PELLEH3IA

Ha auceprauniiny podory Ko3upesa €srenis Kocraarunosnya «CuHre3 cmipo- ta
kapkacHux N,O,S-BMiCHMX reTepoOUUKIIYHHX CHCTEM), MpPeACTABJIEHY Ha
3100yTTA  HAYKOBOIO CTyHeHs J0KTopa ¢istocodii B raaysi 3HaHb

10 «ITpupoanuyi Haykm» 3a cneniaabHicTIoO 102 Ximis

AKTYaJIbHICTHh T€MH PO0OOTH

HukniyHi cynb()OHU, OKCETaHU Ta MINEPUAMHBMICHI 010130CTEpU € BaKIMBUMU
dapmakodopamMu 3 TIMPOKUM CHEKTPOM (HapMaKOJIOTIYHOI aKTHBHOCTI, BOHH
IIUPOKO BHUKOPHUCTOBYIOTHCS JIs MU3aliHy JIKapChKUX 3aco0iB. Buiie 3a3HadeHi
¢bparMeHTH 4acTO BUKOPUCTOBYIOTHCS B MEIMYHIN XiMii JIJI1 ONTUMI3allii XiMIYHUX
Ta (I3UYHUX BIACTUBOCTEH KIHIIEBUX CHOJIYK. HacuueHni okcazareTeponukiv €
OJIHUMH 3 HaAWBaXJIMBIIMX (parMeHTiB y Au3aiiHI JIKapChbKUX 3aco0iB, BOHU
JO3BOJISIIOTh  3HAYHO TMOKPAIUTH (AapMaKOKIHETHKY, PO3YMHHICTh, a TaKOX
010/10CTYITHICTH IITHOBUX MOJICKYII.

Ckadonnu Ha ocHOBI 1,4-m10KCaHOBOTO (hparMeHTa OTpUMANId HAJIEXKHY yBary
3aBASIKM 1X 3HAYHIM MOMIMPEHOCTI B MPUPOJHUX MPOIYKTaX Ta (apMarieBTUYHHX
npenapatax. Llel ¢parMeHT BKIIFOYalOTh aHTHOIOTUK CIEKTUHOMIIMH, 1HT161TOp C-
Met «xina3u, npoTtupakoBuii mnpemapar MK-2461, 1Hri6iTOp HEpeUenTOpHOI
TUpo3uHnpoTeinkinazu TYK2. OkpiMm MenuuHoi Ximii, moximgHi 1,4-miokcany e
JiraHAaMU Ta XipaJIbHUMH JIOIOMDKHMMH 3aco0amMu Uil  aCUMETPHYHOTO
rigpyBanus. Came TOMy BHOIp JAMCEPTAHTOM TEMH IHUCEPTAIINHOTO MPOCKTY €
aKTyaJIbHUM 3 OTJISIAY Ha MOCTIMHY MOTpeOy HOBUX YHIKAJIBHUX OLAMHT-OJIOKIB s
JU3aiHy JIIKiB.

3B’A30K po0OTH 3 HAYKOBUMH NPOrPaMaMH, IJIAHAMH, TEMAMHU

JlocmimkeHHsT 9acTKOBO BHUKOHAHO B paMKax JCPKOIOKETHUX TEM
MinictepctBa ocBith 1 Hayku Ykpaiam «KorcrpytoBanas N,O,S-BmicHHX
TeTePOIMKIIIB 13 3alyYeHHSM HOBHX KaTalITUYHUX CHCTeM. EKcliepuMeHTanbHE Ta
TEOPETUYHE JOCHIDKEHHS» (AepkaBHMIA peectpamiianii Homep: 0119U100724,

2019-2021 pp.), «Cuare3 N,O,S-BMICHHX TETEPOLUMKIIB Ta JOCIIDKCHHS IX



B3a€EMOIT 3 HYKIECTHOBUMHU KHUCJIOTaMHu» (JIepKaBHUU peeCTpalliiHui HOMeEp:
01220001220, 2022-2024 pp.).
HoBu3zHa nociaiiskeHHs Ta OiePKAHUX Pe3y/IbTaTiB

