O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0421U102070
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peecrtpamnii: 25-05-2021

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. ManbkoBcbKa Okcana CepriiBHa

2. Mankovska Oksana S.

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HaykoBOi cneniaabHOCTI: 03.00.03

Ha3Ba HayKoOBOIi CcIeniaJIbHOCTI: MosekyJispHa 6iosoris

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

JaTa 3axHcTy: 06-05-2021

CreniaJbHICTh 3a OCBITOIO: Giosoris

Micue po60oTH 34,00yBava: IHCTUTYT MOJIEKYJIAPHOI Giostorii i reHeTnky HanjoHanbHOT akagemii Hayk Ykpainu

Kopg 3a €IPIIOY: 05417101

Micue3HaxoaKeHHS: ByJI. AKaziemika 3a6osiotTHOTO, 6y11. 150, M. KuiB, 03143, Vkpaina

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonasnbHa akaziemis HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHOi BYEHOI pagH (pa30Boi CIeliagai30BaHOi BYE€HOI pagH): [ 26.237.01

IloBHe HalMEeHYBaHHSI IOPHUAHUYHOI O0COOH: [HCTUTYT MOJIEKYJIAPHOI Gioorii i renetrkn HanionanbHoi

aKkageMii HayK YKpaiHu

Kopg 3a €IPIIOY: 05417101

Micue3HaxoaKeHHS: ByJI. AKaziemika 3a6osioTHOrO, 6y1. 150, M. Kuis, 03143, Vkpaina
dopma BaacHOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist Hayk Ykpainu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaliIMEeHYBaHHS IOPUAHYHOL OCOOM: [HCTUTYT MOJIEKYJIAPHOI 6io1oTii i reHeTnku HanjionasnbHoi

akageMii HayK YKpaiHu

Kopg 3a €IPIIOY: 05417101

Micue3HaxoaKeHHS: BYJ. AKaziemika 3abosotHoro, 6yz. 150, m. Kuis, 03143, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonasnbHa akajiemis HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

IloBHe HaliMEeHYBaHHS IOPHUAHUYHOI 0COOM: KuiBchKuil HaLioHaIbHMI YHIBEpCHUTET iMeHi Tapaca

[IleByeHka

Kopg 3a €IPIIOY: 02070944

Micue3HaxoaKeHHS: ByJI. Bomopumupceka, 6ya. 60, m. Kuis, 01033, Vkpaina
dopma By1acHoCTI:

Cdepa ynpaBiriHHS: MiHicTepCTBO OCBITH i HayKK YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

V. BizomocTi npo gucepramniio
Moga guceprariii:
Koau TemaTHYHHUX PYOPHK: 34.15

Tema gucepranii:
1. EnireHeTU4Hi Ta €eKCIIPECifiHi MapKepHU MyXJINH CEY0CTATEBOI CUCTEMU

2. Epigenetic and expression markers of the cancers of genitourinary system

Pedepar:



