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DIAGNOSTIC MARKERS FOR PREDICTION OF ENDOMETRIAL HYPERPLASTIC PROCESSES
IN THE PERIMENOPAUSAL PERIOD
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Pe3rome. Duoomemputinune eunepniacmuk scapaéunapu (II7K) eunexonoeusoa swe Kyn yuposuu namonousi
6ynub, y Kyn xomiapoa nepumMeHonay3a o0aspuoacu aéuiapod aHUuKIaHaou 6a Y3uoan MmubOUt-udcmumMoutl Myammo
IKaAHAUSU OUNAH Myxum axamusm kaco smaou. Kyn counu myannughnap mavrkuonawuua, 1K 6unan xeuxu penpooykmue
6a nepumernonaysa oaspoacu 50-60 % aémnap myknawaounrap. Yiapuuwe yikan axamusmu wyHOaH ubopamku, 0y
namonozausiea yupazan aéunap 35-55 éwuea xeaub, 6a4adoHOar KOH Kemuwiu cababiu CmayuoHapaa Mypojicaam 3muuied
madxncoyp oynaou. Cababrapoan sma bupu 3ca, K nune émon cugpamnu ycmaza auranuwy MyMKuH dKanauey 6yauo, y
amunuk unepniasus xonamuoan uneasus pax xoaramuea 50% xoanapoa ymuwiu anuxnavean. FOxopuoa kypcamunean
nepumenonay3a 0aspuoazu IHOOMempUuiHuUHe 6e31u 2UNepnAa3UACYU EKU NOAUNO3UHUHS ManueHuzayus xaegu 4-5% oan 10
% eauanu MAWKUL MUY MyMKUH. Yuwby Mmakonaoa nepumeHonay3a 0aspuoacu Unepniacmuk dcapaéHiapunu
Mawxuciamed anoKaoop CAIMoKIu ME30HIAap XaKuod MabIyMOMAGP KeImupuiean.

Kanum cyznap: snoomempuii, cunepniasus, MOp@onozus, NepUMeHonaysda.

Abstract. Hyperplastic processes of the endometrium (HPE) are the most common pathology in gynecology, espe-
cially in women in perimenopausal age and are of significant value in the biomedical and socio-economic problem. Ac-
cording to many authors, almost 50-60% of women of late reproductive age and in the perimenopausal period suffer from
HPE. The significant clinical significance of HPE lies in the fact that they are one of the main causes of uterine bleeding
in women aged 35-55 years and their hospitalization. Another reason for the close attention to HPE is the possibility of
their malignant transformation, since atypical hyperplasia progresses to invasive cancer with a frequency of up to 50% of
cases. The above risk of developing malignancy of glandular hyperplasia and endometrial polyposis occurs in 4-5% and
can reach up to 10% in peri-postmenopause. This article provides the most significant criteria for predicting hyperplastic
conditions in the perimenopausal period.
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Relevance. In peri- and postmenopausal wom-
en, pathological processes in the endometrium are
most often asymptomatic, however, the risk of malig-
nant neoplasms is higher than the general population
indicators, especially in the presence of bleeding and
ongoing recurrences of pathological processes in the
endometrium [2, 4, 10].

The problem of PGE should be considered
from the standpoint of modern pathological features,
the choice of treatment methods should be based on

the obtained data on morphological changes in the
functional layer of the endometrial mucosa [1,3,7,8].
Despite the many scientific studies on this pa-
thology, their influence on the increased risk of de-
veloping malignancy of the process and the tactics of
its management, the issues of prognosis, early diag-
nosis and treatment of its subclinical forms are still
not fully understood and scientifically substantiated.
Endometrial cancer in more than 95% of cases mani-
fests in postmenopausal bleeding [5,6,9]. In this sit-
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uation, the primary task of the doctor is to exclude or
confirm the malignant process. Histological endome-
trial cancer is confirmed in approximately 10% of
postmenopausal women with complaints of bleeding
(1-14% according to different authors). In almost
60% of cases, endometrial atrophy is detected, and
with approximately the same frequency - endometrial
polyps, endometrial hyperplasia and other changes in
the endometrium of benign genesis. Thus, in most
cases, the cause of bleeding in postmenopause are
changes in the endometrium of a benign nature.The
aim of the study is to increase the efficiency of diag-
nosis and treatment of pathological processes of the
endometrium without bleeding in elderly and senile
patients, to reduce the frequency of recurrence of the-
se diseases and the risk of malignant neoplasms.
Material and research methods. To assess
the frequency and structure of pathological changes
in the endometrium in women of advanced and senile
age, outpatient records of 98 women over 60 years of
age were analyzed. All patients were treated for en-
dometrial hyperplasia in the Department of Emergen-
cy Gynecology of the Republican Scientific Center
for Emergency Medical Care of the Bukhara Branch,
who underwent hysteroscopy with separate diagnostic
curettage of the walls of the uterine cavity and cervi-

