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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
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V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TemaTHYHHX PYOPHK: 76.31.29

Tema gucepranii:
1. AHTUTINIOKCUYHI, aHTUOKCULAHTHI Ta aHTMEKCYAATUBHI BJIACTUBOCTI CIIPOLMKIIIYHMX OKCOIHIOJIbHUX MOXIIHUX 2-

amino-4H-nipaHy - CTPYKTYpPHUX aHAJIOTiB MEJIATOHIHY

2. Antihypoxic, antioxidant and antiexudative properties of spirocyclic oxoindolic derivates of 2-amino-4H-pyran -
structural analogues of melatonin

Pedepar:

1. Incepraliiio IpUCBSYEHO BUSBIEHHIO B psifly 15 CipOLMKIIIYHUX OKCOIHIOJIbHUX MOXiAHUX 2-aMiHO-4H-nipany
CIOJIYK 3 aHTUTINOKCUYHMMU, aHTUOKCUIAHTHMMU T aHTUEKCYJATUBHUMU BJIACTUBOCTSIMU Ta MOTJINOJIEHOMY
BMBYEHHIO HaN6ibIl e(peKTUBHOI peuOBMHH 32 YMOB in vitro Ta in vivo. LD50 cnipasunosy (Hai6isibil akTHBHA
cyOCTaHL1Iisl) IpYU BHYTPIIIHLOOUYEPEBUHHOMY BBEJIEHHI MUIIaM i Ifypam cTaHoBUTb 1800 mr/kr i 1583,3 mr/kr,
BinnosinHo. ED50 npu BHYTPIlIHbOLUIIYHKOBOMY YBEI€HHI IIfypam JOpPiBHIOE 18,6 Mr/Kr. AHTUTINOKCUYHI Ta
AHTMOKCHUJAHTHI BJIACTMBOCTI CHipasuzoJly MiATBEPAKEHO HA MOJEJISIX TETPAXJIOPMETAHOBOTO TEIIATUTY Ta
i3alprHOBOrO MiOKapAMTY Yy yPiB, @ aHTUEKCYAATUBHI BJIACTUBOCTI - HA MOJIeJli KapareHiHOBOro HaOpsKy y MULIEH.
Ha 11i TeTpaxjiopMeTaHOBOrO IenaTuTy Cripasuposl 3umxkye Bmict TEK-peakranTis i JJK, migsuinye piBeHb
BiHOBsEeHOrO rayTartiony i COJI, 3HIKye aKTUBHICTb (hepMeHTiB 1UTOoi3y (AJIAT Ta ACAT), NO3UTUBHO BIUIMBAE HA

IIOKa3HUK MacOBOTro KoedillieHTa Ie4iHKU Ta [I0[I0BXYEe TPUBAJIICTb XXUTTS 11ypiB. Ha mopeti i3agpruHOBOro



MiOKapIUTY BBEIEHHSI CNlipa3n0J1y (BHYTPIlIHbOLULIYHKOBO y 103i 18,6 Mr/KI 1101061 IIPOTSIrOM 4 [1i6) IpUBOAUTD
Ilo HopMarizanii nokasHukiB EKT', 3HnkenHs piBH4 npouecis [1OJ] y Miokap[ii Ta CUpOBaTLi KPOBi i cripusie
301/IbLIIEHHIO YTUJIi3allil eHeprii MaKpoepriyHOro 3B'A3Ky MioKapAiaJbHUMU KJIITUHAMU, 1O B LIIJIOMY ITOKpallye
CKOPOT/IMBY (PYHKILiIO CEPLIEBOTO M's3a.

2. Thesis is devoted the search of potential antihypoxants with antioxidant and antiexudative properties in the
range of 15 spirocyclic oxoindolic derivates of 2-amino-4H- pyran - structural analogues of melatonin. We have
established the dependence in the the range of spirocyclic oxoindolic derivates of 2-amino-4H- pyran. LD50
spirazydol is the most active substance for intragastric administration to mise and rats makes 1800 mgs/kg and
1583,3 mgs/kg, accordingly. ED50 for intragastric introduction rats - 18,6 mgs /kg. Spirazydol in the dose of ED50
at non-permanent prophylactic introduction in the conditions of hematic, normobaric, hypobaric and histotoxic
hypoxia (white mise) prolongs life to animals in 1,97; 2,1; 2,5 and 3,28 times accordingly, and Spirazydol does not
yield to preparation of comparison of Mexidol. In addition, in the conditions of in vitro Spirazidol is characterized
by high antiradical and antioxidant activity. Properties of spirazydol (antihypoxic and antioksidant) are confirmed
on the models of tetrachlormethanoic hepatitis for mise and for rats and myocarditis caused isadrin for rats.
Spirazydol reduces content of TBK-reactants, promotes the level of reduced glutathione in relation to hepatitis
without treatment, positively influences on the index of mass coefficient of liver and prolongs life for rats. In rats
with experimental myocarditis caused isadrin spirazydol (into a stomach in a dose 18,6 mgs/kg) normalizes
electrocardiography; considerably ar-rests the formation both of primary and secondary products of free-radical

oxidation.
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