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MOJIEKYJISIPHOL OyI0BY y psai noxinHux N Ta S- 3aMiCHMX a3areTepoLMKIIB B JOCJifax in vitro Ta B ymoBax
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VI. I>kepeJia, HanpsiMHu Ta oocsiru pinaHcyBaHHs JIiP
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VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

BuBueHHS MexaHi3MiB HEPOIIPOTEKTUBHOI aKTUBHOCTI Ta ii B3a€MO3B'SI13Ky 3 [1apaMeTpamMu MOJIEKYJISIPHOI Oy0BU Y
psani noxigHux N- Ta S-3aMiCHUX a30reTEPOLUKIIIB B TOCJiAaxX in vitro Ta B yMoBax MOJEJIIOBAHHS ilIeMiYHUX

INOIIKOIPKEHD I'OJIOBHOTO MO3KY

Ha3zBa po6oTH aHTIJIilICbKOIO:

Study of mechanisms of neuroprotective activity and its correlation through parameters of molecular structure in
range of N- and S- derivatives of azogeterocycles in vitro testes and in conditions of modelling of ishemic brain
damages

Pedepat ykpaiHCbKOIO:

HocminkeHo 6iosoriuny akTuBHicTh 200 criosyk N- Ta S-3aMilieHuX a30reTePOLMKIIB y JOCTifax in vitro ta B
yMOBax MOJIeJIIOBAHHSI ieMii roJIoBHOTO MO3KY. Biniopano 50 HallakTMBHIIIKX CIIOJIYK Ta JOCIIKEHO iX BIIJIMB Ha
AHTUOKCUJAHTHY aKTUBHICTb, CTaH Tio-AUCYIbQiTHOI CUCTEMU Ta €eHEPreTUYHUI OOMiH HENPOHIB IIpY BHECEHHI B
CYCIIE€H3i10 HUTOTOKCUYHUX CIOJYK. BcTaHOBIeHUH BIMB 50 CIIOJIYK HA eKCIPecilo iHAyLn6eabHOol, HePOHAIbHOI i
enpotesianbHOi NO-CHHTa3u Ta Ha MOKA3HMUKYU MITOXOHAPianbHOI nncdyHKIii, a BCTaHOBJIEHA iX 30aTHICTD
IornepeykaTu pO3BUTOK MITOXOHAPiasIbHOI JUC@YHKIi, OKCUATHBHOIO CTPECY Ta IOPYLIEHHS €HepreTUYHOro
0OMiHy ITpM €KCIIEPUMEHTAJIbHIN imeMii Mo3Ky. BctanoBneHa 3gatHicTs 50 crionyk N- Ta S-3amicHUX
a30reTepoLMKIIB MOZIEJIIOBATH €KCIIPeciio eHnoreHHux gakropis uuronporekuii (HIF ra HSP-6inkiB) Ta BiyiMBaTu
Ha IOBeJiHKOBI peakuii IypiB 3 MOJI€/IbOBAHOIO illeMielo rosloBHOTro Mo3Ky. Iiis1 50 crionyk N- ta S-3amicHUX
a30reTepOLMKIIiB BCTAHOBJIEHI TOKCHUKOJIOTIYHI IapameTpy, BusHavyeHi LD50, LD100. locnigkeHo BriuB 50 CrosyK
N- Ta S-3aMicHUX a30TreTepOLMKIIiB Ha MOPPODYHKIIOHATbHUI CTaH HEWPOHIB (IIiJIbHICTD i IOy HEMPOHiB, BMICT
B HUX PHK, minpHICTh arlonTUYHNX Ta JeCTPYKTUBHO 3MiHEHNX HEMPOHIB, iHEKC KiJIbKOCTi 3arn6nx HEHPOoHiB), HA
€KCIIpecilo B HelpoHax IeHiB paHHbOro pearyBaHHs (c-fos) Ta BMIiCT B HUX aHTMANIONTOTUYHOTO bcl-2-6isKy.
[IpoBeneHO NOPiBHSIIbHY XapaKTEPUCTUKY Ceper, ClIoyyK N- Ta S-3aMiCHUX a30reTepOLUKIIIB Ta BiflibpaHO
HallaKTUBHilly. 32 pe3ybTaTaMy AOCIiIKEHb po3pobieHa Ta nogana y JlepskaBHuil eKcrepTHUii eHTp MO3
YKpainu gexnapaTuBHa JOKyMEHTallisl Ha CTBOPEHHS HOBOTO JIiIKAPChKOTO HEUPOIIPOTEKTUBHOTO Ta

IIPOTUILIEMIYHOTO JIIKapChKOTO 3aC00Y

Pedepar aHIJIiHCBKOIO:

Biological activity of 200 N- and S-substituted azaheterocycles compounds were investigated in the experiments
in vitro and in the conditions of cerebral ischemia modeling. The most active 50 compounds were selected and
their influence on antioxidative activity, state of thiol-disulfide system and power exchange of neurons were
studied while adding them into suspension of cytotoxic compounds. The influence of 50 compounds on expression
of inducible, neuronal and endothelial NO- synthase and on the indexes of mitochondrial dysfunction was revealed
and their ability to prevent development of mitochondrial dysfunction, oxidative stress and violation of power
exchange in conditions of experimental cerebral ischemia was revealed. Capacity of 50 N- and S-substituted
azaheterocycles compounds to model expression of endogenous factors of cytoprotection (HIF and HSP-proteins)
and to influence on the behavioral reactions of rats with modeled cerebral ischemia was defined. Toxicological
parameters, LD50, LD100 were determined for 50 N- and S- substituted azaheterocycles compounds. Influence of
50 N- and S-substituted azaheterocycles compounds on morphofunctional state of neurons (density and area of
neurons, their RNK content, density of apoptotic and destructively changed neurons, index of amount of the lost
neurons), on early reacting genes expression in the neurons (c-fos) and content of antyapoptotic bcl-2-protein
were studied. Comparative description was conducted among N- and S- substituted azaheterocycles compounds
and the most active one was selected. After investigations declarative documentation on creation of new
neuroprotective and antiischemic drug was worked out and submitted to State Expert Center of Ministry of Health
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VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Ha3zsa HTII yKpaiHCBKOIO: MeTo/y BUBYEHHS MEXaHI3MIB HEMPOIIPOTEKTUBHOI aKTUBHOCTI y PsAZLi MOXiHMX

