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1. Pojib OKUCHOTO CTpeECy B raToreHesi ,ZII/IMCTI/IJlFi,HpEIBI/IH—iH,HYKOBaHOFO KOJIOPEKTAJIbHOTO PAKy Ta KOpeKLﬂH

MOpYILIEHb PECBEPATPOIOM

2. Mechanisms of development of nitrosoxidative stress in the conditions of experimental carcinogenesis, ways of
its prevention and correction

Pedepar:

1. IucepTaris nprucBsYeHa BUBYEHHIO META0OJIIYHUX [TIOPYLIEHb Y €KCIIEPUMEHTAJNIbHUX LYPIB Mif yac
MOJeJIIOBaHHS KaHIIEPOTeHEe3y TOBCTOI KUIIKHY, a TAKOXK €KCIIePUMEHTaIbHOMY OOTPYHTYBAHHIO [1OIIPEHbOTO
BHMKOPHCTaHHS aHTUOKCHUAHTa peCBEPaTPOJIy 3 METOIO IOJIETIIeHHS Iepebiry iHToKcuKalii y npoueci popmyBaHHS
NyxJIMHU. BuB4eHO akTuBHICTb NO-CHHTa3HOI CCTEMU B yMOBAX iHIyKOBAHOTO KaHLIEPOT€HEe3Y Ta il B3a€MO3B'SI30K

3 OKMCHIOBAJIbHUMHU Tpoliecamu. Ha Mofiesti iHyKOBaHOTO AMME-~TUITiAPa3uHOM KaHII€epOreHe3y BUBUEHO



UTONi3y. BcTaHoBEHO, 1o 3a inAykoBaHoro JIIMIT KaHLieporeHesy BiiOyBa€eThCs aKTHBAllisl OKUCHIOBAJILHUX
IIPOLIECiB, Ha 110 BKa3ye MiIBUILIEHHS Y CUPOBATLi KPOBi B 6 pa3iB BMicTy TBK-akTUBHUX NPOAYKTIB Ta B 4,3 pa3a
2,4-nuHiTpodeHiNrinpa3oHiB HEUTPaAIBLHOrO Ta 2,5 pa3a OCHOBHOTO xapakTepy yepe3 30 TUKHIB PO3BUTKY
oHkonpouecy. [lopsn 3 TUM, BigMiueHO NOPyIEHHs y PyHKUiOHYBaHHI NO-cucTemH, 0 NifTBEPIKyBaIoCs
HiABUILEHHSIM BMICTY HITpUT-iOHY, akTHBaLielo inaynubdensHoi NO-CcUHTa3u Ta NIPUTHIiYeHHSIM aKTUBHOCTI
eHpoTesianbHOi NO-CHHTa3U y CUPOBATLi KPOBI IYPiB B OCTaHHIl TepMiH JociinkeHHs (7 MicsLiB BiJ, TOYaTKy
eKcrepumMeHTy). O6IPYHTOBAHO MOJKJIMBICTb NPO(PiNIaKTUYHOTO 3aCTOCYBaHHS aHTUOKCUIAHTA IPUPOIHBOTO
MTOXOJKEHHS PECBEPATPOJLY /1151 SMEHUIEHHS NPOSIBIiB META00IIUHUX OPYIIE€Hb Y IUHAMILL PO3BUTKY
aJleHOKapLMHOMU TOBCTOI KMIIKY 3 METOIO aKTUBAllili CHCTEMU aHTMOKCUAAHTHOIO 3aXUCTy OpraHi3my, HopMasisanii
IIPOLECIB BIBHOPAAUKAJILHOTO OKUCHEHHS, a TAKOX CIIOBUIIBHEHHS IIPOLECIB IUTOJi3y. BusaBieHo, mo
AHTUOKCUJAHT PECBEPATPOJI €(PEKTUBHO IPUTHIYyBaB PO3BUTOK OKCUJATUBHOIO Ta HITPOOKCUIATUBHOTO CTPECY 3a
YMOB €KCIIEPUMEHTAIbHOTO KaHIIEPOT€HEe3Y Y TBAPMH. Y TBApUH, IKMM Ha TJli KAHLIEPOT€HEe3Y 3aCTOCOBYBAJIU
pecBepaTpoJI IPUrHivyBaach aKTUBHICTb iHAyLM6enbHoi NO-cuHTasu (B 1,8 pasa y cupooBaTtii KpoBi Ta B 1,9 pasa y
BiZJHOBJIEHHS CUCTEMM aHTMOKCUIATHOIO 3aXMCTY B OPraHi3Mi 1IypiB, Ha 1110 BKa3yBaJIo i BULIEHHS Y KiHLIEBi
TEepMiHU PO3BUTKY alleHOKApPLIMHOMMU CyIlepoKcUuaaucMyTasHoi (B 1,9 pasa) Ta KaTanazHoi akTUBHOCTI (y 2,1 pa3a) B
CHpPOBATLi KpoBi. BcTaHOBIEHO IOMipHI MEMOPaHONPOTEKTOPHI BJIaCTUBOCTI PECBEPATPOILY, 1110 3yMOBUJIO
3HIDKEHHS Y CMPOBATLi KPOBi TBApUH 3 KAHIIEPOT€HE30M aKTMBHOCTI MEMOPAHO3aJIEXKHUX aMiHOTpaHcdepas, rama-
IIyTamisTpacnenTuaasu Ta JyxHoi pocdaraszu. 3acTOCOBAaHUN 3 TPOPIIAKTUYHOIO METOIO PECBEPATPOJI 3yMOBUB
3HVKEHHS CTYIEHS €HIOT€HHOI iIHTOKCHKALLii, Ha MiATBEPI)KYBaJOCh 3MEHIIEHHSIM BMICTy MOJIEKYJI CEpPEAHBOI Macu
y CUPOBATILi KPOBi YpaXKEHUX AUMETUITITPa3HOM IIypPiB, BiTHOBJIEHHSM IIPOHMKHOCTI €PUTPOLIUTAPHOI MEMOPaHU
Ta 3MEHIIEeHHSIM BMIiCTy cedoBUHM. Ha Mozesi eKCriepruMeHTalbHOTO KaHILIEPOTeHe3y MiATBEPIKEHO
aHTHOKCUJAHTHI Ta MEMOPAHOIIPOTEKTOPHI BIaCTUBOCTI pecBepaTpoly, SIKUM 3aCTOCOBYBABCS 3 MPOPiIaKTUYHOIO

