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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
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IV. BizomocTi n1po nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0
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V. BizomocTi npo guceprariio
Moga guceprariii:
Koau TeMaTHYHHX PyOPHK: 34.15.61

Tema guceprauii:
1. 3minm ekcripecii rena uuroxpomy P450 2E1 y neuinni mumeit 3a fii eK3oreHHUX cTpecoBux GakTopiB

2. Changes of a mouse liver Cytochrome P450 2E1 gene expression upon the exogenous' stresses

Pedepar:

1. O6'eKT - MOJIEKYJISIPHI MEXaHi3MHU Bif[IOBiMi KJIITVHY Ha Jil0 CTPeCOBUX (PAaKTOPiB; MeTa - NOCIIAUTHA €KCIIPECI0
reHa nutoxpomy P450 2E1 y nediHni Mumeil 3a OKpeMoi Ta CIibHOI Aii €K30reHHNUX CTPECOBUX (PAKTOPIB - €TaHOITy
Ta raMMa-BUIIPOMiHIOBaHHS; METOJIM - MOJIEKYJISIPHO-6i0J10riuHI MeToau kinonyBaHHs Cyp2el mui y cucremi E.coli
Ta CTBOPEHHSI 6AKTEPialbHOI eKCIIPeCyI0U0i KOHCTPYKIi A1 pOoAyKyBaHHs peKoMbGiHaHTHOro 6inka Cyp2el,
OZiep>KaHHS MOJIKJIOHATBHUX cenn(iuHnX aHTUTIN 1o nuToxpomy P450 2E1, 6ioximMiuHi MeTOAM BU3HAYEHHS
KiJIBKOCTi MiKpOCOMHOT0 IuToXpomy P450, MosiekysipHO-6i0J10riuHi MeToau aHanizy 6iskis Ta PHK, imyHos1O0TIYHI
IIOCTIiIKeHHS 6iNKiB, METOAM MaTeMaTUYHOI CTaTUCTUKY; HOBM3HA - BIEPIIIE TOCJiKEeHO BIJIUB IOBFOTPUBAJIOL

OKPEMOI Ta CIIJILHOI Aii HU3bKOIHTEHCUBHOTO raMMa-BUNIPOMIHIOBaHHS Ta €TaHOJIy Ha PiBEHb €KCIIpecii reHa



uutoxpomy P450 2E1y nedinni mumeit. [TokasaHo, 10 TpyBaje HU3bKOIHTEHCUBHE raMMa-BUIIPOMIHIOBAHHS Y
Manux nosax (no 24,5 cI'p) cripuymnHsie 3HWKeHHs BMicTy nutoxpomy P450 2E1 ta pisas MPHK Cyp2el. [lis rocTporo
BHCOKOIHTEHCUBHOI'O raMMa-BUIIPOMIHIOBaHHA yepe3 1006y micist onpoMineHHs y go3ax 0,5 ta 1,0 I'p npusBoauTsb
Io 36inbpmeHHd, a'y 2,0 Ta 4,0 I'p - no 3MeHmeHHs BMicTy 6isika Cyp2el, B TOM Xe 4ac 5K piBeHb BignosigHoi MPHK
CYTTEBO 3HKYETHCS IIPU BCIX 3aCTOCOBAHUX [,03aX. XPOHIYHA [iisl €TaHOJIy [IPU3BOJIUTD OO MiIBUIIEHHS BMICTY
6inka Cyp2el i He BIIMBae Ha piBeHb BifnosinHoi MPHK. V pasi cniibHOi TpuBasoi ii 4Box cTpecopis criocTepiranu
[I0YaTKOBE 3POCTaHHS BMIiCTy (PEpMEHTY, 110 € [IPOSIBOM CTabisi3yio4oi Aii eTaHosy. I3 36inblI€HHSIM TPUBAIOCTI
excrno3ulii BMmicT 6inka Cyp2el 3MeHIIyeThbCS, 110 TOB'I3aHO i3 Ai€l0 raMMa-BUNPOMIHIOBaHHS, SIKE IPU3BOJUTD JIO

3HMKeHHs piBHI MPHK CypZ2el npoTarom BCbOro €KCIIEPUMEHTY.

2. Object - molecular mechanisms of cell response upon the exogenous' stresses; Objective - to investigate
expression of Cytochrome P450 2E1 gene in the mice liver at the separate and joint action of exogenous stress
factors - ethanol and gamma-radiation; methods - methods of cloning of CypZel of mouse in the system E.coli,
synthesis of polyclonal specific antibodies to Cytochrome P450 2E1, biochemical methods of determining the
amount of microsomal Cytochrome P450, methods of analysis of protein and RNA, immunological analyses of
protein, methods of mathematical statistics; novelty - influence of the long-term separate and joint action of low-
intensive gamma- ray's and ethanol is first investigational on the level of expression of Cytochrome P450 2E1 gene
in the mice liver. The decrease in CYP2E1 protein levels and mRNA levels of expression upon the long-term
exposition of low doses of gamma-irradiation was observed. The acute highly-intensive gamma- ray's exposure of
small doses increased but the largedoses exposure decreased CYP2E1 protein contents while levels of Cyp2el
mRNA expression were down regulation at any doses applied. The chronic ethanol treatment induced the CYP2E1
protein expression but did not affect the mRNA profile. The initial increase in the enzyme content observed after
the two stress' factors have been applied simultaneously might be due to the stabilizing action of ethanol. It have
been evaluated that the CYP2E1 protein content as well as the level of mRNA gradually decreased upon the
gamma-irradiation extension.
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rOJIOBYIOYOTO Ha 3aciJaHHi

BignoBigasibHuUI 3a MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

Peectparop

KepiBHuKk Bigginy YKpIHTEI, mo €
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