Biaryk

otiuiiHoro ononenra ['eoprisHu  BikTopii AkomiBHM Ha
auceprauito Xoaoausk Ounenn BasnepiiBun «V-(R-Kap6amo-
TIOUT)UMKIIOAJKINKapOokeamiqu: cUHTe3, Moaudikauis, ¢izuko-
XiMi4HI Ta G10JIOTIYHI BIACTUBOCTI» MOJAHy Ha 3100YTTS CTyIEHs
noktopa ¢inocodii y ramysi 3Hanb 22 OxopoHa 310poB’s 3a
cnenianbHicTio 226 «®apmatisi, npomMucioBa Gpapmartis»

AxkTyanbHicTe TemMH. B psay eQekTHBHMX peareHTiB, sKi IIMPOKO
BUKOPHCTOBYIOTECS B OpraHiuHii XiMil it CTBOpPEHHS HOBUX OPraHIYHUX MOJIEKYII,
BX/IMBE MiClle 3aiiMalOTh aluii30TioliaHaTH. 3HauHMii iHTepec 0 JaHOro Kjacy
CIIOJIYK TIOB'S3aHMIA, MO-TIepIie, 3 MOXKJIMBICTIO CHHTE3Y Ha X OCHOBI Pi3HHMX THITIB
K QUMKIIYHUX  (3aMilleHi Tioce4yoBMHHM, TioceMHMKapOasWad TOIIO), TaK |
TeTEPOLIMKIIYHUX PEYOBUH a00 MOXiaHuX (Tia3oi, Tiajiia30, TPHA30J1, OKCaAia3on
Ta iHLi); MO-/pyTe, 3 LIMPOKKM 3aCTOCYBAHHSIM NMPOAYKTIB iX Mogudikauii y pisHux
rajny3six MPOMMUCIIOBOCTI (JiraHAM KOMIUIEKCHHX CHOJYK, (hOTOCeHCHOinizaTopH,
aHTUKOPO3ilHI  3aco0M, ONTHYHI Marepianm); MO-TpETE, 3 MOXKJIMBICTIO
NPOEKTYBaHHsS MAacCHBIB OiONOriYHO aKTUBHHUX pEYOBHH, sKi O 3abe3medyBaiu
BUCOKY CIOpifHEeHicTh 10 «Oiomimenei»y. TuM Oinbli, MO aUMKIIYHI Ta
TETEPOLMKIIIYHI CIONYKH, CHHTE30BaHi Ha iX OCHOBI, BUSBIAIOTH Pi3HOCTOPOHHIO
GioNoriuHy aKTMBHICTb i 3aCTOCOBYIOTBCS SIK JIKAPCHKI 3aCO0M JUIsl KOpEKIii Ta
NiKyBaHHS PI3HOMAHITHHUX [TATOJIOTIYHMX CTaHiB.

He3Baxkaioun Ha BeNMKY KiJIbKICTh JOCITI[PKEHb, MPHUCBSIYEHUX CUHTE3Y,
NIEPEeTBOPEHHIO Ta O10JIOTiYHIM aKTMBHOCTI ALMIIi30TIOLIaHATIB Ta iX MOXIJAHUX,
MaJIOBMBYEHHUMH DPEareHTaMH Ha ChOTOJHI 3alMINAIOTBECS ILUKIOAIKIIKApOOHi
i3oTioniaHaTy. 3 TO3MLIT MOJIEKYJISPHOTO AM3aifHy Ta CTPYKTYpHOI Momudikauil
0lONIOrIYHO AaKTHMBHMX pPEYOBUH BBEJEHHA IiMOQiNbHUX «hapmMakodHopHUX»
UUKJIOATKUIBHUX (LMKJIONpONaH, LUKIOOyTaH, UWKIONEHTaH, LUKIOTeKCaH Ta
iHIIMX) GparMeHTiB 10 MOJIeKyJ1 3a0e3Medye 01aTKOBI MDKMOJIEKY ISAPHi B3aeMOii
3 eH3UMaMH 1, 6e3mepeyHo, Ipu3BeJie 110 NOCUIIEHHS ab0 3MiHU BeKTOpY 6ionoriunoi
AKTUBHOCTI. 3a3HaueHe JJaCTh 3MOTY PO3LIMPUTH TOTEHIIia] 6100TIYHO aKTUBHUX
PEYOBHH, SKi MOXYTb IOCIYXHTH 0a3010 CTBOPEHHS HOBUX JIIKAPCHKUX 3aC00iB 3
BHUCOKOIO 0i0/I0CTYIHICTIO, MiHIMAJIbHOK TOKCHYHICTIO Ta BIACYTHICTIO MOGIYHMX
edexTiB a00 3HANTH 3aCTOCYBAHHS Y IHILIMX Tay3siX.

