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1. InoMicToBa Mapis BosmogumupiBHa

2. Inomistova Mariia Volodymyrivna
KBasmigikamis:

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

IIIndp HaykoBOi ceniaIbHOCTI: 03.00.15
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JaTa 3axXHCTy: 06-04-2017

CreniaJbHICTh 32 OCBiTOXO: 03.00.15
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Kopg 3a €IPIIOY: 02070944
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dopma BaacHOCTI:

Cdepa ynpaBiriHHS: MiHicTepcTBO OCBIiTH | HayKy YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BY€HOI pagH (pa30Boi Cleliagai30BaHOi BYEHOI pagu): [l 26.562.02

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH: [lepkaBHa ycTaHOBa "HauioHaIbHMIA HAYKOBUI LEHTP

pagiauinHoi MegunyaM HalioHanbHOI akagemil MeIu4YHMX HayK YKpainu"

Kopg 3a €IPIIOY: 04837835

Micue3HaxoaKeHHS: By lOpis Innenka, 53, m. Kuis, Kuicbka 0611., 04050, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonanbHa akazieMis MEIMYHUX HAyK YKpaiHu

InenTugikarop ROR: He zacrocosyerscs

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

IloBHe HaliMEeHYBaHHSI IOPHUAUYHOI 0COOM: Kuichkuil HauioHaIbHMI yHiIBEpCUTET iMeHi Tapaca
[lleByeHKa

Kopg 3a €IPIIOY: 02070944

Micue3Haxoa>KeHH: 01033, m. Kuis, ByJI. Boslopumupceka, 64

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: MiHicTepCTBO OCBITH | HayKy YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHHX PYOPHK: 34.23

Tema guceprauii:
1. Excripecis reHiB 3aj1ydeHUX B peryJisLilo LUIsIXy pS3 Mpy HeHpobiacToMu

2. Expression of genes involved in the regulation of p53 pathway in neuroblastoma

Pedepar:

1. PoboTta npucesueHa BUBYEHHIO 3MiH eKcIpecii reHiB, B ToMy unciii MikpoPHK, siki 3ary4eHi B perysisiiio msxy
P53 pu Hepo6IacTOMi, [J151 BU3HAYEHHS] HOBUX (PAKTOPIiB MPOrHO3YyBaHHSI [1epebiry 3axBoproBaHHS. JloCiiKeHO
3Mminm excripecii MPHK renis MDM2, TP53 ta GSTP1 B nyxJIMHHIN TKaHUHI IpU HelipobsacToMmi. [TpoananizoBaHo
NyXJaMHU 358 MallieHTiB i3 BCTAaHOBJIIEHUM JiarHO30M HellpobsiacToMu, nepudepruyHy KpoB xBopux (128 3paskiB) Ta
IIPAKTUYHO 3[I0POBUX Jofen (158 3paskiB). BcTaHOBIEHO KpUTEPii NPOrHO3YBaHHS NIEPEOIry 3aXBOPIOBAHHS IIPU
HelpobJiacToMi, SKi XapakTepusyloTh 3MiHN (PYHKLIOHYBaHHS LIJISIXY OIIOCEpeAKOBaHOro pS3. Bucokuii piBeHb
exkcnpecii MPHK MDM2 B nyx/IMHHI} TKaHUHI HEMPOO6IaCTOMU aCOLiiOBAaHUI 3 PU3UKOM PO3BUTKY PELMIUBIB Ta
HOTipIIEHHSM ITPOrHO3Y Nepebiry 3axBoproBaHHsL. [1aljieHT! 3 BUCOKUM piBHeM eKcripecii reHa TP53 Ta HU3bKUM
piBHeM ekcnipecii MDM2 xapakTepu3syloThCs CIIPUATIVBUM IIPOTHO30M 3aXBOPIOBaHHA. [OMO3UTOTHMII BapiaHT

G313G rena GSTP1 acouiioBaHUI 3 HECHPUSTIMBUM IIPOTHO30M 3aXBOPIOBAHHS. Y MMAIi€HTIB 3 HU3bKHUM PiBHEM



ekcnpecii GSTP1 nporuos nepeoéiry 3axBOpIOBaHHSI BU3HAYAETLCS NOJIIMOPGHMAM BapiaHTOM IreHa. 3HIKEHHS
ekcripecii MikpoPHK-34a, mikpoPHK-137 Ta MikpoPHK-885-5p noB's13aHi 3 HECIpUATIUBUMU KITiHIYHUMU i
6i0JI0rYHUMHU OCOBIMBOCTSIMU 3aXBOPIOBAHHS i BHM)KEHHSIM BUPKMBAHOCTI MAlli€HTIB, B TOM Yac SIK y NalieHTiB 3

ammmigikaniero MYCN rinepexcnpecist MikpoPHK-380-5p nos'si3aaHa 3 HECIIPUSITJIMBAM IIPOrHO30M 3aXBOPIOBAHHSI.

2. The thesis is dedicated to the investigation of changes in gene expression, including microRNAs, involved in the
regulation of p53 pathway in neuroblastoma to identify new prognostic factors of the disease. Alterations in
MDM2, TP53 and GSTP1 mRNA expression of genes in neuroblastoma tumor tissue were studied. Tumors from 358
patients with neuroblastoma, peripheral blood of patients (128 samples) and healthy people (158 samples) were
analyzed. Prognostic criteria for neuroblastoma were established that characterize changes in functioning of p53
pathway. High MDM2 expression in neuroblastoma tumor tissue was associated with the risk of relapses and poor
disease prognosis. Patients with high levels of TP53 expression and low MDM2 expression were characterized by a
favorable prognosis. G313G homozygous variant of GSTP1 gene was associated with a poor prognosis. Disease
prognosis of patients with low GSTP1 expression was determined by the gene polymorphic variant.
Underexpression of miR-34a, miR-137 and miR-885-5p was associated with adverse clinical and biological
characteristics of neuroblastoma and decreased of patients' survival, while miR-380-5p overexpression in patients
with MYCN amplification correlated with poor disease prognosis
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Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BizomocTi npo odiliiHUX OTIOHEHTIB Ta pelleH3€HTiB
OdiuiiiHi OIOHEHTH
BaacHe IlpizBume Im's I1o-6aThKOBI:

1. Abpamenko Ipuna BikropiBHa

2. AbpameHKo IpuHa BikTopiBHa

KBasigikanis: n.men.n., 14.01.07
InenTudikarop ORCID ID: He 3acrocosyerscs
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InenTudgikarop ORCID ID: He 3acrocosyerbcs
JoparkoBa indpopmamuist:

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

Micue3Haxoa KEeHHSI:

dopma BiracHoCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

Penensentu

VIII. 3aKkJII04Hi BiZoOMOCTi



BaacHe IlpizBumie Im's ITo-6aTbKOBI
TOJIOBH pajgu
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[linincpka Mapis AnppiiBHa

IOpuenko T.A.



