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Abstract The aim of the research was to study the frequency of development of synchronous and metachronous tumors,
as well as the combination of various types of cancer among patients with primary multiple malignant tumors of the female
reproductive system, which is important for improving the diagnosis of this category of patients. Material and methods.
80 patients with multiple primary malignant tumors with lesions of the female reproductive system (l1-111 clinical stages of
the disease) were included in the study. Results. In our studies, synchronous tumors were found in 22 (27.5%), and
metachronous tumors — in 58 (72.5%) patients. 9 (23.7%) from 38 patients with breast cancer were diagnosed with
synchronous cancer of the second breast, and 3 (7.9%) were diagnosed with ovarian cancer. At the same time, synchronous
breast cancer was detected in 5 (22.7%) of 22 patients with primary ovarian cancer, in 3 (25.0%) of 12 patients with uterine
body cancer and in 2 (25.0%) of 8 patients with cervical cancer. Metachronous tumors were diagnosed in 26 (68.4%) patients
with breast cancer, in 17 (77.3%) with ovarian cancer, in 9 (75.0%) with uterine body cancer and in 6 (75.0%) patients with
cervical cancer. The most often metachronous tumors were detected in the period from 6 months to 1 year and from 1 year to
2 years in 26 (44.8%) patients. Conclusion. Thus, each of the female reproductive system tumors should be considered as an
indicator of other oncopathologies risk. And effective dispensary monitoring will allow to monitor the development of
multiple primary malignant tumors in this type of patients in advance.
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1. Introduction

There is an increasing interest in studying issues related to
the problem of multiple primary malignant tumors (MPMT)
among oncologists due to the wide spread increase in the
number of patients with this type of oncopathology [2,19].
Many researchers agree that polyineoplasias are most often
found in women. It is associated with an increase in the
incidence of the reproductive system hormone-dependent
tumors, which is functionally represented by the mammary
glands, uterus and ovaries [14,18]. Malignant tumors of the
reproductive system are the most frequent in the structure of
cancer morbidity in women and their total share exceeds
35%. According to various authors, the frequency of MPMT
of the female reproductive system ranges from 0.8% to
12.6% of all cancer cases of these localities [1,6,11].

The issue of the time boundary between the synchronicity
and metachronism of the malignant tumors development
has been open for a long time [13]. Currently, most authors
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consider the most reliable, although rather conditional
interval of occurrence of the second metachronous tumor, a
period of more than 6 months from the diagnosis of the first
one. In the vast majority of cases (75-80%) metachronous
tumors occur in the period from 3 to 15 years, although
isolated cases of the second tumors occurrence at a later time
are described [7,20].

According to various authors data in patients with breast
cancer (BC) MPMT occurs in 1.9-7.1% of cases. Most often,
breast cancer is associated with malignant tumors of the
female reproductive system (33-42%): ovarian cancer (OC)
(15-17%), uterine body cancer (UBC) (12-14%), cervical
cancer (CC) (10-12%). Next in the frequency of occurrence
is cancer of the colon and rectum (12-13%), then the stomach
(14-15%) and thyroid cancer (7.7%). The remaining
localizations of malignant tumors are described in single
observations [2,3].

Among UBC patients, the most frequent combination is
noted with breast tumors, which confirms the hormonal
dependence of malignant cervical tumors. In UBC patients,
the relative risk of breast cancer (BC) is 13.6% in the first
year, 5.3% in the fifth, 3.9% in the tenth and 3.0% in the
fifteenth year. In patients with breast cancer, the relative risk
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of UBC is 9.0% in the first year, 2.4% in the fifth, 2.2% in the
tenth, and 3.6% in the fifteenth year. Consequently, in
patients with both BC and UBC, the risk of a second tumor
developing is realized mainly in the first year due to
synchronous polyineoplasias. The synchronicity of UBC and
OC development and the relatively short interval between
the development of UBC and BC, indirectly indicate the
common pathogenetic mechanisms of these malignant
tumors development [16,17].

The aim of the research was to study the frequency of
development of synchronous and metachronous tumors, as
well as the combination of various types of cancer among
patients with primary multiple malignant tumors of the
female reproductive system, which is important for
improving the diagnosis of this category of patients.

