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PE®EPAT

Junnomuas padorta 43ctp.,8 rnas, 43 UCTOYHUKA.

KnroueBnie cJIoBa: A TOXPOMBI P450,TPAHC®OPMAILINA,
KYJIbTUBALIUA  BAKTEPUAJIBHBIX  KIIETOK,'ETEPOJIOI' MYECKAS
SKCIIPECCHA, METAJUI-AOOHHHASA XPOMATOI'PADNA,
NOHHOBMEHHA S XPOMATOI'PA®I .

O0bexkT wuccaenoBanusa: uuroxpom P450RvI880c mnartorena uenmoBeka
M. tuberculosis.

Leap ucciegoBaHMA. 0XapaKTEPU30BATH CTPYKTYpHbIE U (YHKIIMOHAIBHBIC
ocobeHHOCTH ITUTOXpoMOB P450 M. tuberculosis kak moTeHIMAIBHBIX MUIICHEH IS
CO3/IaHUsI TPOTUBOTYOEPKYIIE3HBIX MPENapaToB.

Metoasbl ucciaenoBanms: Metaui-agpduaHas xpomarorpadus, HOHOOOMEHHas
xpomatorpadus, crnektpodoromerpuueckue wmeToas,SDS-PAGE asnextpodopes,
MALDI-TOF.

Ionyuyennnbie pe3yabTaTbl:B xome pabGotel Obuia mnpoBeaena [IP-
ammmpukamus  JIHK renaRv1880cc mocnenyrommM ero KJIOHUPOBAaHHEM B
skcrpeccnoHHbI BeKToppCW-LIC.

[Mponykr rena Rv1880c skcmpeccupoBan B kierkax E. coli, Beimenen u
ouniieH. OU3NKO-XUMHUYECKasT XapaKTEPUCTHKA IMOATBEPIUIa COOTBETCTBHEOETKA
OKUJaeMbIM TIapaMeTpaM M TMOKa3aja, YTO B Ka4eCTBE JIMTaHAa B aKTHBHOM LIEHTpE
BBICTYIIaeT  WMHAA30J], NPUMEHABIIMHCA Ha  cTaguu  MeTan-apuHHON
xpomaTorpaduu.

IIpakTnyeckasi 3HAYMMOCTb UCCJIETOBAHUS U 00J1aCTh IPUMEHEHHUSI:

Pabota IPOBOJUIACH B pamKax pPOeKTa o
neophaHU3aMUMUKOOAKTEpUAIbHBIX [IUTOXPOMOB, C IIENIbI0 YIITyOUTh MOHMMAaHHE
TIPOIIECCOB KU3HEEATEIILHOCTH U BUPYJICHTHOCTH MHUKOOAKTEPHIA.

[lock HOBBIX HMHTUOMUTOPOB TIO3BOJUT 3HAYUTEIHHO ONTHMHU3UPOBATH
CYIIECTBYIOIIME CXEMbl KOMOWHHUPOBAHHOTO TMpHEMa JIEKAPCTB B  Teparuu
PE3UCTEHTHBIX (OpM TyOepKyJes3a.



SUMMARY

Diploma project 43p., 8 chapters, 43 sources.
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CHROMATOGRAPHY, ION-EXCHANGE CHROMATOGRAPHY.

The object of theresearch: cytochrome P450 Rv1880c of the human pathogen
M. tuberculosis.

The aim of the research: to characterize the structural and functional features
of M. tuberculosis cytochrome P450 as potential targets for the creation of anti-TB
medicine.

Methods used in the research: metal affinity chromatography, ion exchange
chromatography, spectrophotometric, SDS-PAGE electrophoresis, MALDI-TOF.

Results:In the course of the work, PCR amplification of the Rv1880c gene
DNA was carried out with its subsequent cloning into the pCW-LIC expression
vector.

The product of the Rv1880c gene is expressed in E. coli cells, isolated and
purified. The physicochemical characterization confirmed the correspondence of the
protein to the expected parameters and showed that imidazole, used at the stage of
metal affinity chromatography, acts as a ligand in the active center.

The practical value of the research and spheres of application: the work
was carried out as part of a project on the deorphanization of mycobacterial
cytochromes, in order to deepen understanding of the vital processes and virulence of
mycobacteria.

The search of new inhibitors will significantly optimize existing schemes of
combined drug use in the treatment of resistant forms of tuberculosis.



PODEPAT

Heimomuas padota 43 crap., 8 riay, 43KpbIHIIEL.

KarouaBbisacaoBbl: LIbITAXPOM P450, TPAHCOAPMAILIBIA,
KYJIBTBIBALIbISA ~ BAKTOPBIAJIBHBIX — KIJIETAK, T'ETOPAJIATTUYHAA
DKCIIPACISI, METAJI-A®®IHHASI XPAMATATPA®IS, IEHAABMEHHAS
XPAMATAI'PA®DISIL.

A0'eKkTaacieIBAHHS: LBITAXPOM P450
Rv/&880cnararenayanasexal. tuberculosis.

Mbra AacIeIaBAHHS: axapaKTIPbI3aBALbCTPYKTYPHBIS 1
(GyHKIBITHATEHBIAcA0 T BaCIBITAXpOMA) P450 M. tuberculosissix
NATAIHUBIMHBIXMIIIIHAY JJIs1 CTBAPIHHIANPOLITYOEpKYIE3HBIXIPIIIapaTay.

MeTtaapiiacieIaBaHHA: MeTtan-adinHasxpamararpadis,

i€éHaabMenHasixpamararpadis, cnektpadoramerporunbisi, SDS-PAGEsnexTpadapas,
MALDI-TOF.

ATpbIMaHBIABBIHIKI: YX013enpansl Obuta mpaBenzeHa [11P-amrutidikampis
JTHK rena Rv1880c 3 HacTynmHbIMTOKIaHaBaHHEM ¥ 3kcrpeciiabiBekTappCW-LIC.

[Mpanykr rena Rv1880c skcmpeccupoBan ¥y kietkax E. coli,Berazenensr i
a4bIIIYaHBbI. di3zika-
XIMIYHasXapaKTapblCThIKANALBEpA31J1aaIaBeIHACHBOAIKYYaKaHbIM apamMeTpam 1
nakasajga, IOTO Y sKacli JHraHga ¥V aKThIYHBIMIDHTPBIBBICTYIaeiMiga3oln,
SIKIPBIMSHAYCS Ha cTazpli MeTan-addinnaiixpamararpadii.

IIpakThIYHAsI3HAYHACHBAACTEAABAHHA | BOOJIACHBBBIKAPBICTAHHS

[IpananpaBonazinacs \ paMKax MpacKTa na
Tpap@aHizabliMIKa0AKTIPBISIIbHBIXIIBITAXPOMAY 3
MATaUMarabIoibpasyMeHHEpaldcay Kbl 13eHHacIi 1

BIPYJICHTHACLIMIKa0aKT3PBIM.
[Tomyk HOBBIX 1HT10ITapayaa3BoIIb3HAYHAAN THIMI3aBallbICHYOUBIST  CXEMBbI
KaMmOiHaBaHaranpeléMysiekay y  Topamiipa3icieHTHbIXopmay  TyOepkynésy.






