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Pedepar:

1. luceprarifina po60oTa nMpucBsYeHa NOCiIKeHHIO iMMObisizariii MikpocomasnbHOI dpakiiii MeviHKy CBUHI, 0
MIiCTUTb KapOboKcuiecTepasy, Ha MOoJIiIMEPHUX HOCISIX IPUPOAHOTO i CUHTETUYHOTO ITOXO/I’KEHHSI [ CTBOPEHHS
6ioKaTasizaTopiB €HAHTIOCENEKTUBHOTO riIpoi3y ecTepiB 3-rigpokcu-1,4-6ensniazenin-2-oHy. B pamkax
BHMKOHAaHHS pOOOTH YOOCKOHAJIEHO IIPOLeC BUIiJIEHHS KapOOKCUecTepasy 3 IIeYiHKY CBUHI, [0 103BOJIMIIO
oTpuMaTu PEepMEHT 3 eCTEPA3HOI0 aKTHUBHICTIO, 6JIN3bKOIO 10 aKTUBHOCTI ipmoBoro npermnapary (Sigma Chemical
Co. (CllIA), akTuBHicTb 130 oz /Mr). Po3pobaeHo ciocobu iMMmobinizallii Kapbokcuiectepasu y CKaafi
MiKpOCOMAaJIbHOI (PpaKliii MeviHKM CBUHI B KpioreJii MoJIiBiHizIOBOro cnupty; ¢pinodoputi 3 Phyllophora nervosa i
aspridati HaTpito, MogudikoBaHUX i0HaMU KasbLilo. Ofep>kaHo BUCOKOAKTHBHI (65-80 % 36epeskeHHsI BUXiIHOI
eCcTepa3Hoi aKTUBHOCTI), CTilKi Tpy 30epiranHi i fo Aii nigpueHux Temeparyp 6iokarasnizatropu. CTBOpeHO
6i0TEXHOJIOTii €HaHTIOCEIEKTUBHOTO TifipoJli3y ecTepiB 3-rigpokcu-1,4-6eH3ziasenin-2-0Hy 3a AOIOMOrOI0 BiIBHOI i
iMMOGii30BaHMX NpenaparTiB MikpocoMasnbHOI ¢pakiii. ¥ pesysbrati pepMeHTaTUBHOrO riipoJlizy BIeplie

OTpUMaHi S-eHaHTiOMepu CcyOCTpaTiB 3i 36iybIIeHUM adiHITeTOM 10 LIeHTPaIbHUX GeH3/1ia3eiHOBUX PelerToPiB Ta



IIPOTUCYJOMHOIO aKTUBHICTIO. [ToKazaHo, 10 iMMo6inizoBaHi npenapaty MikpocomasbHOI (Pppakuii neyiHky CBUHI
KaTaJi3yloTh €HAaHTIOCeJIeKTUBHUI TifipoJii3 ectepiB 3-rimpokcu-1,4-6eH3niasenin-2-ony 3 50 % cTyneHem

TpaHcopmalii mpoTarom 5-12 HUKIIiB BUKOPUCTAHHS B IEPIOAUYHOMY PEXUMI.

2. The dissertation is devoted to investigation of carboxyl esterase-containing pig liver microsomal fraction
immobilization on polymeric supports of natural and synthetic origin for creation of 3-hydroxy-1,4-benzodiazepin-
2-one esters enantioselective hydrolysis biocatalysts. In the frame of the work execution, the process of
carboxylesterase isolation from pig liver was improved, which allowed to obtain an enzyme with esterase activity
close to activity of commercial preparation (Sigma Chemical Co., USA, activity 130 U/mg). Methods of
carboxylesterase as a part of pig liver microsomal fraction immobilization in polyvinyl alcohol, phyllophorine from
3 Phyllophora nervosa and sodium alginate were developed. The highly active biocatalysts (65-80 % retaining of
initial esterase activity), stable at storage and to elevated temperatures action, were obtained. Biotechnologies of
3-hydroxy-1,4-benzodiazepin-2-one esters enantioselective hydrolysis with a help of free and immobilized
microsomal fraction preparation were created. As a result of enzymatic hydrolysis the S-enantiomers of
substrates, with increased affinity to central benzodiazepine receptors and anticonvulsant activity, were obtained
for the first time. The immobilized pig liver microsomal fraction preparations, as it was shown, catalyzed
enantioselective hydrolysis of 3-hydroxy-1,4-benzodiazepin-2-one esters with 50 % degree of transformation
during 5-12 cycles of usage in batch mode.
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