2. Material and Methods

80 patients with multiple primary malignant tumors with
lesions of the female reproductive system (lI-11l clinical
stages of the disease) were included in the study, which were
examined and treated in the departments of oncomammology,
oncogynecology and chemotherapy-2 of Republican
Specialized Scientific and Practical Medical Center of
Oncology and Radiology from 2015 to 2021. In accordance
with the objectives of the study, the patients were divided
into the following groups: group 1- 38 (34.5%) patients
with breast cancer (BC); group 2-22 (20.0%) patients with
ovarian cancer (OC); group 3-12 (10.9%) patients with
uterine body cancer (UBC); group 4-8 (7.3%) patients with
cervical cancer (CC).

The age of the examined BC patients varied from 23 to 79
years, the mean age was 46.8+7.3 years; in OC patients the
age ranged from 24 to 68 years, the mean age was 45.7+6.4
years; in UBC patients the age varied from 32 to 76 years, the
meanage was 48.6+6.8 years; in CC patients the age ranged
from 25 to 69 years and the mean age was 43.5+7.0 years.

Disease-specific staging was performed according to the
International Clinical Classification TNM (7" ed. and 8" ed.)
and FIGO (2009 and 2016) [4,8,9,10]. As it follows from the
data presented in the main groups, in BC patients I1B and I1A
stages of the disease were more common; in patients with
OC - 11B, 1A and I11C stages; in UBC patients -1 IB and 1IC
stages and in CC patients -11B and 111B stages of the tumor
process.

3. Results and Discussion

The results of the study showed that infiltrating ductal
cancer prevailed in patients with breast cancer — 22 (57.9%)
cases. A mixed form of ductal and lobular types of cancer
was revealed in 9 (23.7%) cases, infiltrating cancer occurred
in 3 (7.9%) patients. The study of the OC morphological
structure showed that 10 (45.5%) patients had serous

cystadenocarcinoma, 6 (27.3%) — undifferentiated cancer,
4 (18.2%) — endometrioid cancer and 2 (9.1%) patients -
mucinous cystadenocarcinoma, respectively.

Histological analysis of UBC biopsy samples showed that
in 8 (66.7%) patients endometrioid carcinoma was detected,
in 2 (16.7%) cases — serous-papillary adenocarcinoma, in
1 (8.3%) patient — mixed carcinoma and 1 (8.3%) patient —
light cell carcinoma.The morphological structure of the CC
was also studied. Histologically, 4 (50.0%) patients had
squamous cell carcinoma with Kkeratinization, 3 (37.5%) —
without keratinization. Adenocarcinoma was detected inl
(12.5%) patient.

When analyzing the family oncological history of the
examined patients, breast cancer (BC) was noted in 22
(57.9%) blood relatives on the maternal line, 2 (5.3%) of
them had ovarian cancer (OC) and 4 (10.6%) had a
combination of OC and BC.

The study of the anamnesis data showed that in most of the
patients — 35 (43.8%) - the symptoms of the disease appeared
in the period from 3 to 6 months.

In our studies, synchronous tumors were found in 22
(27.5%), and metachronous tumors — in 58 (72.5%) of the
examined patients. Synchronous tumors, occurred in the
period from 3 to 6 months, were found in 12 (31.6%) patients
with breast cancer, synchronous second breast cancer was
found in 9 (23.7%) of them, and ovarian cancer — in 3 (7.9%)
cases. In patients with primary detected OC, UBC, and CC,
synchronous breast cancer was simultaneously detected in 5
(22.7%), 3 (25,0%) and in 2 (25.0%) patients, respectively
(Tab. 1).

Table 1. Distribution of examined patients with synchronous tumors, n=80

Patients quantit
Primary detected tumor Synchronous g Y
tumor absolute %
BC 9 23.7
Breast cancer (BC), n=38
ocC 3 7.9
Ovarian cancer (OC), n=22 BC 5 22.7
Uterine body_cancer (UBQ), BC 3 25.0
n=12
Cervical cancer (CC), n=8 BC 2 25.0