HayxoBa HOBH3HA poOOTH MOJIATAE B TOMY, IO B JUCEPTAIlil BIIEpIIe PO3poOIeHO
METO/IM CUHTE3y HOBUX KHUCIJIOT, CIIMPTIB, aMiHIB, OPOMIJIB Ta KETOHIB, 110 BKIIOYAIOTh
CHIPOIMKIIIYHY  IMKI00yTaHaiokcaHoBy  cuctemy  (5,8-miokcacmipo[3.5]HoHaHM),
po3po0JICHO yMOBM CHHTE3y HOBHUX 3amimieHux 1-okcacmipo[3.3]rentaniB Ta 1-
azacmipo[3.3]renTaHiB, 3alNpONOHOBAHO OPUTIHAIBHUN ILIAX CUHTE3y TpPEeT-OyTuia 6-
okco-1-a3acmipo[3.3]renTan-1-kapOokcumnary, OTpUMAHO  HOBI  mOXigHlI  2-
azabiuukiio[2.2.1]renTany, CHHTE30BaHO IIMPOKUH psJ HOBHUX MOXIIHUX 9-Okca-3-
azabinukio[3.3.1]HoHaHy, po3pobiieHo opuriHaibHuil 10-cTaaiiHuil METO CHHTE3Y 6-
a3abinukio[3.2.1]okTaH-2-kapOOHOBOI KMCIOTH, BCTAHOBJIICHO OCOOJMBOCTI PeaKIiiHO1
3IaTHOCTI €HJI0- Ta €K300PIEHTOBAHUX BTOPUHHUX TIAPOKCHIBHUX TPyN OIIMKIIYHUX
MOX1THUX PsAly HOpOOpHEHy B peakiiii MilyHoOy, 3HalIeHO HOBI IUJISIXU CUHTE3Y 3,4- 1
3,6-murigpo-2H-Tionipan-1,1- giokcuIiB Ta MPOJIITMHBMICHUX MMOX1JHUX Ha 1X OCHOBI.

IIpakTuyHe 3HaYeHHS] OTPUMAHMX pe3yJbTAaTIB

HuceprantoM OyJi0 3ampONOHOBAHO CHUHTETHYHMM MIAX1A A0 OTPUMAHHS PALY
HOBUX 2-a3a0imukio[2.2.1]rentaniB, BKIOYAKOYH 0COOIUBO IiHHI (TOPHOXiIHI. Takox
pO3p0o0JICHO YMOBH CHHTE3Y 3aMillieHnx 9-okca-3-a3abinukino[3.3.1]HoHaHIB HA OCHOBI
KOMEPIIMHO JTOCTYIMHUX enoKcuiB. [Toka3aHO MEpCHEKTHBY BUKOPHUCTAHHS aJIKCHIB B
peakmisax 3  XJOpcyab(pOHIT  130I[laHATOM JJII CHHTE3y psay HOBUX I-
azacmipo[3.3|renTaniB. 3amaTeHTOBAaHO HOBHUM CIOCIO CHUHTE3y HeHacuueHux 3.4-
muriapo-2H-Ttionipan-1,1-giokcuaiB, sIKi MOXYTh 3HAWTH BUKOPHCTAHHS SK OLIIWHT-
65oku B «drug design». Po3po0ieHo Ta ONTUMI30BaHO METOIU CUHTE3Y IIUPOKOTO PSTY
MPAKTUYHO KOPHCHUX CHIpO- Ta OIMUKIIYHUX CHONYK, sIKi MamTaOoBaHi 10
JIEKarpaMoOBHX KUIBKOCTEH KIHIIEBUX MPOTYKTIB.

Byno mpoBeneHe cucTeMHE IOCHIKEHHS (i3UKO-XIMIYHUX BIIACTUBOCTEH Ta
CIEKTPAIILHUX OCOOJIMBOCTEH CHHTE30BAHUX CIIONYK, IO € BAKJIWUBUM ISl Teopii Ta

MPAKTUKHA Cy4aCHOI OpraHigHO1 XiMil.



CryniHb 00IPyHTOBAaHOCTI HAYKOBHUX I10JI0’K€Hb, BUCHOBKIB 1 peKoMeHaailiii,
chopmyIbOBaAHUX y AMCEPTALil, IX JOCTOBIPHICTH | HOBU3HA.

AJTOpUTM CTBOPEHHA LUJIBOBUX MPOAYKTIB XIMIYHOIO TEPETBOPEHHS €
00JlyMaHUM Ta YITKO CIJITAHOBAHUM, 1110 JO3BOJIMJIO CBOE€YACHO Ta y BIAMOBIAHOCTI JO
BUMOI' O(QOPMUTH JUcepTaliiHy pobotry. lloeqHaHHs ommcy MexaHI3MIB HaBEJEHHX
XIMIYHUX peaklid, CHEKTPaJbHUX XapaKTEPUCTUK Ta XpPOMATOrpaiuHUX JaHHUX
JI03BOJIsIE BIIEBHEHO CTBEPIKYBATH, 1110 1HTEPIIPETaLlli CTPYKTYpU yciX 0€3 BUKIIOUEHHS
CIOJIYK HE BUKJIMKAIOTh CYMHIBIB.

