] BIAI'YK
othiliitHOro opeHeHTa Ha AucepraliiHy pobory TapHaBCEKOrO Cepris CtenanoBuya |
«CHHTe3 Ta BUBYEHHS NPOTHITYXJIMHHOI aKTHBHOCTI MOXiHUX 2,5-aurigponipoin-2,5-
mioHy Ta 1,2-murizpomipon-3-oHy», MOAaHOI IO cremianizoBaHoi BYeHoi pamd [|
26.220.01 mpu IucrutyTi GioopranidHoi ximii Ta HadToxiMil im. B. IT. Kyxaps HAH
VKkpaiHu Ha 3000yTTS HayKOBOro CTyNeHA KaHIM[ara XiMiYHHX HayK 3a

crerianshicTio 02.00.10 — GioopraHiuHa xiMig

OHKOJIOTi4Hi 3aXBODIOBaHHS € OfHi€I0 3 HaliHe6Ge3NEeUHIMX MEIHUKO-
GiO/OriYHEX Ta COLIATBGHHX NpobJeM ChOTOIEHHS i € mpHYMHOW Ho 8% ycix
BUMAAKIB CMEpPTi Ta MOCTYMAEThCA 3a IMM MOKA3HUKOM JIMIIE CepLEeBO-CyAUHHHM
3aXBOPIOBAaHHAM. XO04Ya HasBHMH INMPOKHH apCeHal NPOTHUIYXITHHHUX 3aco0iB
YCIIIIHO 3aCTOCOBYEThCA B XiMioTeparii 3JI0SKICHAX HOBOYTBOpEHb, IpoTe 6arato
BHIiB paKy € HeBUIIIKOBHHMH.

HesBaxatoud Ha GypXJIMBHI PO3BUTOK CY4acCHOI opraHiuHoi, GapMaleBTHYHOI
Ta MemuuyHOI XiMil, €(EeKTUBHICTh IPOTHITYXJITHMHHHX npernapaTiB  3aIMIIAETHCA
HHM3bKOIO. 3HAyHOIO Mipolo Iieé O0OyMOBIIEHO HecrerMdiunicTIo ixHBOI Aii,
PE3UCTEHTHICTIO IIyXJIMH, HENOCTAaTHHOIO BHBYEHICTIO MeXaHi3MiB IaTOreHesy
xBopobu. KpiM TOro, IniKyBaHHA BaXKHX XBOpob € KOIITOBHHM, HAaIpHKIAJ,
nikysaHHa paky III cTymeHs KomTye 25-30 THC. HONapiB, a OHKOTEMAToJIOTis —
50-Tic. monapiB. IIpoTe HaBiTh 3a YMOB IOBHOIO dinancyBaHHs e(EKTHBHICTB
NiKyBaHHs CKIajae He Ouibine 50%. ToMy moONmIyK NpPOCTHX €GEeKTHBHHX Ta
JIETKOJOCTYIHHUX XiMiOTepaneBTHIHAX areHTiB € aKTYaJIbHOIO 33Ja4€l0 CbOTOJCHHA.

Iuceprauiitna pobora TapHaBCEKOTO C.C. BHKOHaHa y pycli HayKOBOI
TeMaTHKH Bifminy 6iomequdHoi XiMmii IHCTHTYTY MOJIEKYJIpHOI 6i0MOTii i TeHeTHKH
HAH VYxpainu B paMKax HIepXOI0UKETHUX TEM “BuBueHHsS IpOTEiHKiHa3 AK
MOJIEKYJIADHAX MillleHe#H JuId po3poOKM  TepareBTUYHUX 3aco0iB MeTOJaMH
KOMOIHATOPHOI XiMii Ta KOMIT'IOT€pHOTO MOJIETIOBaHHA (HOMEpP ACpXK. peecTpalii —

01070003345, 2008-2012 pp.), “PawjionanbHuii Au3aHH inri6iTopis mpoTeiHKiHa3 SK



TIoTIepeTHAKIB TIKapChKUX 3aco6iB” (HOMEp ACPK. peecTparii 01120004110, 2013—
2017 pp.)-

~

’ MeTa-Ta KOHKpETHi 3aBIaHHA pobotu copMyIbOBaHi YiTKO. Y BiqMOBiAHOCTI
3 nocTaBJleHoKi/iaegom PO3BHBAJIKCH KOHKpETHI HamnpsMKH IOCIiIKEHD, 0B’ s3aHi 3
MOLIYKOM HOBHX npomnyimmmnx npenapartiB cepell HOXimHUX 2,5-AUrifpomipoi-
2,5-mioHy Ta 1,2-aurifpomipo-3-oHy.

