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V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TemaTHYHHX PYyOPHK: 31.23.27

Tema gucepranii:
1. Cuntes i BnacTuBoOCTi iHribiTOpPIB arperaiii TpOMOOLUTIB

2. Synthesis and properties of platelet aggregation inhibitors

Pedepar:

1. O6'exT mocmimKkeHHs: minepuauH-2,6-1ioHu, mipomigua-2,5-nioHu, RGD-MiMeTuky, moxigHi 4-okco-4-
(minepasuH-1-i1) 6yTaHOBOI KUCJIOTH, ?-apuil-?-ajlaHiHy, "MPOJIiKU". MeTa LOCIiIpKEeHHS: CUHTE3, BUBYEHHS
BJIACTMBOCTE! i MOJIEKYJISIPHOTO MEXaHIi3MYy [Iii aHTUarperauiHux 3aco6iB B psaax NOXigHUX 3-aMiHOMINepUOH-
2,6-piony i 3-aminoniponiguH-2,5-niony i RGD-MiMeTukiB. MeTony HOCiIXeHHS i anlapaTypa: OpraHiyHuil Ta
MenTUugHUuN cuHTe3, IMP-criekTpockorisi, Mac-CrieKTpOMETPisl, eIeMeHTHUIT aHani3, xpoMmaTtorpadis. TeopetuyHi
Pe3yJbTaTU Ta iX HOBU3HA: CUHTE30BAHO P NOXiAHUX 3-aMiHoninepuauH-2,6-1iony i 3-amiHoniponinnu-2,5-
IiOHy, aHTHArperauiiHui e(peKT KOTPUX Nepesuilye epeKT aueTUICalilnI0BOl KUCIO0TU. Biepie nokaszaHa
MO>KJIMBICTb 3aCTOCYBAHHSI 3aJIMIIKY 4-0KCO-4-(ninepa3uH-1-in) 6yTaHOBOi KUCIOTH SIK Arg-mimMeTHKa 1t
onep>xaHHs RGD-MiMeTHKiB. 32 1BOMA aJIbTEPHATUBHUMU CX€MaMy CUHTE30BaHO Psj, HOBUX RGD-MimeTuKiB Ha
OCHOBI 3a/IMIIKY 4-0KC0-4-(ninepa3nn-1-ij1) 6yTaHOBOI KUCJIOTH, SIKi MalOTh B LOCJifaX in vitro BUCOKy
aHTHAarperauiiiHy akTUBHICTb i € a HTaroHictamu Qpi6puHOreHoBUX penenTopiB. CUHTE30BaHi HOBI "TIPOJIKKA" -

noxinHi RGD-mimeTuka - 4-okco-4-(ninepasun-1-in) 6yrupunriaiuun-D,L-b-denin-b-ananiny. [lokazaHo, o B



