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Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Xapuenko Bitanina CepriiBHa

2. Kharchenko Vitalina Serhiivna

KBasmigikamis:

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

IIIndp HaykoBOi cneniagabHOCTI: 03.00.04
Ha3Ba HayKoBOIi CcIeniaJIbHOCTI: Bioximis

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

Jara 3axucrTy: 17-01-2019

CreniaJIbHICTh 32 OCBITOIO: 6ioximis

Micue po6oTH 34,00yBayva: XapkiBcbKuil HaliOHaJIbHMI YHiBepcuTeT imeni B.H. Kapasina

Kopg, 3a €IPIIOY: 02071205

Micuesnaxo;pxeum:: mangaH CBo6ony, 4, M. XapkiB, XapkiBCcbKuil p-H., XapKiBcbKa 00171., 61022, Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: MiHicTepcTBO OCBIiTH | HayKy YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

Iudp cnenianizoBaHoi BYEHOI pagH (pa30Boi CIeliaJai30BaHOi BYE€HOI pagu): K 64.051.17
IToBHe HaiMEeHYBaHHSI IOPHUAHUYHOI 0COOM: XapKiBChbKMil HALOHATIBHNIA YHiBepcuTeT imMeni B.H. Kapasina
Kopg 3a €IPIIOY: 02071205

Micueanaxo;pKeHHﬂ: MangaH CBo6onu, 4, M. XapkiB, XapkiBcbKuil p-H., XapKiBcbKa 0671., 61022, Ykpaina
dopma ByracHoCTI:

Cdepa ynpaBiriHHS: MiHicTepCTBO OCBITH i HayKK YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

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

BHKOHAHO JHCEPTaIlilo

IloBHe HaﬁMeHyBaHHﬂ IOPUIHUYHOL 0CO0M: XapkiBchbKuil HallioHaIbHUI YHiBepcuTeT iMeni B.H. Kapasina
Kopg 3a €IPIIOY: 02071205

Micue3HaxoaKeHHS: maiinan CBo6oau, 4, M. Xapkis, XapkiBCcbKuii p-H., XapKiBcbka 061., 61022, Vkpaina
dopma ByracHOCTI:

Cdepa yIIpaBJIiHHﬂ: MiHicTepcTBO OCBiTH i HayKU YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

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

Tema gucepranii:
1. Posib cinroainigis B Mmoaysuii pocdosinasza Jl-3a1e>xXHOro CUrHaliHra iHCyJliHa B CTapOCTi.

2. Role of sphingolipids in the modulation of phospholipase D-dependent insulin signaling in old age.

Pedepar:

1. HaBeneHO pe3yJbTaTH LOCIIIKEeHHS AesIKUX 0Co0rMBOCTeN peryssiii incyninom docdatuamnxonid (OX)-
3asiexxHoi pocdomninasu (PJIJI) i 06MiHy IJ1I0KO3M B KIIITUHAX [1€YiHKY, M'SI30Biii TKAHMHI i HEOKOPTEKCI MypiB JiHii
Bicrap y npoueci crapinzs. 3a monomMorolo iHri6itropis ¢pocparuauninosirosn-3-kinaszu (PI3-kinaszu) (BopTMaHiHa,
LY294002), Akt /mporeinkinasu B (anireHin-7-ra0Ko3uaa Ta J0Teosin-7-raoko3uaa) Ta GJI]I (ranonemizna)
BCTaHOBJIEHO, 1110 PJI]] € KOMIIOHEHTOM CUTHaJILHOTO KacKay iHCyJliHa i 3HaxoauThCs nif, KonTposiem PI3-kiHazu i
Akt /TIKB, a TakoX NpuiimMae y4acTb y peryJisiii npoieciB 00MiHy IVII0KO3M y FeNaTOLUTAX Ta HEOKOPTEKCI IypiB. B
YMOBax BiKOBOT'O MiIBULLIEHHS PiBHS BHYTPIIIHbOKJIITUHHUX LiepaMifiiB Bi0yBa€eTbCsI IPUTHIYEHHSI iHAYKOBAHO]
incyniHoM akTuBHOCTI OJI]] TOpsL 3i CTUMYJIBOBAHMM FOPMOHOM OOMIHOM IJIIOKO3M B KJIITUHAX IE€YiHKH, giadparmi
i HeOKOpTeKCi mypiB. [Ipn MozeI0BaHHI MiBULIEHHOTO PiBHS €HIOT€HHUX LIEPaMilliB 32 TOIIOMOTOI0
najbMIiTMHOBOI K1CIoTH i C2-1epamiza, abo nakiitakcesa abo JOKCOPYOIlMHY BiZi0yBa€TbCS IIPUTHIYEHHS
akruBauii incysinom OJI]] i mpoueciB NOrMHAHHS TJII0KO3Y B TKAHMHAX-MilIeHsX [ii TopMOHY. 3a 0IIOMOroi0o
crienudivHuX iHri6iTOpiB cCUHTE3a cdinromnininis (mipionuHa, pymoHizuna Bl) ra cinromieninaz (COMasz)



(iminpamina, GW4869) BCTaHOBJIEHO, 110 NaJAbMITHHOBA KMCJIOTA i C2-11epaMif] iHAYKYIOTb CUHTE3 €H/IOT€HHOTO
1epamiza de novo, a JOKCOPYO6ILMH i MakyiTakces MifBUIIYIOTh BMiCT C(PIHTOIMIAY SIK LIISIXOM CHHTe3a de novo,
TaK i aktuByloun COMa3zu. BukopucraHHs cymiuii iHribiTopis cuHTesa coinroainiais i COMa3s cripusie BiiHOBIEHHIO
aktuBalj incyniHom OJI]], IpoleciB NOTJIMHAHHS TJI0KO3U i yTBOPEHHS IVIMKOT€Ha 3HIDKYI0UU PiBEHb €HJOT€HHOTO
Lepamiza i HOpMasli3yo4u 4yTJIUBICTD KIIITUH-MilIEHEN [0 Ail FOpPMOHY.