Hageneni B poOOTI BUCHOBKM € OOTPYHTOBAaHMMH Ta BIAMOBIJAIOTH pe3yjbTaTaM
OTHCaHMUX JIOCIIIKEHb.

Crpykrypa i 3micT auceprauii

JIo CTpyKTypHW nuceprarlii BXOAATh aHOTAIlil YKpPaiHCHKOI Ta aHTJIHCHKOIO
MOBaMH, 3MICT, TIEPEJIK YMOBHUX MO3HA4Y€Hb, BCTYI, JiTepaTypHuil orysan (posaun 1),
TPhOX  PO3JAUIIB  OOrOBOPEHHS  pe3yNibTaTiB  JoCHikeHb  (po3gimu  2-4),
eKCIIEPUMEHTAIBHOI YaCTHHH (PO3/AiNT 5), OCHOBHUX BUCHOBKIB, CIIHUCKY BHKOPHUCTAHOI
JmitepaTypu 1 jgojatkiB. Pobory mpencraBieHo Ha 209 cTopiHKax MalIWHOIKACHOTO
TEKCTY (3 SIKUX JOJATKH 3aiiMaroTh 48 CTOPIHOK).

Pozoin 1 Bxmrouyae miTepaTypHUN OIJISL[, TPUCBSIYCHHH HOBITHIM METOJIaM
CUHTE3Yy HHMKI00YTaHBMICHMX T'e€TEPOIMKIIB JUIS JW3aliHy JKIB, a TaKOXX OKCETaHaM,
azeTuauHaM, cyibhoHam Ta Mopdominam. Came IIMM TeTEepOlUKIaM IPUCBIYCHO
HaWOIIBIy yBary y amceprarii. ABTOp 30Cepe/Ky€e CBOIO yBary Ha JYMIIi, IO MMOX1THI
3a3HAYCHUX TETEPOIUKIIYHUX CHCTEM € IIKaBUMU JUIsl CTBOPEHHS HOBUX
BHCOKOC(EKTUBHHX 1 MAJTOTOKCHYHHUX O10JIOTIYHO aKTUBHHMX PEUYOBHH JIJISI TIOJAIIBIIIOTO
010JT0TIYHOTO JTOCIIKCHHS.

Po30in 2 onucye cuHTE3 TPHOX THUITIB CIIPOIMKIIIB, IO MICTATH UKJIOO0YTAHOBHIA
¢parment, a caMe€  HOBHX  3aMIIICHUX 1-okcacmipo[3.3]renTaHis, 1-
aszacmipo[3.3]rentaniB Ta 5,8-miokcacipo[3.5]HoHaHIB.

Po30in 3 npencraBisie co000 MOCIITOBHE BUKIIAJICHHS MaTepialliB Ta METO/IIB

CUHTE3Y MOXiTHUX 6-a3abimukio[3.2.1]okrany, 2- a3abinukio[2.2.1]rentany ta 9-okca-



3-a3abinmkno[3.3.1]JHoHany. B nmaHomy po3aini aBTOp ONHCYE CTBOPEHI HHUM HOBI
MapUIpyTH CUHTE3Y IIUX BAXKIUBUX OLIIUHT-OJIOKIB.

Po30in 4 BIATBOPIOE aNTOPUTM MONIYKY ONTUMAIBHUX NUIAXIB BUPILICHHS 33124,
Kl TIOB’s3aHI 3 CHHTE30M HeHacudyeHux 3,4-murigpo-2H-tiomipan-1,1- miokcumis.
3anpornoHOBaHUM  CMoOCi0  PO3MIMPSIE  MOMKJIMBOCTI CUHTETHYHHUX IMIJIXOMAIB  JIO
aHAJNOTTYHUX (PYHKIIOHATI30BAaHUX LUKIIYHUX CyJIb(OHIB. Takoxk y HbOMYy PpO3ILIl
MPEICTABIICHO CHIPO- Ta KOHAEHCOBAH1 MIPOIIAMHBMICHI MMOX1/IHI LIUX CYJIb(OHIB.

