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V. BimomocTi npo gucepraniio
Moga guceprariii:
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Tema guceprauii:
1. TToxingHi KOHPOpMaLiliHO OOMeKeHUX retepoasnidpaTuyHNX aMiHOCYIb(OHOBUX KUCJIOT

2. Derivatives of conformationally restricted heteroaliphatic amino sulfonic acids

Pedepar:

1. Inceprariio NpUCBSIYEHO CUHTE3Y MOXiAHMX KOH(POPMALIIHO OOMEKEHNX aMiHOCYJIb(POHOBUX KUCJIOT Ta
IOCJiIKeHHIO KOH(pOpMaliitHOi TOBEiHKN MOIeIbHUX NMENTUAO0MIMETHKIB, 10 MICTSITh 3aJIMIIKY LUKIIYHUX
amiHOCyJIbPOHOBUX KUCJIOT. PO3po6iieHo niaxin 1o cuHtesy psngy KoHopMalliiHO 06MeKeHNX HaCUUEeHUX
reTepOLUKIIIYHUX CYIb(OXIOPULIB (OXIZHUX a3eTUANHY, IIPOJIiAUHY Ta NiNepUYHY) 3 3araJlbHUMU BUXOJaMU
19-88% y My/IbTUTPaMOBUX KiJIbKOCTSIX, BUXOJS4H 3 BifioBinHUX Cbz-3axullieHnX aMiHOCIUPTIB. Po3pobseHo
3pyYHUI [IperapaTUBHUN CIOCI6 ofep>kaHHs psaay NoxingHux 1-(miposigyun-2-in)-1H-a3o0mis, 1 (minepuguH-2-in)-1H-
asoJiiB Ta 1-(ninepuaun-3-in)-1H-1,2,4-TpuasoJiB ajkinoBaHHIM BinnosigHux azosnis N-Cbz-niposiHon Me3uiaToM
a6o 11oro aHasioraMu Ta MOJAbIINM 3HITTSIM 3aXUCTY 3 BUXogamu 16-65%. JlocifkeHo KoHOpMaLiiiHy
MIOBEIiHKY MOJI€JIbHUX NEeNTUIOMIMETHKIB, 0 MiCTITh ()parMeHT 2-NipoJliJMHMETaHCYIbPOHOBOI KUCIOTU

(2PyMS) 3a 1OTIOMOrO0 PEHTT€HOCTPYKTYPHOrO focimkeHHs, [4- ta SMP cnekrpockorii. BctaHoBsieHo, 1110 B



KpucTaniyHoMy cTai «gunentuny PhC(O)-2PyMS-Phe-NHiPr nabysae koHdopmaliii, mo moxe 6yTu
kiacudikoBaHa sk 0-BuryH IV tumny. Y kpuctanivHoMy cTaHi s «tpunentuny» PhC(O)-Ala-2PyMS-Phe-NHiPr
XapaKTepHUI 0-BUTHH 3 PiJIKiCHOIO IJMC-KOH(Op—Malli€lo aMiffHOro 3B's13Ky, yTBOPEHOro aToMoM Hitporeny
niposiguHoBOro 3amuuKky 2PyMS. JlocimpKeHHs y po3urHax [10Ka3ajlo, o KoH(opMmallii, ki crioctepiraloTbes y

KPUCTaJiYHOMY CTaHi He TIOBHOIO MipOIO 30€piraloTbCsl y pO34MHAX.

2. The thesis is related to the synthesis of derivatives of conformationally restricted amino sulfonic acids and
investigation of conformational behaviour of model peptidomimetics containing the cyclic aminosulfonic acids
residues. An approach to the synthesis of conformationally restricted saturated heterocyclic sulfochlorides was
developed. A mini-library of saturated heterocyclic sulfochlorides was designed and synthesized. The library
consisted of 9 members which are derivatives of azetidine, pyrrolidine and piperidine. The title compounds were
prepared in 19-88% total yields at multigram scale starting from the corresponding Cbz-protected amino alcohols.
A convenient method for preparation of 1-(pyrrolidin-2-yl)-1H-azoles, 1-(piperidin-2-yl)-1H-azoles, and 1-
(piperidin-3-yl)-1H-1,2,4-triazoles by alkylation of azoles (i. e. pyrazoles, imidazoles, and triazoles) with N-Cbz-
prolinol mesylate or its analogues and subsequent deprotection was developed. The two-step sequence allowed
for the obtaining of the title compounds in 16-65% yields. The utility of the procedure was demonstrated by
multigram preparation of a 15-member building block mini-library. These building blocks perfectly fit the
definition of low-molecular-weight hydrophilic three-dimensional templates, which leave much room for the lead-
oriented synthesis of the compound libraries.
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