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HAYYIHOI'O PYKOBOJIMTCIISI Ha JIACCEPTALMOHHYIO paboTy
Yaamuka Eropa Auekcanjposuya
«Cunres MOJMPUIIMPOBAHHBIX HYKJICO3HI0B U OJIMTOHYKIICOTH/IOB KaK I1epCIICK-
TUBHBIX TCPAIICBTUYECKUX aleHTOBY,
IIPEJICTABIICHHYIO HAa COUCKAHUE yUYEHOW CTEeIeH! KaH[M1aTa XUMUYEeCKUX HayK
no cuerpannioctu 02.00.10 — OrnoopranndecKast XUMHsI.

MojiudpunupoBanibic HYKICO3UIbI U HYKICHHOBLIC KACIOTH SIBJISHOTCS BaXK-
HCHIIUMM COCJIMHCHHUSAMU, KOTOPLIC UCITOJIB3YIOTCSI B OMOTEXHOJIOIMH, OroaHalu-
TUKC U MEJMIMIIC. SIBIJISISICH TIABHLIM KOMIIOHCHTOM HYKJIEMHOBBIX KACIOT, MOJIH-
Guiposanibie mykicozupl B cocrase JJHK u PHK MoryT MojynupoBsarh UX aK-
TUBHOCTE. MOJIUDUIIMPOBAHIILIC HYKJICO3UANLIMA pearcHTaMu HyKJICHHOBBIC KUC-
J10Thl naxojr npumerienue B rextonorud PHK-unrepdepennny, muxkpoPHK, an-
TOrOMMpaX, alramepax, anTHCMbLIOBBIX olmronykieoruaax, PHK-saknumnax, a
raoke B rexnoyioruu pejakruposanus reroma CRISPR Cas. AkTuBHO Hcciety-
I0TCsL KOI'BIOIaThl HYKJICUHOBBIX KUCIOT ¢ HU3KOMOJICKYJISIPHBIMH JIPECHLIMU JIH-
ramjaMu, obecrieduBalonuMu dMPEKTUBHYIO HOCTABKY B IICJICBBIC KIICTKH; HE-
ckolibko xombioraron MUPHIK ¢ xiacrepamu N-aleTwiIrajlakTro3aMuHa yCICIIHo
HPOIUIA KJIMHUYCCKUC MCHBITAlMs W JIOCTYIHBI B BHJIC MIpeliapaToB Juls Tepaluu
releruueckux  3abosieBanui. O4eBUIHO, YTO IOIYYCHHC HOBBIX IIPOU3BOJHBIX
HYKJICO3HI0B U MOJMMUIUMPOBAHHBIX HYKICHHOBBIX KUCIOT SIBJISICTCS Ype3BhIYai-
1O BAXKIOM HAYUHO-IIPAKTHYCCKON 3a/1auei U OTKPLIBACT IIMPOKHUE IIEPCIEKTUBLI B
pazpaboTKe HOBLIX H(PPEKTUBILIX TCPAIICBTHICCKUX arcHTOB.

Jluccepranmonnast pabora 1. A. Yiamuka, IMOCBSIIICHHAs] CHHTE3Y IHOBBIX
HYKJICO3WJIOB TTUPUMHJIMHOBOIO psijla M HPOM3BOILIX N-aeTuiraakro3aMina,
HOJIYYCIHHIO MOJIM(UIMPYIOLIMX PEarCHTOB Ha UX OCHOBE, a Take cunresy JHK-
1 PHK-0JM1ronyKIcoTHI0B ¥ MX KOI'BIOraTOB C YIyUUICHHBIMUA (QyHKIAOHAIBHDI-
MK XapaKTCPUCTUKAMMU, SIBJISICTCSl AKTyallLHLIM MCCIIC/IOBAHNAECM, BBLIIIOJIHECHHLIM B
paMKax HPUOPUTETILIX HAIPABICHUN [aydHo# Jiesrensinoctd B PecryOike be-
JIapych.

[a ocnose 3aIMINEHbIX 5-K0)ypHUJIMHOBBIX OJIOKOB CHHTE3UPOBAHBI HOBBIC
S-1epuIieH-3-WIDTUHUIOBBIC 11POU3BOJIIBIC HYKIICO3U/I0B YPUIIMHOBOIO psiid, KO-
TOPBIC 11POJIEMOHCTPUPOBAIN BBICOKYIO aKTHBHOCTL IPOTHB BHUPYyCa 1IPOCTOIO
repuieca (BIT-1), supyca rpuiiia A (IVA), Bupyca naparpuiia 4ejioBeka Tuia 3
(PIV-3), pecriuparopuo-cunimruaibioro supyca (RSV) u upyca xiemesoro oH-
nedanura.

