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Pedepar:

1.V npuceprauii y3arajibHeHO pe3yJIbTaTh KOMILJIEKCHUX PETPOCIEKTUBHUX Ta NPOCIIEKTUBHUX NOCIIIKEHDb y 1460
KIHOK 3 rinepnposipepaTuBHUMU CTAaHAMU €HIOMETPIis B IPEMEHOIAy3i, 3alTPOIIOHOBAHA HOBA KOHILEMLIis iX
PO3BUTKY Ta IIPOrpeCyBaHHsI, IPOBEJEHO aHai3 e(peKTUBHOCTI JIiKyBaJIbHUX 3aXO0/iB Ta NPOodiNakTUKu peluuBiB
3aXBOPIOBaHHs. OOCTEXXEHHS NaljieHTOK BKJII0YasIo MOP(OoJIoriyHe, iMyHOricTOXiMiuHe, MOJIEKYJISIPHO-TEHETUYHE i3

BpaxyBaHHs MapkepiB: Cyclin D1, p21, Ki-67, ER, PGR, o-catenin, E-cadherin, MMP-9, BAX, Bcl-2, caspasa - 3; p53,



pl6, VEGF, CD34, nonimopdism renis p53 i L-myc. [loBeneHo, o rinepriasis eHgomeTpis 6e3 arurii i 3 aTurmiero, a
TaKOX PaK eHJOMeTPis MAOTh Pi3Hi GPEHOTUIH, O CBIAYUTD MPO iX pi3HE MOXOKEHHS, OTXKe i pi3Hi migxonu 1o
Teparlii. O6rpyHTOBAHO [IOLi/IbHICTh BU3HAYEHHS PELENITOPHOTO CTaHy €HAOMETPII0 IIepe]] I0OYaTKOM IIPU3HAYEHHS
JIiKyBaHHS rinepnasii engomeTpis 6e3 atumnii (HI'E) 3 3acTocyBaHHsIM recrareHis. JJoBe[IeHO, 110 HU3bKa €KCIIPECis
PELENTOPIB [0 NIPOreCcTepoHy B €eHZOMETPIi XKiHOK 3 HI'E, CBiIYMTL ITpO iMOBIPHY TOPMOHOPE3UCTEHTHOCTD |
[IpPM3HAYEHHS recTareHiB y TaKUX KiHOK He € JOLJIbHUM Y 3B'SI3Ky 3 BiZICyTHICTIO YMOB [1JIs1 MOJIEKYJISIPHOI B3aeMO[Iil
iX 3 recrareH3aje>XHUMM I'€eHaMU KJIiTUH €HJJOMETpilo. BCTaHOBJIEHO, 1110 IO3UTUBHUI €(EeKT IPOreCTHHIB B
nikyBaHHi xiHok 3 HI'E nop’sa3aHuii 3 akTuBallielo reHa-cynpecopa p2l i ransmyBanHsaM ekcnpecii rena Cyclin D1,
BiZ[TOBiZAZIbHOTO 34 iHilliallil0 MITOTUYHOTO LIUKJIY B KJIITUHAX €EHIIOMETPII0, @ TAKOXX CTUMYJIIOBAHHSIM
nudepeHiloBaHHS KJIITUH i BTPATOIO iX 30aTHOCTI A0 nposidepallii, Mpo 10 CBigunIo 36iabiIeHHs KiIbKOCTi KJIiTUH
3aJI03UCTOTO EITITEeIiI0 B EHIOMETPIi 3 BUCOKAM PiBHEM €KCIIPECii IJIKOIPOTEiHy MIKKIIITUHHOI agresii E-kagrepuny
BHACJIiJOK JIiKyBaHHSL. ¥ XiHOK 3 HI'E Briepie BU3Ha4eHO TP Pi3Hi PEHOTUIN €HIOMETPIisl: PErpecyoyni,
CTalliOHapHUH i IpOorpecyrodni, gKi HaZalTh MOXKJIMBICTD iHAMBINYaNIbHOTO MiIXOLY O TEPallii: KOHTPOJILOBAHE
CIIOCTEPEsKEHHs 6€3 JIiIKyBaHHS IPY PErpecyodoMy, KOHCEPBaTHUBHE JIIKyBaHHSI IIPU CTAlliOHAPHOMY i onlepaTvBHE -
IIpU IPOTrpecydoMy peHoTui. JloBeieHo, 0 y )KiHOK, XBOPUX HA aTUIIOBY TiNepIIa3ilo eHOOMETPis B KJIITUHAX
€HJIOMETpII0 CIIOCTePiraeThCsl 3HaUYHe 3HIDKEHHS 200 BTpaTa PeLeNnTopiB 0 eCTPOreHiB i IPOreCTepOHY, 110 POOUTD
J10ro HeYyTIMBUM JI0 Oy b-5IKOI TOPMOHAJIBHOI Tepallii i 3aCBifuye HEOOXigHICTh IPOBEIEHHS Y TAKUX >KiHOK
ricrepexkToMii. Ha nmifictaBi OTpUMaHMX pe3yJIbTaTiB JOCiIKEHHS pO3pO06JIEHO TapreTHY AiarHOCTUKY,
iHAMBinyanbHY CcTpaTerio JiKyBaHHs i npodinakTuku peunausiB HI'E 3 ypaxyBaHHS 0cO61MBOCTEN T€eHODEHOTUILY

