O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iKOBHI HOMeEP: 0406U000594
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpaunii: 21-02-2006

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. JlumapeHko Ipuna BacusniBna

2. Lymarenko Iryna Vasylivna

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HayKoBOi crieniajIbHOCTI: 14.03.05
HasBa HayKoBOi crieniaJIbHOCTI: Papmaxosorisa

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

JaTa 3axHcTy: 15-02-2006

CreniaJbHICTh 32 OCBiTO¥O: 7.110101

Micue po6oTH 34,00yBaya: Inctutyt GpapMakosorii Ta TOKCUKOIOTi

Kopg 3a €IPIIOY: 02011901

Micue3HaxoaKeHH: 03057 m. Kuis, ByJ1. Exxena IloTee, 14

dopma BaacHOCTI:

C(l)epa praBJIiHHﬂ: Axanemiss MeIMYHUX HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

IIudp cnenianizoBaHoi BYU€HOI pagH (pa30Boi CleliaJai30BaHOi BYEHOI pazu): [l 26.55.01
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 0COOH: THCTUTYT papMaKoJIOTii Ta TOKCUKOJIOTIi
Koz 3a €IPIIOY: 02011901

Micue3Haxoa KeHHs: 03057 m. Kuis, Bys1. Exxena [ToTbe, 14

dopma ByracHOCTI:

Cq)epa yIIpaBJIiHHﬂ: Axazemis MeIMYHMX HayK YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TemMaTHYHHUX PYOPHK: 34.45.05

Tema gucepranii:
1. IlomyK HOBUX NOTEHLIMHUX MIOTPOIIHUX LETPY30POCEIEKTUBHYX CIIOJIYK B PSAY MOXiGHUX I'YaHIgVHY.

2. The search of novel potential detrusor-selective compounds among guanidine derivatives.

Pedepar:

1. Incepraliito IpUCBSYEHO JOCTIIKEHHIO BIIJIMBY HOBUMX (PTOPBMiCHHUX IMOXiJHUX IyaHiIMHY HA CKOPOUYYBaJbHY
aKTUBHICTb CEYOBOT'O MiXypa Ta TOHYC CY/IMH in vitro 3 MeTOI0 BU3HAY€HHs Halbinbll JeTPy30p0OCeleKTUBHO]
PEYOBMHHU [1J14 [IOAAJBLIOrO BUBYEHHS ii (PapMaKOJIOTIYHUX BJIACTUBOCTEN in vivo, ineHTudikauii mexanismy fii ta
roCTpOi TOKCMYHOCTI. EKCIIeprMeHTaIbHUM LJISIXOM BCTAHOBJIEHO, 10 HOBI (PTOPBMICHI NOXifHI ryaHiIuHY
(ananoru nmiHauMaMsIa) IPUTHIYYIOTh 6a3a7IbHUI TOHYC Ta CIIOHTAHHY CKOPOYYBaJIbHY aKTHUBHICTb i307IbOBAaHUX
CMY>KOK CE€40BOT0 MixXypa in vitro KOHLEHTPALiHO-3aJIEXKHUM YMHOM. [IoKa3aHo, o BCi JOCIiIKyBaHi pe4OBUHU
IIPOSIBJISIIOTH CJ1a00 BUPKEHi KOHLEHTPaLiiHO-3aJIeXKHi Ba30AMIATaTOPHI BJIACTUBOCTI in Vitro, HixX npenapar-
IIPOTOTHUII - MiHALMIXIL. BCTaHOBIIEHO, 1110 HAOIIbII AETPY30pOCEIEKTUBHA pedoBuHA PF-5 nposBiisie BUpaxeHi
CIIa3MOJIiITUYHi BJIACTUBOCTI in vivo. ['nibenkiamiz, inribitop AT®-3ane>xHUX KajlieBUX KaHaiB, IPUTHIUye
CIIAa3MOJITUYHY aKTUBHICTb pe4oBMHU PF-5, BUK/IMKAIOYM 3CYB KPUBOI KOHIEHTpallis-ePeKT Ha ABi oauHuULi. Takum
YUHOM 6YJI0 BCTAHOBJIEHO 1[0, B MEXaHi3M [Iii HOBOro (TOPBMICHOTO MOXiTHOTO IryaHiAuHy, ped4oBUHU PF-5,

3aslydyeHa aktuBanis AT®-3anexHUX KajlieBUX KaHauliB.B nocsinax 1o BU3BHaY€HHIO rOCTPOi TOKCUYHOCTI 0yJ10



II0Ka3aHo, 10 peyoBUHa PF-5 MeHII TOKCUYHA ITPU BHYTPIilIHbOLITYHKOBOMY Ta BHYTPilIHbOOYEPEBUHHOMY
BBEJIEHHSX, HDK Ipenapar-rnpoTOTUI - IiHALIUINIL.