1. MocnimKeHHs, BUKIaieH] y aucepTauiliHiil po6oTi, MPUCBSIYeHi BU3HAYEHHIO eireHeTUYHUX Ta eKCIIPeCiiHnX
3MiH 3a paKy rnepeamixypoBoi 3aj103U Ta paKy C€40BOro Mixypa, sKi MOXyTb OyTU MapKepHUMU JJIs1 UX
OHKOJIOTIYHHMX 3aXBOPIOBaHb i IOTEHLIIHO BUKOPUCTOBYBATUCD JJIs1 IialHOCTUKU Ta/ab0 MPOrHO3yBaHHS ix
PO3BUTKY. ByJ10 BUSIBJIEHO 3MiHM Y METUJIIOBAaHHI HU3KU I'€HIB Y KJIITUHHUX JIiHiSIX, TKAHVHAX aIcHOKAPLVHOM,
IIapHUX YMOBHO HOPMaJIbHMX TKAaHMHAX Ta aJIeHOMAax MepeIMiXypoBoi 3a1031, 6€3KJIITUHHII cedi NallieHTiB 3 paKoM
IepeMixypoBoi 3271031 Ta pAaKOM CEYOBOTO MiXypa i pedpepeHCHUX TPYII i BUSIBJIEHO, 110 Habip METUJILOBAaHUX
PTEN, CDH1, NKX3.1, RASSFIA ta GDF15 mosxe 6yTu IpuiaTHUM AJ1s1 IUCKpUMiHalii xsopux Ha PII3 Bif oci6 6e3
paxy, a HasIBHICTb METUJIIOBAHHS 6inbLIOCTi reHiB 3 Habopy VIM, TMEFF2, GDF15, RASSF1A i NKX3.1 e 6isbi
XapaKTepHUM JIJIS1 XBOPUX Ha PaK C€Y0BOro Mixypa, HiX 1151 0Ci6 6e3 OHKO3axBOpIOBaHb. ByJio BUSIBIEHO €KCIIPECiio
reHiB KiHa3 poguHu Aurora i KiHasu BRAF y KiiHIYHEX 3pa3Kkax XBOPUX Ha Pak IepeaMixypoBoi 3a1031 i BUBHAYEHO
Pi3HMIIIO Y eKCIpecii HUX FeHiB MiXK pi3HMMU IpylaMu 0Ocib, 30KpeMa, BUSIBJIEHO BULLIUMI PiBEHb €KCIIpecii reHa
KiHa3u Aurora A y xBopux Ha PI13, HiX y 0ci6 6e3 paky. Kiitunsi ninii PI13, ix koHAuLilioBaHe cepeoBuIne Ta
KJIIHIYHUI MaTepiasl XBOPUX Ha paK [epeMixypoBoi 3a1031, pak CEY0BOTO Mixypa Ta KOHTPOJIbHOI IpyNu 6yJjI0
IOCTiIKeHOo Ha piBHI ekcIipecii abo BiHOCHI piBHi no3akiitnHHOI JHPHK PANDAR. Ha ycix eTanax fociii>keHHHs
0yJ10 IPOBEAEHO KOPENLiNHNN aHai3 MK MOKa3HUKaMU eIlir€e HeTUYHUX Ta ECIPECIHUX 3MiH, a TaKOX 3 KJIiHiKO-

MaTOJIOTIYHMMMU XapPaKTEPUCTUKAMU MAIi€HTIB | BCTAHOBJIEHO HU3KY CTaTUCTUYHO JOCTOBIPHUX KOPEJISLIN.

2. We performed a quantitative analysis of the methylation levels of the VIM, KRT18, RASSFIA, NKX3.1, CDH1, and
PTEN genes in prostate cancer cell lines, prostate cancer tumor tissues and adjacent normal tissues. As a result, we
found that the cell lines differed in the level of methylation of the studied genes, in particular, the methylation of
the tumor suppressor RASSFIA in LNCaP cells was lower than in the other two cell lines. Very low levels of
methylation were detected for CDH1 in all cell lines, and the VIM gene, on the other hand, was completely
methylated, with a similar phenomenon observed in patients' tissues. Correlation analysis of the expression of
these genes, their methylation and clinical and pathological characteristics of patients revealed a negative
correlation between the level of methylation of KRT18 and the Gleason score in prostate adenocarcinomas. We
also found that the levels of methylation of RASSF1A were higher in the group with a TMPRSS2: ERG fusion
transcript. Methylation of all of studied genes has been shown to be more common in patients with prostate
cancer than in healthy donors, but was also common for people with inflammatory diseases of the genitourinary
system. The best combination to differentiate between patients with PCa and those without cancer is a
combination of methylated genes PTEN, CDH1, NKX3.1, RASSFIA and GDFI15. After analyzing the methylation of
VIM, TMEFF2, RASSF1A, NKX3.1, MYO3A and GDF15 genes in the urine of patients with bladder cancer, we found
that the MYO3A gene methylation was observed in all patients with inflammation and although its methylation did
not occur in healthy donors, it is not able to distinguish between cancer patients and non-cancer individuals. It
was determined that the cancer patients from non-cancer individuals can be distinguished by the presence of
methylation of VIM, TMEFF2, GDF15, RASSF1A and NKX3.1. We analyzed the relative expression of Aurora kinase
genes in adenoma, adenocarcinoma, and paired adjacent prostate cancer tissues. We found a statistically
significant difference in the relative expression of the AURKA gene in malignant tumors and adenomas with lower
expression in malignant neoplasms. There was a positive correlation of the relative expression levels of the AURKA
and AURKB genes, the correlation of the expression of these genes with MKI67, NKX3.1 gene. AURKA expression
positively correlated with ARisofl expression and AURKC expression positively correlated with expression of
CYP17Al. In urine-precipitated cells, AURKA gene expression was significantly higher in patients with PCa than in
non-cancer patients. The expression of BRAF in patients with PCa strongly correlates with the expression of the
AURKGC, but with the expression of AURKA and AURKB in cells, precipitated from urine of people without cancer.
The results of bioinformatics analysis revealed, that PANDAR IncRNA can interact with a number of miRNAs
involved in the regulation of oncogene expression. In the LNCaP cell line, the level of PANDAR in cells was the
highest among other cell lines, while the lowest relative expression of PANDAR was in PC3 cells, which, at the same
time, demonstrated the high levels of circulation PANDAR in the conditioned medium of these cells. We did not
find a statistically significant difference in the levels of PANDAR IncRNA in the cell-free urine of patients with PCa
and relatively healthy individuals. We found positive correlations between PANDAR levels and AURKC and BRAF



