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OOI'PYHTYBaHHS KOPUTYIOYOi Aii Komno3utii "MeTtosiTaH"

2. Role of the cytochrome P-450 in the antituberculosis drugs hepatotoxicity mechanisms and experimental
substantiation of composition "Metovitan" corrective action

Pedepar:

1. Iucepranjiiina po6oTa NprUcBsiY€Ha BU3HAYEHHIO poJli i3odpopm nuroxpomy P-450 (CYP3A2, CYP2C23, CYP2E]) B
naTtoreHesi Tokcn4Hoi Aii [1T3 Ha neviHKy Ta O6rpyHTYBAaHHIO r€aTONPOTEKTOPHOI €()eKTUBHOCTI KOMIO3MILii
"Mertositan". Beegenns ET, PO, 130 a6o ITA npussonuso no monysuii ekcripecii MPHK i akTuBHOCTi CYP3AZ2,
CYP2C23, CYP2E1 B MikpocoMax NeYiHKH, 10 NOps[ i3 306i/IbIIeHHSIM 3arajabHOrO BMiCTy IUTOXpoMy P-450 BKazye
Ha MOPYLIEHHS MEeTab0JIiYHUX IPOLECIB B aHOMY opraHi. Takuil epeKT CylpoBOAXYyBaBCs AUCOaaHCOM IIpo-/
aHTHOKCHUJAHTHOTO CTaHy IeYiHKY, 36inbpueHHSM piBHA PpparmenTauii saepHoi JHK i XxpoHiuHNM 3anianbHUM
IIPOLIECOM B ME€YiHIIi. BUgBI€HO NIpAMY KOpeALiiHy 3ajeXHicTh MiXK akTuBHICTIO CYP2E] B MiKpocOMax 1neviHKy Ta
piBHEM 3arasbHOro 6isipy6iHy B cMpOBaTLi KpoBi (koediuieHT kopenduii 0,84), a Takoxx Mk ekcnpecieto MPHK
CYP3A2 ta HAII®H-3anexuum I10JI B MikpocoMax nediHKY 1ypiB (KoedilieHnT kopessuii 0,97). 3acTocyBaHHS

komno3ulii "MerosiTaH" Ha Ti1i BBeieHH [1T3 3HayHOI0 MipoIo nonepenkano nopymenHs excrpecii MPHK i



(epMeHTaTHBHOI aKTUBHOCTI BUI€3a3HauY€HUX i300opM. BusiBleHO Kopuryouy 1ito "MeToBiTany" Ha 6ioxiMiuHi
MTOKa3HMKY CUPOBATKMU KPOBi Ta CTaH NPO-aHTUOKCUIAHTHOI PIBHOBAru B II€YiHIIi MypiB. 3aCTOCYBaHHS
"MeToBiTany" Ha TJi BBeJileHHs mypam [1T3 3anobirano BUHUKHEHHIO AUCTPOPIUHMX 3MiH i pO3BUTKY 3alaybHOI
peakuii B nevinui. OTxe, pe3yabTaTu NOCIiIKEHb CBil4aTh PO Te, 10 B peaisalii renaToTokcu4Hoi Aii [1T3 3a
YMOB iX CIIIJIBHOTO 3aCTOCYBaHHS OJHUM 3 KJIIOYOBUX MEXAHI3MIiB € MonysLis ekcripecii Ta aktuBHOCTI CYP3A2,
CYP2C23 ta CYP2EL. 3paTHicTh "MeTOBiTaHy" HOpMaJli3yBaTH JaHi IOKa3HMKU 3HAYHOIO MipOIO BU3HAYae HOro

rernaTolpoTEKTOPHY €(PEKTUBHICTB.

2. The dissertation is devoted to the role of the cytochrome P-450 isoforms in the antituberculosis drugs
hepatotoxicity and experimental substantiation of hepatoprotective properties of "Metovitan"'s metabolic action.
ET, RF, ISO or PA administration modulated CYP3A2, CYP2C23, CYP2E1 mRNA expression and their enzymatic
activity in liver microsomes, along with an increase in the cytochrome P-450 total content indicates a violation of
metabolic processes. This effect was accompanied by an imbalance of liver pro-and antioxidant status, increased
levels of nuclear DNA fragmentation and chronic inflammation of the liver. Application of composition "Metovitan"
greatly helped to preserve mRNA expression and enzymatic activity changes of the above mentioned isoforms.
Corrective action has been shown "Metovitan" on blood serum biochemical parameters and state of pro-/
antioxidant status in rat liver. The "Metovitan" prevented degenerative changes and inflammation in the liver. Thus,
results suggest that the modulation of CYP3A2, CYP2C23 and CYP2E1 expression and activity is a key mechanism of
antituberculosis drugs hepatotoxic action at their combined use. "Metovitan™s ability to normalize these
parameters determines it's hepatoprotective properties.
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