O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iIKOBHI HOMeP: 0407U003051
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpaunii: 04-07-2007

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. MasnioBiuko Ouibra JleoHTiiBHa

2. Malovichko Olga Leontijivna

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa//IOKTOpPaHTypa: Hi

IIIn¢dp HaykoBOi creniagbHOCTI: 02.00.10

Ha3zBa HayKoBOIi CcIleniaJbHOCTI: Bioopraniuna ximis

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs
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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

IIudp cnenianizoBaHOi BYEHOI pagH (pa30Boi Cleliaai30BaHOi BY€HOI pagu): [ 41.219.02
IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:

Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma ByracHoCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

IV. BimomocTi Ipo niznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10

BHKOHAHO JHCEPTaIlilo

IloBHEe HaliMEeHYBaHHS IOPUAHYHOL 0c00H: dizuko-ximiunumii inctutyt iMm. O.B.Borarcekoro HAH Ykpainu
Kopg 3a €IPIIOY: 03534535

Micue3HaxoaKeHHs: 65080, Vkpaina, Oneca-80, Jlioctnopdcbka nopora, 86

dopma ByracHOCTI:

Cdepa ynpaBiiHHS: HaujonanbHa akaziemist HayK YKpainu

InenTudikarop ROR: He zacrocosyerscs

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

Tema gucepranii:
1. Cunres i BnactusocTi RGD MiMETHKIB Ha OCHOBI a30TOBMiCHUX I'€TEPOLVIKIIIB

2. Synthesis and properties of RGD mimetics based on nitrogen containing heterocycles

Pedepar:

1. CuntesoBano HOBuI RGDF MiMeTuK Ha OCHOBI 3aynIIKy 4-0Kco-4-(tinepasnuH-1-iy1)0yTaHOBOI KUCJIOTH, IKUI Ma€e
BHCOKY aHTHarperauiiiHy akTuBHicTsb in vitro (IC50 = 3.5*10-8 M). Ha iioro ocHOBi oTpuMaHoO “NlofBiiHMI IPOJTIK”
(ex vivo ID50 = 0.22 Mr/Kr). Briepie 3arrporioHOBaHO 17151 MOJIEKYJIIpHOTO ausaiHy RGDF MiMeTHKIB 3a/IMIIKK 4~
(1,2,3,4-TeTparinpoisoxiHomiH-7-in1-aMiH0)-4-0Kkco6yTaHoBoi i 3-[(1,2,3,4-TeTparigpoisoxiHoin-7-in-
aMiHO)KapOOHis |6eH3011HOi KUCIIOT sIK 3aMiHHUKY Arg-Gly-gninguku RGD nentuay, Ta 3aiumok 1,2,3,4-
TeTParigpoi3oxiHoJliH-7-KapOOHOBOI KMCJIOTH 5K 6ioizocTep apriHiny. CunTte3osani RGDF mimeTuku e
edexruBHuMU aHTaroHicramu GPIIb /11la (IC50 ~ 10-8 - 10-10 M). [IokasHUKM aHTHArperauiiiHoOl aKTUBHOCTI i
adiniTeTy I03BOJIAIOTH PO3TJIAATH HOXiNHI 1,2,3,4-TeTparinpoi3oxiHoiHy K MOTEHLiNHHI CUIbHOAII0i
aHTHarperaliti npenaparu.

2. It has been synthesized the novel RGDF mimetic on the base of 4-oxo-4-(piperazine-1-yl) butyric acid residue,
which has demonstrated a high in vitro antiaggregative activity (IC50 = 3.5*10-8 M). On the base of this mimetic, it
has been synthesized the “double prodrug” (ex vivo ID50 = 0.22 mg/kg). For the first time, the residues of 4-



(1,2,3,4-tetrahydroisoquinoline-7-yl-amino)-4-oxobutyric and 3-[(1,2,3,4-tetrahydroisoquinoline-7-yl-
amino)carbonyl]benzoic acids have been proposed for molecular design of RGDF mimetics as surrogates of RGD
peptide Arg-Gly moiety, and 1,2,3,4-tetrahydroisoquinoline-7-carboxylic acid residue - as arginyl bioisostere.
Synthesized RGDF mimetics are potent GPIIb/IIla antagonists (10-8 - 10-10 M). Indexes for the antiaggregative
activity and affinity allow to consider 1,2,3,4-tetrahydroisoquinoline derivatives as prospective potent
antiaggregative agents.
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PeuenseHTu
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