MHUHUCTEPCTBO OBPA3SOBAHUS PECITYBJIUKH BEJIAPYCh
BEJIOPYCCKHNH I'OCYJAPCTBEHHBIY YHUBEPCUTET
XUMUYECKU ®PAKYJIBTET

Kadenpa oprannyeckoit xuMun

KYLIEHKO
Exarepuna AHznpeeBHa

BUOMUMETHUYECKMI MOAXOJ K CUHTE3Y
C(1)-C(6)-CTPOUTEJBHOI'O BJIOKA MOJIEKYJIbI CATOIIMJIOHA

JunnomHast pabota

Hay4HbIi1 pyKOBOIUTEIIb:
CTaplINi IpernoaaBareib

J.I'. HIxispyx

Jlonyiiena k 3amure

« » 2018 r.

3aB. kadeapol OpraHuvYeCcKO XUMUHU
KaHIUIAT XUMAYECKUX HayK, TOTICHT

J.A. Acramko

Mumnck, 2018



PE®EPAT

Pa3paboran HoBbIN moaxon k cuHTe3y C(1)-C(6)-ctpoutenbHoro Ojoka
MOJIEKYJbl CaronujOHa B MATh CTAIUN M3 KOMMEPYECKH JOCTYIHBIX pPEareHTOB;
ONITUMHU3HUPOBAHBI YCJIOBUS TMOMYyYEHUS MPOMEXKYTOYHBIX CoequHeHHi. M3ydeHo
BIUSHUE  pa3NuyHbIX  (aKTOpoB Ha  (EpMEHTATUBHOE  BOCCTAHOBJICHHE
IIPEAIIECTBEHHUKA C(1)-C(6)-bparmenra NEKapCKUMH TPOKKAMHU
(Saccharomyces cerevisiae). YCTaHOBIIEHbl ONTHUMAJIbHbIE YCIOBUS pEaKIUU
BOCCTaHOBJICHUS, X BIMSHUE HA CTENIEHb MIPEBPAILEHUs CyOcTpaTa B MPOIYKT.

PabGora BeimonHeHa Ha 81 crpanuue, comepkut 55 cxeMm, 12 pUCYHKOB,
8 Tabmuu, 70 MCHOJIB30BAHHBIX JHUTEPATYPHBIX HCTOYHMKOB. KiltodyeBwie clioBa:
CaronwjoOH, OJHOTWJIOH, (EPMEHTAaTUBHOE BOCCTAHOBIIEHUE, [-KETOHUTPHII,
Saccharomyces cerevisiae.

POD®EPAT

PacnpaimaBanbl HOBBI maaeixon aa ciHTI3y C(1)-C(6)-Oymayuiuara Omoka
MaJeKyJibl caramiioHa Y TsUb CTaAbld 3 KameplbliHA JacTyIHBIX plIareHTay;
anTbhIMI3aBaHbl YMOBBI aTPbIMaHHS MPaMEXKaBbIX 3Iy4YdHHSAY. BeiBydaHsl Yribry
po3Hbix  (aktapay Ha  (epMeHTaThlyHae  aJHAYJICHHE  MarspdHiKa
C(1)-C(6)-pparmenTta mnsxapckimi apaxmkami (Saccharomyces cerevisiae).
VYcraHoyneHbl anThIMalibHbISL YMOBBI PIaKIbll aHAYJIEHHS, 1X YIUIbIY HA CTYNEHb
nepayTBapIHHA cyOcTpaTa ¥ NpaayKr.

[Ipana BbikanaHa Ha 81 crapoHusl, 3msmyae 55 cxem, 12 manmtoHkay, 8
Tabmin, 70 BhIKapacTaHbIX JIITApaTypHBIX KpbIHIL. KIIOYaBbIs CIOBBI: CaramijioH,
AMAaThUIOH, (epMeHTaThlyHAE  aJHAyJIeHHe, [-KeTaHiTpeul, Saccharomyces
cerevisiae.

ABSTRACT

A new five-stage approach to the synthesis of sagopilone’s C(1)-C(6)
building block from commercially available reagents has been developed;
conditions of preparation of intermediates were optimized. The various factors’
influence on the enzymatic reduction of C(1)-C(6) fragment precursor by baker’s
yeast (Saccharomyces cerevisiae) was also investigated. The optimal conditions of
the reduction reaction and their effect on the extent of substrate conversion to
product are established.

The work is performed on 81 pages, it contains 55 schemes, 12 pictures, 8
tables, 70 literary sources. Key words: sagopilone, epothilone, enzymatic
reduction, f-keto nitriles, Saccharomyces cerevisiae.
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