I[HCCpTa:HiﬁHa po6ora TapHaBCHKOTO C.C. pukiajeHa Ha 134 cTopiHKax 1
nobyjoBaHa y KIaCHYHOMY JULA aucepTanii 3 GioopranivHOl XiMil CTHJIL — BOHA
CKJIAIa€ThCsl 13 BCTYNy, OMIALY niTepaTypH, eKCIIEPUMEHTANBHOI JaCTHHH JIBOX
aHATITHYHUX PO3/ILIIB, BHCHOBKIB Ta CITHCKY JiTepaTypHUX JOKEPEIL. .

Ornsn, fAKAA Mae HasBy “TIpOoTHIyXJIUHHA AKTHBHICTH MOXIZHHX 2,3-
Lmrinponipon—Z,S-niony Ta 1,2-nnrinponipon—3-ony” € CHCTEMHHM Ta JOCHTb
inpopMaTHBHUM, B SKOMY ajificHeHO aHaji3 MPOTUIYXIHHHUX BIIACTUBOCTEH
MOXiTHUX 2,5-nnri,uponipon—Z,S-niOHy ta 1,2-urigpomiposn-3-OHy. 'OerMO
npoaHai30BaHO niTepaTypHi mxepena, Mo CTOCYIOTBCSI CHHTE3Y 5-aMiHO-4-reTapui-
1,2-murigpomipoi-3-0Hy. 3arainoM, OIJAA nobymoBaHuii ~ Ha IpaBWIbHO
3rpyNOBaHOMY 3HAYHOMY paKTHIHOMY Martepiai. HapemeHi naHi BKa3ylOTb Ha
aKTyallbHICTh MOJAIBIINX IOCITiDKEHB.

V apyromy po3jiiii JMCEPTaHTOM JeTAIBHO HaBeIeHO METOMMKH 6ioNOoriyHMX
punpobyBanb. Bxa3aHo, AKi TpUIany BUKOPHMCTOBYBAIUCE JUIA inerTHGikamii

CHHTE30BaHNX pPedYoBHH. TaKoXK JeTalbHO OINHKCaHa METOOJIOTisA MOJIEKYIIAPHOTO

MOJEJIIOBaHHA.

-

Tperiii po3AiN NIPUCBAYEHUH CHHTE3Y Ta BHUBYEHHIO npomnyxnnHHo'i
AKTMBHOCTI HOBHMX IIOXi/(HMX 2,5-nnrinponipon—2,5-,uiony. JlpcepTaHTOM JETalbHO
BUBUYEHO B32EMOJIIIO 3,4-nnxnopomane'1'HiMi11iB i3 N- Ta S-HyKieopirtaMy. TToka3aHo,
mo TpH B3aEMOAIl 3 MepKanTaHaM{ BifIOyBa€ETHCA samiHa 000X aTOMIB XJIODY.
HaTtoMiCTh, IpH Ail aMiHiB — TLJIBKH OJHOTO.

3anpONOHOBaHO e(eKTHBHUH T2 3pydHHH ofHOCTaIifHUHA (“onHOKOJIGOBnﬁ”)
MeTOJ CHHTE3y MOXITHHX 1-66H31»1J1—3—(3-rinpoxcmbenin)amino-4-(cynbdpaﬂin)—Z,5—
nnrinpo—lH—Z,S—niponniOHy [QUILXOM MOCIiJIOBHOTO noJdaBaHHA BiITIOBITHHX

KOMITOHEHTIB aHiiHIB T2 TIOMIB. Ile mpuBOUTD N0 36inpIIeHHs 3arajbHOIro BUXOMY




IPOAYKTIB peakLii Ta CKOPOIYETHCA Yac OAEpKaHHA KiHIIEBOTO NIPOAYKTY, IIOPIBHAHO
3i CTaHAAapTHUM JBOCTaAiiHUM METOJOM.

JucepranToM BCTaHOBHeH(;, o0 Mg [Ji€l0 HAMIWIIKYy TiopeHomy Ha 3-
apnncynmbaﬁiq,uni MTOXiJTHi 4-apunaMiHo-2,5-gurigpo-1H-2,5-niponaioHy
YTBOPIOIOTHCH 4-HEé3aMilleHi moxiaHi 3-apunamino-2,5-muriapo-1H-2,5-niponaioHy.
Ile € HOBUH METOJ| CHHTE3Y CIIONYK TaKOIO THITY.

