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iHIYKOBaHUX LIyKPOBUM [1iabeTOM Ta BUCKOXXHPOBOIO Hi€TOIO.

2. Oxidative and conjugative reactions of biotransformation of xenobiotics incondition of metabolic disoders,
induced diabetes mellitus and high-fatty diet.

Pedepar:

1. Po6oTa mpucBsii€eHa BUBYEHHIO CTaHY CUCTEMU 6i0TpaHCchopmMallii KCeHOOIOTHUKIB ITPU LIyKPOBOMY IiabeTi Ta
IlepeBaHTaXeHH] palioHy kupaMu y mypiB. LlykpoBuii fiadbeT pi3HOTO CTYIEHIO BaXKKOCTI Ta BXKMBaHHS
BUCOKOKMPOBOI JieTU MPOTAroM 4 TUXKHIB BU-KJIMKAIOTh 3pOCTaHHSIM aKTUBHOCTI UTOXpoMiB P4502E1 ta P4503A,
aKTUBHOCTI apijiec-Tepasy, apuiamMifnasu Ta aniecrepasu, UDP-riokypoHo3unTpancdepasu. B Toi xe yac obuasa
CTaH{ BUKJIMKAIOTh 3HIDKEHHS aKTUBHOCTI esikux i3oopm uuroxpomy P450 - 1A2, 2B, 2C ta 2],
asIKorospgerigporeHasy, GpeHoscyabdorpaHcdepasu. IIpu nykpoBo-my fiabeTi BindyBaeThCs 3ajI€XXHE Bifl 10ro
BaXXKOCTi 3HVDKEHHS1 aKTUBHOCTI a/lbIeriffie-TiIporeHasy, -, - Ta ~popM riayraTion-S-tpancdepasu Ta N-
auerunTpancdepasy, a Ipy lepeBaHTaKEHH] )KUpaMy aKTUBHICTb [[UX €H3UMIB, HaBIIaKHU IIOCUJIIOETHCS. 3MiHU

aKTMBHOCTI €H3MMiB 3HaYHO aCOLII0TLCS 3 aKTUBALL€I0 KETOT€HE3Y, [VIIOKOHEOT€He3y, JIiNnoidy. PisHOHanpaBieHi



3MiHM aKTMBHOCTI €H3MMIiB BUKJIMKAIOTh IEPEPO3IOMiT OCHOB-HUX LIJISIXiB META060J1i3My MOJI€JIbHUX KCEHOBIOTHUKIB.
LlykpoBuii fiabet Ta nepeBaHTa->XeHHs )XUPaMU IIOCUJIIOIOTh 3aJIe5KHY Bi nutoxpomy P4503A peakiiito
IeMEeTUII0BaHHs aMigonipyuny. OfHaK JiabeT rajibMye aleTu/yBaHHs 4-aMiHOaQHTUIIIPUHY Ta Ccyib(agume-31HY, a
BXXMBAHHS BUCOKOXMPOBOI AieTy nocuioe i peakuii. LlykpoBuil niabeT pi3HOro CTyIEeHIO BaXKOCTI Ta
IIEPEBAHTAKEHHS PallioHy KMpaMu NOCUIIOITh LUTOXpoM P4502E1-3anexxHy 6ioTpaHcdopmMaliiio aneTaHinigy,
TOJIyOJIy Ta 6poMOeH30J1y. LlyKpoBuii iabeT Ta NepeBaHTa)KEHHS PalliOHy )KMPaMy BUKJIMKAIOTh IOCUJIEHHS
rernaToTOKCUYHOCTi GpOMOEH30J1y, aHATIbTeTUYHOTO ePeKTy AUKI0deHaKy HaTpilo. ['ena-ToOTOKCUYHICTh
napaueTaMmosly OCUIIOETbCS MTPU [IePEBAHTAXKEHH] )KPaAMU.

2. Work is devoted to study the state of the system of biotransformation of xenobiotics at diabetes and overload of
ration by fats in rats. Different severity diabetes and use of high-fatty diet during 4 weeks are caused growth of
activity of cytochromes P4502E1 and P4503A, activity of arylesterase, arylamidase and aliesterase, activity of UDP-
glucuronosyl transferase. At the same time both states are caused inhibition of activ-ity of multiple cytochrome
P450 isoforms (P4501A2, 2B, 2C and 2D), alcogole dehydrogenase, phenol sulfotransferase. At diabetes activities of
aldehyde dehydrogenase and -, - and -forms of glutathione-S-transferase, N-acetyl transferase were decreased,
while at an overload fats activities of these enzymes were increased. The changes of en-zymes activities are
considerably associated with activating of ketogenesis, gluconeogene-sis and lipolysis processes. This cause the
redistribution of basic ways of metabolism of model xenobiotics. Diabetes and high-fat diet have effect upon the
cytochrome of P4503A-N-demethylase reaction of amidopyrine. However diabetes inhibits acetylation of 4-
amioantipyrine and sulfadimezine, and high-fatty diet activate these reactions. Different severity diabetes and
high-fat diet activate reactions of biotransformation of acetanilide, toluene and bromobenzene, catalyzed with
CYP2EL. Diabetes and overload by fats increased bromobenzene hepatotoxicity and sodium diclofenac analgesic
activity. In rats with overload fats paracetamol hepatotoxicity was in-creased.
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