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IiarHOCTHKA Ta CTpaTeris Tepartii

2. Endometrial hyperplastic processes in premenopausal women: genophenotypic features, targeted diagnostics
and therapeutic strategy

Pedepar:

1.V npuceprauii y3arajqbHEHO pe3yJIbTaTh KOMILJIEKCHUX PETPOCIEKTUBHUX Ta NPOCIEKTUBHUX NOCIiIKEHb y 1460
KIHOK 3 rineprnpoJiipepaTUBHMMY CTaHaMU €HIOMETPIs B IpeMEHOIIay3i, 3alIPOIIOHOBAaHA HOBA KOHLIEMIIis iX
PO3BUTKY Ta IPOrPECYBaHHS, IPOBELEHO aHAaNi3 e(PeKTUBHOCTI JIiKyBaJIbHUX 3aX0JiB Ta NPOQiaKTUKU PELUAUBIB
3aXBOPIOBaHHS. OOCTEXXEHHS NaLieHTOK BKII0Yajio MopdoJioriyHe, iMyHoricToXiMiuHe, MOJIEKYJIIpPHO-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, nosnimopdisam reHis p53 i L-myc. JloBeneHo, 1o rineprnasis eHgoMeTpis 6e3 aTumii i 3 aTumieto, a
TaKOX PaK €HJIOMETpisl MalOTh Pi3Hi (PEHOTUIN, IO CBiAYUT NPO X pi3HE NOXOIPKEHHS, OTKE i Pi3Hi MigXoau oo

Tepariii. OGrpyHTOBAHO [IOLiIbHICTh BU3HAYEHHS PELENITOPHOTO CTaHy €HIOMETPII0 Ilepe]] I0YaTKOM IIPU3HAYEeHHS



JIiKyBaHHS rinepmasii engomeTpis 6e3 atumnii (HI'E) 3 3acTocyBaHHsIM recrareHis. JJoBeIeHO, 0 HU3bKa €KCIIPECis
PELENTOPiB L0 MPOreCTEPOHY B €eHAOMETPii XiHOK 3 HI'E, CBimunTh PO iMOBIpHY TOPMOHOPE3UCTEHTHOCTD i
IIPM3HAYEHHSI reCTareHiB y TaKUX JKiHOK He € JOLJIbBHAM Y 3B'SI3Ky 3 BiZICyTHICTIO YMOB [1JIs1 MOJIEKYJISIPHOI B3aeMO[Iii
iX 3 recTareH3aje>XHUMM T€HaMU KJIiTUH €eHJJOMETpil0. BCTaHOBJIEHO, 110 IO3UTUBHUI €(EKT IPOreCTHHIB B
nikyBaHHi xiHok 3 HI'E nop’sa3anuii 3 akTuBallielo rena-cynpecopa p2l i ransmyBanHaMm ekcnpecii rena Cyclin D1,
BiZITOBiJA/IbHOTO 34 iHilliallil0 MITOTUYHOTO LIUKJIY B KJIITUHAX €HIIOMETPII0, @ TAKOXX CTUMYJIIOBAHHSIM
nudepeHLiloBaHHS KJIITUH i BTPATOIO iX 30aTHOCTI A0 nposidepatiii, Mpo 10 CBigunIo 36iabiIeHHs KiIbKOCTi KJIiTUH
3aJI03UCTOTO EIIiTEIiI0 B EHIOMETPIi 3 BUCOKAM PiBHEM €KCIIPECiI ITIKOIPOTEiHy MIKKIIITUHHOI agresii E-kagrepuny
BHACJIiZOK JIikyBaHHS. ¥ >kiHOK 3 HI'E Briepie Bu3Ha4Y€HO TpU pi3Hi GEHOTUNIN eHIOMETPis: perpecyioyni,
CTalliOHapHUH i IpOrpecyrodni, gKi HaZAlTh MOXKJIMBICTD iHAMBINYaJIBHOTO MITXOLY O TEPaIllii: KOHTPOJIbLOBAHE
CIIOCTEPE’KEHHs 6€3 JIiIKyBaHHS IPY PErpecylodoMy, KOHCEPBAaTHUBHE JIIKyBaHHSI IIPU CTALliOHAPHOMY i oIlepaTvBHE -
pu nporpecyrouomy peHoruri. JloBesieHo, O Y KiHOK, XBOPUX Ha aTUIIOBY rinepIulasiio eHOOMEeTpisl B KJIIITUHAX
€HJIOMETpIIO CIIOCTePIraeThCsl 3HaUHE 3HIDKEHHS ab0 BTpaTa PeLeNnToPiB 0 €CTPOreHiB i IPOreCTepOHY, 110 POOUTD
J10r0 HEYyTIMBUM [I0 Oy b-sIKOi TOPMOHAJIBHOI Tepallii i 3aCBiluye HEOOXigHICTh NPOBEIEHHS Y TAKUX >KiHOK
ricrepekToMii. Ha mifictaBi OTpUMaHMUX pe3yJIbTaTiB JOCIiIKEHHS pO3PO0JIEHO TapreTHY OiarHOCTHKY,
iHOuBinyanbHY cTpareriio sikyBaHHs i mpodinakTuku peunnusis HI'E 3 ypaxyBaHHS 0co6inBOCTel reHODEHOTUILY

€HJIOMETPpII0, @ TAKOX 0BEMIEHO ii ePEeKTUBHICTb y XiHOK B IIpEMEHONAy3i.

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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