Insa ycix moxigAux 2,5-murifpomipoi-2,5-mioHy 3IifCHEHO JOCIHiKEHHS
npo*mnyxnnnﬁo’f akTHBHOCTI. [IpoaHali30BaHO 3aJ€XHICTh IMPOTHUITYXJIHHHOI
aKTUBHOCTi BiJ XiMi4HOI CTPYKTYypH CHHTE30BaHHX pEYOBHH. 3alpOIOHOBaHO
HaIpsIMKH TOJAJBIIOI XiMiYHOI ONTHMi3alii aKTUBHUX CIIONYK Ha OCHOBi aHalli3y
JaHuX 6i0JIOriYHOrO TECTyBaHHS.

Po3nin 4 npuCBSYEHO CHHTE3y Ta MillleHb CIIPIMOBAaHOMY IIOLIYKY cnoﬁyK i3
MIPOTHUITYXJIMHHOIO aKTHBHICTIO cepex noxinnnx 5-amino-4-(1 H-6eH3iMia305-2-11)-
1-apun-1,2-mgurigpomnipon-3-ony. Ha OCHOBiI pe3yJbTaTiB MOJIEKYISIPHOTO HOKIHTY
CHHTE30BaHO 29 HOBHX IOXigHHMX S-amiHo-1-apun-4-(1H-6eH3iMigazon-2-im)-1,2-
murigpomipon-3-ony. Cepel HHX 3HAWJEeHO 4YOTHPH iHTIOiTOPH NpOTEiHKIHA3H
FGFR1 3i 3auennsmu ICsy B Mexax 0,32—1,85 MxM. IToka3aHo, 1m0 HasBHICTh N1-
He3aMilleHOro 3aiHuIIKy GeH3iMimazony B monoxeHHi C-4 Ta m-rizpokcu- abo m-
XJIopoeHIIBHOro 3aMicHHMKa y mojoxeHHi N1 ¢parmenty 1,2-murigpomnipoin-3-oHy
CYTT€BO 36inbIIye iHribyBanbHy aKTHBHICTh CIONYK Moo MpoTeinkinazu FGFR1.

OKpeMO CIi[l Bif3HAYMTH IIMPOKE 3aNyd4eHHsS MpPOBIJHMX ° BiTUM3HAHMX Ta
3aKOpAOHHHMX YCTaHOB [0 MpOBeAeHHs GionoriyHux BUnpobyBaHb. TecTyBaHHS Ha 56
KJIil:_ﬁHHHX JiHIAX paKy JIOAWHH BUKOHYBAIH y CIiBPOOITHUITBI 3 AMEPUKAHCHKUM
Hanjionansuum Incturyrom Paky (National Cancer Institute). JlocmimkeHHs
IMTOTOKCHYHICTI Ha 6 MyXJHHHHX JHIAX KITHH 37ilCHeHQ Yy KOMIIaHii
“YHibiockpuH” (BejILri;I). AnTtunponidepaTuBHy aKTHBHICTH MOXiTHMX S5-aMiHO-4-
(1H-6en3imifga3on-2-in)-1-apun-1,2-qurigpomnipoin-3-oHy JOCIiKyBaIH Ha
xiituHHIN diHil KG1 y Bigaini renetuxu moauau IMbil" HAH Ykpainu.

ITpakTHYHUM NOpPOOGKOM AHCEpTAliiHOI POGOTH MOXKHA BBaXKaTH IOCHIBHHHA
BHECOK y PO3BHTOK Cy4acHOi GioopraHiuHoi, OpraHi4Hoi Ta MeJM4HOI XiMii.

HucepranToM po3po6IieHO 3py4Hi i MPOCTi MpemnapaTHBHI METOAU OJEPKaHHA PAIy




HOBHX TeTEPOLMKIIYHMX CIIONYK. 3HAWIEHO DPEYOBHMHH, IO BOJIOLIIOTH BHCOKOIO
GiomoriuHoo axTHBHicTIO. OTpHMaHi pe3yNbTaTH CTBOPIOIOTh IIEPEAYyMOBH I
1iJIeCIpAMOBAHOIO MOIIYKY HOBHX JIIKapChKHX 3ac00iB.

' Marepiaifu qucepTauiiHol poGOTH OIyOIiKOBaHO y MPOBIAHUX YKPaiHCHKHX Ta
€BpOMNEHCHKUX q)a;(onnx xcypHaJIax Ix mpencraBneHo HaykoBifi rPOMafCBHKOCTI Ha
pi3HOMAHITHMX 3i6paHHAX 3 aKTyalbHHX IpoGleM GioopraHiyHOi Ta OpraHi4HoOl
ximii. Ha#6insm saromi 300yTKH 3aXHIIEHO HAlllOHATEHHM I1aTEHTOM.

AsBropedepar i omy6GrikoBaHi mpaui y IOBHil Mipi BimoGpaxaioTb 3MiCT

QUCepTallii.

