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O0JacTh HACTOSIILIET0 N300peTEeHN

B nanHOM JOKyMEHTE IpEICTaBICHBI COSIMHEHUS U CIIOCOOBI ISl MPUMEHEHUS! B MOYJIMPOBAaHUH aKTHB-
Hocth miR-122. Takue crmocoObl BKIIOYAIOT JIeUeHHEe 3a00€BaHNi, CBI3aHHBIX C aKTUBHOCTHIO MiR-122, Takux
kak nHpekus HCV.

Onucanue U3BECTHOT0 YPOBHSA TeXHUKH

MukpoPHK (MukpoPHK), Taxxe m3BecTHble Kak "3penbie MukpoPHK", sBisroTcss HeGonpmumMu (MMeEr0-
UMY JUTHHY TpHOIU3UTENbHO 18-24 HyKIIeoTHIOB) MoJieKynaMu Hekoaupyrommx PHK, 3akoaupoBaHHBIMU B
TeHOMAaX PAacTeHWH W )KUBOTHBIX. B HEKOTOPHIX CIydasX BBICOKOKOHCEPBAaTHUBHBIC, SHAOTEHHO SKCIPECCHPYIO-
muecs MUKpoPHK perynupyror skcnpecchio TeHOB IIyTeM CBS3BIBaHUS ¢ 3'-HeTpaHCIHpyeMbIMH obnacTsamu (3'-
UTR) xonkpernsix MPHK. bonee 1000 paznuanasix MukpoPHK ObuH BBISIBIICHBI Yy pacTeHNH U )KUBOTHBIX. Or1-
penenennsie 3penbie MUKpoPHK, nmo-BuanMomy, TpoMCXOoasT U3 JIMHHBIX SHIOTEHHBIX TIEPBUYHBIX TPAHCKPHII-
ToB MUKpOPHK (Takxe m3BecTHbIX Kak npu-MukpoPHK, npu-mir, mpu-miR wmn npu-npe-mukpoPHK), kotopsie
4acTO UMEIOT JUTHHY B HECKOJIBbKO coTeH HykineoTunoB (Lee et al., EMBO J., 2002, 21(17), 4663-4670).

miR-122, muxpoPHK B Gonbmrom kommdecTBe n crienn(UUECKH 3KCIIPECCHpyeMasi B IIEUCHH, SIBISCTCS
CYIIIECTBEHHO BaXKHBIM (DAKTOPOM XO3sIMHA I HakoruieHus Bupyca remaruta C (Jopling et al., Science. 2005,
309(5740), 1577-81). miR-122 B3aumozeiictByeT ¢ HCV myTeM cBs3bIBaHUSA C ABYMsI OJTU3KO PACIIONIOKECHHBIMHU
calTaMu 3aTpaBOYHOH TOCIIENOBATEIILHOCTH B 5' HeKomupytomiei oomactu renoma HCV, 9To mpuBOIUT K cTa-
ommzammu reHoma HCV, crocoOCcTBys perumkanuy u Tpancisamnu (Jangra et al., J Virol., 2010, 84: 6615-6625;
Machlin et al., 2011). BaxHO OTMETHTb, YTO CalThI CBA3bIBaHUSA MiR-122 MOTHOCTHIO KOHCEPBATHBHBI B TEHOME
HCYV Bcex renotunos u noarumnos (Wilson et al., J. Virol., 2011, 85: 2342-2350). MarubupoBanue miR-122 ¢
NOMOIIBI0 anti-miR MPUBOMUT K MOHIMKEHHBIM YPOBHSM OOIIETO HUPKYJIMPYIOIIETO XOJIECTEPUHA y MBIIIEH U
SIBAaHCKOTO MaKaka, a TAaK)Ke K U3MCHEHHSIM B DKCIIPECCHH I'€HOB, BOBJICYCHHBIX B TOMEOCTa3 X0OJIeCTepHHa, Me-
TaboM3M KHUPHBIX KuciaoT u umuaoB (Esau et al., 2006, Cell Metabolism, 3: 87-98). V¥ mmMnanse, XpoHUYeCKH
nHpumposanaeix HCV, npoBoanmm exxeHeneIbHOE BHYTPUBEHHOE BBEeHUE anti-miR 11 mTensHoro n 00-
parumoro noxasienust ypoHeh PHK HCV u nonmwxkennoro obmero ceiBoporouynoro xojiectepuna (Lanford et
al., 2010, Science, 327:198-201). [Ipu anuTeIbHOM JICUSHUH paHee HE TIOMy4YaBIINX TEPAITHU MAIUEHTOB, HH(H-
mupoBanHeix HCV, neuenne anti-miR-122 nmpuBoamo k moHmwkeHuto ceiBoporounoit PHK HCV, takum ob6pa-
30M JIEMOHCTPHUPYS KINHAYECKOE MOATBEPIKICHIE KOHIICTIIHH.

I'ematur C (HCV) npencrasnsier coboii rematorponbiii PHK-Bupyc cemeiicta Flaviviridae u, B mormosn-
HeHue K BbI3bBaHUIO HHeKkmn HCV, SBIseTCs IIaBHOH MPUYMHON XPOHUIECKOTO 3a00JIeBaHUS TIEUEHU U Te-
MATOICIUTIONAPHON KapunHOMEI. COBpEMEHHBIH CTaHAAPT JICUCHNUS, TETHIIMPOBAHHBIN HHTEp(EepOH B KOMOMHA-
UM C PUOABUPUHOM, IUIOXO IEPEHOCUTCS MHOTMMH MAalMeHTaMH M MOXKET MMETh YacTOTy OTBETa BCETO JIMIIb
50% y HEKOTOpBIX ManueHTOB. HecKoIbKO MPOTHBOBUPYCHBIX HHIMOMTOPOB MpoTeasbl NS3 mpsiMoro edcTBHA
B Hacrosimiee Bpemst 0100peHs! a1t npumenenns y HCV-uHOUINPOBaHHBIX MAIMEHTOB, OJTHAKO IOSBICHHUE MY-
tauuit ycroitunBoctn y HCV TpeOyeT jedeHus TOMOJHUTENbHBIMU CpelicTBaMy. Pa3BuBaromuecs: BUIbI Tepa-
MMM BKITIOYAIOT MHIHOUTOPHI ipoTea3bl NS3/4A, GenkoBble HHTHOUTOPEI NSS5A, HyKII€03uIHbIC/HYKIICOTHTHBIE
MHrHOUTOPHI mosMepasbl NS5B u Henykieozunnble nHruouTopel NS5B. OnHako ocTaeTcss HEOOXOIMMOCTh B
JOTIOTHUTEIBHBIX BHAAX TEPANWHU Ui JIeueHUs MHQHUIHMPOBAHHBIX HHIMBHIYYMOB, KOTOpPBIE HE OTBEYAIOT Ha
TEKyIIUE CHOCOOBI JIEYCHHUS, Y KOTOPBIX MPOUCXOIUT PEHUANB MOCIE YCIIEIIHOTO JICYCHUS M KOTOphIe 007a-
JAIOT HU3KOH ePEHOCUMOCTHIO K OJHOMY HJIM HECKOJIBKUM IPHUMEHIEMBIM JICKAPCTBEHHBIM CPEICTBAM. Y CTOM-
YUBOCTh K aHTHBUPYCHOW TEpamluM SBISETCS TJIABHOW NMpoOIeMOl, CBI3aHHOW ¢ BBICOKOW YacCTOTOW MyTamui
HCV, u nHaGmonaercs n1ake ¢ KOMOMHAIMSIMHE JICKAPCTBEHHBIX CPEACTB, pabOTAIONMUX TTOCPEACTBOM MHOTOYHC-
JIEHHBIX MeXaHU3MOB. COOTBETCTBEHHO, TEPaleBTUYECKHUE CPEJCTBA, KOTOPhIEC LIEIEHAIPABICHHO BO3JEHCTBYIOT
Ha KOHCEPBAaTUBHbIC, YCTOWYMBBIE K MyTallMsIM BUPYCHbIE (aKTOPBI X035MHA, Takue Kak miR-122, npencrasis-
10T BO3MOXKHOCTb MOJTy4eHHs O0Jiee BBICOKHX U 0oJiee YCTOMYMBBIX MoKa3areliel 2 peKTHBHOCTH JICUEHNSL.

Kpartkoe onucanne nzodpereHus

B naHHOM OKyMEHTE NpeCTaBlICHbl COCIMHEHHMS, COIepKaIe MOANGDHUINPOBAHHBIN ONUTOHYKIICOTH],
cocTosuid U3 16-22 CBSI3aHHBIX HYKJIEO3HIOB, I/Ie HYKJICOTHIHAs MOCIIEI0BATEILHOCTE MOAN(DHIMPOBAHHOTO
OJIMTOHYKJIeoTHAa KoMiiemeHTapHa miR-122 (SEQ ID NO: 1) u rae MoauHUIIMpOBaHHBIN OJTUTOHYKICOTH]T
COJZICPXKHT TI0 MEHBIIEH Mepe 16 CMEeXHBIX HyKJICO3UIOB M3 CIEAYIOIIEro HyKJICO3HIHOTo narTtepHa | B opueH-
tarn 5'-3'

(R) x~N2-N2-NZ-NB-N2-N®-N2-NZ-N°-N®-N®- (N?)

e Kaxaelid R He3aBuCHMO IpezcTaBisieT co00i HEONIMKIMYECKUI HYKJICO3U I WITH OUIUKIMYECKUH HyK-
Je03un;

X pasasiercs oT 4 10 10;

kaxeiii N® HezaBncnmo MPECTABISACT COOOU OUIMKITHYCCKIA HYKICO3H]T;

KaXKIbIH N© HesaBrcHMO MpeCTaBIseT cO00H HEOUITUKITNISCKUI HYKIICO3HI,;

Y pasusiercs ot 0 1o 1 u

N npencraBisier co60it MOAH(HIHPOBAHHBINA HYKICO3H/] HIIM HeMOIA(DHIIHPOBAHHBINA HYKICO3M/L.

B ompeneneHHBIX BapHMaHTaX OCYIIECTBICHHS COCTUHEHUE, NMPEICTABICHHOE B TAaHHOM JOKYMEHTE, CO-
JIEPKUAT MOTUPHUITUPOBAHHBIA OJIMTOHYKJICOTH I, COJIEPKAIMiA TT0 MEHbIIeH Mepe 16, mo MeHbpmei Mepe 17, mo
MeHblIeH mepe 18, mo Menseit Mepe 19, mo mensiei Mepe 20, mo MeHsmeil mepe 21 unu 22 CMEXHBIX HyK-
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JI€03U 0B HYKJIEO3UIHOr 0 narrepHa .

B ompenencHHBIX BapHaHTaX OCYIICCTBICHUS Ka)IbIi OWIIMKINYCCKUHA HYKJICO3UJ HE3aBHCHUMO BEIOpaH
n3 LNA-aykneo3una, cEt-Hykneo3nnaa u ENA-Hykieosuna. B onpeneneHHBIX BapUaHTaX OCYIIECTBICHHS ITO
MEHBIIEH Mepe 1Ba OMIMKINYECKHX HYKICO3WAa OTIMYAIOTCS IPYr OT Apyra. B ompeneneHHBIX BapHaHTax
OCYILECTBIICHHS BCE OUIIMKIMYECKIE HYKJICO3H Il MMEIOT OAMHAKOBEIE caxapHbIe pparMeHTHl. B onpeaeneHHbIX
BapHAHTaX OCYIIECTBICHUS KXKIBIH OUITUKINICCKUN HYKJICO3H I MpeAcTaBIisieT coooir cEt-Hykneo3un. B omnpe-
JIEIICHHBIX BapuaHTaX ocymecTBieHus cEt-Hykineo3un mpencrasiseT codoit S-cEt-nykieo3nn. B onpeneneHHbIX
BapHaHTax ocymiectBieHus cEt-Hykieo3ua npencrasisier coboii R-cEt-nykneosnn. B ompeneneHHbIX BapHuaH-
TaX OCYIIECTBIICHUS KaX bl OMIMKIMIECKUI HYKIICO3U I IpecTaBisieT coooit LNA-Hykneo3um.

B ompeneneHHpIX BapHaHTax OCYIIECTBJICHUS 110 MEHBIICH Mepe JBa HEOMIIMKIMUECKHX HYKJICO3Uaa CO-
JiepKaT caXapHble (parMeHTHI, KOTOPBIC OTIAMYAIOTCS JPYT OT JApyra. B ompeneneHHbIX BaprHaHTaX OCYIECTBIIC-
HUS KOKIBIH HCOUITUKITMICCKUHA HYKIJICO3U UMEET TOT JKE TUI caXxapHOro (parmeHra. B ompeneneHHBIX Bapu-
aHTaxX OCYIICCTBICHHSA KAXKABIM HEOMIMKIMYCCKUI  HYKIEO3WJ  HE3aBUCUMO BeIOpaH u3  [-D-
ne3okcupubonHyKiIeo3naa, 3-D-pubonykineosnna, 2'-O-mermwiHykieo3naa, 2'-O-MeTOKCHAITHIHYKIeo3naa u 2'-
(dbropHyKiIco3uaa. B onpeneneHHBIX BApHaHTaX OCYIICCTBIICHUS KaXKIbIH HEOUIIMKIINICCKUAN HYKICO3U ] HE3aBH-
cuMo BBIOpaH u3 [3-D-pe3okcupubonykineo3una u 2'-O-MeTOKCHITUIIHYKIICO3HIa. B ompenenieHHpIX BapraHTax
OCYILECTBIICHHUS KaXKIbI HEOMIMKIMUECKUN HYKIICO3H] MPENCTaBIseT coboit [-D-me3okcupubdonykieosnn. B
OTIPENICIICHHBIX BapHUAHTAX OCYIICCTBICHUS KaXIbI HEOWIMKIMYCCKUN HYKJICO3UJ TPEACTaBIsICT coboi 2'-
MOE-nykneo3ua. B onpeneneHHBIX BApHaHTaX OCYIIECTBICHUS HE OOJbIIE IBYX HEOUIMKIMYECKUX HYKIJICO3U-
JIOB TIpeNICTaBIAI0T co0oii 2'-MOE-HyKi1€03u1b1, T1€ 0001 pyroil HEOMIMKINYECKUH HYKICO3H/] IPECTaBIIs-
er coboit B-D-nesokcupubonykiieo3nn. B onpeneneHHBIX BapuaHTax OCYLIECTBICHMS caMblii KpaiHMH c 5'-
KOHIIAa W CcaMblii KpaWHWUU ¢ 3'-KOHIIA HEOWIMKIMYECKHUE HYKJICO3HIbl NPEACTaBIIIOT coboit 2'-MOE-
HYKJI€O3MIbl, W  JI000M  Apyrol  HEOMUIMKIMYECKHUH  HYKIeo3WJ  IpeicraBisier  coboir  B-D-
JIe30KCUPHOOHYKIe03uA. B ompeneneHHbIX BapHaHTaX OCYIIECTBICHHS JBa HEOMIMKINYECKUX HYKICO3UAa
mpencTaBisioT coboit 2'-MOE-HykiIeo3uasl 1 10001 APYyTroi HEOUITMKINIECKUH HYKICO3U MPEICTABISET CO-
0011 B-D-ne30KkcupruOOHYKICO3H].

B onpeneneHHbIX BapuaHTaX OCYIIECTBIECHUS Kaxblii R mpencrarmsier coboit 2'-MOE-nykneo3ua. B orm-
peneNeHHBIX BaprHaHTax OCYIIeCTBIEHNsT X paBHseTcs 4, 5, 6, 7, 8, 9 wim 10. B onpeneneHHbIX BapuaHTaxX OCy-
mectBiieHust Y paBHsercs (. B onpeneneHHbIX BapuaHTax ocyIiecTBIeHus Y paBHsAeTCs 1.

B ompeneneHHBIX BapWaHTax OCYIMIECTBICHWsS X paBHSAETCS 7, Kakmelid R mpemcraBiser codon 2'-O-
METOKCHATIIHYKIe03u 1, Kaxapiii NP nmpescraBnser cooit S-cEt-nykneosun, kaxasiii N© npescrapiser coboit
B-D-ne3oxcupubonykineo3un, u Y pasasercs 0.

B onpe/ieeHHBIX BapHaHTax ocymecTBienns X paBusercs 4; (R)y npencrapmser coboit NN -NFENF N/,
IIe KaXKIbIk U3 NR g NR® npeacraBisieT coboit S-cEt-Hykiieo3ua, U Kaxabii u3 NR2 g NR MPEJCTaBISACT OO0
B-D-ne30KkcHpuboHyKIeo3ua; Kaxasii N° mpencTapiser coGoii S-cEt-HYKICO3MI; KaxIblit N? npencrasiser
coboii B-D-nesoxcupubonykineosuy; Y pasusercs 1 u N” npencrasiser co6oii B-D-1e30KcHpUOOHYKICO3HIL,

B onpe/ieeHHBIX BapHaHTax ocymecTBienns X pasusercs 4; (R)y npenctapmser coboit NN -NFENFNRY,
IIe KaKIbIi U3 NR! 4 NR4 npeacTaBisieT coboit S-cEt-Hykneo3ua u Kaxablid u3 NR2 4 NR3 MpEeJCTaBIsICT CO00it
B-D-ne30KkcHpuboHyKIeo3u; Kaxasii N° mpenctapiser coGoii S-cEt-HYKICO3MI; KaxIblit N? npencrasiser
co6oii B-D-nesokcupubonykineosu; Y pasusercs | u N” npencrapiser co6oii 2'-O-MeTOKCHITUITHYKIICO3HI.

B onpe/ie/ieHHbIX BapHaHTax ocyiectsienns X pasnsercs 7; (R)x npencrasiser codoit NN -NF2NFNRL
NRS-NR(’—NN, IIe KaKIbli 13 NRI, NRZ, NB o N® npeAcTaBIsIeT co00i 2'-O-METOKCUITHITHYKIICO3U T, KasKIBIH
u3 N*° u NY npencrasnser co6oii B-D-1e30KCHPHOOHYKICO31 U N®¢ npencrasmsier coGoii S-cEt-Hykneo3nx;
kaxaeii NP mpeacraBisgeT coboit  S-cEt-Hykmeo3wa;  KaKIbIid NQ mpeacTaBnser coboit  B-D-
ne3okcuprbOonykieo3ua u Y papasercs 0.

B onpe/ieeHHbIX BapHaHTax ocyiectsienns X pasnsercs 7; (R)x npeacrasiuser codoit NN -NF2NFNRL
NRS-NR(’—NN, TIe KaXIbId U3 NRI, NRZ, NR? . N* g N® npecTaBisieT co0oit 2'-O-MeTOKCUITHITHYKIICO3UI, NRé
npencTapuseT codoit S-cEt-mykneosun u NV mpencrapnser coGoit B-D-1e30KcHpHOOHYKICO3HT; Kaxbiii N°
npencTapuseT coboit S-cEt-mykneosun; kaxasiii N mpencrasnser coboii P-D-me3oxcupuGonykieosun u Y
paBusiercs 0.

B ompeze/eHHBIX BapHaHTax ocymecTBIeHms X pausiercs 7; (R)y mpeacrasisier coboit NN -NRZNRNR
NRS-NR6—NR7, TI€ KaKIbIH U3 NRI, NRZ, NR? R NR4, NP NR6 npeacTaBiseT coboit 2'-O-MeTOKCHATHITHYKIICO3HI,
u NV npeacTaBisier co0oit B-D-ne30KCupuOOHYKICO3H; KAk IbIA NB npeacTaBuser coboit S-cEt-Hykieo3un;
kaxeii NQ mpencrasmster co6oii B-D-nesokcuprubonykneosun n Y papmsercs 0.

B ompeneneHHBIX BapHaHTax ocymiecTBieHns X pasrsiercs 10; (R)x mpexacrasmsier coGoit NR-NRZNR-
NR4-NR5—NRG-NR7-NR8—NR9-NR10, rae KaKIbli U3 NRI, NRZ, NR3, NR4, NRS p NRé npencrasisier coboit 2'-O-
METOKCUATHIIHYKJICO3U]I, KaXKIbIN U3 NR7 g NR npencrapiseT coboit S-cEt-Hykieo3ua; Kaxapli u3 NR® 4 NRIO
npecTaBisieT co0o B-D-1e30KkCHpHOOHYKIICO3UT; KaXK IbIH NB npecTaBisieT codo S-cEt-HykiIeo3um; Kakabrit
N npexcraBnser co6oii B-D-nesoxcupubonykineosun u Y papusercs 0.

B omnpeneneHHbIX BapHaHTax ocymectBieHns X pasrsiercs 10; (R)x mpexcrasmsier coGoit NR-NRZNR-
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NR4-NR5—NR6-NR7-NRg—NRg-NRIO, rIe KaXIbld w3 NRI, NRZ, NR3, NR4, NR g NR® npeacTaBisier coboit 2'-0-
METOKCUAITUIIHYKJICO3U]], KK bl 13 NR7 g N®O npeacTaBiseT coboi S-cEt-HykIeo3u, u KaxIpIi U3 NRS  NRIO
npecTaBisieT co0oi B-D-1e30KkCHpHOOHYKIICO3UT; KaXK IbIH NB npecTaBisieT codot S-cEt-Hykiaeo3um; Kakabiit
N? npexcrasmsier coboit B-D-nezoxcupubonyxieo3un; Y paBHsercs | m N, mpexacraBmser coboit 2'-O-
METOKCHUATHITHYKIICO3U]I.

B ompeze/eHHBIX BapHaHTax ocymmecTsieHns X pasasiercst 4; (R)x npexacrasmsier co6oii NR-NFRZNFNR,
TI€ KaXIblil U3 NR! g NR4 npeacraBisaeT coboit S-cEt-HykIeo3ua U KaxIblid U3 NR g NR3 MIpeICTaBIsAET COOOH
B-D-ne30kcuprOOHYKIICO3HT; KaXKIbIA NB npenacTaBisier coboit S-cEt-Hykaeo3nm; Kakabrit N@ MpEeACTABIAET
co6oii B-D-nesoxcupubonykineosun; Y pasusercsa 1 u N” npencrapnser co6oii B-D-1e30KkcHpHOOHYKICO3H .

B ompeze/eHHBIX BapHaHTax ocymecTBieHns X pasasiercst 4; (R)x npexacrasmsier co6oit NR-NFRZNFNR,
rae N®' mpencrasister co6oii 2'-O-MeTOKCHITHIHYKIe031 T, Kaxaplii m3 N™ u N* npexcrasmser co6oit S-cEt-
HYKJICO3U[, U NRS MpeacTaBiseT coboil B-D-1e30KkcupHOOHYKIICO3HT; KaXKIbIN NB npencrapusier cobont S-cEt-
HYKIICO3H1; Kaxblii Ne mpejicraBisier coboit B-D-nezokcupubonykneosun; Y pasusercs 1 u N” mpencrapiser
c0060i1 2'-O-MEeTOKCHA THITHYKIICO3H/I.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS HYKICOTHIHAS ITOCIEAOBATEIHLHOCTh MOAH(DUIIMPOBAHHOTO
ONUTOHYKJIEOTHIa TI0 MeHbIIei Mmepe Ha 90%, mo MenbIeil Mepe Ha 92%, mo MeHbIIer Mepe Ha 93%, To MeHb-
meir mepe Ha 94%, mo menbimelt Mepe Ha 95%, o meHsIIe#t Mepe Ha 96%, o MeHbieit Mepe Ha 97%, MO
MeHblIeH Mepe Ha 98%, o Menbel Mepe Ha 99% unu Ha 100% xoMIUIeMEHTapHa HyKJI€OTHIHON MOCIeq0Ba-
tensHOcTH MiR-122 (SEQ ID NO: 1).

B onpenencHHBIX BapHaHTaX OCYIISCTBIICHUS, T/Ie IO MCHBIIICH Mepe 0/THAa MEKHYKIICO3HUIHAS CBS3b MPE/I-
CTaBISACT COOOH MOTUPUIIMPOBAHHYIO MEXKHYKICO3UIAHYIO CBSA3b WM, TJIC KaXKJas MEKHYKICO3HIHAS CBSI3b
MpPEJICTAaBISIET CO00H MOAUDUIIMPOBAHHYIO MEKHYKICO3UIHYIO CBS3b U, HEOOSI3aTEIbHO, I/Ie MOAU(DHUIIUPOBAH-
Hasl MEXXHYKJICO3UIHAS CBSI3b TPEACTABISCT cO00# (POCHOTHOATHYIO MEKHYKICO3HIHYIO CBS3b.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS HYKJICOTHIHAS ITOCIEAOBATEIHLHOCTh MOAH(DUIIMPOBAHHOTO
oymronykieotuaa Beiopana u3 SEQ ID NO: 3-6, rae kaxasiid T HezaBucumo BeiOpan u3 T u U.

B ompeneneHHBIX BapHaHTaX OCYIIECTBIEHUS MOIM(MDUIIMPOBAHHBIN ONWTOHYKICOTHI comepkuT 0, 1, 2
WK 3 HECOBIAJICHISI 0 OTHOIIICHUIO K HYKJICOTHIHON TOCIea0BaTeIbHOCTH MiR-122.

B ompeneneHHBIX BapiaHTaX OCYIIECTBICHHUS COSTUHEHNE HMEET CTPYKTYPY:

A CLAMC " CeRL T TGUSCsACSACSTCsCs  (SEQ ID NO: 4);
CsCASTTGUsCsACSACSTCsCsA (SEQ ID NO: 3);
MECsCATSTGT " CoA CsACs T Cs™ CsA: (SEQ ID NO: 3);

A CLACRCAsTTGUsCsACSACsTCsCs (SEQ ID NO: 4);

A" CA " CAs TTGUSCsACSACSTCsCs (SEQ ID NO: 4);

A" CaRMCe ™ CaAsTTGUsCsACSACTCsCs (SEQ ID NO: 4);

M CaRpReAL " CrRsCsCASTTGUsCsACSACsTCsCs (SEQ ID NO: 5);
M CeReRrAL " CaBrCsCASTTGUCsACSACsTCsCs T (SEQ ID NO: 6) ;
CsCAUsTGUsCsACSsACsTCsCsA  (SEQ ID NO: 3) umm

MeCeCsAUsTGUsCsACsACsTCsCshAr (SEQ ID NO: 3);

re BepxHuid nHAeKe "Me" o0o3HadaeT S-METWIIIUTO3WH; HYKJICO3U bl 03 MOCIeAYIOmEro HIKHETO HH-
JICKCa MPEICTABISIOT c000# B-D-ne30KkCcHpUOOHYKICO3UIBI; HYKICO3UIBI C MOCICIYOIIAM HIKHUM HUHICKCOM
"E" mpencraBisroT coboii 2'-MOE-HYKII€03u/IbI;, HYKJICO3UABI C MOCIEAYIOMNAM HIKHUM HHAekcoM "S" mpen-
CTaBJIIOT c000# S-CEt-HYyKII€03uabl; U KaKIas MeKXHYKICO3UIHAS CBS3h MPENICTaBIsIeT co00i GochoTnoaTHyIO
MEXHYKJICO3UIHYIO CBA3b.

B HeKOTOpBIX BapHaHTaX OCYIICCTBICHUS COCTUHCHUC IMEET CTPYKTYPY:

UsTGUsCsACsACsTCsCsAs MM
CsAsCsAsCsUsCsCs,

rme  Hykieo3uasl 0e3  TMOCIEAYyIomero  HIDKHErO — HMHIEKCa  MPEACTaBIAIOT  coboit  B-D-
JIC30KCUPUOOHYKICO3U/IbI; HYKICO3UIbI ¢ MOCICIYIONMM HIKHAM HHICKCOM "S" mpeacTaBisioT coboit S-cEt-
HYKIICO3HIBI, U KaXKJas MEKHYKICO3HUIHAS CBS3b MPEIACTABILCT cO00i (ochOTHOATHYIO MEKHYKICOZUIHYIO
CBsI3b. B HEKOTOPBIX TaKMX BapHaHTaX OCYILIECTBICHHS COEIMHEHHE NpeicTaBisieT coboil coexuHenue 38591,
38633, 38998 nnm 38634.

JIroboe u3 coequHEHUH, MPEACTABICHHBIX B JAHHOM JOKYMCHTE, MOXKET COJICpkKATh COMpPsDKEHHBIH (par-
MEHT, CBSI3aHHBIN ¢ 5'-KOHIIOM WIH 3'-KOHIIOM MOJAU(DHUIIMPOBAHHOTO OJIMTOHYKJICOTHAA. B onpeneneHHbIX BapH-
aHTaX OCYIIECTBICHUS COSAMHEHUE CONCPIKUT CONPSDKEHHBIN (PparMeHT, CBI3aHHBIN ¢ 3'-KOHIIOM MOAU(UITHPO-
BaHHOTO OJINTOHYKJICOTHAA. B ompeneleHHBIX BapHaHTaX OCYIIECTBICHHS COSAMHEHHE COICPKHUT COMPSKCH-
HBIA PparMeHT, CBA3AHHBIN C 5'-KOHIIOM MOAN(PUIIMPOBAHHOTO OJUTOHYKIICOTHIA. B ompeneneHHBIX BapuaHTax
OCYIIIECTBIICHHUST COSTMHECHNE COACPKHUT TIEPBBIN COMPSDIKEHHBIN (PparMeHT, CBA3aHHBINH ¢ 3'-KOHIIOM MOJUDHIIN-
POBAHHOTO OJIMTOHYKJICOTHIA, © BTOPOU COMPSDKEHHEIH (pparMeHT, CBA3aHHBIN ¢ 5'-KOHIIOM MOIU(PHUIIMPOBAHHO-
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rO OJIMTOHYKICOTHAA. B ompenelcHHBIX BapHaHTaX OCYIICCTBICHUS COMPSIKCHHBIH (PParMeHT COACPIKUT MO
MEHBIIICH Mepe OJIMH JTUraH I, BRBIOPaHHBINA U3 YIIIEBOAA, XOJECTCpUHA, TUMUAA, HOCOIHUITNIA, AaHTHTEIA, JIUIO-
MpOTEeWHa, TOPMOHA, NENTHAA, BATAMUHA, CTEPOHIA U KATHOHHOTO JINTIH/IA.

B ompeneneHHBIX BapHaHTax OCYIIECTBIICHUS COSAMHEHNE UMEET CTPYKTYpPY L -muakep-MO, rae kax bl
L He3aBHCHMO TIpeCTaBIIsIeT cOOOW MUTan u n paBHsaercs oT 1 mo 10; u MO npencrasiser co60i MOIUPHUITH-
POBaHHBIN OJUTOHYKICOTHI.

B onpeneneHHbIX BapraHTax OCYMIECTBICHUS COCMUHEHUE UMeEeT CTPYKTYpy L, -muHkep-X-MO, rue kax-
neiid L He3aBUCHMO TpencTaBisieT co0oi auran U n paBasercs ot 1 mo 10; X mpexacrapnset coboit dpocdoau-
3¢upHY0 cBs3b Wik hochoTroaTHyIO cBsi3b 1 MO mpenacTapiseT co0oi MOTUPUIUPOBAHHEBIN OJUTOHYKICOTHI.

B omnpeneneHHBIX BapHaHTaX OCYLIECTBICHMS COEAMHEHHE UMeeT CTpyKTypy L, -muukep-X;-N-X,-MO,
rie Kaxaplii L He3aBUCHUMO MpECTaBIsaeT co0o0il mrang u n paBHsercsa ot 1 go 10; kaxaeiii N He3aBHCUMO
TpeJICTaBIsIeT COO0H MOTUPUIIMPOBAHHBIN WM HEMOIU(DUIIMPOBAHHBIA HYKICO3HUJ M M paBHSACTCS OT 1 JI0 5;
Kaxapiil X; 1 X, He3aBUCHMO IpeACTaBIsieT co0oit pocdoanddupHyro cBs3p wim GochoTroaTHyo cBs3b 1 MO
MpEeJICTaBISIeT COO0H MOAUMUIIUPOBAHHBIA OTUTOHYKICOTH]I.

B ompeneneHHBIX BapHaHTax OCYIIECTBICHUS COSTUHEHNE UMEET CTPYKTYpy L, -nmuaKep-X-N,,-Y-MO, rae
KOKABpIH L He3aBHCHMO TIpEACTaBIsACT COOOM JMrana U n paBHseTcs oT 1 g0 10; xaxneii N HE3aBUCHMO TIPEI-
cTaBisIeT co00N MOTUGPHUITMPOBAHHBIN WM HEMOAU(PHUIIMPOBAHHBIM HYKJICO3W M m paBHseTcs oT 1 mo 5; X
TpecTaBisieT co0oi hochomudIPUpHYIO CBsA3h WK (HOCPOTHOATHYIO CBs3h; Y MpeAcTaBisieT coboit pochomam-
a¢dupHyto cBs3bp 1 MO npeactaBiseT co60i MOAN(DHUIIUPOBAHHBIN OJTUTOHYKJICOTHI.

B ompeneneHHBIX BapHaHTax OCYIIECTBIECHUS COSTUHEHNE UMEET CTPYKTYpy L, -nmuaKep-Y-N,,-Y-MO, rae
Kaxplii L. He3aBUCHMO MPEICTABIsACT CO00M urana u n paBHseTcs ot 1 o 10; xaxasiii N He3aBHCHMO TIpe-
CTaBIsACT cO0OM MOIU(HUIMPOBAHHBIN WM HEMOAU(DUIMPOBAHHEIN HYKICO3H U M paBHAETCS OT 1 10 5; Kax-
neiit Y mpencrasnsier coboit pochoamduphyro cs3b 1 MO npencrasiser co0oit MOaU(UIIMPOBAaHHBIN OJIUIO-
HYKIICOTH]I.

B onpenieneHHBIX BapHaHTaX OCYIIECTBICHHUS, €clii n OoibIie 1, L -THHKep UMEET CTPYKTYPY:

IJie KaXabli L He3aBHCUMO MpenCcTaBisaeT coOoit urany; n paBusercs oT 1 mo 10; S mpencrasisier coboi
octoB 1 Q' 1 Q" HE3aBUCUMO TIPEICTABIISIOT COOOH CBA3YIOIIME TPYIIIHL.

B ompeneneHHbIX BapraHTax oCymecTBiIeHuS kKaxnaas Q' u Q" He3aBHUCHMO BBIOpaHA W3 TIENTHIA, dPHpa,
Moaud THIIEHTTIHKOs, ankuia, C;-Cy-ankmia, 3amenieHHoro C,-Cyp-anxmia, a C,-Cyg-aaxkeHumna, 3aMeIeHHoro
C,-Cyp-ankenuna, a C,-Cyp-ankunnia, 3ameieHHoro C,-Cyg-ankunumna, C;-Cyy-ankokcu, 3amereHHoro C;-Cyy-
AJIKOKCH, aMHHO, aMHJI0, ITUPPOJIHINHA, 8-aMUHO-3,6-THOKCa0KTaHOBOH KHCIOTH (ADO), cykimauMuIAI-4-(N-
MaJIeMMHIOMETHII )-IIUKIIOTeKCaH- | -kapOoKCcHIaTa M 6-aMUHOTEKCAHOBOW KHCIIOTHI.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS OCTOB CBS3BIBACT 2, 3, 4 WM 5 IUTAHIOB ¢ MOAUDHUIIUPO-
BaHHBIM OJHMTOHYKIICOTHUAOM. B OmnpesieIcHHBIX BapHaHTaX OCYIICCTBICHUS OCTOB CBSI3BIBACT 3 JIMTAHIA C MO-
JTUQUIIPOBAHHBIM OJIUTOHYKIICOTHUIOM.

HeorpannuuBaromias mwiuntocTpaTuBHas cTpykrypa E npencrasnser coboit ctpykrypy E(i)
NR4Q'1L¢

LoQ%RoN o

RiN NR3Q'3L3

[0 -

rae ke Ly, L, u Ly He3aBuCHMO TpeacTaBisieT coO0M JTUTaH]T;

kaxaeiid Q';, Q'2, Q'3 m Q" He3aBUCHMO MPEACTABIISET COOOM CBS3YIONIYIO TPYIITY U

kaxaeiid Ry, R,, Ry 1 Ry HezaBucumo Beiopan u3 H, C;-Cy-ankwmna u 3amemnennoro C,-Cg-amkuia.

B HexoTopbIX BapuaHTax ocymiecTBiaeHus kaxnaas Q'y, Q' Q’3, u Q" He3aBUCHMO BBIOpaHA W3 TENTHUJA,
a¢wupa, momudTWICHrIUKONsA, ankmia, Ci-Cyp-ankmna, 3amernieHHOro C-Cy-ankmna, C,-Cyp-anakeHuna, 3ame-
meHHOTo C,-Cyp-ankenmna, C,-Cyp-ankunmna, 3amemeHHoro C,-Cyg-ankunumna, C;-C,g-aJKOKCH, 3aMEIICHHOTO
C,-Cyp-ankokcu, aMiMHO, aMUJ0, MUPPOIUIUHA, 8-aMUHO-3,6-110KCA0KTaHOBON KHUCIOTH (ADO), cykuMHUMU-
Ji-4-(N-ManenMuI0MeTHI) IIUKIIOT eKcaH- | -kapOoKcHiaTa 1 6-aMHUHOTEKCAaHOBOW KHCIIOTHL. B HeKoTOpHIX Ba-
pHaHTaX OCYIIECTBICHUS Kaxablid R, Ry, Ry u Ry He3aBucumo BeiOpan u3 H, meTmna, 3Tna, mpomuia, H30Ipo-
nuta 1 OyTrina. B HEKOTOPBIX BapraHTax OCYIIECTBICHHUS KXl R, Ry, Ry 1 Ry BeiOpan 3 H n meTwia.

JlomoTHUTETLHOM HEOTpaHNYHBAIOIIEH MILTIOCTPATUBHON CTpYKTypo E siBnseTcs ctpykTypa E(ii)

fole I
fole Y
"QR{N
0Q'3L5
rae ke Ly, L, n Ly He3aBuCHMO TpeacTaBisieT coOO0M JTUTaH]T;
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kaxasii Q'y, Q", Q's m Q" He3aBUCHMO MPEACTABIIET COOOM CBSI3YIOIIYIO TPYIITY U

R, Br1Opan u3 H, C;-Cg-ankuna u 3ameniensHoro C;-Cq-anmkuina.

B HexoTOphIX BapmaHTax ocymiecTBieHus kaxnas Q'y, Q';, Q'; m Q" He3aBHCcHMO BbIOpaHa W3 MENTHIA,
a¢upa, nponmieHrmKois, ankmia, C-Cy-ankumia, 3ameneHHoro C,-Cy-ankumna, C,-Cyy-alkeHna, 3aMenieH-
Horo C,-Cyp-ankenuna, C,-Cyp-ankunmia, 3amenieHHoro C,-C,p-ankunmia, C;-C,p-ankokcu, 3aMmemiennoro C-
Cyp-aITKOKCH, aMHHO, aMHUJI0, IUPPOTHINHA, 8-aMHUHO-3,6-THOKCAOKTAaHOBOK KUCIOTHI (ADQO), CyKIMHUMUAIIII-
4-(N-ManenI0MeTHN )-IIUKIIOTeKCaH- | -kapOOKCHIaTa M 6-aMHUHOTEKCAaHOBOW KHCIIOTHI. B HEKOTOPBIX BapHaHTax
ocymecTBieHns R, BeiOpan u3 H, meTtuna, sTmma, mponmia, u30mponia 1 OyTuia. B HEKOTOPEIX BapHaHTax
ocyiecTBieHus R mpencrasnser codoit H mmm metw.

JlonoNHUTENEHON HEOTpaHWYHMBAIOIIECH WILTIOCTPAaTHBHOHN cTpykTypol E siBisiercs crpykrypa E(iii)

o]

NR{Q'1Lq
o}

NRQ"L.
NRs 22k

NRyQ'sLs
QRN

e}

rae kaxabeiii Ly, L, u L; HezaBucuMo nipencraisieT coboit muranm;, kaxaas Q';, Q', Q's u Q" He3aBUCHMO
mpencTaBisieT coboit cBA3yOIIyIo rpymny U Kaxaelii R;, R,, Rs, Ry m Rs HesaBucumo BeiOpan uz H, C;-Cs-
ankuna u 3amemennoro C;-Cg-ankuia.

B HexoTOphIX BapmaHTax ocymiecTBieHus kaxnas Q'y, Q', Q'; m Q" He3aBHcHMO BbIOpaHa W3 MENTHIA,
a¢dupa, nponmteHrmkois, ankmia, Ci-Cy-ankuia, 3ameneHHoro C,-Cy-ankumna, C,-Cyj-akeHnsa, 3aMenieH-
Horo C,-Cyp-ankenuna, C,-Cyp-ankunmia, 3amenieHHoro C,-C,p-ankunmia, C-C,p-ankokcu, 3aMmemiennoro C-
Cyo-aJKOKCH, aMHHO, aMUI0, MUPPOIHIINHA, 8-aMUHO-3,6-11OKCAOKTaHOBON KUCIOTH (ADO), CyKUMHUMUAMII-
4-(N-manenIoMeTH )-1UKIoreKcaH- 1 -kapOokcuiara 1 6-aMUHOTEKCAHOBOM KUCIIOTHL. B HEKOTOpBIX BaphaHTax
ocytecTBIeHUs Kaxabii Ry, Ry, R3, Ry u Rs He3aBucuMo BrIOpans! u3 H, MeTuIia, 3THIIA, IPOIMIIA, H30MPOITUIIA
u OyTmia. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS Kax bl Ry, Ry, R3, Ry u Rs BeiOpan u3 H u metuna.

JlonoNHUTENbHON HEOTpaHWYHMBAIOIIECH MILTIOCTpAaTHBHON cTpyKTypoii E siBisiercst crpykTypa E(iv)

o}

L4Q"4RyN
NR;Q"

NR,Q'3L;
rae Kkl Ly u L, He3aBHCHMO TIpeCTaBIIsIeT COOOM JTUTaH/;

kaxaas Q'y, Q', u Q" He3aBUCUMO MPENCTABIIET COO0H CBA3YIONIYIO TPYIITY U

kaxaeiid Ry, R, u Ry HezaBucumo BeiOpan u3 H, C;-Cg-anknna u 3amemenHoro C,-Cg-ankuia.

B HekoTopbIx BapuaHTax ocyniecTieHus kaxaas Q';, Q; u Q" HezaBucuMo BbIOpaHa U3 mentuaa, agupa,
nponuieHrukoss, ankuia, C-Cyp-ankuna, 3amemieHHoro C;-Cyg-ankuna, C,-Cyp-ankenuna, 3amenieHHoro C,-
Cyo-ankenuna, C,-Cyp-ankunuina, 3amerieHHOro C,-Cyp-ankumuuina, C;-C,g-ankokcu, 3amemeHHOTo Ci-Cy-
ANKOKCH, aMUHO, aMHJI0, TUPPOIUIANHA, 8-aMHHO-3,6-THOKCA0KTaHOBOH KUCIOTH (ADO), cykumaumuuin-4-(N-
MAaJICHIOMETIIT ) [IUKIIOTeKCaH- | -kapOoKcmiTaTa U 6-aMUHOT€KCAaHOBOH KHCIOTH. B HEKOTOPBIX BapHaHTaX OCY-
mecTBIIeHUs Kaxaplid R, R, 1 R; He3aBucumo BoIOpaH u3 H, MeTnna, aTHIIa, Ipomnwia, u30npormwia u 0ytuna. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS Kbl R, R, m R; Be1Opan u3 H u Metua.

JloTIOTHUTETFHOM HEOTPaHNYNBAIOIIEH WILTIOCTPATUBHOMN CTpYKTypoii E sBiseTcs crpykTypa E(v)

0

L1QR¢N
NR>Q'5L

e} NR3Q"

riae kaxaeid Ly u L, He3aBuCHMO mpencTaBiseT coOoi JTUraH;

kaxaas Q'y, Q'; m Q" He3aBUCUMO MPEICTaBISIET COOOH CBIA3YIOIIYIO IPYIILY H

kaxbli Ry, R, u R; HesaBucumo Beiopan u3 H, Ci-Cg-ankuna u 3amemeHHoro C;-Ce-ankuia.

B HekoTopbIx BapuaHTax ocyniecTieHus kaxaas Q';, Q' u Q" HezaBucuMo BbIOpaHa U3 rentuaa, agupa,
nporniIeHr Ko, ankmia, C-Cy-ankuna, 3amemenHoro C;-Cyg-ankmna, C,-Cyp-ankenuna, 3amenieHHoro C,-
Cyo-ankenmina, C,-Cyp-ankuamna, 3amemeHHOTo C,-Cyp-ankumnamina, C;-Cyp-ankokcu, 3amerieHHoro C;-Cyo-
AJIKOKCH, aMHHO, aMHJI0, ITUPPOJIHINHA, 8-aMUHO-3,6-THOKCa0KTaHOBOH KHCIOTH (ADO), cykimamMuInn-4-(N-
MaJIeHIOMETII) [TUKIIOTeKCaH- | -kapOoKcrnaTa U 6-aMHHOT€KCaHOBOH KHCIOTH. B HEKOTOPHIX BapHaHTaX OCy-
mecTBIIeHUs Kbl R, R, 1 R; He3aBucumo BoIOpaH u3 H, MeTna, aTHIIa, mpomnwia, u3onpomwia u 0ytuna. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS Kax bl Ry, R, 1 R; BoiOpan n3 H n metuna.

JlonoNHUTENbHON HEOrpaHWYHMBAIOIIESH WILTIOCTpAaTHBHON cTpyKTypoi E siBisiercst crpykTypa E(vi)
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L,Q5RN
o o MR

NR{Q'1L4

rae kaxaeiid Ly, Ly, u L; He3aBUCHUMO TIpeICTaBISICT COO0# TUTaH;

kaxaas Q'y, Q, Q', n Q" HE3aBUCUMO MpECTaBISIET COO0H CBA3YIOIIYIO TPYIILY U

kaxblit Ry, R, u R; HesaBucumo Beiopan u3 H, Ci-Cg-ankuna u 3amemeHHoro C;-Cg-ankua.

B HekoTophIX BapwaHTax ocyimecTBieHus kaxaas Q';, Q', Q';, m Q" He3aBucHMO BBHIOpaHA U3 MENTHIA,
a¢dupa, nponmteHrmKos, ankmia, C-Cy-ankumna, 3ameneHHoro C,-Cy-ankumna, C,-Cyy-akeHnsa, 3aMenieH-
Horo C,-Cyp-ankenuna, C,-Cyp-ankunmia, 3amenieHHoro C,-C,p-ankunmia, C-C,p-ankokcu, 3aMmemiennoro C-
Cy0-aTKOKCH, aMHHO, aMHUJI0, TUPPOTHINHA, 8-aMHUHO-3,6-THOKCAOKTAaHOBOK KUCIOTHI (ADQO), CyKIMHUMUAIIII-
4-(N-ManenI0MeTHI ) [IUKJIOTeKcaH- | -kapOokcninara u 6-aMHUHOTEKCAHOBOW KHCJIOTHL. B HEKOTOpHIX BapHaHTaX
ocymiecTBIIeHUsT Kbl R, R, 1 R; He3aBucumo BeOpan n3 H, MeTuia, 3THIa, MPoIuia, H30Mmponuia U 0yTh-
na. B HEKOTOPBIX BapruaHTax OCyIIeCTBIeHHS Kax bl R, R, u R; Be1Opan u3 H u metuna.

JlonoNHUTENEHON HEOTpaHWYHMBAIOIIECH WILTIOCTPAaTHBHON cTpyKTypoli E sBisiercs crpykrypa E(vii)

OH

NR,Q'L, NR;Q'5L5

o 0 o 0 0 0
L.QR(N e e S N
/N, A /N,
z CHs z z

CHs CHj

rae ke Ly, L, n Ly He3aBuCHMO TpeacTaBisieT coO0M JTUTaH]T;

kaxaas Q'y, Q, Q'3 n Q" He3aBHCHUMO NPEACTABISIET COOOI CBA3YIOUIYIO TPYIIY;

kaxnblii Ry, R, u R; HesaBucumo Beiopan u3 H, Ci-Cy-ankuna u 3amemeHHoro C-Cg-ankuia u

Kaxblil Z u Z' He3aBUCUMO BhIOpaHbl U3 O u S.

B HekoTophIX BapwaHTax ocyimecTBieHus kaxaas Q';, Q', Q';, m Q" He3aBucHMO BBHIOpaHA U3 MENTHIA,
a¢upa, npornmiaeHr Ko, ankmia, C;-Cy-ankuna, 3amenieHHoro C;-Cyp-ankumna, C,-Cy-alkeHUIa, 3aMeIeH-
HOoro C,-Cyp-anmkenuna, C,-Cyp-anikununa, 3amenieHHoro C,-C,p-ankunmna, C;-Cy-ankokcu, 3amenieHHoro Ci-
Cy0-aTKOKCH, aMHHO, aMHJI0, TUPPOTHINHA, 8-aMHUHO-3,6-THOKCAOKTAaHOBOK KUCIOTH (ADQO), CyKIMHUMUIIII-
4-(N-ManenI0MeTHI ) [IUKJIOTeKcaH- | -kapOokcninara u 6-aMHHOTEKCAHOBOW KHCIOTHL. B HEKOTOpHIX BapHaHTaX
ocymiecTBIIeHUsT Kbl R, R, 1 R; He3aBucumo BeIOpan u3 H, MeTwia, 3THIa, Mpomuia, H30mponuia u 0yTh-
na. B HEKOTOpHIX BapuaHTaxX ocylecTBIeHMs Kaxapid R, R, u R; BeiOpan u3z H u meTmia. B HekoTOpHIX Bapw-
aHTaX OCYIIECTBICHMs Z WM 7' Ha TI0 MEHbIIIEH Mepe oJHOM atoMme P mpezcrasiser cobol S, a npyroii Z win
Z' mpencraBnser coboit O (T.e. hochoTHoaTHAsI CBsA3b). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS KaXKIbIH
-OP(Z)(Z")O- npencrasmnseT coboit pochoTHoaTHYIO CBSI3b. B HEKOTOPHIX BapuaHTax OCYIIECTBICHUI U Z, u Z'
HpeACTaBIsIoT coboit O Ha 1o MeHbIIei Mepe oxHOM atome P (1.e. pochommapupHas cs3p). B HeKOoTOPHIX Ba-
pHuaHTax ocymecTBiIeHUs Kaxabiii -OP(Z)(Z")O- npexacrasisier coboit pochoaudGpupHyro CBsI3b.

JlononHUTENbHON HEOrpaHWYMBAIOIIECH WILTIOCTPATHBHOHN cTpyKTypoli E siBisiercs crpykrypa E(viii)

NR,Q’Ly

o o

V~QRANW(\N /\/NQKNRanu
(o]
(o]
L4Q'1RyN

rae ke Ly, L, n Ly He3aBuCHMO TpeacTaBisieT coO0M JTUTaH]T;

kaxaeiid Q';, Q'2, Q'3 m Q" He3aBUCHMO MPEACTABIISET COOOM CBS3YIONIYIO TPYIITY U

kaxaeiid Ry, R,, Ry 1 Ry HezaBucumo Be1opan u3 H, C;-Cg-ankwmia u 3amemnienroro C,-Cg-amkuia.

B HexoTOpBIX BapmaHTax ocymiecTBieHus kaxnas Q'y, Q', Q'; m Q" He3aBHCcHMO BbIOpaHa W3 MENTHIA,
a¢upa, nponmineHr Ko, ankmia, C;-Cy-ankuna, 3amenieHHoro C;-Cyp-ankuna, C,-Cy-akeHuIa, 3aMeleH-
HOoro C,-Cyp-anmkenuna, C,-Cyp-ankununa, 3amenieHHoro C,-C,p-ankunamia, C;-Cyy-ankokcu, 3amenieHHoro Ci-
Cyo-aJKOKCH, aMHHO, aMUI0, MUPPOIHUIINHA, 8-aMUHO-3,6-11OKCAOKTaHOBON KUCIOTH (ADO), CyKUMHUMUAMII-
4-(N-mMaengoMeTH ) IMKIIOreKcaH- 1 -kapOokemnaTa 1 6-aMHHOTEKCaHOBOW KHCIJIOTHI. B HEKOTOPBHIX BapHaHTax
ocyiecTBIeHUs Kaxaplii Ry, Ry, Ry u Ry HezaBucumo BeiOpan mu3 H, mernna, 3Tuia, mponuia, U30MpONmwia U
OyTria. B HEKOTOPBIX BapraHTax OCYIIECTBICHUS KaXIblid R, Ry, Ry 1 Ry BeIOpan n3 H 1 meTua.

HeorpannuunBaromye WIDTIOCTPATUBHBIE OCTOBBI H/HIIU JIMHKEPHI, COJEPIKAIINE OCTOBBI, 1 UX CHHTE3 OIIH-
canbl, HarrpuMep, B myonmkamuu PCT Ne WO 2013/033230, matente CIIA Ne 8106022 B2, my6mukanun CIIIA
Ne 2012/0157509 Al; matente CIIIA Ne 5994517; natenre CILIA Ne 7491805 B2; matente CILIA Ne 8313772
B2; Manoharan, M., Chapter 16, Antisense Drug Technology, Crooke, S.T., Marcel Dekker, Inc., 2001, 391-469.



034731

HO,

B-MO
|
bt

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHUS COSIMHEHNE UMEET CTPYKTYPY, I/Ie

B BbIGpaH u3 -O-, -S-, -N(RY)-, -Z-P(Z')(Z2")O-, -Z-P(Z') (Z")O-N,-X- u -Z-P(Z')(Z")O-Ny,-Y-;

MO npencraiser co00i MOIUPHUIMPOBAHHBIH OJUTOHYKICOTHI;

RY BiGpan u3 H, MeTHIIa, 9THIIA, TIPOIIHIIA, H30MPOIHIA, OYTHIA K GEH3HIIA;

Kaxaplil Z, Z' u 7" HezaBucumo BeIOpaH u3 O u S;

Kaxabplii N He3aBHCHMO BBIOpaH U3 MOAU(DHUIIMPOBAHHOTO MM HEMOIU(PHUIIMPOBAHHOTO HYKICO3U/Ia;

m paBHsieTcs oT 1 110 5;

X BeIOpan u3 pochoaudGupHOit cBsI3K U PocHOTHOATHOIH CBSI3M;

Y npenacraBuseT coboii hochoaudhUpHYIO CBI3b U

BOJIHHCTAS JIMHHUS 0003HAYACT CBA3b C OCTAIBHON YaCThIO TUHKEPA U JIUTAaHAOM(aMH).

B ompeneneHHbIX BapuaHTax OCyIIeCTBIEHUS X MPeACTaBIseT coboi hochoandhupHyIo CBS3b.

B omnpeneneHHBIX BapraHTaxX OCYIIECTBJICHHUS n paBHseTCs OT 1 10 5, 0T 1 mo 4, ot 1 mo 3 wm ot 1 10 2. B
OTIPENICIICHHBIX BapHAaHTaX OCYIICCTBICHUS N PaBHSCTCS 3.

B ompeneneHHBIX BapHaHTaX OCYMICCTBICHUS IO MCHBIICH Mepe OJUH JIMTAaH] MpeACTaBisieT cO00H yriie-
BO/I.

B ompeneneHHBIX BapHaHTaX OCYIICCTBICHHUS MO MCHBIICH Mepe OJUH JIUTaH/ BBIOpAaH U3 MaHHO3EI, TIIIO-
KO3BI, TaJaKTO3bl, PHO03bI, apaOUHO3bI, PPYKTO3bI, (YKO3HBI, KCHI03bI, D-ManHO3bI, L-MaHHO3BI, D-ranakro3ssl,
L-ranakro3sl, D-rmroko3sl, L-riroko3sl, D-pu6o3sr, L-pu6o3sr, D-apabunossl, L-apadunossr, D-¢pykro3sl, L-
¢pykTo3pl, D-dyko3er, L-dpykosb, D-kcmmosbl, L-kcminossl, anbda-D-manHOYpanoss, Oeta-D-
MaHHO(YpaHO3bl, anbda-D-mManHOMHMpaHOo3bl, OeTa-D-MaHHOMHMpPaHO3BI, aibda-D-rmokodypaHossl, OeTta-D-
rIroKo¢pypaHo3sl, anbda-D-rimokonupanossl, Oeta-D-rimokomupano3sl, anbda-D-ramakrtodypaHossl, Oera-D-
raimakToypaHo3sl, anbha-D-ramakronupaHo3sl, Oera-D-ramakronmpanossl, anbda-D-pubodypanossl, 6era-D-
pubodypanossl, anbha-D-pubonmpanossl, Oeta-D-pubonmpanossl, ambha-D-Pppykrodypanossl, ambdpa-D-
(hpyKTOTIMPaHO3HI, TITIOKO3aMHHA, TaJaKTO3aMIHA, CHAJIOBON KUCIOTHI, N-alleTHTaIaKTO3aMHUHA.

B ompeneneHHBIX BapuaHTaX OCYIIECTBICHHS II0 MEHBIICH Mepe OJWH IUTaHi BeIOpaH u3 N-
alleTWITAIAKTO3aMIHA, TallaKTO3bI, TajakTo3aMuHa, N-(opMHITraIakTo3aMuHa, N-TPONMHOHWITATAKTO3aMUHA,
N-n-OyranounranakTo3aMuHa 1 N-H300yTaHOWITATaKTO3aMHUHA.

B ompenmeneHHBIX BapWaHTaX ~OCYIMICCTBICHHS  KaXIbld JIMTAHJ  MpEIcTaBisieT coboit  N-
aIeTIITAIAaKTO3aMHH.

