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Synchronous primary
malignancy of breast and
endometrium in
premenopausal women - A rare

case report

Anurag Bhattacharjee', Geetika Malhotra?~, Harshal
Ramteke®, Dhirendra Wagh?, Sandip Shinde!

ABSTRACT

Synchronous primary cancer in a single patient is relatively an infrequent
occurrence. Combined ovarian & endometrial cancers are well-known
synchronous primary cancers in women. Although breast carcinoma and
endometrial cancer are too common malignancies in the female population,
they have known association in the postmenopausal phase & not in the
younger age group. Therefore, the possibility of concomitant cancer in a
young woman (premenopausal) is often neglected. The current case is an
example of this scenario hence presenting a very rare case of a 38 year old
women diagnosed with invasive ductal carcinoma & endometrial papillary
adenocarcinoma synchronously. Since such a correlation has not been
reported in the literature, the associated risk- factors are worthy of attention

seeking, and the strategy for prevention is highlighted.
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synchronous or premenopausal women.

1. INTRODUCTION

Breast cancer is the most frequently and commonly diagnosed malignancy
worldwide and is the leading cause of cancer death in women (Jemal, 2008).
Endometrial cancers are the most familiar type of gynecological malignancy
that is primarily seen in postmenopausal females. Association between the
two conditions has long been postulated not only on the basis of the genetic
correlation but also on the role of estrogen in the development of both cancers
(Bani-Mostafavi, 2017). Several other mechanisms such as hereditary,
immunology, environmental factors, chemicals, viruses, and chemotherapic
regimens are considered pathogenic for MPM (Soliman, 2005). Tumors that
are diagnosed concurrently or within 6 months are known as synchronous.
With a longer period between them, the tumours are metachronous. Multiple

primary malignancies (MPM) are defined as the occurrence of the primary
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malignancy with diverse histology in two or more parts of the body distinct from each other. In addition, to be indistinct, these
tumors should have standard features of malignancy, and the possibility that one is the metastasis of the other must be ruled out.

We present a young premenopausal patient with two primary malignant tumours, including breast cancer (invasive-ductal Ca)
and endometrial cancer (papillary adenocarcinoma), which can be regarded as synchronous MPM.

2. CASE REPORT
A 38yr old female referred by a gynaecologist complained of a lump in both breasts (fig 1a). Her history showed an irregular

menstrual cycle of 5-7 days and an interval of 30-40 days which had been exacerbated in recent months (Heavy vaginal bleeding)
despite treatment from a gynaecologist. Menarche was at 14yrs of age. Other factors like Hypertension, Diabetes, Cigarette
smoking, Alcohol were unremarkable. Family history was also unremarkable. Her BMI was normal. Clinically she was grossly pale
& anaemic. On examination, a palpable hard mass of approximately size 10 x 8 cm occupying all quadrants with skin involvement
was noted on the right side. Left breast lump of approximate size 10 x 6 cm, hard in consistency with skin involvement & pectoral
muscle involvement was noted. Bilateral axillary and bilateral supraclavicular hard lymph nodes were palpable clinically staged as
T4c N3b M0. On examination, a hemogram was 5gm %. Fine needle biopsy for both lumps suggested infiltrating ductal carcinoma
(grade 2), ER, PR was positive, but HER2 neu was negative. There was no distinct metastasis.

She was put on neoadjuvant chemotherapy (CAF regimen) by an oncologist after giving blood transfusions to treat her anaemia.
After receiving the first cycle of chemotherapy, she further had heavy menstrual bleeding PV (DUB), for which a gynaecological
opinion was taken. Transabdominal USG and D&C were advised. USG showed the thickness of the endometrium (28mm),
dilatation and curettage were planned but, given persistent heavy vaginal bleeding and low Hb, surgery (Total Abdominal
Hysterectomy & Bilateral Salpingo-oophorectomy) (fig 2) was performed after proper consultation, and the histological results
showed ca endometrium (High-grade papillary adenocarcinoma) (fig 3a & b) invading two-third of the myometrium. Post-op
recovery was normal. Given high grades and two-third of myometrium involvement, she has advised radiotherapy. The patient
took only two cycles of radiotherapy, and after six months, she reported back to us with the increase in the size of breast lump and
appearance of satellite skin nodules (fig 1b, c) over the right breast with no distinct metastasis. Presently, the patient is on follow-up

after completing 12 cycles of chemotherapy (paclitaxel regimen) and radiotherapy with partial response.

