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2. The role of nitric oxide in the mechanisms of liver damage by xenobiotics

Pedepar:

1. O6’eKT - — poJIb OKCUY a30Ty B IIATOr€HEe3i TOKCUYHOTO ypaskeHHsI [TeYiHKY aJliIOBUM CIIUPTOM; e(DeKT
3aCTOCYBaHH4 iHri6iTtopiB NO-cHUHTa3M i JOHOPIB OKCUIY a30Ty IPU TOKCUYHOMY renaTuTi. MeTa — BCTaHOBUTHU
POJIb OKCUJLY a30Ty B IaTOI€HE3i FOCTPOr0 TOKCUYHOTO IreNaTUTy, iHyKOBAaHOIO ajliJIoOBUM CIIUPTOM, a TaKOX
IOCTIINTYA MOXKJINBICTh KOPEKLii BUKJIMKAHNUX JaHUM TOKCUHOM IaTOJIOTIYHUX 3MiH 32 JOTIOMOrolo iHribiTopiB NO-
CHHTa3M i JOHOPIiB OKcuAy a3oTy. MeToau - 6ioxiMiuHi, 6io¢iznyHuil, es1eKTpoxiMiuHUT MeTO], BUBHAYEHHSI
aktuBHOCTI €eNOS Ta cratucTryHi. HoBU3HA - BIiepliue I10Ka3aHo, 110 iHTOKCHKAllisl ajliIoBUM CIIMPTOM
CYIIPOBOJKY€EThCS IPUTHIYEHHSIM €HIIOTEIiaNbHOI 1 akTUBali€lo iHnyun6eabHoi popmu NO-cuHTa3u. BcraHoBieHO
B32€MO3B’130K MixX nponykuiero NO i akTUBHICTIO BiJIbHOPaANKAIbHUX peakliil, PyHKLiOHATbHUM CTAaHOM
AHTHOKCUJHOI cucTeMu i GepMEHTIB IUXaJIbHOIO JIAHII0OTa MITOXOHIPIH, @ TAKOXX CTYIIEHEM HEKPOTUYHUX 3MiH y
rernaToLnTax MNpy OTPY€EHH] asinoBuM cnupToM. [TokazaHo, o NPUTHi4eHHs akTUBHOCTI NO-CuHTa3u
HeceJIeKTUBHUM iHri6iTopom NO-cunTazu L-NAME nocusioe noka3HUKY BiIbHOPAAUKAJIbHOTO Ta 3HUKYE

MTOKa3HMKYM MiTOXOHJPiaJIbHOrO OKUCHEHHS B YPaXK€Hill TOKCMHOM ME€YiHIli, CIIPUSIE PO3BUTKY JE€CTPYKTUBHUX



IIPOLIECIB y renaToOUUTaX. BUSBIEHHO 3pOCTaHHS aKTUBHOCTI KasbLii3anesxHoi NO-cuHTa3u [pu 3aCTOCyBaHHi L-
apriviny, 1ie CynpoBOIKY€ETbCS HOPMaJli3alji€lo NaTOJOTiYHUX 3MiH y rernarouuTax. 31iiCHEHO KOMIJIEKCHE
IOCIIIKEHHS PETYJISITOPHOI POJIi OKCUY a30TY B [IaTOT€HE3] TOKCUYHOTO YPAKEHHS IIE€YiHKY aJliJIOBUM CIIMPTOM.
Briepie rokasaHo, 10 HEKPOTUYHI 3MiHM Y XBOPOMY OPraHi IIOB'I3aHi 3 1UCOalaHCOM MK KOHCTUTYLIIHOIO
(erpmorenianpHO0) Ta iHAYIMGEIbHOIO PopMmamy NO-CHHTa3M y MediHIi. 3aIIpOIIOHOBAaHO HOBI MiIX0IY 10 KOPEKLii
NIaTOJIOTIYHUX 3MiH y MediHLi npH ii XiMiYHOMY ypakeHHi ajiJIoBUM CIIMPTOM 3a JOTIOMOToI0 iHri6iTopis NO-
CMHTAa3U i L-apriHiny.

2. The object is the role of nitric oxide in the mechanisms of the liver damage caused by the allyl alcohol; the
efficiency of using NO synthesis and nitric oxide donors in toxic hepatitis. The aim is to determine nitric oxide role
in the pathogenesis of acute toxic hepatitis induced by the allyl alcohol as well as to investigate the possibility of
correction of pathologic changes caused by the abovementioned toxin while using inhibitors of NO synthesis and
nitric oxide donors. Methods - biochemical, biophysical and electrochemical methods of determining NOS activity
as well as statistic ones. Novelty - for the first time it has been shown that intoxication caused by the allyl alcohol
is associated with the inhibition of endothelial and activation of the inducible form of NO synthesis. It has been
determined the connection between the NO product and the activation of free radical reactions, the functional
state of antioxdation system and enzymes action in mitochondrial respiratory chain and the degreeof the
hepatocytes necrotic changes in allyl alcohol poisoning. It has been shown that the inhibition of NO synthesis
action by the nonselective NOS inhibitor L-NAME increases free radical and decreases mitochondrial oxidation in
the liver damaged by the toxin and contributes to the development of the destructive processes in the
hepatocytes. It has been revealed the increase in the action of calcium dependent NO synthesis while using L-
arginine, it being associated with normalizing pathologic changes in hepatocytes. Complex investigation of the
regulatory role of nitric oxide in pathogenesis of the liver toxic lesion caused by the allyl alcohol has been done.
For the first time it has been shown that the necrotic changes in the damaged organ are connected with disbalance
between the endothelial and inducible forms of NO synthesis in the liver. New approaches to the correction of the
pathologic changes in the damaged by the allyl alcohol liver while using inhibitors of NO synthesis and L-arginine
have been suggested.
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