B OIPCACIICHHBIX BaprUaHTaX OCYHICCTBJICHUA COCAUHCHUC UMECT CTPYKTYPY
Mo

Xz

SR o o N
\ N I
HO\‘\,/T\\ WO NH H I H
AcHN <] \] X j
?H OH 0- el A
0, o 1—“ T
HOM— T \Vo"“’“‘/\T'NH \W,Avo\, N.. TA/\ g
AcHN o o j/ o
OH OH / o
k\\\, -0, o
Ho}ﬁ,/’,\\\,o.v,f\/m/"‘m H
AcHN o

rae Kaxaplii N He3aBUCHUMO MPEICTaBIIsIeT cO00H MOIU(PHUITMPOBAHHBIN WM HEMOIU(DUIIUPOBAHHBIN HYK-
JIeo3uT M m paBHAETCS OoT 1 10 5; kaxaslid X; 1 X, HE3aBUCUMO TMPEICTaBIsIeT co00i hochomudhupHyIo CBI3b
i pochoTroaTHyIO cBsI3b 1 MO npeacTaBiseT co00i MOAU(DHUITMPOBAHHBIN OJTUTOHYKIICOTHI.

B omnpeneneHHBIX BapHaHTaX OCYIIECTBICHHS COCTUHEHHE, NMPEICTABICHHOE B JAaHHOM JOKYMEHTE, CO-
JEPKHUT MOTUPHUIIMPOBAHHEIN HYKJICOTH] U COMPSDKCHHBIN (pparMeHT, re MOAUMUIIMPOBAHHBIA OJUTOHYKIICO-
tun umeet ctpykrypy CLCA; TTG, T,CAC,AC.TCC, (SEQ ID NO: 7), rae HwxkHuit unaekc "L" o0o3HauaeT
LNA wu wHykimeo3ugsl 0e3  MOCHEAYIOIIEro  HIDKHETO — WHAEKCAa  MPEACTAaBIAIOT  cobort  B-D-
JIC30KCUPUOOHYKICO3U/IbI, U KaKAast MEKHYKIICO3UIHAS CBSI3b MPEICTABISCT co00U (ochOTHOATHYIO MEKHYK-
JICO3UIHYIO CBAA3b, U TJIC COIPSDKCHHBIN ()parMeHT CBsi3aH C 3'-KOHIIOM MOAMMDUIMPOBAHHOTO OJMTOHYKIICOTHAA
U UMECT CTPYKTYPY
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OH (_OH ‘
~—~\—Q v 0 N,
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rae Kaxapiii N He3aBUCUMO TPEICTaBIIsIeT cO00H MOIUPHUITMPOBAHHBIN WM HEMOIU(DUIIUPOBAHHBIN HYK-
JIE03UT U m paBHAETCS OT 1 10 5; kaxknerd X; 1 X, HE3aBUCUMO TMPEACTABISAIOT c000H (hochoandpupHyIo CBsI3b
wi pochoTroatHyo cBsi3b 1 MO mpecTaBiseT co00i MOAU(DUITUPOBAHHBIA OTUTOHYKICOTH]I.

B ompenencHHBIX BapHaHTaX OCYIIECTBICHHS IO MCHBIICH Mepe oAuH U3 X; u X, MpeACTaBiIsieT co0oi
dhochoamrdpupHyro CBA3b. B ompenereHHBIX BapHaHTaX OCYMICCTBICHUS KX U3 X; U X, MPEICTABISLCT CO-
6ot pochommbupHyro cBsI3b. B ompenencHHBIX BapHaHTaX OCYIIECTBICHHUS M paBHseTcs 1. B ompeneneHHBIX
BapHaHTaxX OCYILIECTBICHUS m paBHsAeTCs 2, 3, 4 unu 5.

B onpeneneHHsIX BapuaHTax ocymiecTBiaeHus Ny, npeacrasnseT coboit N',N", rae kaxasiit N' HezaBuCHMO
npencTaBisieT coboit MoaudUIMPOBAHHBIN MM HEMOAU(DUIIMPOBAHHBIN HYKIICO3UI U p paBHseTcs oT 0 1o 4; u
N" mpezacraBiseT co00i HYKICO3HUI, coAep alnuii HeMOAUPUITMPOBAHHBINA caxapHbIi (parMeHt. B ompeneneH-
HBIX BapHaHTaX oCyIiecTBIeHUs p paBHsercs 0. B onpeneneHHbIX BapuaHTax OCYIIECTBICHHS p paBHseTCH 1, 2,
3 nnn 4.

B ompeneneHHBIX BapuaHTaX OCYMIECTBJICHUS KaXKIAbIH N' cOMEepKUT HEMOIU(DUIIMPOBAHHBIN CaXapHBIH
(parmeHT. B omnpeseneHHBIX BapHaHTaX OCYIIECTBICHUS KaXKIbIi HeMOIU(MUIIMPOBAHHBIA CaXapHBIH (pparMeHT
HE3aBUCHMO TIPEICTaBIACT co00i B-D-pubo3y mmu -D-nezokcupntosy.

B ompeneneHHpIx BapuaHTax ocyuiecTBieHUs N" COJICpKUT MypUHOBOEC HYKICOTHUIHOE OCHOBaHHWE. B om-
PEACTICHHBIX BapUaHTaX ocymlecTBIeHUs N" CONEpKUT MUPUMHIUHOBOEC HYKICOTHUIHOEC OCHOBaHUe. B omperne-
JICHHBIX BapUAHTaX OCYIICCTBJICHUS IO MEHBIICH mMepe oauH N' COMEpKUT MyPUHOBOE HYKICOTHIHOE OCHOBA-
HHUE. B ompeneneHHbIX BapraHTaX OCYIIECTBICHUS KaXI0¢ MyPUHOBOEC HYKIICOTUIHOC OCHOBAHHE HE3aBUCHMO
BBIODAaHO W3 aJ[CHWHA, TYaHWHA, TUTIOKCAHTHHA, KCAHTHHA, W 7-MCTWITYaHWHA. B oOmpeneieHHBIX BapHaHTaX
ocymectBieHnst N" npencrasisier codoit -D-nezokcupuboaneHosun win -D-ne3okcupudoryanosun. B omnpe-
JICIICHHBIX BapHaHTaX OCYIIECTBICHUS MO MEHbIIeH Mepe oauH N' COIepKUT MUPUMHUAUHOBOS HYKICOTHIHOEC
OCHOBaHHE. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS KakJ0e MUPUMHUINHOBOE HYKICOTHIHOE OCHOBAHUE
HE3aBUCHMO BBHIOPAHO M3 WTO3MHA, S-METWIIIUTO3WHA, THMHHA, Ypalliia u 5,6-TUruapoyparuia.

B n1r060M 13 BapraHTOB OCYIIECTBIICHUS, ONMMCAHHBIX B JAHHOM JOKYMEHTE, CaXapHbIi (hparMeHT KaxI0To
N HezaBucumo BbeIOpaH 3 [-D-pu6ossl, B-D-nezokcupn6ossl, 2'-O-merokcucaxapa, 2'-O-METHIIOBOTO caxapa,
2'-bropcaxapa ¥ OMIMKIMIECKOTO caxapHOro ¢parMeHTa. B ompeneseHHbIX BapHaHTaX OCYIIECTBICHUS Ka-
JIBIA OUITUKITMIECKUI caxapHbId (pparMeHT He3aBUCHUMO BBIOpaH u3 cEt-caxaproro ¢gparmenta, LNA-caxapHOTro
¢dparmenta u ENA-caxapHoro ¢parmenTa. B onpeneneHHbIX BapuaHTax ocymiecTBieHus cEt-caxapHpiM (par-
MeHTOM siBisiercs S-cEt-caxaphbiii gparmenT. B ompeneneHHBIX BapuaHTax ocymiecTBieHus cEt-caxapHbiM
(dparmenrom siBisietcst R-cEt-caxapHeiil pparmMeHT. B mo00M BapuaHTe OCYIICCTBICHHS, OMCAHHOM B JaHHOM
JOKYMEHTE, CaXxapHbBIH (parMeHT Kaxaoro N MOXKeT He3aBHCHMO ObITH BBHIOpaHHBIM U3 [-D-pubossi, B-D-
Je30kcupr0036l 1 2'-propcaxapa.

B manHOM NOKyMEHTE MpPECTABICHBI COCAMHCHU, COACpIKAIINe MOIUDUIIMPOBAHHBIA HYKICOTHUA U CO-
NPSUKEHHBIA  (parMeHT, e MOAUGHIMPOBAHHBIA OJTMIOHYKICOTHH HMeeT cTpykTypy Ap °CpAgV°CgM”
CrAETETGUSCsACSACSTCsCs (SEQ ID NO: 4), rae HykIIeo3uasl 6€3 MOCIeAYIONIEro HIDKHETO HHCK A TIPEI-
CTaBIAIOT c000# 3-D-1e30KCHPUOOHYKICO3UABI, HYKJICO3HU I C TIOCICAYIONIMM HIDKHUM HHACKCOM.

"E" npexacraBisror co6oit 2'-MOE-HYKIIC03u1bI, HYKICO3UABI C MOCICAYIONINM HIKHUM HHIEKCOM "S"
TIPENCTABISIOT cO00M S-CEt-HYKIeo3uIbl, N Kaxaas MeXHYKIICO3UHAs CBsI3b NpeacTaBisier coboit GpochoTro-
aTHYI0O MEXHYKJICO3UTHYIO CBsI3b; W TAC COMPSIKEHHBIM ()parMeHT CBs3aH C 3'-KOHIIOM MOIU(UIIMPOBAHHOTO
OJIUTOHYKJICOTHIA H UMEET CTPYKTYPY

rae X mpexacrasnsier coboi docdoamddupHyo cBa3b; m paBusercs 1; N mpencrasnser coboit B-D-
ne30KcuprboaeHo3uH; Y mpeactaBisieT coboit pochoam pupryro cBsa3p 1 MO mpencraBiseT coboit Moaudu-

-8 -
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[IUPOBAHHBIA OJTUTOHYKICOTH]I.

B nmanHOM NOKyMEHTE MpPECTABICHBI COCAMHCHUS, COACPIKAIINe MOIUDUIMPOBAHHBIA HYKICOTUA U CO-
MIPSDKCHHBIN  parMeHT, Thae MoaudummupoBaHHBIN oymronykiaeotun umeeT cTpykTtypy CrCA TTG T CA-
CLACLTC.Cy (SEQ ID NO: 7), tne amwkuuii maIeke "L" o6o3HauaeT LNA u Hykeo3uabl 0€3 MOoCIeayIomero
HIDKHETO WHJIEKCA MPEICTaBISAIOT co00i B-D-1e30KCHpHOOHYKIICO3UIBI, W KaXKIas MEKHYKICO3HIHAS CBSI3b
TpencTaBisieT cooor HochOoTHOATHYI0O MEKHYKICO3HIHYIO CBS3b, U TJI€ CONPSDKEHHBIM (PparMeHT cBs3aH C 3'-
KOHIIOM MOJU(HUIUPOBAHHOTO OJUTOHYKJICOTHAA K UMEET CTPYKTYPY

Mo

roe X mpezactaBisieTr coboit pochommddupHyo cBa3b; m paBHsercs 1; N mpencraBiser coboit B-D-
ne30kcrpr0oaneHo3nH; Y npeacTasisieT codoit ¢pochoamapuphyro cesa3b 1 MO npencrasisier codoi Monudu-
[IUPOBAHHBIA OJUTOHYKIICOTHA. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIICHUsS Bce Cp-HYKIICO3HUIBI MPEICTABISIOT
coboit MeCL-HyKHeoanI, rne BepxHui uHIeKe "Me" 0003HavaeT 5S-METWIIUTO3HH.

B nmanHOM MOKYMEHTE TPEICTAaBJICHBI CIIOCOOBI WHTHOMPOBAHMS aKTHBHOCTH MiR-122 B kieTke, BKIIO-
YaroIne MPUBEICHNE KICTKH B KOHTAKT C JIOOBIM COCIMHEHHEM, NPEICTAaBICHHBIM B JAaHHOM IOKyMeHTe. B
OTIpeNIeIeHHBIX BApHAaHTaX OCYIIESCTBICHHUS KIeTKa HAXOIUTCS B YCIOBHX in vivo. B ompeneneHHbIX BapraHTax
OCYIIIECTBIICHUS KJIETKa HAXOIUTCS B YCIOBHSX in Vitro.

B manHOM mokyMeHTe mpemnycMoTpeHbl criocoOb! BBeaeHus HCV-unpuImpoBaHHOMY CyOBEKTY JIFOO0TO U3
COCJIMHCHUH, MPECTABICHHBIX B JAHHOM JOKYMEHTE. B OmpeeseHHBIX BapHaHTaX OCYIICCTBICHUS BBEICHHC
cHrpKaeT cumnroMbl nHpeku HCV. B onpeneneHHBIX BapuaHTaX OCYIIECTBICHHS BBEICHUE MPEIyNPEKIACT
BoccTaHoBieHue B ceiBopoTke PHK HCV. B onpeneneHHBIX BapHaHTax OCYIIECTBIECHUS! BBEIEHUE OTCPOUYUBAET
BoccTaHoBieHue B ceiBopoTke PHK HCV. B onpeneneHHBIX BapHaHTax OCYLIECTBICHHS CyOBEKT, MMEIOIIUH
uadekuo HCV, BeIOpaH IS ICUeHUsT COCTUHCHUEM, MIPEICTaBICHHBIM B JaHHOM JIOKyMEHTe. B ompenerncH-
HBIX BapuaHTax ocymecTBieHus HCV-uHOUIMPOBaHHBI CYOBEKT WHQUIMPOBAH OJHUM WIH HECKOJbKHMHU
reHotuniamMmu HCV, BeIOpaHHBIMU U3 TEHOTHNA |, TeHOTHITA 2, TeHOTHTIA 3, TeHOTHUMA 4, TEHOTUIIA 5 U TeHOTHIIA
6. B ompenencHHBIX BapHaHTaxX OCYIIECTBICHHUS Iepe] BBEICHHEM COCIUHCHHS, MPEICTaBICHHOTO B TaHHOM
JIOKyMEHTe, CyOBeKTa OIpenessiin Kak MHOUIIMPOBAHHOTO OJHHM WM HecKOoNbKknMH reHotunamu HCV, BbI-
OpaHHBIMM M3 TeHOTHUIA |, TeHOTHNA 2, TeHoTHIa 3, TeHOTUNa 4, TeHOTHIIAa 5 U TeHoTuna 6. B omnpeaeneHHBIX
BapuaHTax ocymectsiaeHus: reHotunn HCV BvIOpaH u3 reHoTuna la, reHotuna 1b, reHotumna 2a, reHorumna 2b,
rerotuna 2c¢, regotumna 2d, resorumna 3a, renotumna 3b, renotuna 3¢, renoruna 3d, renoruna 3e, reHorumna 3f,
redoTumna 4a, reHotumna 4b, renoruna 4c, reoruna 4d, renorumna 4e, reHoruna 4f, renoruna 4g, rerotumna 4h,
reHoTumna 4i, reHoTumna 4j, reHOTHIa 5a 1 TeHoTUIa 6a. B ompeneeHHBIX BapUaHTaX OCYIICCTBICHUS [CHOTHIT
HCYV BbiOpan n3 reHoTrmna la, 1b u 2.

JIro60it 3 crocoOOB, MPENCTABICHHBIX B JaHHOM JOKYMCHTE, MOXCET BKJIFOYATh BBEACHUC IO MCHBIICH
Mepe OJJHOTO JOMOJHHUTEILHOTO TEPANleBTUIECKOTO CPEICTBA. B OmpeieIcHHBIX BapHaHTaX OCYIICCTBICHUS 110
MEHBIICH Mepe OJTHO TEPaNCBTHYCCKOE CPEACTBO BRIOPAHO U3 MHTHOUTOPA MPOTEa3bl, HHTHOUTOPA MOTUMEPasbl,
uHTHONTOpa Kodakropa, maHrHONTOpa PHK-momimepassl, nHTHONTOpa CTPYKTypHOTO OenKa, MHTHOUTOpa He-
CTPYKTYpHOTO Oenika, MHTHOUTOpa MUKIO(PIINHA, UHTHOUTOpa BXoJa, aroHucta TLR7 u uaTepdepona. B ompe-
JISIICHHBIX BapHaHTaX OCYIICCTBICHUS IO MEHBIICH Mepe OJHO TEPAIeBTUYECKOE CPEICTBO BBIOPAHO W3 MHTH-
outopa mpoteassl, nHrHOUTOpa NSSA, marnoutopa NS3/4A, HykieozumHoro uHrnONTOpa NS5B, HYKICOTH -
Horo mHrHOuTOpa NS5B, HEeHyKIIeo3uaHOTO HHTHONTOpPa NS5B, narnouropa nukinodminHa u uaTepdepona. B
OTIpPENICIICHHBIX BapHaHTaX OCYIICCTBICHHUS IO MCHBINCH Mepe OJHO TEPaleBTHUYECKOE CPEACTBO BHIOpPAHO U3
uHTepdepona anvda-2a, narepdepona anpda-2b, unrepdepona anbpakon-1, neruHrepdepona anbda-2b, rme-
ruHTepdepoHa anbda-2a, uHTephepoHa anbha-2b AIUTENTEHOr0 BBEICBOOOXIEHMS, HHTEpdEpoHa IIMOaa, co-
(hocOyBupa, pubaBUpHHA, TeIANpPEeBHUpa, OOLETPEBUpPa, BAHUIIPEBHUPA, aCYHANIPEBUPA, PUTOHABHPA, CETPOOYBH-
pa, JaKiaTacBHpa, CUMCIPEBUPA, aTHCIOPUBUPA, MEepHIUTAOWHA, TeroOyBHpa, NaHOTPEBUPA, COBAIPEBUpPA U
HeIleTIpeBupa. B onpeneneHHbIX BapuaHTaX OCYIIECTBICHHUS IO MEHBIICH MEpe OJHO TEPANICBTHICCKOE CPEICT-
BO BRIOpaHO U3 HHTep(depoHa, pudaBUpPUHA U TEIANPEBUPA.

B onpeneneHHbIX BapuaHTaxX OoCylIecTBIeHUS cyobekT nHpuuposan HCV-BapraHTOM, KOTOPBIN SIBIISIET-
Csl YCTOHYMBBIM IO MEHBIIEH Mepe K OJHOMY TepalleBTHIECKOMY CPEACTBY. B ompeneneHHbIX BapHaHTax OCy-
miecTBiIeHus cyobekT uHpuuupoBaH HCV-BaprnaHTOM, KOTOPEIA ABISETCS YCTOMYUBBIM K MPOTHBOBHPYCHOMY
CPEICTBY TPSMOTO JCHCTBHs. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHMs CyObekT uHuupoan HCV-
BapHaHTOM, KOTODPBIA SIBIISIETCSI YCTOWYMBBIM TI0 MEHBIIEH Mepe K OJHOMY TEpareBTHUYECKOMY CPEICTBY, BBI-
OpaHHOMY M3 MHTHOMTOpa IpOTeas3bl, HHTMOMTOpA MONMMepasbl, HHruOuTOpa Kodakropa, naruouropa PHK-
MOJMMepa3bl, HHTHOUTOPA CTPYKTYPHOTO Oelika, MHTMOUTOpa HECTPYKTYPHOTO OClIKa M MHTHOUTOpPA ITUKIO(H-
nrHa. B ompeeneHHbIX BapuaHTaX OCYIIECTBICHUS cyObekT nHpuimpoan HCV-BapuaHTOM, KOTOPEIH SIBISCT-
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Csl YCTOMYMBBIM TI0 MEHBIIIEH Mepe K OTHOMY TepPalleBTHICCKOMY CPEJICTBY, BRIOPAaHHOMY M3 HHTHOUTOpPA TIPO-
Teasbl, nHruouTopa NSS5A, unruburopa NS3/4A, nykneozuanoro uarnontopa NS5B, HykieoTnaHOTO HHTHOHU-
topa NS5B, Henykireo3ugHoro uaruouropa NS5B n uaruburtopa nukinodunuHa. B onpeneneHHBIX BapuaHTaxX
ocymiecTBiieHUs1 cyOobekT nHpumpoBan HCV-papraHTOM, KOTOPEI SIBISIETCS YCTOWIUBBIM 110 MEHBIIIEH Mepe K
OJTHOMY TEPANEBTHYECKOMY CPEJICTBY, BHIOpaHHOMY U3 codocOyBUpa, puOaBUPHUHA, TEJIAIPEBUPA, OOLIETIPEBHUPA,
BaHUIIPEBHUPA, aCyHAIIPEBUPa, PUTOHABHPAa, CETPOOyBHUpa, JaKIaTACBHpa, CHMEIIPEBHPA, allCIIOPUBUPA, MEPH-
nuTabuHa, TerooyBupa, JTaHOMIPEBUPA, COBAIPEBUPA U HEIIETIPEBHPA.

B omnpenenennbix Bapuantax ocymectsieHuss HCV-uHGUIIUpOBaHHBINA CyOBEKT SBISETCS MAlMEHTOM, HE
JIAfOIIMM KJIIMHHYECKOTO OTBETA 10 MEHBIIEH Mepe Ha OJHO TEeparneBTHYECKOE CPEeNICTBO. B ompeneneHHBIX Ba-
puanTtax ocymectBicHus HCV-uHQUIMPOBaHHBIN CyOBEKT SBISACTCS MAIIMEHTOM, HE JAIONIMM KIHMHUYECKOTO
oTBeTa Ha WHTEpP(epoH. B ompeneneHHbIX BapuaHTax ocymiectBieHus HCV-uHQUIMPOBaHHBIN CYOBEKT SBIIS-
eTcsl MaleHTOM, He JaI0IIUM KIMHUYECKOT0 OTBETa Ha MPOTHBOBUPYCHOE CPEICTBO MPSIMOTO AEHCTBUSL.

JIroOoii u3 cnocoOoB, MPE/ICTABICHHBIX B JAHHOM JIOKYMEHTE, MOXKET BKJIIOUaTh OTOOp cyObeKTa, MMelo-
mero ypoenb PHK HCV Gonbimmii, uem 350000 kormit Ha MIITHIIMTpP CHIBOPOTKU. B ompeneneHHbIX BapHaH-
Tax ocymecTBiaeHus cyorekT umeeT ypoerb PHK HCV ot 350000 mo 3500000 xomuii Ha MHJUTHITUTD CHIBO-
pOTKH. B ompeneneHHBIX BapuaHTax OCyIIeCTBICHMs cyObekT uMmeeT ypoBeHb PHK HCV Gomee wem 3500000
KOTIMH Ha MUJUTHITUTP CHIBOPOTKH.

B onpenenmennsix BapmaHTax ocymiectBieHus HCV-undumumpoBanubii  cyobekt wumeer HCV-
accoIMMpoBaHHOE 3a0oseBanne. B onpenenenHsx BapuanTax ocymiectieans HCV-accommupoBanHoe 3aboie-
BaHUE MPEJICTaBISET COOOU UPPo3, GUOPO3 MEUCHH, CTEATOTENATHT, (THIIEP)CTEaTO3 MITH TeNaTONEIUTIONIAPHYO
KapIIMHOMY.

B omnpenenennsix Bapuantax ocymectBieHusS HCV-uHQUIMpOBaHHBINH CYOBEKT MMEET OJHO WM He-
CKOJIbKO 3a0oieBaHUi, koTopsle He sBisitorcss HCV-acconmmpoBaHHBIME 3a00JIcBaHUSIMHA. B OnpesieIeHHBIX
BapuaHTax ocymectBieHus HCV-uHbUIMpOoBaHHBINA CYOBEKT HHPHUIMPOBAH OJHUM MM HECKOJIBKUMH BUpPYyCa-
My, ommaHeiME 0T HCV. B onpenenennsix Bapuantax ocymectiernss HCV-unpunrpoBaHHbIi cyObeKT HH-
(urmpoBan BUpycoMm nMMyHoeduiuTa denoseka (HIV). B onpeneneHHbIx BapraHTaxX OCYIIECTBICHHUS CITOCO-
Ob1, IpeICTaBIICHHBIE B TAHHOM JOKYMEHTE, BKIIFOYAIOT BBECHHUE JOMOIHUTEIFHOTO TEPATIEBTHYECKOTO CPEICT-
Ba, MPEJICTABIISIONIETO COO0H MPOTUBOBUPYCHOE CPENCTBO, MpUMeHseMoe B yiedeHun uHekuun HIV. B onpe-
JICICHHBIX BapUaHTaX OCYIIECTBICHHS JOIOIHHUTEIFHOE TEPAIeBTHUECKOE CPEACTBO IPEACTaBiIsIeT coboil He-
HYKJICO3HIHbIE HHTHOUTOPHI 00paTHOH TpaHckpurtasbl (NNRTI). B onpeneneHHBIX BapraHTax OCYIIECTBICHUS
JOTIOTHUTEIPHOE TEPANeBTHUECKOE CPEACTBO MPEICTABISACT COOOW HYKIICO3WOHBIE WHTHOMTOPHI 0OpaTHON
tpanckpunra3el (NRTI). B onpenencHHBIX BapHaHTaX OCYIICCTBICHUS JOIOJHUTCIHHOE TEPANEBTHYCCKOE
CPE/CTBO TpeNCTaBisIeT co00l MHIMOUTOP MpoTeasbl. B onpeneneHHbIX BapHaHTax OCYIIECTBIICHUS JIOTOJIHHU-
TENIBHOE TEPANCBTUYECKOE CPEJCTBO MPECTaBIsIeT cO00H MHIMONTOP BXOJa WM MHIMOUTOpP CIUsiHUS. B ompe-
JICTICHHBIX BapHaHTaX OCYLIECTBIICHHS JOTIOJHUTEILHOE TEPAeBTHUECKOE CPEICTBO MPECTaBIsET COO0I MHIH-
OuTtop mMHTErpassl. B ompeneneHHBIX BapHaHTaX OCYLIECTBJICHHS JOIOJIHHUTEIHFHOE TEPAEBTUUECKOE CPEJICTBO
npeJcTaBisieT co0oi BEIOpaHHOE M3 3(DaBUPEH3a, ITpAaBUPUHA, HEBUPAINIUHA, a0aKaBHpa, SMUTpAIUTAONHA, Te-
HO(yBHUpa, TaMUBYIMHA, 3UAOBYINHA, aTa3aHAaBHpPA, JapyHABUpPa, (ocaMIpeHaBUpa, pUTOHABUPA, SHOYBUPTH-
Jla, MapaBUpOKa M pajITerpaBupa.

JIr060i1 U3 croco0oB, MpeICTaBICHHBIX B JAHHOM JTOKYMEHTE, MOXKET BKIIFOUATh BBEJCHUE O3Bl COCIITHE-
HUs, [ocTaTouHoi s cHwkenns yposas PHK HCV. B onpeneneHHBIX BapuaHTaxX OCYIIESCTBICHUS BBEIECHHAS
no3a coenuHeHus cHkaeT yposeHb PHK HCV umke 40 xonwmii Ha MJT CHIBOPOTKH. B ompeneneHHbIX BapuaHTax
OCYILICCTBIICHUSI BBEJICHHAS JI03a COCTUHEHUS JTOCTUTAET 0 MeHbIei Mepe 2-log camkenus yposas PHK HCV.
B onpenencHHBIX BapHaHTaX OCYIICCTBICHUS BBEICHUC COCIUHCHUS, MPEICTABICHHOTO B TAHHOM JIOKYMEHTE,
JIOCTUTACT YCTOHYUBOTO BUPYCOJOTHYSCKOTO OTBETAa. B OmMpe/eneHHBIX BapHaHTaX OCYIIECTBIICHUS BBEICHHAS
J103a COEIMHEHHUS SBJIAETCS JOCTATOYHOM Juist JoctrkeHus: cHikeHus: yposHs PHK HCV no menbiueit mepe B
0,5 pa3a, mo menbmeit mepe B 1,0 pa3, mo MeHsieil Mepe B 1,5 pasa, mo MmeHsiieil Mepe B 2,0 pa3a umm mno
MeHbIIeH Mepe B 2,5 pasa. B onpenenennsix BapuanTax ocymectsieHus cHmxenue yposas PHK HCV noctura-
eTcs uepe3 JIBe HEeACNH, TP HEAEH, YeThIpe HeACHH, MATh HeJleNb WM [IeCTh HeAeb IOCHe EPBOTO BBEACHUS
coequHEHNs. B ompeneeHHpIX BApHaHTaX OCYIIECTBIICHHU COSIMHEHNE, TPEICTABICHHOE B JAHHOM JJOKYMEHTE,
BBOJIAT OJIMH Pa3 B HEJENI0, OJMH pa3 B JIBE HENENH, OAWH pa3 B TPH HEAETH, OJUH Pa3 B YETHIPE HEACTH WIIN
OIIMH pa3 B MecAll. B ompeneneHHbIX BapuaHTaX OCYIIECTBICHHUS COCOMHEHHUE, MIPEICTaBICHHOE B JTaHHOM [0-
KyMEHTE, BBOJST OAWH pa3 B IBa MECSIa WM OJUH pa3 B TPHU Mecsma. B HEKOTOPEIX BapuaHTaX OCYIIECTBICHUS
COEIIHEHHE, PECTaBICHHOE B JAHHOM JOKYMEHTE, BBOAAT OJUH pa3 B YEThIpE HEJCIH.

B ompenencHHBIX BapraHTaX OCYIICCTBIICHUS 1032 COCMHEHUS, KOTOPOE BBOJAT, MCHEE YeM WIIM PaBHA 5
MI/KT B HEJCIIO, MCHEE YeM WJIM paBHA 5 MI/KT, MCHEe 4eM WU paBHa 4,5 MI/Kr, MeHee 4yeM wid paBHa 4,0
MTI/KT, MCHEE YeM WM paBHA 3,5 MI/KT, MeHee YeM win paBHa 3,0 MI/KT, MEHEE YeM WIIH paBHA 2,5 MI/KT, MCHEe
yeM win paBHa 2,0 MI/Kr, MEHee 4eM WM paBHa 1,5 MI/Kkr mwim MeHee 4eM wim paBHa 1,0 mr/kr. B onpenenen-
HBIX BapUaHTax OCYIICCTBICHHS COCIMHCHHE BBOJIAT B J103¢ B JUana3oHe oT | 1o 5 Mr/kr, wim oT 1 10 4 MI/KT,
WX OT 2 10 5 MI/KT, Wi oT 2 110 4 MI/kr. B onpeneneHHbIX BapuaHTaX OCYIISCTBICHHS J103a COCMHCHUS, KO-
TOpOE BBOJAT, MEHEE YeM WM paBHa 10 Mr/Kr, MEeHee 4eM WM paBHa 7,5 MI/KT, MeHee ueM Wi paBHa 10 mMr/kr
B HEZEIIO0 WM MEHee YeM WJIU paBHA 7,5 MI/KT B HEZICIIO.
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B ompeneneHHbIX BapuaHTax OCYIIECTBJICHUS BBEJICHHUE COCIMHEHMS, IPEJICTABICHHOTO B JAHHOM JIOKY-
MEHTE, HOPMaJIM3YyeT YPOBHU (PEPMEHTOB ICUCHHM, I7ie ()epPMEHT INEUEHN HEeoOsA3aTeIbHO MPEICTaBIIET COOO0M
aJJaHMHAMUHOTpaHcepasy.

B mo6oM w3 BapHaHTOB OCYIIECTBICHMUS, IPEACTABICHHBIX B JaHHOM JTOKYMEHTE, COCITUHEHNE MTPUCYTCT-
BYeT B (hapMarieBTUIECKON KOMITO3HIINH.

B manHOM MOKyMEHTE TpeACTaBICHBI COCOMHEHUS I nmpuMeHeHus B jeuernn HCV-undummposanHoro
cyOBeKTa.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHUS CyOBEKTOM SBISICTCS YETIOBEK.

Kparkoe onucanue ¢puryp

®ur. 1A u 1B: AKTUBHOCTS in Vivo MOAN(HUIMPOBAHHBIX OJMIOHYKIeOoTHI0B anti-miR-122. (A) Havaino u
MPOJOJDKUTENFHOCT AeHCTBUS anti-miR-122 mocie oHOKpaTHOTO BBEICHMS COSITUHEHHS NPHU YKa3aHHBIX 10-
3ax. (B) Hepenpeccus ALDOA depe3 ceMb THEH Mmocie OMHOKPATHOW O3Bl coenHeHus anti-miR-122 npu yka-
3aHHBIX J103aX.

@ur. 2: CTpyKTypa conpsbkeHHOTo (hparMeHTa, coaeprkaiero Tpu auranaa GalNAc.

®wur. 3A, 3B u 3C: KoHblorupoBaHHBIE CTPYKTYPBI MOIUPHUITUPOBAHHBIX OJUTOHYKICOTH/IOB.

®@ur. 4A, 4B u 4C: AktuBHOCTSH in vivo GalNAC-KOHBIOTHPOBAHHBIX MOAM(DHUIIMPOBAHHBIX OJIUTOHYKJIIEO-
THOOB anti-miR-122.

®ur. 5A u 5B: AaTHCMBICIOBOE MHTHOMpOoBaHue miR-122 camxkaer Tutp HCV.

®ur. 6A u 6B: AktTuBHOCTS in vivo GalNAC-KOHBIOTUPOBAHHBIX MOAU(PHUITUPOBAHHBIX OJUTOHYKJICOTHIOB
anti-miR-122.

@ur. 7A u 7B: AxtuBHOCTS in vivo GalNAc-KOHBIOTHPOBAaHHBIX MOAU(PHUIIMPOBAHHBIX OJMTOHYKJICOTH/IOB
anti-miR-122.

@ur. 8A u 8B: AxtuBHOCTS in Vivo GalNAc-KOHBIOTHPOBAHHBIX MOAU(PHUIMPOBAHHBIX OJUTOHYKJICOTH/IOB
anti-miR-122.

@ur. 9A n 9B: dapMakoKMHETHKH coeAnHEeHNH anti-miR-122.

IMoapoOHoe onucanue

Ecmm He yka3zaHO WHOe, BCe TEXHHYECKHE M HAyYHBIE TCPMHUHBI, CIOIH30BAaHHBIE B JaHHOM JOKYMEHTE,
MMEIOT TO K€ 3HA4YeHHE, KaKoe OOBIYHO ITOHMMAET CIICIHAJIICT B JaHHOM 00JacTH, K KOTOPOH OTHOCHTCS Ha-
crosimee m3o0pererne. Ecny He mpUBOAATCS KOHKPETHBIC OTIPEIeNICHIsI, HOMEHKIAaTypa, UCIIONb3yeMast 10 OT-
HOIIIEHUIO K aHAJTMTHYECKONH XUMUHW, CHHTETHIECKOW OPTraHUIeCKOW XUMHUHM M METUITMHCKOW U (hapMarieBTHYIC-
CKOM XMMHUH U HX croco0aM W METOIUKaM, ONMCHIBAEMBIM B JTAHHOM JOKYMEHTE, XOPOIIO W3BECTHA M IIMPOKO
NPUMEHSIETCS B TaHHOW 00JIacTH TEXHUKH. B cirydae ecii B JaHHOM JIOKYMEHTE UMEIOTCSI HECKOJIBKO OIpeielte-
HHUH TEPMHUHOB, IIPEUMYIIECTBO UMEIOT TAKOBBIE U3 JAHHOTO pa3zena. [t XHMHUYecKOro CHHTE3a, XMMHUUECKOTO
aHaJIM3a, MOJYYEHUs], COCTABICHHS U JIOCTaBKH (hapManeBTHYECKUX IPENapaToB U JICYCHUS! CyObEKTOB MOXHO
NPUMEHSTH CTaHAAPTHBIE METOMUKY. Takue ompeesieHHbIe METOJIUKH M CIIOCOObI MOXKHO HAMTH, HalpuMep, B
"Carbohydrate Modifications in Antisense Research" nox penaknueit Sangvi n Cook, American Chemical Soci-
ety, Washington D.C., 1994; u B "Remington's Pharmaceutical Sciences," Mack Publishing Co., Easton, Pa., 18-
e m3nanue, 1990 r.; ¥ KoTopbie BKIIOYSHBI B TAHHBIH JOKYMEHT TIPH TIOMOIIN CCHUIKH JJIS JIIOOBIX Tieneid. B m1o-
MyCTUMBIX CITydasX BCE MATEHTHI, 3asBKH Ha TATEHTHI, OITyOIMKOBAaHHBIE 3asBKH M ITyOJIHMKAIWH, MOCIEIOBA-
teapHOCTH 3 GENBANK, BeO-caliThl 1 Apyrue OMyOIMKOBaHHbBIE MaTepHaibl, HA KOTOPBIE CCHUIAIOTCS TI0 BCE-
My TOJTHOMY PacKpBITHIO B JaHHOM JIOKYMEHTE, €CIIA HE YKa3aHO MHOE, BKIIOUEHBI CCHUIKOH BO BCEM OOBEME.
Ecmu ccputka nemaercs Ha URL wnm apyroit mogoOHBIA UACHTH(OHUKATOP MU aJipec, TO MOHUMAIOT, YTO TaKHe
UICHTU(HUKATOPB MOTYT M3MEHSTHCS, M KOHKpETHasi HHPOpPMAIHs B HHTEPHETE MOXKET U3MEHSTHCS, HO ITyTeM
noucka B MlHTepHETE MOKHO HAMTH SKBHBaICHTHYIO MH(popMmanuio. CChIIKM HAa Hee CBHICTEILCTBYIOT O JIOC-
TYITHOCTH M MyOJIMYHOM paclnpoCTpaHEHHH TaKkoi nH(opManum.

[epen Tem, kak OyIyT pacKpBITH M OITMCAHBI HACTOSIINE KOMITO3HUIIMH U CIIOCOOBI, CJIEyeT IIOHUMATh, YTO
TEPMHHOJIOTHsI, UCTIOJIb30BaHHASI B JAHHOM JIOKYMEHTE, CIY)KUT TOJIBKO JUISl LIeJIeH ONMCaHWs! KOHKPETHBIX Ba-
PHAHTOB OCYILECTBICHHS M He TpeIHa3HaueHa ObITh orpaHuuuBaromeil. CileayeT OTMETHTh, YTO MCIOJIb30BaH-
HBIE B ONMCaHWH W IpHiIaraeMoii ¢popmyse uzo0pereHus GOpMBI €TUHCTBEHHOTO YHCIIA, BKIIOYAIOT CCHUIKM Ha
MHOYXECTBEHHOE YHCIIO, €CJIH M3 KOHTEKCTa SIBHO HE CIIeIyeT MHOE.

Onpenenenus

"Nuadexmus HCV" o3nagaeT nHGUIIMPOBaHNE OJTHAM WIIH HECKOJIBKUMH IeHOTHITaMU BUpyca remaruta C.

"HCV-undunmupoBaHHbii cyObeKT" O3HauaeT CyObeKTa, KOTOPBIH ObUT WHMWIIUPOBAH OIHUM WM He-
CKOJIBKUMH TeHoTHIIaMu Bupyca remnatura C. HCV-undunupoBaHHbIii CyObEeKT MOKET MPOSBIATH WIN HE TIPO-
BT cumnroMbl nHpeknnu HCV. HCV-unpuumpoBanHble CyObEKTH BKIIOYAIOT CyOBEKTHI, KOTOPEIE ObUIH
UHQUIHUPOBaHBI OJHUM MK HeckonbkuMu reHoTumaMu HCV, Ho PHK HCV B kpoBu cyOBekTa HHXKE 00HApY-
JKMBAaEMBIX YPOBHEH.

"HCV-accouunpoBaHHOe 3a00acBaHne" 03HAYaeT MATOJOTHUYCCKHUI TPOIIECC, OMMOCPEIOBAHHBIA HH(EKIIH-
eit HCV. HCV-accoununpoBanublie 3a00€BaHusI BKIIOYAIOT O€3 OrpaHudeHus Iuppo3, Gpudpo3 rneueHu, creaTo-
TEeNaTHUT Y TEeNaTOLEIUTIONIPHYIO KapIUHOMY.

"PHK HCV B xpoBu" o3magaer PHK Bupyca rematura C, mnpucyrcrBytomyio B kpoBu HCV-
MHQUIMPOBAHHOTO CyObekTa. "KpoBh" BKIIIOUALT MENBHYIO KPOBb U CHIBOPOTKY.
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"Boccranosnenue B ceiBopoTke PHK HCV" o3nauaer noseimenue yposas PHK HCV nocne npeasinyme-
ro nonmxkeHus yposus PHK HCV.

"Vposerb PHK HCV" o3nagaet konmaectso PHK HCV B nanHoM o6bmeme kpoBH cyObekTa. YpoBenb PHK
HCV wmoxet 6b1Th BeipaxeH kak ko PHK #Ha mwmmwmutp. "Yposers PHK HCV" Takxke MoXKHO Ha3BaTh "BU-
pycHas Harpy3ka HCV" wim "tarp PHK HCV".

"V CcTOWMUNBBIA BUPYCOJNIOTHUECKHN OTBET" 03HavyaeT HeoOHapyxuBaemyto PHK Bupyca remartuta C B kpo-
BU CyOBEKTa B KOHIIE TIOJTHOTO Kypca JICYeHHUS U [0 NCTEUSHNH JaNbHEHIINX MecTH MecsneB. B onmpeneneHHbIX
BapuanTtax ocymiectBienuss PHK HCV cuuraercs nHeobHapyxnBaeMoil pu Hike 40 KOMUi Ha MIJITHIIATP KPO-
BU.

"[larieHT, HE NArOIMUN KIMHHYECKOT'O OTBETA" O3HAYaeT CYOBECKTA, KOTOPBIA IMONYYMI JICYCHHE, HO HE
MPOSIBIISCT KIMHUYCCKU IPUEMIICMOTO YITYYIICHHS TPU3HAKOB MM CUMIITOMOB 3a00JICBaHUSI.

"[NaruieHT, He MArOIIUN KIMHUYECKOro oTBeTa Ha mHTepdepoH" o3Havaetr HCV-unpUIMpOBaHHOTO CYOB-
€KTa, MOJYYHBIICTO JICUYCHHEC HHTEPPEPOHOM, HO HE MPOSIBIAIONICTO KIMHUYCCKH MPUEMIIEMOTO CHUXCHUS
ypoBusi PHK HCV.

"TIpoTHBOBHUPYCHOE CPEACTBO MPSAMOTO ACUCTBHA" 03HA4aeT (papMaIeBTUIECKOE CPEICTBO, KOTOPOE HHTH-
oupyeT akTBHOCTH hepmerTa HCV.

"[TanueHT, HE MAIONINK KIMHUYECKOTO OTBETa Ha MPOTHBOBHUPYCHOE CPEICTBO MPSMOTO ACUCTBHA" 03HA-
gaer HCV-unpumpoBanHoro cy0beKTa, MOIYIHBIIETO JICUCHNE IIPOTHBOBUPYCHBIM CPEACTBOM IIPSIMOTO [eii-
CTBUSI, HO HE MPOSIBJIAIONIECTO KIIMHUYIECKH TipreMiiemoro cHkeHus yposHs PHK HCV. B onpeneneHHbIX Bapu-
aHTax OCYIIECTBJICHUS BUPYC 00J1afaeT BEIpaOOTAHHON YCTONYMBOCTHIO K IPOTHBOBUPYCHOMY CPEACTBY IIPSIMO-
ro IeHCTBHS.

"miR-122-accouuupoBanHoe cocTosiHUE" 03HAYaeT Jo0oe 3a00IeBaHUe, HAPYIICHUE WIIA COCTOSHHE, KO-
TOPOE MOXKHO JICUHTh, MPEAYNPEkKAaTh WIH 00Jierdath C TOMOIIbI0 MomyinupoBanus miR-122. miR-122-
accouMMpoBaHHOE 3a0o0JieBaHHME HE JOJDKHO  XapakTepu3oBaTbcs HM30BITKOM miR-122.  miR-122-
ACCOIMMPOBaHHBIC 3a00JICBaHMS BKIIOUYAIOT Oe3 orpanmueHus uHpekio HCV, MOBBIICHHBIH X0JIECTEPUH U
HapYIICHHS, CBI3aHHBIC C TICPEHACHIIICHIEM JKEJIC30M.

"Hapymienue, cBsi3aHHOE ¢ TepeHACHIEHUEM JKele30M" O3HadaeT Jto0oe 3a00jeBaHNe, HAPYIICHUE WIIH
COCTOSTHUE, XapaKTepu3yromeecss n30bITKOM Jkere3a B opranuszMe. "CyObekT" o3HadaeT 4elloBeKa WU KUBOT-
HOE, OTVIMYHOE OT YeJIOBEKa, BRIOpAaHHOE IS JICUCHIS MITH TePaTIHH.

"CyOBbeKT, HyKIaIOIUHCs B 3TOM" 03Ha4YaeT CyObeKTa, KOTOPBIA HACHTH(GUIIMPOBAH KaK HYXIAIOIIUHCS B
TepaIuy WIH JICICHNN.

"CyObeKT, NPEIIIOIIOKUTEIFHO UMEIOMNI" 03HaYaeT CyOBeKTa, Y KOTOPOro IMpPOSBISETCS OIWH WM He-
CKOJIbKO KIIMHUYECKUX UHIUKATOPOB 3a00JICBAHUS.

"BeeneHue" 03HavacT MpEeIOCTaBICHUE CYOBEKTY (DapMaleBTHYECKOTO CPEICTBA WIIM KOMITO3HUIIMU, U OHO
BKITIOYaeT 0e3 OrpaHUYCHUI BBEICHHE MEIUITMHCKUM PaOOTHHKOM M CAMOCTOSTEIEHOE BBEICHHC.

"[lapeHTepalibHOE BBEICHUE" 03HAYACT BBEACHUE MMOCPEACTBOM MHBEKIUHU Wi nHOY3un. [lapeHTrepanbHOoe
BBEJICHUC BKJIIOYAcT Oe3 OTpaHHYCHUI MOJKOXKHOC BBEJICHHE, BHYTPHBCHHOE BBEICHHE U BHYTPUMBIIICYHOC
BBEIICHUE.

"TToakosxHOE BBeIeHNE" O3HAYAET BBEICHNE HETIOCPEICTBEHHO IO KOXKY.

"BHyTpuBeHHOE BBeIcHHE" 03HAYACT BBEJICHIE B BEHY.

"BBOIUMBI COMMYTCTBYIOIAM 00pa3oM" OTHOCHUTCS K COBMECTHOMY BBEIEHHUIO NIBYX WM HECKOJIBKHX
CPENCTB CYOBEKTY JIOOBIM CTIOCOOOM, IMPU KOTOPOM Y CYOBEKTa MPUCYTCTBYIOT GapMakojIorudeckue 3G HeKTh
Kaxoro cpenctra. [Ipu comyTCTBYIOIIEM BBEICHUU HE TpeOyeTcs, 4ToObI 00a CpeCTBa BBOIMIN B OJTHOH (ap-
MAIICBTUICCKON KOMITO3HIIMY, B OJHOM M TOW K€ JICKApCTBCHHOW (POpME WM HCIONB3YS OJMH U TOT XK€ MYTh
BBesieHHs. He Tpedyercst, uToOb1 3dpdexTs 000MX cpeacTB MPUCYTCTBOBAIM B OJHO U TO ke BpeMs. Tpedyercs
TOJIBKO, YTOOBI APPEKTHI EPEKPHIBAIKCH B TCUCHUE OMPEICICHHOTO epUOJIa BpEMEHH, U HE TpeOyeTcs, 4TOOBI
OHU OBLITH OJMHAKOBOTO TPOTSHKCHHS BO BPEMCHHU.

"I[IpoAOIHKUTETBHOCTE" O3HAYACT MEPHOJ BPEMEHH, B TEYCHUE KOTOPOTO MPOJOIHKACTCS aKTHBHOCTH WU
coOpITHE. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHUS IPOIOIDKUTEIHHOCTD JICUCHUS IMPEICTABISAET COOOMH
MepUOJ BPEMEHH, B TEYCHHE KOTOPOTO BBOMAT O3Bl (papMaIleBTHIECKOTO CPEICTBA WM (hapMaIreBTHUECKON
KOMITO3HUITHH.

"Tepanusa" o3HadaeT criocob JeueHus 3a0oneBanus. B onpeneneHHBIX BapuaHTaX OCYIIECTBICHUS TepaIus
BKITIO9aeT 0e3 OrpaHHYeHUN XHMHUOTEPAIINIO, PaAHOTEPAIINIO WK BBeICHUE (papMarieBTHIECKOTO CPEACTBA.

"Jleyenne" o3HauaeT MPUMEHEHHE OJHOMN WM HECKOJIBKUX KOHKPETHBIX MPOICIYp, MPUMEHIEMBIX IS U3-
neueHus Wik o0JerdeHus 3a0oyeBanus. B onpeneeHHBIX BapHaHTaX OCYIICCTBICHUS KOHKPETHAS MPOLEAYypa
MPEeJICTaBIsIET COOOM BBEJACHUE OJHOTO WIIH HECKOJIBKUX (hapMaIleBTUICCKUX CPEIICTB.

"O6neryenue" 03HAYACT YMCHBIICHHE TSDKECTH IO MEHBIICH Mepe OJTHOTO MHIUKATOPA COCTOSHUS WIIH 3a-
OoneBaHus. B ompenencHHBIX BapUaHTaX OCYIICCTBIICHUS OOJCTYCHUE BKIFOYACT OTCPOYKY WIIM 3aMEIICHUE
MPOTPECCUPOBAHUS OJHOTO MJIH HECKOJIBKUX WHAUKATOPOB COCTOSIHUS WM 3a001eBaHus. TsKECTh HHIUKATOPOB
MOJKET OIPEEIATHCS C MOMOIIBI0 CYOBEKTUBHBIX MM OOBEKTUBHBIX MEp, U3BECTHBIX CIICIHANIICTAM B JTaHHOU
obmacru.

"TloaBepKEeHHBIN PUCKY Pa3BUTHA" 03HAYAET CTATYyC, IPH KOTOPOM CYOBEKT MPENPACIIONOKEH K PA3BUTHIO
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COCTOSIHMSI MM 3a0o0JieBaHU. B oIlpeneseHHbIX BapHaHTaX OCYLIECTBICHHS CYOBEKT, ITOJIBEPKEHHBIH PHUCKY
A3BUTHS COCTOSIHUS WJIM 3a00JICBaHUs, TIPOSIBIISICT OANH MM HECKOJIBKO CUMIITOMOB COCTOSIHHS WIIM 3a00JeBa-
0 , 0
HUS, HO HE TPOSBIIET JOCTATOYHOTO YUCIAa CHMIITOMOB, YTOOBI Y HETO MOYKHO OBIIIO JHATHOCTHPOBATH COCTOSI-
HHE WK 3a00JeBaHne. B ompeaencHHpIX BapHaHTaX OCYIIECTBICHUS CyObEKT, TOIBEPKEHHBIN PUCKY Pa3BUTHS
COCTOSIHUS ¥UTH 3a00JIeBaHMA, POSIBISICT OJWH UM HECKOJIBKO CHMITOMOB COCTOSIHHS UM 3a00JIeBaHM, HO B
MEHBIICH CTeeHN, YeM TpeOyeTCsl [ AMarHOCTUPOBAHUS COCTOSHHS WK 3a00JIeBaHUS.

"TlpenynpenuTs Ha4aJI0 pa3BUTHA" O3HAYACT MPEIYNPEIUTh PA3BUTHE COCTOSHHS WM 3a00JIEBaHUS Y
Cy0OBeKTa, MOIBEPKEHHOTO PUCKY Pa3BUTHSA 3a00JICBaHHS MM COCTOSHUS. B ompeneneHHbIX BapHaHTaxX OCyIIe-
CTBJICHUS CyOBEKT, IOJBEP)KEHHBIH PUCKY Pa3BUTHs 3a00JICBaHUS WM COCTOSIHUS, MOJyYaeT JedeHue, momo0-
HOE JICYCHHIO, OIy4aeMOMY CyObEKTOM, Y KOTOPOTO YK€ €CTh 3a00JIeBaHNE HIIH COCTOSIHUE.

"OTcpounTh Havago pa3BUTHA" O3HAYAET OTCPOUMTH PA3BUTHE COCTOSHHUS MM 3a00JIEBaHUS y CYyOBEKTa,
MOZIBEP’KEHHOTO PUCKY pa3BUTHUS 3a00JICBaHUS WM COCTOSIHMS. B oIpeneneHHbIX BapHaHTaX OCYIIECTBICHHS
CyOBEKT, MMOJBEPKEHHBIH PUCKY Pa3BUTHs 3a00JIEBaHMs WM COCTOSHHMS, MOJydYaeT JiedeHue, Ioo0Hoe Jieue-
HHUIO, TT0JTy4aeMOMY CYOBEKTOM, Y KOTOPOTO YK€ €CTh 3a00JICBaHNE NI COCTOSTHHE.

"TepaneBTHUeCKOE CPEeACTBO" 03HAYAET (hapMaIEeBTHUECKOE CPEACTBO, MPUMEHIEMOE ISl U3JIeUeHUs, 00-
JIETYEHUS WU MPEIyTIPEeKICHNS 3a00IeBaHus.

"Jlo3a" oO3HaYaeT YCTAHOBJIEHHOE KOJMYECTBO (hapMaIEeBTHUECKOTO CPEICTBA, O0OECICUCHHOTO B OJHO-
KpaTHOM BBEACHWHU. B ompeneneHHbIX BapHaHTaxX OCYIIECTBICHHS 03y MOKHO BBOIUTH B JIBYX HWJIH Oonee 0o-
Jrocax, TabJeTkax Wi HHBEKIMAX. Hanpumep, B ompeneieHHbIX BapUaHTax OCYIIECTBICHH, Te HE00X0IUMO
MOJKOKHOE BBEACHHUE, U HEOOXOIUMOM 03Bl TpeOyeTcs 00beM, KOTOPHIM HEJIETKO MPEJOCTaBUTh HMOCPEICT-
BOM OJJHOKPATHOW MHBEKIMH. B Takux BapuaHTax OCYLIECTBIICHNS! MOKHO IIPUMEHSTH JIBE MM OOJiee HHBEKINH
JUISL TOCTHKEHUsT HeoOX0IMMOI 103bl. B omnpesieneHHBIX BapuaHTaxX OCYIIECTBIEHHS /103y MOXKHO BBOJIUTH B
JBYX WM 0OJIee MHBEKIHSIX JUIS TOTO, YTOOBI CBECTH K MHHUMYMY PEakl{IO B MECTE€ MHBEKIIMU y MHANBUAA. B
OIIpeJIeTICHHBIX BApPHAHTAX OCYIIECTBICHHS 103y BBOST IOCPEICTBOM MEUIEHHOH NH)Y3UH.

"Enunnna nosupoBaHus" o3HayaeT GopMy, B KOTOPOH HPEeaycMOTPEHO (apManeBTHIECKOe CpeacTBo. B
OTIpeNIeIEHHBIX BapHaHTaX OCYIICCTBICHUS eIWHHIA JO3UPOBAHMS IPEACTaBISIET co00il (prakoH, comepramuit
THO(GUIN3APOBAHHBIN ONUTOHYKJICOTHI. B ompeneneHHBIX BapuaHTaX OCYIIECTBIICHHUS €AWHUIA JTO3UPOBAHUS
MPENCTaBIsIET CO00H (ITaKOH, COEPIKAIINi MepepacTBOPEHHBIN OJIMTOHYKIICOTH].

"TepaneBTruecku 3((HEKTHBHOE KOJHUYECTBO" OTHOCHUTCS K KOJHMYECTBY (DapMareBTHIECKOTO CpECTBa,
o0ecTeunBaromeMy TePaneBTUIECKYIO TI0Ib3Y )KUBOTHOMY.

"®dapmareBTHUECKass KOMITO3UIMA" O3HAYaeT CMECh BEIIECTB, MOAXOMISIINX JJs BBEICHUS HHIWBHIY,
BKJTIOHAMONIYI0 (hapManeBTHYeckoe cpencTBo. Hanmpumep, dapmarieBTHuecKas KOMIIO3UIMS MOKET COJEPIKATh
CTEpPUIIbHBIN BOTHBIN pacTBOP.

"dapmMarieBTHUECKOE CPEICTBO" O3HAayaeT BEIEeCTBO, oOecreunBaroniee TepaneBTHUeCKUid dQQeKT mpu
BBCIICHUU CYOBEKTY.

"AKTUBHBIN (hapMaleBTHYCCKUA HHIPEAUCHT" O3HAYaeT BEIICCTBO B (PapMAICBTUYCCKON KOMITO3UIIHH,
obecrieunBaroniee HeoOX0UMBIH 3P DeKT.

"VayJimenHas GyHKIUSA opraHa’ o3Ha4aeT U3MEHEHHE (QYHKIIMU OpraHa B CTOPOHY HOPMAaJbHOTO JaUara-
30Ha 3HaYCHUH. B omnpeneneHHBIX BapraHTaX OCYIIECTBICHHS (PYHKITMIO OpTaHa ONpPEAeIIoT MyTeM H3MEpPEHHS

BHS MOJIEKYJ, OOHapy>XHBAa€MBIX B KPOBH WA MOY ‘bekTa. Hampumep, B OnpenereHHBIX BapHaHTax
0 orne 00Hay ae 0 oue cyOopekra. Ha e ompernene apuaHTa
OCYILECTBIICHHUS YIYUIICHHYIO (PYHKIHIO IEUEeHH U3MEPSIOT 110 YMEHBIIEHUIO YPOBHEH MMEYeHOYHON TpaHCaMHU-
Ha3bl B KPOBH. B omnpeneleHHBIX BapHaHTaX OCYIIECTBICHUS yIYUIICHHYIO (DYHKIMIO TIOYKH U3MEPSIOT 110 CHH-
JKCHHUIO OCTaTOYHOTO a30Ta MOYEBHHBI, CHIDKEHHUIO CTENICHN NPOTEHHYPHH, CHIKEHHUIO CTEIICHH allb,OyMHUHYPUHU

UTJA.

"ITpueminemsrii mpoduas Oe30macHOCTH" 03HA4YaeT KapTUHY MOOOYHBIX 3PQEKTOB, HAXOMIMIYIOCS B KITH-
HUYECKH IPHEMJIEMBIX TIpeJiesiax.