3ayBaxkeHHS 10 poOOTH:

1. Jins GiNbLIOCTI CHHTE30BAaHHMX CIONYK NWMCETaHT BHKOPHCTOBYBAB ONHMCaHi B
niteparypi Meromu. Ilpore 3 amcepranjiiHOi poGOTH He 3pO3yMiNo, K
PEYOBHMHM CHHTE30BaHO BIEpIIIE, a AKHX 3[iHCHEHO PECHHTE3.

2. Jlucepranty cuig Oyno oOIpyHTyBaTd, 4OMy Yy BHIAAKy B3aemonii 3,4-
AUXIOpOMaNeiMily 3 MepKanTaHaMH BiIOyBaeThCS 3aMillleHHA HBOX aToMiB
XJIOpY, & y BHIIaJIKy TaKoi K B3a€MOJIii 3 aMiHaM# — OJHOTO aToMa.

3. JlucepTaHTOM BCTaHOBJEHO, IO hpn mii Hagaumky TiodpeHomy Ha 3-
apuicynb(aHiIbHI  MOXigHI 4-apunamino-2,5-nurinpo-1H-2,5-niponaiony
YTBOPIOIOThCS ~ 4-He3aMillleHi ~ MOXijHi 3-apuiamizo-2,5-guriapo-1H-2,5-
niponniony. Lle moBoni He3BuuHa peaxilis. ToMy, Ha TyMKy PELIEH3EHTa, cIip
6yJ10 3aIPOIOHYBATH MEXaHi3M LBOTO EPETBOPEHHS. "

4. . JIna Kpamoro po3yMiHHS NEpPCIEKTHB BUKOPUCTaHHA CHHTE30BaHUX PEIOBUH

* IUIS CTIONYK-XiTiB JOLLIBHO 6yJI0 6 JOCIiAUTH rOCTPY TOKCHYHICTb.

5. Jins Ginell OMHO3HAYHOTO TPAKTyBaHHA OyIOBH CHHTE30BaHHX pPEHOBHH
JMCEPTaHTY ciij 6yio IHpIie 3aTyIUTH 13C SIMP cnextpockortito.

6. Y posgim 3.1 Bkasao, mo gani [IMP cnekTpiB CHOMyK 3.1-3.4 HaBeieHO B
ta6nuui 3.1. ITpote maHol iHdopMallii TaM HEMAE.

7. Byno 6 gouinsHo omucysaTu [IMP criekTpy B OIHOMY CTHJI, a He Y Pi3HHX, TaK
K HaBEJIEHO y AucepTaliiiHiil po6oTi.

8. HeinrtepnperoBano IIMP criekTpy pe40BHH 4.1-4.30




9. Ilpu omuci CEKTpiB Ta XapaKTEpPUCTHK CHHTE30BaHUX PEYOBHH Ha3BH YCIX
CITIOJIYK CJTiJl TOYMHATH ITHUCATH 3 BEJIUKO1 OyKBH.

HaBezieHi 3ayBa)keHHS HE IPUMEHIIYIOTh HAyKOBOT'O PiBHSA POOOTH.
BBaxaro, WO TpeACTaBleHa JucepTaliiiHa pobora TapHaBCEKOrO C.C.
“CuHTe3 Ta BUBYECHHS nprnnyxnnHHo'l' aKTMBHOCTI MOXiAHKMX 2,5-aurigponipon-2,5-
nioHy Ta 1,2-murigpomipon-3-oHy” € LUTICHUM Ta 3aBEpIIEHUM HayKOBHUM
JOCIi/PKEHHSAM i 38 aKTyallbHiCTIO, HOBH3HOIO OJIEpXKaHUX PE3yJIBTATIiB, TOBHOTOIO
BHKJIaAy B OMyOJiKOBaHMX IMpalsfX BIJNOBiZa€ BHUMOIaM [0 KaHIUIATCHKUX
JOMcepTalii, a ii aBTOp 3aciIyroBy€ MPUCYIDKEHHS HAYKOBOI'O CTYNEHs KaHauaara

XiMiYHMX HayK 3a cremianbHicTio 02.00.10 — 6ioopraniyHa Ximis.

OoiuiifHuN OTIOHEHT

JOKTOP XIMIYHUX HayK,

npodecop kadheapu opratigHoi Ximil
JIBBiBCHKOTO HAI[iOHAIBHOT'O YHIBEPCUTETY

iMeHi IBana ®panka a0 B.C. Mariitayk

[Tigmuc B.C. Mariituyka 3acBiguylo:
Buenwuii cekperap
JIbBIBCHKOI'O HAIliOHAJILHOTO YHIBEPCUTETY

iMeHi IBana ®paHka, JOLEHT
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