I"onoBi pa3oBoi crermianizoBanoi BueHol panu
y JIHIIpOBCEKOMY HalllOHAJIBHOMY
yHiBepcuTeTi iMeHi Onecs ['onvapa
IOKTOpY XIMIYHUX Hayk, ipodecopy,
Anppiro BUITHIKIHY

BIAT'YK

oGiLifHOrO OIOHEHTa, JOKTOpPa XiMiUHMX HayK, mpodecopa Kadeapd OpraHigHol
ximii HaBuansHO-HaykoBoro iHcTHTyTy Ximii Ta ekosorii ABH3 «VYxropoacekuit
HauioHaNbHUM yHiBepcuter» CiamBka Muxaiina BacuiaboBuua Ha auceprauiliny
poGory Hdinb Katepunu BosogumupiBun «{ukiiysi cynb@oHu Ta cynbdoHaminu
3 a3areTepOLMKIIYHUMHU (pparMeHTaMW», [OAaHy Y CIelialli3oBaHy BuUeHY paiay
JIHITIPOBCBKOTO HAalllOHAIBHOro yHiBepcuTeTy iMeHi Onecs I'oHuapa Ha 3100yTTH

HayKOBOTO CTymHeHs moktopa ¢inocodii 3 ramysi 3uanp 10 «[Ipupomuudi Haykm» 3a
cnemianpHicTIO 102 «Ximisny

AkTyajbHicTh Temu. Jlucepranitina po6ota Jline K.B. Ha Temy: «l{ukimiuHi
Cy1bhOHH Ta CynbDOHAMIAY 3 a3areTepOLMKIIYHMME (parMeHTaMm» IPHUCBIYCHA
po3po01i HOBHMX 3pYYHHUX METOIIB CHHTE3y a3areTepOLMKIIYHUX CHCTEM Ha OCHOBI
murigpo-2H-tionipan-3(4)-ou-1,1-giokcugy, a TakoX 1X  TIeTepoluKiIi3aii,
BUBYEHHIO CIIEKTPaJIbHUX Ta 610JOTIYHUX BIaCTUBOCTEH.

OcHOBHUM CyOCTpaToM Uil CHHTE3y HOBHX  CIIOJIYK cTaB murigpo-2H-
tiomipaH-3(4)-oH-1,1-110KCHI, IO € CBiIOMUM BHOOPOM IJI ONMCAHUX B qUCepTallil
JOCTiKeHb, SIKUHM 32 CBOEIO peaKLifHOI 3[aTHICTIO MOXE JIETKO BCTYIIATH B peaxilil
nuKIIizanii, o Aae MmifcTaBy A MOJANBIINX JOCIIKEHHS B 001acTi OpraHiqvHOro
CHHTE3Y.

BBakaro, 110 mocraBieHi y poOOTi 3aBIaHHs peaji3oBaHi y IOBHi# Mipi i Ha
HaJe)XHOMY piBHI. Y poOOTi IoKa3aHi pi3HOMaHITHI MiIXOQW IO METOMIB CHHTE3Y
UKJIYHUX CYIb(QOHIB Ta Cynb(OHAMIOIB 3 a3areTepOlUKIiYHUMH (parMeHTaMHu.
Tomy pmocnmimxeHHs, WO NpoBela aBTOpKa, 0e3 CYMHIBY € CBO€YAaCHMMH Ta
aKTyaJbHUMHU IS Cy4acHOl OpraHiyHol Ta (hapMaleBTHYHOI XiMil,

38’130k  po0OTH 3 HAYKOBHMH MNpOrpaMamMi, ILUIAHAMH, TEeMaMH,
rpaHTaMH.