"TTo6ounsIit 3 dekT” 03HauaeT GPU3NOIOTUIECKUI OTBET, CBA3AHHBIN C JICYUCHHEM, OTJIMYHBIN OT HE00X0-
JTUMBIX 3¢ deKToB. B onpeneneHHbIX BapuaHTax OCyLIECTBICHHS TOO0UHBIE 3 (EKTHI BKIIOYAIOT Oe3 orpaHnye-
HHUH peakii B MECTe MHBEKIMH, aHOMAJINH (QYHKINOHAIBHBIX P00 MeYeHH, aHOMAaJINH MOYCYHOW (HYHKIMH,
TeTaTOTOKCHIHOCTh, He(POTOKCHIHOCTD, aHOMAJIMX [IEHTPAIILHONW HEPBHOM CHCTEMBI U BUABI MHonaTuu. Taxue
nmo6ouHble 3(H(HEKTH MOXHO OOHApYKUTh MPSAMO WM KOCBEHHO. Hampumep, MOBBIIICHHBIE YPOBHU aMH-
HOTpaHC(Eepas3bl B CHIBOPOTKE MOTYT YKa3bIBaTh Ha T€MAaTOTOKCUYHOCTH WM OTKJIOHEHHE OT HOPMBI (DYHKIIMU
neueHn. Hamprumep, MOBEIIEHHBIH YpOBEeHs OMIMPYyOHHA MOKET yKa3bIBaTh Ha T€MAaTOTOKCHYHOCTD MJIM aHOMa-
U0 QYHKITUY TICYEHH.

"Peakuus B MecTe HHBEKIMN" 03HaYaeT BOCIAJIEHUE WM aHOMaJIbHOE MOKPACHEHNE KON B MECTE HHBEK-
WY Y HHIWBH]IA.

"ITpuBep>keHHOCTh CyOBEKTa K JICUCHHIO" 03HA4YaeT COOJIO/ICHHE CyObEKTOM YKa3aHHWH B OTHOILCHUU pe-
KOMEH/IOBaHHOH MJIM Ha3HAUYCHHOW TEPaITUH.

"CrnenoBath mpeanucaHusaM'" 03HayaeT COONIOJICHHE CYyOBEKTOM yKa3aHWU B OTHONICHHU PEKOMCHIIOBAaH-
HOM Tepanuu.

"PexoMeHmOBaHHAS Tepanus" O3HAYAET JICUCHHE, PEKOMEHIOBAHHOE MEIUIIMHCKAM PaOOTHUKOM IS Jie-
YeHHUS, YITYqIICHUS TCUSHHS, OTCPOUKH WIIH IPEAYIPEKACHI 3a00ICBaHNUS.
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"miR-122" oznagaer mukpoPHK c¢ mykneotnanoii mocienoBatensHocthio UGGAGUGUGACAAUG-
GUGUUUG (SEQ ID NO: 1).

"miR-122 co cTpykrypoii Tuma "crebenb-neTis"" o3HadaeT npeamectseHHnka MUkpoPHK ¢ HykmeoTua-
HOWU MIOCTIEIOBATEIBHOCTHIO CCUUAGCAGAGCUGUGGAGUGUGACAAUGGUGUUUGUGU-
CUAAACUAUCAAACGCCAUUAUCA CACUAAAUAGCUACUGCUAGGC (SEQ ID NO: 2).

"Anti-miR" o03HaYaeT OJIMTOHYKICOTH]] ¢ HYKJICOTHIHON MOCIIEA0BATEIHLHOCTHIO0, KOMIUIEMEHTApHON MHK-
poPHK. B onpeneneHHbIX BapuaHTax OCyIIecTBIeHUs anti-miR mpezcraBiseT co6oit MoTubUITUPOBAHHBIA OJTH-
TOHYKJICOTHU/I.

"Anti-miR-122" 03HauaeT OJUTOHYKJIECOTH] C HYKJICOTHIHOH IIOCIEN0BATEIHHOCTIO, KOMIUIEMEHTAPHON
miR-122. B onpeneneHHBIX BapuaHTax OcyllecTBiIeHHs anti-miR-122 moiaHocThIO KOMILIEeMeHTapHa miR-122
(t.e. Ha 100% xommeMeHTapHa). B onpeneneHHBIX BapuaHTax ocyniecTBIeHHs anti-miR-122 o MeHbmel mepe
Ha 90%, no MmeHbmIel Mepe Ha 93%, no MeHblIel Mepe Ha 94%, mo MeHsbuel Mepe Ha 95 wmu Ha 100% xoM-
IUIeMeHTapHa. B onpeneneHHBIX BapuaHTax ocyluiecTBiIeHus anti-miR-122 mpencrasnser coboit Moaudumpo-
BaHHBIN OJIMTOHYKJICOTHU]I.

"IleneBast HyKJIeMHOBasI KHCIO0Ta" O3HAYAeT HYKIEHHOBYIO KHCIIOTY, C KOTOPOH MpeaHa3HAYeHO THOPHUIH-
3HPOBATH OJIUTOMEPHOE COCTUHEHHE.

"HanenuBanue" o3Ha4daeT mporecc pa3pabOTKHA W BBIOOpA HYKJICOTHIHOW TOCIENOBATEIIEHOCTH, KOTOPAs
OyneT ruOpuIN3NPOBATHCS C TEJIEBON HYKIEHHOBOW KHCIIOTOM.

"Hamenennprit Ha" 03HAYaeT UMEIOMIMKA HYKJICOTHIHYIO TOCIEA0BATEIHbHOCTh, KOTOpask OyJIeT MO3BOJISAThH
OCYIIECTBIIATh THOPUIU3AIMIO C LIEJICBOH HYKICMHOBOW KHUCIOTOM.

"Mopynsuns”" 03Ha4aeT OTKJIOHEHHE (YHKIIMHM, KOJIMYECTBA WIIM aKTUBHOCTH. B ompeneneHHBIX BapuaH-
Tax OCYIIECTBJICHUS MOJIYJSLMS O3HAUACT yBeINYeHHE (YHKIMH, KOJMUECTBA WM aKTUBHOCTH. B ompenenen-
HBIX BapHaHTaX OCYIIECTBICHHUS MOIYJISAIMS 03HAYACT YMEHBIIICHUE (DYHKITHH, KOJTUICCTBA WIH AKTUBHOCTH.

"Okcnpeccus" o3HavaeT o0kl (YHKIMU U ITarbl, 6Jaroapst KOTOPbIM KOJupyeMasi TeHOM HH(opManus
MpEeBPAIIAeTCs B CTPYKTYPbI, HPUCYTCTBYIOIINE U QYHKIIMOHUPYIOIIHE B KIIETKE.

"5'-KOHIIEBOH TIeJIeBOM CalT" 03HAYaeT HYKJICOTHIHOE OCHOBAHHUE IIEJIEBON HYKJIECHHOBOW KHCIIOTHI, KOM-
TUIEMEHTApHOE CaMOMYy KpaifHeMy ¢ 3'-KOHIIa HyKJICOTHIHOMY OCHOBAaHHIO KOHKPETHOTO OJIMTOHYKJICOTH/IA.

"3'-KOHIIEBOH TIeJIeBOI CalT" 03HAYaeT HYKJICOTHIHOE OCHOBAHHE IIEJIEBON HYKJICHHOBOW KHCIIOTHI, KOM-
TUIEMEHTApHOE CaMOMY KpaifHeMy ¢ 5'-KOHIIa HyKJICOTHIHOMY OCHOBAaHHIO KOHKPETHOTO OJIMTOHYKJICOTH/IA.

"OO6nacTh" 03HAYAET YACTh U3 CBA3AHHBIX HYKJICO3UJOB B HYKJIEHHOBOW KUCIIOTE. B ompenereHHbIX Bapu-
AHTaxX OCYIIECTBJICHHUS OJUTOHYKICOTHJ MMEET HYKICOTHAHYIO MOCIEIOBATEILHOCTh, KOMIUIEMEHTApPHYIO 00-
JIACTHU LIEJICBOI HYKJICUMHOBOW KUCIIOTHI. HamprmMep, B KOHKPETHBIX MOJOOHBIX BapUAHTaX OCYIICCTBICHHS OJIH-
TOHYKJIEOTH/I KOMIUIEMEHTapeH obnactu nocienoBarenbHocTH MUKpoPHK. B KOHKpeTHBIX TOZOOHBIX BapHaH-
TaX OCYIIECTBIICHUS OJMTOHYKIICOTH] MTOJTHOCTBIO KoMIIIeMeHTapeH obnactn MukpoPHK.

"CerMeHT" 03Ha4aeT MEHBIIYIO YaCTh WK cyO(pparMeHT obaacT.

"HykieoTnaHasi OCJIE0BATEILHOCTE" 03HAYACT TIOPSIOK CMEKHBIX HYKJICOTHIHBIX OCHOBAHUH B OJIUTO-
MEpPHOM COEIMHEHHU WM HYKJICMHOBOI KHCIIOTE, KaK IPaBHIo, IEPEUYNCICHHBIX B OpUeHTauu 5'-3', He3aBHUCH-
MO OT KaKoH-In00 MOaH(HUKAIIIH caxapoB, CBI3EH W/WIIH HYKJICOTHIHBIX OCHOBAHHM.

"CMeXHbIe HYKJICOTHIHbIC OCHOBAaHUA" O3HAYAIOT HYKJICOTHIHBIE OCHOBAaHHWS, HETIOCPEICTBEHHO TpPHJIC-
raromue IpyT K APYTy B HYKJIEHHOBOU KUCIIOTE.

"KoMImmeMeHTapHOCTh HYKJICOTHIHBIX OCHOBAaHWH" O3HAYaeT CIIOCOOHOCTH JBYX HYKJICOTHIHBIX OCHOBA-
HHUH K HEKOBAJICHTHOMY CTIAPUBAHUIO TIOCPEACTBOM 00pa30BaHMUS BOJOPOIHBIX CBS3EHl.

"KommiieMeHTapHBIH" 03HAYaEeT, YTO OJJHA HYKICHHOBAs KHCIOTa CIOCOOHA THOPUAN3UPOBATECS C APYTOM
HYKJIEHHOBOW KHCIJIOTOW WJIM OJIMTOHYKJICOTHIOM. B omnpeneneHHBIX BapraHTax OCYIIECTBICHUS "KOMIUIEMEH-
TapHBIA" OTHOCUTCS K OJIMTOHYKJICOTHTY, CIIOCOOHOMY TMOPHAM3NPOBATECS C IIEIEBOW HYKIEHHOBON KHCIIOTOM.

"IToHOCTBIO KOMIUIEMEHTApHBIA" O3HAyaeT, 4TO KaXKJ0€ HYKJICOTHIHOE OCHOBAHHE OJHMIOHYKJICOTHIA
CIIOCOOHO CIIapUBaThCSl ¢ HYKJICOTHUIHBIM OCHOBAaHHEM B KaXJIOM COOTBETCTBYIOIIEM IIOJIOKCHHUH B II€JIEBOH
HYKJIEHHOBOW KHCIIOTe. B oIlpeneneHHbIX BapHaHTaX OCYIIECTBIICHHUS OJIMTOHYKIJICOTH] ITOJHOCTBIO KOMILIE-
MmeHTapeH MUKpoPHK, T.e. kaXxmoe HyKJICOTHIHOE OCHOBAaHUE OJUTOHYKJICOTHIA KOMILIEMEHTAPHO HYKIJICOTH/I-
HOMY OCHOBAaHHIO B COOTBETCTBYIOIIEM TosioxkeHnH B MUKpOPHK. B omnpenenennpIx BapuaHTax oCylIeCTBICHUS
OJIUTOHYKJICOTH, T/I€ Ka)XI0€ HYKICOTHAHOEC OCHOBaHHME OOJIAaeT KOMIUIEMEHTAPHOCTBIO IO OTHOIICHHIO K
HYKJICOTHTHOMY OCHOBAHHIO B IpeieNnax obnactu nocienoBarerbHocT MUKpoPHK, monHOCTRIO KOMITITEMEHTa-
peH nocnenoBarenbHOCTH MUKpOPHK.

"IIporieHTHAs KOMIUIEMEHTAPHOCTh" O3HAYAET MPOICHTHYIO JIOJI0 HYKICOTHIHBIX OCHOBAHHWH OJMTOHYK-
JI€0THAa, KOMIUIEMEHTAPHBIX YacTH LEeJICBON HyKJICMHOBOM KHUCIIOTHI, IMEIOIEH TaKylo ke uInHY. [IporenTHyro
KOMIUICMCHTaPHOCTh BBIYHUCISIOT IyTEM ACJCHUS YHCIa HYKICOTHUIHBIX OCHOBAHUH OJIMTOHYKICOTHIA, KOM-
TUIEMEHTAPHBIX HYKJICOTHIHBIM OCHOBAaHHSM B COOTBETCTBYIOIIMX MOJOXCHUAX B IIEJICBON HYKJICHHOBOH KH-
cJloTe, Ha o0IIee YHCIIO HYKICOTHIHBIX OCHOBAaHHUH B OJIMTOHYKJICOTH/IE.

"IIpouieHTHAs UACHTHUYHOCTD' O3HAYAET YHUCIIO HYKJICOTUIHBIX OCHOBAHUN B NMEPBON HYKJIEMHOBON KHCIIO-
T, HJCHTUYHBIX HYKICOTHIHBIM OCHOBAaHHSM B COOTBETCTBYIOIIHMX IOJIOKECHHUSIX BO BTOPOI HYKJICHHOBOH KH-
CJIOTE, JIEJICHHOE Ha 00Ilee YHCI0 HYKJICOTHIHBIX OCHOBAaHWH B TIEPBOW HYKJIIEMHOBOW KHcioTe. B ompeneneH-
HBIX BapUaHTaX OCYIIECTBIICHHUS MepBas HyKJICHHOBas KUCIIOTa IpeacTaBiser coboit MukpoPHK, u Bropas Hyk-

nn
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JIEWHOBAasl KMCII0Ta npeacTasisier coooit MukpoPHK. B onpeneneHHBIX BapuaHTax OCYILECTBICHUS MepBasi HyK-
JIEWHOBAsI KMCJIOTa IPEJICTABISIeT cOOOH OJMTOHYKIICOTHI, M BTOPasi HyKJIEHHOBAsI KUCJIOTa MPECTaBIsET COO0H
OJTUTOHYKJICOTHI.

"Tubpuan3upoBaTh” 03HaYaET THOPUANBAIUIO KOMITIEMEHTAPHBIX HYKICHHOBBIX KHCIIOT, MMPOUCXOISIIYIO
B pe3yNbTaTe KOMIUIEMEHTAPHOCTH HYKJICOTHIHBIX OCHOBaHHH.

"HecoBnagenne" o3HavaeT, 9YTO HYKJICOTHIHOE OCHOBAHHE TIEPBON HYKJICHMHOBON KHCIOTHI HE CITOCOOHO
crapuBaThes 1Mo YOoTcOHy-KpHKy ¢ HyKI€OTHIHBIM OCHOBAHHEM B COOTBETCTBYIOIIEM ITOJIOKEHHH BTOPOH HYK-
JIEMHOBOM KHCJIOTHI.

"W neHTHYHBIN", IPUMEHUTENBHO K HYKJICOTUAHBIM MOCIEA0BATEILHOCTSM, 03HAYaeT UMEIOLIUHN TaKyIO Ke
HYKJICOTU/IHYIO TIOCJIE0BaTEIbHOCTh HE3aBUCHMO OT MOAM(UKALMI caxapoB, CBS3eH W/WIIM HYKICOTHUIHBIX
OCHOBaHHH M HE3aBUCHMO OT METHJIMPOBAHHOTO COCTOSHUS JIIOOBIX MPHUCYTCTBYIOLINX TUPUMHIMHOB.

"MuxpoPHK" o3nauaeT sHporennyro Hekogupyroomyo PHK, nmeromyro anuny ot 18 no 25 Hykimeotua-
HBIX OCHOBaHHMH, SIBISIONIYIOCS MPOAYKTOM pacuieruieHus npe-MukpoPHK ¢ momomipio ¢pepmenra Dicer. Ipu-
mepsl  3penbix  MukpoPHK  naxomstcs B ©0aze gmamnbix MukpoPHK, wm3BectHoif kak miRBase
(http://microrna.sanger.ac.uk/). B onpeneneHHbIX BapuaHTax ocymecTBieHuss MUKpoPHK cokpamator kak
"MukpoPHK" wim "miR".

"TIpe-muxpoPHK" mmu "mpe-miR" o3HauaeT Hekommpyromyo PHK, nMeronryro mMmuIedHy0 CTPYKTYypy,
SBIISIONIYIOCS] IPOSYKTOM pacuIeTuieHus Mpu-miR ¢ moMomsio puboHyKieassl, CIeMupUIHON K JBYXHUTEBBIM
PHK, usBecrHo# kak Drosha.

"TTocnemoBaTenbHOCTE €O CTPYKTypol Tuma "crebenp-neiia"" o3Hadaer PHK, nMmeromyro mmunednyto
CTPYKTYpPY U coJiepkallyto nocienoBaTenbHocTh 3penoit MukpoPHK. TlocnenoBatensnoctu npe-mukpoPHK u
MIOCJIEIOBATENILHOCTU CO CTPYKTYpaMH THIA CTEOENb-TIIeTIi MOTYT NepeKphIBaThes. [IpruMephl mocienoBaTelb-
HOCTEH CO CTPYKTypaMH THIIa CTeOeNb-eTIs HaxoAsaTcs B 0a3e qanHbiXx MUKpoPHK, m3ectHol kak miRBase
(http://microrna.sanger.ac.uk/).

"Pri-muxpoPHK" mm "pri-miR" o3nauaer nHexoaupytomyo PHK, nmeromyro mmunednyto CTpyKTypy, SB-
JISTIONTYTOCS cyOcTpaToM Juis puboHykieassl Drosha, ciennduanoii k nsyxauteBbiM PHK.

"TIpenmecTBenarnk MukpoPHK" o3HauaeT o3Ha4daeT TpaHCKpHNT, Tpoucxoasmuid u3 reHoMmuoi JIHK u
cojeprKaluii HeKOAUPYIolyto cTpykTypupoBannyto PHK, comepkaliyto oHy UM HECKOJIBKO MOCJIEA0BATEIb-
Hocteit mukpoPHK. Hanpumep, B ompeneneHHbIX BapuaHTax OCYIIECTBJICHUs MpeamiecTBeHHUK MHUKpOPHK
npencrapisier coboit mpe-MukpoPHK. B ompeneneHHBIX BapwaHTax OCYIIECTBJICHUS TPEIISCTBEHHUK MHK-
poPHK mpencrasmsier coboit mpu-muxkpoPHK.

"MuxpoPHK-perynupyemsliil TpaHCKpUNT" oO3Ha4aeT TPAHCKPUIT, PETyIUPYEMBI C MOMOIIBIO MUK-
poPHK.

"MOHOLMCTPOHHBIA TPAaHCKPHUNT" 03HadaeT npeamecTseHHUK MukpoPHK, conepaxamuii oqHy nocnenosa-
TenbHOCTh MUKpOPHK.

"TToauucTpOoHHBIN TpaHCKpUNT' O3HavaeT npexamecTBeHHUK MUKpoPHK, conmepikammit nse mim Gosee
nocaenosarensHoctu MUKpoPHK.

"3aTpaBo4Has TOCIIEIOBATEIBHOCTL" 03HAYAET HYKJICOTHIHYIO TIOCIEI0BATEIHPHOCTD, CONEPIKANTYIO OT 6
0 8 CMEXHBIX HYKJICOTHIHBIX OCHOBAHHWH M3 HYKICOTHIHBIX OCHOBaHHMHU 1-9 ¢ 5'-KOHIIAa mOCIIeOBaTEIFHOCTH
3penoit MukpoPHK.

"TTocnemoBaTenbHOCTD, COOTBETCTBYIONIAS 3aTPABOYHON" O3HAYAET HYKICOTHIHYIO TOCIEI0BATEIILHOCTD,
KOMIUIEMEHTapHYIO 3aTPaBOYHOH MOCIEI0BATEIIFHOCTH M HMEIOIIYIO TaKyIo JKe JIHHY, KaK 3aTpaBOYHas MOCIe-
JIOBaTEJIbHOCTD.

"OnuroMepHoe coeluHEHHE" O03HA4aeT COEAMHEHHE, COJEprKalllee HECKONBKO CBS3aHHBIX MOHOMEpPHBIX
cyOopemHnL. OJNTOMEPHBIE COETMHEHHS BKIIIOYAIOT OJIUTOHYKJICOTHIBI.

"OnuronykyeoTua" 03HauaeT COEAUHEHHE, COAEPIKAIEe HECKONBKO CBA3aHHBIX HYKIICO3HOB, KaXKABII U3
KOTOPBIX MOXKET OBITh MOAM(UIIMPOBAHHBIM HIIM HEMOJU(DHUIIMPOBAHHEIM HE3aBUCHMO JAPYT OT JIpyra.

"Berpeuatomasicss B puposie MEXHYKJIE03HMIHast cBs3p" o3HauaeT 3'-5' pocdonmddupHyto cBs3bp Mexay
HYKJICO3HIaMH.

"ITpupoanerii caxap" o3HadaeT caxap, ooHapyxkusaemsbiii B JIHK (2'-H) mim PHK (2'-OH).

"MexHYKIICO3UIHAS CBsI3b" 03HAYAET KOBAJIEHTHYIO CBSI3b MEX Ty TPUJICTAIONUMHI HYKIICO3HUIaAMH.

"CBsi3aHHBIC HYKJICO3HUIbI" 03HAYAET HYKJICO3UIbI, COCTMHEHHBIE C TIOMOIIBIO KOBAJIEHTHOM CBS3H.

"HykneoTnaHoe ocHoBaHHE" O3HAYaeT TETEPOIUKINIECKHN (parMeHT, CIOCOOHBIH K HEKOBAJCHTHOMY
CHApUBAHMIO C IPYTHM HYKJICOTHIHBIM OCHOBAHHEM.

"Hykieo3un" o3HavaeT HyKJICOTHIHOE OCHOBAHHUE, CBI3aHHOE C CAXapHBIM ()parMEeHTOM.

"Hykieorua" o3HayaeT HykJIeo3ua, UMeIOmuil GochaTHyrO IpyIny, KOBAJICHTHO CBSI3aHHYIO C caXapHOH
YacThIO HYKJICO3HA.

"CoenuHeHune, cojepikaliee MOANGHIMPOBAHHBIN OJMTOHYKICOTH[, COCTOSIIMN 3" psiga CBS3aHHBIX
HYKJIEO3HJIOB, O3HAa4aeT COEIMHEHHE, KOTOPOE BKIIOYAeT MOJIU(DUIMPOBAHHBIA OJIMTOHYKICOTH], MMEIOIIUH
YCTaHOBIJICHHOE YHCIIO CBS3aHHBIX HYKJIEO3UIOB. TakuMm 00pa3oM, COeTMHEHHE MOXKET BKJIIOYATh JOTIOJHUTEIb-
HBIE 3aMECTHTENN WIH KOHBIOTAaTHl. Eciu He yka3aHO MHOE, COCIUHEHHE HE BKIIIOYACT KaKUX-JIMOO IOTOTHH-
TENBHBIX HYKJICO03UI0B, IOMUMO TAaKOBBIX MOIU(HUIIMPOBAHHOTO OJIUTOHYKICOTHIA.

nn
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"MoanuunpoBaHHbI ONUTOHYKJICOTH" O3HAYaeT OJIMTOHYKICOTHI, MMEIOIINA OAHY WM HECKOJBKO
MOJTU(HUKAIIMYA OTHOCHTEIBHO BCTPEYAIONIUXCS B TPUPOJAE KOHIA, caxapa, HYKICHHOBOTO OCHOBAaHUS W/WIA
MEXHYKIICO3UIHOW CBSA3U. MoAN(UIIMPOBAHHBIA OJUTOHYKICOTHI MOXKET COAEp)KaTh HEMOAM(HUIIMPOBAHHBIC
HYKJICO3HIBL.

"OMHOHUTEBON MOAU(PUIIMPOBAHHBIN OJIUTOHYKICOTH" 03HAYAET MOTUPHUITUPOBAHHBIN OJIMTOHYKICOTHI,
HE THOPHIN3ZUPYIOIIUNCS ¢ KOMIUIEMEHTAapPHON HUTHIO.

"MoaudunupoBaHHBIN HYKJICO3Hu " 03HAYAET HYKJICO3U ], UMEIONTH JII000e N3MEHEHHE TT0 CPABHEHUIO CO
BCTPEYAIONINMCS B TIPUPOJIE HYKICO3UIOM. MoIupHUINPOBaHHBIN HYKJICO3U MOXET UMETh MOIM(DHUIIUPOBaH-
HBIN caxap ¥ HeMOJIU(DUIIMPOBAHHOE HYKICOTHIHOE OCHOBaHUE. MOIUGDUIIMPOBAHHBIA HYKICO3U] MOXKET HIMETh
MOTU(DHUIIMPOBAHHBIN caxap ¥ MOJU(PHUIMPOBAHHOE HYKICOTHIHOE OCHOBaHHE. MOIU(PUIIMPOBAHHBIA HYKIICO-
3HJ] MOXKET UMETh MPUPOTHBIN caxap U MOTUPHUIIMPOBAHHOE HYKICOTHIHOE OCHOBaHME. B ompeieneHHbIX Bapu-
AHTaxX OCYIICCTBICHUS MOAM(DUIIMPOBAHHBIA HYKICO3H]] IPEACTABISICT cO00H OMIMKINYECKUN HyKieo3ua. B
OTIPEICIICHHBIX BapHaHTaX OCYMICCTBICHUS MOIU(DUIIMPOBAHHBIN HYKJICO3HUI MPEACTABIICT COO0 HEOUIIUKIH-
YECKUU HYKJICO3HU]I.

"2'-MOUPUITIPOBAHHBIA HYKJICO3U " 03HAYaeT HYKJICO3HU, CONEP KA caxap ¢ M000i MoauduKame
B ITOJIOKEHHH, YKBUBAIIEHTHOM 2'-TIOJIOKEHUIO (PypaHO3MIFHOTO KOJIBI[A, IIOCKOJIBKY TTOI0KEHHS IPOHYMEpOBa-
HBI OT 2-Ie30KCpr0036l i prbo3bl. ClleayeT MOHUMATh, 4TO 2'-MOIU(GUIINPOBAHHEIE HYKIEO3UAbI BKIIOYAIOT

y ) y
0e3 orpaHHYCHUS HYKJICO3HIBI, COAEpIKaIIre OUITMKINIECKIe caxapHble ()parMeHTHI.

"MomudunmupoBaHHas MEXHYKICO3UIHAS CBs3b" O3HAYaeT JI000E€ W3MEHEHHE 10 CPaBHEHHUIO CO BCTpE-
YaroIencst B IpUpoe MEKHYKICO3UIHOMN CBA3bIO.

"®ochoTroaTHas MEKHYKICO3UIHAS CBA3h" O3HAYACT CBSI3b MEKAY HYKICO3UAAMU, TAC OJUH M3 HEMOC-
TUKOBBIX aTOMOB SIBJIICTCSI aTOMOM cepbl. "dochoTrnoaTHas CBs3b" 03HAYAET CBSI3b MEKAY ABYMS XUMHUCCKUMHU
(hparMeHTaMH, UMCIOIIMMHU TaKyIo JKe CTPYKTYPY, Kak (ocoTHOATHAS MEKHYKICO3UAHAS CBSA3b, HALIPUMED -
OP(0)(S)O-.

"®ochomurdupHas cBsI3b" 03HAYACT CBA3b MEXAY ABYMS XUMHYCCKHMHU (pparMeHTaMu, UMCIONIIUMH Ta-
KYIO e CTPYKTYpY, Kak pochoam pupHas MexxHyKIeo3uaHas CBs3b, Hanpumep -OP(0),0-.

"HemoaudumupoBaHHOE HYKJICOTHIHOES OCHOBAaHHE' 03HAYaeT BCTPEYAIOIINECS B MPUPOJE TETEPOITUKIH-
geckne ocHoBanuss PHK wm JIHK: mypuHOBBIE OcHOBaHMS ageHuH (A) u ryanuH (G), 1 MUPUMHUINHOBEIE OCHO-
BaHus TuMUH (T), muro3un (C)(B ToMm gncie S-metuiuro3un) U ypammi (U).

"5-METHAIMTO3MH" O3HAa4YaeT IMTO3WH, COJACPKANUHA METHJIBbHYIO TPYIITy, NPHCOSAWHEHHYI0 K 5-
TIOJIOXKCHUIO.

"HemetunupoBaHHbINA IIUTO3UH" O3HAYAET LIUTO3WH, HE UMEIOLINI METUIILHOW TPYMIIbI, MPUCOCTUHEHHON
K 5-TI0JI0KEHHIO.

"MomudunupoBaHHOS HYKJICOTHIHOS OCHOBaHHE" O3HAUYaeT JI000€ HYKICOTHIHOEC OCHOBAaHHUE, HE SB-
JISFOIIEECS] HEMOTU(PUIIMPOBAHHBIM HYKICOTHIHBIM OCHOBAHUCM.

"®ypaHo3mwn" 03HAUAET CTPYKTYPY, COAEPIKAILYIO S-UIEHHOE KOJbILIO, COCTOAIIEE U3 YETHIPEX aTOMOB YI-
JIepoJia ¥ OJTHOT'O aTOMa KHCIOPOJIa.

"BeTpevarommiicst B mpupoze GypaHo3wI” o3HadaeT pudodypaHo3mwiI, 0OHAPYKEHHBIN BO BCTPEUAIOITUXCS
B ipupoae PHK, nmm nezokcupubdodypano3mn, oOHapyKEeHHBINH BO BCTpedaroreics B mpupoxae JTHK.

"Caxapubplii pparMeHT" 03Ha4YaeT BCTpEUAIOMIMICS B MpHUpoAe GypaHO3WIT WA MOTUPHUITUPOBAHHBINA ca-
XapHBIN QparMeHT.

"MomaudunmupoBaHHBIN caxapHbIi (parMeHT" O3HAYaeT 3aMEIIeHHBIH caXapHbId (YParMeHT WIIM 3aMECTH-
TeJNb caxapa.

"3aMerneHHbI caxapHbIi pparMeHT” 03HadaeT GpypaHO3WII, HE SBISIOMNICS BCTPEUYAIOIIUMCS B IPUPOJIE
(dbypaHOo3mIOM. 3aMEICHHBIC CaXapHbIe (JParMEHTHI BKIIOYAIOT O3 OrpaHWYCHHS CaXapHbIC (pparMeHTHI, CO-
Jepxame Moaudukanuy B 2'-MONT0KEHUH, 5'-TION0KSHUU W/WIN 4'-TIOJI0KCHUH BCTPEYAIOIIETOCA B IPUPOJIC
(dypanosuina. KoHKpeTHBIC 3aMelIeHHBIC caXapHbIe (JParMEHTHI ABISFOTCS OUIUKIMYCCKUMH CaXapHBIMU (par-
MECHTaMHU.

"3amecTHuTeNh caxapa' o3HauaeT CTPYKTYpY, HE coaepkanryro (hypaHO3WI, ¥ CIOCOOHYIO 3aMEHSTh BCTpPE-
YaIOIIUICS B MpHpoe (ypaHO3WI HYKIEO3HuIa TaKUM 00pa3oM, 4TOOB MOTYYECHHBIH B pe3yiIbTaTe HYKICO3U]
0b11 criocobeH (1) BKITIOYATHCS B COCTaB OJIMTOHYKJIEOTHIA W (2) THOPUAM3UPOBATHCSA C KOMIUIEMEHTaPHBIM
HYKIICO3UOM. Takue CTPYKTYpHI BKIIIOYAIOT OTHOCHTEIBHO MPOCTHIE M3MEHEHUS (DypaHO3mIa, TaKHe KaK KOJb-
11a, CoJIeprKaIue pa3IndHOe YHCIO0 aTOMOB (Hampumep, 4-, 6- WM 7-4JIeHHbIE KOJbIIA); 3aMeHy Kucioponaa ¢y-
paHO3MIIa AaTOMOM, HE SIBIITIONIIMCS KHCIOPOAOM (HapuMep, yIIIepoaoM, Cepoi MII a30TOM); WM KaK U3MEHe-
HHUE YHCIIa aTOMOB, TaK M 3aMCHY KUCIIopoa. Takue CTPYKTYPBI MOTYT TaKKe COCPIKATh 3aMCIICHHS, COOTBET-
CTBYIOIIME TAaKOBBIM, OIMCAHHBIM B OTHOIICHUU 3aMCIICHHBIX CaXapHBIX (pparMeHTOB (HampuMmep, 6-4IeHHBIC
KapOOIMKINYCCKUE OHMIUKIMYCCKUEC 3aMCHHTEIIN caxapa, HeoOsS3aTeNbHO COJCpIKAIlUe IOMOJHHUTEIBHBIC 3a-
MECTHTEINN). 3aMEHHUTEIH caXapa TaKXkKe BKIIOYAIOT 00Jee CIOXKHBIC 3aMCHBI caxapa (HampuMep, HEKOJIbIICBBIC
CUCTEMBI MENTHIHOW HYKJICHHOBOHM KHCIIOTHI). 3aMEHUTEIHN caxapa BKIIOYAIOT 0e3 orpaHHYCHHsS MOP(OIHHO,
[UKJIOTEKCEHUITBI U IIUKJIOTCKCHUTEI.

"B-D-ne3okcuprbo3a” o3HavaeT BCTpevaromuiics B mpupoae caxapHelid pparment JJHK.
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"B-D-pubo3a" o3HagaeT BCTpeyaromuiics B mpupoe caxapasiii pparment PHK.

"2'-O-metmioBbIid caxap" mwim "2'-OMe-caxap" o3Hauaer caxap, Meroni O-MEeTHIOBYIO MOAN(DHUKALINIO
B 2'-MI0JIOKEHHH.

"2'-O-meroxkcuaTHIOBEIN caxap" umn "2'-MOE-caxap" o3HadaeT caxap, uMerouii O-MeTOKCUITHIOBYIO
Moau(dHUKAIIIO B 2'-TIOJI0KEHUH.

"2'-O-¢prop" wim "2'-F" o3Havaer caxap, IMeromui GTopMoaudHUKaImio B 2'-MOJI0KESHUH.

"Bunmkimdeckuii caxapHbIi GpparMeHT" o3HadaeT MOTUPUITUPOBAHHBIA caxapHBIH (parMeHT, coaepika-
Ui 4-7-4JIeHHOE KOJIBIIO (BKJIIOYAst 03 orpaHndeHusi GypaHO3WI), CoNeprKaIiee MOCTHK, COSIUHSIONNN Ba
aToMma 4-7-4JIeHHOTO KOJbIIa ¢ 00pa3oBaHUEM BTOPOTO KOJIbIIA, YTO AAET B PE3yNbTaTe OMIIMKIMIECKYIO CTPYK-
Typy. B omnpeneneHHbIX BapHaHTaX OCYIIECTBICHUS 4-7-1IEHHOE KOJBIO SBIISCTCS KOJBIIOM caxapa. B ompene-
JICHHBIX BapHaHTaxX OCYIIECTBIICHHUS 4-7-4JIC€HHOE KOJIBIO MpeAcTaBisieT co0ol (GypaHo3mi. B KOHKpETHBIX HO-
JOOHBIX BapHaHTaX OCYIIECTBICHUS MOCTHK coefuHsier 2'-yriepon u 4'-yriepox ¢ypanoswra. Heorpannun-
BaIOIIMe WUTIOCTPATHBHBIE OMIMKIINYECKe caxapHble ¢pparmeHTs! BKmovyaloT LNA, ENA, cEt, S-cEt u R-cEt.

"CaxapHbIil )parMeHT 3aKpbITOH HykJIenHOBoH kucioTsl (LNA)" o3HauaeT 3aMeneHHbII caxapHbIH (par-
MeHT, coaepskamuii (CH,)-O moctuk Mexny 4' n 2' atomamu Kosblia pypaHo3sl.

"Caxapubiii ¢pparmeHT ENA" o3HauaeT 3aMenieHHbIN caxapHbiid pparment, coaepxkamuii (CH,),-O moc-
THK Mexay 4' u 2' aToMaMu KoJibIia ypaHO3bl.

"CaxapHblii (parMeHT C 3aKkperuieHHbIM 3THioM (CEt)" o3HadaeT 3aMeleHHbId caxapHbI QparMeHT, co-
nepxarnmii CH(CH;)-O moctuk mexny 4' u 2' atoMaMu Konblia GpypaHo3bl. B ompeneneHHBIX BapHaHTax OCy-
mectBieHus: Moctuk CH(CH;3)-O 3akperieH B S-opueHTanmuu. B ompeneneHHbIX BapuaHTaX OCYIIECTBICHUS
moctrk CH(CHj;)-O 3akperier B R-opuenranun.

"S-cEt-caxapHsblif hparMeHT" 03HaYaeT 3aMEIIEHHBIH caxapHbIH (parMeHT, collepKalnil S-3aKperuieHHbINH
moctuk CH(CHj3)-O mexny 4' n 2' atomaMu Kosblia (ypaHo3sl.

"R-cEt-caxapublii  (parMeHT" O3HayaeT 3aMEIICHHBIH caxapHbId (parMmeHT, coxepxammi R-
3akperuieHHbIH MocTk CH(CH;)-O mexny 4' u 2' atomamu Kosnblia (pypaHos3sl.

"2'-O-MeTIIHYKIIC03ua" O3HA4aeT MOIU(DUIUPOBAHHBIA HYKJICO3UI, UMCHONIH 2'-O-METHIOBYIO MOJIH-
¢ukanmio caxapa.

"2'-O-METOKCHATHITHYKJICO3Uu '  O3Ha4aeT  MOIU(PHUIIMPOBAHHBIA  HyKjIeo3wn, wumerommid — 2'-O-
METOKCHUATHIIOBYIO Moaupukanmio caxapa. 2'-O-MeTOKCHAITHIIHYKICO3H]T MOXKET COIEPKaTh MOIUPHUITUPOBAH-
HOE WIIN HEMOIU(HUIIMPOBAHHOE HYKJICOTHIHOE OCHOBAHHE.

"2'-propHyKIC03UA" O3HAYACT MOIUPHUIIMPOBAHHBIA HYKJICO3HUI, UMEIoNuil 2'-hTopMoanduKanuio caxa-
pa. 2'-hTOPHYKICO3HUT MOKET COJEPKATh MOAM(PHUIIMPOBAHHOE MU HEMOIU(DUIIMPOBAHHOE HYKJICOTHIHOE OC-
HOBaHHUE.

"bunuknndyecknii Hykiaeo3ua" 03HadaeT MOAU(PHUIMPOBAHHBIA HYKJICO3W I, MMEIOINHA OUIIMKIMIECKUI ca-
XapHBIN (parMeHT.

Bunukmyecknii HyKI€03UI MOXKET UMETh MOAM(MUIMPOBAHHOE WIJIM HEMOIU(PHUIMPOBAHHOE HYKJICOTHII-
HO€ OCHOBAHUE.

"cEt-HyKneo3nn" o3HavyaeT HykJeo3na, coaepxkamuii cEt-caxapusiii ¢pparment. cEt-Hykiieo3na MoxeT co-
JiepKaTh MOAU(PHUINPOBAHHOE WIM HEMOIHN(PHINPOBAHHOE HYKICOTHIHOE OCHOBAHHE.

"S-cEt-nykneo3ua" o3HadaeT HyKJI€03ud, coaepxkamuii S-cEt-caxapHblii (hparMeHrT.

"R-cEt-nyxiteo3nn" o3Havaet Hykiieo3un, coaepxamuii R-cEt-caxapHbrit pparment.

"HeOuruknmaecknid HyKIeo3ua" o3HadaeT HYKJICO3H[, UMEIOIINKA caxap, OTIWYHBINA OT OUITUKINYECKOTO
caxapa. B ompezneneHHBIX BapHaHTaX OCYIICCTBICHUS HEOMINKIMYSCKUN HYKICO3H CONCPIKUT BCTPEUAFOIITHIH-
cs B MpHpOJE caxap. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS HEOMIMKINYECKUH HYKICO3UA COINCPKHUT
MOIM(MUIMPOBAHHBIN caxap. B onpeneneHHbIX BapuaHTaX OCYIIECTBICHHS HEOUIMKIMYECKUH HYKICO3H]I TIpeI-
cTaBnseT coboit B-D-ne3okcupubonykieo3na. B onpeneneHHBIX BapraHTax OCYIIECTBIICHHUS HEOUITHMKINISCKAN
HYKIICO3H] IIPEICTABISICT CO00# 2'-O-METOKCHATHITHYKIICO3HUI.

"B-D-ne3oxcupubonyKiIeo3ua" o3HadaeT Berpevaromuiics B mpupoae JHK-nyxireo3un.

"B-D-pubonykneo3ua" o3HavaeT Bcrpeyaromuiics B mpupoae PHK-aykneosnn.

"LNA-HyKkneo3ua" o3HadaeT HYKJICO3HU I, CoJep Kalluii caxapHblil pparMeHT LNA.

"ENA-HyKkneo3ua" o3Ha4aeT HYKJICO3HU I, CoJep Kalluii caxapHblil pparMeHT ENA.

"MoTHB" 03Ha4YaeT maTTepH MOANGHULIMPOBAHHBIX M/WIM HEMOIU(UIIMPOBAHHBIX HYKJICOTHIHBIX OCHOBA-
HHH, caxapoB W/WIN MEKHYKJICO3HIHbIX CBSI3el B OJMIOHYKJIEOTHIE. B onpeneieHHBIX BapHaHTax OCyIecTBIIe-
HHSI MOTHB NPE/ICTABISIET COO0H HYKJICO3UIHBINA aTTEPH.

"Hyxkeo3unHelii maTTepH” 03Ha4YaeT MaTTepH MOAUDHUKAIMN HYKJICO3UI0B B MOIU(UIINPOBAHHOM OJIUTO-
HYKJICOTHIe WK ero obmactr. HykiIeo3uaHbIi MaTTepH MPENCTaBisieT cOO0H MOTHB, ONMHCHIBAIOIINK PacTIoo-
JKeHHe MOII(pHUKannii HyKI€O03UA0B B OJUTOHYKIICOTHE.

"TToMHOCTHIO MOIUGPHUITUPOBAHHBIA OJUTOHYKJICOTHA" O3HAYAET, YTO KaKI0€ HYKJICOTHIHOE OCHOBaHHE,
KaXIBIH caxap W/WIN KaXJasi MeXHYKICO3UIHAS CBA3b MOAU(PHUINPOBAHEI.

"EnnHo00pazHo MOIUQUITMPOBAHHBIA OJIMTOHYKICOTHA" O3HAYAET, UYTO Ka)JI0€ HYKICOTHIHOE OCHOBA-
HHE, KaXIbIH caxap W/WiIHM Kakaas MeKHYKIICO3UIHAsl CBS3b UMEIOT OJHY M Ty K€ MOJU(HKAIIIO BO BCEM MO-
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JU(PUIIPOBAHHOM OJHTOHYKIICOTHIIC.

"Crabummupyromas Moaudukanus” 03Ha4aeT MOIU(PHUKAIMIO HYKIC03UAa, 00ECTICUNBAIOIIYEO TTOBBIIICH-
HYIO CTaOMIBHOCTH MOIM(DHUIINPOBAHHOTO OJIMTOHYKICOTH/Ia B IPUCYTCTBUH HYKJIea3, 10 CPABHEHHUIO C TAKOBOH,
obecriedeHHON 2'-NIe30KCHHYKIICO3UIaMHt, CBS3aHHBIMU (pochoamdGUPHBIMA MEKHYKICO3UTHBIMHA CBSI3SMHU.
Hanpumep, B onpeneneHHBIX BapHaHTaX OCYIIESCTBICHUS CTaOMIN3UPYIOMas MOTU(DHUKAIHS MPEICTABISAET CO-
001i cTaOMIIM3HPYIONIYI0 MOJAU(PHUKAIINIO HYKIeo3uaa. B onpeneneHHbIX BapHaHTaX OCYIIECTBICHUS CTaOUITN31-
pyroimas MoaudUKAIIS MPEACTABISIET COO0H MOAU(PHUKAITINIO MEKHYKICO3UIHOMN CBS3H.

"CTaOnuIm3upyIonil HyKiIeo3u ' o3HavYaeT HYKJICO3HWI, MOTU(PHUITUPOBAHHBIA /I OOCCIICUCHUS ITOBBI-
NICHHOW HYKJICa3HOW CTaOMIBHOCTH OJIMTOHYKICOTHAA IO CPaBHCHHIO C TaKOBOHW, oOecredeHHOW 2'-
JIC30KCHHYKIJICO3UIOM. B OIHOM W3 BapHaHTOB OCYIICCTBICHUS CTAOWIM3UPYIOIIUI HYKICO3H] MPEACTABISICT
co0oit 2'-Moan(pUIMPOBaHHBIN HYKIJICO3UI.

"Crabumm3upyrommas MeKHYKICO3HIHAs CBSI3b" 03HAYACT MEKHYKJICO3UIHYIO CBsI3b, 00CCICUMBAIOIIYIO
VIIYYIICHHYI0 HYKJICa3HYIO CTAaOMIBHOCTh OJIMTOHYKIICOTH/IA, IO CPABHEHUIO C TAKOBOMU, oOecrieueHHO# pocdo-
T3GUPHON MEKHYKICO3UIHON CBsI3bI0. B OJJHOM W3 BapHaHTOB OCYIIECTBIICHUS CTAOIITU3UPYIOIIAsS MEKHYK-
JICO3UTHAS CBS3B MPEACTABIACT co00# PochHOoTHOATHYIO MEKHYKIICO3HIHYIO CBSI3b.

"Cas3ytomias rpynmna', HCroyib3yeMas B JaHHOM JTOKYMEHTE, OTHOCHTCS K aTOMY WJIH TPYIIIE aTOMOB, KO-
TOpBIC TIPUCOCAUHSIOT MEPBYI0 XHUMHUYECKYIO CTPYKTYPHYIO EIMHHIy KO BTOPOM XHMHYECKOH CTPYKTYPHOMH
€MHUIIE TTOCPEICTBOM OJTHOH FITH HECKOJIBKUX KOBAJICHTHBIX CBS3EH.

"JIuHkep", WCIIONIb3yeMbIi B JAaHHOM JOKYMEHTE, OTHOCHTCS K aTOMY HJIA TPYIIIIe aTOMOB, KOTOPBIE TPH-
COEIMHSIOT OAWH HMJIM HECKOJIBKO JIMTAHAOB K MOTU(PHUINPOBAHHOMY FITH HEMOIH(PHUINPOBAHHOMY HYKJICO3UIY
MOCPENICTBOM OJHOW MJIM HECKOJIKUX KOBAJICHTHBIX CBsi3ed. MoAu(UIIMPOBAHHBIN WM HEMOIU(DUIIMPOBAHHBIN
HYKIICO3H]] MOXKET OBITh YacThI0 MOAUGMUIIMPOBAHHOTO OJMTOHYKIJICOTH/IA, OMIMCAHHOTO B JAHHOM JTOKYMEHTE,
WIA MOXET MPHUCOCHUHATECS K MOIU(PHUIMPOBAHHOMY OJHTOHYKICOTUAY C TOMOIIbI0 (pocdoamddpupHoit wim
(dbocdoTroaTHO CBA3U. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS JIMHKED MPUCOCAUHACT OJUH WIIA HECKOJIBKO
JUTaHIOB K 3'-KOHIY MOJU(HUIMPOBAHHOTO OJIMTOHYKICOTHAA. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS JIMH-
Kep MPHUCOCTUHIET OJUH WM HECKOJIBKO JINTaHAOB K 5'-KOHITy MOTU(HUIMPOBAHHOTO OJHTOHYKJICOTHIa. B He-
KOTOPBIX BapHaHTaX OCYIIECTBICHUS JMHKEP MPHUCOCOMHACT OJWH WM HECKOJIBKO JINTAHIOB K MOIU(DHUIMPO-
BaHHOMY WJIM HEMOIU(PHUIMPOBAHHOMY HYKJICO3HIY, MPUCOETNHEHHOMY K 3'-KOHIY MOAN(HUIIIPOBAHHOTO OJIH-
TOHYKJICOTHAA. B HEKOTOPHIX BapHaHTax OCYMICCTBICHUS JMHKEP MPUCOSAWHSACT OAWH WM HECKOJBKO JIMTaH-
OB K MOIM(HUIINPOBAHHOMY WIH HEMOIU(PHUIHNPOBAHHOMY HYKJICO3HIY, MPUCOCINHECHHOMY K 5'-KOHITY MOJIH-
(hUIIMPOBAHHOTO OJMTOHYKJICOTHIA. ECIHM JMHHKEp MPHCOCTUHIET OIMH MM HECKOJBKO JIMTAaHAOB K 3'-KOHITY
MOTU(PHUIIMPOBAHHOTO OJIMTOHYKIICOTUAA WU K MOTUPHUIIMPOBAHHOMY WIIH HEMOTU(DHUIIMPOBAHHOMY HYKIICO3H-
Iy, IPUCOCTUHCHHOMY K 3'-KOHITY MOAH(DHUIIMPOBAHHOTO OJMTOHYKJICOTH/A, B HCKOTOPBIX BAPUAHTAX OCYILECT-
BJICHUS TOYKOW MPHUCOCTUHCHUS IS IMHKEPa MOXKET OBITh 3' yriiepoa MOAUGUIIMPOBAHHOTO WIIH HEMOTUPHIIH-
poBaHHOTO caxapHOro (pparmenra. Eciiu JHHKEp MPUCOCAUHSCT OJUH MIIM HECKOJBKO JIUTAHAOB K 5'-KOHITY MO-
JUQUIMPOBAHHOTO OJMTOHYKJICOTUIA WIH K MOIUGUIIMPOBAHHOMY WM HEMOIU(PUIIMPOBAHHOMY HYKJICO3HUIY,
MPUCOCTUHEHHOMY K 5'-KOHITY MOJU(DHUIIMPOBAHHOTO OJIMTOHYKIICOTHIA, B HCKOTOPHIX BapHAHTaX OCYIICCTBIIC-
HUS TOYKOW TMPUCOSAMHEHUS IS JTMHKEpa MOXKET OBITh 5' yriiepoa MOAU(GHUINPOBAHHOTO WM HEMOIU(DHUIHPO-
BaHHOTO CaxapHOTo (parMeHTa.

0O0630p

JInst mneHTHUKAINKA CHITHHBIX HMHTHOMTOPOB mMiR-122 6buT0 pa3paboTaHo W CHHTE3UPOBAHO MHOXKECTBO
coenrHeHUH Ha ocHOBe anti-miR-122. CoemuHeHus comepkaan MOAUPUITMPOBAHHBIC OJUTOHYKICOTH B, KOTO-
phIC BapbUPOBAIH IO JUIMHE U YUCITY, PACIIONIOKEHUIO W UICHTHYHOCTH OMIUKIMYCCKUX HYKJICO3UA0B U HEOU-
MUKITMYCCKUX HYKICO3HIOB. VICXOMHYIO CEpUI0 COCIMHEHUM TECTHPOBANH B in Vitro aHalu3e ¢ MPUMCHCHUEM
mrorrdepassl, B KOTOPOM HICHTH(OUITUPOBATHN MIOATPYIITY COSAMHCHHH KaK in Vitro akTHBHBIC COCTUHCHUSA. DTH
in Vitro aKTHBHBIC COCIMHEHUS 3aTeM TECTUPOBAIHU B in VIiVO aHAIHM3ax JUIs UIACHTU(PHUKAIIMHA TEX COCAMHCHUM,
KOTOpBIC SIBISIIMCH CHIIBHBIMM MHTHOUTOpaMu miR-122 in vivo. M3 nepBoHavyalbHbIX in Vitro # in vivo 3Tamos
CKPHHHWHTA BBIOMpAIA KOHKPETHBIC COCTUHEHUS B KAYCCTBE OCHOBBI JUIS Pa3pabOTKU OTIOHUTEIBHBIX COCIIH-
HEHUI. DKCIIEPUMEHTAILHO HAOIIOAaeMble KOPPEILIIMA MEXIY CTPYKTYPOH M aKTUBHOCTHIO (Kak in vitro, Tak u
in Vivo) IpUMEHsUTH JUIT HHQOPMAIMOHHOTO o0ecTiedeHusl pa3paboTKu ITHX JOMOJHUTEIBHBIX COSIMHEHUMH, C
JOTIOTHUTEIBHBIMA W3MEHEHHUSMH JJIMHBI, U O0TOOpa, W PACIONOXKCHUA OWIMKIMYECKUX U HEOMIMKINYECKUX
HyKJIe03u10B. CKpUHUHTOBBIE aHAIM3HI in Vitro ¥ in Vivo MOBTOPSUTA B OTHOIIICHUH JTOTIOJHUTEILHBIX COCIHHE-
. KOHKpeTHBIE coeMHEHNS TakKe TECTHPOBAIIN 10 APYTUM CBOWCTBAM, HAaIpUMEpP BOCIIPHUUMYHBOCTH K aK-
TUBHOCTH K30HYKJIea3, HAKOTUICHHIO B TKAHAX U MIEPHOAY ITOTYBBIBEICHNS U3 TKaHEH.

Cpenu 6onee 400 coemuHEHUH, TOABEPTHYTHIX CKPUHUHTY in Vitro B X0J€ 3TOr0 CIoco0a, MPpUOIU3UTEIh-
HO 150 maeHTHUIMPOBATH KaK aKTHBHBIC B aHAJIU3E in Vitro ¢ MpUMEeHeHHeM Jitonudepasbl. [I[pudausuTensHo
70 U3 3TUX COCTUHCHHUI JTOTIOJTHUTEILHO OIICHUBAIM B OTHOIIICHHH in ViVo aKTHBHOCTH U Oe3omacHocTd. B xome
9TOr0 MOBTOPSIOIIETOCs CIocoba pa3pabOTKU U CKpUHUHTA COCAMHCHHI HAOIIONAH, YTO KOHKPETHBIC COCIU-
HCHHS, KaK HCKOHBIOTUPOBAHHBIC MOIU(HUIIMPOBAHHBIC OJUTOHYKICOTHIBI anti-miR-122, Tak 1 KOHBIOTUPOBAH-
Hble MOJU(UIMPOBAHHBIC OJIMTOHYKICOTH B! anti-miR-122, 6bumi cuiabHBIMU HHrHOMTOpamMu miR-122 in vivo.
OTH coennHEHHA, KaK TaKOBbIC, IPUMEHHUMBI I MOIYJISIIIMA KJICTOYHBIX MPOIECCOB, CTUMYIHPYEMBIX aKTHB-
HOCTBIO MiR-122. JIOMOJHUTENEHO TaKue COSTUHEHUS MPUMEHUMBI ISl JISUCHHS, TIPEAYNPEKIACHUS H/HIA OT-
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CPOYKH Hayaya pa3BUTHUs 3a00JICBaHMI, aCCOUMUPOBAHHBIX ¢ MiR-122. Takue 3a00JeBaHUs BKIIOYAIOT O€3 OT-
pannuenus nHpekunio HCV u HCV-cBsi3aHHbIE OCIOKHEHUs, TaKUe Kak IUppo3, Gudpo3 meueHu, creaToremna-
THUT, (TUIEP)CTEATO3 U TEeNaTOICIIIIOSIpHAs KapIIMHOMA.

Konkpernsblie coenuHeHusi Anti-miR-122

B nanHOM mOKyMeEHTE MpeacTaBlIeHB! MOAUMUIIPOBAHHBIC OJHTOHYKICOTHIBI, HMEIOIINE ONpPEICICHHbIC
MATTEPHBI OMIUKIMYECKUX ¥ HEOUITMKINIECKUX HYKIC03UI0B. MonuduuupoBaHHbIE OJUTOHYKICOTHIBI C HaT-
TEepHAMH, WACHTU(PUIMPOBAHHBIMHU B TaHHOM JOKYMEHTE, SBISIOTCA 3(P(EKTHBHEIMH HHTHONTOPAaMHU aKTHBHO-
cta miR-122.

Kaxplii 13 HyKIICO3UIHBIX TATTEPHOB, MPOULTIOCTPUPOBAHHBIX B JAHHOM JTOKYMEHTE, MOKa3aH B OpHCH-
Tanuu 5'-3'.

B ompeneneHHBIX BapuaHTaX OCYIIECTBICHUS B TAaHHOM JOKYMCHTE MPEIyCMOTPECHBI COSMHEHUS, COIep-
JKarue MOAU(UINPOBAHHEIN OJUTOHYKICOTHI, COCTOSIIUI U3 16-22 CBSI3aHHBIX HYKJICO3HJIOB, I'/I¢ HYKJICOTU/I-
Hasl TIOCJIEIOBATEIEHOCTh MOTU(BUIIMPOBAHHOTO OJIMTOHYKIICOTHAa KoMIuieMeHTapHa miR-122 (SEQ ID NO: 1)
U TJIe MOTU(PUIIMPOBAHHBIN OJIMTOHYKICOTUT COJCPKUT TI0 MCHBIICH Mepe 16 CMEKHBIX HYKJICO3UIOB H3 CJe-
JIYIOTIIETO HYKJICO3UIHOTO marTtepHa | B opuentammu 5'-3":

(R) x~N2-N2-N®-N®-N2-NZ-N?-NE-N2-N2-NZ- (N%) ¢,

IJie KaxIbplid R He3aBUCUMO TpeicTaBiIsieT cO00H HEOUITUKITMICCKUY HYKIICO3HT WIIN OUIUKIMICCKIA HYK-
JC03ML;

X pasusiercs oT 4 10 10;

kaxeiii N® HezaBncnmo MPECTABISCT COOOU OUIMKITHYCCKIA HYKICO3H]T;

kaxprit N He3aBHCHMO MPEICTaBIACT COOO0i HEOHIHKITHUECKUI HYKIICO3HT;

Y pasusiercsa 0 win 1 u

N npexcrasiser co6oii MOAMBUIMPOBAHHEI HYKICO3H/[ HIIM HEMOIUMDHUIMPOBAHHBIN HYKICO3H, HEOU-
MUKITAYECKUNA HYKJICO3H] TN OMIUKITNIECKUI HYKICO3HUI.

