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Pedepar:

1. Inceprauist npUcBsYeHa po3pooLi MiAX0AiB 4O CUHTE3y HOBUX OKCA3areTepOLUKIIiB IJISIXOM BCTaHOBJIEHHS
3B'SI3Ky Mi’X CTPYKTYPOIO aMiHOCIIMPTOBUX MOXiIHUX TEPMiHAJIbHUX i KOHAEHCOBAHUX €MIOKCUIB Ta HAIIPSIMKaMH
ixHbOI retTeponukIisatii. Ha ocHOBi peakiiiil 3,4-enokcucysb@oiany po3pobeHo npenapaTuBHi METOAU CUHTE3Y
HOBUX TeTparigpoTiodpeHn-1,1-niokcuzis, aneapboBaHUX 1,3-0KCa301iHOBUM, 1,3-0KkcazomniguHoBuM, 1,3,5-
IiokcazenmaHOBUM, 1,3,5-oKcaziazenanoBumM, 1,3-0Kkca3oniguH-2-0HOBUM Ta MOP(OJIiIHOHOBUM (parMeHTaMU.
3anpornoHOBaHO CUHTETUYHUH Minxon fo 2,4,6-TpusamimeHux MOpQOJIiHiB BHYTPIIIHbOMOJIEKYJISIPHOIO
LMKJlizalielo 3a MiyHoOy Ta nirnepasyHiB Ha OCHOBI BiINIOBIHUX aMiHOMi0IiB, IOXiIHUX IIIUIUIOBUX €TEPIB.
l'eTepouukiizanieto 2-amino-1-(4-HiTpodeHin)eTanosy mif fi€o NOXiIHUAX BYTi/bHOI, IABJIEBOI,
aleTWIeHAMKAapOOHOBOI Ta XJIOPOLTOBOI KUCJIOTH, @ TAKOK MOHO- i IiianbaeriniB cCHHTe30BaHO HOBI 1,3~

OKCa30JlifuH-2-0HU, MopdoJiiHu Ta 1,3-0KcazoninnHu. YBeeHHs B CTPYKTYPY BUXiTHOTO aMiHOCIIUPTY



KOHQOpPMaIiliHO 06MEKeHOro HOPOOPHEHOBOTO parMeHTa yTPyIHIOE CUHTE3 MOPGOJIIHAIOHOBUX MOXIIHUX.
Peakuii N-3aminieHrx 2-aMiHO€TAHOJIIB 3 UMKJIIYHUMH O- Ta O-KETOCYJIbOHAMU € METOJIOM CHHTE3Y IBOX HOBUX
CITIpOUMKJIIYHUX cUCTeM: 1-oKkca-7-Tia-4-azacmipo[4.5]nekan-7,7-giokcuaHoi Ta 1-okca-8-tia-4-
azacnipo[4.5]nekan-8,8-niokcugHoi. HezamileHnit aMiHO€TaHOJI Ta 2-TipOKCUMETUIIIPOJIINH pearyoTb Moi0HO
IIO TIEPBUHHUX aMiHiB i JAI0Th BiATIOBiIHI €HaMiHU 3aMiCTb TPOAYKTY CHipoLMKiizanii. Po3pobiyeHo aBocraniiHmii
METOJ, CUHTe3y aMiHOCIIUPTIB, sIKi BKJIIOYAIOTh TeTparifpoTionipan-1,1-giokcugnuit pparmeHT. Po3pobieHo
OJIHOPEAKTOPHUI METOJ], CUHTE3Yy KapKaCHUX aHAJIOTiB IPUPOJIHOTO iMyHOCTUMYJIITOpa LluTOKCa30Hy Ta
aHTugernpecanrta ToJOKCaTOHY. 3 BUKOPUCTAHHAM CTPATETii «OMiHO-aMiHOJIi3y Ai€eTIOKCUiB» HA OCHOBI
IieroKCU Ly JULMKIIONeHTallieHy PO3pO0JIeHO NIperapaTUBHUN MYyJIbTUTPAMOBUII METO]] CUHTE3Y HOBUX OiIUHT-
6JIOKIB, SIKi BKJIIOYaIOTh 2-a3a6inukio[3.3.1JHoHaHoBui (2-ABN) papmaxkodopuuit dparmeHT. Po3pobaeHo HOBUI
METOJ] CUHTE3Yy Miu€HUX JIeuTepieM GILMKIIYHNX MeTuIeHa3upuarHis (MA-dl), siKi IOeIHYIOTh Y CBOiil CTPYKTYpi
A3UPUIVHOBUM Ta 1,3-0KCA30JiINH-2-0HOBUN. 3alIPOIIOHOBAHO METOJ, CUHTE3y METUJIEHA3UPUIVNHOCEYOBYH,
CTPYKTYPHO 6JIM3bKUX [10 BiZlOMUX [IPOTUPAKOBUX areHTiB. Po3po6iieHo npenapaTuBHi METOAUKU CUHTE3Y Psay
HOBHX OKCa3areTepoLYKIiYHUX CII0JIyK, YaCTUHA SIKHUX B in vivo Ta in vitro Tecrax BusiBUJIa 6i0JI0rYHY aKTUBHICTb

