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1. AKkTyanpHiCTh fOCIiIKeHHS! TinepniaacTuyHuX npouecis enpometpis ([TIE) o6yMmoBeHa 3HAYHOIO [IOMKPEHICTIO
1iei maToJorii y KiHOK pPi3HOrO BiKy, BUCOKMM IOTEHIIiaJIOM 10 IEPEPOAKEHHS B €HIOMETPIaJIbHUM PaK, BIVIMBOM
Ha PenpoayKTUBHY QYHKIIiI0, a came — BOHU € NpuyurHOo0 Henninnad. I'TIE e onHuMM i3 Hal6iIbLI IOMUPEHUX
riHEKOJIOTIYHUX 3aXBOPIOBAHb Y CBITi. B YKpaiHi He iCHye CTaTUCTUYHMX JAHUX 00 IX PO3IOBCIOAKEHHSL.
[ToxpaleHHs IiarHOCTUKY Ta JIiIKyBaHHS CIIPUATUME MOJIMNIIEHHIO 3arajlbHOrO CTaHy 3J0POB'A i IKOCTi XXUTTS
naujeHTok. [lo I'TIE BinHocuTbcs rinepniasis engometpist (I'E) Ta nosinu enpomerpis (I1E), cepeq, SIKUX BULIISAIOTh
3a7103UCTi, 3ay103ucTO-Pi6po3Hi Ta (i6posHi ITE (3I1E, 3OIIE, OIIE BinnosigHo). I'TIE € ecTporeH3aneskHIMU
rinepriposipepaTVBHUMU NATOJIOTISIMA MaTKY, SIKi BUHUKalOTh Ha (OHI XpOHIYHOI rinepectporedii. EcTrporenu
BMKOHYIOTb CBOIO pOJib yepes peLientopu ecrporeny anbda (ERo). ERo konyeTbest reHoM ESRL. Mogudikatiii B reni
ESR1 npu3BoIATh 4O NOPYIIEHHS PELIENTUBHOCTI FOPMOHAJIbHUX pelentopis. ONHOHYKIEOTUIHUN NoiMopdizmMu
Pvull (rs2234693) Bunukae BHacinok 3aminu Tuminy (T) Ha nurosuH (C) y nepuiomy iHTpOHi reHa.
Lnxnookcurenasa-2 (1JOI'-2) Binirpae posb y peryssuii cTiikocTi 1o arnonTosy, iHayKuii nposidepatii, aHrioreHesy.



BoHa € iHIMKaTOpOM HEOIIACTUYHOI TpaHCcdopMallii HOpMaJIbHUX KJIITUH y MyXJIMHHI. BpaxoBy0un aKTyaybHICTh
IIAHOi TEMM TIPEeCTaBIeHa AucepTaliiHa po60Ta MPUCBAYE€HAa BUBYEHHIO IO PEHOCTI TIepIjlaCTUYHUX IIPOIIECiB
eHpomerpist y CyMCbKOMY perioHi, 0co61MBOCTEN iX KIiHIYHUX NPOSIBIB, ix MOPOJIOTiUHIN, IMyHOTICTOXiMIYHIN Ta
MOJIEKYJISIPHO-TeHEeTUYHii AiarHocTu. [Ijisl JOCArHeHHs! TOCTaBIeHoi MeTH 6yJI0 BUKOHAHO Habip 95 NalieHTOoK 3
niarnosom I'E um IT1E, mo 6yB rictosiorivuHo BeprdikoBaHUM Micisl XipypridyHoro yikyBaHHs Ha 6a3i CyMCbKOTO
0071aCHOT0 KJIiHIYHOro OHKOJIoriyHOTO LeHTPy (Cymu, Ykpaina) npotsirom 2020-2022 poxkis. 1li nauienTku ckiaanu
OCHOBHY Ipyny. JIns1 gociimpkeHHs noaiMmop@dismy Pvull rena ESR1 gonatkoso 6yja copMoOBaHa KOHTPOJIbHA IPyIIa,
o cknaganacs 3 80 xxiHok 6e3 I'TIE. BukoHaHo 36ip Ta aHami3 KijbKOCTi postikoBaHux Bunaikis I'TIE y CymcbkoMy
perioHi y nnepioz, 2011 — 2020 pokiB. 3a pesysibTaTaMy HayKOBOT'O AOCJIIIPKEHHS CIIOCTepiranocs 36i/bleHHs
3arasipHoi 3axBoproBaHocTi Ha I'TIE. Tlik ix 3axBoproBaHocTi npunazgas Ha 2016 pik. [Tpoc1igKoBYBCs 3BS130K MiX
3axBopioBaHicTio Ha ['TIE Ta BikoM. ¥V cTapumx BiKOBUX Irpylax BUsIBJIEHE II€peBaKaHHs JoKalbHUX ¢opm ITIE 3