B ompeneneHHBIX BapHaHTax OCYIIECTBICHUS MOIM(DUINPOBAHHEBIN OJUTOHYKICOTH]] COACPKHUT 110 MEHbB-
meit mepe 16, mo Menbmelt Mepe 17, mo MeHbpmel Mepe 18, mo meHbIIeld Mepe 19, mo mensIei mepe 20, 1o
MeHbIIer Mepe 21 wiu 22 CMEeXHBIX HYyKJICO3UI0B HYKIICO3HIHOTO TarTepHa .

B ompenencHHBIX BapHaHTaX OCYIICCTBICHUS Ka)IbIi OWITUKINYCCKUHA HYKJICO3UJ HE3aBUCHUMO BEIOpaH
u3 LNA-nykneo3una, cEt-nykneo3uga u ENA-Hykneozuaa.

B ompeneneHHBIX BapHaHTaX OCYIICCTBICHHUS IO MCHBIICH Mepe JBa OUIMKIMYCKUX HYKIICO3HIa OTIHYa-
FOTCS IPYT OT Jpyra.

B omnpenencHHBIX BapHaHTaX OCYIIECTBICHHS BCE OUIIMKINYCCKUC HYKIICO3HIBI UMCIOT TOT JKE€ THII caxap-
HOTo (pparmMeHTa.

B omnpeneneHHBIX BapHaHTaX OCYIIECTBICHUS KaXKIbIH OWIMKIMYECKAN HYKICO3HU MPEACTABIAECT COO0MH
cEt-nykneo3ua. B onpeneneHHbIx BapuanTax ocymecTBieHus cEt-Hykmeo3uaom seiseTcs S-cEt-nykneosnn. B
OTIpeNieNIeHHBIX BapHaHTaxX ocymiecTBiIeHns cEt-Hykieo3uaom sBisiercs: R-cEt-nykineo3na.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS KAXKIBIH OWIMKIMYECKAN HYKJICO3HW MPEACTABIICT COO0MH
LNA-nyxneo3usu.

B onpeznencHHBIX BapHaHTaX OCYIIECTBICHUS MO MEHBIICH Mepe IBa HEOMIMKIMYECKHX HYKICO3HIa CO-
JiepKaT caXxapHble (parMeHTHI, KOTOPBIC OTIAMYAIOTCS JPYT OT JApyra. B ompeneneHHbIX BaprHaHTaX OCYIECTBIIC-
HUS KOKIBIH HCOMIIMKITNYSCKUI HYKIICO3UT UMEET TOT JKE THI CaXxapHOTro (parMeHTa.

B onpenencHHBIX BapuaHTaX OCYIIECTBICHUS KaXKIbI HEOUITMKINICCKUN HYKICO3H]] HE3aBHCUMO BEIOpaH
u3 [-D-ne3oxcupnbonykieo3na, B-D-pubonyxieosuna, 2'-O-MeTHIIHYKIIC03H 1A, 2'-O-
METOKCHATIIIHYKJIC03uIa U 2'-PpTopHyKIIco3una. B onpeaecHHBIX BapHaHTaX OCYIICCTBICHUS KaXIblid HEOU-
MUKIAYECKUA  HYKJICO3WI  HE3aBUCMMO  BeIOpaH w3 [-D-mesokcupubonykineosuma u  2'-O-
METOKCHATIIIHYKJIC03U1a. B onpeeIcHHBIX BapUaHTaX OCYIIECTBICHHUS KaKIBIH HEOUIMKINICCKUN HYKICO3HT
npezncTaBisieT coboit B-D-nezokcupnbonykieo3nn. B omnpeneneHHBIX BapHaHTaX OCYIIECTBICHUS KaXKIbIH He-
OMIIMKIIMYECKUI HYKJIC03H ITpeacTaBisieT coooi 2'-MOE-uykneo3us.

B ompenencHHBIX BapraHTaX OCYIIECTBICHHS OoJice IBYX HEOMIUKIMYECKUX HYKICO3UIOB TPEACTABISIOT
co6oit 2'-MOE-nykneo3uapl. B onpeneneHHbIX BapruaHTax OCYIIECTBIEHUS 0oJiee IBYX HEOUITUKINICCKIX HYK-
JICO3UIOB MpeAcTaBILIIOT co00it 2'-MOE-Hykiteo3uapl, u 1000 apyroil HEOUITUKIUIECKUN HYKJICO3H MPE/-
cTaBIseT co0oi B-D-1e30kcHupHOOHYKIICO3HI.

B omnpeneneHHBIX BapraHTaX OCYIIECTBICHUS 5'- KOHIIEBOW U 3'-KOHIIEBO HEOUITUKITNIECKUE HYKICO3UIBI
npencTaBisioT coboi 2'-MOE-HykiIeo3uasl U 10001 APyTroil HEOUITMKITNIECKUH HYKICO3U MPEICTABISET CO-
0011 B-D-ne30KkcupruOOHYKICO3H].

B ompeneneHHbIX BapuaHTaX OCYIIECTBICHUS JIBa HEOUITUKINIESCKIX HYKJICO3U/Ia TIPEJCTABISIOT OO0 2'-
MOE-nykneo3uapl ¥ T000H  Opyrod  HEOWIMKIMYECKUH  HYKJIEO3UJ IpeicTaBisieT coboit  B-D-
JIe30KCUPUOOHYKIICO3H]T.

B ompeneneHHBIX BapuaHTaX OCYIIECTBICHHS JIO00H Hykieo3un R mpexcraBnsier coboit 2'-MOE-
HYKIICO3H]T.

B ompenenennsix BapuanTax ocyuiectsieHus X pasusiercs 4, 5, 6, 7, 8, 9 wnu 10.
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B ompenenennbix BapuaHTax ocyuiecTBiieHus: Y paBuserca 0. B omnpeneneHHbIX BapuaHTaxX OCYILIECTBIIE-
HUs Y paBHseTcs 1.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS R COCTOWT M3 CeMH CBSI3aHHBIX HYKJICO3UIOB, TIE KaXIbIHA
HYKJICO3H TIPEACTAaBIACT co00if 2'-O-METOKCHITHIHYKICO3n T, Kaxasii NP mpexacraBmser coGoit S-cEt-
HyKIe03u; Kaxasiit N mpescrasiser co6oit B-D-nesoxcupubonykneosun u Y pasusercs 0.

B onpeneneHHbIX BapuaHTaxX OCYIIECTBIEHHUA R COCTOUT M3 YETHIpEX CBA3AHHBIX HYKJICO3UIOB NRINRZ
NR3-NR4, r7e KaKIbIH U3 NRE NR3 mpencTaBisieT coboi S-cEt-HyKkIeo3ua u Kk IbIid 13 NR? g NR4 MpeACTaBIIs-
eT coGoii B-D-nesoxcupubonykneosun; kaxasiii N® mpencrasnser coboii S-cEt-nykneosun; kaxasiii N mpen-
cTaBnseT coboii B-D-nmesokcupuGonykmeosuna; Y pasmsercs 1 um  N” mpencrasmser coboit  p-D-
JIe30KCUPUOOHYKIICO3H].

B onpeneneHHbIX BapuaHTax OCYIIECTBIEHHUA R COCTOUT W3 YEThIpEX CBA3AHHBIX HYKJICO3UAOB NRINRZ
NR3-NR4, e KaKIbIH U3 NRI g NR4 mpencTaBisieT coboi S-cEt-HykIieo3ua u K Iblid 13 NR2 g NR3 MpeACTaBIIs-
eT coGoii B-D-nesoxcupubonykneosun; kaxasiii N® mpencrasnser coboii S-cEt-nykneosun; kaxasiii N mpen-
craBmser coGoii P-D-mesokcupubonykneosun; Y pasmsercs | u N” mpexacraBmser coboit  2'-O-
METOKCHATHITHYKIICO3HUI.

B omnpenenenHpIx BapuaHTax OCYIIECTBICHUS R COCTOUT U3 CeMU CBA3AHHBIX HYKJIICO3UIOB NRINRZNR.
NR4-NR5—NR6-NR7, IJe KaXKIbIH 13 NRI, NRZ, NB g NR npeacTaBisieT co0oit 2'-O-MeTOKCUITHITHYKIICO3U T, KaX-
meii w3 N u NV npencraBisier coboit P-D-me3oxcmpuboHyKiIeo3na u NR6 npexacraBuseT coboit S-cEt-
HYKJICO3Hl; KaXKIBIN NB npeacraBiseT coboil S-cEt-Hykmeo3wna; Kaxmblit NQ mpenacTasuser coboit B-D-
ne3okcuprOoHyKieo3ua u Y papasercs 0.

B onpe/eneHHbIX BAPHAHTAX OCYIIECTBICHHS R COCTOMT M3 CeMH CBs3aHHBIX HyKIeosmmos NN -NFZNF-
NR4-NR5—NR6-NR7, TJe KaXablid U3 NRI, NRZ, NR3, N g N®* mpeacTaBiseT co0oit 2'-O-MeTOKCHATIITHYKIICO3HI,
N®® mpencrasmsier coGoii S-cEt-mykieosnn, u NV mpencrasiser coboit [-D-ne30xcuprnOOHyKICO3HT; KaXKaBIH
NB TpeacTaBisaeT cooor S-cEt-Hykieo3ur; KaKapli NQ npencrasisieT coboit B-D-nezokcupnbonykineosnn u Y
paBusiercs 0.

B onpe/eneHHbIX BAPHAHTAX OCYIIECTBICHHS R COCTOMT M3 ceMH CBs3aHHBIX HyKIeosumos NN -NFZNF.
NR4-NR5—NR6-NR7, rae  Kaxapld U3 NRI, NRZ, NR3, NR4, N® g NRS npenacrasiser coboit  2'-O-
METOKCHITHIHYKIeo3nT 1 NY' mpencTaBiseT coboit [-D-ne30xcuprnOOHYyKICO3H; KaXKIBIi N® mpencrasmser
co6oii S-cEt-nykmeosm; kaxsii N© npeicrapmser coGoit [-D-nme3zoxcupubonykieosna u Y pasusercs 0.

B onpe/ieleHHBIX BAPHAHTAX OCYIIECTBICHNS R COCTOMT M3 IeCATH CBA3aHHBIX Hyk1eo3nzoB NN -NRNR-
NR4-NR5—NR6-NR7-NRg—NRg-NR10, rae KaXIbld w3 NRI, NRZ, NR3, NR4, NR g NR® npezacraBisier coboit 2'-0-
METOKCUATHIIHYKJICO3U/I, KaXKIbIN 13 NR7 g NR npencrapiseT coboit S-cEt-Hykieo3ua; Kaxapli u3 NR® 4 NRIO
npecTaBisieT co0oi B-D-1e30KCHpHOOHYKITCO3UT; KaXKIbIH NB npejcTaBisieT cobot S-cEt-Hykieo3um; Kakabrit
N npexcraBnser co6oii B-D-nesoxcupubonykineosun u Y pausercs 0.

B omnpeneneHHpIX BapraHTax OCYIIECTBIEHUA R COCTOUT M3 IECATH CBA3aHHBIX HYKIJICO3UIOB NRINRZ NP
NR4-NR5—NRG-NR7-NR8—NR9-NR10, rae KaKIbld U3 NRI, NRZ, NR3, NR4, NRS p NRe npencrasisier coboi 2'-O-
METOKCHITHIHYKICO3H, Kaxkablit 3 NN i N®? mpencTaBiseT coboii S-cEt-Hykieo3ua, 1 Kaaplid u3 NR& ;g NRIO
npecTaBisieT co0o B-D-1e30KCHpHOOHYKIICO3UT; KaXKIbIH NB npejcTaBisieT cobo S-cEt-Hykiaeo3um; Kakabrit
NQ npencrapnser coboit B-D-mesokcupubonykimeosun; Y pamsercs | m N” mpencrasmser coboit 2'-O-
METOKCHATHITHYKIICO3HUI.

B onpeneneHHbIX BapuaHTaxX OCYIIECTBIIEHHUA R COCTOUT M3 YEThIpEX CBA3AHHBIX HYKJIEO3UIOB NRINRZ
NR3-NR4, I7ie KaKIbIH U3 NRE g NR4 mpencTaBisieT coboi S-cEt-HykIIeo3ua 1 K Iblid 13 NR! g NR3 MpeACTaBIIs-
eT co0oii 3-D-1e30KkcnprOOHyKIICO3 U T; KaXKIBIN NB MpeacTaBseT co0ol S-CEt-HYKIeo3MT; KasKIbIi NQ pe-
cTaBmseT coboit B-D-nmesokcupuGonykmeosun; Y pasmsercs 1 um  N”  mpencrasmser coboit  p-D-
JIe30KCUPUOOHYKIICO3H].

B onpee/eHHBIX BAPHAHTAX OCYIIECTBICHHS R COCTOMT M3 YeThIpeX CBS3aHHBIX HyKi1eosnmoB NN'-NR-
NR3-NR4, rie NR! npeacTaBiseT co00i 2'-O-MEeTOKCHATHIIHYKIICO3HI, Kaxablid n3 N u NR4 MpEeJICTaBIsIeT CO00
S-cEt-nykmeosnzn, u N npexcrasmsier coGoii B-D-ne3okcupubonyKIeo3n; kaxasi N° npeacrapnser codoii S-
cEt-nykneosnn; kaxasiiit NQ npencrasisier co6oit B-D-ne3okcupubonykieosun; Y pasusercs 1 u N” npencras-
nseT co6oi 2'-O-MeTOKCHATHITHYKICO3H].

B ompenencHHBIX BapHaHTaX OCYINCCTBICHHS HYKJICOTHIHAS MOCIECAOBATEILHOCTh MOAH(DUIIUPOBAHHOTO
OJIMTOHYKJIEe0THaa 10 MeHblIel Mepe Ha 90%, mo MeHsbIel Mepe Ha 93%, o MeHblIel Mepe Ha 94%, o MeHb-
meit Mepe Ha 95 i Ha 100% KoMIUIEeMEHTapHa HYKJICOTHIHOM mocnenoBaresnsHocTH miR-122 (SEQ ID NO:
1).

B omperneneHHBIX BapHaHTaX OCYIIECTBIICHHS HYKICOTHIHAS ITOCIEAOBATEIHLHOCTh MOAH(DUIIMPOBAHHOTO
OJIMTOHYKJICOTHAA KoMmIutleMeHTapHa miR-122, Tak yto monoxenune 2 SEQ ID NO: 1 cmapeno ¢ 3'-KOHIIEBBIM

HYKJICOTHHBIM OCHOBaHHMEM OJIMTOHYKJIeoTHaa. Hampumep:
5’ —-UGGAGUGUGACAAUGGUGUUUG-3" (miR-122; SEQ ID NO: 1)
FEEErrrrrrrrrrrrnd
3" - CCTCACACTGTTACCACA-5' (anti-miR-122; SEQ ID NO: 4)

B omperneneHHBIX BapHaHTaX OCYIIECTBICHHS HYKICOTHIHAS ITOCIEAOBATEIHLHOCTh MOAH(DUIIMPOBAHHOTO
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OJIMIOHYKJIeOTHAa KoMIuleMeHTapHa miR-122, tak uro monoxenue 1 SEQ ID NO: 1 cnapeno ¢ 3'-KOHIEBBIM

HYKJICOTUAHBIM OCHOBAHUEM OJIMT'OHYKJICOTHUAA. HaanMep:
57 -UGGAGUGUGACAAUGGUGUUUG-3’ (miR-122; SEQ ID NO: 1)
(EEREEEEERERRRRE
37’ -ACCTCACACTGTTACC-5" (anti-miR-122; SEQ ID NO: 3); n

5’ ~UGGAGUGUGACAAUGGUGUUUG-3’ (miR-122; SEQ ID NO: 1)
FEETEEEEEEE e
3’ -TCCTCACACTGTTACCACAAAC-5" (anti-miR-122; SEQ ID NO: 6)

B onpenencHHBIX BapuaHTaX OCYIICCTBICHHUS 10 MCHBIICH Mepe OJHA MEKHYKIICO3HUTHAS CBSI3b MPEICTAB-
JseT co00M MOIU(DUIIMPOBAHHYIO MEKHYKICO3UIHYIO CBSI3b. B ONMpeeNeHHBIX BapUAHTaX OCYIICCTBICHUS Ka-
KA MEKHYKJICO3UIHAS CBSI3b MPEACTABIICT COO0H MOIU(PHINPOBAHHYIO MEKHYKICO3UIHYIO CBs3b. B ompe-
JICIICHHBIX BapUaHTaX OCYIICCTBICHHUS MOIU(PHUIMPOBAHHAS MEKHYKICO3HIHAS CBSA3b IPEACTABISICT COOOM
(hochoTHOATHYIO MEKHYKICO3UIHYIO CBSI3b.

B ompeneneHHBIX BapuaHTaX OCYIICCTBIICHUS MO MCHBIICH Mepe OJWH MUPUMUANH MOAUMUITUPOBAHHOTO
OJIUTOHYKJICOTHIA COICPKHUT S-METHIIFHYIO TPpyIIy. B onpeneneHHBIX BapraHTaX OCYIIESCTBICHHUS IO MEHBIIEH
Mepe OIWH IHUTO3HH MOAU(HUIIPOBAHHOTO OJIMTOHYKJICOTHIAa IPEACTaBIsIET COO0H S-MeTHIIUTO3MH. B omnpene-
JICHHBIX BapHaHTaX OCYIIECTBICHUS KaXKABIN ITUTO3UH MOTU(PUINPOBAHHOTO OJMTOHYKICOTHAA MPEICTABISACT
€000t S-MeTHIIHUTO3WH. B ompeneleHHbIX BapuaHTaX OCYIIECTBICHUS KKIbIA MOIU(PHUITUPOBAHHBIA HYKJIEO-
THJI, KOTOPBIH COJEPIKHUT LUTO3MH, CONCPKUT S-METHIIIIUTO3WH. B OmpeneneHHpIX BapuaHTax OCYIIECTBICHUS
Kax b1 2'-O-MEeTOKCHATIITHYKIICO3H T, KOTOPHIH COAEPKUT IUTO3HH, COIEPKUT S5-METHIIITUTO3HH.

B ompenencHHBIX BapHaHTaX OCYINCCTBICHHS HYKJICOTHIHAS ITOCICAOBATEIHHOCTh MOAH(DUIIUPOBAHHOTO
onuronykieornnaa seiopana 3 SEQ ID NO: 3-6, rie kaxasiii T HezaBucumo BbIOpan 3 T u U.

B ompeneneHHBIX BapUaHTaX OCYIIECTBICHHS MOIUGBHUIMPOBAHHBIN OnHMroHyKiIeoTun comepxkur 0, 1, 2
WIX 3 HECOBIAJICHUS MO OTHOUICHUIO K HYKJIICOTUAHOM mocienoBaTeibHOCTH miR-122. B onpenencHHBIX Bapu-
aHTaxX OCYIICCTBICHUS MOIU(PHINPOBAHHEIA ONUTOHYKICOTUI COACpKUT (0 HECOBMAJCHUI MO OTHOIICHUIO K
HYKJICOTHIHOH MmociieoBarebHOCTH MiR-122. B onpeneneHHpIX BapuaHTaxX OCYIMIECTBICHHUSI MOIU(UITUPOBAH-
HBIH OJINTOHYKJICOTH COACPKUT | HecoBMaIeHNE MO OTHOIICHUIO K HYKJICOTHIHOW IOCIIEA0BAaTEILHOCTH miR-
122. B ompeneneHHBIX BapHaHTaX OCYIISCTBICHUS MOTU(PHUITUPOBAHHBIA OJIMTOHYKICOTH] COJIEPKUT 2 HECOB-
MAJCHHS TT0 OTHOIIEHUIO K HYKJICOTHAHON MOCIe0BaTeIbHOCTH MiR-122.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHUS MOTU(PHUINPOBAHHBIN ONUTOHYKICOTHI COCTOUT OoJiee deM
n3 22 CBA3aHHBIX HYKJICO3UIOB U CONCPIKHT [0 MECHBIIEH Mepe 8 CBA3aHHBIX HYKJICO3UI0B HYKICO3HIHOTO MaT-
TepHa 1. Hykiieo3umpl, MpUCYTCTBYIONIUE B JOTOJHCHHE K HYKJICO3UIaM, ONMCAHHBIM HYKJICO3UIHBIM MaTTep-
HOM [, sIBJISIFOTCS OO0 MOIMPHUIUPOBAHHBIMH, JINOO HEMOAU(DUIIMPOBAHHBIMHU.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS MOAUDUIIUPOBAHHBIA OJUTOHYKICOTH COCTOUT MEHEE YeM
u3 16 CBS3aHHBIX HYKJICO3UIOB U CONCPIKHT IO MCHBIICH Mepe 8 CBA3aHHBIX HYKJICO3UIOB HYKICO3HIHOTO MaT-
TepHa L.

B ompenencHHBIX BapHaHTaX OCYIICCTBICHUS MOTU(DUIIMPOBAHHBINA OIUTOHYKICOTH]] UMECT HYKJICOTH/I-
HYIO TIOCJICIOBATEIHbHOCTh U MOAU(DUKAITUH, KaK TIOKa3aHo B Ta0m. 1. Hykieo3uasl 1 HyKI€OTHIHBIE OCHOBAHHUS
0003HAYAIOTCS CIEAYIONUM 00pa3oM: BepXHUH mHIEKC "Me" 0003HaYaeT S-METHUIIUTO3MH, HYKJICO3HIbl 0e3
MOCJIEIYIOMET0 HIKHETO MHICKCA MPEJCTABISIOT co00i [3-D-1e30KkcuprOOHyKIICO3HU B, HYKICO3HIBI C MOCTe-
IyIOIIMM HIKHEM uHAekcoM "E" mpezacraBisitor coboit 2'-MOE-HyKIIe03uIbl; HYKJICO3U Bl C MOCIETYIOIIHM
HIDKHUM MHIEKCOM "S" mpencTaBisioT coboit S-cEt-HyKIeo3uapl 1 Kaxaass MEKHYKICO3HUIHAS CBSI3b MPEICTaB-
TsIeT co00H (OCHOTHOATHYIO MEKHYKIICO3UTHYIO CBSI3b.

Tabmmma 1. Coequaenus anti-miR-122

Nt coenuHeHUS TIlocenoBaTeJJbkHOCTE M MOIUQUMKALUU SEQ ID NO
38649 A CeAs °Cr e CaRzTaTGUsCsACSACSTCsCs 4
38012 CsCASTTGUSCsACSACSTCCsA 3
38016 Mo CATsTGT s CeA™CoA™ C T C™ CoRy 3
38646 A7 ®CpAy °CeCAsTTGUsCsACSACSTCsCs 4
38647 B CLASCM CuRSTTGUCsACSACSTCsCs 4
38648 A7 ®Cehr °Ce *CaAzTTGUsCsACSACSTCsCs 4
38652 MeC LA ALAL ™ CphECsCASTTGUsCsACSACSTCsCs 5
38659 CsCASTTGUsCsACsACsTCsCsTx 10
38660 MeCpAALAL CrArCsCASTTGUsCsACSACSTCsCs T 6
38872 CsCAUsTGUsCsACsACsTCsCsA 3
38910 MeCECsAUsTGUsCsACSACsTCsCsAg 3

B HCKOTOPBIX BapUaHTaX OCYHICCTBJICHUA MOHI/I(l)I/IIII/IPOBaHHLIﬁ OJIMTOHYKJICOTHU UMCECT HYKIICOTUAHYIO
nocCJCa0BaTCIbHOCTE U MO,HI/I(lJI/IKaHI/II/I, KaK IIOKa3aHO HUKC:
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UsTGUsCsACsACsTCsCsAs (SEQ ID NO: 8) wmum
CsAsCsAsCsUsCsCs (SEQ ID NO: 9);

re  HYKIEOo3WOsl  0e3  MOCIEAYIONIEro  HWKHETO  HMHIEKca  IPEACTaBIsAloT — coboit  PB-D-
JIE30KCUPUOOHYKIICO3UIbI; HYKICO3HUIbI ¢ MOCISAYIOIMNM HIKHIM HHAeKCcoM "S" mpencTaBnsior coboit S-cEt-
HYKJICO3HIBI, M KaXIas MEXKHYKICO3WIHAS CBA3b NPEACTABISICT co00il GochoTnoaTHYI0 MEXHYKICO3UIHYIO
CBsI3b. B HEKOTOPHIX TAaKWX BapHaHTaX OCYIISCTBICHUsI COeMMHEHHUE MpencTaBisieT coboit 38591, 38633, 38998
i 38634.

Coenunenus anti-miR-122, cogep:kaniye KOHBIOraThI

B ompeneneHHbIX BapuaHTax OCYIIECTBIICHUS COEIMHEHHE, NMIPEAYCMOTPEHHOE B JAHHOM JIOKYMEHTE, CO-
JEPKUT MOAUGUIIMPOBAHHBIA OJIUTOHYKIICOTH/I, KOHBIOTUPOBAHHBIN C OJHUM WJIH HECKOJEKUMHU (hparMeHTaMH,
KOTOpBIC MOBHIIIAIOT aKTHBHOCTbD, KJIETOYHOE PACIPEICIICHHE W/WIN KIETOYHOE MOTJIOIIEHHE OJIUTOHYKICOTH/IA.
Hanpumep, yBennMueHHOE KJIETOYHOE TIOTJIONIICHHE COEIMHEHHS MOXKET OBITh JOCTHTHYTO C HCIIOJIb30BAaHHEM
KOHBIOTATOB, SIBJISIOIIMAXCS JIMTAHIAMHU JJIsI PEHEHTOPOB KICTOYHOH MOBepXHOCTH. CBSI3bIBAHUC JHMTAHIA, CO-
NPSDKEHHOTO C 9K30T€HHOW MOJIEKYJION (Harmpumep, JIEKapCTBEHHBIM CPEACTBOM), C €r0 PeleNTOPOM KIETOYHOH
MOBEPXHOCTH TPUBOJUT K MHTEPHAIN3ALUHN COMIPSIKCHHOW MOJIEKYJIBI, TAKUM 00pa3oM TOBHIMIAs TPaHCMEM-
OpaHHBIN TPAHCIIOPT SK30TEHHONW MOJIEKYJIBI. JIF000# 13 MOIUUITMPOBAHHBIX OJIMTOHYKJICOTHAOB anti-miR-122,
MPEICTABICHHBIX B JTAHHOM JIOKYMEHTE, MOXKET CBSI3BIBATHCS C OJHUM MM HECKOJIBKIMH (parMeHTaMu ¢ odpa-
30BaHHEM COCOMHEHHS, COJEpIKaIlero KOHBIOTMPOBAHHBIA MOIM(DHUIIMPOBAHHBIA ONWUTOHYKICOTHI anti-miR-
122.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS COCTUHEHUE, NMPEICTABICHHOE B TAaHHOM JOKYMEHTE, CO-
JICPXKHUT COMPSHKEHHBIN ()parMeHT, CBA3aHHBIN C 5'-KOHIIOM WU 3'-KOHIIOM MOJIU(DHUIMPOBAHHOTO OJHUTOHYKIICO-
Tuia. B onpenencHHBIX BapHaHTaX OCYIICCTBICHHS COCIUHCHUEC COJCPKHUT CONMPSDKCHHBIN ()parMEHT, CBSI3aH-
HBI ¢ 3'-KOHIIOM MOJM(UIMPOBAHHOTO OJIMTOHYKJIEOTHIa. B onpeneneHHBIX BapHaHTaX OCYIIECTBIECHUS CO-
€/IMHEHUE COJIEPXKUT CONPSDKEHHBIN ()parMeHT, CBSI3aHHBIN ¢ 5'-KOHIIOM MOJIM(UIMPOBAHHOTO OJMTOHYKIICOTH-
na. B ompeneneHHBIX BapuaHTaX OCYIICCTBICHUS COCIUHCHHC COJCPXKHUT IEPBBIM COMPSHKCHHBIA (parMeHT,
CBsI3aHHBIN ¢ 3'-KOHIIOM MOAM(HUITMPOBAHHOTO OJNUTOHYKJICOTHIIA, U BTOPOH CONPSKCHHBIA ()ParMEHT, CBS3aH-
HBIH C 5'-KOHIIOM MOIM(DHUIIMPOBAHHOTO OJIMTOHYKICOTH/A.

B onpeneneHHBIX BapHaHTaX OCYIIECTBIICHHS COMPSHKEHHBIN (PparMEeHT COAEPKUT 110 MEHBIIIEH Mepe OIH
JUTaH, BEIOpaHHBIA W3 YIJIEBOZA, XOJECTeprHa, JTUNHAa, Gochoiaunuaa, aHTHTEeNa, JUIONPOTEHHa, TOPMOHAa,
MEeNTHa, BUTAMIAHA, CTEPOH/a WM KATHOHHOTO JINITH/IA.

JIuranael MOTYT KOBaJEHTHO IMPHUCOCTUHATHECS K MOIU(GHUIMPOBAHHOMY OJHTOHYKICOTHAY C IIOMOIIBIO
MOJXOIAIICTO JTHUHKepa. Pa3nvHble TMHKEPHI U3BECTHBI U3 YPOBHS TEXHUKU, U KOHKPETHBIC HEOTPAHUYHBAIO-
IIMe WITIOCTPATHBHBIC JIMHKEPH! ONHcaHbl, Hanpumep, B myonukamun PCT Ne WO 2013/033230 u mateHTe
CILIA Ne 8106022 B2. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUS MOXKET OBITH BHIOpAH JIMHKEP, KOTOPHII SBIISI-
€TCSl YCTOMYMBBIM K (DEPMEHTATHBHOMY PACIICIUICHUIO in Vivo. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS MO-
JKET OBITh BBIOpaH JIMHKEP, KOTOPBIH SBISCTCS YCTOWYHMBBIM K THAPOIUTHYCCKOMY pACIICIUICHUIO in vivo. B
HCKOTOPBIX BapUaHTaX OCYIICCTBICHUS MOXKET OBITh BEIOpAH JIMHKEP, KOTOPBIH OyAET MoaBepraTthes epMeHTa-
THBHOMY pPAacUICTUICHHUIO in Vivo. B HEKOTOPBIX BapruaHTaX OCYIIECTBICHHS MOXKET OBITh BHIOpPAH JIMHKEP, KOTO-
pHBIiA OYIIET MOABEPTATHCS THAPOIUTHIECKOMY PACIIEIUICHHUIO in Vivo.

B ompeneneHHBIX BapHaHTaX OCYIIECCTBICHHUS COEIWHEHHE, COAEprKaliee KOHBIOTHPOBAHHBINA MOH(pHUIN-
POBaHHBI OJMTOHYKJICOTH, OTIMCAHHBIN B JAHHOM JOKYMEHTE, UMEET CTPYKTYPY

L-X1-Np—X»-MO;

e Kaxaplid L mpencraBiaseT coO00i TUTan; Kaxaplidi N He3aBHCHUMO TPEACTABIIET COO0M MOAUDHUITUPO-
BaHHBIM WJIM HEMOAU(PHUITMPOBAHHBIA HYKICO3UI M M paBHsIeTCS OT 1 10 5; Kaxablii X; U X, HE3aBUCUMO TPe.I-
CTaBILIIOT co00i PochommdPupHyro cBs3b WiH GochoTrHoaTHYIO CBsI3b, 1 MO mpezacTaBiseT coboit Monupuim-
POBaHHBIN OJUTOHYKIECOTHA. B ompeneneHHbIX BapuaHTax OCyIIECTBIEHUS m paBHsAeTcs 1. B ompeneneHHbIX
BapHaHTaxX OCYIICCTBJICHUSA m paBHICTCA 2. B ompe/eneHHBIX BapHaHTaX OCYIICCTBICHHUS M paBHseTcs 2, 3, 4
unu 5. B omnpeneneHHBIX BapHaHTax OCYIIECTBIEHUS m paBHsercs 3, 4 unu 5. B ompeneneHHBIX BapHaHTax
OCYILIECTBIICHHS, KOT/Ia M paBHseTCs Ooee 1, Kakaplii MOAUGUIIMPOBAHHBIA WM HEMOAU(DHUIIUPOBAHHBIA HYK-
neo3uf Ny, MOKET OBITh CBSI3aH C MPUJICTAIOIIAM MOIU(PUIIMPOBAHHBIM WIH HEMOAU(DHUIIMPOBAHHBIM HYKJICO3U-
oM N, ¢ moMoIbio GocoaushupHOi MEKHYKICO3UTHONW CBI3H WK (POCPOTHOATHON MEIKHYKICO3UTHOM CBSI-
3u. B omnpezeneHHbIX BapuaHTax OCYLIECTBICHHS m paBHseTcs 1, M Kaxabii X; u X, npencrasiser cobo ¢poc-
bomm dup.

B ompeneneHHBIX BapHaHTaX OCYIIESCTBICHHUS COCIMHEHHE, COAEprKaliee KOHBIOTHPOBAHHBIA Mou(HUIn-
POBaHHBIN OJMTOHYKIJICOTH/, OTIMCAHHBIA B JAHHOM JOKYMEHTE, UMEET CTPYKTYpY A

Ly-smuErep-MO;

rJie Kaxapiid L He3aBUCHMO MpencTaBisaeT co00i murana, n paBusercs ot 1 1o 10 m MO npencraBiseT co-
001 MOAH(DUITUPOBAHHBIA OJTUTOHYKICOTH/I.

B ompezneneHHbIX BapHaHTax OCYIIECTBICHHS COEAWHEHUE, COAeprKaliee KOHbIOTUPOBAHHBIH MOANDUIIN-

POBaHHBIN OJIMTOHYKJIEOTH/I, OMIMCAHHBIN B TaHHOM JJOKYMEHTE, UMEET CTPYKTypy B
Ly—nmHkep—-X;-Np—X,-MO;
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IJie Kaxablii L He3aBUCUMO MpeacTaBiseT co0oit murana u n paBasiercs ot 1 go 10; kaxaprii N He3aBHCH-
MO TIpECTaBIIeT cO00 MOIUMUIIMPOBAHHBINA HITH HEMOIU(PHUIIMPOBAHHBIN HYKIICO3HUI M M paBHsAETCS OT 1 10
5; kaxaeiid X; 1 X, HE3aBUCUMO MPEACTABISET co00r GochoaudyGupHyIo cBsA3b WK (HOCHOTHOATHYIO CBS3h, U
MO npeacrapnsieT co6oit MOTUDUIIMPOBAHHBIN OJMTOHYKJICOTHA. B ompeneleHHbIX BapuaHTaxX OCYIIECTBICHUS
m paBHsercs 1. B ompeneneHHBIX BapHaHTax OCYIIECTBICHHS M paBHAETCS 2. B ompemencHHBIX BapHaHTax
OCYIIIECTBIICHUST M paBHsAETCS 2, 3, 4 uiu 5. B onpeneieHHbIX BaprHaHTax OCYIIEeCTBICHUS M paBHseTcs 3, 4 win
5. B ompeneneHHBIX BapraHTax OCYIIECTBIICHUS, KOTIa M paBHseTcs Oojee 1, kaxaplii MoauUIIMPOBAHHBIN
WA HEMOAU(UIIMPOBAHHBIA HYKJIE03uI N, MOKET OBITh CBSI3aH C NPWICTAIOIIUM MOAW(MHUIIMPOBAHHBIM HIIH
HEeMOAU(DUIIUPOBAHHBIM HYKJICO3UIOM Ny, ¢ moMompio GhochoaudGupHOil MEKHYKICO3HIHON CBSI3U Uiu (doc-
(hoTHOATHOW MEXKHYKIICO3UTHON CBSI3H.

B onpeneneHHBIX BapuaHTaX OCYIIECTBICHUS COCIMHCHHE, COACpIKaIlee KOHBIOTHPOBAHHBIA MOIU(UIIN-
POBaHHBIN OJIMTOHYKJICOTH]I, OTIMCAHHBIN B TAHHOM JOKYMEHTE, HMeeT CTPYKTypy C

Ly—JMHKep—-X—-Np—Y-MO;

e Kaxaeiid L He3aBHUCHMO MpencTaBiseT co0oit muranm, u n paBasercs ot 1 mo 10; kaxaprit N He3aBUCH-
MO TIpecTaBisieT co00i MoaU(UIIMPOBAHHBIN UM HEMOAU(UIIMPOBAHHBIN HYKJICO3H, © M paBHIETCS OT 1 0
5; X mpexacrasiseT coboit hochoamdpupHyto CBs3b WK GocPoTHOaTHAS CBA3b Y MPENCTaBiseT coboit hocdo-
T GUPHYIO CBsI3b, © MO TpeacTaBiseT co00i MOIUMUITUPOBAHHBIN OJUTOHYKICOTHI. B onpeneneHHBIX BapH-
aHTax OCYIIECTBICHUS M paBHsieTcs 1. B onmpeneneHHBIX BapraHTax OCYyIIECTBICHHS m paBHseTcs 2. B ompene-
JICHHBIX BapHaHTaxX OCYIIECTBICHUSA M paBHsieTCS 2, 3, 4 nm 5. B onpeneneHHBIX BapHaHTaX OCYIIECTBICHUS M
paBHsieTcs 3, 4 win 5. B onpeneneHHbIX BapuaHTaX OCYIIECTBICHUS, KOTIa m paBHIETCS Oojee deM 1, KaKapli
MOTU(DHUIIMPOBAHHBIN WM HEMOTU(PUIMPOBAHHEIN HYKICO3UI N, MOXKET OBITh CBS3aH C MPHJICTAIOIINM MOJIH-
(bUIMPOBaHHBIM MM HEMOAN(HUIMPOBAHHBIM HYKJIE03uI0M N, ¢ TOMOIIEIO (hochoaudGUPHOH MEKHYKIICO3HUI-
HOW CBSI3U WU (POCHOTHOATHON MEKHYKICO3UITHON CBS3H.

B omnpeneneHHBIX BapuaHTaX OCYIIECTBICHUS COCIUHCHHE, COACPIKaIlee KOHBIOTHPOBAHHBIA MOAU(UIIU-
POBaHHBIN OJMTOHYKJICOTH]I, OTIMCAHHEIN B JAHHOM JJOKYMEHTE, IMEET CTPYKTYpY D

Ly—JmmMHKep—-Y-N,—-Y-MO;

IJie KaXIbli L He3aBUCHMO TIpeNICTaBIsIeT cO00M JTUTan U n paBHsAeTcs oT 1 mo 10; kaxaeiid N He3aBHCH-
MO TIPEJICTaBISAET cOO00H MOIUGMUIIMPOBAHHBIN UM HEMOAM(DHUIIMPOBAHHBIA HYKIJICO3U M M paBHAETCS OT 1 10
5; kaxaeiid Y mpenctaBiser coboit hochoamddupHyto cBsa3b 1 MO mpencTaBiseT co0oi MoaudUIIMpOBaHHBIH
OJIUTOHYKJICOTH . B ompeneneHHpIX BapuaHTax OCYIIECTBICHHS m paBHseTcs 1. B HeKOoTOpBIX BapmaHTax OCy-
IIECTBJICHUS M paBHAETCS 2. B ompeneneHHbIX BapHaHTaX OCYIIECTBICHUS m paBHsAeTcs 3, 4 unn 5. B onpexe-
JICHHBIX BapHaHTaX OCYIIECTBICHHUS M paBHsACTC 2, 3, 4 win 5. B onpefencHHBIX BapUaHTaX OCYIICCTBICHHUS,
Korga m Oombine 1, KakABIH MOAUMDUIIMPOBAHHBIA WM HEMOAUGDUIIMPOBAHHBIN HYKIC03ua N, MOXET OBITh
CBs3aH C MPWJICTAIOIIUM MOJU(PHUIMPOBAHHEIM I HEMOAU(DUIIUPOBAHHBIM HYKJICO3UIOM N, ¢ moMoIkko doc-
oy GupHON MEKHYKICO3UTHOHN CBSI3U WK (HOCHOTHOATHON MEKHYKICO3UTHON CBA3H.

B ompenencHHBIX BapHaHTaX OCYINECTBICHUS, KOraa n OoJbie 1, THHKEP COACPKHUT OCTOB, CITIOCOOHBIH
CBA3BIBATH OoJiee OMHOTO L ¢ OCTaNBHOW YacThiO COCTUHEHUS (T.€. ¢ MOAU(DHUIIUPOBAHHEIM OJUTOHYKICOTHIOM
(MO), ¢ X;-N;;-X,-MO, ¢ X-N,;-Y-MO #u T.1.). B HEKOTOpBIX TaKMX BapHaHTaX OCYIIECTBIECHUS L,-TMHKEepHAs
4acTh COSAMHEHHS (TaKOTO Kak coennHeHue cTpykTypsl A, B, C wim D) cogepxut ctpyktypy E

Loots o
N n

rae Kaxaplii L HezaBrHCHMO TIpecTaBiseT co0oit muranm;, n paBasercs oT 1 no 10; S mpeacrapisieT coboi
octoB 1 Q' Q" HE3aBUCUMO TIPEACTABISAIOT COOOM CBSI3YIOIIHME TPYIITIHI.

B ompeneneHHbIX BapraHTax ocymecTBiIeHHS kKaxnas Q' u Q" He3aBHUCHMO BBIOpaHA W3 TENTHIA, dPHpa,
nponuieHrukoss, ankuia, C-Cyp-ankuna, 3amemieHHoro C;-Cyg-ankuna, C,-Cyp-ankenuna, 3amenieHHoro C,-
Cyo-ankenuna, C,-Cyp-ankunuina, 3amerieHHOro C,-Cyp-ankuuuina, C;-C,g-ankokcu, 3amemeHHOTo Ci-Cyy-
ANKOKCH, aMUHO, aMHJI0, TUPPOIIUIANHA, 8-aMHHO-3,6-THOKCa0KTaHOBOH KUCIOTH (ADO), cykumaumuuin-4-(N-
MAaJICUIOMETIIT)-IIUKIIOTeKCaH- | -kapOOKCcHIaTa U 6-aMHHOTECKCAHOBOW KUCIIOTHI.

B onpenencHHBIX BapuaHTaX OCYMICCTBICHUS OCTOB CBSI3BIBACT 2, 3, 4 WM 5 NUTaHAOB ¢ MOAU(HUIIUPO-
BaHHBIM OJHMTOHYKIICOTHUAOM. B OmnpeeIcHHBIX BapHaHTaX OCYIICCTBICHUS OCTOB CBSI3bIBACT 3 JIMTAHIA C MO-
TU(GUIIPOBAHHBIM OJIUTOHYKIICOTHAOM.

HeorpannuunBaromas wiutocTpaTiuBHas cTpykTypa E mpencrasiser coboit ctpykTypy E(i)
NR;Q'4L4

L,Q,R,N o)

RN NR3Q'5L3

o
-
rae kaxnenid Ly, L, u L; He3aBucuMo nipezcTaBisier coboii auran; kKaxaeiid Q'y, Q',, Q's u Q" HezaBUCHMO

MpeJICTaBIsIeT COOOU CBA3YIOMIYIO TPYIITY U Kaxkslil Ry, Ry, Ry u Ry HezaBucumo BeiOpan u3z H, C;-Cy-anmkuna u
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3ameneHHoro C,-Cg-ankua.

B HekoTOphIX BapmaHTax ocymiecTBiIcHUs kaxaas Q';, Q', Qs m Q" He3zaBuCHMO BhIOpaHA U3 MENTHIA,
a¢dupa, nponmteHrmKos, ankmia, C-Cy-ankuia, 3ameneHHoro C,-Cy-ankumna, C,-Cyy-akeHnsa, 3aMenieH-
Horo C,-Cyp-ankenuna, C,-Cyp-ankunmia, 3amenieHHoro C,-C,p-ankunmia, C-C,p-ankokcu, 3aMmemiennoro C-
Cy0-aTKOKCH, aMHHO, aMHUJI0, TUPPOHINHA, 8-aMHUHO-3,6-THOKCAOKTAaHOBOK KHCIOTHI (ADQO), CyKIMHUMUIIII-
4-(N-ManenI0MeTHI ) [IUKJIOTeKcaH- | -kapOokcninara u 6-aMHHOTEKCAHOBOW KHCJIOTHL. B HEKOTOPHIX BapHaHTaX
ocymiecTBIieHUsT Kakasld R;, Ry, R; m Ry HezaBucumo BeIOpan u3 H, metwia, 3Tuna, mponmia, U30MPOIIIa U
OyTria. B HEKOTOPBIX BapraHTax OCYIIECTBICHUS KX Iblid R, Ry, Ry 1 Ry BeIOpan n3 H 1 meTua.

JlonoHUTENEHON HEOrpaHWYMBAIOIIECH WILTIOCTpAaTHBHOHN cTpyKTypoii E sBisiercs crpykrypa E(ii)

0QLy
0Q'3L,
"QRyN
0Q'sLs

rae kaxnaerid Ly, L, u L; He3aBucumo npeacTasiseT coboi muranm;, kaxaeii Q'y, Q',, Qs m Q" HezaBucuMo
MpecTaBisieT co0oi csA3yronTyro rpymmy u R, Beiopan u3 H, C-Cs-ankuina u 3amemennoro C;-Cg-ankunia.

B HexoTOphIX BapmaHTax ocymiecTBieHus kaxnas Q'y, Q', Q'; m Q" He3aBHCHMO BbIOpaHa W3 MENTHIA,
a¢dupa, nponmieHrmkois, ankmia, Ci-Cy-ankuia, 3ameneHHoro C,-Cy-ankumna, C,-Cyy-akeHna, 3aMenieH-
Horo C,-Cyp-ankenuna, C,-Cyp-ankunmia, 3amenieHHoro C,-C,p-ankunmia, C;-C,p-ankokcu, 3aMmemiennoro C-
Cyo-aJKOKCH, aMHHO, aMUI0, MUPPOIUIINHA, 8-aMUHO-3,6-11OKCAOKTaHOBON KUCIOTH (ADO), CyKUMHUMUANII-
4-(N-ManengoMeTH ) IMKIIOreKcaH- 1 -kapOokemnaTa 1 6-aMHHOT€KCaHOBOW KHCIIOTHI. B HEKOTOPBHIX BapHaHTax
ocyiecTBieHus R BeIOpan mu3 H, MeTuna, 3Thia, mpomnuia, H30Mponuia U OyTuna. B HEKOTOpBIX BapwaHTax
ocyiecTBieHus R mpencrasnser codoit H mmm metu.

JlonOoNHUTENEHON HEOTpaHWYHMBAIOIIECH WILTIOCTPAaTHBHOHN cTpyKTypol E sBisiercs crpykrypa E(iii)

[o]

NR(Q'(Ly
o}

NR2Q"2L;
NRs 2W2ls

NRsQ'sLs
"QRN

[o]

rae kaxnaenid Ly, L, u Ly He3aBucuMo nipenctapiset coboit murann; kaxnaas Q', Q',, Q'3 u Q" HezaBuCcHMO
MpeJICTAaBIsIET cO00i CBA3YIONIYIO TpymIy U Kaxabelid R;, R,, R;, Ry u Rs HezaBucumo BeiOpan u3 H, Ci-C¢-
ankuia u 3amereHHoro C;-Cg-ankuna.

B HekoTOphIX BapmaHTax ocymiecTBiIcHUsA kaxaas Q';, Q', Qs m Q" HezaBucHMO BhIOpaHA U3 MENTHIA,
a¢upa, nponmiaeHr Ko, ankmia, C;-Cy-ankuna, 3amenieHHoro C;-Cyp-ankuna, C,-Cy-alkeHUIa, 3aMeleH-
Horo C,-Cyp-ankenuna, C,-Cyp-ankunmia, 3amenieHHoro C,-C,p-ankunmia, C;-C,p-ankokcu, 3aMmemiennoro C-
Cy0-aTKOKCH, aMHHO, aMHUJI0, MUPPOTHINHA, 8-aMHUHO-3,6-THOKCAOKTAaHOBOK KHUCIOTH (ADQO), CyKIMHUMUIIII-
4-(N-ManenI0MeTHI ) [IUKJIOTeKcaH- | -kapOokcninara u 6-aMUHOTEKCAHOBOW KHCJIOTHL. B HEKOTOpHIX BapHaHTaX
ocymiecTBIIeHUsT KK R, Ry, R3, Ry  Rs He3aBucumo BrIOpans u3 H, MeTria, 3Tria, MpoImiia, H30MpOTIHa
1 OyTwia. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS KX R, Ry, R3, Ry 1 Rs BeIOpan u3 H u MeTunna.

JlonoNHUTENEHON HEOTpaHWYMBAIOIIESH WILTIOCTPATHBHON cTpyKTypoi E siBisiercst crpykTypa E(iv)

o

LiQ'RsN
NR;Q"

NR,Q'5L;

rae Kaxapid Ly u L, He3aBUCHMO TpeAcTaBisieT coOoi aurany; kaxnas Q';, Q'; m Q" He3aBUCHUMO Tpel-
cTaBisieT co00# CBS3YIONIYIO TPYMITYy M Kaxaelid R;, R, n R; HesaBucumo Beiopan u3 H, C,-Cs-ankumna u 3ame-
mtenHoro C,-Cg-ankuia.

B HexoTophIX BapuaHTax ocymiecTBieHus kaxaas Q';, Q', u Q" He3aBuCHMO BBIOpaHa W3 MENTHAA, YPHpa,
nponuieHrukoss, ankuia, C-Cyp-ankuna, 3amemieHHoro C;-Cyg-ankuna, C,-Cyp-ankenuna, 3amenieHHoro C,-
Cyo-ankenuna, C,-Cyp-ankunuina, 3amerieHHOro C,-Cyp-ankuuuina, C;-Cyg-ankokcu, 3amemeHHOTo Ci-Cy-
ANKOKCH, aMUHO, aMHJI0, TUPPOIIUIANHA, 8-aMHHO-3,6-THOKCa0KTaHOBOH KUCIOTHI (ADO), cykumaumuuin-4-(N-
MAaJICHIOMETIIT ) [IUKIIOTeKCaH- | -kapOoKcmiTaTa U 6-aMUHOT€KCAaHOBOH KHCIOTH. B HEKOTOPBIX BapHaHTaX OCY-
niecTBiIeHUS Kaxaelid Ry, R, u R HezaBucumo BeiOpan w3 H, MeTrna, 3Tiia, mpomuia, H30mponmia u oOytuwia. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS Kax bl Ry, R, 1 R; BoiOpan n3 H n metuna.

JloTIOTHUTENTFHONM HEOTPaHNYNBAIOIIEH WILTIOCTPATUBHOMN CTpyKTypoii E sBiseTcs crpykTypa E(v)
o]

L1QRyN
NRpQ'5L,

o] NR;Q"
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rae kaxaeid Ly u L, He3aBucuMoO mpenctaBisier coboi nuranm; kaxmaas Q'y, Q', u Q" He3aBUCHMO Tpe-
CTaBJIsIeT cO0OH CBA3yIOLIYIO Ipynny U Kaxkaeld Ry, R, u R; HezaBucumo BoiOpan u3 H, C;-Cg-ankuna u 3ame-
mtenHoro C,-Cg-ankuia.

B HexoTOphIX BapuaHTax ocymiecTBieHus kaxaas Q';, Q', u Q" He3aBuCHMO BBIOpaHa W3 MENTHAA, YPHpa,
npornuiIeHr Ko, ankmia, C-Cy-ankuna, 3amemenHoro C;-Cyg-ankuna, C,-Cyp-ankenmna, 3amenieHHoro C,-
Cyo-ankenmina, C,-Cyp-ankuamna, 3amemeHHOTo C,-Cyp-ankunamina, C,-Cyp-ankokcu, 3amerieHHoro C;-Cyo-
AJIKOKCH, aMHHO, aMHJI0, ITUPPOJIHINHA, 8-aMUHO-3,6-THOKCA0KTaHOBOH KHCIOTH (ADO), cykimauMuInn-4-(N-
MaJIeHIOMETHII )-IIUKJIOTeKCaH- | -kapOOKCHIIaTa U 6-aMUHOTEKCAHOBOM KHCIIOTH. B HEKOTOPHIX BapuaHTaX OCy-
niecTBiIeHUS Kaxaelid Ry, R, u R HezaBucumo BeiOpan w3 H, MeTrna, Twia, mpomuia, H30mponmia u oOytuwia. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS Kax bl Ry, R, 1 R; BoiOpan n3 H n metuna.

JlonoNHUTENbHON HeOrpaHWYHMBAIOIICH MILTIOCTpAaTHBHON cTpyKTypoii E siBisiercst crpykTypa E(vi)

L,Q',RN

0. O

NR(Q'1L4

rae kaxaeiii Ly, L, u L; HezaBucuMo nipencraiseT coboit muranm;, kaxaas Q';, Q', Q's u Q" He3aBUCHMO
MIPENICTaBIsIET COOO0M CBSI3YIONIYIO TPYIITy M Kaxablii R;, R, m R; HezaBucumo BeiOpan u3 H, C-Cg-anmkuna u
3amerennoro C,-Cg-ankumia.

B HexoTOphIX BapmaHTax ocymiecTBieHus kaxnas Q'y, Q', Q'; m Q" He3aBHCHMO BbIOpaHa W3 MENTHIA,
a¢wupa, nponmineHr Ko, ankmia, C;-Cy-ankuna, 3amenieHHoro C;-Cyp-ankuna, C,-Cy-amkeHua, 3aMeleH-
HOoro C,-Cyp-anmkenuna, C,-Cyp-ankununa, 3amenieHHoro C,-C,p-ankunamna, C;-Cyy-ankokcu, 3amenieHHoro Ci-
Cyo-aJKOKCH, aMHHO, aMUI0, MUPPOIUIINHA, 8-aMUHO-3,6-1HOKCAOKTaHOBON KUCIOTH (ADO), cyKUMHUMUAMII-
4-(N-mManenIoMeTH ) IMKIIOreKcaH- 1 -kapOokennaTa 1 6-aMHHOTEKCaHOBOW KHCIIOTHI. B HEKOTOPBIX BapHaHTax
ocyIecTBIeHUs Kaxaslid Ry, R, u Ry HezaBucumo BeiOpan w3 H, MeTuina, 3Trina, mponmia, H30Mponmia U OyTh-
7a. B HEKOTOPBIX BapraHTax ocylecTBICHHs Kaxablid Ry, R, u R; BeiOpan n3 H n meruna.

JlomoTHUTETFHON HEOTPaHNYNBAIOIIEH WILTIOCTPATUBHON cTpyKTypoii E sBisieTcst ctpyktypa E(vii)

OH
NR,Q5L, NR;QsLs
LQ' RN Onp© Onp O g
18R
A 7\, 7\,
CHs Z 3 Z CH; Z

rae kaxapiii Ly, L, u L; HezaBucuMo nipencraiseT coboit muranm;, kaxaas Q';, Q', Q's u Q" He3aBUCHMO
TpecTaBisieT co0oi CBA3YIONIYIO TpyIny; Kaxapiid R, R, n Ry HezaBucumo Boiopan u3 H, C;-Cg-ankuna u 3a-
MmermeHHoro C;-Cg-ankuia u Kaxabplil Z u Z' He3aBucuMo BeIOpansl u3 O u S.

B HekoTOphIX BapmaHTax ocymiecTBIcHUs kaxaas Q';, Q', Qs m Q" HezaBuCHMO BhIOpaHA U3 MENTHIA,
a¢upa, nponmineHr Ko, ankmia, C;-Cy-ankuna, 3amenieHHoro C;-Cyp-ankuna, C,-Cy-alkeHUNIa, 3aMeleH-
HOoro C,-Cyp-anmkenuna, C,-Cyp-ankununa, 3amenieHHoro C,-C,p-ankunamna, C;-Cy-ankokcu, 3amenieHHoro Ci-
Cyo-aJIKOKCH, aMHHO, aMUI0, MUPPOIUIINHA, 8-aMUHO-3,6-11OKCAOKTaHOBON KUCIOTH (ADO), CyKUMHUMUAMII-
4-(N-MaenIoMeTH ) IMKIIOreKcaH- 1 -kapOokennaTa 1 6-aMHHOTEKCaHOBOW KHCIIOTHI. B HEKOTOPBHIX BapHaHTax
ocymiecTBIIeHUsT Kbl R, R, 1 R; He3aBucuMo BeiOpan n3 H, MeTuia, 3THIa, MpoIuia, H30mponuia U 0yTh-
na. B HEKOTOpHIX BapruaHTaX ocylnecTBIeHUs Kaxaplid R, R, u R; BeiOpan u3z H u meTmina. B HekoTOpHIX Bapu-
aHTaX OCYIIECTBICHMs Z WK Z' 0 MEHbIIeH Mepe Ha OJHOM atome P mpezcrasiser cobol S, a npyroii Z win
Z' npencrasiser coboir O (T.e. pochoTroaTHas cBA3b). B HEKOTOPHIX BapWaHTaX OCYIIECTBIICHUS KaXIbIH -
OP(Z)(Z"O- npencraBnseT coboii GocPoTHOATHYIO CBA3b. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS U Z, U Z'
npeAcTaBisIoT coboit O Ha 1o MeHbIIeit Mepe oxHOM atome P (1.e. pochommdpupHas cs3p). B HeKoTOPHIX Ba-
pHuaHTax ocymecTBiIeHUs Kaxapiii -OP(Z)(Z")O- npexacrarisiet coboit pochoaudGpupHyro CBsI3b.

JlononHUTENbHON HEOrpaHWYMBAIOIIECH WILTIOCTPATHBHOHN cTpyKTypoli E siBisercs crpykrypa E(viii)

NR,Q'5L,
o 0
"QR“NW?N/\/ N\)kNRsQ'aLs

)
(0]
L1Q"4R4N

rae kaxnaeid Ly, L, u Ly He3aBucuMo nipencTtaBnset coboit murann; kaxaeni Q', Q', Q33 u Q" HezaBucu-
MO TIpECTaBIICT cOOOM CBA3YIOIIYIO Tpymiy W Kaxaei Ri, Rp, R; u Ry HesaBucumo BeIOpan w3 H, Ci-Cqy-
ankuia u 3amemeHHoro C;-Cg-ankuna.

