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In recent years, there has been an increase in the incidence of endome-
trial hyperplasia in most countries of the world, including Ukraine [1].

Endometrial hyperplasia (EH) is a peculiar form of uterine pathology
that reflects a wide range of endometrial morphological disorders, mainly
an increase in the gland/stroma ratio compared to normal proliferative
endometrium.

The clinical significance of endometrial hyperplasia lies in the associat-
ed risk of progression to endometrial cancer, and «atypical» forms of hy-
perplasia are considered as precancerous diseases [2].

Endometerial cancer (EC) is one of the most common malignant gyneco-
logical nosologies in the developed world, especially among menopausal
women (according to Cancer research, UK). The risk of developing of en-
dometrial cancer is determined by morphofunctional features of various types
of hyperplasia, as well as epigenetic and genetic disorders that lead to inacti-
vation tumor-suppressive genes, increased proliferation, angiogenesis, and
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decreased apoptosis [2, 3, 4, 5]. In connection with an extreme clinical signif-
icance of endometrial hyperplasia, including as a risk factor for the malignant
process, there has recently been a trend to study the molecular genetic foun-
dations of the development EH, and the search for predictors of its formation
and progression into EC. The results of the conducted studies were unclear,
and the implementation of the results in clinical practice was not significantly
widespread. In some studies, the following indicators were selected as pre-
dictive markers: loss of PTEN expression, mutations of the MSH1 repair
gene, a decrease in apoptotic index BCL-2/BAX [6, 7, 8, 9], PAX2 [6], as
well as a low level of expression of both progesterone receptor (PG)
isoforms. Other studies have identified other indicators: a decrease in COX-2
expression, an increase in P16 expression, and the value of the morphometric
indicator D-score<1 [10]. In the literature, other molecular genetic markers
can be found — MSI, MSH1, KRAS, B-catenin [10].

Traditional histopathological classification systems for EH demonstrate
a wide and different degree of diagnostic reproducibility and, as a result,
standardized patient management becomes complex [2]. The most common
treatment strategy for EH is progesterone hormonetherapy, but standartized
treatment regimens for various histopathic forms of EH, taking into ac-
count the expression of specific proteins, have not been developed [1].

Despite the prevalence of EH and EC, insufficient implementation of
the study of molecular genetic markers of EH and EC in clinical practice,
the lack of a standardized approach to the management and treatment of
EH depending on histological and immunohistochemical features, the study
of this problem is extremely relevant, both from a scientific and practical
point of view.

The aim of the study is to increase the effectiveness of treatment of pa-
tients with simple hyperplasia of the endometrium by developing a thera-
peutic and diagnostic algorithm taking into account the immunohistochem-
ical profile of the hyperplastic endometrium.

Materials and methods. A full range of examinations and treatment was
performed according to the data obtained from 203 women of reproductive
and premenopausal age with histologically confirmed simple hyperplasia of
the endometrium. We have proposed a method of integral assessment of the
endometrial condition, which includes a number of immunohistochemical
criteria that allow us to assess the sensitivity of the endometrium to hormo-
nal drugs (endometrial receptor phenotype), the state of pro — and anti-
apoptic mechanisms for maintaining an equilibrium between the processes
of proliferation and apopotosis, the degree of activation of the diffuse en-
docrine system-APUD-system (concentration ES cells in the endometrium)
hyperplastic endometriosisl in this category of patients. Based on the re-
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sults of the study, a method of hormone therapy was developed , proposed
and implemented in clinical practice, taking into account the state of the
receptor systems and the level of activation of apoptosis, as well as the
diffuse endocrine system — APUD system of the hyperplastic endometrium.
Patients of reproductive age received didrogesterone from day 5 to 25 at a
dose of 20 mg per day, patients of perimenopausal age have received
medroxyprogesterone acetate 300 mg per week. The criterion for choosing
hormone therapy with these drugs is the presence of progesterone receptor
expression at least 100 points on the HISTOScore scale. While detecting
progesterone receptor expression below 100 points (low sensitivity), trip-
torelin was prescribed for 3 months. Control of the effectiveness of hormo-
nal treatment was performed by ultrasound examination of the pelvic or-
gans after 3 and 6 months of treatment and by separate diagnostic curettage
of the uterine mucosa and the cervical canal under the control of a hyster-
oscope.

A control group was formed of 96 women with simple endometrial hy-
perplasia who underwent hormone therapy without taking into account
immunohistochemical data.

The results of the study. Analysis of the obtained data showed that in
the group of women with simple endometrial hyperplasia without atypia in
the reproductive age of 13.1% and premenopausal patients in 18.5% of
patients progestin-insensitive form of the pathological process was ob-
served.

An analysis of the effectiveness of individualized treatment of patients
of the reproductive age with simple EH who received progestins as hor-
mone treatment for 6 months, showed that in the group with personalized
treatment, the effectiveness was 24.0% higher than in the group, where the
treatment was performed without determining the receptor state of endome-
trium. A similar trend was observed in the group »xinox of premenopausal
women with simple EH : in the group with personalized treatment, com-
plete morphological effect was observed in 81.5% of patients, which ex-
ceeds the effectiveness of treatment by 20.6% compared to the group with
standard treatment, where this indicator was 60.9%. The prescription of
GnRH agonists for menostasis within 6 months leads to the restoration of
endometrial sensitivity to progestins, the establishment of physiological
ratios of the receptor systems and the balance between the processes of
apoptosis and proliferation, which allows to perform pathogenetically di-
rected, step-by-step rational therapy of endometrial hyperplastic processes
in women of reproductive and premenopausal age.

Conclusions. The main criterion of endometrial sensitivity to progestin
therapy is the presence of a sufficient concentration of progesterone — PR
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receptors and the preservation of the ratio with estrogen receptors ER — the
physiological ratio ER/PR is equal to 1.

The individualized approach to the treatment of patients with simple
endometrial hyperplasia, taking into account the indicators of its immuno-
histochemical profile, allows to optimize treatment, avoid relapse, improve
the results of therapy in the reproductive age by 24.0%, in premenopause
by 20.6%, and serves as a qualitative prevention of endometrial cancer in
the future.
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Neonatal arrhythmias are considered as manifestations of impaired ad-
aptation of the cardiovascular system in newborns in the postnatal period
[4, p. 345] and can lead to the development of life-threatening conditions
[2, p. 384]. The causes of cardiac arrhythmias at this age can be various
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