€HJIOMETPpIlo, @ TAKOX /I0BeIeHO ii ePeKTUBHICTb y XiHOK B IIpeMeHomay3i.

2. The dissertation summarizes the results of complex retrospective and prospective studies in 1460
premenopausal women with hyperproliferative endometrial conditions. A new concept of endometrial hyperplasia
development and progression has been proposed. Analysis of the effectiveness of therapeutic measures and
prophylaxis of disease recurrence has been made. The examination of the patients included morphological,
immunohistochemical, genetic, molecular studies measuring the expression of: Cyclin D1, p21, Ki-67, ER, PGR, o-
catenin, E-cadherin, MMP-9, VAC, Bcl-2, caspase - 3; p53, p16, VEGF, CD34, polymorphism of the p53 genes and
the L-myc gene. It has been proven that endometrial hyperplasia without atypia and with atypia, as well as
endometrial cancer, have different phenotypes, which indicates their different origins, therefore, different
approaches to therapy. The necessity of determining the receptor state of the endometrium before onset of
treatment of endometrial hyperplasia without atypia with gestagens has been substantiated. It has been proven
that the low expression of progesterone receptors in the endometrium in women with hyperplasia without atypia
indicates a probable hormone resistance and the prescription of progestins in such women is not advisable due to
the lack of conditions for their molecular interaction with progesterone-deposited genes of endometrial cells.It
was found that the positive effect of progestins in the treatment of women with non-atypical hyperplasia is
associated with the activation of the p21 suppressor gene and inhibition of the expression of the Cyclin D1 gene,
which is responsible for the initiation of mitosis in endometrial cells, as well as the stimulation of cell
differentiation and loss of their ability to proliferate, as evidenced by an increase in the level of the expression of
intercellular adhesion glycoprotein E-cadherin and o-catenin as a result of treatment.In women with hyperplasia
without atypia, three different phenotypes of the endometrium were first identified: regressive, stationary, and
progressive, which provide an opportunity for an individual approach to therapy: controlled observation without
treatment for regressive, conservative treatment for stationary and surgical treatment for a progressive
phenotype. It has been proven that in women with atypical endometrial hyperplasia in endometrial cells, there is a
significant decrease or loss of estrogen and progesterone receptors, which makes it insensitive to any hormonal
therapy and indicates the need for hysterectomy in such women. Based on the results of the study, targeted
diagnostics, an individual strategy for the treatment and prevention of hyperplasia without atypia relapses were
developed, taking into account the peculiarities of the endometrial genophenotype, and its effectiveness in
premenopausal women was also proved.
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