[a jieirepupoBatiibix OJUMIOHYKICOTHIAX, TOJIYYCHHBIX C IIOMOIIBIO BIECP-
BbIC CHHTC3MPOBAINOIO Jichitepuposannoro 1o aromam C-5 wn C-6 2'-
JIC30KCUIUTHIMIIOBOIO aMiI0(GOoChUTHOIrO pearenra, lIoKa3al KUHCTHYCCKUN H30-
TOHIBIA d¢Qexr juist crajnd B-ommmunrposanus npu C5 atoMe HUTO3UHOBOIO
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(parMenta, SIBISIOMICHCS, HPC/IIOJIOKHUTEIBHO, TaCTHIHO CKOPOCTHIMMHUTHPYIO-
meit crajueit nporecca meruimponanus JHK nox nerdcrsrem MeThiITpanchepas
M.Hhal u DNMT.

Paspaboransl METOJMKH OCTCHHTETHYeCKOH Moqndukanun 2'-F n 2'-OMe
PHK-01MronyKjieoTuioB MCToA0M [3-+2|-MITOJISIpHOr0  IUKIIONPUCOCHICHUST C
MCIIOJIB30BAIMEM CUIITC3UPOBANIBIX a3U/IILIX U AJIKHHOBBIX IPOU3BOAHLIX MOHO-
GalNAc jmrama. 1pejuioxkennsl 1oxosl K MOAR(QUKAIME OJIMTOHYKIICOTHIOB B
IIPOIECCE ABTOMATHYCCKOI0 TBEplo(azHoro CHHTe3a ¢ MCIONL30BAHACM HOBOIO
mono-GalNAc ammjodocdurinoro pearenra, a rtakke MoHo-GalNAc u Tpuc-
GalNAc(TDI") teepnodasipix Hocureleid. PazpaboranHble METOJUKH ITO3BOJISIOT
nosryuars nosbie GalNAC-KOHBIOraThl JUlsl HHOUCKA HOBBIX TEPAIEBTHICCKUX arcH-
TOB.

B jwmccepranmonoi padore L. A. Yiamuka ycoseplencrsoBana TexHoj10-
rust cunresa nanpasisionmx PHEK ¢ nenosn3oBandeM aBTOMaTHYCCKOrO OJIMTO-
nyKieotuaoro  cuirezaropa  ASM-2000, ¢ 1OMOIIBIO  KOTOPOH  HOJIy4CHbI
nanpasisnonme CRISPR PHK-oironykieotiibl, JICHCTBYIOMIUE B KOMILICKCE C
srjonykieaszoit Casl2a B popmare CIUIAT-CACTEMBI.

PaGora Xopoiio ClulanupoBaa ¥ BLIIOJIHEHA Ha BHICOKOM METOJOJIOTHYC-
ckoM yposie. CHHTE3UPOBAHIBIC COCJMIICHHS OXapAKTEPU30BaHbl COBPEMCHHBIMU
(PU3UKO-XUMUYCCKUMK MCTOIAMK, U UX TO)UIMHHOCTDL HC BLI3HIBACT comuenuit. O
HPAKTHYCCKON 3HAUUMOCTH PAabOThI CBUJICTCIBCTBYIOT aKThl BHEJPCHUS B IIPOM3-
BOJICTBEHHBI 1IPOIECC, A HaydHas HOBH3HA IOJITBEPIJIAETCS ONyOINKOBAHHO-
CTBIO M 110CIEYIONICH BBICOKOH 1MTUPYEMOCTBIO OJIy4eHHBIX pe3yJbTraToB. Pe-
3yJIBTaThl JIICCEPTALMK BOILIM B IHKJI HaYYHBIX pabor, sruinouennpid 8 TOIT-10
pesyibraros Jiesresnnoctd yuensix HAH benapyen B obnactu byHamenTann-
HBIX M UpHKIHBIX Meeneosanui 3a 2016 roji. Lo pesyisraram uccepraiion-
Hoit pabornl . A. Yianmka oiydiukosano 10 crareit B peleH3upyCEMbIX JKypHa-
JIaX U TE3UCHI 8 JIOKIIAJ0B.