Jluceprauiiiia po60Ta BUKOHAHA 3iJIHO 3 MIAHOM HayKOBO-IOCiAHMX POGIT
3anopi3bkoro  JEPKABHOIO  MEIMYHOrO  YHIBEPCHTETY  3a  TEMOIO:
«LIuknoankinkapOoOHiNI30TIONiaHaTH  —  eEeKTUBHI MpeKypcopu i CHHTE3Y
3aMilleHMX TIOCEYOBUH Ta MOOYJOBM TETEPOLMKIIYHUX cucTeM» (pobiema
«®apmauis», Ne nepx. peecrpauii 0118U004261; TepMiH BHKOHaHHs 2018-2022
pp.)-



Cryninb OOrPYHTOBAHOCTI HAyKOBHX T0JI0)K€Hb, BHCHOBKIB Ta
pexomeHaamii.

Jlns ozjep)kaHHs CHONYK OyJid BHKOPUCTAHI 3arajJbHONPHHHSATI METOOM
OpraHiuHOro CHHTe3y, Ui BCTaHOBJIGHHS OcOOJMBOCTeH mepebiry peaxuii,
BU3HAUYEHHS YUCTOTH Ta CTPYKTYpH CHHTE30BaHUX CIONYK OyIM BHKOPHMCTaHi
¢isuko-xiMi4HI ~ MeTOAM, 30Kpema: eJeMeHTHMH  aHali3, XpomaroMac-
cnekrpometpis, [4-, 'H ta “C SIMP-cnektpockoris. JIOKiHIOBI IOCIiIKEHHS
3MIHCHIOBANM 3 BUKOPUCTaHHAM Tiporpamu AutoDock 4.2, ctpykTypu GioMmimieHen
orpumano 3 Protein Data Bank (PDB), koH(popMepu renepyBajii y CHIOBOMY IO
MMFF94x MeTonoM CTOXacTM4HOro TMOLIYKY, PO3PaxyHOK MOJIEKYJISPHHUX
JIECKPHUITOPIB 37iiicHIOBaBes 3 gonomoroto nporpam HyperChem 7.5, Dragon 5.5,
MOPAC2012, LogP ACDLabs. Jlnsi BuBYeHHSI 6iOJNOriY4HOI AKTMBHOCTI
CHHTE30BaHKX CIOJyK BUKOPUCTOBYBAINCh METOMIH in Vitro Ta in vivo, SAR-anani3,
CTaTUCTUYHY OOpOOKY OTPUMAHHX JaHHUX MPOBOJUIHM 3 BUKOPUCTAHHSIM IIPOrpaMu
Statistica 10.0 i Microsoft Excel.

JIOCTOBIpHICTB TIEpBMHHKMX MaTepialiB AucepTallii nepeBipeHa KoMiciero, sKa
Oyna cTBOpeHa Haka3oM peKkTopa 3amopi3bkoro JepXKaBHOIO MEIMYHOro
yuiepcutery Big 07.10.2020 poxy Ne 379 «IlIpo ckiajg komicii 3 mepeBipku
MIEPBUHHOT HAYKOBO-10CIIiHOT JokyMeHTalii 3/IMY», y ckiajii: roJoByOYHH — .
Mezl. H., npodecop Ycauosa O. B.; cekperap — 1. 6. H., nouenrt Ilasnos C. B.; 1.
dbapm. H., mpodecop Oxunuosa B. M. (papmaneBTHuHNI HaNpPsMOK); TOJOBHUM
metposior Mapyerko C. M. Yci nokymeHTH 0GhOpMIEHI 3rifHO 3 iCHYIOYMMH
BUMOTaMHM, pe3yJbTaTH JOCITiJ)KeHb OOpoONeHi Cy4acCHUMM CTaTHCTHYHHUMHU
METOJlaMH aHaJli3y Ha MepcoHaNbHOMY Komi'torepi. [lepBuHHa JoKymeHTaLis 3a
00cAroM Ta XapakTepoM JOCIiPKeHb MOBHICTIO BIAINOBINA€ JaHMM HaBEIECHUM B
JMcepTaLiifHii poboTi.