hysteroresectoscopy followed by histological and
immunohistochemical examination of samples fab-
rics. Ultrasound of the pelvic organs was performed
both to diagnose intrauterine pathological processes
and to monitor the results of the treatment. Statistical
analysis was carried out using the Fisher-Student and
Pearson statistics package. Written consents for diag-
nostic curettage and treatment were taken from all
patients.

Research results. The age of the patients
ranged from 60 to 67 years (mean age 63.5 years), the
average age of menopause onset was 44.9+6.8 years.
The frequency of various PES in elderly women reg-
istered at the dispensary was 2.5% or 24.8 per 1000
people. According to the histological examination, 88
(30.5%) postmenopausal patients with an endometrial
thickness of more than 4 mm showed endometrial
atrophy and no pathological changes. Pathology was
revealed in 20 (19.6%) patients, including:
submucosal and intramural-submucosal uterine fi-
broids - in 16 (16.3%) patients, chronic endometritis -
in 10 (10.2%), polyps were most often detected en-
dometrium - in 8 (8.1%). Endometrial hyperplasia
was not detected in any case. Endometrial adenocar-
cinoma was found in 6 (6.1%) patients; the incidence
was 0.1 per 100 examined. Data are shown in Figure

cal canal, according to indications - 1. See Figure 1 below.
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Fig. 1. Types of pathologies identified by ultrasound in the studied patients
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Fig. 2. Processes of relapse that occurred during the treatment

The sensitivity and specificity of ultrasound
were 76.4% and 99.2%, respectively. The risk of ma-
lignant neoplasms is quite high (about 1 case per
1000 people), which dictates the importance of ade-
quate examination and timely treatment of women in
this age group.

PPE relapses were detected in 42 (14.6%)
women. For the first time identified PPE in
postmenopause and their recurrence occurred in 27
(64.3%) women, of which 25 (92.6%) had endome-
trial glandular fibrous polyps, and 2 (7.4%) had ade-
nocarcinoma. PPE first detected in reproductive age
or premenopause with relapse in postmenopause was
noted in 15 (35.7%) women, of which 14 (93.3%)
had endometrial glandular fibrous polyps, and 1
(6.7%) had endometrial adenocarcinoma. In general,
from recurrent pathological processes in the endome-
trium, glandular fibrous polyps of the endometrium
predominated - 39 (92.9%) cases. In 38 (90.5%) cas-
es, regardless of the initially detected endometrial
polyp or its recurrence, inflammatory
(lymphomacrophage, with an admixture of leuko-
cytes and/or plasmocytes) infiltration is expressed in

the stroma of the polyp. All of these data are given in
Figure 2.

As a result of a retrospective analysis of medi-
cal documentation, it was concluded that one of the
leading causes (55.6% of cases) of polyp recurrence
in the studied cases was the refusal to use hysterosco-
py during separate diagnostic curettage of the walls
of the uterine cavity and cervical canal. In 40.1% of
cases, the localization of endometrial polyps, detected
for the first time and during their recurrence, coincid-
ed. An analysis of the treatment of relapses of patho-
logical processes in the endometrium during repeated
hospitalizations revealed the advantages of using an
individual approach in the prevention of further re-
lapses: in accordance with the indications, patients
underwent hysteroresectoscopy or targeted removal
of polyps with endoscopic forceps, endometrial
electroablation. There were no recurrences during the
follow-up period up to 1 year.

Adenocarcinoma was detected in 3 (7.1%) pa-
tients, endometrial hyperplasia was not detected, no
cases of cancer in the polyp were detected. The data
obtained exceed the frequency of endometrial adeno-
carcinomas in the general population of women
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(about 0.01%), and violations of the differentiation of
the epithelium of the glands in polyps were noted in
100% of such cases. Based on the data obtained, it
can be concluded that elderly and senile patients with
recurrent endometrial pathology should be attributed
to the risk group for developing endometrial adeno-
carcinoma.

