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1. Cunte3s PpyHKLiOHATI30BaHMX NOXiNHUX 3-(aMiHOAJIKiI)i30KCa30IiB.

2. Synthesis of 3-(aminoalkyl)functionalized isoxazole derivatives.

Pedepar:

1. Inceprauifina po60Ta IpUCBIY€HA PO3pOOLi METOIIB CUHTE3Y 3-(YHKIiOHANI30BaHUX NOXiJHUX i30KCA30J1y K
KJIIOUYOBUX OyZiBeJIbHUX OJIOKIB 117151 6i0MeINYHUX JOCIIiIPKeHb. 3a peakllielo perioceseKTuBHoro [3 + 2]-
LMKJIONIPUENHAHHS T€HEPOBAHUX in Situ HITPUJIOKCUIB HAa OCHOBI N-BOC-aMiHOKHUCJIOT Ta Pi3HUX TUIIIB
Iunossipodisis: alKkeHiB/anKiHiB, METUIEHAKTUBHUX HITPUIiB (aueToHiTpuiis 3 rpynamu CN, CO2Me, SO2Me Ta
reTepOLUKIIYHUMH 3aMiCHUKaMU B O0-TIOJIOXKEHHI), «[TyHI-ITyJIbHAX» €HAMiHiB i BiHiIPoC()OHATIB Oflep:KaHO
6i6sioTexu (moJi)PyHKLIOHATIPHUX 130KCa30J1iB SIK KIJII0YOBUX OyAiBeIbHUX OGJIOKIB IJ1s1 6i0MeAMYHUX OCTiIKEeHb.
Ha ocHOBi 6e3MeTasIbHOr0 0GHOKO0JI60BOrO [3+2]- IUKJIONPUEIHAHHS YTBOPEHUX in situ HITPUIOKCUIIB pO3p006IeHO
edexTuBHUN NiAxin no cunresy 3-¢yHkuioHanizopanux 5-CF3-, 5-CHF2- ta CH2F-i30Kkca30:1iB, 1110 MiCTSTh eCTepHi
TpyIu, aTOMU 6POMY, XJIOPMETHUIIbHI, apPUJIbHIi 3aMiCHUKY Ta 3axulleHi amiHorpymnu. [igxoM AeTajbHOTO CKPUHIHTY

(BapiroBaHHS KaTasizaTopa, TUCKY BOJHIO, TEMIIEPATypPH, IIBUIKOCTI IepeMIilllyBaHHS i pO3YMHHMKA) 3HAUIEHO



ONTHUMAaJIbHi YMOBU KaTaJIITUYHOTO TiIpOreHoi3y i30kca3osninoBoro N-O 3B's13Ky sp3-36araueHux
dyHKUIioHANMI30BaHUX 3,5-Au3aMileHnx-4,5-130KCca301iHiB [J1s1 MacIITab0BaHOTO CUHTE3Y II'SITH-, IIeCTH- i

CEMUYIEHHUX TiIPOKCUIIaKTaMiB.

2. The thesis is devoted to the synthesis of 3-functionalized isoxazole derivatives as key building blocks for
biomedical research. By the reaction of regioselective [3 + 2]-cycloaddition of in situ generated nitrile oxides based
on N-Boc-amino acids and different types of dipolarophiles: alkenes /alkynes, methylene-active nitriles
(acetonitriles with CN, CO2Me, SO2Me groups and heterocyclic substituents in the o-position), "push-pull”
enamines and vinylphosphonates, libraries of (poly)functional isoxazoles were obtained as key building blocks for
biomedical research. Based on the metal-free single-flask [3+2]-cycloaddition of in situ formed nitrile oxides, an
efficient approach was developed for the synthesis of 3-functionalized 5-CF3-, 5-CHF2- and CH2F-isoxazoles
containing ester groups, bromine atoms, chloromethyl, aryl substituents and protected amino groups. Through
detailed screening (variation of catalyst, hydrogen pressure, temperature, stirring speed, and solvent), optimal
conditions for catalytic hydrogenolysis of the isoxazoline N-O bond of sp3-enriched functionalized 3,5-
disubstituted-4,5-isoxazolines were found for the scaled-up synthesis of five-, six-, and seven-membered
hydroxylactams.

Jep>kaBHHHM peecTpauiiiHuii Homep [IiP:

IIpiopuTeTHHI HanIPsAM PO3BHTKY HayKH i TEXHIKH: QyHmaMeHTaIbHi HAYKOBI OCTI/PKEHHS 3 HAMGLbII
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ComniasibHO-eKOHOMIYHA CIPSIMOBAHICTb: Ha OCHOBI peakiii [3+2]-UKJIoNpUeHAHHS PO3PO6IIEHO
IIpernapaTyBHI METOAY CUHTE3Y 0i6J1i0TeK (I10J1i)PYHKILIOHAJIbHUX i30KCa30/IbHUX OYZiBeIbHUX OJIOKIB, IO MICTSTb ¥
CBOEMY CKJIaJIi 3aMiCHUKU aJIKiZIbHOI Ipupoay (3-aMiHOaKinbHi Ta 5-uryopoaskisnbHi) i pisHi opToronanbsHi
(yHKLiOHa/bHI rPyNy (KApOOKCUIIbHY, HITPUIIbHY, TPUMETUIICUIIINIBHY, aMiHO-, POCc(OHATHY), a TAKOXK reTapuJbHi
3aJIMIIKY. CUHTE30BaHi i30KCa30J11 Bif[IOBial0Th BUMOTAaM KOHIIEIIIii JIilep-Opi€HTOBAaHOTO CUHTE3Y i € LIHHUMU
Oy[iBeJIbHUMU 6JI0KaMU 1171 6iOMeIUYHUX AOCiIKEHb. [J151 OKPEMUX CUHTE30BaHUX NOXiIHUX MigTBEPIPKEHO iX
CUHTETUYHUM NTOTEHIIiasl OJlep>KaHHSIM Ha iX OCHOBI i30KCa30I0BMiCHUX NENTHIB, KOHPOPMALIINHO 0OMEXKEHUX
MiMETHKIB Tpuntaminy, GpocdoricTuauHy Ta iHIKX MIPSMUX aHAJIOTiB IPUPOLHUX Ta KOMEPLINHNX 6i0JI0TiYHO
aKTUBHUX 00’€KTiB. pO3p00JIeHO NTepCIeKTUBHUI MacIITab0BaHUM MiAXiN 4O CUHTE3Y II'ATU-, IEeCTU- i
CEMUYIEHHMX IiJPOKCUJIAaKTaMiB Ha OCHOBI BiTHOBHOI pelLiuKJIizalii sp3-36araueHux PpyHK1ioHani30BaHUX 3,5~

nu3aMimeHnx-4,5-i30Kca3oiHiB.
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