HoBu3na jauceprauiiHMX JAocaifkeHb. Brnepme o0rpyHTroBano Ta
peati3oBaHO CTpaTerito MOUIYKy CIONYK 3 BU3HAYEHUMH THIaMu Giosoriunoi mii
cepe/l MPOIYKTIB B3aeMOJii ammiizoTionianatis 3 N-Hykneodinamu Ta peqoBHH
YTBOPEHHMX IIPH iX CTPYKTYPHill Momudikauil.

Po3po6ieHo Ta anpo60BaHO OJIHOPEAKTOPHUI METO/] CHHTE3Y HEOTMCaHuX N-
MKJI0ATIKAHKapOOH1I-N ~apuiITioce4oBHH, 110 nepeadavae mocii oBHe 101aBaHHS
eKBIMOJIEKYJIIPHUX KilbKOCTeH aMOHii Tiowianaty Ta N-Hykneodinis (3amimeHi
aHinminy, amigoapu(6eH3u-)KapOOHOBI KMCIIOTH, 4-aminO0-OeH3eH Y IB(POKKCIOTA
Ta 11 aMift) 0 LMKJIOANKaHKapOOH1T XJIOpK/IiB, BCTAHOBIEHO 0COOIMBOCTI B3aeMOil
reHepOBaHKX in Situ MKI0ATKaHKAapOOHL i30TiolianaTiB 3 Ginykneodinamu.

Briepiie ~ BHABIEHO — OCOONMBOCTI  B3aeMOAil  wuKi0aIKaHKapOOHiN
i30TioLiaHaTiB 3 riApa3vH riZpaToM, MOKa3aHO, O OCHOBHUM MPOyKTaMU peaKLii
€ N-(2-(umkoankankapOoHin)riapasin-1 -KapOOHOTIOIN ) LMKI0aTKaHKapOOKca-
MiziH, SIKi oiepiKaHi aTbTEPHATMBHOIO B3aEMOIIEI0 BUXITHUX CMOJIYK 3 Tiapa3uaaMH
BiMOBiiHMX KapOOHOBHUX KHUCIIOT.



Po3pobnena  npemapatMBHa ~— METOAMKA  CHHTE3y  JM3aMilLEHHX
TioceMUKapOa3u/IiB, fKa 3 ycnixoM OyJia 3acTOCOBaHa JUlsl OJIEP)KaHHsI LiJIOro psmy
HeBigoMuX N-(2-(deninokco-(Tio)auerun-(apoin-, rerapoii-)riapasus-1-kap6oHo-
Tioln)uuKIOanKaHkapOokcamiiB  Ta  2-(UMKIONponaHKapOOoHia)KapGOHOTIONT)-
rizipasus-1-kap6o-(tio-)aminis. [1iniGpaHi onTUMalbHi yMOBH CHHTE3Y (TPUBAIICTH
peakuii, Temneparypa) 3a3Ha4Ye€HWX CIOJYK s 3amnobiraHds iX CHOHTaHHOI
uMKJIi3anii abo rerepouunkiizanii y BiAnoBiAHi 3aMileni Tpuazon-5-TioHu.

Bcranosneno, mo pianunriocemikap6asuan 3a yMOB peakiii Lukiizarii y
KOHLIEHTPOBaHUX MIHEPAJIbHUX KMCIOTAX, 3a3HA0Th 10AaTKOBOTO TiJPOJNiTHYHOrO
BiIILEIUICHHS LMKIOAIKAHKApOOHIILHOTO 3alMIIKY, 110 BEAE [0 YTBOPEHHS
BiioMuX 5-R-2-amino-1,3,4-tianiazomis.