In order to study the pathogenesis of glandular-
fibrous endometrial polyps in patients of elderly and
senile age, we studied 19 samples of glandular-
fibrous endometrial polyps: 9 patients in the post-
menopausal period (main group) and 10 patients in
reproductive age (comparison group).An
immunoperoxidase method was used using 6 primary
specific monoclonal antibodies to estrogen receptors,
progesterone, Ki-67 protein, bcl-2 apoptosis inhibitor,
Bax apoptosis inducer, and cytochrome P450 aroma-
tase enzyme.

The results of immunohistochemical reactions
were evaluated using one of the generally accepted
semi-quantitative morphometric methods, calculating
the expression coefficients of one or another antigen.
As a result of immunohistochemical studies, it was
shown that in the tissue of glandular-fibrous endome-
trial polyps in postmenopausal patients, the expres-
sion of estrogen and progesterone receptors is statisti-
cally significantly lower. No difference was found in
the expression of the Ki-67 proliferation marker (ex-
cept for its increase in stromal cells), but an increase
in bcl-2 expression in combination with a decrease in
Bax indicates suppression of apoptosis. In addition,
the appearance of ACR450 expression indicates the
possibility of a local increase in the concentration of
estrogen, which enhances cell proliferation. Under
conditions of suppression of apoptosis, this increases
the risk of neoplastic transformation.

Discussion. In recent years, authoritative
American and European societies of obstetricians and
gynecologists (AAGL, ESGE, SCOG) indicate that
there is no need for screening ultrasound of the pelvic
organs in postmenopausal women due to the high
incidence of false positive results, low prognostic
value and, as a result, unjustified invasive interven-
tions. in asymptomatic elderly patients. It is believed
that malignant diseases of the endometrium manifest
early enough uterine bleeding.
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JAUATHOCTHYECKHE MAPKEPbBI
IIPOTHO3HUPOBAHHUA I'HIIEPIVTACTHYECKHX
ITPOIJECCOB SH/IOMETPUA B
IHHEPUMEHOIIAY3A/IBHOM IIEPHO/IE

Hypxanosa H.O.

Pestome. 'unepniacmuueckue npoyeccol IHOOMEN-
pus (I'TID) siensiomes Haubonee wacmo scmpeyaemori na-
moao2ueti @ 2UHEKON02UU, OCOOEHHO Y HCEHWUH NePUMEHO-
nay3anbHoeo 603pAcmMa U NPeOCMAasisiiom 3HAYUMYI YeH-
HOCMb 8  MeOUKO-OUONO2UYEeCKOU U COYUANbHO-
9KOHOMuUYecKkoll npobdreme. [1o OaHHbLIM MHOSUX ABMOPOE
I'TID cmpaoarom noumu 50-60% ocenuyun no3onezo pe-
NPOOYKMUBHO20 803pACA U 8 NEPUod NepUMeHONd)3bi.
Becomas knunuueckaa snayumocmo I'TID 3axniouaemcs 6
MoM, 4MO OHU AGNAIOMCA OOHOU U3 HAUbOIee OCHOBHBIX
NPUYUH MAMOYHBIX KPOBOMEYEHUU V HCEHWUH 8 803pacme
35-55 nem u ux eocnumanuzayuu 6 cmayuonap. Jpyeas
NpUYUHA NPUCMANTbHO20 HUMAaHUA K TT1D — amo 603modic-
HOCMb UX 310KAYeCMEEHHOU mpancghopmayuu, max Kax
amunuyecKkas 2unepniazus npozpeccupyent 8 UHE8A3USHbIU
pax ¢ yacmomou 00 50% wnabnodenuti. Boiweykazannwitl
PUCK pa3eumusi MATUSHUZAYUU HCENe3UCMOU 2Unepnia3uu
U nonuno3a sHoomempus ecmpedaemcs 6 4-5% u modcem
docmueams 00 10% 6 nepu-nocmmenonayze. B Odannotl
cmamve npugoouUmcs Hauboiee ecomvie Kpumepuu npo-
CHO3UPOBAHUS SUNEPRIACIMUYECKUX COCMOAHULL 8 nepume-
HONAy3a1bHOM nepuooe.

Kniouesvte cnosa: snoomemputi,
Mopghonozusi, nepumeHonaysa.
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