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1. EKCHepI/IMeHTaI[bHe O6FPy'HTYBaHHH 3HU>KEHHSI TOKCUYHOCTI IapaneTamMmoJs1y mjiIgxom MOILYJISIILH Moro

MeTaboi3My B MeviHIi

2. Experimental evidence for acetaminophen toxicity attenuation via modulation of its metabolism in liver

Pedepar:

1. Inceprauiiina po60Ta IPUCBIYEHA €KCIIEPUMEHTATILHOMY OOIPYHTYBAaHHIO 3HUKEHHSI TOKCUYHOCTI
napaneTaMmosty IUISIXOM BIUIMBY Ha #oro 6ioTpancdopmatlito. [IokaszaHo, 0 eKCIIepUMEHTaIbHA KOMIIO3ULLis
"MeTasiT", 10 CKJIaay SIKOi BXOAUTL METIOHIH, @ TAKOX Psif, BiTaMiHIB Ta Zn y BUIJISLA]I MIKPOEJIEMEHTY, YBEIEHA
Ilypam Ta MUIIaM BHYTPIilIHbOUIJYHKOBO CIIiJIbHO 3 TOKCMYHUMMU [103aMU I1apalieTaMoily, KOMOiHallii OCTaHHbOTO 3
€TaHOJIOM Ta Ha (OHi aJIKorosizMy 3aTHa 3HW)KYBATH 3arajlbHy FOCTPY TOKCUMYHICTb Ta F€NIaTOTOKCUYHY Jil0
AQHaJIbreTHUKA LIJISIXOM KOPEKLil MEXaHi3MiB IOro MeTabos1i3My B I€YiHIli, IEPEBUILYIOYN €(DEKTUBHICTb METIOHIHY.
3MeHIIeHHS TOKCUYHO] Iii aHayibreTrka BilOyBa€THCS 3aBASIKY 3HIKEHHIO 3aJIEXKHOTO Bifg nutoxpomy P-450 2E1
YTBOPEHHSI peakKTMBHUX MeTaboiTiB [1A, akTuBalii nmpoueciB KoH'toraujii 3 ri1yTaTioHoM, 3MEHIIIEHHIO iHTeHCUBHOCTI

BiJIBHOPAJMKaJIbHOTO OKUCHEHHS B M€YiHIi, HOpMaJli3allii MiTOXOHPiaJIbHOTO JVUXaHHS

2. This dissertation was designed to obtain evidences for acetaminophen toxicity attenuation via modulation of its
biotransformation. The ability of the "Metavit" composition being superior to methionine alone, containing



methionine, some vitamins and Zn microelement, co-administered to both rats and mice intraventricularly with
analgesic in toxic doses, combination of the latter with ethanol and under alcoholism to decrease acetaminophen
general acute toxicity and analgesic hepatotoxicity by correcting acetaminophen metabolism in liver was shown.
Analgesic toxicity was attenuated due to decrease in cytochrome P-450 2E1-dependent acetaminophen reactive
species formation, increased conjugation with glutathione, and decrease in lipid peroxidation rates as well as
normalization in mitochondrial respiration
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