Briepuie onpanboBaHO MiAXoaM 0 CHHTE3y OPUTiHATBHUX —4-LIMKIIO-
anKaHkapOoHin-3-(amino-, deninokco-(tio)meru-1,5-auriapo-4H-1,2,4-tpuaszon-
5-TIOHIB TPHBAJIMM HArpiBaHHAM BiAMOBIAHUX AU3aMilllEHUX TioceMHUKapOa3uiB B
OpraHiYHMX pPO3UMHHHKAaX. He Branocs po3MWMpUTH AaHy peakiilo Ha iHLi
AianunTioceMikapOa3uad, OCTaHHI 3a3HAIOTH TeTEPOLMKIi3alii y HPUCYTHOCTI
HaTpii TiIPOKCHIY 3 YTBOPEHHAM Bifomux 5-R-2,4-aurigpo-3H-1,2,4-tpuazon-3-
TIOHIB.

Brepiie cunre3oBani  N-(4-oxco-3-R-TiazoniauH-2-1ieH)UKI0aIKaH-
KapOokcamiau B32EMOJIIEI0 OU3aMiILEeHUX TIOCEYOBUH abo
nianmnTioceMikap6asuaiB 3 MeTHI(OyTHI) XJIOpaleTaToM y MPUCYTHOCTI Kallilo
anerary abo y JIM® y mnpucyTHOCTI TpHeTWNIaMiHy, 3alpOIOHOBaHMUi
OJIHOPEAKTOPHHUI METOZ CHHTe3y S-apuiiJeHnoxifHux 3-R-4-Tia3oniaMHOHIB Ha
ocHOBI [2+3]-uMKIOKOHAEHCalii 3 MOAANBLIOI0 KOHIEHCAIi€l 3  4-HiTpo-
Gen3anpaeriziom 3a Kuesenarenem.

Ha 0oCHOBI CHCTEMHOTO ONpAIfOBaHHS Pe3yJbTaTiB in silico, in vitro, in vivo
excriepumeHTiB Ta SAR-ananizy copMOBaHO Ta 3aNPOIIOHOBAHO CTPATETIO MOy~
Ky opuriHanbHUX BAP, ineHTu]ikoBaHi «CTPYKTYpH-IiJepW» 3 AiypeTHYHOIO,
TIPOTHCYIOMHOIO, TIPOTUMiKPOOHOIO, MPOTUIPUOKOBOIO Ta PiCTCTHMYIIIOKOUOIO
aKTUBHICTIO. BusBieHo 2 moTeHUiHHI (YHIILUAHI areHTH, fAKi 32 3HAYEHHSMU
MiHiMaipHOI  iHTiOyro4Oi  KOHIEHTpallii, LIMPOTOI0 CHEeKTpa Jil  II0f0
diTomatorennux rpubis, mnepeBuilyOTh mpenapar «llunpokonason» Ta He
TPOSIBIAIOTH MyTareHHy nito 1o BiHoweHHIo 10 Salmonella TA 98 Ta TA 100.

TeopeTu4He Ta TNPAKTHYHE 3HAYEHHS] PeE3YJbTATIB A0CJiIKEHHS.
Po3poGieHi npernapaTiBHi METO/M CHHTE3y Ta BUSBIEHI 3aKOHOMIPHOCTI 3B’SI3KY
«By 108 - AKTUBHICTb» MOKYTh OyTH BUKOPUCTaHI /ISl LiNIECTIPSIMOBAHOTO MOLIYKY
010JI0TTYHO AKTUBHHUX pevoBHH cepen MaJIOBiJOMUX N-(R-xap0a-
MOTiOiJI)Lll/lKﬂoaﬂKiHKapGOKcaMi}liB. IIpoBesiene cucTeMHe nociimpkenHs Qi3naHUX
Ta XiMiYHMX BIACTMBOCTEH CHHTE30BAaHMX CIOJNYK € Ba)KIMBUM Juisi Teopil Ta
TPaKTHKK Cy4acHOI MeIMYHOT XiMiT.
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Pesynbrat HayKoOBMX JOCHIKEHb BIPOBAKEHO Y HAYKOBO-IAOCHiAHY Ta
HaBYalbHY poboTy Kadeapu dapmauii Ta TexHonorii opraniuHnx peyosun JJBH3
«YKpaiHCbKUH ~ Jep)KaBHUH  XiMIKO-TEXHOJIOTIYHUH  yHiBepcuTeT», Kadeapu
(apmauesTryHOi Ximii Hauionansnoro apmaneBTHuHOTO yHiBepeuTeTy, Kadenpu
(papmaneBTHuHOi XiMii TepHONiIBCHKOrO AEpKaBHOrO MEJUYHOTO yHiBEPCUTETY
iM. LS. T'opbaueschkoro, kadeapy dapmaleBTHYHOI, OpraHiuHoi i 6ioopraHiuHoi
Ximii  JIbBIBCHKOrO HALIOHANBLHOTO MEIMYHOrO yHiBepcuTeTy iM. Jlanuna
["anuubkoro, kadenpu ¢izuunoi, opraniunoi Ta HeopraHiuHoi Ximii JJHIMPOBCHKOrO
HaUlOHaNbHOro yHiBepcuTeTy iM. Onecs [oHuapa.

