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V. BizomocTi npo gucepraniio
MoBga guceprariii:
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Tema gucepranii:
1. llepe6ponpoTeKTUBHA aKTUBHICTb NOXigHUX (4-0KCc0o-4H-xiHa30/1iH-3-11)-anKia (apui) KapOOHOBUX KUCJIOT B

yMOBax iMO0i/Ti3alifIHOrO CTPECY (€KCIIEPUMEHTAJIbHE TOCiTKEHHS)

2. Cerebroprotectiv activity (4-oxo- quinazoline -3-il)- alkyl (aryl) carboxolic acids in condition immobilization
stress. (experimental research)

Pedepar:

1. Incepranifina po60Ta IPUCBIYEHA EKCIIEPUMEHTATILHOMY BUBUYEHHIO aHTHOKCUIAH-THOI Ta
1epe6pONPOTEKTUBHOI aKTUBHOCTI MOXiAHUX (4-0Kco-4H-xiHa30iH-3-i)-anKia (apui1) KapOOHOBUX KUCIIOT B
yMOBax MOJleJII0OBaHHS iMo6isizaliiiHoro crpecy. Y pe3yiabTa-Ti GpapMakoJIorivHoro cKpiHiHra cepep 36 MOXiTHUX
IOCBifax in vitro Ta in vivo 6ysnu BuBuzineHi 5 crnonyk (I1K 53 (M-xnopanunug, 2-[okco-3(4H)-xinazosiH]oneToBoi
kucyaorn); 1K 51 (m-Tpudropmernnannnug 2-[okco-3(4H)-xiHasoniH |oueToBoi kucnotu); I1K 37 (cynbdaHinamin, 2-
[okco-3(4H)-xina3oniH]ouerosoi kucaoru); [1K 32 (n-atokcuxkapb6oannnug, 2-[okco-3(4H)-xiHa3omiH]oueToBoi
kucyaotn); [1K 66 (4-[okco-3(4H)-xiHaz051iH]6eH30/HOI KUCJIOTH), IO BOJIOAiIOTh BUCOKOIO aHTUOKCUAAHTHOIO Ta
aHTMAMHECTUYHOIO aKTUBHICTIO. AHAJIi3 B3a€MO3B'I3KY " CTPYKTypa - Hid" [I0Ka3as., 10 iX aHTUOKCHIAHTHA Ta
AQHTMAMHECTMHA aKTUBHICTb 3aJIEKUTh Bifl MPUPOIY 3aMiCHMKA, I0TO PO3TallyBaHHSM B apUJIbHIll CyOCTUTYEHTI, a

TaKOX Bif, ix rimpodinbHoCTi. [IpoBeneHo rornubieHe BUBYaHHS HANOiIbIl epcreKTUBHOI crioyyku - [TK 66 -y



NOPiBHSIHHI 3pedepeHc - IpernapaToM - CEMaKCOM Ha MOZEJIi XpOHIYHOro imo-6inizauiiinoro crpecy (XIC).
[TpusnavenHs 1K 66 (10 mr/kr) B ymoBax XIC npuBo-auso [0 36i/bl1eHHs akTUBHOCTI KaTanasu, CO/l, 3HIKeHHS
piBHs HiTpuT-ioHa, AQI' i KT, 8 - rigpokcuryanina (8 - OHG), 36inbi1eHHI0 OK1CHOI nponykuii AT®, 3HU-KyBajo
€KCIIpecilo reHiB paHHbOTO pearyBaHHs c-fos Ta 36i/1bI1yBaso KibKiCTb aHTUANONTUYHOTO bcel-2- 6inka B CA 1-30Hi

riloKaminy.

2. Dissertation is dedicated to experimental study of antioxidative and cerebro-protective activity of (4-oxo-
quinazoline -3-il)- alkyl (aryl) carboxolic acids deriva-tives within immobilization stress simulation. As a
consequence of pharmacological screening among 36 derivatives within in vitro and in vivo test, it has been singled
out 5 compounds (1K 53 (m-chloranilide 2-[4-ox0-3(4H)- quinazoline] acetic acid); [1K 51 (m-trifluoride methyl
anilide 2-[4-ox0-3(4H)- quinazoline] acetic acid); I1K 37 (sulfanilamide 2-[4-o0x0-3(4H)- quinazoline] acetic acid);
[1K 32 (n-ethoxocarboanilide 2-[6-nitro-4-oxo-3(4H)- quinazoline] acetic acid); ITIK 66 (4-[oxo-3(4H)- quinazoline]
benzoic acid), having high antioxidative and antiamnesic activity. "Structure-action" correlation analysis has
shown, that antioxidative and antiamnesic activity of above mentioned compounds depends on substituent origine,
its arrange-ment in aryl subsituent, as well as on their hydrophilia. It has been effected an advanced study of the
most prospective 1K 66 com-pound in comparison with reference semax preparation within the model of chronic
immobilization stress (HIS). Prescription of TIK 66 (10 mg/kg) within chronic immo-bilization stress test has
resulted in increase of activity of catalase, superoxidedismu-tase, decrease of ion nitrite, APH and KPH,
concentration 8-hydroxiguanine (8-OHG), increase of oxidation product ATP, decreased gene expressions of
earlier reac-tion of c-fos, and decreased an amount of antiapoptic bcl-2- protein in CAl, in hippo-campus.
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