O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 04170000233
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpauii: 27-01-2017

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. NaninoBcekuil Cepriit BikTopoBry

2. Danilovskyi Sergii Viktorovych

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa//IOKTOpPaHTypa: Hi

IIIndp HaykoBOi cneniagabHOCTI: 03.00.04
Ha3Ba HayKoBOIi CcIeniaJIbHOCTI: Bioximis

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

Jdara 3axucrTy: 19-01-2017

CreniaJbHICTh 32 OCBIiTOIO: 222

Micue po6oTH 3400yBayva: Incruryt 6ioximii im. O.B.[Tastanina HAH Vkpainu

Kopg 3a €IPIIOY: 05417288

Micuesnaxo,szeHHa: 01601, Kuis, ByJ1. JleoHTOBMYA, 9

dopma BaacHOCTI:
Cdepa ynpaBiriHHS: MinicrepcTBo ocBiTh YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

IIudp cnenianizoBaHOi BYEHOI pagH (pa30Boi CleNiaai30BaHOi BY€HOI pagH): [1.26.551.01
IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:

Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma ByracHoCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

IV. BimomocTi Ipo niznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10

BHKOHAHO JHCEPTaIlilo

TloBHe HaliMeHYBaHHS IOPHUAMUYHOI 0COOM: [HcTuTyT Gioximii im. O.B.MTasutagina HAH Vkpainu
Kopg 3a €IPIIOY: 05417288

Micue3Haxoa KeHHs: 01601, Kuis, Bys. JleonToBM4a, 9

dopma ByracHOCTI:
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V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TemaTHYHHUX PYOPHK: 76.03.31

Tema gucepranii:
1. Perynduis excrpecii TP53 Ta 3ay1e;KHUX Bifl HbOTO NPOTEiHIB y KJIiTHHAX ry1iomMu JiiHii U87

2. Regulation of the expression of TP53 and its dependent proteins in glioma cells line U87

Pedepar:

1. O6’exT: dyHKuis renis TP53, MDM2, PERP, USP7, RBL1, CSNK2, NME6, TOPORS, ZMAT3, TP53BP1 Ta TP53BP2.
Mera: - BuUB4YeHHS 3asexXHOCTi ekcripecii reniB TP53, MDM2, PERP, USP7, RBL1, CSNK2, NME6, TOPORS, ZMAT3,
TP53BP1 ta TP53BP2 Bin (pyHKLiIOHANIBHOI aKTUBHOCTI CUTHAJIbHOTO €H3UMY CTPECY €H/I0IIa3MaTUYHOTO
perukynayma ERN1 3a ymoB rinokcii Ta gedinuTy riyraminy abo I10Ko3u y KaiThHax riaiomu jiHii U87. Metonu:
KyJIbTUBYBaHHS KJIITUH riomu jinii U87 Ta ii cy6:iniit, Buginenns roranpHoi PHK, ciekTrpodoToMeTpruyHi MeTonu
BM3HAUEHHS KiJIbKOCTI Ta CIleKTpajbHuX XapakrepucTuk PHK, esnekrpodopes HyKJI€iHOBUX KUCJIOT, 3BOPOTHA
TPaHCKPUIILis, II0JIiMEepa3Ha JIAHIIOTOBA PEaKllis, KiJIbKiCHA MoJliMepa3Ha JIAHLIOrOBa PEaKllisl, OTPUMaHHS
LIMTO30JIbHUX Ta AepHUX (QpaKLiil IPOTeiHiB i3 KyJIbTYp KIIITHH, OCa[I)KEHHSI CEKPETOPHUX IIPOTEiHIB 3
KyJIbTypaJIbHOTO CEPENIOBUINA, CIIEKTPOPOTOMETPUYHE BU3HAYEHHS KiJIbKOCTI IPOTEiHiB, esleKTpodopes IpoTeiHiB
y NOJIiaKpUIaMilHOMY reJti, iMyHOOGJIOTHAHT, KOMITIOTEPHUI aHaJli3 pe3yJIbTaTiB KiJIbKiCHOI I0JIiMepasHoi
JIAaHLIIOTOBOI peakliii, CTaTUCTHUYHI MeToAu 0OpoOKM IaHuX. Briepiue 6ysio rokasaHo, mo ekcrpecis renis TP53,
MDM2, PERP, USP7, RBL1, CSNK2, NME6, TOPORS, ZMAT?3, TP53BP1 ta TP53BP2 y kniTunax riiomu jinii U87



3aJIEXKUTD Bif, PYHKLiOHANIbHOI akTUBHOCTI ERN1, CEHCOPHO-CUTHAZIbHOTO €H3UMY CTPECY €HAO0IIa3MaTUIHOTO
peTuKkysyma. BusiBieHi 3MiHU B €KCIIPECii JOCTiIKEHUX T€HiB KOPEJIOIOTh 3i 3MEHIIEHHSIM iHTEHCUBHOCTI
nposidepatii kaiTUH 3 npurHiyeHo aktuBHicTI0 ERN1. BctaHoBneHo, 1m0 3MiHu B ekcnpecii reniB TP53, MDM2 Ta
USP7y kiiTuHax riliomu 3a yMoB npurHidyeHHs ERN1 06yMOBJI€Hi BUK/IIOYEHHSIM CaMe KiHa3HOi, a He

eHJIopuboHyKIea3Hoi akTuBHOCTI en3umy ERN1, a rena PERP - o60Ma akKTUBHOCTSIMU..

2. Object: the function of genes TP53, MDM2, PERP, USP7, RBL1, CSNK2, NME6, TOPORS, ZMAT3, TP53BP1 and
TP53BP2. Objective: - study of the dependence of expression of the genes TP53, MDM2, PERP, USP7, RBL1, CSNK2,
NMES6, TOPORS, ZMAT3, TP53BP1 and TP53BP2 the functional activity of a signaling enzyme of endoplasmic
reticulum stress ERN1 in conditions of hypoxia and glutamine or glucose deficiency in the cells of glioma lines U87.
Methods: glioma cell line U87 and its sublines cultivation, total RNA extraction, agarose electrophoresis of nucleic
acids, reverse transcription, polymerase chain reaction, quantitative polymerase chain reaction, extraction of
cytosol and nucleus protein fractions from the cell cultures, precipitation of proteins from the cell culture media,
spectrophotometric identification of protein amounts, protein polyacrylamide electrophoresis, immunoblotting,
computer analysis of polymerase chain reaction results, statistical methods of data processing. It was shown for
the first time that the expression of TP53, MDM2, PERP, USP7, RBL1, CSNK2, NME6, TOPORS, ZMAT3, TP53BP1 and
TP53BP2 genes in the glioma cell depended on functional activity of ERN1 and revealed that changes in the
expression of the studied genes correlated with the decreasing of proliferation of cells with suppressed ERN1
activity. It was established that changes in the expression of TP53, MDM2 and USP7 genes in glioma cells under
condition of ERN1 inhibition were caused by suppression of kinase, but not endoribonuclease activity of the ERN1
and changes in the expression of PERP gene - by both activities.
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