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1. HecrabinbHicTb reHOMY y sliMponuTtax rnepudepuydHoi KpoBi Ta KIITHHAX KAPLUHOM €HIOMETPil0 XBOPHUX 3
CiMENHOIO icTOpielo paKy

2. Genome instability in peripheral blood lymphocytes and endometrial carcinoma cells of patients with a family
history of cancer

Pedepar:

1. Inceprarist npucBsyeHa BUBYEHHIO [IapaMeTpiB HEeCTabiIbHOCTI FeHOMY y XBOpUX Ha pak eHnomeTpis (PE) Ha
ifICTaBi BUSIBJIEHHS XapaKT€PHUX MOJIEKYJISIPHO-TEHETUYHUX 0COOJIMBOCTEN B TiMoLuTax nepru@eprnyHoi Kposi
(JITIK) i myx/IMHHMX KJITAHAX Ta MOLIYKY iX B3a€MO3B'S13KY 3 OOTSDKEHICTIO CIMEITHOTO aHaMHe3Yy XBOPUX Ha
OHKOIIATOJIOTIIO 3 YpaxyBaHHIM KJIiHIKO-MOP(]OJIOTriYHNX XapaKTEePUCTHUK allieHTOK. Briepiie BCTaHOBIEHO, 110
JITIK xBopux PE npuramaHHa nifiBuieHa HECTA0IIbHICTh T€HOMY, SIKa XapaKTepU3YyETbCSI BUCOKUM PiBHEM
CIIOHTaHHUX ymKomxkeHs JHK, 36inb1meHo0 4yTaIuBicTIO 00 4ii 61eoMillMHYy i 4-rigpokcuectpagiony (4OHE2), a
TaKOX 3HIKEHOI0 e(EeKTUBHICTIO penapaii inaykoBanux nomkoaxens JHK y nopisusanHi 3 JITIK 310poBux

IOHOPIB. Y NyXJIMHHUX KJIiTHHAaX XBopux PE 3 cimeliHOI0 icTOpi€to paky Brepie BUsIBJIEHO OijbIll BUCOKUI piBEeHb



CIOHTaHHUX ymKoaxeHb [JHK, HDX y KJIiTUHAX CIIOpailYHUX HOBOYTBOPEHb €HIOMETPIt0. [T0Ka3aHo, 10 HAsSBHICTb
cimeliHoi icTopil paky y xBopux PE acouitoeTbcs 3 6is1bll BUpaKeHUM 3HIDKEHHSIM epeKTUBHOCTI pernapariii
nomkomxenb JHK B JITIK, inpykoBanux 6s1eominuHom i 4OHE2, y nopiBHSIHHI 3 XBOPUMU 3i CIIOpaYHUMU
HOBOYTBOPEHHSIMU. Bu3HaveHo, 1m0 yacToTa BUsiBjeHHSI MMR-1eiluTHUX yXJIMH Ta IMyXJIUH 3 BUCOKOIO
eKcIipecielo 6ijika c-Myc nepepaxasa B IpyIli NallieHTOK i3 CiMeNHOI0 iCTOpielo paKy y MOPiBHSHHI 3 IPYIOK0 XBOPUX
31 CIIOpaiMuHUMHI HOBOYTBOPEHHIMU. MK edeKTUBHICTIO penapauii 6;1eoMiliuH-iHAyKOBaHMX NomKoAkeHb [JHK B
JITIK xBopux PE i ekcnipecieto 6inka MSH2 B kapunHoMa BusiBieHa kopessyis (r=0,61; p=0,03), mo cBiguutsb mpo
MO>XKJIMBY NlepcreKTuBy BukopucTtanHs JI[IK sk no3anyx/JMHHAX MapKepiB, 0COOIMBOCTI penapatiii B IKux
BiOOpaKalOTh CTaH CUCTEM perapaliii B MyXJIMHHUX KJIiTUHAX. BUusBIeHO ninBullieHy KOMiNHICTh Ta eKCIIPeciio
oHkoreHis Her-2 /neu i c-MYC y nyxjiMHax €HJOMETPil0 C HU3bKUM CTyIlleHeM AudepeHLil0BaHH i [1160K0I0
iHBa3iel0 y MioMeTpil, 10 [03BOJIsI€ PO3IJISAATHY iX SIK IOTEHLiIHI MapKepH, sIKi MOXKYTb OYyTU BUKOPUCTAHI AJ1s1
BUSIBJIEHHS1 KaTeropii xBopux PE 3 arpecuBHUM nepe6irom 3axBOpPIOBaHHSL.