N- Ta S-3aMiCHMX a30re€TepPOLVIKIIIB

Hazpa HTII aHrsiicbKo¥0: Methods of study of mechanisms of neuroprotective activity in range of N- and S-

derivatives of azogeterocycles

HTII, sixy nepen6a4asiocsi CTBOPUTH:
IIpuunnn, yepe3s aki HTII He Gysi0 cTBOpeHO:
OTpumaHi pe3yJIbTaTH:

FaJIy3b 3aCTOCYBaHHS: MeulIVHA, dapmaris
PeecTpaiifiHuii HOMep KapTKH T€XHOJIOT1i:

Omnuc HTII: Nocnimkeno 6ionoriuny aktusHicTs 200 crionyk N- Ta S-3aMilieHUX a30TeTEPOLUKIIIB Y HOCinax in
vitro Ta B yMOBax MOJEJIOBaHHS illleMii F0OJIOBHOTO MO3Ky. BifiopaHo 50 HallaKTHMBHIMIKX CIIOJIYK Ta JOCJIPKEHO iX
BIUIMB HA QaHTUOKCUJAHTHY aKTUBHICTb, CTaH TiONI-AMCYIbQifHOI CUCTEMU Ta €HEPTeTUYHUIT OOMIH HEPOHIB pU
BHECEHHI B CyCII€H3i10 IUTOTOKCUYHUX CIIOJIyK. BcTaHOBseHNM BB 50 CIIOJyK Ha eKCIIpecio iHayubeIbHOi,
HelpoHasbHOI i engoresianbHoi NO-CUHTa3U Ta Ha TOKa3HUKY MITOXOHIpiasibHOI AUC(YHKIIi, a BCTAaHOBJIEHA iX
3[ATHICTh ONIEPEIKATU PO3BUTOK MITOXOHIPiabHOI AUCPYHKIiI, OKCUAATUBHOIO CTPECY Ta MOPYIIEHHS
€HEepPreTUYHOro OOMiHy IIPU €KCIIePUMEHTAJIbHIH imeMii MO3Ky. BcTaHoBeHa 31atHicTb 50 crionyk N- ta S-
3aMiCHUX a30reTepOLMKIIiB MOJIe/II0BaTH €KCIIPecito eHaoreHHux (pakropis uuronporekuii (HIF Ta HSP-6inkiB) Ta
BIUIMBATU Ha [IOBEJiHKOBI peakuii mypiB 3 MOZEIbOBAHOIO illleMi€l0 roJI0BHOro Mo3Ky. Jist 50 crnonyk N- ta S-
3aMiCHUX a30TeTepOLUKIIiB BCTAHOBJIEH] TOKCHUKOJIOTIYHI apameTpy, BudHadeHi LD50, LD100. JocigkeHo BB
50 crionyk N- ta S-3a

ConiaibHO-€eKOHOMIYHA cnpsamoBaHicTe HTII:

Bnyins HTII Ha moBKiJjis:

BnposaaskeHHst HTII: Briposampkeno

ITpakTuyHa peasnizanis HTTI
IToyaToK eramy: -
3aKiHYeHHs eTaly:

Crno>kuBavi NPOAYKILii: MesuuHi yeTaHOBM

IlepcrieKTHBHI PUHKH: Vkpaina

XapakTep cniBpoOiTHHIITBA 3 iHBECTOPOM
IToTpiOHUI 00CAT iHBECTHILiH, THC. TPH.:
IIpaBa, 0 HaAIOTHCS iHBECTOPY MiCJIsA 3aBEpPIIEHHSI POOOTH:
HasaBHicTb Oi3Hec-1JIaHY:
TexHiKO-€eKOHOMiYHe OOrpyHTYBaHHSI:
IloTeHniaJIbHUIH 00CAT IPOJAXKYy, THC. TPH.:
OuikyBaHHI TepMiH OKYIHOCTi (pPOKiB):

JopaTtkoBa iHdpopmamist:
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Artery Occlusion in Rats / I. Belenichev, S. Pavlov, E. Sokolik et al. // Molecular Pharmacology.- 2011. - Vol.1, Issue
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ceppeyHo-cocyaucToi naronoruu / Masyp U.A., Bonomun H.A., Busup B.A., BosnomuHa 1.H., Benenuues 1.0.,
Kyuepenko JL.U. - 3anopoxse: ITedatHsiit mup, 2012. - 300 c. - ISBN 978-966-2333-35-0. 10. dapmaxosiornyeckas
MOJYJISILIMASI COOTHOIIEHUI TUO-IUCYIbPUIHON cucTeMbl 1 NO - HOBOE HalpaBjieHue HEHPOIIpOTeKIun /
Benenunues U.Q., [TaBnos C.B., Boiiko K.I1., Byxtusiposa H.B. // MenuiyHa HeOTI0XKHBIX cOCTOsIHMIL.-2010.-
Ne2(27).-C.65-71.
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