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V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TeMaTHYHHUX PYyOPHK: 34.41.15
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1. Posib nutoxpomy P450 2E1 y pO3BUTKY rel1aTOTOKCUYHUX MTPOLIECIB IPU METAOO0IIYHOMY CUHIPOMI Y MOPCBHKHUX

CBHHOK

2. CYP2E1 involvement in the development of pathological processes during metabolic syndrome in guinea pigs

Pedepar:

1. Mera po6otu: 3'sicyBaHHs pojii CYP2E1 y po3BUTKY CTPYKTYpPHO-MeTab0JIiYHUX 3MiH B I1€UiHIi Ta NiALIIYHKOBIN
3a7103i 32 YMOB BiITBOPEHHSI METa00JIIYHOr0 CMHAPOMY. O0'eKT JOCHiIKeHHS: MOPQOJIOTiuHi Ta 6ioXimiuHi
MEXaHi3MM YIIKOJKEHHS NIeYiHKY Ta NiJMIIyHKOBOI 3aJ1031 IIPY PO3BUTKY METa00JIiYHOrO CUHIPOMY. MeToau
IOCJIiIKEeHHSI: TICTOJIOTiYHi, KIITUHHO-610JI0T{YHi, MOJIEKYJISIPHO-6i0JI0Ti4Hi i 6i0XiMiyHi. 3aITPOIIOHOBAHO MOIEJb
MeTaboIYHOTO CUHAPOMY, sIKa IPYHTYETbCS HA TPMBAJIOMY BHYTPIlIHbOM'I30BOMY BBEJ,€HHi MOPCBKUM CBHHKaM
nporamin-cysnbdary (aHTaroHicra rernapyvny) y gosi 15 mr/kr gsidi Ha 1o6y. Bnepie mocaimkeHo 3MiHM ekcripecii
putoxpomy P450 2E1 y nevinni nizmocnigHuX TBApUH 32 YMOB IIPOTaMiH-CyJib(aTHOI MOzesi MeTaboJIiYHOTO
cuHppoMmy. [TokazaHa BifiICyTHICTb IPSIMOTO BIJIMBY IIPOTaMiH-Ccysb¢aTy Ha akTuBHICTb pepmeHTa CYP2EL

[IpomeMOHCTPOBAHO 3B'430K MixX 3MiHamMu ekcripecii CYP2E], BMiCTOM BiJIbHUX pafyKaJiB B KPOBi Ta pPiBHEM

IIe4iHKOBUX TPaHCaMiHa3 Ipy NpoTaMiH-Cyib(aTHill MoJesi MeTaboIiYHOrO CUHAPOMY. 3a IOIIOMOTOI0 iHTi6iTOPIB

CYP2E1 - kBepLeTUHY, 4-MeTUIipa3osy Ta nucyibdipamy noseneHa posb CYP2EL y 3pocTaHHi piBHS BiJIbHUX



PaAMKaJIiB Ta MOB'SI3aHUMU 3 LIVM YIIKOIPKEHHSIMU I€YiHKY Ta MiALUITYHKOBOI 3a71031. [Ioka3aHa 3BOPOTHICTh NAHUX

[IaTOJIOTIYHUX IIPOLIECIB, [0 OOIPYHTOBYE NOLIBHICTh aHTHOKCUIAHTHOI Teparlii Ipy MeTaboIiYyHOMY CHUHIPOMI.

2. Aim of the work: to determine the role of CYP2E!1 in the development of structural and metabolic changes in the
liver and pancreas during metabolic syndrome modelling. Object of the research: morphological and biochemical
mechanisms of the liver and pancreas tissue damage in the development of metabolic syndrome. Methods:
histological, cell-biological, molecular biological and biochemical. The thesis devoted to study of cytochrome P450
2E1 participation in the development of liver damage during experimental metabolic syndrome in guinea pigs. By
using of protamine sulfate model of metabolic syndrome it was shown the complex pathological changes in the
experimental animals tissues during metabolic syndrome development. The obtained data show a link between the
increasing of CYP2E] expression in liver, increasing the number of free radicals in the blood and development of
hepatotoxic processes in animals with metabolic syndrome. It was shown that reducing the activity of CYP2E1 by
using of specific inhibitors leads to a decrease of hepatotoxic processes. It was substantiates the possibility of
pharmacological regulation CYP2E1 expression and pathological processes that accompany the metabolic
syndrome.
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