IOCizax ex vivo MeTusnosuii edip 4-okco-4-(ninepasuH-1-in)oyrupunrainui-D,L-b-¢enin-b-ananiny Mmae BUCOKyY
aHTHUArperauiiHy akTUBHICTb. [IpaKTUYHI pe3ybTaTy i HOBU3HA: €KCIIEPUMEHTAJIbHI Pe3yJIbTaTy CBil4aTh PO
[IEPCIEKTUBHICTD [IOUIYKY aHTUATPETaHTIB B PAJAX MOXiIHUX 3-aMmiHoMNinepuanH-2,6-1ioHy i 3-aMiHOMIpOiguH-
2,5-11i0Hy, sIKi € TOTEeHLITHMMU aHTUArperaHTaMu. 3ajauiok 4-okco-4-(ninepasuH-1-in) 6yTaHOBOI KUCIOTH MOXe
BUKOPUCTOBYBATHUCA K 3aMiHHUK 3aJIMLIKY apriHiHy 11 CTBOPeHHS HOBUX RGD-MiMETUKIB, [1€PCIIEKTUBHUX
CIIOJIyK 3 BUCOKOIO aHTHAarperauiiHoo akTUBHICTIO, KOTPi MOXKYTb O6YTH 3aCTOCOBAaHUMU B MEIULIVHI JJ1s1
npodinakTUKY i JIiKyBaHHS Pi3HOMaHITHUX 3aXBOPIOBaHb CEPLIEBO-CYAUHHOI cucTeMu. [IpeiMeT Ta CTyIiHb
BIIPOBAJKEHHSI: My6IiKallii, JONOoBiJi Ha HAYKOBUX KOH(EPEHLisIX, BUKOPUCTAHHS pe3yJbTaTiB po60TH B HAYKOBO-
neparoriyHin npakruui By3is i HII Ykpainu. EdexTuBHiCTh BIPOBaiKeHHS 3a0€3I1e4y€eThCsl BUKOPUCTAHHSIM OibIl
IOCKOHAJIMX METOAMK CUHTE3Y IOXiJHUX 3-aMmiHominepuauH-2,6-1ioHy i 3-amiHoniposiguH-2,5-niony, RGD-
MiMETHKIB Ha OCHOBI 3aJIMIIKy 4-0KCO-4-(ninepasun-1-in) 6yranooi kucaotu. Chpepa BUKOPUCTAHHSL: XiMid,
MeJMIHA.

2. Subject of investigation: Piperidine-2,6-dione, pyrrolidine-2,5-dione, RGD-mimetics, derivatives of 4-oxo-4-
(piperazine-1-yl)butyric acid, ?-aryl-?-alanines, "prodrugs". The aim of investigation: The aim of dissertation work
is synthesis, investigation of properties and molecular mechanism of antiaggregative agents of the series of
derivatives of 3-amino-piperidine-2,6-dione and 3-amino-pyrrolidine-2,5-dione, and RGD-mimetics. Methods of
investigation and appliances: organic and peptide synthesis, NMR-spectroscopy, mass spectrometry, elemental
analysis, chromatography. Theoretical results and their novelty: The series of 3-amino-piperidine-2,6-dione and 3-
amino-pyrrolidine-2,5-dione derivatives with the antiaggregatory effect higher, than acetylsalicylic acid one, was
synthezed. The possibility of use of 4-oxo-4-(piperazine-1-yl)butyric acid residue as Arg-mimetic in order to
obtain RGD-mimetics was demonstrated at first time. The series of novel RGD-mimetics based on 4-oxo-4-
(piperazine-1-yl)butyric a cid residue was synthesized on two alternative schemes. Obtained RGD-mimetics
showed a high antiaggregatory activity in in vitro experiments, and were proved to be fibrinogen receptor
antagonists. The novel prodrugs - derivatives of RGD-mimetic - 4-oxo-4-(piperazine-1-yl)butyrylglycyl-D,L-?-
phenyl-?-alanine, were synthesized. Was demonstrated that 4-oxo-4-(piperazine-1-yl)butyrylglycyl-D,L-?-phenyl-
?-alanine methyl ester had have a high antiaggregatory potency in ex vivo bioassays. Practical results and novelty:
Experimental results proved the perspectivity of search for antiaggregants in the series of 3-amino-piperidine-2,6-
dione and 3-amino-pyrrolidine-2,5-dione derivatives, which had been a potential antiaggregants. The residue 4-
ox0-4-(piperazine-1-yl)butyric acid may serve as Arg-mimetic to obtaine novel RGD-mimetics, promising
compounds with high antiaggregatory activity, for their prospective use in clinic for prophylaxis and treatment of
various cardio-vascular diseases. Subject and rate of introducin g: publications, reports in scientific conferences,
use of work results in scientific-educative practice. Effectiveness of introducing: ensures by application of more
perfect methods of synthesis of 3-amino-piperidine-2,6-dione and 3-amino-pyrrolidine-2,5-dione derivatives,
RGD-mimetics based on 4-oxo-4-(piperazine-1-yl)butyric acid. Field of application: chemistry, medicine.
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