Tema pucepranii BiAnoBizae HaykoBOMy HampsAMKy Kadempu GisuuHoi,
OpraHiqHoi Ta Heopra”idHoi ximil XimiuHOro ¢axymsrery JIHIIPOBCHKOTO
HallOHAJbHOrO YyHiBepcureTy imeni Onecsi [oHuapa, Ha sKili BUKOHyBajmacs
OCHOBHa YacTWHa poboru. Jleski YacTWHH AUCEepTaliiHOI poGOTH OYIH TaKoxX
BMKOHAHO 3TiIHO 3 IUIaHOM HayKOBO-IOCIiHOI po6OTH B paMKax AEPKOI0KETHOT
TeMd MiHicTepcTBa ocBiTM 1 Hayku VYkpaitum «Cunres N,0,S-BMicHMX
FeTEPOLMKIIIB Ta JOCHIDKEHHS I1X B3aEMOMIi 3 HYKIETHOBUMU KHCIIOTaAMU»
(nepxaBHMH peectpaniituuii Homep: 01220001220, 2022-2024pp.) Ta mig yac
craxyBanHsa y TOB HBII «YKPOPI"'CUMHTE3» B M. Kuis (2022-2023pp.).



HaykoBa HOBH3Ha oOTpHMaHHX pe3yJjbTaTiB. HaykoBa HOBHM3Ha poGoTH
nojsirac B TOMY, IO BIepIle OTpUMaHO HOBi 4-apwui-4,6,7,8-teTparimpo-1H-
tionipano[3,2-d]nipuMinus-2(3H)-TioH-5,5-niokcuau  Buxonsuu 3 auriapo-2H-
Tionipan-3(4)-on-1,1-miokcuny, apomMaTuHuX anprerigiB ta S,0,Se-cedoBHH.
Briepime nociipkeHO ONTMMallbHI YMOBHU INEpediry TPHOXKOMIIOHEHTHOI peakxiiii 3
nurigpo-2H-tiomipan-3(4)-on-1,1-miokcumy 3 aminaMu Ta GpomarieToheHOHOM, sKa
IpU3BOJUTH OO CHUHTE3y HOBHUX OIlOJIOTiYHO aKTHBHHX croiryk 1,5,6,7-
TeTparigpoTionipa[3b]|nipon-4,4-niokcuaiB; Brepiie OyiIo TOCTiIHKEHO 0COOIHBOCTI
perioxiMii KOHIeHcaril 5-TH Ta 6-TH WIEHHUX P-KeTOCyIb(OHIB 3 3aMilllEHUMH OPTO-
aMIHOOEH30HITpUIIaMH, L0 MPU3BOJSATH 1O CYJIb(QOBMICHUX aHAJIOTIB TaKpHHY.
Briepuie 6yno olep)xaHO HOBY T'eTEpOLUKIIIYHY cHCTeMy -Terpariapo-3H-4-oxca-2-
Tia-2bazanukionpomna[c,d|neHTanes-3-0o8  2,2-TiOKCHA Ta YIOCKOHAJIEHO CIOCIO
cuHTe3y 3- 1 4-((2-rimpoxcuerwi)amino)tetpariapo-2Hriomipan-1,1-giokcumis.

TeopeTnyHe Ta MpaKTHYHE 3HAYEHHsI OJepP:KAHUX pe3yJbTaTIB.

Ilix yac BUKOHaHHS HAYKOBHX IOCTIKEHb OyJI0 po3pobieHO mpemnapaThBHi
METOAU CHHTE3y CYJIb(MOBMICHUX CIOJYK, A0 CKJIaay SKUX BXOAMTH TiOIipaHOBE
Kilblle Ta HOBUHM MABOCTamiHHMH METON CHHTE3y CyJb(OHOBMICHOTO aHAJIOIy
1HTI0ITOpY alleTWIXONIHECTEpa3sd TaKpUHY. YAOCKOHAJIEHO IIpelapaTHBHI METOIH
CUHTE3y HOBHUX TETpariapoTiomnipaHiB-4,4-1i0KCHIiB.

BuBueHo  (i3uKo-XiMi4HI BIACTUBOCTI Ta  CHEKTpPajbHI  OCOOJIMBOCTI
CHHTE30BaHUX CIIONYK, IO € BXIMBAMH [UIsl Teopli Ta MPAKTHKHA CydacHOI
CHUHTETUYHOI OpraHigHOl XiMil.

