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V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TeMaTHYHHUX PYOPHK: 34.23.16

Tema gucepranii:
1. y,ILOCKOHa]IeHHSl I[iaI‘HOCTI/IKI/I Ta IIPOrHO3yBaHHA HpOJIi(l)epaTI/IBHI/IX 3aXBOPIOBaHb MOJIOYHO] 3271031 HIJISIXOM

OLiHKM cTaHy MeTuinyBaHHA reHiB DKK4 ta GSR

2. Improving the diagnosis and prognosis of proliferative breast diseases by assessing the genes DKK4 and GSR
methylation status

Pedepar:

1. Inceprarlist IpUCBsAYEHA YIOCKOHAJIEHHIO AialrHOCTUKY Ta IPOTHO3YBaHHSI IIPOJli(pepPaTUBHYX 3aXBOPIOBAHb
MOJIOYHOI 3aJ1031 UJISIXOM OL[iHKM CcTaHy Me-TuiyBaHHs reHiB DKK4 ta GSR. BusHaueHo, 10 OCHOBHMMU
daxTOpamMu pU3UKy BUHUKHEHHS [TyXJIMH MOJIOYHOI 3271031 € HAasIBHICTb T{HEKOJIOTIYHUX 3aXBOPIOBAHb Ta
€HJIOKPVHHUX I[10PYII€Hb, li3HE MEHApXe , BiK Micys 35 pokiB. OOTsKEHMI CIIaIkOBUM aHaMHe3 010 aToJIorii
MOJIOYHOI 3271031 MaloTh 78,0 % nalieHTOK, BUNIAAKY PaKy MOJIOYHOI 3ay103u (PM3) y pogu4oK nepuoro CTyneHs
BigzHauyeHo y 34,0 % xBopux. Yacrora nosimopdismis rs3763511 rena DKK4 ta rs8190924 rena GSR cepep, KiHOK 3
Iob6posiKicHOIO rinepniasieto Ta PM3 He BinpisHseTbcs. [1pu olLiHLi po3nofiny pi3sHUX reHOTHUIIB y BUGIPKOBIii
CYKYITHOCTi BCTaHOBJIEHO, 110 Y KiHOK 3 PM3 p031104iJ1 FOMO3UTOTHUX i reTepO-3UTOTHUX T€HOTUIIIB 32
IOCJIiIPKEeHMHU NoJliMopdi3aMaMu He BifTIoBifaB piB-HSIHHIO Xapai - BaitH6epra, TUMYaCcOM $IK Y KiHOK 3 106~

POSIKICHOIO AUCIIJIa3i€l0 MOJIOYHO] 3aJ103U Ta B KOHTPOJIbHIM I'PyIIi pO3IOisi reHOTHUIIiB 0YB PiBHOBXKHUM. PiBeHb



MeTtunyBaHHs reda DKK4 y nainieHToK 3 nposigpepaTuBHMMU 3aXBO-PIOBAaHHAMU MOJIOYHOI 3371031 € JOCTOBIDHO
HIDKYUM, HIK y XBOpUX Ha PM3, B SIKMX iHTEHCUBHICTh METUIIyBaHH4 csraya 62,0 %. AKTUBHICTb METUJTyBaHHS TeHa
GSR y nanieHTok 3 PM3 Maike BTpUYi BUIIA 32 aKTUBHICTh METUJI-YBaHHS Y 3[I0POBUX KiHOK. [Ipy 3Ha4eHHIX
aKTUBHOCTI MeTUyBaHHs reHa GSR y MauieHToK 3 NyxJIMHaMy MOJIOYHOI 3271031 MeH1ue 17,8 % MMOBIpHICTD
3JI05IKICHOTO HOBOYTBOPEHHS € HM3bKOI0. [Ipy1 PM3 XapakTepHOIO € akKTUBHICTbL MeTUyBaHHA reHa GSR Buie 24,9
%. Po3p061eHO i1 BIIPOBAP)KEHO aJITOPUTM PaHHbOI AiarHOCTUKY Ta IIPOrHO3yBaHHS PM3 3 BUKOPUCTaHHSIM

ellireHeTUYHUX NOCIiIKeHb.

2. The thesis is devoted to the improvement of diagnosis and prognosis of proliferative breast diseases by assessing
the genes DKK4 and GSR methyla-tion status. It was determined that the main risk factors for breast tumors
development is the presence of gynecological diseases and endocrine disorders , late menarche , age over 35.
Burdened hereditary history of breast pathology takes place in 78.0% of patients, cases of breast cancer in first-
degree relatives were found in 34.0% of patients. The rate of polymorphisms rs3763511 of gene DKK4 and
rs8190924 of gene GSR among women with benign hyperplasia and breast cancer do not dif-fer . While assessing
the distribution of different genotypes in the selective aggregate it was established that in women with breast
cancer homozygous and heterozygous genotypes distribution for the in-vestigated polymorphisms did not
correspond to Hardy-Weinberg equation, both women with benign breast dysplasia and women of control group
had steady state genotypes distribution. The level of gene DKK4 methylation in patients with proliferative breast
diseases was proved lower than in patients with breast cancer, when the intensity of methylation was 62.0%. GSR
gene methylation activity in patients with breast cancer is almost three times higher than in healthy women. With
values of GSR gene methylation activity in patients with breast tumors lower than 17.8% the probability of
malignant tumors is low. GSR gene methylation activity over 24.9% is typical for breast cancer. There was
developed and implemented an algorithm for early diagnosis and prognosis of breast cancer using epigenetic

research.
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