2. The dissertation is devoted to the study of the genome instability parameters in endometrial cancer (EC)
patients on the basis of identifying specific molecular genetic changes in peripheral blood lymphocytes (PBL) and
tumor cells and finding their relationship with the family history of cancer and clinical characteristics of patients.
For the first time, it was found that PBL of EC patients is characterized by increased genome instability in terms of
high level of baseline DNA damage, increased sensitivity to bleomycin and 4-hydroxyestradiol and reduced DNA
repair efficiency of induced DNA damage compared to lymphocytes of healthy donors. For the first time, higher
levels of baseline DNA damage were detected in tumor cells of EC patients with a family history of cancer than in
cells of sporadic endometrial tumors. It is shown that the presence of a family history of cancer in EC patients is
associated with a more pronounced decrease in repair efficiency of DNA damage in PBL induced by bleomycin and
4-hydroxyestradiol, compared to patients with sporadic tumors. It was determined that the frequency of detection
of MMR-deficient tumors and tumors with high expression of c-Myc protein was higher in the group of EC
patients with a family history of cancer compared with the group of patients with sporadic tumors. A correlation
(r=0.61; p=0.03) was found between the efficiency of repair of bleomycin-induced DNA damage in the PBL of EC
patients and the expression of MSH2 protein in carcinoma, which indicates the possible prospects of using PBL as
extra tumor markers that reflect the state of repair systems in tumor cells. In endometrial tumors with a low
degree of differentiation and deep invasion of the myometrium amplification and high expression of oncogenes
Her-2/neu and c-MYC were found, which allows to consider them as potential markers that can be used to
identify categories of EC patients with aggressive disease.

Jep>kaBHHH peecTpaniliHuii Homep JiP:

IIpiopuTeTHHH HANIPSIM PO3BHTKY HayKH i TEXHIKH!
CrpareriyHuii npiopUTEeTHHH HaNIPSIM iHHOBaLiHHOI JisJIbHOCTI:
ITizcyMKH BOCTiI>KEeHHS:

Iy6sikarii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiasiIbHO-€KOHOMIYHA CIPSIMOBAHICTh:

OxopoHHi gokymeHTH Ha OIIIB:

BnpoBaa>KeHHS pe3yJIbTaTiB AHCEpPTaIii:

3B's130K 3 HAYKOBUMH T€MaMH.



VI. BizoMocTi mpo HayKOBOT0 KEPiBHUKA /KEePiBHHUKIB (KOHCYJIbTAaHTA)

BaacHe IlpizBume Im's I10o-6aThKOBI:
1. Byunnceka Jlio60B I'eopriiBHa

2. Buchynska Lubov Georgiivna

KBasigikamis: 1. 6. 1., 14.01.07
InenTudikarop ORCID ID: He 3acrocosyetncs
JoparkoBa iHdpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €1PIIOY:

Micue3Haxoa KeHHSI:

dopma By1acHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BizomocTi npo odiniliHuX OIIOHEHTIB Ta pEl€H3€HTIiB
OdiniitHi onoHEHTH
BiacHe IIpizBuie Im'sa I1o-6aTbKOBI:

1. Abpamenko Ipuna BikropiBHa

2. Abramenko Iryna Viktorivna

KBasigikamis: 1. men. 1., 14.01.07
InenTudikarop ORCID ID: He 3acrocosyetses
HoparkoBa indopmamnist:

TToBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasiiHHS:

Imentudikarop ROR: He zacrocosyerbcs

BaacHe IlpizBume Im's I10o-6aTbKOBI:
1. CkaukoBa OkcaHa BonogumupiBHa

2. Skachkova Oksana V

KBasigikanis: . 6. u., 14.01.07

InenTudikarop ORCID ID: He 3acrocosyetbcs



JoparkoBa iHdpopmamnist:

IloBHEe HaHMEHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByTacHOCTI:

Cdepa ynpassriHHS:

InenTudikarop ROR: He zacrocosyerscs

Penensentu

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. nananpka Jlapyrca MukosiaiBHa

2. Shlapatska Larysa M.

KBasidikamis: . 6. 1., 14.01.07
ImenTudikarop ORCID ID: He zacrocoyerbcs
JoparkoBa iHdpopmamist:

TloBHe HaliMeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

VIII. 3ak/1104Hi BiZOMOCTI
BaacHe IlpizBuie Im's ITo-6aTbKOBI

TOJIOBH pajgu

BiacHe IIpizBuie Im'sa Ilo-6aTbKOBi

TOJIOBYIOYOTO Ha 3acCiiaHHi

BignoBigasibHUI 3a HiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBuuk Bigzainy YKpIHTEI mo €
BiZIIOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi

OisSIIBHOCTI

YexyH Bacunb Genoposuy

YexyH Bacunb engopoBuy

IOpuenko T.A.