Figure 1a Invasive ductal carcinoma with bilateral breast lumps

Figure 1b & c Satellite nodules
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Figure 2 Total abdominal hysterectomy
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Figure 3b Ca Endometrium Adenocarcinoma (Papillary) Variant
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4. DISCUSSION

Breast and endometrial carcinoma are two most common malignancies in women. A potential association between Breast and
endometrial cancers has been a subject of interest for many years (Yeh and Wang, 2011). But it is believed that both tumours have a
similar genetic predisposition, and both are secondary to unopposed estrogen stimulation in a majority of cases (Marchesoni, 2001).
In addition, the possible carcinogenic effect of tamoxifen on the endometrium in patients with breast cancer has received worldwide
attention. The diagnosis of synchronous primary malignancy in one patient is relatively uncommon and sometimes very difficult to
reach if the cell types are similar, or cancers of the same type are found (Mellemkjaer, 2006). In this situation, the pathological clinic
criteria are most important to differentiate the two, partly because the outcome or therapeutic plan is significantly different from
each other. In our case, it was easy to conclude the possibility of metastasis from one tumor to the other (EC-BC or BC-EC), as the
cell types of both sites were easily distinguished.

The possibility of synchronous Endometrial & Breast Carcinoma in one person is extremely low, as reported in one study.
The diagnosis of endometrial cancer within one year after primary breast cancer is less than 0.05% (n=525527). Additionally, a large
cohort study of 188 premenopausal Endometrial carcinoma patients showed 25% (n = 48) with a second primary cancer, but none
had synchronous Breast Carcinoma. In fact, in a research of the English language literature, the first case of synchronous
Endometrial and Breast Carcinoma was reported by Tsekeris and Dimou. However, the patient was elderly (63 years). Many risk
factors contribute to Endometrial & Breast Carcinoma, and some of them are shared. The risk factors can be genetic susceptibility,
hormonal, environmental, or other treatment-related factors, obesity, or the interaction of several unknown factors (Rahmani, 2018).
Some of them are controversial, e.g., high BMI is shown to be directly associated with the risks of Breast Carcinoma in
postmenopausal women; however, it has an opposite effect on premenopausal women. In contrast, high BMI is correlated with an
increased risk of endometrial carcinoma in premenopausal and postmenopausal women. Many other factors are associated with an
increase in risk of Endometrial carcinomas, such as old age, post menstrual period, nulliparous, and a positive history of irregular
menstrual cycle (Colak, 2021).

Our case had an irregular menstrual history as a risk factor. Obesity, nulliparous and irregular menstrual cycle may represent
less. Progesterone exposure might contribute to the development of endometrial carcinoma. In addition to many similar
environmental & hormonal factors, the exact embryological origin of the endometrium and the Breast can also be an additional
associated factor 3. MPMs can generally be categorized into three major groups depending on the primary etiologic factor. The 1
group is treatment associated with malignancies, the 2nd group includes hereditary conditions like Cowden syndrome & the third
group is neoplasms that have common etiologic factors, genetic corealtion and the same environmental factors. According to this

classification, our patient can be categorized in the 3" group (Arslan, 2013).

5. CONCLUSION

Although breast cancer & endometrial cancer are two common cancers of women, the occurrence of both primary malignancies at
the initial diagnosis is often neglected, especially in young premenopausal women. In our case, an irregular menstrual cycle was
possibly the most relevant risk factor. However, all other risk factors should be taken into account by clinicians when making a

decision concerning screening or strategy for prevention.
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