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Pedepar:

1. luceprauisa nprucBga4eHa KOMIIJIECHOMY LOCIiIKEHHIO 230 KiHOK 3 JIEMOMIOMOIO MaTKH, B IKOMY OTPAMAHO HOBi
IlaHi PO BIUIUB Pi3HMX TOPMOHAJILHAX KOHTPALENITUBIB HA NIPOJi)epaTUBHY aKTUBHICTb KIIITUH MYXJIMHU, 3'1COBaHi
MEXaHi3MU BIUIUBY IX €CTPOT€HHUX i F€CTar€ HHUX KOMIIOHEHTIB Ha MOJIEKYJISIPHI MEXaHi3MU KJIITUHHO]
npoaidepanii (Ki-67, Cdk-1, p21, ER, PgR) i excripecito poctoBux ¢akropis (VEGF, eNOS), 10 103BOINIIO BUAITTATH
rpyIly FOPMOHAJIbHMX KOHTPALENITUBIB 3 HAN0iJIbIll BUPQKEHUM LUTONPOTEKTOPHUM €(EKTOM i ONTUMI3yBaTH
nigxonu 1o nepcoxipikoBaHOro BU60py ePeKTUBHOI KOHTPALeNIil y )KiHOK 3 JIelloMioMHU MaTKu. [JoBeZieHo, 110
IOCTiIKeHi TOpMOHaJIbHI KOHTPALeNTUBHI 3aC00U, 0 CKJIANy SIKUX BXOIUJU AueHorecT (2 Mr), rectogeH (0,075 mr)
i neBonoprectpe (0,15 Mr), 37aTHI ranbMyBaTy NpoJlipepaTUBHi IpoLecy y KIIiTUHAX JIEHOMiIOMOIO MaTKU 4epe3
MexaHi3MHU cynpecii excnpecii antureny Ki-67, kinasosanesxxHoro uukiiny Cdk-1, anriorennux ¢gakropis VEGF i

eNOS, a Tak0oX [MO3UTHUBHO BIVIMBATU HA €KCIIPECiI0 reHy-cynpecopy p2l. B To# ke 4yac, rOpMOHaJIbHI



KOHTPAlLENITUBY He BILUIMBAIOTh CYTTEBO HA €KCIIPeCito penenTtopis ectporeHis (ER) i nmporectepony (PgR) B
TKaHUHAaX JieloMioMU MaTKy, sIKa OyJia MigBUILEeHa Maii>ke BTPUYI B KJIITUHAX JIEIOMiOMU MaTKY, OTXe He
niABUILYIOTH ii IposipepaTuBHUI NOTEeHLjal. 3'9COBaHO, 110 36i/1blIeHHS] B KOMOIHOBaHNUX TOPMOHAIbHUX
KOHTpAaLENTUBaX 403U eTUHinecTpaniony 3 20 MKr 1o 30 MKT He NIPUBOAMIIO 4O CYTTEBOTO MMiIBULIEHHS eKCIIpecii
anTureny Ki-67, a nosa 20 MKr eTuHiZIEeCTpaziony He CIIpUsIa 3HVDKEHHIO YMCJIa MIiTO3iB, 10 CBiYUTh IIPO
BiICYTHICTb [1OTEHLIIOI0YOTO BIIJIUBY €CTPOreHiB B Cy4YaCHUX KOMOIHOBaHUX OpajIbHMX KOHTPAleNTHBax Ha
[IPOrpeCyBaHHs POCTY JIEMOMiOMY MaTKu. Takox BcTaHOBJIEHO 10 BMC-JIHI icTOTHO He BILUIMBAE Ha
nposidepaTUBHUI NOTEHIia JIEOMIOMY MaTKH, a TAKOXK Ha MexaHi3MHu iHinjanii (kiHazo3anesxxHui nukiid Cdk-1) i
raJibMyBaHHS MIiTO30B B ITyxJIKHi (TeH-cynpecop P21), a BinTak, He cTpumye ii 3pocTaHHs, ajie y OpiBHSHI 3
KOMOIHOBaHUM OpaJIbHUM KOHTPaLEIITUBOM, GiJIblI CYTTEBO 3HUKY€E OOCSIT MEHCTPYasIbHOI KPOBOBTPATH B LIUKJIL Y
JKIHOK 3 CUMIITOMHOIO JiIeliloMioMn MaTtku. OGTpyHTOBAHO KpUTEPii BUOOPY 3aCO0y FOPMOHAJIbHOI KOHTpaLenLii y
KIHOK 3 JIEHOMIOMOIO MaTKH 3 aKLIEHTOM Ha KOMOiHOBaHUM OPaJbHUI KOHTPALIENITUB, SIKi MICTATh B CBOEMY CKJIa]
recTareHy 3 Hail6inbll BUpaKeHUMU aHTUIIPOJlipepaTuBHUMU BIACTUBOCTSIMU ([[iEHOTECT, e30recTpet i

JIEBOHOPIeCTPeJI), 0COOIMBO MicJsl onepalii MiomeKToMii y XXIHOK JJ151 NPOQiNakTUKY PeUIUBY IYXJIVHU.

2. The dissertation is devoted to a complex study of 230 women with uterine leiomyoma, which obtained new data
on the effect of various hormonal contraceptives on the proliferative activity of tumor cells, evaluated the effects
of their estrogenic and progestogenic components on the molecular mechanisms of cell proliferation (cyclin Cdk-1,
Ki-67, p21, ER, PgR) and expression of growth factors (VEGF, eNOS), which allowed to identify the group of
hormonal contraceptives with the most pronounced cytoprotective effect and to optimize approaches to
personalized choice of effective contraception in women with uterine leiomyoma. It has been shown that
hormonal contraceptives, which contained dienogest (2 mg), gestodene (0.075 mg) and levonorgestrel (0.15 mg),
are able to inhibit proliferative processes in uterine leiomyoma cells through mechanisms of suppression of
expression of Ki-67 antigen, kinase-dependent cyclin CDK-1, angiogenic eNOS factors VEGF and to affect the
expression of the p21 suppressor gene. At the same time, hormonal contraceptives did not significantly affect the
expression of estrogen (ER) and progesterone receptors (PgR) in uterine leiomyoma tissues, which was increased
almost threefold in uterine leiomyoma cells, and therefore did not increase its proliferative potential. It was found
that increasing the dose of ethinyl estradiol in combined hormonal contraceptives from 20 mcg to 30 mcg did not
lead to a significant increase in the expression of Ki-67 antigen, and dose of 20 mcg of ethinyl estradiol did not
reduce mitosis, indicating no potentiating effect of estrogens on the growth of a new uterine leiomyoma. It was
also found that levonorgestrel intrauterine system did not significantly affect the proliferative potential of uterine
leiomyoma, as well as the mechanisms of initiation (kinase-dependent cyclin Cdk-1) and inhibition of mitosis in the
tumor (p21 suppressor gene), and therefore did not inhibit its growth, but compared with combined oral
contraceptive, significantly reduced the amount of menstrual blood loss in women with symptomatic uterine
leiomyoma. Justified new criteria for selecting hormonal contraceptives in women with uterine leiomyoma with
focus on combined oral contraceptives, containing progestogens with the most pronounced antiproliferative
properties (dienogest, desogestrel and levonorgestrel), especially after myomectomy to prevent tumor recurrence.
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