2. The effects of the a novel fluorine-containing analogues of pinacidil on bladder contractile function were
examined in vitro on isolated bladder strips and on vascular tone in vitro on isolated aorta rings. The most
selective compound for detrusor tissue was investigated in vivo. K+ produced concentration-related contractions
of rat detrusor muscle strips. The presence of 60 mM K+ solution induces tonic contractions of the all
preparations. All new fluorine-containing analogues of pinacidil concentration-dependently decreased
contractions evoked by 60 mM K+. Low concentrations of K+ (15 mM) enhanced the already existing spontaneous
activity. All new fluorine-containing analogues of pinacidil caused a concentration-dependent decrease in
contractions amplitude and frequency evoked by 15 mM K+. The tested compounds inhibited KCI- and
phenylephrine - induced contraction of the rat aortic rings in a concentration-dependent manner. It was shown,
that all novel fluorine-containing analogues of pinacidil wereless potent than pinacidil as a vascular smooth muscle
relaxant. The differences between the EC50 values for the compound PF-5 - mediated relaxation of the rat bladder
strips and the EC50 obtained for the relaxation of the rat aorta rings by this agent indicate that compound PF-5
demonstrated selectivity for detrusor smooth muscle over isolated thoracic aorta rings.The effects of the PF-5 and
pinacidil on urinary bladder activity in vivo were evaluated in urethane-anesthetized female Wistar rats. Both
compounds decreased intravesical pressure after intraperitoneal administration in a dose-dependent manner. It
was shown that experimental compound (1 mg/kg) inhibites the micturition reflex in the rat but does not alter
arterial pressure. Preincubation of preparations with glibenclamide (3 mM) depressed the relaxant effect of
compound PF-5. Glibenclamide caused a rightward shift in the concentration-response curve for the relaxant
effect of the tested compound.

Jep>kaBHU peecTpaniiinuii Homep JiP:

IIpiopuTeTHHI HanIpsIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui NpiopUTETHHUI HAIIPSIM iHHOBaLiHHOI AiSJIBHOCTI:
ITiZCyMKH JOCiI>KEeHHS:

Iyosikarrii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
Conia;ibHO-€KOHOMIYHA CIIPSIMOBaHiCTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaakeHHs pe3yJIbTaTiB AHCepTalii:

3B'SI30K 3 HAYKOBHMH TEMaMH:

VI. BizomocCTi Ipo HayKOBOr0 KEPiBHHKA /KEPiBHHUKIB (KOHCYJIbTAHTA)

BaacHe IlpizBume Im's I10-6aTbKOBI:
1. MoxopT Mukosia AHTOHOBUY

2. Mokhort Mykola Antonovych
KBasigikanis: n.menn., 14.03.05
InenTudikarop ORCID ID: He 3acrocosyetbes

JoparkoBa indpopmamnist:



TloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BizomocTi npo odiliiHuX OTIOHEHTIB Ta pelleH3€eHTiB
OdiuiiiHi OTIOHEHTH
Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Tumkin Cepriéi Muxainnosud

2. Tuwkin Cepriit MuxainioBuy

KBasigikanis: 1.6.1., 14.03.05
InenTudikarop ORCID ID: He 3acrocosyerncs
JoparkoBa iHdpopmamnist:

IloBHEe HaHMEHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3HaxoAKeHHSI:

dopma Bi1acHoCTI:

Cdepa ynpasiiHHSL:

InenTudikarop ROR: He zacrocosyerscs

Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. Crenaniok 'eopriil IBaHOBUY

2. CrenaHIok ['eoprii IBaHoBUY

KBasmiikamist: n.menn., 14.03.05
ImenTudikarop ORCID ID: He zactocoyerbes
JonaTkoBa iHdopmalist:

TloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs



PeuenseHTu

VIII. 3akir04Hi BimoMocTi
BiiacHe IIpizBuie Im'sa ITo-6aTbKOBI
rOJIOBH pagu

BiiacHe IIpi3Buie Im'sa ITo-6aTbKOBi
rOJIOBYIOYOTO Ha 3acCifiaHHi
BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZITIOBiJaJIbHUM 32 PEECTpalLio HayKoBoOi

IisIJIbHOCTI

Credanos Onekcanap Bikroposnuu

Credanos Onekcanap Bikroposuu

FOpuenko T.A.