B HeKoTOpbIX BapuaHTax ocymiecTsiaeHus kaxnas Q'y, Q%, Q's u Q" HezaBucMMO BHIOpPaHA M3 NENTHUIA,
a¢dupa, nponmieHrmkois, ankmia, Ci-Cy-ankuia, 3ameneHHoro C,-Cy-ankumna, C,-Cyy-akeHnsa, 3aMenieH-
Horo C,-Cyp-ankenuna, C,-Cyp-ankunmia, 3amenieHHoro C,-C,p-ankunmia, C;-C,p-ankokcu, 3aMmemiennoro C-
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Cyo-aNKOKCH, aMHHO, aMHUI0, MUPPOIUIINHA, 8-aMUHO-3,6-11OKCAOKTaHOBON KUCIOTH (ADO), cyKUMHUMUAMII-
4-(N-mMaenIoMeTH ) IMKIIOreKcaH- 1 -kapOokennaTa 1 6-aMHHOTEKCaHOBOW KHCIJIOTHI. B HEKOTOPBHIX BapHaHTax
ocymiecTBIieHUsT Kakasid R, Ry, R; m Ry HezaBucumo BeIOpan u3 H, metuia, 3Tuna, mponwmia, U30MPONIHIa U
OyTuia. B HEKOTOPBIX BapraHTax OCYIIECTBICHUS KaXIblid R, Ry, Ry 1 Ry BeIOpan u3 H 1 meTua.
HeorpannuunBaromye WIDTIOCTPATUBHBIE OCTOBBI H/HIIU JTMHKEPHI, COJEPIKAIINE OCTOBBI, 1 UX CHHTE3 OIIH-
caHbl, HartpuMep, B myonukamuu PCT Ne WO 2013/033230, matente CIIA Ne 8106022 B2, my6mukanun CIIIA
Ne 2012/0157509 Al; matente CIIIA Ne 5994517; natente CILIA Ne 7491805 B2; matente CILIA Ne 8313772
B2; Manoharan, M., Chapter 16, Antisense Drug Technology, Crooke, S.T., Marcel Dekker, Inc., 2001, 391-469.

B onpeneneHHbIX BapHaHTaX OCYILECTBIEHUS L, -TMHKepHAs 4acTh COEIUHEHUS COAEPXKUT CTPYKTYpy F
HO.

B-MO

rae

B BbIGpaH u3 -O-, -S-, -N(RY)-, -Z-P(Z')(Z2")O-, -Z-P(Z')(Z")O-N-X- i -Z-P(Z')(Z")O-N,,-Y-;

MO npencraiseT co00i MOIUPHUIMPOBAHHBIA OJUTOHYKICOTHI;

RY BiGpan u3 H, MeTHI1a, 9THIIA, TIPOIIHIIA, H30MPOIHIA, OYTHIA K GEH3HIA;

Kaxaplil Z, Z', u 7" nezaBucumo Boiopan uz O u S;

Kaxabplii N He3aBHCHMO BHIOpaH U3 MOAU(DHUIIMPOBAHHOTO WM HEMOIU(PHUIIMPOBAHHOTO HYKICO3U/Ia;

m paBHseTcs oT 1 110 5;

X BeIOpan u3 pochoaudGupHOi cBsI3M U PocHOTHOATHOH CBSI3M;

Y npexacraBuseT coboii hpochoaudhUpHYIO CBI3b U

BOJIHHCTAS JIMHHUS 0003HAYACT CBA3b C OCTAIBHON YaCThIO TUHKEPA U JIUTAaHAOM(aMHu).

B ompeneneHHBIX BapHaHTaxX OCYIIECTBICHHUS BOJIHUCTAs JIMHHS 00O3HA4YaeT CBI3b CO CTPYKTypoil E,
MPEJICTaBJICHHON BHIIIIE.

B ompeneneHHbIX BapuaHTax OCyllecTBIeHHUs n paBHAeTcs oT 1 10 5,01 1 1o 4, ot 1 1o 3 wnu ot 1 10 2. B
OTIpEICIICHHBIX BapHAHTaX OCYMICCTBICHUS N paBHsAETCS 1. B ompeiereHHBIX BapuaHTaX OCYIICCTBICHHS N PaB-
HsieTes 2. B ompeenieHHBIX BapHaHTaX OCYIICCTBICHUS N paBHAETCS 3. B ompeneneHHBIX BapuaHTax OCYIICCTB-
JIeHWs n paBHseTCs 4. B omnpeereHHBIX BApHAHTaX OCYIIECTBICHUS N PaBHSICTCS 5.

B OIMPCACIICHHBIX BaprUaHTaX OCYIICCTBICHUA Ln-HI/IHKepHaﬂ YacCTb COCAUHCHUSA COACPIKUT CTPYKTYPY G
40

B-MO
N

dsto),
rae

B BbIGpaH u3 -O-, -S-, -N(RY)-, -Z-P(Z')(Z2")O-, -Z-P(Z')(Z")O-Ny-X- 1 -Z-P(Z')(Z")O-N,-Y-;

MO npencraiseT co00i MOTU(PHUIMPOBAHHBIA OJUTOHYKICOTHI;

RY BriGpan u3 H, MeTHIIa, 9THIIA, TIPOIIHIIA, H30MPOIHIA, OYTHIA K GCH3HIIA;

Kaxnaplil Z, Z', u 7" nezaBucumo Boiopan uz O u S;

Kaxablii N He3aBHCHMO BHIOpaH U3 MOAU(DHUIIMPOBAHHOTO WM HEMOIU(PHUIIMPOBAHHOTO HYKICO3U/Ia;

m paBHsieTcs oT 1 110 5;

X BBIOpaH u3 hochoandhUpHOI CcBs3U U HOCHOTHOATHOH CBA3H;

Y npencraBusieT co6oi GochomudIPUPHYIO CBS3b;

KXl L He3aBUCHMO TIpeICTaBIsIeT co0oi Jiuranm;, n paBasercs oT 1 1o 10; S mpencrasisieT co6oit oc-
ToB ¥ Q' 1 Q" HE3aBUCHMO TPENICTABIISIFOT COOOH CBS3YIONINE TPYIIIIHI.

B onpenenenHbIx BapuaHTax ocymiecTBiIeHUS kaxaas Q' u Q" He3aBUCHMMO BBIOpPAHBI M3 MENTHAA, dPHpa,
npornuiIeHrukods, ankmia, C-Cy-ankuna, 3amemenHoro C;-Cyg-ankuna, C,-Cyp-ankenumna, 3amenieHHoro C,-
Cyo-ankenmina, C,-Cyp-ankuamna, 3amemeHHOTo C,-Cyp-ankumnamna, C-Cyp-ankokcu, 3amerieHHoro C;-Cyo-
ANKOKCH, aMUHO, aMHJI0, TUPPOIUIANHA, 8-aMHHO-3,6-THOKCa0KTaHOBOH KUCIOTH (ADO), cykumaumuuin-4-(N-
MAaJICUIOMETII)-IIUKIIOTeKCaH- | -kapOOKCcHIaTa U 6-aMHUHOTCKCAHOBOW KUCIIOTHI.

HeorpannuuBatomas wintocTpaTuBHas L, -TuHKepHas yacTh (HanpuMep, cTpykTypsl F unn G) coenuHenus
npejcTaBieHa cTpykTypoit H ke

)\ NH —
HOL —7 N/OVW H T H
AcHN o ﬁ y H{o
ciu oH o )
-\ _0 A L N
A NH
HOL L0~ NH {0 i (AV,\',v,‘\/-\_/\,A:o
AcHN o ° o o
\ ~~"N"o
HOL —7—2 0™ il H
AcHN °

IJie BOJIHUCTAs JIMHUS 00O03HAYaeT MpUCOSTUHEHHEe K MoaudHUIUpoBaHHOMY oJMroHyKIeotuay (MO), k
X, Hanpumep, B cTpykrype B, i k X nim Y, Hanpumep, B ctpykrype C wiu D.
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B onpeneneHHBIX BapHaHTax OCYLIECTBICHUS KaXKIblH JIMTaHX IpeAcTaBisieT coboi yrieBoa. Coenune-
HHE, COJepiKalllee YTIIEBOJ-KOHBIOTUPOBAHHBIN MOAM(UIMPOBAHHBIN OJUTOHYKICOTHI, MPH PAaCHO3HABAHUH
JIEKTHHOM KJIETOYHOH TOBEPXHOCTH TPAHCIOPTHPYETCS Yepe3 KICTOYHYI0 MeMOpaHy B KJIETKy. B ompenenen-
HBIX BapHaHTaX OCYIIECTBIICHHA JEKTHH KJIETOYHON MOBEPXHOCTH MpeAcTaBisieT coboi nektuH C-tuma. B om-
peneNeHHBIX BapHaHTaX OCyIecTBICHHs JIeKTHH C-Tumna mpucyTcTByeT Ha kKietke Kymdepa. B ompeneneHHbIx
BapHaHTaX OCYIIECTBICHHUS JeKTHH C-THla MPHUCYTCTBYET Ha Makpodare. B ompeneneHHBIX BapraHTax OCyIle-
cTBIIeHUS JIeKTHH C-THIa MPUCYTCTBYET Ha 3HAOTENHANBHON KileTKe. B ompeneneHHbIX BapHaHTaX OCYIIECTB-
neHus JekTHH C-THIa MPHECYTCTBYET Ha MOHOIUTE. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS JEeKTHH C-
TUTIA TIPUCYTCTBYET Ha JicHKonuTe. B OmpeeieHHBIX BapHaHTaX OCYIICCTBICHUS JIeKTHH C-THIIa MPUCYTCTBYET
Ha JICHAPUTHOHM KJIeTKe. B ompeneneHHBIX BapuaHTaX OCYMICCTBICHUs JeKTHH C-TUIAa MPHCYTCTBYeT Ha B-
kieTke. Konbprorar MokeT o6JsieryaTh NOTJIOIIEHHE coenHeHns anti-miR-122 mo0bIM THITOM KJIETOK, dKCIIpec-
cupyromum Jektud C-Tuma.

B ompeneneHHbIX BapuaHTax OCYLIECTBJICHHUS JIeKTHH C-TUIA MpeACTaBIsIeT cO00H acHaIoTIMKOIPOTEH-
HoBbIH penentop (ASGPR). B ompeneneHHbIX BapuaHTax OCYLIECTBICHHS KOHBIOTAT COAEPXKHUT OAUH WU He-
CKOJIBKO JIMTaHI0B, obnagarommx ahuHHOCThIO K ASGPR, Bkitouas 6e3 orpaHndeHHs TalaKTO3y WM MPOHU3-
BOJHOE TajlakTO3bl. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHUS JWTaHI, OONMamarommii apUHHOCTRIO K
ASGPR, npencrasiser co6oii N-aleTHirasakTo3aMiH, TATaKTO3y, TallakTo3aMiH, N-QpopMuiIrarakTo3aMmuH, N-
MPOTHOHMII-TAJIAKTO3aMHH, N-n-OyTaHoWIranakTo3aMiH Wid N-n30-0yTaHOWI-ralakTo3aMuH. Takne KOHbIoTa-
THI 00JIET4aroT TMOTJIONICHUE COCTUHEHHS KIeTKaMH, KOTophie akcrpeccupyioT ASGPR, HampuMep, remaroru-
TaM# 1 ICHAPUTHBIMH KIETKaMH.

B onpeneneHHBIX BapHaHTax OCYIIECTBIICHHS JIMTaH]] IPEICTABIIET COO0H yrieBo, BEIOpaHHBIH U3 MaH-
HO3BI, TJIFOKO3bI, T'aJaKTo3bl, puO03bl, apaOnHO3bI, GPYKTO3bI, (PYKO3bI, KCHI03bl, D-MaHHO3EI, L-ManHO03bI, D-
rajnakto3bl, L-ramakto3sl, D-rmroko3sl, L-riaroxo3sl, D-pu6o3sr, L-pubo3sl, D-apadunossl, L-apabuHo3bl, D-
¢pyxrossl, L-dppykTossl, D-pykossr, L-¢pykossl, D-kcnnossl, L-kcmno3sl, ansda-D-mannodypanossl, 6era-D-
MaHHO(YypaHo3bl, anbha-D-manHonMpaHo3bl, Oera-D-MaHHONMMpPaHO3EI, anbda-D-rmokodypanossr, Oera-D-
rIIoKo¢pypaHo3sl, anbda-D-rimokonupanossl, Oeta-D-rimokomupano3sl, anbda-D-ramakrodypaHossl, Oera-D-
ranakToypaHo3sl, anbha-D-ramakronupaHossl, Oera-D-ramakronmpanossl, anbda-D-pubodypanossl, 6era-D-
pubodypanos3sl, anbha-D-pubonmpanossl, OeTta-D-pubonmpanossl, anmbha-D-Pppykrodypanossl, ambdpa-D-
(hpyKTOIMPaHO3HI, TIIIOKO3aMHHA, TaJaAKTO3aMIHA, CHAJIOBON KUCIOTH U N-alleTHITranakTo3aMHIHa.

B omnpeneneHHBIX BapHaHTaX OCYIIECTBICHHUS JIMTaHA BBIOpaH W3 N-aleTHirajJakTO3aMHHA, TallaKTO3HI,
rajakTo3amuHa, N-popMuiIragakTo3amMuHa, N-IPOMMOHMITAIaKTO3aMiuHa, N-n-OyTaHounranakro3amMuHa U N-
M300yTaHOWITaJIaKTO3aMHHa.

B omnpeneneHHBIX BapHaHTaX OCYIIECTBICHHS JIMTAH] IPEACTABISIET co00i N-aleTnnranakTo3aMuyH.

B OIMPCACIICHHBIX BaprUaHTaX OCYHICCTBJICHUA COCAUHCHUC COACPIKUT CTPYKTYPY
MO

X,

OH OH ‘
-0 P o] N,
\, ~ N~ m
HOL—7=3 0y T | "
AcHN o W X, /J
OH OH O el
(SR P H
3 \ O~ NH YTNE g N .
HOM 7~ 0 \/W }r O j Y N )
AcHN o o - o
OH OH j
/
L e u
HOL/’/\\\,OV/\V/ g H
AcHN o

rre Kaxaslii N He3aBHCUMO IMpeJCTaBIsieT cO00H MOAN(PHUIMPOBAHHBIA MM HEMOIU(PHUIIMPOBAHHBIH HYK-
J€03U U m paBHsETCS OT 1 1o 5; Kaxapld X 1 X, He3aBUCUMO IpefcTaBisieT cobolt hochoampupHyto CBsI3b
w (ocporroarnyio cBsi3b 1 MO npencrasnser co6oit Moan(UINPOBaHHBIN OJUTOHYKICOTHA. B onpenenen-
HBIX BapHaHTaxX OCYIIECTBJICHUS m paBHseTcs 1. B ompexeneHHbIX BapuaHTaX OCYIIECTBICHUS M paBHSIETCS 2.
B onpeneneHHBIX BapraHTax OCYIIECTBICHUSI m paBHsieTcs 3, 4 nin 5. B onpeneneHHbBIX BapuaHTaX OCYIIECTB-
JeHus. m paBHseTcs 2, 3, 4 win 5. B onpeneneHHbIX BapHaHTax OCYIMIECTBICHHS, KOTIa m OombIne 1, KaKabplid
MOTUGHUIMPOBAHHBIN WM HEMOIU(PHUIMPOBAHHBIN HYKI€03ua N, MOXKET OBITh CBSI3aH C MPHUIIETAIOIINM MOIH-
(bUIIMPOBAHHBIM WM HEMOAU(PHUIIMPOBAHHBIM HYKJICO3HIOM N, ¢ TOMOIIEI0 Gochoamd GupHON MEKHYKICO3HI-
HOW CBSI3U WM (POCPOTHOATHON MEKHYKIICO3HTHON CBSI3H.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS COSIHHEHUE CONEPKHUT CTPYKTYPY
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Mo
Y
oH OH |
=\ —q AN N
HOA— 71, Oy NH H 7 ‘m H
AchN o \j x j
?H OH o N ( P
O PPN H N
Ho\,/q\l\/<oxv/\,/\ﬂ/NH NH\H/\,O\ ] N\H/\V/\VAV/\/\V/LO
AcHN o 0 ?x o
OH OH . (T
(a0 Ao )
HOL/T\‘A/O\/‘/\T/NH H
AcHN o

rae X npexacrasisier co6oit Gpochoamddupnyto cBsa3s wim GocdornoaTHyo CBA3E; KaXblii N HE3aBUCHMO
HpeCTaBIsIeT cO00H MOIUMUIMPOBAHHBIN MM HEMOAN(GHUIMPOBAHHBIN HYKJICO3Uua U m paBHsieTcs oT 1 10 5; Y
npencTaBisieT coboit hocomurdupnyio cBa3b 1 MO mpencraBiseT coboit MOAUDHUIIMPOBAHHBIN OJIUTOHYKJIICO-
THA. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS m paBHsAeTCs 1. B ompeneneHHBIX BapHaHTaX OCYIIECTBIIE-
HUS M paBHsIeTCS 2. B onpenereHHbIX BapuaHTaX OCYIIECTBICHUS m paBHseTcs 2, 3, 4 wiu 5. B onpeaeneHHBIX
BapHaHTaX OCYIIECTBICHUS m paBHseTcs 3, 4 wim 5. B onpeneneHHBIX BapHaHTaX OCYIIESCTBICHUS, KOTAa m
Oompire 1, KaKIbIA MOAM(DUIMPOBAHHBIA WIIH HEMOIU(DUIIMPOBAHHBIN HYKIE03ua N, MOXET OBITh CBS3aH C
MIPWIETAIOIUM MOTUGHUITUPOBAHHBIM WIH HEMOIU(PHUITMPOBAHHBIM HYKJI€03uaoM N, ¢ momMoripio (ochoman-
3(hHUPHOI MEKHYKICO3UIHOM CBA3U WK POCPOTHOATHON MEKHYKIICO3UIHOHN CBS3H.

B ompeneneHHbIX BapuaHTax OCYIIECTBIICHHUS COCIMHEHHE COAEPKUT MOAM(MUIIMPOBAHHBIA HYKJICOTH] U
CONPSDKEHHBIH (parMeHt, riae MoanpuuupoBaHHbIN onuronykiaeorun umeer crpykrypy CLCA TTG T CA-
CLAC. TC.Cy (SEQ ID NO: 7), rae mmxkuuit uanekc "L" o6o3nagaer LNA u HykI€o3uab! 63 MOCIEAYIOMIErO
HIDKHETO WHJAEKCa MPEACTaBIAIOT co00# [-D-me30KcuprnOoHyKIeo3uaAbl U Kakaash MEXHYKICO3UIHAS CBS3b
Hpe/ICTaBIsIET cO00H (HOCHOTHOATHYIO MEKHYKICO3UIAHYIO CBA3b, M TJ€ COIPSHKEHHBIH (parMeHT cBsizaH ¢ 3'-

KOHIIOM MO,HI/I(l)I/IIII/IPOBaHHOFO OJIMTOHYKJICOTHAA U UMECT CTPYKTYPY
MO

OH OH

N\\/O\ AN Jo] N,
X NS m
Ho¢/T\‘VOV‘\/\/"" H ‘?H
AcHN o i Ia
OH OH o “ P
Sy o
N 0N~y
AcHN o o j)/ o
-

OH OH

HO?
AcHN

rre Kaxaslii N He3aBHCUMO IpeJCTaBisieT co00H MOAM(PHUIMPOBAHHBIA MM HEMOIU(PHUIIMPOBAHHBIH HYK-
J€03u M m paBHseTcst OT 1 10 5; Kaxaplid X; 1 X, HE3aBUCUMO TIPEJICTABISIIOT c000i (hochoamdpupHyIo CBSI3b
w pocorroarnyto cBsizb, 1 MO mpencraiseT co60if MOANGUINPOBAHHEBIN OJIUIOHYKICOTHA. B HEKOTOpBIX
BapHMaHTaX ocyliecTBiIeHus Bee C)-HYKICO3MIbI MPEACTABIAIOT co00it “°C| -HYKICO3HIbI, TJIe BEPXHUIl HHIEKC
"Me" ob03Ha4aeT S-METHUIILIUTO3HH.

B HexoTOpBIX BapuaHTaxX OCYIIECTBICHUS COEIUHEHNUE UIMEET CTPYKTYPY

Mo—xz—Nm—x(tgjf

OH

re Kaxapiid N He3aBHCHMO MPECTaBIsICT CO00H MOAUGMUITMPOBAHHBIA WITH HEMOJU(PHUIIMPOBAHHEBIH HYK-
JIE03UI, U m paBHsAETCS oT 1 10 5; Kaxaprii X; u X, HE3aBUCUMO TPEACTABIIIET co00i hochoamdhupHyIo CBI3b
i pochoTroaTHyIO cBsI3b 1 MO npeacTaBiseT co00i MOAU(DHUITMPOBAHHBIN OJTUTOHYKIICOTH/I.

B ompeneneHHBIX BapHaHTax OCYIIECTBICHUS MO MEHBIIEH Mepe oauH W3 X; B X, MPEACTaBIsAET coO0H
dhochonmddupHyIo CBsI3b. B omnpeneneHHbIX BapraHTaX OCYIIECTBICHUS KaXablid 3 X U X, MPEACTABIIAET CO-
601 hochonudGUPHYIO CBS3B.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHA m paBHsAeTCS 1. B ompeneneHHBIX BapHaHTaX OCYIIECTBIIC-
HHUS m paBHsieTcd 2. B ompeneneHHBIX BapHaHTaX OCYLIECTBICHHUA m paBHsercs 3, 4 wiu 5. B ompeaeneHHbIX
BapHaHTaX OCYIICCTBJICHUS M paBHseTcs 2, 3, 4 wiu 5. B ompeeneHHbIX BapuaHTaxX OCYIICCTBICHUS, KOTIa m
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6outbie 1, mo60# MOIUQUIIMPOBAHHBIA WIIM HEMOIU(UIIMPOBAHHBINH HyKIeo3u ] N, MOXET OBITH CBSI3aH C IPHU-
JIETaloIMM MOAN(HUIMPOBAHHBIM WIN HEMOAU(PUIIMPOBAHHBIM HYKJIeo3uaoM Ny, ¢ moMouisio hochoaumapupHoit
MEXHYKIJICO3UTHON CBSI3H WU POCcHOTHOATHON MEKHYKIICO3HTHOM CBS3H.

B nm1000M 13 BapHaHTOB OCYIIECTBICHNUS, ONMCAHHBIX B JAHHOM JOKYMEHTE, Ny, MOXKET MPEICTaBIATh CO-
6oif N'pN", rae xaxapiii N'pN', roe kaxasiii N' He3aBUCUMO TIpeNCTaBisieT co00il MOAU(PUIIMPOBAHHBINA TN
HeMOIM(HUIIMPOBAHHBIN HYKIeo3ua U p paBusercs oT 0 mo 4; u N" mpexacraBiseT coO00i HYKIEO3U, COMEpKa-
i HeMo (D UIIMPOBAHHBIN caxapHbBIN (parMeHT.

B ompeneneHHbIX BapuaHTax OCylIecTBICHUS p paBHseTcs 0. B onpeneneHHBIX BapHaHTax OCYyIECTBIIC-
HUs p paBHsiercs 1, 2, 3 unu 4. B onpeneneHHbIX BapHaHTaxX OCYLIECTBIECHUS, KOTAa p paBHsercs 1, 2, 3 umu 4,
Kaxapiil N' conepXuT HeMoANGUIMPOBAHHBIN caxapHbIil (hparMeHT.

B onpeneneHHBIX BapHaHTax OCYIIECTBICHNS HEMOIU(PHUIIMPOBAHHBIA caXapHbI (hparMeHT MpecTaBIIseT
coboii B-D-pnbo3y unm -D-ne3oxcupnbo3y.

B ompeneneHHBIX BapHaHTaX OCYIIECTBIEHUS, rae p paBHsercs 1, 2, 3 umu 4, N' cogepKuT MypHHOBOE
HYKJICOTUHOE OCHOBaHUE. B ompeneneHHbIX BapuaHTax ocyllecTBIeHUs N" cOAepKUT IMypUHOBOE HYKJICOTU-
HOE OCHOBaHHWE. B onpenesieHHBIX BapHaHTaX OCYLIECTBIICHHS ITyPUHOBOE HYKJICOTHIHOE OCHOBAaHHE BBIOPAHO
U3 aJIcHUHA, TYaHHHA, THIIOKCAaHTHHA, KCAHTHHA U 7-METHITYaHHHA. B omnpeneneHHbIX BapuaHTax OCYIIECTBIIE-
Hus N' mpexactasisier coboit B-D-ne3okcupuboanenosnn wnu B-D-ne3okcupuboryanosusn. B onpeneneHHBIX
BapuaHTax  ocymectBieHns ~N"  mpeacraBinsier  cobodt  B-D-nmesokcupuboamenoswH  winu - B-D-
JIe30KCUPUOOTYaHO3HH.

B onpeneneHHbIX BapuaHTax ocymiecTBieHus p paBusiercs 1, kaxaeiid N' 1 N" npencrasiser coboit B-D-
ne3okcupuboaneno3ut, 1 N' 1 N" cBs3anbl ¢ momoiisio GochoandpupHOH MEKHYKICO3UIHON cBsi3n. B ompe-
JIETICHHBIX BapuaHTax ocymiecTBieHus p pasusercs 1, kaxasli N' m N" mpexncraBmser coboir B-D-
ne3okcupuboanenosut, 1 N' 1 N" cBs3anbl ¢ momomisio GochoandpupHON MEKHYKICO3UIHON cBsi3u. B ompe-
JETICHHBIX BapuaHTax ocymiecTBieHus p pasusercs 1, kaxasli N' m N" mnpexncraBmser coboir B-D-
ne3okcupuboanaenosu, 1 N' 1 N cBsI3aHBI ¢ TOMOIIBIO POCcHOTHOATHON MEKHYKIICO3UTHON CBS3H.

B ompeneneHHBIX BapuaHTaxX OCYIIECTBICHHS, Tae p paBHsaeTcs 1, 2, 3 unu 4, N' conep XUt MUpUMHUIITHO-
BOE HYKJICOTHIHOE OCHOBaHHME. B ompezneneHHBIX BapuaHTaxX ocymiecTBIeHUS N" COAEPKHUT MUPUMHIHUHOBOE
HYKJIEOTH/IHOE OCHOBaHME. B ompeneneHHbIX BapuaHTaxX OCYLIECTBICHNS TUPUMUANHOBOE HYKICOTHIHOE OCHO-
BaHME BBIOPAHO M3 IUTO3UHA, S-METUILUTO3MHA, TAMUHA, ypaliia u 5,6-TUruipoyparuia.

B onpenencHHBIX BapHaHTaX OCYIIECTBICHHUS caXapHbIi ()parMeHT Kaxaoro N He3aBUCHMO BBIOpaH u3 f3-
D-pu603s1, B-D-nezoxcupn6o3sl, 2'-O-MeTokcu-caxapa, 2'-O-MeTuaoBoro caxapa, 2'-propcaxapa u OMIUKIINYE-
CKOTO caxapHoro gparmMeHTa. B onpeneneHHbIX BapHaHTaX OCYIIECTBICHHUS KaXKIbIi ONIINKINISCKUH caxapHbIi
¢parmenT HezaBucuMo BbIOpaH u3 cEt-caxapHoro ¢parmenta, LNA-caxapHoro ¢parmenta n ENA-caxapHoro
¢parmenra. B onpeneneHHbIX BapuaHTax ocymecTsieHus cEt-caxapHslii pparmenT npencrasisier coboit S-cEt-
caxapHblii (parMeHT. B ompeneneHHbIX BapuaHTax ocymiecTsieHusi cEt-caxapHblii (parMeHT mpencraBiseT
coboit R-cEt-caxapHslit pparmeHT.

B onpeneneHHbIX BapHaHTaX OCYLIECTBICHUS COSAUHEHUE CONEPKHUT CTPYKTYPY
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rae X mpexacrasnsier coboi docdoamddupHyto cBa3b; m pasusercs 1; N mpencrasiser coboit B-D-
Je30kcupr0oaneHo3nH; Y npeacTasisieT co0oit ¢pochoamdpuphyro cesa3b 1 MO npencrasisier codoi Monudu-
[IUPOBAHHBIN OJINTOHYKJICOTH.

B onpeneneHHBIX BapraHTax OCYLIECTBICHHS COSANHEHHE CONCPIKUT CTPYKTYPY

MO

rae X mpeacTaBiseT coboit hochoamdpupHyIo CBI3b; M paBHAETCS 2; Kakaplii N mpencrasiser coboit 3-
D-ne3okcupuboaneno3unH; Hykineo3uap! N cBsi3aHbl ¢ OMOIIBI0 (ochoaudGUPHON MEKHYKICO3UTHOM cBs3H; Y
npesacTaBisieT coboit pocdoanddupryro cBa3p 1 MO npencrasiser co0oi MOIU(PHUITMPOBAHHEIA OJUTOHYKIIEO-
THI.
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B ompeneneHHbIX BapuaHTax OCYIIECTBICHHUS COCIMHEHHE COAEPKUT MOAM(MUIIMPOBAHHBIA HYKJICOTH]
COMPSUKEHHBI (DparMeHt, rae MOAMQHUIMPOBAHHBIA ONMIOHYKICOTHI HMMeeT CTPYKTYpy Ap°CpAg“°CeM
CeAgTETGUsCsACSsACSTCsCs (SEQ ID NO: 4), rae Hykieo3ubl 6€3 MocienyIonero HIKHEro HHIeKCa Mpel-
CTaBJIAIOT c000# [-D-1e30KcHpHOOHYKIC03HIbI, HYKJICO3UABI ¢ MOCIEAYIOMMM HIDKHUM MHIekcoM "E" npen-
CTaBILIIOT co60# 2'-MOE-HYyKII€031abI, HYKICO3UIBI C MOCIECIYIONMM HIDKHUM HHIASKCOM "S" MpencTaBisioT
co6oit S-cEt-HykIIe03uapl, 1 KaKIas MEKHYKICO3HIHAS CBA3b MPEICTaBIseT co00i GochoTHOATHYIO MEKHYK-
JICO3UTHYIO CBSI3b U TJIe COTPSDKCHHBIN (PparMeHT CBsA3aH C 3'-KOHIIOM MOIUQPHUIIMPOBAHHOTO OJMTOHYKJICOTHIA
U IMEET CTPYKTYpPY:
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H OH ‘
—~_—Q I y N,
Hoﬂ//,f\lvovx/\n’m‘ N o ‘ " "
AcHN o X /» f
OH OH 0w Nl )
:\\( /o\ NN LH N
HOM— 7~ O™y 7 ~.0. w) N~ /\/\/’\/\/lto
AcHN o o ? °
OH OH [ m
SR} ~ o

How 70 M
AcHN o]

rae X mpexacrasnsier coboi docdoamddupHyro cBa3p; m paBusercs 1; N mpencrasiser coboit -D-
Je30kcuprOoaneHo3rH; Y npeacTaBisieT co0oit ¢pochoamdpuphyro cesa3s 1 MO npencrasisier codoi Monudu-
UPOBAHHBIN OJIMTOHYKJICOTHI.

B ompeneneHHbIX BapUaHTax OCYIISCTBICHHUS] COSIMHEHHE COACPIKUT MOAMMUIIMPOBAHHBIA HYKICOTH] U
COTIPSDKEHHBIA (parMeHT, rae Moau(uIMpoBaHHBIH onuroHykieoTun umeeT cTpykrypy C CALTTG, T CA-
CLACLTC.Cy (SEQ ID NO: 7), rne amwkuuit maaeke "L" o6o3HauaeT LNA u HykJeo3uabl 0€3 MOoCIeayIomero
HIDKHETO MHJEKCa IMPEACTaBISIOT co00l B-D-1e30KkcnprnOOHYKICO3HUIBI, W KaxIash MEXHYKJICO3HUIHAS CBS3b
mpencTaBisieT cooor HochOoTHOATHYI0O MEKHYKICO3HIHYIO CBS3b, U TJI€ CONPSDKEHHBIM (PparMeHT cBsi3aH C 3'-
KOHIIOM MOJU(HUIIUPOBAHHOTO OJMTOHYKJICOTHAA K UMEET CTPYKTYpY:

MO
Y
OH PH |
L\\i/q AN O Nm
Ho\v/T\&OVA\/‘W‘"H H L | "
AcHN o « J
oH | X/
OH ¢ o NS \N, !
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rae X mpexacrasnsier coboi docdoamddupHyro cBa3p; m pasusercs 1; N mpencrasiser coboit B-D-
ne30KkcupuboaeHo3uH; Y mpeactaBisieT coboit Gochoam pupryro cBsa3p u MO mpencraBiseT coboit Moaudu-
IIUPOBAHHBIA OJMTOHYKJICOTHA. B HEKOTOPBIX BapHaHTax OCyIIECTBIICHHUS Bce Cp-HYKIICO3HIBI IPEICTABISIOT
co6oit M°C, -HyKTe031 1B, T/Ie BepXHHiT HHACKC "Me" 0603HAYACT 5-METHIIHTO3HH.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS MOTU(GUIIMPOBAHHBIN OJUTOHYKICOTHI WMEET HYKICOTHI-
HYIO TIOCJICIOBATEIHbHOCTh U MOAU(DUKAITUH, KaK TIOKa3aHo B Ta0m. 2. Hykieo3uapl 1 HyKI€OTHIHBIE OCHOBAHHUS
0003HaYArOTCs CICAYIOMMUM 00pa3oM: BepxHHU WHACKC "Me" 0003HaYaeT 5-METHIIUTO3MH; HYKICO3UIBI Oe3
MOCTIEIYIOMETr0 HIDKHETO MHIECKCA MPEACTABISIOT co00r [3-D-me30kcnprOoHyKIICO3H I, HYKICO3HIB! C MOCTe-
IOytomuM HkHAM uHiekcoM "E" mpencraBisitor co6oit 2'-MOE-HyKineo3uapl; HYKICO3UIB! € MOCIECIYIOMINM
HIDKHUM HHIEKCOM "S" mpencTaBisaioT cobor S-cEt-HykIeo3uapl U Kaxaas MEXKHYKICO3UIHAS CBA3b MPEICTAB-
astieT ool pocoTHOATHYIO MEXKHYKIICO3UTHYIO CBSI3b.
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Ta6ymua 2. KonsrornpoBanHble MOIU(GHUIIMPOBAHHBIE OJMTOHYKJICOTH IBI

o SEQ
N TlocaenosarcapnocTs (5'-3') u MoandukaLuu Cesi3b co cTpykrypoii GalNAc D
COCA. NO

Ar | Cr [ Ar [ ™Cr | "Ce | Ar [Te [T G| Us[Cs[AJCsJA [Cs [T [Cs|Cs | Crpykrypa I ma ¢urype 3C, rac X
38368 npeacTaBnseT coboi pochoamupHyIO CBI3b L1 | 4
MO npeacraszreT coboii co 38649
Ap | ™ Cr [ Ar | ™Cr [Y™Ce [ A [Te [T|G|Us[Cs[A]Cs[A[Cs [T [Cs|Cs | Crpyerypa T wa  gurype 3C, rae X
38371 TPCACTABISCT COOOH (oChOTHOATHYIO CBsI3b, U | 4

MO npeacrassict codoit cocauncHuc 38649

Ar | Ce | Ap | ™Ce [™Ce [Ap [T [ T|G|Us|Cs[A|Cs|A | Cs|[T [ Cs | Cs | Crpyrrypa I na durype 3C, rac X; npeacrasaser
coboii docthornoaTHyro cBA3L, M paBHAeTCs 1,
N,, nmpeacraBisieT coboi B-D-1e20KCHHYKIC03nT
(dA), X, mpeacrasmier coboii docdoTroaTHyO
ces3b, 1 MO mpeacrasnsicr coboii cocanueHme
38649

Ap [ ™Cr | Ar [ ™Cr [™Cr [ As [T [ TG Us [Cs[A|Cs[A[Cs [T [Cs | Cs | Crpyxrypa I na durype 3C, rac X, npeacrapmier
co6oii pochoamdupHyIo CB3b, M paBHACTCH 1,
38459 N npcactaBasict coboil B-D-1C30KCHHYKIE03UT 4
(dA), X, mpeacrasmser coboit pocdoTHoaTHy 0
cBs13b, 1 MO mpeacraBuser coGOH COCAHHEHHME
38649

Ap | ™Ce [ Ap [™Ce [™Ce | Ar [Te [T[G | Us [ Cs[A]Cs[A[Cs| T [ Cs|Cs | Crpyirypa I na gurype 3C, rae X, npeacramser
coboit dochoTHoaTHYIO ¢BA3B, M paBHAeTCs 1,
Na NPeACTABASCT coboit 2'-0-
METOKCHITHIHYKIE031A, X; MPEIACTABIET COOO0H
docornoarnyio cBase, u MO mpeacraemsicT
co6oii coeauneHMe 38649

Ap | ™Cp | A [™Ce [™Ce | A [Te[T[G | Us [ Cs [A]Cs[A[Cs| T | Cs | Cs | Crpyirypa T na gurype 3C, rae X, npeacrapmscr
coGoii dochoTHoaTHYIO CBS3b, M paBHACTCH 1,
38598 N, mpeacrasmseT coboit X, npeacrasaser codoi | 4
dochornoarnyro ceazs, 1 MO npeacrasscT
co6oif cocauncHue 38649

38458

38597

B ompeneneHHBIX BapuaHTaX OCYIIECTBICHUS COCIWHEHUE, TMPEACTABICHHOE B NaHHOM JIOKYMEHTE, CO-
JIEPKUAT MOIUGUITMPOBAHHBIN HYKJICOTH M CONPSDKEHHBIN (pparMenT, re MoIupUIIMPOBAHHBIN OJTMTOHYKJIIEO-
g umeeT cTpyKTypy CsAsCsAsCsUsCsCs (SEQ ID NO: 9), rne HuwkHui naaeke "S" obo3navaet S-cEt u Hyk-
Jeo3uapl 6e3 MOCEeIyIOmEero HIDKHETO MHEKCA MPEACTABISAIOT co0oi [-D-me30KcupuOoHyKIeo3uapl, N Kax-
JIBIA MEXKHYKIICO3UIHAS CBSI3b MPEACTaBIsIeT co00i (POCHOTHOATHYIO MEIKHYKICO3UIHYIO CBSI3b, U TAE COMPS-
JKCHHBIH ()parMeHT CBsI3aH ¢ 3'-KOHIIOM MOAU(GUITUPOBAHHOTO OJIUTOHYKJICOTHIIA K UMEET CTPYKTYPY

Mo—xz—Nm—x(@J’ﬁ

OH

rae X; u X, npencraBisoT coboit pochonmddupHsle cs3u; m pasusetcs 1; N npeacrasnser coboit B-D-
ne3okcupubdoaneno3nH 1 MO npeacTaBiseT co00i MOAU(DUITMPOBAHHBIN OJTUTOHYKIICOTHI.

JomomanTenpHbIe PparMeHTHl U KOHBIOTUPOBAHUA ¢ MOAU(MUIIMPOBAHHBIM OJIUTOHYKICOTHIOM BKIIIO-
yaroT (heHa3nH, GeHAHTPHUINH, aHTPAXWHOH, aKpUIUH, (IF0OPECIEHHBl, POJAMHUHBI, KyYMapHHBI M KpacuTenu. B
OTIpe/IeTIeHHBIX BapHaHTaX OCYIIECTBIICHHUS IPYIIa KOHBIOraTa MPUCOEIMHEHA HEMOCPEACTBEHHO K MOAN(DUIIN-
POBaHHOMY OJIMTOHYKJICOTHIY.

KoHkpeTHbIe IPOAYKTHI MeTa0oH3Ma

[Mox BozAeWcTBHEM SK30HYKJI€a3 W/WIM SHAOHYKIIEa3 in Vitro WM in Vivo COeTMHEHHS MOTYT TI0/IBEpraTh-
Csl pacUICIUICHHUIO B PA3JIMYHBIX MOJOKEHHAX 110 BCEMY COeIUHEHHIO. [IpOIyKTHl TaKOTro pacuieIuIeHHs MOTYT
COXpaHATh HEKOTOPYIO CTEHCHb aKTUBHOCTH MCXOJHOTO COCIMHEHHS W KaK TaKOBBIC CUMTAIOTCS aKTHBHBIMHU
MeTabonuramu. [Ipoaykt Metabomm3mMa COeAMHEHHSI KaK TAKOBOM MOYKHO MPUMEHATH B CLIOCO0aX, OIMMMCAHHBIX B
JAaHHOM TOKyMeEHTE. B ompeneneHHBIX BapHaHTaX OCYIICCTBICHUS MOAN(MHUIIMPOBAHHBIA OJMTOHYKICOTH (He-
KOHBIOTHPOBAHHBIN MM KOHBIOTHPOBAHHBIN) TIOJIBEPTAETCS PACIICIDICHUIO Ha 5'-KOHIIE W/ 3'-KOHIIE, IPUBO-
Il K 00pa30BaHMIO MPOIYKTa MEeTaboIM3Ma, HMEroIIero Ha 1, 2 win 3 HyKJIeOTHIa MEHbIIIEe Ha 5'-KOHIIe W/WIIH
3'-KOHIIE IO CPaBHEHHUIO C MCXOTHBIM MOIM(PHUINPOBAHHBIM OJIMTOHYKICOTHAOM. B ompeneneHHbIX BapHaHTax
OCYIIECTBIICHHS! MOAN(DHUINPOBAHHBIN OJIMTOHYKIJICOTH]] ITOIBEPTraeTCs PACIIEIUICHNIO Ha 5'-KOHIIE, BHICBOOOX-
Jas 5'-KOHIIEBOW HYKJICOTH] M NMPHUBOJS K 00pa30BaHHIO MPOIYKTa MeTabOoIM3Ma, HMEIONIEro Ha 5'-KOHIE HyK-
JICOTHUOB Ha | MEHbIIE MO CPAaBHEHHIO C MCXOIHBIM MOJU(UIIMPOBAHHBIM OJMTOHYKJICOTHIIOM. B ompenenen-
HBIX BapHaHTaX OCYLIECTBICHHS MOJIU(HUIIMPOBAHHBIA OJUTOHYKICOTH I TIOJBEpraeTcs pacllelUIeHHI0 Ha 5'-
KOHIIE, BEICBOOOXK1ast 25'-KOHIIEBBIX HYKJICO3UA U TIPUBOS K 00pa30BaHUIO MPOAYKTa METab0IU3Ma, MMEIOIIe-
ro Ha 5'-KOHIIE Ha 2 HEKJECOTHIAa MEHBIIE 10 CPAaBHEHHIO C MCXOAHBIM MOAW(DUIIMPOBAHHBIM OJIUTOHYKIICOTH-
oM. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS MOAM(DHUIIMPOBAHHBIA ONMTOHYKICOTHA TTOABEPTacTCS pac-
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NICTUICHUIO Ha 3'-KOHIIE, BEICBOOOXIas 3'-KOHIIEBOW HYKJICOTH] M MPUBOMSI K 00Opa30BAHHIO MPOIYKTa METa0O0-
JM3Ma, KOTOPBI UMeeT Ha 3'-KOHIIe HYKJICOTHUAOB Ha OJTHY CAWHUIY MEHBIIE MO CPABHCHHIO C MCXOJIHBIM MO-
TUGUIUPOBAHHBIM OJHMTOHYKJICOTHIOM. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS MOIH(PHUIINPOBAHHBIHA
OJIMTOHYKJICOTH]I TIOJBEPTAETCS pacIeTUICHNIO Ha 3'-KOHIIe, BEICBOOOXK s Ba 3'-KOHIIEBBIX HYKJICO3H/Ia U TIPH-
BOSI K 00pa30BaHUIO MPOTYyKTa METa00IM3Ma, UMEIOIET0 Ha 3'-KOHIIE Ha JIBa HEKJICOTHIa MEHBIIIE TI0 CpaBHE-
HUIO C UCXOIHBIM MOJIH(PHUINPOBAHHBIM OJUTOHYKICOTHAOM.

CoenuHeHHs1, conaepKamue MOTU(PUINPOBAHHBIN OJHTOHYKICOTH[, CBSI3AHHBIN C CONpPSDKEHHBIM (par-
MEHTOM, MOKET TaKoKe IOJIBEPraThCs PACIICINICHHUIO B CaliTe B Mpeaenax JUHKepa MEXIY MOAUPHUIIMPOBAHHBIM
OJIUTOHYKJICOTHIIOM U JTUTaHAOM. B omnpenereHHBIX BapHaHTaX OCYILIECTBICHUS PacUICIICHUE MPUBOIUT K 00-
Pa30BaHUIO UCXOJTHOTO MOIU(DUIIMPOBAHHOTO OJMTOHYKICOTHAA, COMEPKAIIETO YaCTh COMPSHKCHHOTO (pparMeH-
Ta. B ompeneneHHbIX BapuaHTaX OCYIICCTBICHUS PACUICIUICHUE IPUBOIUT K 00pa30BaHUIO UCXOTHOTO MOAU(U-
IIUPOBAHHOTO OJIMT'OHYKJICOTUIA, CONEPIKAIIECTO OHY WM HECKOJIBKO CYyOBETUHHMII THHKEPA MEXKIY MOIUDHUIIH-
POBaHHBIM OJIMTOHYKJICOTHIOM MW JHraHmoM. Hampumep, B ciydae, KOTJa COCTUHCHHUE MMEET CTPYKTYpY L,-
mHKep-N,,-P-MO, B HEKOTOPBIX BapHaHTaX OCYIICCTBJICHUS PACIICIUICHHUE MPUBOIUT K 00OPa30BAaHHUIO HCXO]I-
HOTO MOJTU(GHUINPOBAHHOTO OJHTOHYKIICOTHAA, COAEPIKAIIETO OJWH MM HECKOJIBKO HyKIeoTunoB N,. B Hexo-
TOPBIX BapHaHTaX OCYIIECTBIICHHS pacllelyIeHHe KOHBIOTMPOBAHHOTO MOIU(PHUIMPOBAHHOTO OJMTOHYKIICOTHAA
MPUBOIUT K 00pa30BaHHUIO HCXOJHOTO MOIM(DHUIINPOBAHHOTO OJMTOHYKICOTHa. B HEKOTOPHIX TaKUX BapHaHTaxX
OCYIIIECTBIICHUS, HAIPUMEP, B CIydasX, KOTJa COeNUHEHUE UMeeT CTPYKTYypy L, -mmHKep-N,,-P-MO, B HEKOTO-
PBIX BapHaHTax OCYIIECTBIICHHS DPAaCIICIUICHHE MPHUBOAWUT K OOpPa30BaHHWIO MCXOTHOTO MOAW(HUIIMPOBAHHOTO
OJIMTOHYKJIEOTHAA 0€3 KaKOro-Tru00 13 HyKJICOTHIOB N .

HekoTopble HYKJIEOTHAHBIE OCTET0BATEIHHOCTH

HyxireoTuaHbie OCIEI0BATENEHOCTH 3penoif miR-122 U coOTBETCTBYYIONUICH €if OCIEIOBATEIEHOCTH CO
CTPYKTYpoil Tuna "crebenb-niemist”" Haxoaarcs B miRBase, onnaiiH 6a3e MaHHBIX ¢ BO3MOXKHOCTBIO MOKCKA TMO-
cienoBatenpHOCTed MUKpOPHK, U mpumedanus HaxomsaTcs Ha microrna.sanger.ac.uk. 3ammcu B 0a3e MaHHBIX
nocyeioBatenbHocTell miRBase npencraBisior coboil MPOrHO3UpYeMyIo YacTh "IINHUIBKH' TPAHCKPHUIITA MHUK-
poPHK ("crebenp-ieTns") ¢ mHpOpMaImels OTHOCHTEIHHO JIOKATU3AIUH U TTOCIES0BATEILHOCTH 3PEIIoi Toce-
noBatensHOocTH MHKpOPHK. TlocnemoBatenmsnoctrn MukpoPHK co crpykrypoit Tuma "creGems-nieTiis" B 0ase
JIAHHBIX HE SBIIOTCS CTporo mpenmectBeHHnKaMu MUKpoPHK (mpe-mMukpoPHK) 1 MOTYT B HEKOTOPBIX CITyda-
ax BKIo4ath npe-MukpoPHK n HekoTophle (uaHKHpYyIOMmKE MMOCIEI0BATEIHPHOCTH U3 MPEATIONIaraeMoro Imep-
BUYHOTO TpaHckpunTa. Hykneorunneie mocienoBarenbHoctd MUKpOPHK, onucanHble B JaHHOM JOKYMEHTE,
OXBaTHIBAIOT JMI00YI0 Bepcuio MUKpoPHK, BKiTFoUas mocienoBaTenbHOCTH, ONMMUCAHHBIE B 0a3e JaHHBIX MOCIEI0-
BaTenpHOCTeH miRBase Brimycka 15.0 U mociemoBaTeIbHOCTH, OMUCAHHBIC B KaKOM-THOO OoJiee paHHEM BBI-
mycke 0a3bl MaHHBIX MocienoBarenbHOocTell miRBase. [[pyroit BeImyck 0a3bl JAaHHBIX IMOCICIOBATEIBHOCTEH
MOJKET MPUBOJUTH K TIEPCHMEHOBAHUIO HEKOTOPHIX KOHKpeTHBIX MUKpoPHK. HacTosmiee n3o0pereHue oXparthi-
BaeT MOAUMDUITUPOBAHHBIC OJIMTOHYKIICOTH/IBI, KOTOPHIC SBJITIOTCS KOMITIEMEHTAPHBIMH JIFOO0W BEPCHUU HYKIICO-
TUIHOW mocienoBatebHocTH MUKpOPHK, onrcaHHBIX B JaHHOM JOKYMEHTE.

B ompenencHHBIX BapHaHTaX OCYIIECTBICHHS KaXKJO€ HYKICOTHIHOEC OCHOBAaHHE MOAHMDUIIMPOBAHHOTO
OJIMTOHYKJICOTHA, HalleJIeHHOTO Ha MiR-122, ciocoOHO moaBepraThCsl CIapUBaHUI0O OCHOBAHHHA C HYKJICOTHI-
HBIM OCHOBAaHHEM B COOTBETCTBYIOIIEM IIOJIOKEHHH B HYKJICOTHAHOH IMOciemoBaTeIbHOCTH MiR-122 wmmm ee
TpeIIeCTBeHHIKE. B ompeneneHHbIX BapHaHTaX OCYIIECTBIICHHS HYKJICOTHIHAS MOCIEIOBATEIEHOCTE MOIH-
(DUIIIPOBAHHOTO ONHUTOHYKICOTHAA MOXKET COIEp)KaTh OTHY WM HECKOJBKO HECOBMANAIOMIMX Iap OCHOBAHHI
10 OTHOMIEHHWIO K IeneBold MUKpoPHK wim mpenmecTBEHHUKY IOCIEIOBATEILHOCTH U OCTAETCS CIIOCOOHOMH
THOPUIN30BATHCA C €€ LIEJIEBOH 10CIIEe0BATEIbHOCTBIO.

B ompenencHHBIX BapHaHTaX OCYIICCTBICHUS MOTU(DUIIMPOBAHHBINA OMUTOHYKICOTH]] UMECT HYKJICOTH/I-
HYIO MOCIICIOBATEIBHOCTD, KOTOPAS SBISACTCA KOMILUICMEHTAPHOW HYKJICOTUIHON MOCIICA0BATCIFHOCTH TIPS IIIe-
cTBeHHMKa miR-122, Takoi kak mocienoBarenbHOCTh miR-122 co crpykrypoit Tuma "crebGenb-nietis”. Ilo-
CKOJIbKY miR-122 conmepkuTcs B MOCIIEI0BATENFHOCTH MIPEALIeCTBeHHIKAa MiR-122, MoxuduIupoBaHHbIH 0NH-
TOHYKJICOTU C HYKJIICOTUAHOHN MOCICAOBATCIFHOCTHIO, KOMIUIEMEHTAapHOH miR-122, Takke SBISIETCS KOMILIC-
MEHTapHBIM 00JIACTH TpeIIecTBeHHNKa miR-122.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS MOTU(GUIIMPOBAHHBIN OJUTOHYKICOTHI WMEET HYKICOTHI-
HYIO TIOCJIEZI0BATEIHbHOCTh, KOTOpas ABISACTCS KOMIUIEMEHTAPHON HYKJICOTHIHBIM OCHOBaHUsM 1-16, 1-17, 1-18,
1-19, 1-20, 1-21, mmm 1-22 SEQ ID NO: 1.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS MOTU(GUIMPOBAHHBIN OJUTOHYKICOTHI WMEET HYKICOTHI-
HYIO TIOCJIEI0BATEIHHOCTh, KOTOpAs ABISACTCS KOMIUIEMEHTAPHON HYKJICOTHIHBIM OCHOBaHUsM 2-16, 2-17, 2-18,
2-19,2-20, 2-21 wmu 2-22 SEQ ID NO: 1.

B ompenencHHBIX BapHaHTaX OCYIICCTBICHUS MOTU(DUIIMPOBAHHBINA OIUTOHYKICOTH]] UMECT HYKJICOTH/I-
HYIO NIOCJIE0BATENbHOCTD, KOTOPAs ABJISETCA KOMIUIEMEHTAPHON HYKICOTHIHBIM OCHOBaHusAM 3-17, 3-18, 3-19,
3-20, 3-21 wimm 3-22 SEQ ID NO: 1.

B ompeneneHHBIX BapuaHTaX OCYIIECTBICHUS YHCIIO CBA3aHHBIX HYKICO3HIOB MOIU(DHUIMPOBAHHOTO OJIU-
TOHYKJICOTHAA MEHbIIE JUIMHBI MiR-122 wnu ee mpeaniecTBeHHUKA. B KOHKPETHBIX MOJAOOHBIX BapHAHTaX OCY-
IIECTBJICHUS OJUTOHYKIICOTH UMEET HYKJICOTHAHYIO TIOCIENOBAaTEIFHOCTD, KOTOPAs SABISAETCA KOMIUIEMEHTap-
HOM oOact miR-122 wu ee mpenniecTBeHHUKY. MoauduMpoBaHHBIN OJIMTOHYKIICOTH]] C YHCIIOM CBSI3aHHBIX
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HYKIICO3HJIOB, KOTOPOE MEHbIIE JTUHBEI miR-122, rae kaxaoe HyKICOTHIHOS OCHOBAHHE MOTU(PHIIMPOBAHHOTO
OJIUTOHYKJICOTH/Ia KOMILICMEHTAPHO KaXKJJOMY HYKJICOTUIHOMY OCHOBAHHUIO B COOTBETCTBYIOIICM ITOJIOKCHUH B
HYKJICOTHIHOH MOcienoBaTeIbHOCTH MiR-122, cyuraercss MOTU(PUITUPOBAHHBIM OJIMTOHYKIICOTHIOM C HYKJIEO-
THIHON TIOCIIeNIOBATEILHOCTHIO, KOTOpas IMOJTHOCThIO KoMIieMeHTapHa miR-122. Hanpumep, Mmoaudunuponan-
HBIH OJUTOHYKIICOTH, COCTOSIINHA 13 19 CBA3aHHBIX HYKIJICO3HWIOB, TAe KaXKAOC M3 HYKICOTHIHBIX OCHOBAHHUN
HYKJI€03uJI0B 1-19 KOMIUIEeMEHTapHO COTBETCTBYIOMIEMY IMOJOXKEeHHIO MiR-122, rme miR-122 umeer mmny 22
HYKJICOTHUIHBIX OCHOBaHUS, MIOJHOCTHIO KOMIUIEMEHTapeH 19 CMEeXHBIM HYKJICOTHIHBIM OCHOBaHUAM miR-122.
Takolt MOANGUIMPOBAHHBIN OJIMTOHYKJICOTHII UMEET HYKICOTHIHYIO IOCIIEA0BATEIHLHOCTh, KoTopas Ha 100%
KOMILUICMECHTapHA HYKICOTHIHOH ITOCIIeAOBATeILHOCTH MiR-122.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS YHCIIO CBA3aHHBIX HYKICO3HIOB MOIU(DHUIMPOBAHHOTO OJIU-
TOHYKJICOTU/A HA ONHY CIAMHHUILy MEHbINEC ATUHBI miR-122. B ompenencHHBIX BapHaHTaX OCYIICCTBICHHS MO-
JTUQUIMPOBAHHBIN OJUTOHYKICOTH IMEET Ha OJIHY CIUHHILY MCHBIIIC HYKJICO3UIOB Ha 5'-KkoHIe. B onpeneneH-
HBIX BapHAHTAX OCYIICCTBICHUS MOIU(PUIMPOBAHHEIN OJUTOHYKJICOTH]] UMECT HA OJHY CJMHHUITY MCHBIIC HYK-
7eo3uaoB Ha 3'-KoHIle. B ompeneneHHBIX BapHaHTaX OCYIICCTBICHUS MOAM(DUIUPOBAHHBIA OJUTOHYKICOTHU]
MMeeT Ha JIBE eIWHUIIGI MEHBIIIEe HYKJICO3HIOB Ha 5'-KOHIE. B ompeneneHHBIX BapHaHTax OCYIIECTBICHUS MO-
TUGUIIPOBAHHBIN ONMTOHYKJICOTHI UMEET Ha JIBE €IMHUIIBI MEHBIIE HYKICO3UI0B Ha 3'-KOHIIE.

