O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0418U002177
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpauii: 28-02-2018

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Jlinnuk OkcaHa OsekcaHpiBHA

2. Linnyk Oksana Oleksandrivna

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs

Bup, pucepranii: kanguzaar Hayk

AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HayKoBOi crIeniaIbHOCTI: 14.03.04

Ha3zBa HayKoBoi creniaIbHOCTi: [Tatonoriyna ¢isiomnoris

T'asy3p / rasysi 3HaHB. He 3aCTOCOBy€THCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs
Jara 3axHcrTy: 13-02-2018

CneniaJbHICTh 3a OCBITOIO: JliKyBajbHa CIIPaBa

Micue po6oTH 3400yBayva: Incrutyt disionorii im. Boromosbua

Kop 3a €IPIIOY: 05417093

Micuesnaxo,szeHHa: ByJ1. boromosnsbLg, 4, M. Kuis, Kuis, 01024, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujoHanbHa akazemist Hayk YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs




I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHOoi BYEHOI pagH (pa30Boi CleliaJai30BaHOi BYE€HOI pagu): [ 26.198.01

IloBHe HalMeHYBaHHSI IOPHUAUYHOI 0COOM: IncTuTyT disionorii im. Boromosbig HanjonanbHa akazemist

HayK YKpaiHu

Kog, 3a €EIIPTIOY: 00000000

Micqesnaxo,zm(emm: ByJ1. boromosnbLg, 4, M. Kuis, Kuis, 01024, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiiHHS: Haujonanbna akaziemist Hayk Ykpainu

InenTugikarop ROR: He zacrocosyerscs

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

BUKOHaHO JHUCEPTALil0

IloBHe HaliMEeHYBaHHS IOPHIHYHOI 0COOH: [HCTUTYT disiosorii iM. Boromonbua
Kopg 3a €IPIIOY: 05417093

MicuesnaxomerHﬂ: ByJI. boromosnbug, 4, M. Kuis, Kuis, 01024, Ykpaina

dopma By1acHoCTI:

Cdepa praBJIiHHﬂZ HaujonanbHa akageMisd HayK YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

V. BimomocTi npo guceprauiio
Mosga guceprarii:

Koau TemaTHYHHUX PYOPHK: 76.03.53
Tema gucepranii:

1. TlopymeHHs MiTOXOHIPiaJIbHOTO anapaTy KapAioMiOLUTIB MPU JOKCOPYOILMH-1HIYKOBAHOMY OKCUIATUBHOMY

CTpECi: MEXaHi3MU Ta KOPEKLis

2. Disturbances of mitochondrial apparatus of cardiomyocytes under doxorubicin-induced oxidative stress:
mechanisms and correction

Pedepar:

1. Incepraris npucBg4YeHa JOCTIIPKEHHIO OPYLIeHb (PYHKLiNA MiTOXOHAPil KapioMiO-LXTIB Mif, BIJIMBOM
OKCHUJATUBHOTO CTPECY Ta MOXKJIMBOCTI IX KOPEKIii KypKyMiHOM in vitro Ta in vivo. I B KyJIbTypi HEOHaTaIbHUX
KapJiomioluTiB, i B MiOKapi ypiB 0-Ka3aHo, 110 BIJIMB JOKCOPYOILIMHY NPU3BOAUTD [0 iHAYKLii OKCUAATUBHOTO
CTpecCy, 3HIKeHHS e(PEKTUBHOCTI pOOOTU IMXAJIbHOTO JIAHLIIOTa Ta BUKOpUCTaHHS O2 y npolie-cax
dochopunoBaHHS, OPYLIEHHS PiBHS eHePreTUYHOI peryJsiLil uxaHHs MiTOXOH-ApPiid, 3HWKEHHS MBUIKOCTI
Bxo#y ioHiB K 10 i3onpoBaHuX MiTOXOHTPill. TakoX [10Ka-3aHO, 10 JOKCOPYOILMH 3HUKY€E €KCIIPECII0 He TiJIbKU
reny HIF-1n, a i itoro Baxnuux reHis-mimeneit (PDK-1, TERT, IGF-1), onHo4acHo nigBsuiyooun ekcrpecito reny HIF-
3o B kapaioMionuTax. Lli edpexty mokcopyOiiHy HEraTUBHO BiZoOpaskayvcs Ha CKO-POYyBajbHIN aKTUBHOCTI

KapAioMiOLUTIB Ta KapAioreMoJuHaMilli IypiB, BKa3yl04M Ha [I0YaTOK PO3BUTKY JUJIATALIHOI KapAiomionartii.



3acTocyBaHHS IOKCOPYOILMHY i1 Ky-pKyMiHy pa3om NpU3BOAUIIO 4O 3HAYHOTO 3HWUKEHHS PiBHSA
BiJIbHO-PAUKaJIbHUX MIPOIIECIB Ta BiHOBJIE€HHS NIPO— Ta aHTUOKCUIAHTHOI PiBHOBAru B MiTOXOHZPIsIX Kap-
IiOMiOLIMTIB, 3HAYHO MOKPALYBaJIO IOKa3HMKU €(PEeKTUBHOCTI pOOOTU JUXaJIbHOIO JIAHIIOTa, 30i/1b11yBaIO
IIBUAJIKICTb BXOAY iOHiB K, clipusioun niATpUMIL BUXiTHOI Be-JINYMHU MiTOXOHJpiabHOrO MEMOPAHHOTO

IOTEHIiajly, Ta 3HAYHO MIOKPAIyBajIo CKOPOYyBaJIbHY aKTUBHICTb KJITHH.

2. Dissertation is devoted to investigation of mitochondrial function violations in cardiomyocytes under the
influence of the doxorubicin-induced oxidative stress and the possibility of their correction by curcumin in vitro
and in vivo. In the neonatal cardiomyocytes culture and rat myocardium, there was shown that doxorubicin
exposure leads to induction of oxidative stress, the respiratory chain efficiency reduction, a decrease in energetic
regulation of mitochondrial respiration, declining of the rate of K+ entry to the isolated mitochondria. Also, it was
shown, that doxorubicin inhibits not only the gene HIF-1o expression but its important target genes (PDK-1, TERT,
IGF-1) too, while increasing the gene HIF-3o expression in rat cardiomyocytes. These negative effects of
doxorubicin impact on the cardiomyocyte contractile activity and the rat cardiohemodynamic. The combined use
of doxorubicin and curcumin led to a significant reduction in the free radical processes level and the pro- and
antioxidant balance recovery in the mitochondria, significantly improving the functions of the respiratory chain,
increasing the K+ entry rate into mitochondria, helping to support mitochondrial membrane potential value and
improving the cardi-omyocytes contractile activity.
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