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2. Mieshkova Natalia Aleksandrovna

KBasmigikamis:
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ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

Indp cneuniasnizoBaHoi BY€HOI paau (pa3oBoi creniaiizoBaHoi BY€HO1 pasu): /1 26.550.01
IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOH: [V "lucTuTyT Ppapmaxosorii Ta Tokcukosnorii HAMH Vkpainn"
Kopg 3a €IPIIOY: 02011901

Micue3HaxoaKeHHS: ByJ1. AHTOHa llenika, 14, M. Kui, KuiBcbka 06:1., 03057, Ykpaina

dopma ByracHoCTI:

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHH 3710POB ' YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

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

BHKOHAHO JHCEPTaIlilo

IloBHEe HaliMEeHYBaHHS IOPUAHYHOL 0co0H: JTY "Inctutyt hapmakosiorii Ta Tokcukosorii HAMH Ykpainu"
Kog, 3a €IPIIOY: 02011901

Micue3Haxoa KeHHs: 03680, M. Kuis, By E.IToTbe, 14

dopma ByracHOCTI:

Cq)epa yIIpaBJIiHHﬂ: HanjjonanbHa akageMiss MEIUYHUX HAYK YKpaiHU

InenTudikarop ROR: He zacrocosyerscs

V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TeMaTHYHHX PYOPHK: 34.45

Tema gucepranii:
1. IlpoTunyxyinHHA aKTUBHICTb 1 MEXaHI3MU [Iii HOBUX MOXiIHUX XiHA30JIiHY

2. Antitumour activity and mechanisms of action or new quinazoline derivatives

Pedepar:

1. Ha ocHOBI BipTyasIbHOTO CKPUHIHTY BifibpaHi HOBI OXifHI XiHa30J1iHy Ta BilOMI rinoOTeH3MBHI IIpenapaTy LbOro
pany 3 ?1-agpeHo6sokytodolo gieto ([Tpazosun, Jlokcazo3us, Tepa3o3nH, AnbPy303uH), 17151 IKUX [IPOTHO3yBajacs
MOXJIMBA IPOTUNYxJINHHA 1isl. [IpenapaT-crangapt EpnotuHi6. JoKiHr-aHasli3 nokasas, o psj NOXiAHUX
xiHa3071iHy Mae BeJIMunHu eHeprii kommiekcis "EGFR-iHri6iTop" Buli, 3a Kputepii 3HauymocTi (-27,911 kkaa/MoJb)
(MopenbHi TUpo3uHKiHA3U - IM17, 21TV, 2GS2). BuBueHi noxifHi XxiHa30J1iHy MaloOTh IIE€BHY ?1-aipeHO0JIOKYI0UY {0
(3maTHicTb po3ciabyeHHs i30J1bOBAaHUX CYIMH L1ypa, rinoTeH3uBHa 1is1). Ha kiiHiyHOMY MaTepiai
HeJIPiOHOKJIITUHHOTO PaKy JIEreHi JII0OUHU (KceHorpad Ty, MigKarcyJIbHUI TECT) [I0Ka3aHa pi3Ha aKTUBHICTb
NOXimHMX XiHa30:iHy: Bix Bucokoi - 3105 - 52,05 % raspMyBaHHS IyXJIMHHOTO POCTY 10 ii BifcyTHOCTI, 1m0
IiIKpeCIoe BXJIUBICTb IONIEPEHbOTO BUBUYEHHS! iHAMBIlyabHOI YYTIMBOCTI yXJIMH O papMaKoTeparii.
[TokasaHo, 1110 B M€XaHi3mMax [IPOTUITYXJIMHHOI Aii MOXiZHMX XiHA30J1iHY [IPOBiHA POJIb HAJIEKUTb iHTEHCHBHOCTI
yTBOpeHHS pochoTupo3uny B peuentopi EGF. ImyHodyopucLeHTHUI aHai3 TTOKa3as, o EpsoTuHi6 Ta cnosmyka
3105 0iHAaKOBO MPUTHIYYIOTh PiyopecleHLilo GoCcPOTUPO3UHY.



2. On a basis of virtual screening there were chosen new quinazoline derivatives and known quinazoline-based
hypotensive drugs with ?1-adrenoblocking activity (Prazosin, Doxazosin, Terazosin, Alfuzosin) and reference drug
Erlotinib, which were predicted to have possible anticancer activity. Docking analysis showed that inhibitor-EGFR
binding energy values of the some substances are higher than test of significance (-27,977 kcal /mol) on tyrosine
kinases (IM17, 2ITY, 2GS2). It was shown that all quinazoline derivatives have some ?1-adrenoblocking activity (may
cause dilatation of isolated blood vessel of rat - mesenteric artery, aorta, portal vein). Some substances have
log(IC50) similar or higher or than Tarceva's (MTT assay). On a clinical material of human non-smallcell lung
cancer (xenografts, subrenal capsule assay) it was showed possible different activity of quinazoline derivatives
(Erlotinib, agent 3105): from high - 3105 - 52,05 % of tumour growth inhibition to the absence of growth inhibition.
This fact enhances importance of the anterior evaluation of the individual sensitivity. It was shown that the main
role in the mechanisms of quinazolines antitumour activity belongs to intensity of phosphotyrosine formation in
EGFR. As this agent forms mitogenic signal cascade of EGFR (decrease of living cell quantity with the addition of
tyrphostin, Erlotinib, agent 3105, decrease of fluoriscence of phosphotyrosine with the addition of Erlotinib and
agent 3105 with phosphotyrosin antibodies binding).
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Penensentu

VIII. 3aKkJII04Hi BiZmoMOCTi
BsiacHe IIpi3Buie Im'sa ITo-6aTbKOBI
TOJIOBH paju

ByiacHe Ilpi3Buiie Im's ITo-6aTbKOBI

TOJIOBYIOYOTO Ha 3acCiiaHHi

BignoBigasbHUMH 3a HiATOTOBKY

00JIiKOBUX JOKYMEHTIB

Peectpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZIIIOBiZaJIbBHUM 32 peeCcTpallilo HayKOBOi

OisSIIBHOCTI

ByxtiapoBa TeTsHa AHartoJiiBHa

ByxtiapoBa TeTsHa AHaTosiiBHa

IOpuenko T.A.