Table 2. Distribution of examined patients with metachronous tumors,
n=80

. Metachronous | Patients quantity

Primary detected tumor
tumor absolute | %

BC 14 36.8

Breast cancer (BC), n=38 UBC 7 18.4

ocC 5 13.2

Ovarian cancer (OC), n=22 BC 17 77.3

Uterine body cancer (UBC), BC 58.3

n=12 oc 16.7

Cervical cancer (CC), n=8 BC 6 75.0
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Figure 1. Percentage of metachronous combined tumors in patients with multiple primary malignant tumors, n=80
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Figure 2. Distribution of metachronous tumors in the examined patients at different follow-up periods, in percentage

Metachronous cancer in terms of 6 months and above was
detected in a larger number of patients. Thus, metachronous
tumors were subsequently detected in 26 (68.4%) patients
with breast cancer, among them metachronous second breast
cancer — in 14 (36.8%), UBC — in 7 (18.4%) and OC — in 5
(13.2%) patients. Metachronous breast cancer was detected
in 17 (77.3%) and 6 (75.0%) patients with OC and CC,
respectively. And in UBC patients, metachronous breast
cancer was detected in 7 (58.3%) examined patients and OC
—1in 2 (16.7%) cases (Tab. 2).

As it follows from Figure 1, a greater variety of
combinations of metachronous malignant tumors of the
female reproductive system is observed in the case when the
primary tumor was breast cancer. In most cases, a

metachronous tumor occurs in the remaining mammary
gland. In the case of primary ovarian cancer and cervical
cancer, metachronous tumors of the breast alone were
observed.

The timing of metachronous tumors occurrence in patients
is shown in Figure 2, from which it follows that the most
often tumors were detected in the period from 6 months to 1
year and from 1 year to 2 years in 26 (44.8%) patients.

Thus, MPMT represent a significant issue in modern
oncology. Most of these polyineoplasias occur in women
and are usually manifested at the development of
hormone-dependent tumors of the reproductive system and
are most often associated with breast cancer. In this regard,
each of the tumors of the female reproductive system should
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be considered as the risk indicator of other oncopathologies. =, #ae. ¥ "‘5‘8\\“
Effective dispensary monitoring will allow to monitor the 7.7« ‘},A' 4,:}
development of MPMT in this type of patients in advance. £

4. Conclusions

In our studies, synchronous tumors were found in 22
(27.5%) of 80 patients with multiple primary tumors. In
our studies synchronous tumors were found in 12 (31.6%)
patients with breast cancer, synchronous second breast
cancer was found in 9 (23.7%) of them and ovarian cancer
—in 3 (7.9%) cases. In patients with primary detection
of OC, UBC, and CC, synchronous breast cancer was
simultaneously detected in 5 (22,7%), in 3 (25,0%) and in 2 bomsras @. M/6 Ne22431. 21.03.2016 r. Cep03Ha51 IUCTaICHOKapIIMTHOMA
(25.0%) patients, respectively. :l;[)‘;};l:l{l;:ﬁ 3’(6 HG;;J:HOH B TeueHHEe 4-X MeCALEB pasBUICS pPaK JIEBOH

Metachronous tumors at the period of 6 months and above '
were subsequently detected in 26 (68.4%) patients with
breast cancer: metachronous second breast cancer — in 14
(36.8%), UBC —in 7 (18.4%) and OC —in 5 (13.2%) patients.
Metachronous breast cancer was detected in patients with
OC and CC (17 (77.3%) and 6 (75.0%), respectively). In
patients with UBC we found metachronous breast cancer and
ovarian cancer (7 (58.3%) and 2 (16.7%), respectively).

Metachronous tumors were most often detected in the
period from 6 months to 1 year and from 1 year to 2 years in
26 (44.8%) patients.

The conducted studies allow us to conclude that multiple
primary malignant tumors in female oncopathology are
primarily associated with breast cancer, while uterine body
g%r;gf\r/'e:js b%l'fi? Isszsﬁ::agf:nOWulsthan(zjv?T:IeatgcﬁfgﬁgL'S \'/f\é)r:'lr'(r:]t; (;?: Bonbuas V. 1/6 N932u561. 12.01.2017 r. Cepo3nas IIPICTaI[eHOKapI.IPIHOM?

AMYHMKA. Y OOJNBHOW B TeuyeHue 3-X MECAILICB pPa3BUJICA paK MOpaBOU
their development. In the case of primary ovarian cancer and  wvosnouroii sxenessr.
cervical cancer, metachronous tumors of the breast alone
were observed.
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