Crynminb  OOIpPYHTOBAHOCTI  HAYKOBHMX  IMOJIO)K€Hb, BHCHOBKIB i
pexomMeHaanii aucepranii, ix gocroBipHicTh. /[ucepTaHTKa BIalio BHKOpHCTAia
CydacHI METOAX AOCIiPKEHHS, III0 JAJI0 3MOTY MIPe3eHTYBAaTH HayKOBi pe3yJIbTaTh Ha
BHCOKOMY piBHI. bynoBa HOBMX CcCHONyK [OOBeleHa Ta OOIPYHTOBaHA JAHHMHU
eIeMeHTHOrO0 aHalli3y, MeToJaMd xpomMaromac-cnekrpomerpii, 'H, 3C SMP-
CIIEKTPOCKOMIi, KopenslidHuMH MeTomamu crektpockomii (NOESY, COSY,
ROESY, HMBC, HSQC). OtpumaHi TUCEpTaHTKOK pEe3yJIbTaTH HE BUKIMKAIOTH
CYMHIBIB.

IToBHoTa BHK/IageHHsi aMcepTanii B onyGJiKOBaHHX mpamsix. 3a TEMOIO
AMcepTaliiHoi poOoTH oIyOnikoBaHO 7 HayKOBHX Ipallb, Cepell SKMX 3 CTaTTi
onybnikoBaHi y ¢axoBux BumaHHiX (1 crarTs omyGikoBaHa y (axoBOMy BHIAHHI
iHImoi nepxasHu, Scopus, Q2), 2 cTaTTi Omy06iKOBaHi y BITYM3HSIHUX BHIAHHSIX, IO
iHaexcoBaHi 0asolo Scopus ta WoS, 4 Te3 HaykoBuxX KoH(epeHLi. 3a Temoro
aucepTanii OyJo OTpUMaHO TpeBeJ-I'paHT It 09HOI yuacTi y 8th Prague-Weizmann
Summer School on Advances in Drug Discovery (Prague, Czech Republic, 2022).

Ouinka cTpyKTypH Ta 3MmicTy aucepramii. Tekct muceprallii BUKIageHO i
oQopMIIeHO y BiamoBifHOCTI o BuMmor no odopMileHHs aucepTallii, 3aTBepIKEHHX
Haka3oM MinicTepcTBa ocBitH i Hayku VYkpainm Bixm 12.01.2017 p., Ne 40,
3apeectpoBaHuM y MiHictepeTBi octutii Ykpainu 03.02.2017 p. 3a Ne 155/30023, ta
3a 3MicTom Biamosizae 1.6 Ilopsnky mpucymkeHHs cTymeHs goktopa dimocodii ta
CKacyBaHHs pilIEHHS pa3oBoOi CHeliani30BaHOi BUEHOI pai 3aKjialy BHUIIOI OCBIiTH,
HayKOBOI yCTaHOBH PO IPHUCYIKEHHS CTyINeHs AOKTopa (inocodii, 3aTBEpIKeHOro
[Tocranosoro Kabinery MinictpiB Yxpainu Bix 12.01.2022 p., Ne 44,



3aranpHuE 00CsST AucepTallii CTAaHOBUTH 163 CTOpPIHKHM IPYKOBAaHOTO TEKCTY,
OCHOBHHI YaCTHHA AWcepTalliiiHol poOoTu npezcTaBneHa Ha 115 cropinkax. PoGora
MicTuTh 19 puCyHKIB Ta 6 Tabnuub. [luceprallis ckiaga€eThCcs 3 Hepesliky YMOBHUX
CKOpOYeHb, aHOTallii, BCTYIy, OMNIANY JiTeparypud (po3ainl 1), TpboX po3miliB
OOTrOBOpeHHs pe3yJbTaTiB IociimkeHb (po3mima 2, 3, 4), ekcrnepuMeHTaTbHOI
JacTUHU (PO3JiN 5), BUCHOBKIB, Iepeliky mxepen nocwianHg (140 mocunans) Ta 16
JOATKiB.