IloBHOTa BHKJIAxy OCHOBHMX pe3y/bTaTiB AHcepTalii B HAYKOBHX
¢axoBux BuAAHMsX. Bucokuii piBeHb Ta HOBM3HA EKCTIEPMMEHTAJIBHUX
JOCTIKEHb, HaBEACHUX y AMcepTaliiHiii poOoTi, MiATBEpP/UKYETbCS 1 piBHEM
HayKOBHX myOuikaliii, 3okpema 15 HaykoBuX pobiT, i3 HUX: 2 CTATTi y HAYKOBUX
(axoBux BUAHHAX YKpaiHu, 2 CTaTTi y HaXOBHX BHAAHHAX iHO3EMHHUX JEPIKaB —
uieHiB €Bpocorosy, cepes my6iikaiiit 3 - y BUAAHHAX, IO iHAEKCYIOThCS 6azaMu
manux Scopus tTa WoS (2 - Q2, 1- Q4). Kpim Toro pe3ynbraTi AOCIiIKEHb
TNpeCTaBlIeH] HayKOBIH CIIJILHOTI Ha HAYKOBHX 3aX0/aX, 110 BinoOpaxaiots 10 Te3
JIOTIOBI JIeH.

3ayBaskeHHs MO0 3MicTy i oopmileHHsi JucepTauii, 3aBepPIIEHOCTI
auceprTauii B uijiomy.

Jucepranis odopmieHa BiANOBIAHO A0 AiOYMX BHMOI, MAa€ TpaIWLiidHY
CTPYKTYpy AJIsl Cy4acHUX podiT 3 ¢apmareBTHYHOI XiMmii, 10Ope criaHoBaHa. Y
paMKax IIOCTaBJIEHMX 3ajau JMCepTallis € 3aBeplleHOl0 mpareio. Pesynbratu
JMCepTAaLiMHKUX J0CHiKeHb BUKIA/IeHI TPAMOTHOIO HAayKOBOIO MOBOIO, [0 TEKCTY
3yCTPIYArOTHCS JHILE TOOAUHOKI APYKAPChKi TOMUIIKH.

[Tpu ananisi auceprauidiHoi poOOTM BHHMKIN JesKi 3ayBaKeHHsS Ta
3aNUTaHHs:

1. Tabnuui 3 nanvimu enementHoro amamsy (3.2, 3.4, 3.6, 3.8) nmemo

3aBaKAIOTh CIIPUHHATTIO Matepiaiy, JOLIJIbHO BUHECTH B JOAATKH

2. Ha Moo 1yMKy TBEpUKEHHS aBTOpa 1010 BU3HAYEHHSI KapOOKCUIIBHOT Ta
cyabdaminHoi rpynu Ak «hapMakoopiBy iypeTHUHOI aKTHBHOCTI
(c.106) € He 30BCiM KOpeKTHMM 6€3 ypaXyBaHHS iHIUMX (DparMeHTiB
ctpykTypH. Bike Ha ¢.108 HaBOAMTLCS GUIBII KOPEKTHE BU3HAYEHHS, 1110
«aKTMBHICTh BH3HAYa€TbCsl Ta 3QIEXKUTh Bil HASBHOCTI y MoNeKymi
Tia/ia301bHOr0,  Cynb(PaMiAHOrO Ta  aleTUIaMiZHOro  dparmeHTiB
(miaxap0), Ui SIKMX XapaKTepHa XelaTyloua 3JaTHICTbY.