B nporecce hinosmenys paborsl E.A. YiTamuK 1nposBril CIIOCOOHOCTH K
CAMOCTOSITCIILHOMY 1IOMCKY M aHalli3y HaydyHOH MH(pOpPMAIUH, BBUIBMKCHHUIO H
000CHOBANMIO HAYYHBIX I'MIIOTE3, KPUTHYCCKOMY aHaJIM3y M H3JIOIKCHHIO IKCIIC-
pUMEHTANBIBIX Jlaiiibix. Cunraio, 4ro juccepranus E. A. Yiamuka «Cuanres Mo-
JUQUIMPOBAHHBIX HYKIICO3M/I0B U OJIMTOHYKJICOTH/IOB KaK HMEPCICKTHBHBIX Tepa-
[ICBTMYCCKUX Al'CHTOBY» COOTBEICTBYET BCeM TpeOOBAHMSIM, IIPCABSIBIIACMBIM
Briciieil arrecralmonnoi komuccuei Pecirydimku berapyce.

Yyenasi ¢reliedb Kanjyjara XuMUYCCKUX HayK 110 CHECHUAILHOCTH 02.00.10
— Guoopranuueckas Xumus Moxer ObITh npucyxiena E.A. YIaluKy 3a HOBbIC
Hayuo OOOCHOBAHHBIC TCOPETHYCCKUC W OKCIICPUMEHTAILHBIC Pe3yJibTaThl, a
UMCHHO: CHUHTE3 HOBBLIX S-1ICpHIICH-3-HIDTUHUIOBBIX IIPOU3BOJIHLIX HYKIICO3M/I0B
YPUIMHOBOIO psijid 1Ha OCHOBE 3alMIICHHBIX S-HOJlyPUIMHOBBIX 0JIOKOB, CHUHTEC3
jeirepuposanioro 1o aromam C-5 u C-6 2'-1e30KCHITHIMHOBOTO amu10(oc-
GUTHOrO peareirra, npea3Haueioro s BBEJICHUS aTOMOB JICHTEPHsT B OJIUIO-
HYKJICOTH)IBL;, pa3paboTKy MCTOJIMKH [OCTCUHTETHYECKOM Moupukanun 2'-F u 2'-
OMe PHK-0MronyKicoTuios MeToJloM |32 |-JI|IospHoro MUKIIONpUCOCIMHE-
HUs B PaCTBOPE M Ha TBEPJOKM (ase ¢ UCHOJIB30BAHUCM CHITC3UPOBAHHBIX a3H/L-
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HBIX U IKHHOBLIX MoHo-GalNAc 1pou3BoJiHbIX; pa3paboTKy METOJIOB CHHTE3a
nospix Mono-GalNAc ammjopocduriioro pearenra, Mmono-GalNAc nocuresst u
rpuc-GalNAc(TDI") nocureist, npejiasHadCHHBIX Ul MOJIM(PUKAINY HYKICHHO-
BBIX KHCJIOT B IPOLECCC aBTOMATHYCCKOTO TBEPAO(pa3sHOro CHHTE3a; a Takxke 3a
YCOBEPILIEHCTBOBANUE TEXHOJIOIMN cuuTesa Hanpasisiomux PHK ¢ nenonssosa-
HUEM aBTOMATHYCCKOIo OJMronykicoruHoro cunrezaropa ASM-2000, ¢ nomo-
B0 KOTOpo# nosryuennt natpasisiomue CRISPR PHK-osmronyxiieoruibl, JeH-
CIBYIOHIME B KOMIDIEKee ¢ oHjlonykieasoit Casl2a B popmare crumr-cucremsl. B
PE3YILTATE BLIIOJNHEHHUS UCCIIC/IOBAHUS [0JIyHEHbl COCJIMHEHMUS! ¢ BBICOKOH aKTHB-
HOCTBIO 1IPOTHB BHPYCOB [IPOCTOI'O I'eplieca, I'pullia A, raparpuiiia 4ejoBeKa TH-
11a 3, peclMpaTopHO-CHHIIMTHAILHOIO BUPYCa H BUPyCca KIIEIIEBOIo dHIedainTa, a
TaoKe JieiTepritco)iepKalme OJUronyKIeoTHIbl, ¢ MOMOIIBIO KOTOPBIX 1OKa3aH
KWD juist nponecca merwimposanust JIHK o) Jiefictsuem meruirrpanchepas
M.IHhal 1 DNMT 3Ac; cunresuposaiin kormpiorarst MUPHK ¢ 3 addunnbivu Jiu-
ramgiamu Juis ajipectioit jocrasku MUPHK B renaronuTel, 9ro, B COBOKYITHOCTH,
BHOCHT CYILECTBEHHBIN BKJIa/l B Pa3BUTHE METOOB CHHTE3a OHOJOTHYECKH aKTHB-
HBIX HYKJICO3MJIOB U OJIMTOHYKIJIEOTHIOB.

HayuHblii pyKoBOJIATCID
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