VY mepuioMmy po3Aisii po3IISHYTO CTBOPEHHS HOBHX JIIKApCBKUX 3aco0iB Ha
OCHOBi cynb(oHOBOrO (parmedTy. B posaini 4iTko oOIpyHTOBaHO, L0 MOXiAHI
3a3HaYeHOI TeTePOIUKIIYHOI CHCTEMH € IIIKaBUMH MJII CTBOPEHHS HOBHX
BUCOKOS(EKTHBHUX 1 MAJOTOKCHYHHMX OIOJNOTiYHO aKTHBHHX pEYOBHH JIf
MOAAJIBIIOrO 010JIOTIYHOIO JOCIIIIKEHHS.

Jpyruit po3ais MiCTUTB MOCTiIOBHE BUKIIAEHHSI BUKOPUCTAHUX MaTepialliB Ta
3aCTOCOBaHUX METOMIB AociimkeHHs. [IpencTaBieHi CUHTETHYHI METOIH, Ki Oynu
BHKOPUCTaHI IIiJi 4Yac BHMKOHAaHHA pOOOTH Ta OMHMCAaHI METOAM JOCIiIDKeHHS
0i0J7I0rYHMX BIACTUBOCTEH IUIAXOM in silico, in vitro Ta in vivo JOCIiIKEHb.

Tperifi po3ALST MPUCBIYEHO MOLIYKY ONTHUMAJIbHUX IUIAXIB BUPIIIEHHS 3a/1ad,
sSKi TIOB’SI3aHi 3 CHHTe3aMH LHUKIIYHUX CYJb(GOHIB, aHeJbOBaHUMU apOMATHIHUMHU
a3areTepolrKIaMy, a caMe CHHTe3y HOBHX aHAJIOTiB Mperapary IPOTH XBOpoOH
AnmrefiMepa, CHHTE3 IIOXIIHHUX TiomipaHo[3,2-b]mipoin-4,4-1i0KCUAy Ta CHHTE3Y
TIOXiTHUX TeTpa3ono[1,5-a]rionipano[3,2-d]mipuminuH-6,6-110KCHIIB 3
BUKOPHUCTaHHSIM MYJIbTUKOMIIOHEHTHOI XiMii, SIKi BKJIFOYAIOTh TIOMipaHOBE KIJIBIIE.
Takox mocmimkeHo yMOBH Iepebiry xiMiuyHuUX peakiliii 0OrOBOpEeHO Ha BHCOKOMY
npodeciiftHOMY piBHI.

VY derBepTOMYy pO3AUII PO3MISHYTO LUKIIUHI CylTb(hOHU Ta CyiabdoaMimud 3
HeapoMaTUIHUMU a3areTeporukiaMu. [IpecTaBieHo CHHTE3 HOBOT e TepOLIUKITI YHOT
cuctemu: terpariapo-3H-4-okca-2-ria-2b-a3zanuknonponalc,d|nenranes-3-on--2,2-
miokcuna. TakoX IIpoBeleHO aHaili3 OlOJIOTIYHMX BJIACTUBOCTEH CHHTE30BaHUX
MOXITHUX CYJIH(MOOKCUIIIB Ta CYNb(GOHIB 3 BHUKOPHUCTaHHSIM MeTomoJorii in silico
(ADME-aHamni3, mnporHo3 TOKCHYHOCTI), in Vivo (CKpPHHIHI NPOTH3amaIbHOL
aKTUBHOCTI), in vitro (inrioyBanus JIOI'-15).