B omnpeneneHHbIX BapuaHTax OCYIIECTBICHUS KaxJ0€ U3 15 CMEXHBIX HYKJICOTHUIHBIX OCHOBAHUM MOJU-
(bUIIMPOBAHHOTO OJUTOHYKIICOTHIAa KOMIUIEMEHTApHO 15 CMEXHBIM HYKJICOTHAHBIM OCHOBaHHSAM miR-122. B
OTIpeNIeIeHHBIX BapHaHTaX OCYMIECTBICHHUA Kaxaoe n3 16 CMEXHBIX HYKJICOTHAHBIX OCHOBAHUN MOANUIIPO-
BaHHOTO OJIMTOHYKJICOTHIAa KOMIUIEMEHTApHO 16 CMEXHBIM HYKJICOTHIHBIM OCHOBaHHSIM miR-122. B ompene-
JICHHBIX BapUAHTaX OCYIIECTBICHUS KaxI0e U3 17 CMEXKHBIX HYKICOTHIHBIX OCHOBAHUI MOAUDUIIMPOBAHHOTO
OJTUTOHYKJICOTHIA KOMILICMEHTApHO 17 CMEXHBIM HYKJICOTHIHBIM OCHOBaHHMAM miR-122. B ompeneneHHBIX
BapHaHTaX OCYIICCTBICHUS KaXJ0e U3 18 CMEXHBIX HYKICOTHIHBIX OCHOBAaHUH MOIM(DHUIIUPOBAHHOTO OJHIO-
HYKJIEOTH/Ia KOMIUIEMEHTapHO 18 CMEXHBIM HYKJICOTHAHBIM OCHOBaHMAM miR-122. B ompexneneHHbIX BapHaH-
TaX OCYIICCTBJIICHUS KaXI0€ U3 19 CMEKHBIX HYKJICOTUIHBIX OCHOBAHUN MOIM(DHUIMPOBAHHOTO OJHTOHYKIICO-
THJA KOMITIEMEHTapHO 19 CMEXHBIM HYKJICOTHIHBIM OCHOBaHUAM miR-122. B ompeneieHHBIX BapraHTax OCy-
MIECTBICHUS Kaxaoe u3 20 CMEeKXHBIX HYKICOTHIHBIX OCHOBaHUI MOIM(DHUIINPOBAHHOTO OJMTOHYKJICOTHIA KOM-
ieMeHTapHo 20 CMEXHBIM HYKJICOTHIHBIM OCHOBaHHMSAM miR-122. B onpeneneHHbIX BapuaHTaX OCYIIECTBIIC-
HUS Kakgoe u3 21 CMEXHBIX HYKICOTHIHBIX OCHOBAaHMH MOIM(HUIIMPOBAHHOTO OJHTOHYKICOTHAA KOMIUIEMEH-
TapHO 21 CMEXHBIM HYKJICOTHIHBIM OCHOBaHMsIM miR-122. B omnpeneneHHbIX BapraHTaX OCYIICCTBICHUS Kax-
Joe U3 22 CMEXHBIX HYKJIICOTHIHBIX OCHOBAaHWH MOIU(UIIMPOBAHHOTO OJUTOHYKJICOTHIA KOMIIEMEHTApHO 22
CMEXXHBIM HYKJICOTHIHBIM OCHOBaHUSAM miR-122.

B ompenencHHBIX BapHaHTaX OCYINECTBICHHUS MOAMMDUIIUPOBAHHBIA OJUTOHYKICOTH CONCPKUT HYKICO-
TUIHYIO TOCJICOBATEILHOCTD, KOTOPAsl SBISICTCS KOMIICMEHTApHOW 3aTPAaBOYHOW IOCIIEOBATEILHOCTH, T.C.
MOTU(DHUIIMPOBAHHBIN OJUTOHYKICOTH][ CONCPIKUT IOCICIOBATEIFHOCTh, COOTBETCTBYIONIYIO 3aTpaBOYHON. B
OTIpENICIICHHBIX BapUaHTaX OCYIICCTBICHHUS 3aTPaBOYHAs MOCIIEJOBATCILHOCTh MPEACTABISICT COOOW 3aTpaBoOv-
HYIO TIOCJICJIOBATENIFHOCTh U3 MIECTH HYKJICHHOBBIX OCHOBaHHU. B TaKkuX OmpeeNiCHHBIX BapHAHTaX OCYIICCTB-
JICHUS 3aTPaBOYHAS TIOCIIEIOBATEILHOCTD SABJISCTCS HYKICOTHUIHBIMA OCHOBaHUAMH 1-6 miR-122. B takux om-
peleNeHHBIX BapuaHTaX OCYIIECTBICHUS 3aTPaBOYHAS ITOCIEAOBATEIHLHOCTD SBISCTCS HYKJICOTHIHBIMUA OCHOBA-
HUsAMHU 2-7 miR-122. B Takux ompeneneHHBIX BapHaHTaX OCYIISCTBICHHS 3aTpaBOYHAs IMOCIEIOBATEIHLHOCTH
SIBIISIETCSL HYKJICOTHAHBIMU OCHOBaHUAMHU 3-8 miR-122. B onpeneneHHbIX BapHaHTaX OCYIIECTBICHUS 3aTPaBO-
Hasl IOCJIEI0BATENFHOCTh MPEICTABISAET COOOH 3aTPaBOYHYIO MTOCIIEIOBATENBHOCTD M3 CEMH HYKICOTHIHBIX OC-
HOBaHUWI. B Takux ompejieicHHBIX BapHaHTaX OCYIICCTBICHUS 3aTPaBOYHAS ITOCIEAOBATCILHOCT U3 CEMH HYK-
JICOTHIHBIX OCHOBAHUIA SBISCTCS HYKJICOTHUIHBIMUA OCHOBaHUAMH 1-7 miR-122. B Takux omnpeneneHHBIX Bapu-
AHTaxX OCYILNCCTBIICHUS 3aTPaBOYHAS IMOCICIOBATEIBHOCT M3 CEMH HYKJICOTHIHBIX OCHOBAHUU SIBISICTCS HYK-
JICOTUIHBIMU OCHOBaHHSIMH 2-8 miR-122. B onpeneneHHBIX BapUaHTAaX OCYIIECCTBICHUS 3aTPABOYHAS ITOCIIEIO-
BaTEIBFHOCTh MPENCTABISCT COOOM 3aTPaBOYHYIO MOCICIOBATEILHOCTh M3 BOCHMH HYKIICHHOBBIX OCHOBaHHA. B
TaKUX ONPEACICHHBIX BapHAHTAaX OCYIIECTBICHHS 3aTPaBOYHAS ITOCICIOBATEIBPHOCTD U3 BOCEMHU HYKJICOTHTHBIX
OCHOBaHHUH SIBIISIETCS HYKJICOTHIHBIMH OCHOBaHMAMH 1-8 miR-122. B ompeneneHHbIX BapuaHTaX OCYIIECTBIIC-
HUS 3aTpaBOYHAs MOCIEI0BATEIFHOCTS U3 BOCEMH HYKJICOTHIHBIX OCHOBAHHUHN ABISETCA HYKICOTHIHBIMH OCHO-
BaHUsAMU 2-9 miR-122.

B ompeneneHHBIX BapHaHTaX OCYIISCTBICHHS YHCIIO CBA3aHHBIX HYKJICO3HIOB MOIM(PHUINPOBAHHOTO OJIH-
TOHYKJICOTH 2 OOJIbIIe UTMHBI TTOCIEI0BaTENHHOCTH MiR-122. B KOHKPETHBIX MOAOOHBIX BAPHAHTAX OCYIIIECTB-
JICHWSI HYKJICOTHIHOE OCHOBaHHE JOMOJHUTEIHHOTO HYKJI€03U1a KOMILDIEMEHTAPHO HYKJICOTHIHOMY OCHOBAHHIO
nocyieioBatenbHocTH MiR-122 co crpykrypoii tuna "crebenp-neris”. B onpeneneHHbIX BapHaHTax OCYIECTB-
JICHUS. YHCIIO CBA3aHHBIX HYKJICO3UA0B MOJU(PHIIMPOBAHHOTO OJUTOHYKJICOTHIA HA OJTHY CMHUITY OOJBIIC JIITH-
HBI MiR-122. B KOHKPETHBIX MOJTOOHBIX BApUAHTAX OCYIICCTBICHUS TOMOIHUTEIBHBIN HYKICO3U 1 HAXOAUTCS Ha
5'-xoHIle MOAU(UIIMPOBAHHOTO OJMTOHYKJICOTHIA. B KOHKPETHBIX MOJOOHBIX BapHAHTAX OCYIICCTBICHUS TO-
MOJTHHUTEBHBIA HYKIICO3H]] HAXOAUTCS Ha 3'-KOHIIE MOAM(DHUIMPOBAHHOTO OJIMTOHYKICOTHAA. B onpeaencHHbIX
BapHaHTaX OCYIIECTBICHHUS YHUCIO CBS3aHHBIX HYKJICO3UIOB MOIU(DHUIIMPOBAHHOTO OJNUTOHYKICOTHIA HA JIBE
eVHMIBI OoJbIe AMUHBI MiR-122. B KOHKPETHBIX MOAOOHBIX BapHaHTAaX OCYIIECTBIICHHS JIBA JOTIOJHUTEIb-
HBIX HYKJICO3WIa HaXOIATCS Ha 5'-KOHIE MOAW(HUIIMPOBAHHOTO OJIMTOHYKICOTHAA. B KOHKPETHBIX MOZOOHBIX
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BapHaHTaX OCYIICCTBICHUS JBa JOMOJHHUTCIBHBIX HYKJICO3UOa HAXOMATCS Ha 3'-KOHIIE MOTUPHIIMPOBAHHOTO
ONIUTOHYKJICOTHIA. B TakuX ONpeneieHHBIX BapUaHTaX OCYIICCTBICHUS OJMH JOTOJHUTEIBHBINA HYKIICO3HT JIO-
KalTM30BaH Ha 5'-KOHIIE, W OJWH JOTOJHUTEIBHBIN HYKICO3UI JOKAIM30BaH Ha 3'-KOHIE MOIUGUITUPOBAHHOTO
ONUTOHYKJICOTHIA. B oIpenesieHHbIX BapHaHTax OCYIIECTBICHHUS 0071aCTh ONMTOHYKICOTHIA MOKET OBITH IT0JI-
HOCTBIO KOMITJIEMEHTapHa HYKJICOTHIHOH MmociieoBarebHOCTH MiR-122, HO Bech MOIUGUITUPOBAHHBIA OJIUTO-
HYKJICOTHJI HE TIOJIHOCTBhIO KOMIUIeMeHTapeH miR-122. Hampumep, MonuUIIMpOBaHHBIN OTUTOHYKICOTHI, CO-
CTOSIIIUN W3 23 CBSA3aHHBIX HYKIEO3UJOB, T/Ie KKI0€ U3 HYKICOTHIHBIX OCHOBAaHUN HYKJICO3UIOB 1-22 KOM-
TUIEMEHTAPHO COOTBETCTBYIOIIEMY IMOJIOKEHHIO MiR-122, KoTopas COCTOUT U3 22 HYKJICOTUIHBIX OCHOBAHHUN B
JUTMHY, COIICPXKUT YacTh B 22 HYKIICO3HJa, KOTOpas MOJHOCTHEO KOMILJICMEHTapHA HYKJICOTHIHOW MOCIIEI0BA-
TenpHOCTH MiR-122.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS COCAUHCHHUE COACPIKUT MOIU(PHUIIMPOBAHHBIN OJUTOHYKIICO-
TUJI, IPUCOCIUHCHHBIA K JTUTaHAY MOCPEICTBOM JHHKEpa, COJACPIKAIIECTO OJFH WU HECKOJIBKO HYKICO3UA0B. B
LENSAX BBIYHCICHUS MPOICHTHON JOJNHM KOMILIEMCHTAPHOCTH JIOOBIC JOMONHUTEIBHBIC HYKJICO3UIbI JIMHKEpPa
CUMTAIOTCS YacThIO JIMHKEPA, a HE YacThI0 MOIU(DHUIIMPOBAHHOTO OJMUTOHYKIeoTHIa. COOTBETCTBEHHO HYKIICO-
TH/IHAS TIOCIIEAOBATEIFHOCTh MOTU(BHUIIMPOBAHHOTO OJIMTOHYKIICOTHAA KOHBIOTHPOBAHHOTO COSAWHEHHUS MOXKET
no npexkaemMy ObITh Ha 100% xomruremenTapHOil miR-122 make B TeX ciaydasx, KOTAa JIMHKEP COIACPIKUT OJHWH
WJIH HECKOJIPKO HYKJICO3HIOB, KOTOPHIE HE SIBJISIOTCS KOMITIEMEHTapHBIMHA MiR-122.

Hyxneotnaneie mocneaoBatenbHOCTH MiR-122, M310KeHHBIE B TAHHOM TOKYMEHTE, BKITIO4ast 0e3 OrpaHu-
YeHHS T€, KOTOPHIE HAXOAATCS B MIPUMEPax U B MIEPEUYHE MMOCIEIOBATEIBHOCTEH, HE 3aBUCAT OT JIF000H MOIu(H-
KaIlMH HYKJIEMHOBOW KHUCIOTHI. [103TOMYy HyKJIEHHOBBIE KHCIIOTHI, onpeaeneHHble B SEQ ID NO, MoryT He3aBH-
CHUMO COJIEpXKATh OJHY WJIA HECKOJIBKO MOAM(HUKANNN OIHOTO MM HECKOJNBKHX OCTAaTKOB caxapa, OJHON Wid
HECKOJIBKUX MEKHYKIICO3UTHBIX CBA3CH U/VITU OJHOTO WIJIH HECKOJIBKUX HYKJICHHOBBIX OCHOBAHHA.

XoTs B IepevHe MOCIeI0BATEIBHOCTEH, IPUITaraeMOM K TAHHOW 3asBKe, KaXK/Ias HyKJICOTHUIHAS ITOCIICIO0-
BaTENBHOCTh yKa3biBaeTcs b0 kak "PHK", mu6o "JJTHK" B cooTBeTcTBHM ¢ TpeOOBaHMEM, HA MPAKTHKE 3TU
MOCJIEIOBATEIEHOCTH MOTYT OBITH MOJIU(HUIMPOBAHBI C MIOMOIIBIO JTFO00H KOMOMHAIIMN XUMHYCCKUX MOIH(H-
karuii. CrienaIiucT B JaHHOM 00JIaCTH TEXHUKH JIETKO MOMMeET, 4To Takoe o6o3HaueHue kak "PHK" wimm "JJHK"
JUI ONMHUCAaHUS MOIMU(HUIIMPOBAHHBIX OJMTOHYKICOTHIOB HOCHT HECKOJIBKO YCIIOBHBIM Xapaktep. Hampumep,
MOJIU(DHUIIMPOBAHHBIN OJIMTOHYKJICOTH, COASPKAIIMA HYKIJICO3U I, cojepxkammii caxapublii pparment 2'-OH u
OCHOBaHHE THMHWHA, MOXKeT ObITh omucaH kak JIHK, comepskamias momudunupoBannsiii caxap (2'-OH Bmecto
npupoanoro 2'-H JIHK) win kax PHK, conmepsxamas momudummupoBanHoe ocCHOBaHHWE (TUMUH (METHIMPOBAH-
HBIA ypanui) BMecTo npupoaHoro ypaimia PHK).

COOTBETCTBEHHO HYKJICOTHIHBIC MOCICIOBATEIEHOCTH, IPEIYCMOTPEHHBIC B TAHHOM JOKYMCHTE, BKITIO-
yas 0e3 OrpaHWYCHHS T€, KOTOPHIC HAXOIATCS B IEPEUHE MOCICIOBATEILHOCTEH, MpenHa3HAYCHBI OXBATHTh
HYKIJICHHOBBIC KUCJIOTHI, COJEpIKAIIUE KAaKYyIO-THO0 KOMOWHAIHMIO TPHUPOIHON miam MomuduimpoBanHoi PHK
w/wm [IHK, Bxirodas 6e3 orpaHMYCHUS TaKUE HYKJIICHHOBBIC KUCIOTHI ¢ MOJU(PHIIMPOBAHHBIMYI HYKICOTHIHBI-
MU OCHOBaHUSAMH. B kadecTBe MOMONHUTEIHFHOTO MpUMepa U 0e3 OrpaHIYCHIS MOAU(UITUPOBAHHBIA OJIMTOHYK-
JeoTHI ¢ HykiIeoTuaHoi mocnenoBaredbHOCTEI0O "ATCGATCG" oxBatbiBaeT 1000 ONUTOHYKICOTUA, UMCIO-
mUH TaKyl HYKICOTHIHYIO MOCIEAOBATEIBFHOCTh, WM MOJU(DUIMPOBAHHBIN, WIH HEMOAW(MHUIMPOBAHHBIN,
BKITIOYas 0e3 OorpaHMYCHUs Takue coequmHeHus, conepkamue PHK-ocHOBaHMS, Takne Kak Te, KOTOPBIE MMEIOT
nocnenoBareabHOCTh "TAUCGAUCG", u Te, kotopble mMeroT HekoTopble [IHK-ocHoBaHus u Hekotopeie PHK-
ocHoBanus, Takue kKak "AUCGATCG", 1 OJUTOHYKICOTH/IBI, COACPIKAITUE NPYTUe MOTUPHUITUPOBAHHOE OCHO-
Banus, Takue kak "AT""CGAUCG," rae "C o6o3nagaer 5-metrnuuro3ut. [Togo0HEIM 006pa3oM, MOaUPHIUPO-
BaHHBII OJIMTOHYKJICOTH]] ¢ HyKJIeOTHIHOM nocienoBatenbHocThio "AUCGAUCG" oxBaThIBaeT J1t000# onuro-
HYKIICOTHJI C TAKOW HYKICOTHIHON MOCIEIOBATEIEHOCTRIO, WIIM MOIU(DUIIMPOBAHHBIN, WU HEMOAUGUITUPOBAH-
HBIH, BKIIFOYast O3 OrpaHMYCHUS Takue coeauHeHus, conepxamme JJHK-ocHOBaHWs, Takue Kak Te, KOTOPBIC
umeroT nocaegosarensHocTs "TATCGATCG" u Te, koTopele umeroT Hekoropsle JJHK-ocHOBaHuS U HEKOTOpHIE
PHK-ocuoBanus, Takue kak "AUCGATCG", u OJHrOHYKICOTHABI, COACPKAIINEC APYrUe MOAUDUIIUPOBAHHBIC
ocHoBanus, Takue kak "AT"*CGAUCG, " rue ™C 0603Ha4aeT 5-METHIILIUTO3UH.

HexoTopble npuMeHeHusi KoMno3unuid miR-122

MukpoPHK miR-122 npencrasnser coboit axcnpeccupyemyto B nedeHn MukpoPHK, koropas mpemcras-
JsIeT co00W BaXKHBIN HIOTeHHBIN "(akTop xo3suHa" s perumkamuu HCV, 1 OMUTroHyKJICOTHIBI, HalleTICHHBIS
Ha miR-122, 6mokupytot perummkamuio HCV (Jopling et al. (2005) Science 309, 1577-81). Uarubupoanne miR-
122 y mmMIan3e, XpOHUIECKH HHQUIMPOBAHHOTO BHpycoM remartuta C, moHmkano yposeHb PHK HCV. ¥V
HCV-uadunmpoBaHHBIX MAIIMEHTOB HHTHOMpoBaHre miR-122 nmpuBoanso k cpeaHeMy 2 10g CHIDKEHUIO YPOBHS
PHK HCV mnocne 5 exeHenenbHBIX 103 coeanHeHus anti-miR-122. CoeuHEHUsT ONMUCAHHBIC B TaHHOM JOKY-
MEHTE, SIBIIIOTCS CWJIBHBIMH WHTHOUTOpaMH akTHBHOCTH MiR-122. COOTBETCTBEHHO B JAaHHOM JOKYMCHTE
npeJcTaBIeHbI crioco0b! JeucHus nadeknun HCV, npeaycMmarpuBaronme coeIMHEHNE, MPEICTABICHHOE B JaH-
HOM JokymeHTe, y HCV-unpunnpoBanHoro cyobekra.

B nanHOM nOKyMeHTe mpeicTaBIeHbI cioco0bl deucHus HCV-nnpuuupoBaHHOTO CyOBEKTa, COMepKAIIUC
BBEJICHUE CYOBEKTY COCAMHCHHUSI, MPEICTABICHHOTO B JAHHOM JIOKYMEHTE. B ompeeieHHbIX BapuaHTax OCyIIe-
CTBJICHHSI CITIOCOOBI, TIPEICTAaBICHHBIE B JAHHOM JOKYMEHTE, BKIIOUYa0T 0T0op HCV-uapuImpoBanHOro cyos-
exTta. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHUS CyOBEKTOM SIBIISICTCS YETIOBEK.
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B onpeneneHHbIX BapuaHTaxX OCYLIECTBIICHHS BBeIeHHE CHIDKaeT cumntoMsl HHMeknun HCV. CumnroMsr
ek HCV Bkitouaror 6e3 orpaHudeHust OONb B TIEYEHH, XKENTYXY, TOLUIHOTY, OTEPIO allleTHTa U yTOM-
JSIEMOCTb.

Ha ocnoBanun cxemsl neuennss HCV HCV-unbunmupoBaHHbIii CyOBEKT MOXKET HCIBITHIBATH MOHKECHUE
ypoBuss PHK HCV, cnenyromee mocne nossimenus yposHs PHK HCV, nmocneayromee yBenndeHne KOTOPOTO
M3BeCTHO Kak BocctanoBieHue ypoBass PHK HCV. B onpeneneHHBIX BapraHTaX OCYIIECTBICHUS COCTUHEHUS U
CIOCOOBI, TIPEJICTABJICHHBIE B TAHHOM JJOKYMEHTE, MPeAYIPEeKIatoT BoccTaHoBierrne yposHs PHK HCV.

B ompeneneHHBIX BapHaHTaX OCYIICCTBICHUS COCAWHEHHS U CIIOCOOBI, IPEACTaBICHHBIC B TaHHOM JOKY-
MEHTe, OTCpOUUBalOT BoccTaHoBiIeHue yposHa PHK HCV.

VYposens PHK HCV moxxHO mpumensaTh 1yt auarnoctupoBanus nHdekmn HCV, MoHUTOpHHra akTHBHO-
cTH 3a00JIeBaHNsI 1 MOHMTOPHHra OTBETa CyObeKTa Ha JiedeHHe. B orpeaeseHHbIX BapHaHTaX OCYIECTBICHHS
BBEJICHUE COEIMHEHUS, MPEICTABICHHOTO B JaHHOM JOoKyMmeHTe, cHuxkaeT ypoeenb PHK HCV. B onpenenen-
HBIX BapHaHTaX OCYLIECTBJICHUS COSAMHEHUE B JAHHOM JOKYMEHTE BBOJST B JI03€, IOCTATOYHOM ISl CHHKECHHS
ypoBusi PHK HCV. B onpeneneHHbIX BapuaHTax OCYIIECTBIICHHUS CHOCOOBI, IPE/ICTABICHHBIC B TAHHOM JOKY-
MEHTE, BKIIOYAIOT 0TOOp CyOhekTa, mMeromero yposenb PHK HCV 6Gonee wem 350000 xommii HA MUJUTAIATP
ceiBOopoTKH, 0T 350000 mo 3500000 xomwii Ha MUJUTHIUTP CHIBOPOTKH My Oosee uem 3500000 kormii Ha MHIT-
JIVTUTP CHIBOPOTKH. B ompeneneHHpIX BapraHTax OCYIIECTBICHHUS CIIOCOOBI, IIPEICTaBICHHBIE B JAHHOM JOKY-
MeHTe, BKIo4aroT cHkenne ypoBHss PHK HCV. B onpeseneHHbIX BapHaHTax OCYIIECTBICHHUS CIIOCOOBI, MPE/I-
CTaBJICHHBIE B JIAHHOM JIOKyMeHTe, BKIo4aroT cHkeHne ypoBHs PHK HCV no ypoBusa mmke 200 komuit Ha
MIUIHJIATP CHIBOPOTKH, HIDKE 100 Kommit Ha MAJUTHIINTP CHIBOPOTKH MK HIDke 40 KoMK Ha MIJUTHIIATP CHIBO-
potku. Yposens PHK HCV Taxxe MOKHO Ha3bIBaTh Kak "BUpycHas Harpyska" wmu "tutp PHK HCV".

Wzmenenus yposHs PHK HCV moxno onmncars kak log m3amenenus. Hanpumep, cnax or 60000 no 600
Oyner o3Havath 2-log cran yposus PHK HCV. B omnpeneneHHBIX BapHaHTax OCYIIECTBIEHHS CIIOCOOBI, TIpe-
CTaBJICHHEIC B IAHHOM JOKYMEHTE, HocTurart nonmkenus yposas PHK HCV Gonee yem mmu paBHoro 2 log. B
OTIpeZIeJIeHHBIX BapHaHTaX OCYLIECTBICHHS CHOCOOBI, IIPEACTaBICHHBIC B JaHHOM JOKYMEHTE, JOCTHUTAIOT TI0-
Hwxkenns yposHs PHK HCV no menbpmeii mepe B 0,5 pasa, mo mensineid mepe B 1,0 pa3a, mo MeHbIIeH Mepe B
1,5 pa3a, mo menbIeit mepe B 2,0 paza wim 1o MEeHbIIeH Mepe B 2,5 pasa.

B ompeneneHHBIX BapHaHTax OCYIIECTBICHHUS CIIOCOOBI, IPEACTABICHHBIE B JAHHOM JOKyMEHTE, BKITOYa-
0T JOCTHXCHHE YCTOWIHBOTO BHPYCOIOTHYECKOTO OTBETA.

Y HCV-undunupoBaHHbIX cyOBeKTOB MOTYT pa3BuBathcss HCV-acconnnpoBanHbie 3a0omeBanns. OCHOB-
HBIM TeMaTOoJOrHYecKiM nocieacTsueM nHpeknnn HCV sgBiseTcs muppo3 U ero OCI0KHEHHS, BKII0Yast KPOBO-
W3JIUSTHYE, TIEYEHOYHYIO HEJJOCTaTOYHOCTh M TeNaTOLEIUTIONSPHYIO KapIHOMY. /IONOITHUTEIBHBIM OCI0KHEHH-
eM sBisieTcs (UOpo3, KOTOPBIN SIBISIETCS PE3yNIbTATOM XPOHHYECKOTO BOCHAJICHHUS, BBI3BIBAIOLIETO OTJIOXKEHHUE
KOMITOHEHTa BHEKJIETOYHOTO MaTpHUKCa, KOTOPBIH MPUBOIUT K UCKAKCHUIO IEYCHOYHOH apXUTEKTYpHI U OJ0Ka-
Jie MUKPOLMPKYJIAIMK B (QYHKIIMU MEYSHN. YUYUTBIBasl TO, YTO LIUPPO3 IpOrpeccupyeT U puOpoTHuecKas TKaHb
HaKaIUIMBaeTCsl, B PE3yJIbTaTe BO3HUKACT TsDKENas HEKPOBOCHAIMTENbHAS AaKTUBHOCTh W HauyuHaeTcs (TH-
nep)creatos. (I'umep)crearos MpUBOAUT K BHETICUCHOUHBIM MTATOJIOTHSIM, BKJIIOYAsl CaxapHbIH AHadeT, OeIKOBYIO
HEIOCTaTOYHOCTh, THIIEPTCH3MIO, KIETOYHBIE TOKCHHBI, OKHPEHHE W THIOKchio. B cmiry Toro, uro ¢ubpo3 u
(rumep)creato3 OyAyT MPUOOpPETATh TSIKETYIO (OpMY, TIeUeHb B KOHEYHOM HUTOTE MIPEKPaTUT paboTy 1 moTpedy-
etcs TpanciutanTanus nedeHu. Y HCV-uadumpoBaHHEIX CyOBEKTOB TaKKe MOKET pa3BHBATHCS TeMaTOICILIIO-
nspHass KapuuHoMma. B ompeneneHHBIX BapuaHTax ocymiecTBieHns HCV-uHOUIHMpOBaHHBIA CYOBEKT HMEET
HCV-accomunpoBanHoe 3aboneBanne. B ompeneneHHbIX BapuaHTax ocymiecTBienns HCV-accomumpoBaHHOE
3a0oeBaHne MPEACTaBIsieT co00i mMppo3, Gpudpos, crearorenaTuT, (TUIEP)CTEATO3 W/WIN TeNaTOLEIUIIOIIP-
HYIO KapIHOMY.

B ompenenennpix BapuanTtax ocymectBieHus HCV-uHpuIMpoBaHHBINH CyOBEKT MMEET OJHO WIN He-
CKOJIbKO 3a0oieBaHuid. B onpenenenHpix BapuanTtax ocymectsieHuss HCV-unpunnposanHslii cyObekT nHHU-
IIUPOBAH OJHUM WJIM HECKOJILKUMH Bupycamu, oTiandHeiMu oT HCV. B onpeneneHHBIX BapuaHTaX OCYIECTBIIC-
Husg HCV-unpunrpoBaHHbIi CyOBeKT MHOUIMPOBaH BHpycoM nMmyHoxaeduuunta yesnoseka (HIV). Coenune-
HUS, TIPEACTaBICHHBIC B JaHHOM JOKYMEHTE, MOTYT BBOJIWTHCS COIYTCTBYIOIIUM 0Opa3oM C OJHUM WIH He-
CKOJIBKAMH [IOTIOJTHUTEIFHBIMHI TEPANleBTHUECKUMHE CPEICTBAMU. B ONpeneneHHbIX BapuaHTax OCYIIECTBICHUS
OJTHO FIJTM HECKOJBKO JOTIOIHUTEIBHBIX TEPAIEeBTUUECKUX CPEICTB BKIIOYAIOT MMMYHOTEPAITHIO, MMMYHOMOIY-
JSITOP, TEPANIEBTHICCKYIO BaKIMHY, aHTH(UOPOTHIECKOE CPEICTBO, IPOTHBOBOCIAINTENFHOE CPEICTBO, OPOH-
XOJHUTHYECKOE CPEACTBO, MYKOJIUTHYECKOE CPEACTBO, IPOTHBOMYCKAPHHOBOE CPEACTBO, AaHTUICHKOTPHUEHOBOE
CPEICTBO, MHTHOWTOP HECTEeUU(UIECKON aAre3u KIETOK, aHTHOKCHAAHT, arOHHCT IUTOKWHOB, aHTarOHHCT
IIUTOKHHOB, Cyp(aKTaHT JIETKHUX, IPOTHBOMUKPOOHOE CPENICTBO, TPOTHBOBUPYCHOE CPEACTBO, CPEICTBO IIPOTHB
HCV, nporuBoomnyxoseBoe cpencTBo, coeaunenne anti-miR-122, cpencrso ans PHK-unTepdepenyun nwnm un-
THOMTOP LMKIO(QHIINHA.

B onpeneneHHBIX BapHaHTax OCYLIECTBICHHS OJHO WM HECKOJIBKO JIOTIOJHHUTENBHBIX TEpalleBTHYECKUX
CPE/ICTB MOJXKET OBITH BHIOpAaHO M3 MHTMOWTOpA MpoTeasbl, HHTHONTOpa MOJIMMepasbl, HHruouTopa kKodakropa,
uaruouropa PHK-monmMepasbl, HHrHOUTOpa CTPYKTYPHOTO OeNKa, HHrHONTOpa HECTPYKTYPHOTO O€NKa, MHTHU-
outopa nukIoGUIMHA, HHTHOUTOpa BXoaa, aroHucta TLR7 u uaTepdepona.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS TOMOJHUTEIHHOE TEPANICBTHYECKOE CPEACTBO MPEICTABISACT
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co0oii MmoaupUIPOBaHHBINA onuronykieotua, umeronmi ctpykrypy CiCA TTG T.CACLAC, TC.C, (SEQ ID
NO: 7), rae HyKiIeo3uabl 0e3 MOCIeAYIOMEero HIKHEro HHAeKca 0003HadaroT [3-D-1e30KcuprOOHyKIC03UabI;
HYKIICO3HIBI C MOCICAYIOINM HIKHUM HHIeKcoM "L" 0003HauaroT LNA-HYKIICO3UIBI, U KaXKAast MEKHYKIICO-
3HUIHAsI CBA3b IMPEACTaBIISIET co00i POoCHOTHOATHYIO MEKHYKICO3HIHYIO CBSI3b. B omnpeneneHHBIX BapHaHTax
OCYIIIECTBIICHHUS TepaneBTUIECKOe CpeacTBO npeacTanisier coboit GalNAc- konbtorupoBanubiii CiCAL TTGLT-
LCACLAC.TC.C. (SEQ ID NO: 7). B HekoTOpBIX BapuaHTax ocyiecTsiaeHUs Bce Cp-HYKICO3UIbI TMPEICTaB-
JISIIOT OO0 MeCL—HyKHCOSHZ{H, r/ie BepXHuii nHaekc "Me" 0003Ha4aeT S-MEeTHIIUTO3HH.

B ompeneneHHBIX BapHaHTaX OCYLIECTBICHHS IOIOJHUTEIHFHOE TEPANeBTHUECKOE CPENCTBO BBHIOpAHO W3
UHTHOWTOpA mpoTteasbl, nHruouropa NSS5A, uarnoutopa NS3/4A, nykineo3uanoro uarnouropa NS5B, Hykieo-
tuaHOTO MHrHONTOpa NS5B, HeHYKIeo3uaHOTO HHrHONTOpa NS5B, nurnburtopa mukinodunuHa 1 naTepdepoHa.

B onpeneneHHBIX BapHaHTax OCYLIECTBICHUS IOIOJHHUTEIBHOE TEPareBTHYECKOE CPEICTBO BHIOPAHO W3
uHTepdepona anvda-2a, narepdepona anpda-2b, unrepdepona anspakon-1, neruHrepdepona anbda-2b, me-
ruHTepdepoHa anbha-2a, uHTephepoHa anbda-2b uUTENEHOr0 BO300XKIeHNs, HHTepdepoHa JIiMo1a, codocOy-
BUpa, puOaBUpPHHA, TCIATIPEBUPA, OOLCIIPEBUpPa, BAHUIIPEBUPA, aCYHANIPEBUPA, PUTOHABHUPA, CETPOOYBUpA, NaK-
JaTacBHUpa, CUMENPEBHUPA, AIUCIIOPUBHPA, MEPUIINTA0NHA, TEroOyBHpa, JaHONPEBHPaA, COBAIIPEBHpa M HELETIpe-
BUpa. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS JOIOJHUTEIHFHOE TEPAleBTHIECKOE CPEACTBO BEIOPAHO M3
(danmanpesupa, ABT-450, MK-5172, mepuniutabuna, jgenunacBupa, omouracsupa, GS-5816, MK-8742, naca-
O0yBupa, BMS-791325 u ABT-072.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS IOIOJHUTEIHFHOE TEPANEBTHUECKOE CPEICTBO BBHIOPAHO W3
nHTepdepoHa, pubaBUpHHA U TeNANIpeBUpa. B omnpeneeHHbIX BapuaHTaX OCYIIECTBICHUSI HHTEPPEpOH BHIOpaH
n3 uHTepdepoHa anbda-2a, natepdepona ampda-2b, narepdepona amvhakon-1, meruarepdepona annda-2b u
neruHTepdepoHa anbda-2a.

B onpeneneHHBIX BapraHTax OCYIIECTBIICHUS JOMOIHUTEIBFHOE TEPANIEBTHYECKOE CPEACTBO BKIIOYACT I1e-
ruaTepdepoH anbda-2b u pudasupun. Hanpumep, cyObEKT MOXKET HOJIydYaTh TEPAIUIO, KOTOpas BKIIOYAET CO-
e/IMHEeHUe, TPEJICTaBIeHHOEe B JaHHOM JIOKYMEHTe, eruHTepdepoH aibda-2b u pubasupun. B onpeneneHHBIX
BapUaHTaX OCYIIECTBJICHHS IO MEHBIIEH Mepe OJHO JONOJHHUTEIHFHOE TepareBTHYECKOE CPEACTBO BKIIIOYACT
neruHTepdepoH anbda-2a u pubaBupuH. Hampumep, cyOBbEKT MOXKET IOJy4aTh TEParuio, KOTOpas BKIIOYAET
COoeMHEHHE, TPEACTABIIEHHOE B JAHHOM JIOKYMEHTe, eruHTepdepoH anbda-2a u pudaBuprH. B omnpeeneHHbIX
BapHaHTaX OCYIIECTBICHHUS JOTOIHUTEIBHBIC TEPAIeBTHUECKUE CPENICTBA MIPEACTABILIIOT cO00 OMOUTACBUD U
ABT-450. B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHHUS IOTOJHUTEIBHBIE TEPANeBTUICCKUE CPEACTBA IMPE-
CTaBJIIOT c000#t acyHanpeBup, naknatacBup 1 BMS-791325. B onpeneneHHbIX BapuaHTaX OCYIIESCTBICHUS J0-
TIOJTHUTENNbHBIEC TEPANIEBTHUECKUE CPEICTBA MPEACTABIAIOT co00i codocOyBup u teaunaceup. B onpeneneHHbIX
BapHaHTaxX OCYIIECTBIICHUS IOTIOJHHUTEILHBIC TEepPaleBTUUCCKHE CPEACTBA MPEACTaBIIIOT coboit MK-8742 u
MK-5172.

HexoTopbie cyOBeKTHI, MOIyJaloye ONpeICICHHYI0 TEPaIHio, HalpUMep TEPaIHi0 HHTEPPEPOHOM HIIH
puOaBUPHHOM, MOTYT HE HCIBITHIBAT CYIIECTBEHHOTO WJIM TEPAIEBTHYECKU OJIarONpHATHOTO CHIDKEHUS YPOBHS
PHK HCV. Takune cyObeKTHl MOTYT MOTYT HOJIy4YaTh MOJIB3Y OT BBEACHHS OJHOTO MM HECKOJBKHX JIOTIOJHH-
TENBHBIX TEPaleBTHUECKUX CPEACTB. B ompeneneHHBIX BapHaHTaxX OCYLIECTBIICHHS CyOBEKT CIOCOOOB, Mpes-
CTaBJICHHBIX B JaHHOM JOKYMEHTE, SIBIISIETCS MAIIMEHTOM, He JAIONIMM KIMHUYECKOTO OTBETa. B ompeneneHHbIX
BapHaHTaX OCYIIECTBIICHIS CYOBEKT MpeACTaBiIsIeT co00 MarenTa, He JAIoImero KIIMHIYECKOro OTBeTa Ha MH-
TepdepoH. B ompeneneHHbIX BapHaHTaX OCYIIECTBICHUS CYOBEKT MPEACTABIIET COO0H MalMeHTa, He JAIOIIero
KIMHAYECKOTO OTBETA Ha MPOTUBOBUPYCHOE CPEACTBO MPSIMOTO TEHCTBHS.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS TOMOJHUTEIHHOE TEPANICBTHYECKOE CPEACTBO MPEICTABISACT
c000¥i POTHBOBHPYCHOE CPENCTBO, NMpuMeHseMoe B Jeuennu nHpeknuu HIV. B onpeneneHHbIX BapuaHTax
OCYIIECTBIICHHS TOIOJHUTEIFHOE TEPAEBTUUECKOE CPEJICTBO MPEICTaBIsCT COOOH HEHYKIICO3UIHbIE HHTHOU-
Topsl oOpatHO# TpaHckpunrtaszsl (NNRTI). B onpeneneHHbIX BapHaHTax OCYIIECTBIECHHS JONOIHUTEIBHOE Te-
paneBTHYECKOE CPEICTBO MPEACTABIIET CO00I HyKIe0o3uIHbIe HHIHOUTOPBI oOpaTHOH TpaHckpunTassl (NRTI).
B onpeneneHHBIX BapHaHTax OCYIIECTBIICHUS JOTOJHHUTEIBLHOE TEPANIEBTUUECKOE CPEICTBO HPEICTABISET CO-
601 MHrHOMTOp mMpoTeasbl. B ompesiesieHHBIX BapHaHTaX OCYLIECTBIICHUS IOMOJIHHUTEIHHOE TEpareBTHYECKOES
CPE/CTBO TPEJCTaBISICT COOOH MHTMOWTOP BXOJAA MM WHTHOWTOP CIUSHUS. B ompeneneHHbIX BapuaHTax OCy-
IIECTBJICHHUS JOTIOJTHUATENFHOE TEPANIeBTHYECKOE CPEICTBO MPEACTABISICT CO00H MHrHOUTOp MHTErpassl. B om-
peleNeHHBIX BapHaHTaX OCYIIECTBICHUS IOTONHUTENHFHOE TEPaleBTHUECKOE CPEICTBO IPENCTaBISCT COOOM
BEIOpaHHOE U3 d(haBUpEeH3a, ITPAaBUPHHA, HEBUPANMHA, a0aKaBUpa, SMUTPANIUTA0NHA, TEHOPYBHpPA, TAMUBYIUHA,
3UIOBYAMHA, aTa3aHABHpPa, NapyHaBHpa, (hocaMIpeHaBHpa, PUTOHABUPA, SHPYBUPTHIA, MapaBUPOKa W paiTe-
rpaBupa.

Cy0bekt, nHpunuposanubiii HCV, MOXXeT NCTIBITHIBATh aHOMaJIbHYIO (DYHKIIHIO MIEYEHH, KOTOPYIO OIlpe-
JETSI0T IMyTeM W3MepeHus OMiaupyOnHa, anbOyMHHAa M NPOTPOMOWHA OJMH WIIM HECKOJBKO pa3. M3mepenue
ypoBHS (hepMeHTOB NeyeHu, anannHaMuHoTpanchepassl (ALT) n acnapratamunorpancdepass! (AST), Beimon-
HSOT JUIA ONpe/IeNieHus BocTajieHust nedyeHn. OIMH WM HECKOJIBKO aHOMAJIbHBIX YPOBHEH 3THX MapKepoB MO-
ryT 0003Ha4al0T aHOMANBHYIO (DYHKIMIO NIeYeHU. B onpenenieHHBIX BapuaHTax OCYLIECTBICHHS CIIOCOOBI, TIpeI-
CTaBJICHHBIC B JaHHOM JOKYMCHTE, BKIIFOUYAIOT HOpMAaJIH3alKio (YHKIUHU MEYCHU. B ompeneeHHBIX BapHaHTaX
OCYILECTBIICHHUS CHOCOOBI, IIPEICTABICHHBIC B JaHHOM JOKYMEHTE, BKIIIOYAI0OT HOPMAaJIHM3AIHI0 YpOBHEH (ep-
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MEHTOB TICYCHHU.

B moboM m3 crioco0oB, MpeiCTaBICHHBIX B TaHHOM JIOKYMEHTE, COCANHEHUE MOXKET NMPHUCYTCTBOBATbH B
(hapMareBTHIECKONH KOMITO3UITHH.

CoennHeHHs, TIpEACTaBICHHBIE B JaHHOM JOKYMEHTE, MOTYT IPHUMEHSITHCSA B Tepalud. B ompeneneHHbIX
BapHaHTaX OCYIIECTBICHUS COCTUHEHUE MpeIHa3HauYeHO 1A npuMeHeHus B edeann HCV-uHpummupoBaHHOTO
cyObekTa. B ompeneneHHBIX BapHaHTax OCYIICCTBICHUS CYOBEKTOM sBIsieTcs denoBek. CoemuHEeHne sl MPH-
MeHeHus B JedeHnH HCV-nHOUIMPOBaHHOTO CyOBEKTa B ONPEIEICHHBIX BapHaHTaX OCYIIECTBICHUS MOXKET
OBITH ITpeHA3HAYCHO IS TPUMEHEHHS B IIOOOM CIIOcO0€e JICUEHHs, OTIMCAaHHOM B JAHHOM JOKYMEHTE.

B maHHOM JOKYMEHTE IpeCTaBIeHbl CIIOCOOBI, BKIIOYAIONINE BBEACHUE COSMHEHHS, TIPEJICTABICHHOTO B
JAHHOM JTOKYMEHTE, CYOBEKTy, UMermeMy miR-122-acconmupoBanHoe cocTossHUE. B onpeeIcHHBIX BapuaH-
Tax ocylecTBiIeHust miR-122-acconunpoBanHoe cocTosHUe NpeacTaBisieT coboi napexmo HCV.

B onpenencHHBIX BapuaHTax OCyIIeCTBICHUS miR-122-accolmupoBaHHOE COCTOSHUE MPEICTABISCT COOOM
TIOBEIIIICHHBIN XOJICCTEpHH. B OmpeneneHHpIX BapuaHTaX OCYIICCTBICHUS BBEIACHUE COCAMHEHUs anti-miR-122
CyOBEKTY IPUBOJIUT K CHIDKCHHIO CBIBOPOTOYHOTO XoyecTepruHa. COOTBETCTBCHHO, B OMPE/ICIICHHBIX BapHaHTaX
OCYILIECTBIICHHS B JaHHOM JOKYMEHTE IPEICTaBJICHBI CIIOCOOBI CHIDKEHHS YPOBHSA XOJIECTEPHHA y CyOBEKTa,
BKITIOYAIOIIIE BBEIACHNE CYOBEKTY COCNMHEHHMS, MPEICTABICHHOTO B JAHHOM JOKyMEHTe. B ompeneneHHbIX Ba-
pHaHTaX OCYIIECTBICHHS YPOBHH X0JE€CTEpHHA MOYKHO HCIIONB30BATh B KAUeCTBE OMOMapKepa A ONpeIeIeHHs
aKTHBHOCTH coeMHEeHMs anti-miR-122, mpencTaBiaeHHOT0 B TaHHOM TOKYMEHTE, OTIEIHHO WUJIH B JIOMOJHEHUE K
JIPYroMy WHANKATOPY 3P PeKTUBHOCTH, Hanpumep, cHmkeHus: ypoBHeii PHK HCV. CooTBeTcTBEHHO, B TaHHOM
JOKYMEHTE TPEACTaBICHBI CIIOCOOBI, BKIIIOYAONINE BBEICHIE COCTMHEHNS, IPEICTABICHHOTO B TaHHOM JOKY-
MeHTe, cyObeKTy, 3a00p oOpas3ua KpoBU y cyObekTa, 1 M3MEpEHHE XOJIeCTepHHa B 00paslie KpOBH CyObeKTa.
YpoBeHb XOJecTeprHA MOXKHO MPHUMCEHSATh B Ka4eCTBE MHIUKATOPAa AKTUBHOCTH COCTUHEHHUs anti-miR-122 y
cyOBeKTa.

B ompeneneHHBIX BapwaHTaX ocCymecTBICHHS MiR-122-acCONMUPOBAHHBIM COCTOSIHUEM SIBISCTCS (TH-
TIep)cTeaTos.

CoOOTBETCTBEHHO, B OIPEICIICHHBIX BapHaHTaX OCYIIECTBICHHUS B JAHHOM JOKYMEHTE MPEICTaBICHBI CIIO-
c0OBI CHIKEeHHS (THUTIEp)CTeaTo3a y CyObheKTa, BKIIOYAIONINE BBEJICHHE CYOBEKTY COSIMHEHUS, TPEICTaBICHHO-
TO B IaHHOM JIOKyMEHTE.

B ompeneneHHBIX BapraHTaxX OCyIIeCTBICHUS MiR-122-acconmuupoBaHHOE COCTOSTHUE TIPECTABISIET COO0H
HapyIIeHUEe C MepeHacHIIeHueM xelle3oM. Hapyrienne, cBI3aHHOE C MEPEHACHIIIEHUEM KEIE30M, MOXET TIpO-
SBIISITHCA B PE3yJIbTAaTe TEHETUIECKOM MyTalllH, BRI3BIBAIONIEH MTOTIIOMIEHNE OPTaHU3MOM H30BITOYHOTO KOJIHYE-
cTBa *keje3a. Hapylenne, cBI3aHHOE ¢ IEPEHACHIIICHUEM JKEJIe30M, MOJKET UMETh TaK)Ke HEr€HETHUECKHE MPH-
YHUHBI, BKJIFOYasl 0¢3 OrpaHWYCHUS MOCTOSHHBIC TICPEIMBAHU KPOBU, XPOHWYCCKUI TEIATUT WK MPHEM BHYTPb
M30BITOYHOTO KOJMYCCTBA jKelie3a. B ompeneieHHbIX BapHaHTaX OCYIICCTBICHUS HAPYIICHUE, CBSI3aHHOE C IIe-
PCHACBHIIIEHUEM JKEJIE30M, BBIOpaHO W3 TIEpPEHACHIICHUS JKEJe30M BCIEACTBHE TpaHC(Y3HH, NMepeHACHIIICHUS
JKEIIE30M BCIICJICTBUE TUCTHI, HACICACTBEHHOTO TeMOXPOMAarTo3a, CEPIIOBUIHOKICTOYHON aHEMUH, TaJIIACEMUH,
X-CIeIIeHHOW cuaepo0aacTHOW aHEMUH, HEIOCTATOYHOCTH MUPYBATKUHA3BI U HEJAOCTATOYHOCTH TIIFOK030-6-
tdocharaernnporenassl. B onpeneneHHBIX BapHaHTax OCYNIECTBICHHS HapyIICHHE, CBSI3aHHOE C IEPEHACHIIIE-
HHUEM JKEJIe30M, MPENICTaBIsIeT COO0H HACIEACTBEHHBIN TeMOXPOMAaTO3, BHIOPAHHBIN U3 TeMOXpoMaTo3a Tuma 1,
reMoxpomMarosa Ttumna 2A, reMoxpomarosa Tuma 2B, remoxpomMaro3a tuma 3, reMoxpomarosa Tuma 4 (wim dep-
POTIOPTHHOBOH 00JIe3HM), ahPUKAHCKOTO TEMOXPOMAaT03a, HEOHATAIFHOTO T€MOXPOMATO3a, arepyIoluia3MHuHe-
MUH " aTpaHchepprHHEeMHUN. B onpeneneHHbIX BapHaHTaxX OCYIIECTBIICHHS BBEICHUE COCIUHEHHS, TPEICTABICH-
HOTO B JJAHHOM JIOKYMEHTE, CyOBEKTY, UMEIOIIEMY HapylIeHUE, CBI3aHHOE C NIEPEHACHIILICHNEM JKEJIe30M, IpH-
BOJIUT K CHM)KCHUIO M30BITKA XKele3a B OpraHu3Me CyObeKTa.

HexoTopble Monupukauuu

MouduuupoBaHHEIN OJUTOHYKICOTH]] MOXET CONEPKATh OJHMH WIM HECKOJIBKO MOAMGMUKAIUN HYKICO-
TUIHOTO OCHOBAHWS, caXxapa W/WIA MEKHYKICO3UIHOHN CBs3u. MoIubUIMPOBaHHOE HYKICOTHIHOS OCHOBAHHE,
caxap W/WIM MEKHYKIICO3HUIHAS CBSA3b MOTYT OBITH BBIOPaHBI Cpe HEMOAM(DUIIMPOBAHHBIX (OPM H3-3a HEOO-
XOJMMBIX CBOMCTB, TaKHX KaK, HallpUMeEp, MOBBIIICHHOE KJIETOYHOE MOTJIONICHHE, TOBBIIIIEHHOE CPOJCTBO B OT-
HOIICHWW JPYTUX MHUIICHEH OJIMTOHYKJICOTHAOB WM HYKICHMHOBOW KHCJOTHI M TOBBINICHHAS CTAaOWIBHOCTH B
MPUCYTCTBUH HYyKJIEas.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHIS MOAU(DUIIMPOBAHHBIN OJUTOHYKICOTHI COACPIKUT OIMH HIH
HECKOJIBKO MOAN(HUIIPOBAHHBIX HYKJICO3UIOB. B onpeseneHHBIX BapraHTax OCYIIECTBICHUS MOANGDHUIIIPOBAH-
HBI HYKJICO3H]T TPEICTABISET COOOM CTAOMIN3UPYIOMIHA HyKIeo3u 1. [IpuMep cTaOUIN3UPYIOMETO HYKICO3H I
npescTaBisieT co00H 2'-MOIUPHUITMPOBAHHBIA HYKIICO3H]I.

B ompenencHHBIX BapHaHTaX OCYIIECTBIICHHUS MOAM(DHUIMPOBAHHBIN HYKJICO3UA COACPIKUT MOIUPHUIIUPO-
BaHHBIN caxapHBI ()parMeHT. B ompeneneHHbIX BapraHTaX OCYIICCTBICHHS MOAUGMDUIIUPOBAHHBIA HYKIICO3H],
COJIepKAIIA MOTU(PUIIMPOBAHHBIN caxXapHBIA (parMeHT, COMCPKUT HEMOAUDUITMIPOBAHHOE HYKICOTHIAHOE OC-
HOBaHHWE. B ompenencHHBIX BapHaHTaX OCYIIECTBICHHUS MOIM(DHUIMPOBAHHEIA caxap COICPKHUT MOAUDHUIHPO-
BaHHOC HYKJICOTUIHOE OCHOBaHUE. B ompeeleHHBIX BapHaHTaX OCYIICCTBICHUS MOIU(PUIIMPOBAHHBIN HYKIICO-
3UJT TIPEJICTABISIET cO00H 2'-MoupUIIMPOBAHHBIN HYKICO3HUI.

B omnpeneneHHBIX BapuaHTaX OCYIIECTBICHHS 2'-MOIUPUITMPOBAHHBIA HYKICO3UI COACPKUT OUITUKITIIC-
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CKUH caxapHBI (parMeHT. B Takux OmNpeAelCHHBIX BapUaHTaX OCYIIECTBICHUS (ParMEHT OWUIUKINICCKOTO
caxapa mpezcTaBisier coborr D-caxap B anmb(a-koHPUrypanuu. B Takux onpeneicHHBIX BapHaHTaX OCYIICCTB-
neHus GpparMeHT OUITMKIMYECKOT0 caxapa mpeacTaBiisieT coboit D-caxap B 6eTa-koHpurypanuu. B Takux ompe-
JICIICHHBIX BapHaHTaX OCYIIECTBICHHUA (parMeHT OMIMKIMYECKOro caxapa MpeacTaBiser coboit L-caxap B aib-
(da-koHpuTypanmu. B Takux ompeneneHHBIX BapHaHTaX OCYIIECTBICHHS (parMeHT OWIMKIMYECKOTO caxapa
npencraBisieT coooii L-caxap B 6eTa-koH(bUTYypaIu.

B onpeznencHHBIX BapHaHTaX OCYIIECTBICHUS OWIMKIMYECKHH CaXapHBIH (parMeHT COAEPKUT MOCTHKO-
BYIO Tpymmy Mexay 2' u 4' aromamMu yriiepona. B Takux onpeneneHHbIX BapUaHTaX OCYIIECTBICHHS MOCTHKOBAS
TpyIIa COACPKUT OT 1 10 8 CBA3aHHBIX OMpaJWKAIBHBIX TPYII. B ompeneneHHBIX BaprHaHTaX OCYIICCTBICHHS
OMIIMKITIMYCCKUI caXapHBIi parMeHT coepuT oT 1 10 4 CBA3aHHBIX OMpaJUKAIBHBIX TPYII. B onpeaencHHbIX
BapHaHTaX OCYIICCTBICHUS OWIMKITMUCCKUIN caxapHBIH (PparMEeHT COACPIKUT 2 WIH 3 CBS3aHHBIC OMpaIUKaib-
HBIC TPYNNOBl. B onpenencHHbIX BapuaHTaX OCYIIECTBICHUS OWUIMKINYCCKHNA caxapHBIA ()ParMEHT COACPIKUT 2
CBsi3aHHBIC OMpanguKambHble rpynnbl. [IpuMepsr Takux 4'-2' 3aMecTuTeNel caxapa BKIIIOYAIOT 03 OrpaHUYCHUS
[CRR)]-, TC(R(Re)]-O-, -C(R,R)-N(R)-0- it -C(R,Ry)-O-N(R)-; 4-CH,-2", 4'(CH,),-2', 4-(CH,)3-2'
4'-(CH,)-O-2'(LNA); 4'-(CH,)-S-2'; 4'-(CH,),-O-2'(ENA); 4'-CH(CHj3)-O-2' (cEt) u 4'-CH(CH,0OCH;)-O-2' u ux
anayioru (cM., Harmpumep, nateHT CIIIA 7399845, Beimannbiit 15 utons 2008 t.); 4 '-C(CH3)(CH;3)-O-2' u ero
aHayord, (cM., Hanpumep, WO 2009/006478, omyoimkoBannyto 8 siuBaps 2009 r.); 4'-CH,-N(OCH;)-2' u ero
anayoru (cM., Harmpumep, WO 2008/150729, onyonmmkoBannyio 11 mekabps 2008 r); 4'-CH,-O-N(CH3)-2' (cMm.,
Hanpumep, US 2004/0171570, onmyonukoBanuyio 2 ceHTs10ps 2004 1.); 4'-CH,-O-N(R)-2' u 4'-CH,-N(R)-O-2'-,
rae Kakaeld R HezaBucuMo mpesactasnser coboit H, 3ammurayto rpymy, unu C;-Cy-ankm; 4'-CH,-N(R)-0-2',
rre R mpencrasnser co6oit H, Ci-Cy,-ankwn winu 3amuTHyto rpynmny (cM., natent CIIA 7427672, Beiganusbiii 23
centsops 2008 r.); 4'-CH,-C(H)(CHj3)-2' (cm., Hanpumep, Chattopadhyaya, et al., J. Org. Chem.,2009, 74, 118-
134); m 4'-CH,-C(=CH,)-2' u ero aHanoru (cM. OIyOIMKOBaHHYIO MexayHapoaHyto 3asBky PCT WO
2008/154401, omyonukoBanHyto 8 nexadps 2008 r.).