Po30in 5 onmcye ekcnepyMMEHTaJIbHY YacTHUHY JAOCIIIKE€Hb, B SIKOMY HaBEJICHI
METOJIMKM CUHTE3y HOBHX CIONYK Ta iX SIMP xapakTepuctuku, AaHi Mac-CreKTPOCKOMil
Ta 1HII (13UKO-XIMIYHI BIIACTUBOCTI.

KoxeH 3 po3auiiB MICTUTh HEOOX1/HI BUCHOBKH, SIKI HaJalOTh 3arajibHy OI[IHKY
OJIep>KaHUM pe3yJIbTaTaM.

3araiibHi BHCHOBKH JIEMOHCTPYIOTh HAWBAKIIMBIII HAYKOBI pe3ylbTaTH Ta iX
KOPEJIALIIO 13 3aBAaHHAMHU, SIK1 OyJIM MOCTaBJIEH] y JIaHIi JucepTaliiHiil poOoTi.

IloBHOTa BHKJIaAy OCHOBHHMX pe3yJbTaTiB Aucepramii B Omy0JiKOBAHUX
npansx

Pesynbprati aucepraiiiitHoi poOOTH JIOCTaTHBO TOBHO OMyOJiKoBaHO y 9
HAYKOBUX Mpalfx, 13 HUX 4 CTaTTl y HAYKOBUX JKypHaJIax, M0 BXOAATH A0 0a3 JHaHHUX
Scopus ta Web of Science, 1 marenti Ykpainu Ha BHHaxig Ta 4 Te3ax JONOBiaeil Ha
MDKHapOJIHUX Ta BCEyKpaiHChKHX KoH(epeHmisx. Haykoi myOumikariii HaapyKoBaHO 13
CITIBaBTOPAaMH, aJIe YITKO BU3HAYCHI OCOOMCTHI BHECOK Ta y4acTh JIMCEPTAHTA.

3aBepuieHiCTh aMcepTANidHOI Po0OTH Ta 3ayBa:KeHHsl IIOAO il 3MicTy Ta
oopmiteHHSsI

HuceprariitHa po0OoTa € 3aBeplIEHUM HAYKOBHM JOCIIKCHHSIM, BHKOHAHAa Ha
BHCOKOMY HAyKOBOMY piBHI. Y TIpolieci peleH3yBaHHsS 3ayBaKEHHS MO0 3MICTy
poOoTH Ta ii 0ohopMIICHHS] HE BUHUKIIH.

[IpoTe y mmaHi HayKoBOi IUCKYCii XOTiIOCSA © IMOYYTH BIJIOBIAI HAa HUKYE

HaBENCHI 3aNUMAHHA:



1. Bu xoHcrtatyeTe (hakT meBHUX 0COOJMBOCTEHN mepediry peakiiii MiyHoOy Ha
BTOPUHHUX TIAPOKCHJIBHHUX Ipynax OINMKIIYHHUX MOXIAHUX. Y 4YOMy came I
0COOJIMBOCTI MOJISTAIOTh Ta YUM BH 1I€ MOSCHIOETE?

2. Jlms moka3y Ta BCTaHOBIJICHHSI CTPYKTYPH CHHTE30BAaHHUX PEUOBHH Bu iHKOIHM
BUKOpUCTOBYBaJIM criekKTpHu 2D SAMP, sikuM unHOM BU 00Mpanu peyOBUHU IS
I[LOTO PO3LIUPEHOTO TOCTIIKEHHS?

3. Cxema 2.5, ctop. 56. Buxig mpoaykry 2.26 31a€TbCsl JOCUTh HEBEIUKHUM,
Bcboro  40%. UYu we Oyno  BamMum  moMiueHO — yTBOpPEHHS
AIbTCPHATUBHUX \MIOOIYHUX TPOMYKTIB ILBOro eniMiHyBaHHsa? Hanpukan,
CXO’Ke MEePEeTBOPEeHHS Ha cxemi 3.5 (cTtop. 74) mae maiike BABIY1 BUIIIUN BUXI]T
75% (crionyka 3.31).

4. Cxema 2.6, crop. 58. Ilpu neperBopenHi 2.29 —2.30 y ¢inanbHiil peuoBUHI
30epiraeTbcs BUIbHA KapOOKCHIIbHA TpyIIa, aje YMOBU peakilii ocHoBHI. [licns
npoBeAeHHsT peakiii Birrira Bu nomaBanu kucinotry 4 sk? lle He 30BCiM
3pO3YMIJIO 13 CXEMHU.