2. In the present work the functions and regulation of insulin-induced phospholipase D (PLD) were inverstigated in
old age and under experimental changes of hormonal sensitivity of the target cells and tissues. The experimental
and age-dependent changes of PLD activation, glucose uptake and storage were modulated by inhibitors of
sphingolipid metabolism. The activation of PC-specific PLD by insulin in classical target tissues (liver and muscles)
and novel target (neocortex) was established. Halopemide, an inhibitor of PLD, suppressed the activity of PLD and
significantly reduced the glucose uptake and the glycogen synthesis activated by insulin in hepatocytes. The
insulin-induced activation of PLD was blocked by specific inhibitors of phosphatidylinositol-3-kinase (P13-kinase)
wortmannin and LY294002 and by the inhibitors of Akt/protein kinase B (Akt /PKB) apigenin-7-glucoside and
luteolin-7-glucoside. These results indicated that PLD is activated downstream P3-kinase and Akt /PKB. Regulation
of PLD activity and glucose uptake and storage by insulin in primary hepatocytes was sensitive to the ceramide,
the antagonist of P3-kinase /Akt /PKB-signaling pathways. The sensitivity of the PLD to the insulin was decreased
in hepatocytes, diaphragm tissue and neocortex of 24-month-old rats by elevated ceramide level. A high fat
saturated diet induced the synthesis of free fatty acids and their derivatives such as DAG, TAG and ceramide in the
diaphragm, liver and neocortex of 3-month-old rats. There were found disturbances in PLD activation by insulin in
young rats caused by high-fat diet induced ceramide accumulation. The endogenous ceramide accumulation and
the suppression of activation PLD and glucose metabolism by insulin in young rat muscle tissue, liver cells and
neocortex were found by modeling of the impaired sensitivity of the target tissues to the action of insulin with
palmitic acid, C2-ceramide, cytotoxic drugs - doxorubicin and paclitaxel. Using specific inhibitors of the
sphingolipid synthesis (myriocin, fumonisin B1) and sphingomyelinase (SPMase) activity (imipramine, GW4869) it
was determined that palmitic acid and C2-ceramide induce the endogenous ceramide de novo synthesis, while
doxorubicin and paclitaxel increase the sphingolipid content by de novo synthesis and SPMase activation. The
combination of inhibitors for both SPMase and sphingolipid synthesis promotes recovery of the insulin dependent
PLD activation, glucose uptake and glycogen formation through the downregulation of endogenous ceramide
levels accompanied with normalization of the target cells and tissues sensitivity for the hormonal action.
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Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. Babenko Haranis OnekciiBHa
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KBasmigikamis: 1. 6. 1., 03.00.13, 14.03.03
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JoparkoBa iHdopmamist:

IloBHe HaliMeHYBaHHSI IOPUAHUYHOI OCOOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByTacHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BizomocTi npo odiiiHUX OTIOHEHTIB Ta pelleH3€eHTiB
OdiuiiiHi OIOHEeHTH
Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Top6enko Haranis IBaHiBHa

2. Gorbenko Nataliya Ivanivna

KBasidikamis: 1. 6. 1., 14.01.14
InenTudikarop ORCID ID: He 3acrocosyerbcs
JopaTrkoBa iHdpopmamist:

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

Micue3Haxoa KeHHS:

dopma ByracHoCTI:

Cdepa ynpassriHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacwue IlpizBumie Im's I1o-6aTbKOBI:
1. Kyumeposceka Tamapa MypariBHa

2. Kuchmerovska Tamara Murativna

KBasmigikamis: 1. 6. 1., 03.00.04
Imentudikarop ORCID ID: He zacrocoyerbcs
JoparkoBa iHdpopmamist:

IloBHe HaHMEHYBaHHS IOPHIHYHOI 0COOH:



Kopg 3a €IPIIOY:
Micue3HaxoaKeHHS:
dopma BaacHOCTI:
Cdepa ynpasiiHHS:

Imentudikarop ROR: He zacrocoyerbcs

PeuenseHTu

VIII. 3aKkJIl04Hi BiZoMOCTi
ByacHe IlpizBuiie Im's ITo-6aTbKOBI
TOJIOBH pajgu

BiiacHe IIpi3Buine Im'sa Ilo-6aThKOBI
rOJIOBYIOYOTO Ha 3aciJaHHi
BignoBigasibHuUI 3a MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

Peectparop

KepiBHuKk Bigginy YKpIHTEI, mo €
BiZIOBiZasIbHUM 32 peecTpallilo HayKOBOi

OisIIBHOCTI

BoskkoB AHaToJil IBAaHOBMUY

Bo>xkoB AHaToJ1iM IBAaHOBUY

IOpuenko T.A.