[IaTuit po3ain € ekcriepuMeHTATFHO YaCTUHOKO 1 BMIIIY€E ONMMCAHHS METOIAMK
eKCIIepUMEeHTAIbHIX TOCITiIKEeHb: OYHNCTKHU BUKOPHCTaHUX PEUOBUH,
IHCTPyMEHTAJIbHUX HOCHIIDKEHb CydJacHUMH (isuko-ximiunumu Merozamu (I14-,
SIMP-cniexktpockomii Ha sapax 'H, *C, romo- Ta rerepokopensiiiina crexTpocKoris
COSY, NOESY, HSQC, HMBC, HRMS,, xpoMaTo-MacClieKTpOMETPist), KBAHTOBO-
XIMIYHOT'O MOJIEJIFOBAHHS.

IIpencraBnena mpucepraniiiHa poGoTa XapaKTEepU3YEThCS €OHICTIO 3MICTy i
3acBiAYy€ 0COOUCTUI BHECOK AMCEpTaHTa 10 HAYKOBHX 3HAHb Y raiysi XiMii. PoGoTa
HalMcaHa JIAKOHIYHO Ta Ha BHCOKOMY HAayKOBOMY piBHi. Bci excrnepuMmeHTasbHI
pe3yabTaTH CYNPOBOMIKYIOTHCS HATTIIAHUMU AEMOHCTPAIlisIMH y BUTJISAII PUCYHKIB Ta
TabIuLb, SKi IOJETHIyIOTh Bi3yalbHe CIPUHHATTS pe3yNbTAaTiB AMCEPTALliiHOl
poboTH.

Horpumanns akagemiyHoi jgoOpouecHocri. Ilopymenp akamemiuHOl
100pOYECHOCTI B MPEACTABICHOMY TEKCTi AUCEpTallil i HAyKOBHX IyOJiKalisx, sKi
BHCBITJIIOIOTH OCHOBHi pe3yJIbTaTH MOCTiIKEHHS, He BUABJIEHO.

ZLVIC “CUCK1IPOUCKOULLL Ha AlApax "11, "L, 1'OMO- 'I'd I'€T€pOKOope/isilInHa CIIEKTPOCKOIILA



3ayBakeHHsl Ta 3alIHTAHHS 00 3MicTy Ta 0pOpMJIEHHS THCcepTaLii.

1. B mepmomMy po3zmiii Hymepallis CIIOJyK B MEPIIMX TPhOX CXeMaX BiACYTHS i
IIOYMHAETHCS JIMIIE 3 4eTBepTOi cXeMU. B mojanbIioMy OKpeMi cxemu
MICTSTh CIOJYKH SIK 3 HyMepalli€ro, Tak i 6e3 HoMepa, 10 MPUBOAUTH 10
IUTyTaHWHU 1 TIOMUJIOK — HaIMpuKIiazd, B cxemi 1.12 B apyri#t peakii, B skii
BiZICYTHSI HyMepallisi BUXiJTHUX CIIONyK, HaIUTyTaHi 3aMicHUKU Ar, R a6o x
B cxeMi 1.14 BigcyTHS HyMmepallii OTpPMMaHOTO Ha TepiIiii cramii
€HaMiHy...1 He 30BCIM 3p03yMiiio uu aBTopu [40] BHAUIAIM IO CIIONYKY YH
Hi? [loxiOHe muTaHHs BUHUKAE i M0 iHmMX cxem (1.10, 1.15, 1.35, 1.37).

2. JlucepraHTKa BHKOPHUCTOBYE HEOTPYHTOBAaHE TIIOENHAHHS HACKPI3HOI
HyMepallii CIIOJIyK Ta CXeM Ta iX HyMepallii B Mexax po3fity. Bapro 6yio
BU3HAYUTUCh 3 OAHHUM IIPUHILMIIOM HyMepamii, a TO, OKpiM IUIyTaHHHH
BUXOJSITh TaKu OUBHI pedi: B-ketocynbhoHy npucBoeHo asa(!!!l) Homepu:
1.67 — c. 48, c¢.55 (tekcT), puc. 2.5 Ta 2.67 — cxemu 2.41, 2.42, a crioiyku
1.85 (cxema 2.43) B mepuromy po3guri B3araji He icHye!..A Hackpi3Ha
HyMepallis B Mexax Hiapo3ainay (po3ait 3) — iuilie MorIubIIo€e Iy TaHHUHY i
TIOCHJTFOE BaXKKiCTh CIIPUMHSATTS!

