecological cancers has been reported (4,5). Our case was diagnosed with 

breast, ovarian and endometrial primary malignancies.

The etiology of synchronous malignancy is uncertain but it has been postulated 

that embryologically similar tissues of the female genital tract may develop 

synchronous neoplasms when simultaneously subjected to carcinogens (1). 

Another suggestion says that the extended Müllerian system, comprising the 

ovarian epithelium, fallopian tube, uterine corpus, and cervix, may respond 

as a single morphologic unit to produce primary carcinomas in multiple sites 

(6). Others suggest that these neoplasms originate in metaplasia occurring 

in histologically similar epithelium of the genital tract and peritoneum 

(7).  Soliman et al. found that young age, obesity, premenopausal status, 

and nulliparity were the distinct clinical characteristics of the women with 

synchronous primary cancers of the endometrium and ovary, and authors 

suggested that a hormonal field effect might account for the development of 

the simultaneous endometrioid cancers (8). But in contrast to the literature, 

our case was advanced age, postmenopausal status and multiparous.

In the literature, some authors published that women with previous breast 

cancer had an elevated risk of developing a second primary gynecologic 

cancer compared with the general population (9). Arpacı et al. found that the 

gynecologic cancers were the most common cancers among women suffered 

from breast cancer (3). They suggested that radiotherapy or chemotherapy 

which the patients have received for their first cancer could play an important 

role in the development of multiple primary malignancies. In our case, the 

process is similar to the literature. On the other hand, the granulosa cell 

tumors are hormonally active tumors and these tumors produce estradiol 

(10). In our case, 80% consisting of estrogen receptor positivity in breast 

and the estrogen secreted from ovarian tumor may have been effective in the 

progression of breast cancer.

Synchronous cancers in the endometrium and ovary of female genital tract 

are rare, but well-recognized events (6). The most common ovarian histology, 

in series including synchronous primary neoplasias of the endometrium and 

ovary is endometrioid type (8). In contrast to literature, the ovarian histology 

of our case was adult type granulosa cell tumor and the endometrial histology 

was serous adenocarcinoma.

The association of endometrial and ovarian cancer can be divided into 3 

groups: 1) ovarian metastasis of endometrial cancer, 2) endometrial metastasis 

of ovarian cancer, 3) Synchronous primary cancers of the endometrium 

and ovary (9). The distinction between dual primary cancer and metastatic 

lesion from one primary cancer is relatively easy when histologies of the two 

cancers are different from one another. When both tumors share the same 

histologic features, it may be difficult to distinguish between metastatic and 

independent malignancies (11). In our case, the endometrial cancer type was 

serous adenocarcinoma and the ovarian tumor type was adult type granulosa 

cell tumor. These different histologic types of tumors support synchronous 

primary cancers diagnosis.

It is important to distinguish multiple primaries from metastatic lesions 

because they carry a different prognosis. The criteria of identification of the 

synchronous primary cancers include either different histologic types (major 

criterion) or all of the following minor criteria: both tumors confined to primary 

sites, no direct extension between tumors, and no lymphvascular tumor 

emboli, no or only superficial invasion and distant metastasis (6). 

When compared with patients having metastatic lesions, synchronous 

primary cancer had a much better survival rates than a metastatic case due 

to the detection of patients at earlier clinical stage and lower grade (1).It is 

known that the endometrial cancer usually produces earlier symptoms, thus 

diagnosed at early stage. But our case did not present any symptoms that 

lead to early diagnosis and the endometrial cancer stage of our case was 

FIGO stage IIIB. This stage includes the vaginal and/or parametrial involvement 

(12). It is known that the survival rates of stage III tumors are 45% (13). Based 

on histopathology endometrial cancer type of our case was type II. Type II 

endometrial cancers are not hormone dependent and they have p53 mutations 

and loss of heterozygosity at several chromosomal loci. They are associated 

with early spread and worse prognosis (13).

Patients with simultaneous endometrial cancer and ovarian cancer have a 

significantly better prognosis than patients with advanced endometrial cancer 

and ovarian metastasis. Also, synchronous primaries show better survival 

rates than single aggressive ovarian cancers (14). Surgical treatment alone 

may be enough for early stage patients. Chemotherapy plus radiotherapy may 

be necessary for advanced stage patients (15). Due to the stage of our case, 

surgery was followed by pelvic RT and chemotherapy. In the follow-up the 

megestrol acetate was added to therapy. Unfortunately, our case has poor 

prognosis with advanced stage and she died 22 months after diagnosis.
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