(aHasnbreTMYHy, TPAHKBiNI3yIO4y, IPOTU3aNajbHy, IPOTUCYLOMHY, aHTUTIIIOKCUYHY, IPOTUMIKPOOHY, IPOTUPAKOBY).

2. The thesis is devoted to the development of approaches for the synthesis of new oxazaheterocycles by
establishing a correlation between structure of the amino alcohol derivatives of terminal and condensed epoxides
and directions of their heterocyclizations. On the basis of the reactions of 3,4-epoxysulfolane, preparative
methods for the synthesis of new tetrahydrothiophene-1,1-dioxides, annulated with 1,3-oxazoline, 1,3-oxazolidine,
1,3,5-dioxazepane, 1,3,5-oxadiazepane, 1,3-oxazolidine-2-one and morpholinone moieties were developed. The
synthetic approach to 2,4,6-trisubstituted morpholines by intramolecular Mitsunobu cyclization and piperazines
from the corresponding derivatives of glycidyl ethers was proposed. The novel 1,3-oxazolidin-2-ones, morpholines
and 1,3-oxazolidines were synthesized by the heterocyclicization of 2-amino-1-(4-nitrophenyl)ethanol under the
action of carbonic, oxalic, acetylenedicarboxylic and chloroacetic acid derivatives, as well as mono- and di-
aldehydes. It was shown, that introduction into the structure of the starting amino alcohol of a conformationally
restricted norbornene fragment complicates the synthesis of morpholindione derivatives. Reactions of N-
substituted 2-aminoethanols with cyclic o- and o-ketosulfones lead to the synthesis of a two new spirocyclic
systems: 1-oxa-7-thia-4-azaspiro[4.5]decane-7,7-dioxide and 1-oxa-8-thia-4-azaspiro[4.5]decane-8,8-dioxide.
Unsubstituted aminoethanol and 2-hydroxymethyl pyrrolidine react similarly to the primary amines to give the
corresponding enamines instead of the spirocyclization product. A new two-step method for the synthesis of
amino alcohols with tetrahydrothiopyran-1,1-dioxide fragment was developed. One-pot method for the synthesis
of cage-like analogues of the natural immunostimulant Cytoxazone and antidepressant Toloxatone was developed.
Starting from diepoxide dicyclopentadiene and using the strategy of "domino-aminolysis of diepoxides" a
preparative multigram scale method for the synthesis of new building blocks with the 2-azabicyclo[3.3.1Jnonane
(2-ABN) pharmacophore fragment has been developed. The method for the synthesis of deuterium-labeled bicyclic
methyleneaziridines (MA-d1), which combines aziridine and 1,3-oxazolidin-2-one moieties in their structure was
proposed. The method for the synthesis of methyleneaziridino ureas structurally similar to known anticancer
agents was proposed. Preparative methods for the synthesis of a number of newly oxazaheterocyclic compounds
have been developed. Some of the compounds under in vivo and in vitro tests have shown biological activity

(analgesic, tranquilizing, anti-inflammatory, anticonvulsant, antihypoxic, antimicrobial, anticancer).
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