B onpezneneHHbIX BapraHTax OCYLIECTBIEHUS Takue 4'-2' MOCTUKU HE3aBUCHUMO cojaepxkat 1 umu ot 2 o 4
CBSI3aHHBIX TpymI, He3aBUCHMO BbIOpaHHBIX U3 -[C(R,)(Rp)]s-, -C(R,)=C(Ry)-, -C(R,)=N-, -C(=NR,)-, -C(=0)-,
'C(:S)'a 'O's 'Si(Ra)Z'a 'S(:O)x' u 'N(Ra)';

rae X paseH 0, 1 wmm 2;

n paseH 1, 2, 3 wu 4;

kaxaelid R, m Ry, He3aBucuMo mpencrasisier coboit H, 3amutHyro rpymmy, ruapokcwt, C,-Ci,-anku, 3a-
MetneHubiii C,-Cir-ankni, C,-Cr-ankenun, 3aMmemeHubii C,o-Ciy-ankenun, C,-Cr-ankuuui, 3aMerieHapii C,-
Cp-ankunui, Cs-Cyg-apun, 3amemieHHbIH Cs-Cyo-apuil, reTepOLUKINIYEeCKU pauKal, 3aMeIleHHbIA TeTepOIUK-
JIMYECKUH paaukani, reTepoapull, 3aMeleHHsbli rerepoapui, Cs-C;-anuknnueckuil panukan, 3amemeHsslil Cs-Co-
aruKImIeckuil paaukai, rainorer, OJ;, NJiJ,, SJ;, N3, COOJ;, atmn (C(=0)-H), 3ameriennsiii anmi, CN, cynib-
¢donun (S(=0),-J)) unu cynsdokcun (S(=0)-J;); n xaxaptit J; u J, HesaBucumo npencrasiser codoit H, C;-C,-
ankui, 3amenieHHbIn Ci-Cyr-ankui, C,-Cor-ankenun, 3amerieHHbin Cy-Ciy-ankenun, C,-C,-anKuHui, 3aMeIicH-
HbIld C,-Cyr-amkunmi, Cs-Cyg-apui, 3amemieHHbd Cs-Cyp-apw, anmn (C(=0)-H), 3aMerieHHbIil anumi, retepo-
MUKITUYIECKUN pauKal, 3aMeleHHbIN reTeporukimdeckuid pagaukan, C;-C ,-amuHoaNKmI, 3amemmeHHbrid C-C,-
AMHUHOAJIKMJ WM 3aIIUTHYIO TPYIIITY.

Hyxireo3unel, copeprkamuye OUIMKINIECKHE caXapHbIe ()parMeHTHI, HA3bIBAIOT ONINKIMICCKIMH HYKJICO-
sugamu Wi BNA. B ompeneneHHBIX BapHaHTaxX OCYIIECTBICHHUS OMIMKINYECKHE HYKICO3WABI BKIIOYAIOT 0e3
orpannueHus (A) a-L-metmnenokcn (4'-CH,-O-2") BNA; (B) B-D-metmnenokeu (4'-CH,-0-2") BNA; (C) atuie-
Hokcn (4'-(CH,),-O-2") BNA; (D) ammuookcu (4'-CH,-O-N(R)-2") BNA; (E) okcunamuuo (4'-CH,-N(R)-O-2")
BNA; (F) metun(merunenokcn)(4'-CH(CH;)-O-2") BNA (Taxke Ha3biBaeMbIi CBs3aHHBIN AT win cEt); (G)
metmiieHTHo (4'-CH,-S-2") BNA; (H) metunenamuno (4'-CH,-N(R)-2') BNA; (I) metunkapbounkindeckuit (4'-
CH,-CH(CHj)-2") BNA; (J) ¢c-MOE (4'-CH,-OMe-2") BNA u (K) nponunenkap6oruknnaeckuid (4'-(CH,);-2")

BNA, kak u3J0oXeHO HUXKE.
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rae Bx mpencraBuser co6oi (parMEeHT HYKICHMHOBOTO OCHOBaHHUS M R HE3aBHCHMO MPEICTaBIsCT COOOM
H, 3amuTnyto rpynny mu C;-Ci,-ankum.

B ompeneneHHBIX BapwaHTax OCYIIECTBIEHUS 2'-MOAW(PUIMPOBAHHBIA HYKJICO3HI COACPKHT 2'-
3aMeIIeHHYO0 TPYIIy, BHIOpaHHYIO M3 TaJIoTeHa, ajutiia, amuHo, azuao, SH, CN, OCN, CF;, OCF;, O-, S- wm
N(Ry)-ankuna; O-, S- umu N(R,,)-ankenwmna; O-, S- wnun N(R,,)ankunaumna; O-ankuneHmn-O-ankuiia, alkKHHANA,
ankapuna, apankwia, O-amkapuan, O-apamkun, O(CH,),SCH;, O-(CH,),-O-N(R,)(R,) mwmu O-CH,-C(=0)-
N(RL(R,), Tae kaxasii R, u R, He3aBucumo npeacrasiser coboi H, 3amuTHYI0 aMHHOTPYIIITY MK 3aMeIeH-
HBIHA, Win He3amemeHHbIi C-Cp-ankun. Takue 2'-3aMenieHHbIe TPYIITBI MOTYT OBITh JAOMOJHATEIBHO 3aMellie-
HBI OJIHOM WJIM HECKOJIBKUMH 3aMEIICHHBIMH TPYIAMU, HE3aBUCUMO BHIOPAHHBIMH U3 THIPOKCHUIIA, AMHHO, aJl-
KOKCH, KapOokcu, OeH3mna, ¢permna, HUTpo (NO,), THONA, THOATKOKCH (S-aJlKuia), TalioreHa, ajJKuia, apuia,
ANKCHUJIA U aJIKHHUIIA.

B ompeneneHHBIX BapHaHTax OCYLIECTBICHHA 2'-MOAMGHIMPOBAHHBIN HYKICO3UI COACPXKHUT 2'-
3aMelIeHHy Tpymmy, BeiOpanHylo u3 F, NH,, N;, OCF;, O-CH;, O(CH,);NH,, CH,-CH=CH,, O-CH,-
CH=CH,, OCH,CH,0CH;, O(CH,),SCH;, O-(CH,),-O-N(R,)(R;) -O(CH,),O(CH;),N(CH3),, u N-
3amemennoro arneramua (O-CH,-C(=0)-N(R,)(R,), Tme kaxasiid R, u R, He3aBucumo nipencrasisier coboid H,
3aIIUTHYIO aMUHOTPYIITY WM 3aMeIIeHHBIH, min He3aMemeHHbIH C,-C(-aaKu.

B ompeneneHHBIX BapwaHTax OCYIIECTBIEHUS 2'-MOAWU(PUIMPOBAHHBIA HYKJICO3HI COACPKHT 2'-
3aMeleHnyo rpymmny, BeiOpanHyio u3 F, OCF;, O-CH;, OCH,CH,0OCHj;, 2'-O(CH,),SCH;, O-(CH,),-O-
N(CHj3),, -O(CH,;),0(CH;),N(CHj3), u O-CH,-C (=0)-N(H)CH.

B ompeneneHHBIX BapwaHTax OCYIIECTBIEHUS 2'-MOAWM(PUIMPOBAHHBIA HYKJICO3HI COACPKHT 2'-
3aMeIleHHYIo Tpyniy, Beiopannyto u3 F, O-CH; u OCH,CH,OCH;.

B onpeneneHHBIX BapHaHTaX OCYIIECTBICHUS 2'-MOIU(PHUIMPOBAHHBIA HYKIICO3HU I MIPEACTaBISET cOo00it 4'-
THO-MOJU(DHUIIMPOBAHHEIN HYKJICO3UI. B ompeneneHHBIX BapHaHTaX OCYIICCTBICHUS 2'-MOAU(DUIIUPOBAHHBIN
HYKJIEO3H]] TIpe/cTaBIsteT coboii 4'-tro-2'-MoandunmpoBanuslii Hykieo3na. 4'-Tro-MoauduIMpoBaHHBIA HYK-
neo3un coaepxut B-D-pubonyxmeosun, rae 4'-O 3ameneH Ha 4'-S. 4'-Tuo-2'-MoauUIIUPOBAaHHBIA HYKICO3UA
npesacTaBiIsieT coboi  4'-THo-Moau(UIMPOBAaHHBIA HyKJieo3ua, conepxamuii 2'-OH, 3amenennsiii 2'-
3amernatoieit rpymnmnoil. [logxonasume 2'-3ameniennsle rpyiisl BnodaoT 2'-OCHj3;, 2'-O-(CH,),-OCH; u 2'-F.

B ompeneneHHBIX BapraHTaX OCYIISCTBICHUS MOAM(DHUINPOBAHHBIN OJUTOHYKICOTHA COACPIKUT OTHY WITH
HECKOJBKO MEKHYKICO3HIHBIX MoAu(pukanuii. B Takux ompeneneHHBIX BapHaHTaX OCYIISCTBICHHUS Kaxmas
MEXHYKIICO3UIHAS CBS3b MOAWU(HUIIMPOBAHHOTO OJMTOHYKICOTHIA IMPEACTABISAET CO00H MOOM(PHUINPOBAHHYIO
MEXHYKIICO3UIHYIO CBA3b. B ompeneneHHpIX BapHaHTaX OCYMICCTBICHUS MOTU(PUINPOBAHHAS MEXHYKICO3U-
Has CBA3b COAEPKUT aToM (ocdopa.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS MOAM(DUINPOBAHHBIN OJUTOHYKICOTH] COACPKHUT 110 MEHbB-
e Mepe oHy (hochOoTHOATHYIO MEKHYKIICO3HIHYIO CBA3b. B OmpeieieHHBIX BApUaHTaX OCYIIIECTBICHUS KaX-
Jasi MEXKHYKJICO3UIHAS CBsI3b MOAUGMHUIIMPOBAHHOTO OJUTOHYKJICOTHIA MPEICTABISACT co00i PochOoTHOATHYIO
MEKHYKJICO3UIHYIO CBS3b.

B ompenencHHBIX BapraHTaX OCYIICCTBIICHUS MOAM(DUINPOBAHHAS MEKHYKICO3UTHAS CBSA3b HE CONCPIKUT
atoM (¢ochopa. B KOHKpETHBIX MOMOOHBIX BapHAHTaX OCYIIECTBICHUS MEKHYKICO3HMIHAS CBSI3b OOpasyercs
MEXHYKIICO3UIHOW CBSI3pI0 HA OCHOBE KOPOTKOIETIOYEYHOTO aJKMiIa. B KOHKpPETHBIX MOJOOHBIX BapHaHTaxX
OCYILIECTBIICHHSI MEXHYKJICO3UAHAS CBA3b 00pa3yeTcss MEeXHYKICO3UIHBIMH CBSA3SIMA Ha OCHOBE ITHKIIOAJIKATIA.
B KOHKpETHBIX MOJOOHBIX BapHAHTaX OCYIIECTBIICHUS MEXHYKJICO3HIHAS CBS3b 00pa3yeTcs CMEIIaHHON MeX-
HYKIJICO3UTHOHN CBS3BI0 HA OCHOBE TeTepoaTOMa M aJKMiIa. B KOHKPETHRIX IOAOOHBIX BapHaHTaX OCYIIECTBICHUS
MEXHYKIICO3UIHAS CBSA3b 00pa3yeTcs CMENIAHHBIMHA MEXHYKJICO3WIHBIMH CBS3SIMH Ha OCHOBE rerepoaToMa U
IUKJIOAJIKIIA. B KOHKPETHBIX TOZOOHBIX BapHAHTAX OCYIIECTBICHHS MEKHYKICO3UIHAS CBSI3h 00pa3yercs oi-
HOW WJIM HECKOJLKUMHU KOPOTKOICTIOYCYHBIMH I'eTEPOATOMHBIMHA MEXHYKICO3UIHBIMA CBSI3sIMH. B KOHKpETHBIX
MOJOOHBIX BapHaHTAaX OCYIICCTBICHUS MEKHYKICO3HIHAS CBA3b 00pa3yeTcs OJHOW MM HECKOJIBLKHMH TeTepO-
MUKITMYCCKIMA MEXKHYKICO3UTHBIMU CBA3SIMHU. B KOHKPETHBIX TIOAOOHBIX BApHAHTAX OCYIICCTBICHHUS MEKHYK-
JICO3UHAS CBS3b UMEET aMUIHBIA CKeJNleT. B Takux ompeneieHHBIX BapUaHTaX OCYIICCTBICHHUS MEXHYKICO3U/I-
Hasl CBSI3b COAEPIKUT CMELIaHHbIe cocTaBHbIe yacTH Ha ocHoBe N, O, S u CH,.

B ompenencHHBIX BapraHTaX OCYIICCTBICHUS MOAM(DHUIMPOBAHHEIN OJUTOHYKICOTH COACPIKUT OJTHO WITH
HECKOJIBKO MOAM(HUIIMPOBAHHBIX HYKJICOTHIHBIX OCHOBAaHHUI. B ompeneneHHBIX BapuaHTax OCYIIECTBICHHS MO-
IUGHUIHPOBaHHOE HYKJICOTHIHOE OCHOBAaHHWE BHIOpaHO W3 7-7ea3aryaHWHa, 7-7ea3aaJeHWHa, THIOKCAHTHHA,
KCaHTHHA, 7-METIJITYaHWHA, 2-aMHHONMMPUANHA U 2-TIMPHIOHA. B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS
MOIUPHIMPOBAaHHOE HYKJICOTHIHOE OCHOBAaHHME BHIOPAHO M3 5-3aMENICHHBIX MTHPUMHUINHOB, 6-a3aITHPUMHIITHOB
1 N-2, N-6 u O-6 3aMeNIeHHbIX IYPUHOB, BKJIOYas 2-aMUHOTPONMIAJACHWH, S-TIPONMUHWIypAuia U 5-
MPOTHHUIIATO3HH.

B ompeneneHHBIX BapHaHTaX OCYHICCTBICHUS MOIUGHUIMPOBAHHOE HYKICOTHIHOC OCHOBAHHE COJCPIKUT
MOJUIUKITHYCCKUI TeTEPOLHKII. B onpeneneHHpIX BapHaHTaX OCYIIECTBICHUS MOTUPHUIIMPOBAHHOE HYKICOTH I~
HOE OCHOBAHHC COJCPIKHUT TPUIIUKINICCKHNA TETCPOIMKI. B OmpeneneHHBIX BapHaHTaX OCYIIECTBICHUS MOJIH-
(unMpoBaHHOE HYKICOTHIHOEC OCHOBAHUE COJICPIKHUT MPOU3BOJHOEC (DEHOKCAa3HMHA. B ompeneneHHbIX BapraHTax
OCYILCCTBIICHHS (DEHOKCA3MH MOXET OBITh JTOTIONHUTEIHHO MOIAM(DUIMPOBAH C 00pa30BaHHEM HYKJICHHOBOTO
OCHOBaHHsI, U3BECTHOTO M3 YPOBHSI TEXHUKH Kak G-clamp.
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B Takux ompenereHHBIX BapHaHTaX OCYIIECTBICHUSA COCAWHCHHE COIACPKUT MOIU(DHUIIUPOBAHHEIA OJUTO-
HYKIICOTHUJI, COACPIKAIIMNA OJJHY WM HECKOJIHKO CTAOWIM3UPYIOUINX TPYII, KOTOPhIC MPUCOCIHHEHBI K OJHOMY
WK 000MM KOHIIAaM MOIU(HUIIMPOBAHHOTO OJMIOHYKIICOTHIA, VIS YIIyUYIICHUS CBOMCTB, TAKHX KaK, HAIpUMeEp,
CTaOMIIBHOCTH 10 OTHOIIEHHIO K BO3ACHCTBHIO HyKJIea3bl. BKIITOUeHHBIE CTAOMIM3HPYIONINE TPYIIIIBI SBIIAIOTCS
cap-cTpykrypamu. Takne KOHIeBble MOAM(DHUKAINY 3aIIHIIAIOT MOANGMUITIPOBAHHBIA OIMTOHYKICOTHT OT 3K30-
HYKJICa3HOTO Pa3pyIIeHNsI ¥ MOTYT IIOMOYb IPH JOCTABKE B KIETKY W/WJIM JIOKAJTH3AIMH B Tpeeiax KICTKH.
Cap MOXeT pHUCyTCTBOBaTh Ha 5'-koHIIe (5'-cap) miu Ha 3'-koHIe (3'-cap), WK MOKET MPUCYTCTBOBATH Ha 000-
nx KoHIax. Cap-CTpyKTYpHI BKIIOYAIOT, HAIIPUMEDP, HHBEPTUPOBAHHEIE JeOKCHaba3nIecKue cap.

[Monxonsimme cap-cTpykTypsl  BKmowaoT —4',5'-metwineH-Hykieotnn, 1-(6era-D-apurpodypanosnn)-
HYKIICOTUM, 4'-THO-HYKIICOTHHA, KapOOIMKIMICCKUA HYKICOTHI, |,5-aHTHIpOTEeKCUTON-HYKIeOTHa, L-
HYKIICOTHI, anb(ha-HyKICOTHIl, HYKICOTHI C MOAUMDUIUPOBAHHBIM OCHOBaHHEM, (PochHOpOIUOATHYIO CBS3b,
Tpeo-meHTOypaHO3WT HYKICOTH, alUKINIeCKUi 3',4'-CeKOHYKICOTH I, AallUKINICCKUN 3,4-TUTUIPOKCHOYTHII-
HYKJIEOTH/I, allUKJIMYSCKUN 3,5-TUTHIPpOKCUIICHTHII-HYKIICOTH ], 3'-3'-MHBEpTHPOBAaHHBIN (pparMeHT HyKJIeOTH-
na, 3'-3'-MHBepTHPOBAaHHBIA abaznyeckuil (parMeHT, 3'-2'-MHBEPTHPOBAHHBIA (parMeHT HykKieoTHaa, 3'-2'-
WHBEPTHPOBAHHBIN aba3udeckwii parment, 1,4-0yranauondocdar, 3'-pochopamunar, rekcuindocedar, aMuHO-
rexcundocdar, 3'-hpocdar, 3'-pochortuoar, pochopomuoar, odpazyromuit MocTUK pparmeHT MeTmidochoHaTa
1 HeoOpasyromuit MocTUK pparmenT Metmindocdonara, 5'-amuHoankmwidocdar, 1,3-guamunro-2-nponuidocedar,
3-amunonponmidocdar, 6-amuHorekcuindocedar, 1,2-amuHononemmidocdar, ruapokcunpornmipocdar, 5'-5'-
WHBEPTHPOBAHHBIN (PparMeHT HyKIICOTH A, 5'-5'-HHBEPTUPOBAHHBIN aba3mueckuii pparMeHT, 5'-hochopamuaar,
5'-bochoTroar, 5'-amuHO, 00pa3YIONINI MOCTUK H/HIU HeoOpa3yromuid MOcTHK 5'-hochopamunar, pocdoTtroar
u pparmeHT 5'-Mepkanro.

HexoTopble cnocodbl cuHTE3a

MouduiuupoBaHHBIE OJIMTOHYKICOTHABI MOTYT OBITh MOJYYEHBI C IMOMOIIBID aBTOMATHUCCKUX TBEPIO-
(ha3HBIX CITOCOOOB CHHTE3a, M3BECTHBIX M3 YPOBHS TEXHHKH. B Xome TBepaodasHoro cuuTe3a MOHOMEpHI (hoc-
(hopaMuIUTa TIOCIEIOBATEIHLHO CBSA3BIBAIOTCS C HYKJICO3UIOM, KOBAJICHTHO CBA3aHHBIM C TBEPIOH IOITIONKKOM.
OTOT HyKJIeo3u SBIAEeTCA 3'-KOHIIEBBIM HYKICO3HIOM MOIH(PHUIMPOBAHHOTO OJMTOHYKIeoTHaa. Kak mpaswuio,
IIUKJT CBSA3BIBAHMS BKIIFOUAET 4 3Tamna: JeTPUTHINPOBaHUE (OTHICTIICHNE 5'-THAPOKCHIIBHYIO 3aIIUTHYIO TPYIILY C
KHCIIOTOH), CBsI3bIBaHWE (MPUCOSAWMHEHHE aKTUBHPOBAHHOTO (ochopoaMuanTa K CBI3aHHOMY C TOJJIOKKOH
HYKJICO3HTy WJIH OJMTOHYKIEOTHIY), OKUCICHHE W CYIbQypupoBaHue (TIeperpynnupoBka HOBOOOPa30BaHHO-
0 (GOoCHUTHOTO TPUIPHUPA C TTOMOIIHIO OKUCIISIFOIIETO WIIH CYIbQYpPUPYIOMIETO CPEACTBA) M KIIMUpOBaHUe (are-
TUJIMPOBAHHUE HEMPOPEarnpOBaBIINX S5'-THAPOKCHIBHBIX rpymm). [lociae KOHEYHOTo IUKIa CBSI3BIBAHUS OJIUTO-
HYKIICOTHJI, CBS3aHHBIA C TBEPIOW IOJUIOKKOH, MOABEPTalOT ATANy ACTPUTHIMPOBAHUS C MOCICAYIOIIMM pac-
NICTUICHUEM M 9TAIOM CHATHS 3aIlUTHI, B KOTOPOM OJHOBPEMEHHO OJIMTOHYKJICOTHI OCBOOOXKIACTCS OT TBEPIOU
TIOJUTOKKH M C OCHOBaHHMH YAAJSIFOTCS 3allUTHBIC TPyNIbl. TBEpAYIO TMOIIOKKY YIAISIOT ¢ TOMOIIBI0 (hHITBTpa-
UK, GUIGTPAT KOHICHTPUPYIOT U TOYYCHHBIH PACTBOP TECTUPYIOT B OTHOIICHUH WACHTUYHOCTH M YHCTOTHI
OJUTOHYKIICOTU 3aTeM OYHIIAIOT, HAPUMEpP, C MPUMEHEHHUEM KOJIOHKH, 3alOJHCHHOW HMOHOOOMEHHOM CMO-
JIOM.

GalNAc-KOHBPIOTHPOBaHHBIE MOTUGHUITUPOBAHHBIC OJUTOHYKICOTHIBI MOXKHO IMOJIy4aTh C TOMOINBIO aB-
TOMAaTHYECKOTO TBEPAO(}a3HOTO CHHTE3a, TOAOOHOTO TBEpA0(a3HOMY CHHTE3Y, C IIOMOIIBI0 KOTOPOTO IOJTyda-
0T HEKOHBIOTHPOBAHHBIE OJUTOHYKICOTHIB. B xo1e cuaTe3a GalNAC-KOHBIOTHPOBAaHHBIX OJHTOHYKICOTHIOB
MOHOMEpHI (hochopaMuanTa MocieoBaTeabHO cBsa3aHbl ¢ GalNAc-KOHBIOTaTOM, KOTOPBI KOBAJCHTHO CBSI3aH C
TBepaoi moroxkoi. Cuare3 GalNAc-KOHBIOTAaTOB M TBepAOH momiokku GalNAc-KOHBIOTaTOB ONMMCaH, Ha-
npumep, B matente CILA Ne 8106022 u my6nukanun MmexxayHapoanoi 3asku Ne WO 2013/033230, kaxslit u3
KOTOPBIX BKJIIOYEH B JAHHBIA JOKYMEHT MOCPEJCTBOM CCHUIKH BO BCCH CBOCH MOJHOTE UIS ONMCAHHS CHHTE3a
YTJIEBOA-CONICPKAIUX KOHBIOTATOB, BKIIOYAs KOHBIOTATHI, COJEpXallue OMuH wWin Heckoibko GalNAc-
(hparMeHTOB, U CHHTE3a KOHBIOTaTa, KOBAJICHTHO CBSI3aHHOTO C TBEPIOH ITOIJIOKKOM.

HexoTopble papManieBTHYECKHE KOMITO3UIIUH

JIroboe U3 coeqMHEHUH, MPEICTABICHHBIX B TAHHOM JOKYMEHTE, MOJKHO IOJTy4aTh B BUAC (apMarieBTUYC-
CKOM KOMIO3HWINHU. B ompeneneHHBIX BapuaHTaxX OCYIIECTBICHHS (DapMaleBTHUECKYI0 KOMIIO3UIMIO BBOIAT B
(dhopme equHUIIBI TO3UPOBaHUs (HAIIpUMep, TaOIEeTKH, KaIrCyJibl, 00II0ca U T.I.). B HEKOTOPHIX BapHaHTaX OCY-
MIECTBICHUS (hapMarleBTHIECKasi KOMIIO3UINS COJEPKHUT COSINHEHNE, IPEACTABICHHOE B JAHHOM JOKYMEHTC B
JI03€ B IMarazoHe, BRIOpaHHOM U3 oT 25 10 800 mr, ot 25 10 700 mr, ot 25 1o 600 mr, ot 25 o 500 mr, oT 25 1m0
400 mr, ot 25 10 300 mr, ot 25 g0 200 mr, ot 25 10 100 mr, ot 100 10 800 Mr, ot 200 g0 800 M, oT 300 mO 800
mr, ot 400 1o 800 mr, ot 500 mo 800 mr, ot 600 10 800 mr, ot 100 mo 700 mr, ot 150 10 650 mr, oT 200 mo 600
Mr, oT 250 no 550 mr, ot 300 1o 500 mr, ot 300 mo 400 mr u ot 400 no 600 mr. B ompeneneHHbIX BapHaHTax
OCYILICCTBIICHUS TaKue (papMalleBTUYECKAE KOMIIO3HUIUHU COJCPKAT COCTUHCHHUE, TPEACTABICHHOE B JaHHOM
JIOKYMEHTe, MIPUCYTCTBYIOIIEE B 03¢, BEIOpanHoi u3 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95,
100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180, 185, 190, 195, 200, 205,
210, 215, 220, 225, 230, 235, 240, 245, 250, 255, 260, 265, 270, 270, 280, 285, 290, 295, 300, 305, 310, 315,
320, 325, 330, 335, 340, 345, 350, 355, 360, 365, 370, 375, 380, 385, 390, 395, 400, 405, 410, 415, 420, 425,
430, 435, 440, 445, 450, 455, 460, 465, 470, 475, 480, 485, 490, 495, 500, 505, 510, 515, 520, 525, 530 535,
540, 545, 550, 555, 560, 565, 570, 575, 580, 585, 590, 595, 600, 605, 610, 615, 620, 625, 630, 635, 640, 645,
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650, 655, 660, 665, 670, 675, 680, 685, 690, 695, 700, 705, 710, 715, 720, 725, 730, 735, 740, 745 750, 755,
760, 765, 770, 775, 780, 785, 790, 795 u 800 mr. B KOHKpETHBIX MOJOOHBIX BapHAHTAX OCYIICCTBICHUS (hapma-
MEBTHYECKAsT KOMITO3UIUS CONEPIKUT 03y COSAUHEHWs, MPEACTABICHHOTO B JaHHOM JIOKYMEHTE, BHIOpaHHYIO
u3 25, 50, 75, 100, 150, 200, 250, 300, 350, 400, 500, 600, 700 u 800 mr.

B ompeneneHHbIX BapHaHTax OCYIIECTBICHUS (papMaIeBTHISCKYI0 KOMITO3HIINIO, COMIEPIKAITYIO COSIMHE-
HUE, MPECTABIICHHOE B TaHHOM JIOKYMEHTE, BBOJAT B 03¢ 10 MI/KT WM MEHbIIE, 9 MI/KT HJIU MEHbIIE, 8 MI/KT
WA MeHbIIE, 7,5 MI/KT WM MEHBIIE, 7 MI/KT WId MEHbIIE, 6,5 MI/KI WJIM MEHbIIE, 6 MI/KI' WM MEHbIIE, 5,5
MI/KT WM MEHBIIE, 5 MI/KI WJIK MEHbIIE, 4,5 MI/KT WIH MEHbIIE, 4 MI/KI WA MEHbIIE, 3,5 MI/KI WJIM MEHBIIIE, 3
MT/KT WIH MEHbIIE, 2,5 MI/KT WX MEHbIIe, 2 MI/KT WIK MEHbIIe, 1,5 MI/KT Wi MeHbIIe, 1 MI/KT WK MEHbIIE,
0,75 mr/xr wnu Menbie, 0,5 Mr/kr uiu MenbIie win 0,25 MI/KT WIIH MEHbIIIE.

B ompeneneHHBIX BapHaHTaX OCYIICCTBICHUS (DapMaleBTUYECKOE CPEACTBO MPEICTABISCT COOOM cTe-
pWIbHOE THOGUIN3UPOBAHHOE COCIMHCHUE, MEPEPACTBOPECHHOE C MIOMOIIBIO IMTOAXOISINIEIO PACTBOPUTEIIS, Ha-
MpUMEpP CTEPWIIBHON BOJBI I WHBEKIMN WA CTCPUIILHOTO COJICBOTO pacTBOpa uiss MHBeKIwmiA. [lepepacTo-
PCSHHEIA MPOAYKT BBOJAT B BUJC MOAKOXKHON MHBCKIIMH WM B BHIC BHYTPUBCHHON WH(Y3HH TIOCIE pa3baBie-
HUS B COJICBOM pacTBope. [IpoayKT JIHOoGHUIH3UPOBAHHOTO JIEKAPCTBEHHOTO CPENICTBA COCTOUT U3 COCAWHEHUS,
KOTOpOE OBIJIO IPUTOTOBJICHO B BOJE JUISI HMHBEKIIUN MM B COJICBOM PacTBOPE ISl HHBEKIIWHA, TOBEACHHOTO JIO
pH 7,0-9,0 ¢ moMOIIIBIO KUCIOTHI MITM OCHOBaHHS BO BPEMsI IIPUTOTOBJICHNUS, U 3aTeM Juodmmnznposad. Jinodu-
JU3UPOBAHHOE COCINHEHUE MOXKET COCTaBIAThH 25-800 Mr onuroHykieoTuaa. [IOHATHO, 9TO qUAa30H BKIIOYA-
et 25, 50, 75, 100, 125, 150, 175, 200, 225, 250, 275, 300, 325, 350, 375, 425, 450, 475, 500, 525, 550, 575,
600, 625, 650, 675, 700, 725, 750, 775 u 800 Mr MOIU(PUITUPOBAHHOTO JTHOMUIUZNPOBAHHOTO OJIMTOHYKIIEOTH-
na. Kpome Toro, B HEKOTOPBIX BapHaHTaX OCYIICCTBIICHUS JIMOPHIN3UPOBAHHOE COCIAWHCHHE MPUCYTCTBYET B
KOJIMYECTBE, KOTOPOE HaXoAuTcs B Auanaszone ot 25 1o 800 mr, ot 25 no 700 mr, ot 25 1o 600 mr, ot 25 1o 500
mr, ot 25 go 400 mr, ot 25 1o 300 mr, ot 25 go 200 mr, ot 25 mo 100 mr, ot 100 mo 800 mr, ot 200 g0 800 Mmr,
oT 300 mo 800 mr, ot 400 mo 800 mr, ot 500 go 800 mr, ot 600 mo 800 mr, ot 100 mo 700 mr, ot 150 mo 650 mr,
oT 200 mo 600 mr, ot 250 mo 550 mr, ot 300 g0 500 mr, oT 300 o 400 Mr uwnu ot 400 1o 600 mr. IIpoaykT aHO-
(OUITM3UPOBAHHOTO JIEKAPCTBEHHOTO CPEICTBAa MOXET OBITh yHmakoBaH B 2 Mi (yakoH Tuma I U3 mpo3padHoro
cTekina (00paboTaHHBIN CyTb()ATOM aMMOHHS), 3aKPBITHIH MPOOKOH M3 OPOMOYTHIIOBONH PE3WHBI U TEPMETHIHO
3aKpBITHIA amroMuHNEeBOM Kpbikold FLIP-OFF®.

B onpeneneHHBIX BapHaHTaX OCYIIECTBICHHUS (apMaleBTHYECKas KOMIIO3HIIHS, TIPEICTABICHHAS B JIaH-
HOM JIOKYMEHTE, COJIEP)KUT COSAMHEHNE B TepaneBTHICCKU 2 (HEKTHBHOM KOJMYECTBE. B ompeneneHHbIX Bapu-
aHTaX OCYIIECTBIICHUS TEPaIeBTUICCKU dPPEKTUBHOE KOJUIECTBO SBISETCS JTOCTATOTHBIM IS TIPEIyTIPExKIe-
HUs, OOJETYCHUS WM YIIYYIICHUS TCUCHHS CHUMIITOMOB 3a00JEBAaHUS WIU JUIS MPOIJICHHUS KHU3HH CyOBEKTa,
nmoJiBeprarouerocs aeueHuo. OnpeaeracHue TepaneBTHIecKr 3P PEKTHBHOTO KOIHYECTBA HAXOJUTCS B TIpeaeIax
BO3MOXXHOCTH CIIEIIHATMCTOB B JAHHON 0071aCTH TEXHUKH.

B onpenencHHBIX BapuaHTaX OCYMICCTBICHUSA (hapMalleBTHYCCKHE KOMIIO3HIIUY, MIPEICTABICHHBIC B JIaH-
HOM JTOKYMEHTE, MOTYT JIOTIOJHUTEIILHO COACPIKATh NPYTrUe BCIIOMOTATEIbHbIC KOMIOHCHTHI, TPAJAUIIMOHHO Ha-
XoJsmuecss B papMareBTUICCKUX KOMITO3HIIMAX, MPH WX YPOBHIX MPUMCHCHHUS, YCTAHOBJICHHBIX B OOJIACTH
TeXHUKHU. TakuM 00pa3oM, HAIIPpUMeEp, KOMITO3UIIMA MOTYT COJAEP KaTh JOMOJIHATEIbHBIE COBMECTUMBIE (hapma-
IIEBTUYECKN aKTUBHBIC MAaTEPHAIIbI, TAKHE KaK, HAPUMED, MPOTUBO3YAHBIE CPEICTBA, BSHKYIIHE CPEACTBA, Me-
CTHBIC aHECTETUKH WJIH TPOTHUBOBOCIIAJMTEIbHBIC CPEJCTBA, WIIM MOTYT COEPIKATh JOTOJHUTEIbLHBIE MaTepHa-
JIBI, IPUMEHSEMbIE MPU (PU3NIECKOM COCTABJICHUU PA3IMYHBIX JIEKAPCTBEHHBIX (POPM KOMIIO3UIMHA COTIACHO
HACTOAIIEMY M300pETEHHUIO, TAKUE KaK KPaCUTENH, apOMaTH3UPYIOIINE CPEICTBA, KOHCEPBAHTHI, aHTHOKCHIaH-
TBI, 3aMYTHSIIOIIME CPEJICTBA, 3aTYCTUTENN U cTabmimm3aTtopsl. OIHAKO TaKUE MAaTEPHUATbl IPU JOOABICHUH HE
JIOJDKHBI YPE3MEPHO TPEIMATCTBOBATh OMOJOTMYCCKUM aKTHBHOCTSM KOMIIOHEHTOB KOMIIO3WIIUHM HACTOSIIECTO
n3o00pereHus. CocTaBbl MOXKHO CTCPWIM30BaTh M MPU HEOOXOJUMOCTH CMEIIUBATh CO BCIIOMOTATCIEHBIMU
CpeICTBaMH, HalpUMEp, CMAa3bIBAIOIIMMHU BEIIECTBAMH, KOHCEPBAHTAMU, CTAOWIN3aTOPaMH, CMAYHBAIOIIMMHU
CPEICTBaMH, 3MYJIBraTOpaMu, COJSIMH, BIFSIOIIUMHI Ha OCMOTHYECKOE JaBICHHE, OydepaMu, KpacsmuMU Be-
IIECTBAMHU, OTTYITKAMH /WM apOMAaTUYCCKUMHU BEIICCTBAMU U T.II., KOTOPHIC HE OKAa3bIBAIOT BPEIHOTO BO3ICH-
CTBUS Ha OJMTOHYKIICOTHI(BI) COCTaBA.

Jlunuanbie GpparMeHThl MPUMEHSIINCH TIPH Pa3IUYHBIX BHUJAX TEPariy HYKJICHHOBBIMHA KHCJIOTAaMU B pa3-
HOOOpa3HBIX criocobax. B omHOM criocobe HyKIEMHOBYIO KHCIIOTY BBOJST B IPEIBAPUTENHHO C(HOPMHPOBAHHBIE
JUTIOCOMBI WJIH JINTIOTIEKCHI, TIOTYYCHHBIE U3 CMECEH KaTHOHHBIX JIUMHUIOB U HEUTPaIbHBIX TUIHA0B. B npyrom
criocobe JIHK-koMriekechl ¢ MOHO- HJTH TTOJIMKATHOHHBIMHU JIMTTUAAMH 00pa3yroTcst 0€3 MPUCYTCTBUS HEUTPaITb-
HBIX JIMTIUAOB. B ompeneneHHpIX BapraHTax OCYIIECTBICHUS JIMMTUAHBINA PparMeHT BEIOMPAIOT ISl TOBBIMICHUS
pacnpeneneHus: papMaIieBTUIECKOTO CPEICTBA B ONPEACICHHONW KICTKEe WM TKaHW. B ompeneeHHBIX BapHaH-
TaX OCYIICCTBJICHUS JIMMUIHBIA (pparMeHT BBHIOMPAIOT JUIS TOBBIMICHUS pacHpeieiicHus (papMareBTHUICCKOro
CpEeICTBa B XUPOBOH TKaHH. B ompenereHHBIX BapHaHTaX OCYIICCTBICHUS JIUTUAHBIA (hparMeHT BEIOUPAOT IS
TIOBBIIICHUSI pacipe/iesicHus (papMarieBTUIECKOT0 CPEICTBA B MBIIIICYHON TKAHH.

B ompenenennbix Bapuantax ocymiectiennss INTRALIPID npumensror amst nonydeHus gpapmareBTuye-
CKOW KOMIIO3UIIMH, COJEprKalled oauroHykieotua. Intralipid sBisiercst skupoBoi aMynbCHel, TOIydeHHON JUIs
BHYTPHBEHHOTO BBeieHHUSA. B ee cocrtaBe comepxkurcs 10% coeBoro macia, 1,2% QocdomumumoB sudHOTO
JKenTKa, 2,25% TaunepuHa U BOJIbl I HHbEKIHA. K ToMy e THAPOKCH HATPHUs TOOABIISITH IJis foBeneHus pH
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Tak, 4To0Bl KOHeuHbIH pH npoaykTa HaxoamiIcs B quanasoHe 6-8,9.

B ompeneneHHBIX BapuaHTaX OCYIICCTBIICHUS (hapMalleBTHUYCCKass KOMIIO3UIUS, TPEACTABICHHAS B JIaH-
HOM JIOKYMEHTE, COJICPKHUT COSINHEHNE MMOTMaMHUHA WIH JINOUIHBIN (pparMenT, 00pa3yroniiii KOMIUIEKC ¢ HyK-
nenHoBOH KkucioToi. Takue mpemnapartbl onucanbl B myommkamuu PCT WO/2008/042973, koTopas BKIIOYCHA B
JAHHBIA TOKYMEHT MOCPEICTBOM CCBUIKM B TIOJTHOM OOBEME JUIS PACKPBITHS TUIMHIHBIX IIpenapatos. HekoTopere
TIOTIOTHUTENBHBIC MTpeTapaThl onrcanbl B Akinc et al., Nature Biotechnology 26, 561-569 (1 mas 2008 r.), koTo-
past BKJIIIOUEHa B JaHHBIA JOKYMEHT ITOCPEACTBOM CCHUIKH B IIOJTHOM 00BeMe IS PACKPBITHS JIMITUAHBIX Iperia-
paros.

B onpenencHHBIX BapuaHTaX OCYMIECTBICHUSA (hapMaleBTHYCCKHE KOMIO3HIIUY, MIPEICTABICHHBIC B JIaH-
HOM JIOKYMCHTE, COJCPKaT OJHO FUTM HECKOJIbKO COCAWHCHHI W OJHY WJIM HECKOJBKO cpen. B Takux ompexe-
JICHHBIX BapHaHTaX OCYIICCTBICHHS CPEAbl BEIOMPAIOT W3 BOMABI, COJECBBIX PACTBOPOB, CITUPTA, MOTHITHICHTIIH-
KOJICH, JKEeJIaTHHA, JIAKTO3bI, aMIJIa3bl, cTeapaTa MarHWs, TajdbKa, KPEMHHEBOH KHCIOTHI, BA3KOTO MapaduHa,
THIPOKCUMETHIIIICIUTIONO3EI M MOJHBHHIIIIAPPOITUIOHA.

B ompenencHHBIX BapHaHTaX OCYIICCTBICHUSA (DapMAalEBTUUCCKYH) KOMIIO3HUIIMIO, MPEIYCMOTPEHHYIO B
JAHHOM TOKYMEHTE, IOJIyJaloT ¢ MCIIOJF30BaHIEM M3BECTHBIX CIIOCOOOB, BKIIIOUAs 0€3 OrpaHHYCHHS CIOCOOHI
CMEIIUBAHMSA, PACTBOPEHIS, TPAHyINPOBAHNS, OTYICHUS Apaxke, OTMYIUBAHHA, YMYIBTUPOBAHHS, TOMEIIICHUS
B KaIICYJIbl, 3aXBaTHIBAHUS WIH TaOIETUPOBAHUS

B ompeneneHHBIX BapuaHTax OCYIIESCTBICHHUS (hapMalleBTHUSCKasi KOMIIO3HIUS, IPEIYCMOTPEHHAs B 1aH-
HOM JTIOKYMEHTE, MPEICTaBIsIET cOO0H KHUAKOCTh (HampuMep, CYCTIeH3UI0, KPETIKUH HAaCTOW W/WiH pacTBop). B
TaKWX OTPENENICHHBIX BapHaHTaX OCYIIECTBICHUS XKUAKYIO (papMameBTHUECKyI0 KOMIIO3HIINIO TIONIYYaloT C HC-
MOJIb30BAHUEM HHIPEIMCHTOB, N3BECTHBIX M3 YPOBHS TCXHUKH, BKIIFOYasi 03 OTpaHWYCHHUS BONY, TIIMKOJIU, Mac-
J1a, CIHUPTHI, APOMATH3UPYIOIIUE CPEIICTBA, KOHCEPBAHTHI U KPACSIIUE BEIICCTBA.

B ompeneneHHBIX BapuaHTaX OCYIICCTBICHUS (hapMalleBTHUCCKasT KOMIIO3UIUS, IPEAYCMOTPEHHAs B JIaH-
HOM JIOKYMEHTE, MPEICTABIAET COO0H TBEpAOE BEUISCTBO (HAIPUMED, MOPOIIOK, TAOICTKY H/WIH Karcyny). B
TaKUX OIPEICIICHHBIX BapHaHTaX OCYIICCTBICHHS TBEPAYIO (HhapMaIeBTUYCCKYIO KOMITO3HUIIHIO, COJICPIKAIIYIO
OIIMH WJIM HECKOJIBKO OJIMTOHYKJICOTUIOB, MOJy4alOT C MCIIOJIF30BAaHUEM HHTPEANEHTOB, H3BECTHBIX U3 YPOBHS
TEXHUKH, BKIIIOYast 6€3 OrpaHWYeHUs] KpaxMaJbl, caxapa, pa30aBUTeNH, TPpaHyIHNPYIONIIUE CPEICTBA, CMa3bIBAIO-
IIMe BEIIECTBA, CBA3YIOIINE CPEICTBA U CPEACTBA I YIIyUIICHUS pacafaeMOCTH Ta0IEeTOK.

B ompeneneHHBIX BapHaHTax OCYIIESCTBICHUS (hapMalleBTHUSCKasi KOMIIO3HIUS, IPEIyCMOTPEHHAs B 1aH-
HOM JTOKYMEHTE, COCTaBJICHa B BHJE Jermo-npenapara. HexoTopble Takue Ieno-npenaparsl, Kak IpaBUIIo, SBIIS-
FOTCSl JUTMTENBHO ACWCTBYIONIMMH TI0 CPaBHEHHIO C IperapaTamy, HE OTHOCAIIMMUCS K Jero-mpenaparam. B
OTIPENICIICHHBIX BapHaHTaX OCYIICCTBICHHS TaKUE IMPENapaTrhl BBOAAT IyTEM WMIUIAHTALUU (HATIPUMEp, MOJ-
KO’KHO HJIM BHYTPUMBIIICYHO) WM ITyTEM BHYTPHUMBIIICUYHOW HHBEKIKU. B onpe/ieIeHHBIX BapHaHTaX OCYIIECT-
BJICHHUS JIETIO-TIPENapaThl MOJYYaroT C UCIOJIB30BAHUEM MOJXOAIIMX MOJUMEPHBIX WU THIPO(GOOHBIX Marte-
pHAaNIoOB (HAIIpUMEp, IMYJIBCHS B MOIXOMASIIEM Macye), WIIM HOHOOOMEHHBIX CMOJI, WJIM B BHJIC TPYTHOPACTBOPH-
MBIX MIPOU3BOJIHBIX, HATIPUMED, B BHJIC TPYIHOPACTBOPUMO# COTU

B ompeneneHHBIX BapuaHTaX OCYIICCTBIICHUS (hapMalleBTHUYCCKass KOMIIO3UIUS, TPEACTABICHHAS B JIaH-
HOM JTOKYMEHTE, COJCPKHUT CUCTEMY OCTaBKHU. [IpuMephl cucTeM TOCTaBKM BKIIOYAIOT 0€3 OTpaHn4eHHUs JIUIIO-
COMBI B SMYJIbcHU. HEeKOTOpBIE CHCTEMBI JOCTABKY MPUMEHSIOT IS MTOMYyYSHHUST HEKOTOPHIX (hapMareBTHYECKIX
KOMIIO3UINH, BKIIOYAsi Takue, KOTOphIe conepar runpodoOHbIe coeanHeHUs. B ompeneneHHbIX BapHaHTax
OCYILECTBIICHHS NCTIOIB3YIOT HEKOTOPBIE OPTaHIMYECKUE PACTBOPUTEIH, HAIIPUMED, TUMETHIICYIb()OKCHI.

B ompeneneHHBIX BapHaHTax OCYIIECCTBIICHUS (hapMalleBTHUYCCKass KOMIIO3UIUS, IPEACTaBICHHAs B JaH-
HOM JOKYMEHTE, COJCPXKHUT OJNHY WA HECKOJNBKO TKaHECHEIM()PHUSCKIX MOJEKYN IOCTaBKH, pa3padOTaHHBIX
JUTSL JOCTABKHU OJHOTO HJIM HECKOJIBKUX COCTUHCHUH, IPEICTABICHHBIX B TJAHHOM JOKYMEHTE, K CICIIH()UICCKIM
TKaHsAM WM THIIaM KJIeToK. Hampumep, B OmpeeicHHBIX BapUaHTaX OCYIICCTBIICHUS (DapMaleBTHUECKUEC KOM-
MO3UIIMHU BKJIFOYAIOT JIUTIOCOMBI, TOKPBITHIC TKAHSCTICIIM(DUICCKIM aHTUTEIIOM.

B ompeneneHHBIX BapuaHTaX OCYIICCTBIICHUS (hapMalleBTHUYCCKass KOMIIO3UIUS, TPEACTABICHHAS B JIaH-
HOM JIOKyMEHTE, COJIEP)KUT CUCTEMY copacTBopuTeeid. KoHKpeTHbIe Takue CHCTEMBI COpacTBOpUTENel conep-
JKaT, HalpuMep, OCH3WIOBBINA CITUPT, HETIOISIPHOE TIOBEPXHOCTHO aKTUBHOE BEIIECTBO, BOAOPACTBOPHMEIH opra-
HUYECKUH monmMmep U BOIHYIO (azy. B onpeneneHHBIX BapuaHTax OCYIIECTBICHUS TAKYIO0 CHCTEMY COPaCTBOPH-
TeJIe MPUMEHSIOT s THAPO()OOHBIX coearuHeHnH. HeorpaHNIUBAIOIIUM PUMEPOM TaKOH CUCTEMBI COPACTBO-
puTenei sBIseTCs cuctema copactBopureneit VPD, koTopas mpeacTaBiseT coboi pacTBop abCOIOTHOTO dTa-
HOJa, conepxamero 3% Bec./00. GensmioBoro cnmprta, 8% Bec./00. HEMOJSPHOTO MOBEPXHOCTHO-aKTUBHOTO
BermecTBa Polysorbate 80™ u 65% Bec./06. mommyTinerriaukors 300. [Iponoprmu Takux CHCTEM COpPacTBOPHUTE-
JIe MOXHO CYIISCTBEHHO BapbHUPOBaTh 0€3 3HAYHMTEIHEHOTO U3MCHCHHUS MX XapaKTEPUCTUK PACTBOPHUMOCTH H
TOKCHYHOCTH. KpoMe TOro, WICHTUYHOCTH KOMIIOHCHTOB COPACTBOPUTENCH MOKET BapbHPOBATh, HAIPHMED,
BMecTo Polysorbate 80™ MOXHO MPUMEHSATH IPYTHE MOBEPXHOCTHO-aKTUBHBIC BEIECTBA; MOXKET BaphbHPOBAThH
pasMep (paknuu MONUATHICHITIUKOJS; TONMUITHICHIIHKOIb MOXHO 3aMCHSATh IPYTHMMH OHOCOBMECTHUMBIMHU
MOJMMEPaMH, HATlPUMEp, TOTHBHHUWITUPPOINIOHOM; a TaKKe ICKCTPO3y MOXHO 3aMEHITh Ha PYTUE caxapa
WA TIOJTHCAXAPH/IBL.

B ompeneneHHBIX BapHaHTax OCYIIESCTBICHHUS (hapMalleBTHUSCKasi KOMIIO3HIUS, IPEAYCMOTPEHHAs B 1aH-
HOM JIOKYMEHTE, COJICPKHUT CHCTEMY 3aMeIJICHHOTO BBICBOOOXKICHN. HeorpaHmuuBaromuil mpumMep Takoi cuc-
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TEMBI 3aMEUICHHOTO BBICBOOOKICHUS IMPEICTABISLCT COOOH MONYNPOHUIIAEMYIO MATPHUIY M3 TBEPIBIX THIPO-
(hoOHBIX TOMUMEpOB. B ompenencHHBIX BapHaHTaX OCYIICCTBICHHS CHCTEMBI 3aMEIUICHHOTO BBICBOOOXKICHUS
MOTYT, B 3aBUCUMOCTH OT MX XMMHYECKOI MPUPOMBI, BEICBOOOXKIATH (hapMaIleBTHIECKHE CPEICTBAa B TCUCHUE
4acoB, THEH, HEJIeNIb WIH MECALIEB.

B ompeneneHHBIX BapraHTaX OCYIIECTBICHHS (apMarieBTUIECKyI0 KOMIIO3HIIUIO, TIPEACTAaBICHHYIO B JIaH-
HOM JOKYMEHTE, MOIYJaroT IJIS IePOPaTbHOTO BBEACHU. B Takmx OompeesieHHBIX BapHaHTaX OCYIIECTBICHUS
(hapMaIeBTHYECKYI0 KOMITO3UIIMIO COCTABIISAIOT ITyTeM KOMOWHHPOBAHUS OJHOTO I HECKOJBKUX COCIUHCHUH,
COZIEPXKANIX MOIM(DHUINPOBAHHBIN OJMTOHYKICOTHI C OTHUM HIJIM HECKOJIBKIMH (hapMaIleBTHUECKH IPHEMIIe-
MBIMH HOCUTEISIMHU. Takue KOHKPETHBIC HOCHTEIH IO3BOJISIOT COCTABIATH (hapMaIlCBTHUCCKUEC KOMITO3HIIUU B
BUJIe TaOJICTOK, MIIIIONb, Apake, KarCyll, )KHUIKOCTEH, reyief, CHPOIIOB, MACT, CYCIICH3UH | T.II. I IEPOPATEHO-
ro IpUeMa BHYTPh CyOBEKTOM. B ompeeseHHBIX BapHaHTaX OCYIICCTBICHHS (hapMalleBTHICCKHE KOMITO3UIIIH
JUTSL TIEpOPaIbHOIO MPUMEHEHUS TIOJMYUYEHBl MyTeM CMEIIMBAHUS OJMTOHYKICOTHA U OJHOTO WM HECKOIbKUX
TBepabix cpel. Iloaxomsamme cpenbl BKIFOUYAIOT 03 OTpaHUYCHUS HATIOJHHUTENHM, TAaKUE KaK caxapa, BKITIOYas
JIAKTO3Y, caxapo3y, MAaHHUT WA COPOUT; MperapaThl HEJLTION03bI, TAKUE KaK, HAPUMEp, KYKYPY3HBIA KpaxMal,
MIIEHUYHBIA KpaxMall, PHCOBBIA KpaxMai, KapToQenpHBIH Kpaxmal, )KeJaTWH, TParaHTOBYIO KaMeab, METHII-
HEJUTIONIO3Y, THAPOKCHIPOIMIMETIIIIEIUTION03Y, HATPHH KapOOKCHMETHIIIEIUTIONO03Y W/HIN MOJMBHHIIIIAPPO-
munoH (PVP). B onpeneneHHBIX BapHaHTax OCYIIECTBICHUS TaKas CMeCh He00sA3aTeIbHO SBISETCS N3MEIbUYCH-
HOHU, M HeoOsA3aTeIbHO N00aBIAIOT BCIIOMOTATENFHBIE CPEACTBA. B ompeieeHHBIX BapHaHTaX OCYIIECTBICHUS
(hapMareBTHYECKIE KOMITO3UINH (OPMHUPYIOT C OIYICHHEM TabJIEeTOK WM sAep Ipaxe. B ompeneneHHBIX Ba-
pHaHTaX OCYIIECTBICHUS TO0ABIAIOT CPEACTBA UL pacaJeHHs TaOIeTOK (HalpuMep, MONepedIHO-CIIUTHIN TT0-
JTUBUHWINHUPPOIUIOH, arap WK aJbIMHOBYIO KUCIOTY, WIH €€ COJIb, TAKYIO KaK ajlbruHaT HATPHsI).

B omnpenenenHbix BapuaHTaxX OCYLIECTBJICHMS Ha sApax Apake MpeaycMaTpuBaeTcs MOKpbITHE. B Takux
OTIpEJICNICHHBIX BapUaHTaX OCYILECTBICHHUSI MOTYT MPUMEHSTh KOHLEHTPUPOBAHHbBIE CaXxapHble PaCTBOPHI, KOTO-
phIe HEOOS3aTEeIBHO MOTYT COJCPKATh TYMMHAPAOUK, TaJbK, TMOJHMBHHIIIUPPOIUIOH, KapOOMOI-Tellb, MOH-
STHJICHIJIMKONb W/WIU JHOKCUIl TUTaHA, PACTBOPHI TIa3ypH M MOJXOMAIINE OPTaHWMYCCKHE PACTBOPUTEIU HIIH
cMecH pacTBopuTeneld. B TabneTku WM MOKPHITHA Apaske MOTYT HOOABISATH KpaCSIUe BEIIeCTBA WIH IUTMEH-
THI.

B ompeneneHHBIX BapHaHTaX OCYIIECTBICHUS (hapMalleBTHUECKHE KOMITO3UINH Ul TIEPOPAILHOTO BBEE-
HUS HAXOIATCS B TBEPJABIX KaIlCyJlaX, H3TOTOBJICHHBIX M3 JKeJIaThHa. HeKoTophle U3 TaKMX TBEPIBIX KaIlCyJ CO-
JepKaT OJHO MM HECKOIBKO (hapMaIieBTUIECKUX CPEJCTB COTJIACHO HACTOSIIEMY M300pETEHHIO B CMECH C Of-
HOW WJIM HECKOJIBKUMH HAIIOTHUTEISIMH JIJISI JIEKapCTBa, TAKIMH KaK JIAKTO3a, CBSI3YIONIIMH BEUICCTBAMH, TaKH-
MU KaK KpaxMaJjbl, /WM CMa3bIBAIOIIMMHU BCIICCTBAMH, TAKUMH KaK TallbK HJIM CTEapaT MarHus, U HeoOs3a-
TENBHO cTabmim3aropamMu. B ompeneeHHBIX BapHaHTaX OCYHMICCTBICHUS (hapMalCBTHUCCKUEC KOMIIO3UIIUH IS
MEPOPAILHOTO BBEACHHS HAXOSATCS B MSTKMX T€PMETHU3UPOBAHHBIX KaIlCyJiaX, U3TOTOBJIECHHBIX M3 JKEJIaTHHA U
IACTH(PHUKATOPA, TAKOTO KaK TIHUIEPUH HIH COPOUT. B KOHKPETHBIX MSTKHAX Kamlcyjiax OJHO HJIM HECKOJIBKO
(hapMaIeBTHYCCKIX CPEICTB COTJIACHO HACTOSIIEMY H300PETCHHIO PACTBOPSIOT WM CYCICHAMPYIOT B TOIXO-
JUSIIIUX SKUJIKOCTSIX, TAKUX KaK >KUpPHBbIE Macia, Ba3eJIMHOBOE MAcilo WIH KUAKUE MONUITUIeHIHKoIu. K Tomy
’K€ MOYKHO OOABIISATH CTA0OMITH3ATOPHI.

B KOHKpETHBIX BapHaHTaX OCYIICCTBICHUS (papManeBTHUECKHEe KOMIIO3UITNH HOIYy9aloT U OYKKaIbHOTO
BBeZieHNs. HekoTopeie u3 Takux (hapMaleBTHUECKUX KOMITO3UINH MPEACTAaBILIIOT CO00# TabIeTKH MM MacTHII-
KH{, COCTaBJICHHBIE TPAIUIIMOHHBIM CIIOCOOOM.