(i6pO3HMM KOMIIOHEHTOM. 3pOCTa€ KisbKicTb 6e3cumnToMHOro nepeoiry I['TIE. Y 51% Bunankis BoHu 6yu
acolIifI0BaHi 3 MiABUIIEHUM iHIEKCOM MacH Tijia abo oxkupiHHAM. [IpubausHo TpeTuHa Bunaakis I'TIE
XapaKTEePU3YEThCS PEUUAMBYIOUUM I1€PEOIrOM, HAsIBHICTIO CYIYTHIX rinepnpoJlipepaTuBHUX 3aXBOPIOBaHb
(enmomeTpioay, IeIOMiOMHU MaTKH), & TAKOK €KCTPareHiTaabHOI 1aToJIOrii, 110 MiTKPECIII0E€ HEOOXiHICTD
3aCTOCYBaHHSI KOMIJIEKCHOTO MiIX0Ay B IiarHOCTHL Ta JIiKyBaHHI [IUX MallieHTOK. AHasi3 MOpQOIOriyHNX
xapakTtepuctuk ['TIE rmokasaB nepeBa’kaHHs 30ibllI€HHS CHiBBiIHOIEHHS eHIOMETpiasbHUX 3aJ103 0 CTPOMU
IIOPiBHSIHO 3 HOPMaJILHUM MpoJstidpepatuBHUM eHpomMeTpiem. [Ipu I'E Bu3Hayanucs ynucieHHi HepiBHOMIPHO
pO3TallOoBaHi 3a71034 pi3HOi (popMU Ta po3Mipy, iHKOJIM KicTO3HO po3mupeHi. [1E yTBoproBanucs 3 6a3ajabHOro mapy
€HI,OMETPisl i XapaKTepU3yBaIuCs JIOKAJIi30BaHUM PO3POCTaHHAM 3ai103 Ta ctpoMu. 3PIIE xapakrepusysanacs
HasiBHiCTIO BUpa3Hoi ¢pibpoTu3sariii crpomu. BuBueHo ocob6auBocti ekcnpecii ERo ta IIOI'-2 npu I'TIE. [To3utuBHa
excnpecist ER0 BUsIBJIeHA y BCiX AOCIIIPKyBaHUX 3pa3Kax SIK B €IIiTeJiaJIbHOMY, TaK i B CTPOMaJIbHOMY KOMIIOHEHTAx.
Bona mana crpokaruii xapakrep. Exkcnipecis LJOI'-2 BusiBsieHa B eniTedii BCix 3paskiB TkanuH 3 ['TIE. HaiBumuit
piBeHs ii ekcrpecii 6yB y rpymi i3 3OIIE. CTaTuCTUYHO J0BEIEHO NPSIMY KOPEJISLiHY 3a/1e5KHICTh MK eKcIlpecielo
[JOI'-2 ta ERo B eniteiii eHgoMeTpianbHUX 3a7103 y rpymi i3 3PIIE, a TaKoXK NMpsAMY KOPEJIALiAHY 3aJI€XKHICTh MiX
ekcrpecieto ERn B enitesii Ta ctpomi engomeTpis y 3aranbHii rpyni TkanuH 3 ['TIE Ta i3 3®IIE. IMyHoricToxiMiuHa
niarnoctuka excnpecii ERo ta HOI'-2 npu I['TIE € Ba>KIMBUM iHCTPYMEHTOM [1J14 € TaJbHOTO BUSHAYEHHS
[IaTOJIOTIYHUX 3MiH B €HIOMETPIi, 1110 4,03BOJIsIE NPOBOIUTHU AUPEPEHLIIHY NiarHOCTUKY MK Pi3HUMHU TUIIAMU JAHO]
naToJorii, BU3HaYaTU PU3UK iX peLruIuBIB, IPOrpeCyBaHHs, yXJIMHHOI TpaHCcPopMallii, 0COOIMBO Y SKIHOK i3
(daxTOpamMu prU3UKy Ta OOTSDKEHUM CIIAIKOBUM CIMETHMM aHaMHe30M. YIlepile BUBYE€HO PO3MOijl BapiaHTiB
rerortunis 3a Pvull nonimop@izmom rena ESR1 y xiHok 3 ['TIE y CymcbkoMy perioHi. Bysio gociigpkeHo 3B'130K MixXK
Pvull nonimop@izmoMm i ricrosoriynum tunom I'TIE, aHTpONIOMETPUYHMMHU XapaKTePUCTUKAMU NAlli€EHTOK, BIKOBUMU
KaTeropisimu, JaHUMU aHAMHE3Y, a TAKOX CYIIyTHLOIO I€HITaJIbHOIO Ta €KCTPAreHiTAJIbHOIO MaTOJIOTiIMU. BuBueHnn
3B'130K piBH# ekcnpecii ERo Ta 1JOT'-2 3anesxHo Bif reHoTuny 3a nosimopdizmom Pvull rena ESR1 nipu T'TIE.