3. Jins cripsMOBAHOTO MOLIYKY TPOTHCYAOMHOIO 3ac00y KpiM JIOKiHIOBHX
JOCHiKEHb BEJBMU BaXJIMBMM € MPOTHO3YBAHHS (hapMaKOKiHETHYHHX
BJIACTUBOCTEM, Lo 3abe3nevarsb NPOHUKHEHHS Kpi3b
rematoeHiedaniuauii 6ap’ep. I xoua aBTOPOM JIOTYHO BBOJAMJIMCH 0
JIOCHI/IKEHb PEUOBHHH, LIO MM B CTPYKTYpi JinodinbHi (pparMenTH, Ha



MOIO JyMKY, JouinbHO Oyno 6 pospaxysaru mnokasuuku ADMET, a6o
TaKHH MOKa3HUK 5K JINOQUIBHICTS.

Jlnst oGroBopeHHs B X0/l HAYKOBOT IUCKYCIT 3aMMTaHHs:

1. 3 ormsjy Ha NpoBeaeHHs MONepeHiX AOCHiKeHb in silico uu BapTO Ha
Bamy  aymKy — po3misiaTd  MEpCeKTHBY — 3aCTOCYBaHHS — SIK
XiMioTepaneBTHYHHX 3ac06iB CroNyK, o € TponHuMu a0 LIHC?

2. Yu BpaxoByBanmv Bu npu mnnaHyBaHHI [OCHIKEHb TNPOTHCYIOMHOL
aKTUBHOCTI CKPUHIHIOBY MOJEJb 3aJIeXKHO BiJ a(iHITETy CHHTE30BaHUX
PEYOBHUH 10 PI3HUX MPOTEIHIB?

HagezieHi 3ayBakeHHs Ta 3anuTaHHs € AMCKYCIMHUMU Ta He BIUIMBAIOTh HA

TMO3UTHBHY OLIHKY PeLieH30BaH0i POGOTH.

BucnoBok

3a pesynbTaTaMu aHanisy aMcepTauiiHol pobotn Xonoausk OneHu
BanepiiBan 3a temoro «N-(R-Kap6amorioin)uukiioankinkapbokcaMian: CHHTE3,
mMonudikauis, Gpiznko-xiMiuHi Ta Gionoriuni BIaCTHBOCTI», HAyKOBUX ITy6iKalliii, B
SIKUX BUCBITJIEH] i OCHOBHI MOJIOKEHHS, MOXKHA 3p0OMTH BUCHOBOK, L0 32 06CATOM
MPOBEJICHUX JIOCIIKeHb, aKTYallbHICTIO, HAyKOBOIO HOBH3HOI, MPAKTHYHOIO
3HAYUMICTIO, CTYNEHeM OOIPYHTOBAHOCTI HAyKOBHMX IOJIOXKEHb Ta BHCHOBKIB
BIANOBiAa€e BUMOraM «THMYacoBOro MOpSAKY NPHUCYIKEHHS CTYNEHs JOKTOpa
dinocodii», 3arBepmrenoro IMocranosoo Kabinery MinictpiB Ykpainu Bin-
06.03.2019 p. Ne 167 (3i 3minamu, BHecenumu IlocranoBamu KMY Ne 979 Bix
21.10.2020 Ta Ne 608 Bin 09.06.2021) mono aucepTauiil Ha 3100yTTsS HAYKOBOIO
cTyneHs Jaoktopa ¢inocodii, a ii aBTop Xonoansk Onena Banepiiua 3aciyrosye
Ha NPUCYJ/UKEHHS HAyKOBOTO CTymNeHs JokTopa dinocodii 3a crewuianbHicTio 226
@apmauis, npoMuciosa dapmallis, raay3b 3HaHb 22 — OXOpoHa 3710pOB's.

OdiuiitHuii ONOHEHT

3aBimyBau kadeapy papMaleBTHUHOT XiMil

HauioHansHOro papMaleBTHYHOr0. yHIBEPCUTETY
MaleBTUYHUX BASKPNEO .
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