5. Cxema 2.12, crop. 65. Ha miif cxemi Oyjo moka3aHO, IO ONTHMAaJIbHUM
BIJTHOBHHMKOM JIAKTAMHOT'O LUKy croiyku 2.52 € rigpua amominiro AlH3. Ha
HACTYIHIA CXeMi BITHOBJICHHS CIONYKH 2.57 BiAOYBAETHCS aTOMOTIIPUIOM
JITIIO 1 TYT BUHUKA€E MMUTAHHS YOTO HE BUKOPUCTOBYETHCS OOpaHUM JJISI ITHOTO
THUITYy pPeaKiiii T1Apu aaoMiHi0?

6. Cxema 3.2, crop. 71. Skmo Bu Buminsere aminu 3.18, 3.19 y Burmsami
BIJIMOBITHUX T1IPOXJIOPUIIIB, TO OYyJI0 O JOTIYHO IIe MPSIMO MMO3HAYUTH Ha ik
CXEMI.

3aysasricenna: nucepTaiisi MICTHTHh pSJ OMHCOK, T'PAMATUYHUX MMOMIJIOK Ta

HEBJJAINX BHUPA3iB, ajie¢ y IJIOMYy BOHU HE MalOTh MIPHUHIIMIIOBOTO XapaKTepy Ta >KOJTHUM
YUHOM HE 3MEHIIYIOTh HAYKOBOI 1 MPAKTHYHOI IIIHHOCTI OTPUMAaHHUX aBTOPOM HAyKOBUX
PE3YIIbTaTIB.

JlaHi mpo BiACYTHICTH TEKCTOBHX 3aN03W4Y€Hb TAa MOPYLIEHb AKaAeMIi4HOI

A00poYecHOCTI (akagemMivHOTO mJiariary, camonariary, (dpadpuxanmii,

danscudikamii).



3a pe3ynbTaTaMU TECTYBaHHs OPUTIHAIBHOTO aBTOPCHKOrO TEKCTY AMCepTauiiiHol
poborn He OyJ0 BHABJIEGHHS O3HAaK akajeMiuHoro mariaty, ¢aOpukauii Ta
¢anscudikauii. Teker HaganuX MaTepianiB guceprauii € OpHUriHATBHUM.

3araabHnii BHCHOBOK

Posrnsauysmn anceprauiiiny po6oty KosnpeBa €prenis KocTAHTHHOBHYA Ha
TeMy «CHHTe3 cmipo- Ta kapkacHuX N,O,S-BMiCHMX TeTepOLMK/IiYHUX CHCTEM», Ta
HayKoBi my6iKkalii 3a TeMOIO MOCIiKEHHs, BBaXkaio, LI0 3a CBOEIO aKTYyaJbHICTIO,
3HAYHHM 00CATOM BHKOHAHHX HOCHiIKeHb, JAOCTOBIPHICTIO ONep)KaHHX pe3yJbTaTiB,
OOrPYHTOBaHICTIO BHCHOBKIB, [pakTHYHHM 3HaUYeHHAM Ta OQOPMIEHHAM €
CAMOCTI{HOIO  3aBEpILIEHOI0 HAyKOBOIO Mpaleld, XapaKTEPH3YEThCA HAayKOBOIO
HOBM3HOIO Ta  MpaKTU4HOWO  3HauywicTio. Pobora  Kosupea  €srenis
KocrauTHHOBHYA LiNKOM BigmnoBigae BuMoram «llopsaky NpHCYIUKEHHS CTYINEHS
nokropa (imocodii Ta ckacyBaHHS pillleHHS pa30BOl Cleliani3oBaHOl BYeHOI paau
3aKJIafly BHINOI OCBIiTH, HAayKOBOI YCTAQHOBH [P0 IPHCYIDKEHHS CTYNEeHsS JOKTOpa
dinocodii» 3aTBepmreHoro ITocranosoro Kabinery MinicTpiB Ykpainu Big 12 ciyns
2022 poky Ned4 Tta «IIpo BHeceHHs 3MiH mo mesikux moctaHoB KaGinery MinicTpiB
YkpalHH 3 IHUTaHb IArOTOBKM Ta aTtecTalili 3100yBauyiB HAyKOBUX CTYINEHIBY,
3aTBeplkeHol [locTtaHoBoo Kabinery MinictpiB Ykpainu Ne502 Bing 19 tpasus 2023
POKY, a ioro aBTOp 3acC/IyroOBY€ Ha NPUCYKEHHS CTYIeHs HoKTopa ¢inocodii 3 ramysi

3HaHb 10 ITpupoaHudi Hayky, 3a crietianbHicTio 102 Ximis.
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