expression in cells from these samples. We found a difference in levels of PANDAR IncRNA in the urine of patients
with bladder cancer and relatively healthy individuals. We hypothesized that by adding PANDAR levels to
methylation-based markers we could obtain better results than for each alone. Indeed, simple logistic regression
analysis and ROC analysis have made it possible to distinguish bladder cancer patients from cancer-free
individuals quite accurately by combining these two types of potential markers.

Jep>kaBHHH peecTpauiiiHuii Homep [IiP:

IIpiopuTeTHHI HaNIpSIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui NpiopUTEeTHUI HAIIPSIM iHHOBaLilHOI IiJIBHOCTI:
ITiZcyMKH BOCTiI>KEeHHS:

Iy6sikamii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiasIbHO-€KOHOMIYHA CIIPSIMOBAHICTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaaykeHHs pe3yJIbTaTiB AHCepTalii:

3B'S130K 3 HAYKOBHMH T€EMaMH:

VI. BizoMocTi mpo HayKOBOr0 K€PiBHUKa /KePiBHHUKIB (KOHCYJIbTAaHTA)

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Kamy6a Bosnogumup IBaHoBrUY

2. Kashuba Volodymyr Ivanovych

KBasigikanis: 1.6.1., 03.00.03
InenTudikarop ORCID ID: He 3acrocosyerscs
JoparkoBa indpopmamnist:

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

Micue3HaxoO KeHHSI:

dopma By1acHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BigomocTi npo odiifiHuX ONOHEHTIB Ta PELeH3€HTiB
OdiniiiHi OIOHEHTH
BiacHe Ilpi3Buie Im'sa I1o-6aTbKOBI:

1. Jocenko BikTop €BreHoBuY



2. Dosenko Viktor Ye

KBasmiikamis: 1. mex. 1., 14.03.04
ImenTudikarop ORCID ID: He zactocoyerbcs
JoparkoBa iHdopmamist:

TloBHe HaliMeHYBaHHS IOPHIHUYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma BiracHocTi:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBuuie Im's I1o-6aTbKOBI:
1. MinyeHko Onekcanap ['puroposud

2. Minchenko Oleksandr Hryhorovych

KBasigikanis: n.6.u., 03.00.04
InenTudikarop ORCID ID: He 3acrocosyetscs
JopaTrkoBa indpopmanis:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiiHHS:

ImenTudikarop ROR: He zacrocoyerbcs

PeuenseHTu

BaacHe IlpizBume Im's I1o-6aTbKOBI:
1. Jocenko BikTop €BreHoBUY

2. Dosenko Viktor

KBasigikanis: 1. men. 1., 14.03.04
InenTudikarop ORCID ID: He 3acrocosyerscs
JopaTrkoBa iHdpopmamnist:

IloBHe HaiMEeHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €1PIIOY:

Micue3Haxoa KeHHSI:

dopma ByracHoCTI:



Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:

1. Tapmanuyk JliopMuia BacuiiBHa

2. Garmanchuk Liudmyla V

KBasigikamis: 1. 6. 1., 03.00.11
Imentudikarop ORCID ID: He zacrocosyerbes
JoparkoBa indopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasiiHHS:

InenTudgikarop ROR: He zacrocosyerscs

VIII. 3ak1104YHi BiZOMOCTI
BaacHe IlpizBumie Im's ITo-6aTbKOBI

TOJIOBH pajgu

BiiacHe IIpisBuie Im'sa ITo-6aTbKOBI

TOJIOBYIOYOrO Ha 3acCimaHHi

BignoBigasibHuUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBnHuKk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 32 peeCTpallilo HAyKOBOIi

OisiILHOCTI

€npcbka 'anHa BaneHTuHiBHA

Kopnesniok Onekcanap IBaHOBUY

IOpuenko T.A.