3. Ha c. 61 BXUTO TepMiH «IIBHIKa ONTHMI3allis», B pe3yibTaTi sAKoi Oe3
KOIHHUX TMOSICHEHb YM JOJATKOBOI iHQoOpMamii HAaBOIATHCS ONTUMANbHI
yMOBH cUHTe3y cnioiyku 3.1.93. XoTinock 6u Ginblne iHdopMaIllii CTOCOBHO
IIbOT'0 1HHOBaliMHOrO Impolecy!....B poOoTi BiACyTHI onuc crioiayku 3.1.92,
cxema 3.1.43 (3ragano Ha c.61).

4. Crpykrtypy HoBoi mnomiuukiaiunoi cucremu 4.1.109d Bapro Oymo
MiATBEPAUTH TaKOX PEHTICHO-CTPYKTYPHHUM IOCHTIIKEHHSIM (SKIIO He
POCTYTh KpHUCTAIH, TO MOIU(iKyBaTH).

5. JIns omepxaHHs cronyk 2.86 DUCEPTAaHTKOI OIMMCAHO TPH METOIMKHU.
Bonnouac, npu onuci nepeBaxkHoi Ounpiiocti cronyk (16 i3 17!), 30kpema
NaHUX BHUXOJAY YW/Ta TeMIlepaTypd TOIUICHHS, He BKAa3aHO SKHUM caMe
METOJIOM KOPHUCTYBaJIUCh. AHAJOTIYHO IO OJEp)KaHHIO cronyku 3.2.99
(BUKOPUCTOBYBAIH 4 METOIH).

6. B excnepuMeHTanpHIlM YacTUHI HeMae iHGOpMAILIii M0 OKpEMUX CIIOTyKax —
SKIIO I CIOJNYKHM HEe BAAJOCh BUAUIATH, Mpo Ie claig Oyno maTu
iHpopmaniro. EKCiepuMeHT 1Mo BU3HA4YeHHIO 010J10TiUHOI aKTUBHOCTI CIIif
HaBOJAUTH B 5 po3ii, a HE IPH OOTOBOPEHHI pe3yJIbTaTiB.

BumeBkasaHi 3ayBakeHHS Ta NoOa)kaHHsS He € NPUHIMIIOBUMH, HE HOCSTH
CHUCTEMAaTUYHUN XapakTep 1 He BIUIMBAIOTh HA OCHOBHI HAYKOBi ITOJIOXKEHHS Ta
3arajibHe ITO3UTHBHE BPAXEHHsS Bi pPOOOTH, HE CTOCYIOTHCS i HE 3MEHIIYIOThH
HAYKOBY Ta IIPAaKTU4YHY LIHHICTh IPEeACTaBIeHOI AUCepTaLiiHOI poOOTH.

Pexomenmanii 1010 BHKOPHCTAHHS  Pe3yJbTaTiB  JAOC/IIKEHHS.
YIOoCKOHaleHI METOIUKHM CHHTe3y, 3aIlpONOHOBaHi aBTOPKOI MOXYTh OyTH
BIIPOBA/DKEH1 y HaBuanbHUH nporec 3BO XiMiyHOTo CripsiMyBaHHS.

BUCHOBOK
3a pesynpTaTaMu aHauily gaucepraniiiHoi poGotu i  Karepunm
Bosogumupisan  Ha TeMy: «lluwimiuHi cynpdoHM Ta  CcyapoHaMigH 3
a3areTepoLUKIIYHIMU (parMeHTaMu» € caMOCTiIHHO, KOMILIEKCHOIO, 3aBEPIIEHO0