METOIO 7181 TTOJIETIIEHHS NI€PE6iry OHKOIPOLIECY.

2. The dissertation is devoted to the study of metabolic disorders in experimental rats during modeling of
carcinogenesis of the colon, as well as to the experimental substantiation of the previous use of the antioxidant
resveratrol in order to facilitate the course of experimental carcinogenesis. The activity of the NO-synthase
system in the conditions of induced carcinogenesis and its relationship with oxidative processes was studied for
the first time. The indicators of the antioxidant system, in particular its enzymatic and non-enzymatic
components, were studied on the model of dimethylhydrazine-induced carcinogenesis, and markers of cytolysis
were studied. It has been established that oxidation processes are activated during DMH-induced carcinogenesis,
which is indicated by an increase in serum content of TBA-active products in 6.0 times and 4.3 times 2,4-
dinitrophenylhydrazones of neutral and 2.5 times basic character after 30 weeks of cancer development. In
addition, there was a disturbance in the functioning of the NO system, which is confirmed by an increase in nitrite
ion, activation of inducible NO synthase and inhibition of endothelial NO synthase activity in rat serum in the last
period of the study (7 months from the start of the experiment). It was substantiated the possibility of prophylactic
use of resveratrol to reduce the manifestations of metabolic disorders in the dynamics of colon adenocarcinoma in
order to activate the body’s antioxidant defense system, normalize free radical oxidation processes and slow down
cytolysis. It was established that the antioxidant resveratrol promotes the development of oxidative and
nitrooxidative stress under conditions of experimental cancerogenesis in animals. In animals treated with
resveratrol, the activity of inducible NO synthase was inhibited (1.8 times in serum and 1.9 times in the liver) and
the activity of its endothelial form was restored. It is proved that this tool leads to the restoration of the
antioxidant defense system in rats, as indicated by the increase superoxide dismutase (1.9 times) and catalase
activity (2.1 times) in the serum in the final development of adenocarcinoma. It was found that resveratrol has
moderate membrane-protective properties, which led to a decrease in the serum of animals with carcinogenesis of
the activity of membrane-dependent aminotransferases, gamma-glutamyltraspeptidase and alkaline phosphatase.
Used for prophylactic purposes for the first time, resveratrol reduced the degree of endogenous intoxication,
which is indicated by a decrease in the content of medium weight molecules in the serum of dimethylhydrazine-



affected rats, restoration of erythrocyte membrane permeability and decrease in urea content. On the model of
experimental carcinogenesis the antioxidant and membrane-protective properties of resveratrol, which is used for
prophylactic purposes to facilitate the oncological process, were confirmed.
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