HaykoBo-710BeZieHi pe3ybTaTy [OTIU6II0I0Th PO3yMiHHS MOJIEKYJISIDHUX OCHOB natorenesy I'TIE. Lli mani

MiAKPECIIIOIOTh IOTPEOY MIYKATH iHIIi TeHETUYHI YA HET€HEeTUYHi (PaKTOPH, SIKi MOXKYTb BILJIMBAaTH Ha po3BUTOK [TIE.

2. The relevance of studying endometrial hyperplastic processes (EHP) is determined by the significant prevalence
of this pathology among women of various ages, its high potential for progression to endometrial cancer, and its
impact on reproductive function, specifically as a cause of infertility. EHP is one of the most common
gynecological diseases worldwide. There are no statistical data on its prevalence in Ukraine. Improving diagnosis
and treatment will contribute to better overall health and quality of life for patients. EHP includes endometrial
hyperplasia (EH) and endometrial polyps (EP), among which glandular, glandular-fibrous, and fibrous EP (GEP,
GFEP, and FEP, respectively) are distinguished. EHP is an estrogen-dependent hyperproliferative pathology of the
uterus, occurring against the background of chronic hyperestrogenism. Estrogens exert their effects through
estrogen receptor alpha (ERn), which is encoded by the ESR1 gene. Modifications in the ESR1 gene lead to
disruptions in hormone receptor receptivity. The Pvull single nucleotide polymorphism (SNP) (rs2234693) occurs
due to the substitution of thymine (T) with cytosine (C) in the first intron of the gene. Cyclooxygenase-2 (COX-2)
plays a role in regulating resistance to apoptosis, inducing proliferation, and angiogenesis. It serves as an indicator



of the neoplastic transformation of normal cells into tumor cells. Given the relevance of this topic, the presented
dissertation is devoted to studying the prevalence of endometrial hyperplastic processes in the Sumy region, the
features of their clinical manifestations, and their morphological, immunohistochemical, and molecular-genetic
diagnosis. To achieve the set goal, a cohort of 95 patients with a diagnosis of EH or EP, histologically verified after
surgical treatment at the Sumy Regional Clinical Oncology Center (Sumy, Ukraine) from 2020 to 2022, was
collected. These patients comprised the main group. For studying the Pvull polymorphism of the ESR1 gene, an
additional control group was formed, consisting of 80 women without EHP. Data collection and analysis of the
number of treated EHP cases in the Sumy region from 2011 to 2020 were carried out. The scientific research
results indicated an increase in the overall incidence of EHP, with the peak incidence occurring in 2016. A
correlation between the incidence of EHP and age was observed. In older age groups, a predominance of localized
forms of EHP with a fibrous component was found. The number of asymptomatic cases of EHP is increasing. In 51%
of cases, they were associated with a higher body mass index or obesity. Approximately one-third of EHP cases are
characterized by a recurrent course, the presence of concomitant hyperproliferative diseases (endometriosis,
uterine leiomyoma), as well as extragenital pathology, emphasizing the need for a comprehensive approach to
diagnosing and treating these patients. Analysis of the morphological characteristics of EHP showed a
predominant increase in the gland-to-stroma ratio of the endometrium compared to normal proliferative
endometrium. In EH, numerous irregularly arranged glands of various shapes and sizes, sometimes cystically
dilated, were observed. EPs formed from the basal layer of the endometrium and were characterized by localized
overgrowth of glands and stroma. GFEP was characterized by a pronounced stromal fibrosis. The study examined
the features of ERo and COX-2 expression in EHP. Positive ERn expression was found in all studied samples, both in
the epithelial and stromal components, with a patchy pattern. COX-2 expression was detected in the epithelium of
all tissue samples with EHP, with the highest level of expression observed in the GFEP group.
Immunohistochemical diagnosis of ERo and COX-2 expression in EHP is an important tool for a detailed assessment
of pathological changes in the endometrium, allowing for differential diagnosis between different types of this
pathology, determining the risk of recurrence, progression, and malignant transformation, especially in women
with risk factors and a burdensome family history. For the first time, the distribution of genotype variants for the
Pvull polymorphism of the ESR1 gene in women with EHP in the Sumy region was studied. The relationship
between the Pvull polymorphism and the histological type of EHP, patients' anthropometric characteristics, age
categories, anamnesis data, as well as concomitant genital and extragenital pathologies was investigated. The
relationship between ERo and COX-2 expression levels depending on genotype according to the Pvull
polymorphism of the ESR1 gene in EHP was studied. The scientifically proven results deepen the understanding of
the molecular basis of the pathogenesis of EHP. These data highlight the need to explore other genetic or non-
genetic factors that may influence the development of EHP.
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