B ompeneneHHBIX BapraHTaX OCYIIECTBICHHUS (hapMaIleBTHUECKYI0 KOMITO3UIIUIO TIOTYYalOT ISl BBEICHHUS
MyTEeM HHBCKIMH (HAIPUMEp, BHYTPUBECHHOM, [TOIKOKHOM, BHYTPUMBIIICYHON ¥ T.X.). B TakUX OmpeaencHHBIX
BapHaHTaX OCYIICCTBICHUS (hapMaleBTHYCCKasT KOMIIO3HIUS COJEPKUT HOCUTEIh U COCTABJIICHA B BOJHOM pac-
TBOpE, TAKOM KaK BOJIa I (PU3UOJIOTHYECKU COBMECTUMBIC Oy(dephl, Takue Kak pacTBOp XeHKca, pacTBop Pun-
repa win Qusnororudeckuii coneBoit Oydep. B ompeneneHHbIX BapraHTaX OCYMICCTBICHUS BKJIIOYAIOT JPYTHE
UHTPEUCHTHI (HAPUMEp, HHTPEAUCHTHI KOTOPBIE CIIOCOOCTBYIOT PACTBOPUMOCTH HITH CIIY)KaT B KAUECTBE KOH-
CEpBaHTOB). B ompeneeHHBIX BapUaHTaX OCYIIECTBICHHUS HHBCIIUPYEMBIC CYCIICH3UHU TOIYYAl0T C MPUMEHEHH-
€M TIOAXOIAIMINX KUAKUX HOCUTEJICH, CYCICHIUPYIOIINX CPEICTB U T.II. HekoTopeie hapmaneBTHUECKHE KOMITO-
3UIWH U1 MHBEKIUH MIPECTaBICHBI B CTAHAAPTHOHN JEKapCTBEHHON (popMe, HapuMep, B aMITyJIax WIX B MHO-
TOJO3HBIX KOHTeiHepax. Hexoropeie papMarieBTHIecKkre KOMITO3UINH I MHBEKIUH SBISIOTCS CYCICH3USIMH,
pacTBOpaMH WM SMYJIBCHSIMH B MaCIITHBIX WJIM BOJHBIX CPEAax M MOTYT COAEpPKATh CPEICTBA IJISi COCTABIICHHS,
Tak{e KaK CyCIIEHANPYIOMIHE, CTaOMIH3UPYIONINe W/IIN JUCIIEPTUPYIOIINe cpeacTBa. HekoTopsie pacTBopuTe-
JIM, TIOAXOJSIINE IS IPUMEHEHNA B (hapMaIleBTHICCKIX KOMIO3HIUAX Ul HHBEKITUH, BKIIIOYAIOT 0€3 OrpaHu-
YCHHUS JUIO(PITFHBIC PACTBOPUTENH U )KUPHBIC MAaCIa, TAKKE KaK KYHXKYTHOE Macyo, CIIOKHBIC 3(QHUPBI CHHTETH-
YECKOM >KMPHOM KUCIOTHI, TaKW€ KaK STWIONEAT WIM TPUTIULEPUIbl, U JTUNOCOMBbl. BoaHble cycneH3un s
WHBEKIUU MOTYT COJIEPXKATh BEIISCTBA, KOTOPHIC MOBBIMIAIOT BA3KOCTh CYCIICH3UH, TAKUEC KaK HATPUIH KapOOK-
CUMETHIILICILTION03a, COPOUT mwiH JeKcTpaH. HeoOs3aTembHO Takue CyCIIEH3UU MOTYT TaKXKE COJCPKAThH IOAXO0-
JIIIUE CTaOMIIN3aTOPBl WM CPEICTBA, KOTOPBIC MOBBIMIAIOT PACTBOPHUMOCTE (PapMarieBTHUCCKUX CPEICTB, YTO
JleaeT BO3MOYKHBIM MOJTy4YeHHE BBICOKOKOHLIEHTPHUPOBAHHBIX PACTBOPOB.

B ompeneneHHBIX BapHaHTax OCYIIECTBIICHHS MOTYYarOT (apMaIieBTHIECKYI0 KOMITO3HIINIO ISl YPECCIT-
3HCTOTO BBEJCHHA. B Takmx OmpeneneHHBIX BapHaHTaX OCYIIECTBIICHHS NPHMEHSIOT B COCTAaBE CMAYHMBAIOIINE
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CpPE/CTBa, COOTBETCTBYIOIINE Oapbepy, Yepe3 KOTOPHIH OHHM NMpOXOoIiT. Takue cMaunBarollfe CpeacTBa, Kak
MPaBUJIO, H3BECTHBI U3 YPOBHS TCXHHUKH.

B onpeneneHHBIX BapHaHTaX OCYIIECTBICHUS OIUH MIIM HECKOIBKO MOTU(PHUIIMPOBAHHBIX OJIUTOHYKIJICOTH-
JIOB, TIPEJCTABICHHBIX B JAHHOM JOKYMEHTE, BBOJAT B BHJE MPOJCKAPCTBEHHOTO CPEACTBA. B ompenmeneHHBIX
BapHaHTaX OCYIIECTBIICHHUS IPH BBEJCHHUH in ViVO MPOJCKAPCTBEHHOE CPEACTBO XUMHUECKH MK (pepMEHTATHB-
HBIM ITyTEM TIPEBpAIIaeTCs B OMOJOTHYECKH, (hapMaIleBTHIECKH WIH TEpareBTHIeCKH Oojiee akTUBHYIO (HopMy
ONUTOHYKJICOTHIAa. B oOmpeneneHHbIX BapHaHTaX OCYIISCTBICHHS NPUMEHSIOT IPOJICKapCTBEHHBIC CPEICTBA,
TIOCKOJIBKY OHH SBIISIIOTCS O0Jiee TPOCTBIMHU JUIS BBEICHHS, Y€M COOTBETCTBYIOIIAs akTWBHAs (opma. Hampu-
Mep, B HEKOTOPBIX CIIy4YasX MPOJCKAPCTBCHHOE CPEICTBO MOXKET OBITH 0Oojiee OMOIOCTYITHBIM (HAIpUMED, MO-
CPEICTBOM MEPOPATBEHOTO BBEJICHUS), YeM COOTBETCTBYIOIIAs aKTHBHas (opma. B ompeneneHHBIX BapHaHTax
OCYIIECTBIICHHS TTPOJICKApPCTBEHHBIE CPEJICTBA 00JIaIaloT MIPEBOCXOAHON Iepeiadeii yepes KiIeTouHble MeMOpa-
HBL. B ompeneneHHbIX BapHaHTaX OCYIICCTBICHUS MPOJICKAPCTBCHHBIC CPEICTBA O0JIETYAOT JOCTaBKY MOAH(H-
[IUPOBAHHOTO OJIUTOHYKJICOTHIA B HCOOXOMUMBIN THIT KJIETOK, TKaHb, WK OpPraH. B omnpeneneHHbIX BapHaHTax
OCYIIECTBIICHHS TIPOJIEKAPCTBEHHOE CPECTBO IPEICTABISIET cOOOH COeMHEHHE, coJiepiKaliee KOHbIOTHPOBaH-
HBIH MOIN(UITMPOBAHHBINA ONUTOHYKICOTHA. B HEKOTOPHIX CiTydasx MpoJieKapCTBEHHOE CPEICTBO MOKET o0a-
JIaTh YIIYYIIEHHOW PacTBOPHMOCTBIO TI0 CPaBHEHHIO C COOTBETCTBYIOIIECH aKTUBHOH (hopmoii. B onpeneneHHbIX
BapHaHTaX OCYIIECTBICHUS MPOJIEKAPCTBEHHBIE CPEICTBA MEHEE BOJOPACTBOPHMEI, YEM COOTBETCTBYIOIIAS aK-
TuBHas (opma. B ompeneneHHBIX BapraHTaxX OCYIIECTBICHHS MIPOJIEKAPCTBEHHOE CPEACTBO MPEICTABIAET COOOM
CIIOXXHBIX 3¢up. B Takux onpeneneHHBIX BApHAHTAX OCYIIECTBICHUS CIOKHBIA 3P METaO0INIECKH THAPOIIH-
3yeTcs B KapOOHOBYIO KHCJIOTY TIPH BBEIEHUH. B ompeneneHHbIX crydyasx KapOOHOBast KUCIIOTa, COAepKaIIasics
B COCJIMHCHUH, HAXOJIUTCS B COOTBETCTBYIOIICH aKTUBHOH (hopMe. B onpeeIeHHBIX BapuaHTaX OCYIICCTBICHUS
MPOJICKAPCTBEHHOE CPEICTBO COICPIKUT KOPOTKHU MEenTH[ (IIOJTHAMHHOKHCIIOTY), CBSI3aHHBIH C KHCIOTHOU
rpymmoi. B Takux ompeneieHHBIX BapHaHTaX OCYMICCTBICHHUS TETITH PACIICIUIICTCS MPH BBEACHUU C 00pa3o-
BaHUEM COOTBETCTBYIOIICH aKTUBHON (DOPMEI.

B ompeneneHHBIX BapuaHTaX OCYIIECTBIICHUS MPOJIEKAPCTBEHHOE CPEICTBO MOIYYAIOT ITyTeM MOIU(UIIU-
poBaHUsS (hapMaleBTHUECKH aKTHBHOTO COSAMHEHHS TaK, YTOOBI aKTHBHOE COEAMHEHHE OOpPa30BBIBAJIOCH IPH
BBeJleHUH in vivo. [IpoyiekapcTBEHHOE CPENICTBO MOXKET OBITh pa3paboTaHo s M3MEHEHHs] METabOIMIeCKOn
CTaOMITLHOCTH WU TPAHCIIOPTHBIX XapaKTEPHUCTUK JICKAPCTBEHHOTO CPEJNICTBA, 3aIUTHI OT MOOOYHBIX dP(PEKTOB
WA TOKCHYHOCTH, U YIYYIICHUS apoMaTa JIEKapCTBEHHOTO CPE/ICTBA WM W3MEHEHHS IPYTUX XapaKTEPHCTHK
WIIM CBOMCTB JIEKAPCTBEHHOTO CPEACTBA. B cmiy 3HaHMS (QapMakoJUHAMHUYECKHAX IIPOIECCOB M MeTabonmm3Ma
JIEKapCTBEHHOTO CPEJICTBA iNn Vivo CIEIUAINCT B NaHHOW 00JACTH TEXHHKH, KaK TOJBKO (DapMaIeBTHUCCKH aK-
THUBHOE COCAMHEHHE CTaJl0 W3BECTHO, MOXKET pa3paboTaTh MPOJIEKAPCTBEHHBIE CPEICTBA COSAWHEHUS (CM., Ha-
npumep, Nogrady (1985) Medicinal Chemistry A Biochemical Approach, Oxford University Press, New York,
pages 388-392).

HexoTopble myTH BBeIeHH

B onpeneneHHBIX BApHaHTaX OCYIICCTBIICHHS BBEIICHIE CyOBEKTY BKIIFOUACT MapeHTepaIbHOE BBecHUE. B
OTIpEICIICHHBIX BapUAHTAX OCYIICCTBIICHUS BBEACHUE CyOBEKTY BKIIOYACT BHYTPUBCHHOE BBeACHUE. B omnpene-
JICHHBIX BapHaHTaX OCYIIECTBICHHUS BBEICHHE CyOBEKTY BKIIIOYAET MTOJKOKHOE BBEICHUE.

B ompeneneHHBIX BapuaHTax OCYIIECTBIICHHS BBEIACHHE CYOBEKTY BKIIOYAeT BHYTpHApTEpPHAIbHOE, MHTa-
JSIMOHHOE, TIepOpabHOE, PEKTANBHOE, YPECCIN3UCTHOE, HHTECTHHANBHOE, SHTEPAIbHOE, MECTHOE, TPAaHCIEP-
MaJbHOE, TIOCPEICTBOM CYIIIO3UTOPHEB, HHTPATEKAIbHOE, HHTPABEHTPUKYIISIPHOE, HHTPANICpUTOHEaTbHOE, HH-
TpaHa3aIbHOE, MHTPAOKYISIPHOE, BHYTPUMBIIIICYHOE, BHYTPHMO3TOBOE U BHYTPHOITYXOJICBOE BBE/ICHHE.

HexoTtopsie HaGopbl miR-122

Hacrosiee nzo0pereHue Takke npeaycMaTpuBaeT HaboOphl. B HEKOTOPHIX BapHaHTaX OCYIICCTBICHUS Ha-
OOpEI cofepKaT OJHO FUTH HECKOJIbKO COSMHCHHUM, TIPE/ICTABICHHBIX B JAHHOM IOKYMEHTE. B HEKOTOPBIX BapH-
AHTaxX OCYIIECTBJICHUS COCAUHCHHE, IIPEICTABICHHOE B TaHHOM JIOKYMEHTE, HAXOTUTCS BO (uakone. Heckoibko
(hmakoHOB, HampuMep 10, MOTYT HAXOAUTHCS, HATIPUMED, B PACIIPEICIUTEIBHBIX YITAKOBKAaX. B HEKOTOPBIX Ba-
pHaHTaX OCYIIECTBIICHUS ()TAKOH M3TOTOBIICH TaK, YTOOBI OH OBLI JOCTYMHBIM JUIs Imimpuna. HaGop Takxke mMo-
JKET COMepKaTh HHCTPYKLWH [T IPUMEHEHNS COSANHEHIH, TIPEACTaBICHHBIX B JAHHOM JOKYMEHTE.

B HekoTOphIX BapHaHTaX OCYMIECTBICHHS HAOOPHI MOXKHO NPUMEHSTH JJIS BBEACHUS COSAWHEHHS, Tpel-
CTaBJICHHOTO B JaHHOM JOKYMEHTE, CyOBeKTy. B Takmx ciydasx B JOIMOJHEHHE K COACP)KaHUIO MO MEHBIIEH
Mepe OJTHOTO COEAWHEHHS, MPEICTABICHHOTO B JAHHOM JOKYMEHTE, Ha0Op MOXKET JOIOIHUTEIHHO COAECpPKATh
OJTHO FUTM HECKOJIFKO M3 CICTYIOUIETO: IINPHII, TAMIIOH, TPONUTAHHBIN CITUPTOM, BATHBINA IIAPUK H/HIN MapJe-
BYIO MOBS3KY. B HEKOTOPHIX BapHaHTax OCYIICCTBICHUS COSAMHEHMs, KOMIUIEeMEHTapHbIe miR-122, MoryT Ha-
XOJUTHCS B MPEABAPUTEIBHO HATIOJHCHHOM IIMpPHIIE (HApUMeEp, MINPHUIIAX ¢ pa30BOW J030M, HampuMep, ¢ Ka-
TUOPOM UTIIBI 27, UTIIOH !/, moiiMa ¢ KOIIauKOM HITIBI), BMECTO (hmakoHa. HeckoJbKO MpeBapuTEIBbHO 3aT0J-
HCHHBIX INMPHUIOB, Hanpumep, 10, MOTYT HaXOAWUTHCS, HANPUMEpP, B PACHpPEICITUTEIbHBIX yrmakoBkax. Habop
TaKXKe MOXKET COJICPIKATh HHCTPYKIUU JIUIsl BBEJICHHUS COCITHEHUS, IPECTABICHHOTO B JAHHOM JIOKYMCHTE.

HexkoTopble YKcIEpHUMEHTATBLHBIE MOIETH

B ompenencHHBIX BapHaHTaX OCYIICCTBICHHS HACTOSIIEEC M300pPETEHUE MPEIyCMATPUBACT CIIOCOOBI TPH-
MEHCHHUS W/WIA TECTHPOBAHUS COCIMHEHUS, MPEACTABICHHOTO B JaHHOM JOKYMEHTE, Ha IKCIIePHUMEHTAIBHON
Mozenu. CrennanucTsl B TaHHOH 00JIaCTH TEXHUKH MMEIOT BO3MOXXKHOCTH BBIOMpATh M MOIUGHUIMPOBATE IIPO-
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TOKOJIBI JUIsl TAKUX HKCIIEPUMEHTAIIBHBIX MOJIENICH JUIsl OLIEHKH COEANHEHUS, TIPEICTABICHHOTO B JaHHOM JIOKY-
MEHTE.

OddexTsr anTHCMBICTIOBOTO MHTHOMpOoBaHus MUKpoPHK mocne BBemeHus coeauHenmid anti-miR mMoxHO
OTIPEeNIeNATh C TIOMOIIBI0 Pa3HOOOPa3HBIX CIIOCO00B, M3BECTHBIX B JaHHOW 00JIACTH TEXHHKH. B ompeneneHHbIX
BapHaHTaX OCYIISCTBICHHUS TaKWe CIOCOOBI MIPUMEHSIOT AJIs TPOBEICHHUS KOJIMYECTBEHHOTO aHallN3a ypOBHEH
MukpoPHK B kjeTkax wiM TKaHAX in Vitro wWid in vivo. B omnpeneneHHbIX BapraHTax OCYIIECTBICHHUS W3MEHE-
HUg ypoBHed MukpoPHK u3MepsoT ¢ moMoripi0 MUKpOMAaTpUYHOrO aHajiu3a. B ompeseneHHbIX BapHaHTaXx
OCyIlecTBIIeHHs n3MeHeHHs1 ypoBHe MUKPOPHK n3mepstoT ¢ moMoIipo 04HOTO I HECKOJIBKUX KOMMEPYECKH
nocrynueix I1[P-anann3os, Takux kak ananu3 MUKpoPHK TaqMan® (Applied Biosystems, Toprosas mapka
Life Technologies).

In vitro akTUBHOCTBH coeAMHEHUs anti-miR MOXXHO ompenensaTs ¢ MPUMEHCHHEM aHaIn3a KIETOYHOH KyJIb-
TYpHI C UCIIOJIb30BaHKEM Jifordepasbl. B 3ToM aHann3e KOHCTPYKT C Jronndepasoil B KadyecTBE MaTuMKa IS
BbIsiBIeHNsT MUKpoPHK KkoHCTpyHpoBamm Tak, 4ToOBl OH cozepiKaji OAWH WIM HECKOJBKO CalTOB CBS3BIBAHHSA
mukpoPHK, npencrasisroniet naTepec, CIMTHIX ¢ reHoM Jormdepassl. Korna mukpoPHK cBsi3biBaercs ¢ pac-
MIO3HABAaEMBIM €10 CATOM B KOHCTPYKTE C JIOI(epa3oi B KauecTBE JaTYMKa, SKCIIPECCHs JTonn(epasbl MoaaB-
nsieTcsi. Korma cooTBeTCTBYONIYIO anti-miR BBOIWIM B KIIETKH, OHA CBsA3bIBaiach ¢ 1eneBoit MukpoPHK u oc-
nabJIsIa TIoJaBICHUE dKCTIPECCHH JTIoIdepa3sl. TakuM 00pa3oM, B 3TOM aHaIu3e anti-miR, KoTopble sBIsIOTCS
b dexTuBHBIME MHTHONTOpaMu MHUKpOPHK, mpencraBnsromeli wHTEpeC, OyMyT BHI3BIBATH MOBBINICHUE JKC-
MIPECCHUU JTIOTH(Epashl.

AKTHBHOCTh coelMHeHUH anti-miR MoxHO ompenenars mytem u3Mmepenuss ypoBHs MPHK w/mnm Genka
mumeHr MUKpoPHK. MuxpoPHK cBs3piBaeTCsl ¢ KOMIUIEMEHTApHBIM CaliTOM B OJHOM HJIM HECKOJIBKHX Lieje-
Beix PHK, npuBoas k nogasnennto nenesoit PHK, Takum o6pasom uarundouposanne mukpoPHK npuBoauT x mo-
BhimeHnto ypoBHs MPHK w/umn 6enka mumenn mukpoPHK (T.e. mepempeccun). [epenpeccuro ofHOM WK He-
ckoipkux neneBbix PHK MokHO m3MepsTh in vivo wimm in vitro. Hanmpumep, mumensio miR-122 sBinstercst anb-
nonaza A (ALDOA). Marn6uposanne miR-122 npuBoaut k nossimienuro yposass ALDOA mMPHK, takum oGpa-
3oM, ypoBHH ALDOA MPHK MO0XHO MpuUMEHSTH ISl OIIEHKH WHTHOWPYIOMIEH aKTHBHOCTH COEIWHEHHUS anti-
miR-122.

DddexTr coenuaenns anti-miR-122 Ha perumkanuio HCV MoxHO m3mMepsaTs B aHanmm3e perummkona HCV.
B sToM aHamm3e coenMHEHHS BBOIAT B KJIICTOYHYIO JIMHHUIO (HAIpUMEp, KICTOYHYIO JIMHUIO TEITaTOMBI YeIOBe-
Ka), KoTopas comepuT cyoreHomMHbIl perumkoH HCV co cTaOWIBHBIM Te€HOM-pernopTepoM Jonudepassl u
TpeMs aJaliTABHBIMKU MYTAIUSIMHU KIeTOYHOH KyIbTyphl (luc-ubi-neo/ET). 'en-penoprep morudepassl nmpume-
HSIOT B KayecTBe KOCBEHHOTo rnokasarens perukaiuu HCV. Mcnonb3yeMblii peIIMKOH MOXET TPECTaBIISATh
coboit mcxoanslit reHotun HCV nm renorun HCV ¢ mMyranmsmu, KoTopble 00ecrieunBarOT YCTOMYMBOCTh K
NPOTUBOBUPYCHBIM cpenctBaM. CoenuHeHus anti-miR-122 MOXHO OIIEHMBATH OTHAEJIBLHO MM B KOMOMHAIMU C
JIPYTHMMH CpEICTBaMH, MpuMeHseMbIMH B JiedeHnn HCV-undexunu. B HEKOTOpBIX BapuaHTaxX OCYIIECTBICHUS
MOJIM(UIMPOBAHHBIN OJMTOHYKJIEOTH]] MOXHO TECTHPOBATh C ITOMOIIBIO aHANN3a in Vivo WM in Vitro u 3ateMm
KOHBIOTUPOBATH C 00pa30BaHUEM COCIAMHEHUS [T IPIMEHEHUS B CII0C00aX, ONHMCaHHBIX B JaHHOM JJIOKyMEHTE.

IIpumepsbi

Crnenyromue IpuMepsI IPEACTABICHEI ISl TOT0, YTOOBI 00JIee MOTHO MPOILTIOCTPUPOBATE HEKOTOPHIE Ba-
PHAHTHI OCYIIECTBIICHHS HAacTOSAMmero n3oopereHns. OIHAKO UX HE CIEAYEeT PacCMAaTPHBATh KaK OrPaHHINBAIO-
Me MUPOKU 00beM HacTosmero n3oopereHus. CrenuanricTaM B TaHHOW 00JaCTH TEXHHWKHU OyIeT JIETKO T0-
3aMMCTBOBATh OCHOBOIIOJIATAIOIINE PHUHIIUITEI JAHHOTO OTKPBITHA IS Pa3pabOoTKH pa3IMYHBIX COCTUHEHUH 0e3
OTKJIOHEHUSI OT CYIIHOCTH HACTOSIIETO N300pETEHHUS.

IMpumep 1. Pa3zpaboTka 1 oneHKa coeiMHEeHUH anti-miR-122

Jlist npeHTHGUKAINY CUIIBHBIX HHTHONTOPOB MiR-122 pa3pabaTbiBalii M CHHTE3MPOBAIN MHOXKECTBO MO-
JU(UIMPOBAHHBIX OJIMTOHYKICOTHIOB anti-miR-122. MoanuunpoBaHHbIE OJMTOHYKICOTHIBI BAPHHPOBAIH T10
JUIMHE, a TaKKe 0 YUCITy, PACIIOJIOKESHUIO H WASHTHYHOCTH OMIMKINYECKUX HYKJICO3HI0B U HEOMIIUKINIECKIX
HyKi1e03u10B. COeMHEHNSI OLCHUBAIM C ITOMOIIBI0 MHOYKECTBA aHAJIM30B Ul WAEHTU(UKanuK anti-miR, sB-
JSFOIIUXCS TTOIXOISITAMHE TEPATeBTHUECKUMHE cpencTBamu 1t gedeHus napeknnn HCV. Ouenky coeanHeHMA
BBITOJTHSUTA UTEPAIIHOHHBIM CIOCOOOM, B KOTOPOM BBICOKOAKTHBHBIE COCTUHEHUS IOMOJHUTENHEHO ONTHMHU3H-
POBaJH OCPEACTBOM pa3pabOTKH M3MEHEHUH, U MOIyIeHHBIE COCTMHEHUS 3aTeM MOBEPTali JOMOIHUTEIBHO-
My ckpuHHHTY. CTI0OCO0 OIIEHKH COSIMHEHHUsS BKIIIOYAJ ONpeAelieHHEe aKTUBHOCTH, O€30MacHOCTH U (HU3HKO-
XUMHYECKHIX XapaKTEPHUCTHK.

B nienom 6omee 400 MoaudUIIMPOBAaHHBIX OJUTOHYKIEOTHIOB anti-miR-122 pa3pabaTsiBaau U TECTUPOBA-
JIM B TIEPBOM aHaJIM3€ aKTHBHOCTH KJIETOYHOM KYJBTYpHI C IPUMEHEHHEM Jiordepassl. [locne 1ononHuTensHO-
TO aHaJIn3a ¢ IpUMEHEHUEM Jrordepasbl U U1 U3MEPEHHUS YPOBHS METa00IMIECKOH CTAOMIBHOCTH HEKOTOPBIX
coeiMHEeHUH npuOMM3nTenbHo 70 U3 STHX COESAWHEHUI OTOMpaNU JUIsl JaJbHEHIIEro TeCTUpOBaHMs in vivo. M3
atux 70 coenuHeHU# mpUOMM3UTENbHO 10 coequHEHUI HACHTU(OUIMPOBAIN KaK O0JIaNaroIIne MOIXOISIICH
aKTHBHOCTBIO in Vvivo (Hanpumep, EDsy Meree uem 5 mr/kr). [loarpynmy 3THX coenuHEHHH HASHTU(DUINPOBAIH
Kak o0JIa/latoIue OmnpeesIeHHbIM poduiieM 0e30MacHOCTH Y TPHI3YHOB M OTJMYHBIX OT YeJIOBEKA IPHMATOB.
Takum 06pa3oM, U3 COTEH COeTMHEHUH, IIOABEPTHYTHIX CKPHUHUHTY, TOJIHKO HEOObIIast MOATPYIINA U3 IepBOHA-
ganpHO Oomnee 400 coemuHEHW COOTBETCTBOBAJA OTPEACICHHOW AaKTUBHOCTH, O€30TACHOCTH W (HHU3HKO-
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XUMHYCCKIM KPUTCPHSIM.
OmnpenencHHble coeanHeHus anti-miR-122 moka3ansl B Tabn. A. "Ilonoxkenue Ha miR-122" npencrapnser
c000i1 oJI0XKEeHHNE, B KOTOPOM HYKJICO3U/] B 3TOH KoyloHKe koMimiemeHTapeH SEQ ID NO: 1, cuutas ot 5'-koHIa
SEQ ID NO: 1.
Tabmmma A. OnpeneneHnbie coenuHeHns Anti-miR-122

SEQ
¥ coen. MOCJIENOBATEJIBHOCTL (5'-3') u MOIMOMKALIN 1D

NO
Nosoxenne |22 |21]20[19]18 [17[16 [15 [14[13]12[11]10]9 87 6[5 43 2 1
Ha mMiR-122
38011 cs |[c [a |us|T [es|us|c [a]cs [Afcs [T]cs [cs [A]3
38012 cs |¢ Jas|T [T |6 Jus|cs [a]cs [Afcs [T]cs [cs [A]3
38013 cs [c [afus|T [es|T [cs [afcs [alcs [T]cs [cs [A]3
38014 cs [c [afus|T [es|us|c [alcs [alcs [T]cs [cs [a:]3
38015 Tecs | c A [1s|T [Gs|Ts|C Al™cs[a|™cs [T [™cs [™cs a3
38016 Mecs|c [a [rs{T [6 [Ts [™cs[a]™cs[a]™cs [T [™cs [™cs[a: |3
38021 c. |c [a T |6 [m]ce [a]c [alc [T]c [c 4
38646 Ac C T [T |G [Us[cs [Afcs [afcs [T|cs [cs 4
38647 Ac T [T [6 [Us[cs [Afcs [Aa]cs [T|cs [cs 4
38648 Az T [T |6 [Us[cs [Aafcs [afcs [T|cs [cs 4
38649 Az T: |T [G [Us[cs [Aafcs [acs [T|cs [cs 4
38650 As T: [Te [G |Us [Cs [A]Cs [ACs [T|cCs [cCs 4
38651 As Tz [Tz [G:= |Us [Cs |A]Cs [A]cCs [T|cs [cCs 4
38652 Mece [A: [A: [ A: T [T [6 |Us|Cs |A|Cs [A|Ccs [T]|Cs [Cs 5
38660 Mecs [ A [A: [ A: T [T |6 |us|cs [afcs [alcs [T]cs [cs [T=]6
38872 Us [T [6 [us[cs [a]cs [afcs [T]cs [cs [A]3
38910 "celcs |A [us|T |6 [us|cs [Aa]cs [A|cs [T]cs [cs [R:]3

Caxapnble (pparMeHThl 0003HAYAIOTCS CIEAYIOMAM 00pa3oM: HYKJICO3HUIbl 0e3 MOCISAYIOMEro HIKHETO
WHACKca 0003HAUYarOT [-D-1e30KCUpHOOHYKICO3HIBI; HYKICO3UIBI C MOCICIYIONUM HIDKHUM uHAeKcoM "E"
o6o3HagaroT 2'-MOE-HyKII€03uIbl; HYKJICO3H I C TMOCIEIYIONNM HIDKHUM HHAeKcoM "S" o6o3HagaroT S-cEt-
HYKJICO3HUIbI; HYKJICO3HIBI C TOCIEAYIONUM HIKHUM uHAekcoM "L" ob6o3nauaror LNA-Hykieo3unbl. Kaxmas
MEXHYKJICO3UIHAS CBS3b NPEACTaBIsIET co00i (hocoTHOaTHYI0 MEKHYKICO3UAHYIO CBS3b. BepXHHI MHIEKC
"Me" 0603HaYaeT S-METHILHYIO TPYIITY MPH OCHOBAHUHU HYKJICO3UAA.

AKTHMBHOCTH
AKTHMBHOCTb in vitro u in vivo

AHanu3 ¢ mpuMeHeHreM Jronugepassl in Vitro IPUMEHSITH ISl U3MEPEHUs CIIOCOOHOCTH KaXKJI0TO COCITHU-
HEHMSl HHTHOMPOBaTh aKkTHBHOCTh MiR-122 B kiteTo4HO! KyabpType. B 3TOM aHann3e KOHCTPYKT ¢ Jronudepa3oi
B Ka4ecTBe AaT4ywKa s BeIsiBIcHUS MEUKpOoPHK koHCTpympoBamu Tak, 4TOOBI OH COJIepKall HECKOIBKO CAaHTOB
cBs3bIBaHMs MiR-122, cimThix ¢ renoM monudepassl. Korna miR-122 cBs3piBaeTcsl ¢ pacro3HaBaeMBIMH €O
[IEJIEBEIMH CaiiTaMU B KOHCTPYKTE ¢ Jfonn(epa3oif B KauecTBE JaTINKA, YKCIPECCHS JTIOII(epa3sl HOJaBISIETCS.
Korma aktuBHOEe coegunenue anti-miR-122 BBOOST B KJIETKH, OHO CBs3bIBaeTcs ¢ miR-122 u ociabiseT momas-
JIeHUe dKcrpeccuu monrdepasbl. TakuM 00pa3oM, B JaHHOM aHAJIM3€ COeMMHEHHUs anti-miR-122, koTtopele siB-
Ts0TCs 9P HEKTUBHBIMU MHTHONTOpaMu miR-122, OymyT BHI3BIBATH TIOBBIIIICHHE YKCIIPECCUH JIOITU(PEPA3BI.

KoHcTpykT ¢ mromudepa3oli B KauecTBe JaTYMKa U BTOPOH KOHCTPYKT, dKCIpeccupyromuii miR-122, BBo-
mumm B kinetkn Hela. Knetku TpanchummpoBamu coeauneHusMu anti-miR-122 mpu HECKOJNBKHX PazIHYHBIX
koHueHTpauusax. Coenunenus ¢ ECsy menee yem 100 HM noaBepranu IOMOTHUTEILHOMY aHAIU3Y C MPUMEHE-
HUeM Jronrdepassl mpu Ooliee MMPOKOM JHANa30He KOHIECHTpaui anti-miR, 4eM B epBOHAYATLHOM aHAJIN3E
C IpUMCHEHHEM JTIonudepassl, I MOATBEPKICHUS aKTHBHOCTH. COCIMHCHUS TECTHPOBAH B ABYX OTACIHHBIX
IKCIICPUMEHTAX, Kak yka3aHo B Ta01. B. Cpennee 3HaucHne ECs, U1 KaXI0T0 COSTUHEHUS TOKa3aHo B Ta0i. B.

PesynbTaThl JeMOHCTPHPYIOT, YTO U3MEHEHUS CaXapHOTO (hparMeHTa WA HYKICOTHIHOTO OCHOBAHHS MO-
TyT BIUATH HA aKTHBHOCThH COeTUHEHM anti-miR-122 in vitro.
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Tabnuna B. Cpennee 3HaucHue ECs) B aHaNM3€ KICTOYHOH KYJIBTYPHI C IPUMEHCHHEM JTFOA(epa3bl

SEQ Ne Amnanus ¢
N ID | skcnepy- | MPUMCHCHHCM
coeau- IlocnenoBaTeIBHOCTD M XUMHUYECKHUE COCTAB NO e oL gepas,
HEHUA cpeaee
3HAYCHHC
ECso
38011 CsCAUSTGsUsCACSACSTCCsA | 3 1 38,45
38012 CsCASTTGUSCsACSACSTC(CsA | 3 1 43,78
38013 CsCAUSTGSTCsACSACSTCCA | 3 1 53,27
38014 CsCAUSTGsUsCACACSTCCsA; | 3 1 42,71
38015 M CCATSTGsTsCAY CAMC T CM™CsAs | 3 1 42,40
38016 MCCATSTGTS T CsAMCsAM C T CM CsA | 3 1 14,07
38021 MeC CAT . TGT ™ CLAMC AYC, T C ™ CL A | 3 1 11,18
38872 CsCAUSTGUSCsACSACSTCCsA | 3 2 18,3
38910 MeCCsAUSTGUCsACSACSTCsCsA: | 3 He tecTupoBamy
38646 A CeAL CLCATTGUSCsACSACSTCC 4 2 77,15
38647 Ap PCeAE ™ Ce “CeATTGUCsACSACSTCsCs 4 2 57,44
38648 AR CeAE " Cr " CeAETTGUCsACSACSTCsCs 4 2 97,68
38649 A CeAE " Cr " CeAETETGUsCsACsACSTCsCs 4 2 46,76
38650 A CeAEC CrAETETEGUsCsACSACSTCsCs 4 2 28,16
38651 A CeAE"CE " CrAETETEGEUsCsACSACSTCsCs 4 2 26,12
38652 | MCrAEARAE " CrARCsCATTGUSCsACSACSTCsCs 5 2 31,86
38659 CsCASTTGUSCsACsACsTCCs Ty | 10 2 130,01
38660 | M CrAEARAE “CrAECsCASTTGUsCSACSACSTCsCsTe | 6 2 17,02

Jliist onpezienieHyss aKTHBHOCTH in ViVO HEKOTOPHIE COEMHEHNS OLCHUBAJIM B OTHOLICHUH HX CIIOCOOHOCTH
JIEpENpPEecCHpOBaTh Kcmpeccuio anpaonasel A (ALDOA) meveHu, reHa, KOTOPBIH B HOPME TMOJABIISCTCS MPH
akTuBHOCTH MiR-122. Murnbuposanne miR-122 npuBoaut k nobimenuto sxkcnpeccun ALDOA, takum oOpa-
30M ypoBHH MPHK ALDOA MO0XHO NpUMEHSTB Ul U3MEPEHHs] HHruOupyomel akTiBHOCTH miR-122 in vivo.
CoenuHeHMsT BBOIMIIM MBIIIaM B OJTHOKPATHOHM 103¢ B KOJIMYECTBAX, yKa3aHHBIX B Tabn. C, n yepe3 7 aHel uc-
cienoBanue nmpekpamand u u3mepsuia ypoBEn MPHK ALDOA ¢ nomomipio konudectsenHoi ITIP B PHK, BbI-
JIEIICHHOH W3 TedYeHu. 3a uckimodeHneM coenuHerus 38910 kaxmoe coeaunenne B Tabn. C TecTUpOBaIU B Of-
HOM W TOM ke mccnenoBannu. Kparnoe uamenenue ypoBHs MPHK ALDOA 1o OTHOIIEHHIO K COJIEBOMY pac-
TBOPY BBIYUCIUIH JJTs OTIpeiesieHnst akTHBHOCTH in vivo ("ND" o6o3Hauaer "He onpeneneHo").

Ta6mmma C. CpaBHeHHE CTPYKTYPHI M aKTUBHOCTH CO€IMHEHUH anti-miR-122

Kparnoe nzmenenue

ALDOA 1o OTHOmIEHHUIO

K COJICBOMY PacTBOPY

Ne SEQ 1 3 10

ﬂocneaosmenmocn ¥ XUMHYECKUH COCTaB

COCAUHCHUA 1D Mr/Kr MI/Kr Mr/kr
38011 CsCAUSTGsUsCACSACSTCsCsA | 3 1,47 | 2,10 | 3,89
38012 CsCASTTGUSCsACSACSTCCsA | 3 179 | 469 | 457
38013 CsCAUSTGSTCsACSACSTCCsA | 3 1,31 1,61 | 255
38014 CyCAUSTGsUsCACSACSTCCsAg | 3 1,16 1,82 | 2,94
38015 | MCyCATSTGsTsCAMCAMC T Cs™CsA: | 3 1,43 1,64 1,82
38016 | M CsCATsTGTs  CoAM CsAMCsTCs ™ CsAe | 3 143 | 234 | 4,18
38021 | ™C,CAT TGT, “C A™C, AYC, T"°C,""C, Ar | 3 146 | 301 | 391
38872 CsCAUSTGUSCsACsACSsTCsCsA | 3 1,80 | 4,04 | 489
38910 MCCsAUSTGUsCsACsACSTCsCsAe | 3 ND 235 | 326

Kak mMoxHO BHzeTh B Tabn. C, OMMHOYHBIE H3MEHEHNUS B PACIIONOKEHHH CaXxapHOTro (parMeHTa WM HyK-
JICOTUAHOT'O OCHOBAHMS MOTYT OKa3bIBaTh BIMSIHUE Ha aKTHBHOCTH in vivo. Hanpumep, eAMHCTBEHHBIM OTIMYH-
em Mexxay 38872 u 38011 sBusiercs pacnonoxkenue cEt-caxapHoro ¢parmMeHra, 0HaAKO aKTUBHOCTS in vivo 0011
CYIIIECTBEHHO HIKe, YeM TakoBas 38872, ¢ OoTHOCHUTENBLHBIM ypoBHeM nepenpeccur ALDOA, nocturaeMbiM
TOJIEKO Tipu Oosiee Bbicokoi mo3e 10 mr/kr 38011 no cpaBHEeHHIO ¢ 10301 3 Mr/KT mutst coenuuenust 38872. Co-
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ennnenue 38021 mo cpaBrenuto ¢ 38016 comepxur LNA BMecto cEt-caxapHbIX ()parMeHTOB M XapaKTepH3yeT-
Csl aKTUBHOCTBIO, No700HOoH 38016, TakuM 00pa3oM 3TO OTIMYKME HE BIMSUIO HAa aKTUBHOCTB. VI3 3TOW TpymImbl
coenuHenuit coequaenns 38012, 38016, 38021 u 38872 npeHTH(HUINPOBAIN KaK aKTUBHBIE COCTUHECHHS.

JlomromHUTEIBHBIE UCCIIEIOBAHIS BBITIONHSIN I OIICHKH ONPEICICHHBIX TOMOIHUTEIBHBIX COCTUHECHUI
anti-miR-122. Pe3ynbTaTel 3TUX UCClIeA0BaHMN MoKa3anbl B Ta0n. D. Coenmnenns 38646, 38647, 38648, 38649,
38650, 38651 u 38652 TecTUpoBaM BMECTE B OJHOM HCCJICIOBaHUU in Vivo U coenuHeHus 38659 u 38660 Tec-
THPOBAIIM BMECTE B IPYT'OM HCCIICIOBAHUH in Vivo.

Ta6mmma D. CpaBHeHHE CTPYKTYphl M aKTHBHOCTH COSAMHEHMIH anti-miR-122

Kpartnoe
H3MCHCHHC
ALDOA 1o
OTHOLICHHKO
K COICBOMY
Ne coemu- SEQ pactBopy
TTocaenoBaTeTbHOCTE H CTPYKTYpPA

HEHHA 1D AHami3 ¢

TPUMCHCHHCM
moumepassy, 3 10
cpeanee MI/KT | MI/KD

3HAYCHHC

ECs
38646 AMCL AN CLCATTGUCsACSACSTCsCs—- | 4 77,15 ND | ND
38647 Ag P CEAR C CrATTGUCSACSACSTCCs—- | 4 57,44 2,61 | 481
38648 A CE AR C P CE AR TTGUCSACSACSTCsCs-- | 4 97,68 3,28 | 4,36
38649 Ap " Ce AL C M CRAR TETGUSCsACSACSTCCy- | 4 46,76 2,84 | 4,46
38650 A CeA " C M CuAR T TEGUsCsACACTCCo- | 4 28,16 1,51 | 2,03
38651 A CpAE " Cr  CeALTETEGUsCsACGACSTCCe-- | 4 26,12 126 | 1,46
38652 | VeCpARALAL CrALCsCATTGUGCSACSACSTCCs—- | 5 31,86 1,86 | 4,27
38659 CsCASTTGUSCsACSACSTCsC Ty | 10 130,01 444 | 482
38660 | M CpARARAL CrARCsCASTTGUCSACSACSTCCST | 6 17,02 3,84 | 444

Kaxk yka3zaHHO BbIIIIe, 3TH JaHHBIC TOKA3bIBAIOT, YTO OJMHOYHBIC H3MEHEHHS OTHOCHTEIIFHO PACIIONOKEHHS
caxapHOTo ()parMeHTa MOT'YT OKa3bIBaTh CYIIECTBEHHOE BIMSHHME Ha aKTHBHOCTH in vivo. Kpome Toro, mokasa-
HO, UTO aKTHBHOCTH in Vitro W in vivo He 00s13aTeIbHO KoppenupyioT. Hampumep, coequnenne 38659 xapakrte-
pHU3yeTCsl HU3KOW aKTHBHOCTBIO in Vitro, HO MPEACTaBIAET COOOM OUeHb CHIIBHBIN HHruOuTOp miR-122 in vivo.

CpaBHEHUS CTPYKTYp COSAMHEHHH anti-miR-122 1 akTHBHOCTH in Vivo BBISIBUJIH, YTO KOPOBAs MOCIIEI0BA-
TeIbHOCTH 11 HyKJIeo3muaa XapakTepHa JJIs TPYIITBI aKTUBHOM anti-miR-122. Dta KopoBasi Mocie10BaTeIbHOCTD,
rae B-D-nezokcucaxapHsie (hparMeHThl M OUITUKINIECKIE caxapHble (parMEeHTHI HAXOAATCSA B OTHOM M TOM XK€
TIOJIOKEHUHU Ha TIOCJIeI0BAaTEIbHOCTH HyKIieoTHaa anti-miR-122, Beigenena B Tabn. D-2. KopoBas HykimeoTHIHasS
HoCJIeIoBaTeNIbHOCTE 11 HyKileo3uaa KOMIUIEMEHTapHa HYKJICOTHIHBIM OcHOBaHHMsAM 2-12 miR-122 (SEQ ID
NO: 1).

Tabmmua D-2. CunbHble MOAN(UINPOBaHHBIE OJMTOHYKICOTHABI anti-miR-122 ¢ oquHakoBoi KOpoBOH

IoCiaeA0BaTCIbHOCTBIO
SEQ
W coexn. MOCJIENOBATEJIBHOCTE (5'-3') u CTPYKTYPA D
NO
TloJToxeHMe 22 [21]20[19]18 [17]16 [15 [14[13]12]11]10]9 817 6[5 413 2 1
Ha miR-122
38012 cs |C A [T [T |6 Jus|cs |alcs [alcs [Tlcs |cs [Aa]3
38016 "cq|c A [Tms [T [G [Ts [™cs|n|™Cs[n]|™Cs [T |™Cs [™Cs | Re] 3
38021 c, |c A [t ]t [G [r.fc, [afc, [afc, [T]c. [co 4
38646 Ay [™ce [a: [™ci|c A [T [T |6 Jus|cs [Aa]cs [a]cs [Tlcs [cs 4
38647 By ["™Cp| Az [™Ce|™Ce|as [T [T |6 |Us|Cs [A]Cs [A]cs [T]Cs [cs 4
38648 B [™Ce Bz [™Ce|™Ce|2: [T [T |G JUs[Cs [A]cs |alcs [T]cs |[cs 4
38649 Ay [M™Cp|ns [™Ce|™Ce | [Te [T |G JUs |C alcs |afcs |T]C [ 4
38652 Mece [ Ay [As [AL [™C s [Cs [ C s |T [T |6 |us|cs [Aafcs [afcs |T|Cs |Cs 5
38659 cs |cC As [T [T [6 Jus|cs [a]cs [afcs [T]cs [cs [Te|10
38660 Mecp [Ar [ Bg [ 2z [™ce |2z [Cs | cC As [T [T |G |us|Cs |A|Ccs |[A]|Cs |T|Cs [Cs |Te|6
38872 cs |c a |us|T |6 Jus|Cs [alcs [alcs [Tlcs |cs [a]3
38910 "eplcs A us|T |G |Uus|cs [afcs [alcs [T]cs [Cs [2a|3

OTH aHHBIC MMOKA3bIBAIOT OTKPBITHE OIPEIEIEHHOTO KOPOBOTO HYKJICO3UIHOTO MAaTTEpHA, YTO MO3BOJISET
MOJIYYUTh CHITBHBIN HHruOuTOp miR-122 in vivo.
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HccnenoBanus pensiukona HCV

Ananmms perutnkona HCV ucmons30Bamy Jiist onpeeNieHus] CIOCOOHOCTH coeinHeHus anti-miR-122 nHTH-
ouposath permukanuio HCV, Briarodast ucxonusie reHoturibtl HCV u rerotunsl HCV ¢ MyTamusamu, KOTopbie
00ecreunBarOT yCTOHIMBOCTh K MPOTHBOBUPYCHBIM cpeacTtBaM. Coenuuenue 38649 TeCTHpOBAIM B JAHHOM
aHaJM3e Ul ONPEIEICHHs €ro CIIOCOOHOCTH MHTHOMPOBATh PEIUIMKAINIO CYOTeHOMHBIX perumkoHoB HCV re-
Hotuma la (mramm H77), reHotuna 1b m Heckombkmx BapuaHToB reHotuma 1b (A156T, A156S, D168a u
V3oM).

Krnerounast TuHUSA, UCTIONB3yeMast IJIsl TOTO aHalM3a, TPeICTaBisuia co0oi kierounyro Jmauto ET, kire-
TOYHYIO JIMHHIO TenaTtoMsl yesioBeka Huh7, koropas comepkut cyorenomusiit permukoH HCV co crabuinbHbIM
TEHOM-PETopTepoM JTordepasbl U TpeMs allallTUBHBIMA MYTalUsIMH KIeTOYHOH KyibTypsl (luc-ubi-neo/ET).
I'en-penopTep monudepasbl NPUMEHSIOT B Ka4eCTBE KOCBEHHOTO mnokasarens pemtukanua HCV. C momomibsto
MPOTHBOBUPYCHOTO aHanu3a oreHku perwinkoHa HCV m3yuanu 3¢ ekt coequnenus mpu 6,5-log KOHICHTpa-
USIX KaKIOro coequHeHus. aTtepdepon ambda-2b denoBeka BKIIOYATH B KAYCCTBE COCAUHCHUS JIIIS TIOJOKH-
TenbHOro KOHTpos. CyOkoH(IoIHTHBIE KyIbTyphl THHUU ET BhIceBanmu B 96-IIyHOUHBIC TUIAHIICTHI M HA Clic-
IYIOIIHMHA JIeHb KJIIETKH TpaHCHUITUPOBAIN coequHeHrneM anti-miR-122 ¢ katnoHHBIM unuaoM. Kietkn oo6pabda-
THIBIH Yepe3 72 4, Korjaa KIETKH ObUTH Bce eme CyOKoH(IIoIHTHRIME. Y poBHU perumnkona HCV ompenensim
KaK aKTUBHOCTH Jrtorudepasbl, nomydeHayto Ha ocHoBe PHK perumkona HCV. ECs, (koHIIEHTpamusi, mpu KOTO-
poit Habmromamu 50% WHrHOMpOBaHMS) BEIYUCIUIM I Kaxkaoro reroruna HCV, u oHa mokaszana B Tabin. E.
Taxoke BRIMHCISUH HHIECKC M30MpaTenbHOCTH (Slsg, cootHOmenne ECs, perumkanuu Bupyca u ECs, nmpupoaHoit
IIUTOTOKCUYHOCTH), U OH TTOKa3aH B Tab. E.

Ta6mmua E. [IpotuBoBHpyCHast akTUBHOCTB coetHeHus 38649

I[lpoTUBOBUPYCHAaA VHOekKC
TenoTun HCV aKTUBHOCTE ECs¢ | M30MpaTeslbHOCTU
(uM) STIso
I'enmoTun 1lb HCV 57,8 HM 4,0
BapmaHT V36M renHotuna lb
139,6 uM >2,0
HCV
MyTaHTHEM Al56S HCV 45,9 uM 5,7
MyTaHTHEM Al156T HCV 26,7 HM 10,0
MyTaHTHEN D168A HCV 16,2 uM 12,0
TenoTtuna la HCV (mTamm H77) 14,1 uM 15,0

PesynbraThl aHaMM3a PEILTUKOHA MTOKA3BIBAIOT MPOTHBOBUPYCHYIO aKTHBHOCTh coeTUHECHUS 38649 mpoTuB
HecKoIbKuX reHoTurnoB HCV. IIpoTHBOBHPYCHYIO aKTHBHOCTH MOJ/ICPKUBANIM B TEUCHHE IIEPHOIa BPEMEHH, 32
KOTOpOE BBIMONHIN aHamu3 (18 mHei). AKTUBHOCTh coerHeHus 38649 mogo0HBIM 00pa3oM yCTOWYMBA K peri-
mukoHaM HCV, comepikammM MyTannu, KOTOpbIe, KaK W3BECTHO, YCTOWYHMBEI K ONPEACICHHBIM HHIHOUTOpaM
MpoTeas, KOTOpbIe Ha3HAYaroT 11 iedennss nHpexun HCV.

HccnenoBanus oIHOKpPaTHOM 10361 Anti-miR-122

Coenunenue 38649 TecTupoBanu B UCCIEAOBAaHUM OJHOKPATHOM 03Bl y MBIIIEH U1l ONpeAeIeHNs] Hadana
JICHCTBUS, MAKCUMAIIbHON NETIPECCHU MHIICHUA W TPOJOJDKATEILHOCTH JCHCTBUS MPH J103aX, HAXOMSAIIUXCS B
nmuamaszose ot 0,3 10 30 mr/kr. 13 3Toro ucciemnoBanus Takxe BEIYUCISUIH EDsy,.

Coenunenne Anti-miR BBOAMIM MHTPANCPUTOHEATBHO KaXI0W rpymme u3 5 mermei B no3ax 0,3, 1,0, 3,0,
10 n 30 mr/kr. B cimywae o3 0,3 u 1,0 rpymirs! >KMBOTHBIX YMEpIUBIUIM Ha aHU 3, 7 1 28. B ciayuae 103 3,0, 10 u
30 MI/KT TPYIIIBI )KHBOTHBIX YMEPIIBIUTH Ha aHU 3, 5, 7, 14, 21 u 2838649. Yposuu MPHK ALDOA B neueHu
3MepsuIH ¢ moMoInisio konudectBeHHO# I[P m cpaBrmBamu ¢ ypoBHsMu MPHK ALDOA B meueHu MbIIeH,
00paboTaHHBIX COJIEBHIM PACTBOPOM, JJIsI BEIYMCIICHHUS KpaTHOTO H3MeHeHus dkcnpeccun ALDOA.

Kaxk nmokazano na ¢ur. 1A, nepenpeccuro ALDOA Habmroganmm yxe Ha IeHb 3 U TOIIEPKABAU B TeUCHUE
28 nmHel mocie mo3upoBaHHs coenuHeHHS 38649. MakcuManbHYIO JASperpecCHi0 MUIICHH NOoCTHrain mpu 10
Mr/kr. EDsy 6,7 MI/KT BRIMHCIISUTH U3 TaHHBIX 1HA 7 (dur. 1B).

DU3UKO-XUMHUYECKHE XapaKTePUCTHKHU

OreHKa PU3UKO-XUMUYECKHUX XapaKTEPUCTUK MOXKET BKIIIOYATh H3MEPCHHUE YPOBHS BSI3KOCTHU IS OTIpEJic-
JICHUs, SIBIISICTCS JIM pacTBOp anti-miR mOAXOIAIIKM [T BBEACHUS MTOCPEICTBOM OMPEICICHHBIX TUIIOB apeH-
TEPaJbHOTO BBEJICHUS, HAIPUMED MOKOKHOTO BBEICHHUS; BEIYUCICHIE BPEMECHHU TIOTYKHU3HH anti-miR B meueHn
JUISL OIICHKHM YacTOTHI, IPH KOTOPOH coenuHEeHMe anti-miR-122 MOXHO BBOIHTH CYOBCKTAM-TIONAM; W aHAJIN3
METa0OIMUYCCKOW CTAOMIBHOCTH JJIS MACHTU(HUKAIIMK COCTUHCHHUS, KOTOPOS MOXKET MOIBEPIraThCs pacIiernie-
HUIO HYKJIea3aMHu.

MeTabonrueckyio CTaOMIILHOCTh OLEHUBAIM C TIOMOINBIO MHKYOWPOBaHWS coeAWHEHHWs anti-miR-122 ¢
JM3aTOM TI€YCHH OTJIMYHOTO OT YeNIOBEKa mpruMaTa. AKTHBHOCTH HyKJea3 B FOMOTEHATe TKaHW TEYCHH MOJ-
TBEPKAATIH C MOMOIIBIO IPUMEHEHUS ATAJOHHBIX OJUTOHYKICOTHIOB, KOTOPBIE BKIIOYAIN COCTUHEHUE C H3-
BECTHOH YCTOHYHMBOCTBHIO K aKTHBHOCTH HYKJIea3, COSAMHEHNUE, TYyBCTBUTEIHHOE K aKTUBHOCTH 3'-9K30HYKIIEa3 U
COEIMHEHHNE, YyBCTBUTEIBHOE K aKTHBHOCTH JHIOHYyKJIea3. CoeanHeHNe BHYTPEHHEro CTaHAapTa MPHUMEHSUIN
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T KOHTpoJs 3 dekTuBHOCTH IKCTpakimu. B MoMeHTH! BpemeHU 0 1 24 9 Ka bl 00pa3ell MoIBeprajid BbICO-
K03((PEKTUBHON KUIKOCTHOM Xpomarorpadun/BpemsnpoinerHoii mMacc-cnekrpomerpun (HPLC-TOF MS) mis
W3MEPEHUs [UTMHBI U KOJTMYECTBA OJIMTOHYKICOTHIOB. [IpOIeHTHYIO0 MO0 MOTEeph ONMpEAeIsuId IyTeM CpaBHe-
HUS KOJMYECTBA COCTUHEHUS MMOJIHOM IITMHBI B MOMEHTHI BpeMmenu 0 u 24 4. Coenunenus 38646, 38647, 38648,
38649, 38650, 38651, 38652, 38659 1 38660 mposBIIIH TPOLEHTHYIO 100 oTeph 10% wuiam MeHee B MOMEHT
BpemeHHu 24 4. Coemuaenne 38012 mposBIAIO MPOICHTHYIO IOJNIO MOTeph mpubmmsutensHo 50% B MOMEHT
BpeMeHH 24 4.

JlomomHUTEIRPHOE MICCIEI0BAaHNE OHOKPATHOM T03BI BEIMONHSIN Y MBIIICH JUIS OIICHKH IIEPHOAA TTOTyBHI-
BeAeHUs coeauHeHUs 38649. Ileproa moyBBIBEJCHUS W3 TICUCHH IO OICHKAM JOJDKEH OBUT COCTABIATH IO
MEHBIIIEH Mepe JIBe HeJIeINH.

Be3onacHocTn

Jlns onpeneneHus pa3IndHbIX MapaMeTPOB OC30MACHOCTH y TPHI3YHOB BBIMIOJHSIIA HCCIIEOBAHUE in VIVo
JUTSL OTIPEICIICHHBIX COCAMHCHUM, OMUCAHHBIX B JJAHHOM JIOKYMCHTE, JUIS OICHKHU MOTCHIMANA COCTUHCHUS IS
BBI30Ba IIPOBOCHAIUTEIHHOTO O0TBeTa. OmpenersieMble mapaMeTphl BKITFOYATH U3MCHCHHS MacC OPTaHOB, TAKUX
KaK Macca Ccele3eHKH W Macca TIeUYeHHU, U IKCIPECCHI0 HHTEePPEpOH-HHIYITHOETbHBIX TeHOB, Taknx kak IFIT u
OASL, B medenu. Taxke OIeHWBaNIM XUMHYECKHE COCTaBBI CHIBOPOTKH. [|OMIONHHUTENBHO I ONpEAETICHHBIX
COEIITHEHHUH OICHUBAJH ITapaMeTpsl OE30MaCHOCTH y OTIIMYHBIX OT YeJIOBEKa MPUMATOB M BKIIIOYAIN TeMaTOJIO-
THYECKUE KOHEYHBIEC IMOKAa3aTeNll, XUMHYECKIH COCTaB CHIBOPOTKH, MAacChl OPTaHOB, KOArylIHpOBaHHUE, aKTHBa-
IIUIO KOMIUIEMEHTA, I3MEHEHHUS YPOBHEH ITUTOKWHA/XEMOKHHA M SKCIIPECCHIO TPOBOCTIATHTEIHHOTO TeHa.

[TocKkoNBKY TeCTHPOBAHHBIE COCIMHEHHS MPOSBILLIN HEKOTOPYIO H3MEHIHBOCTH CPEIU OIICHHBACMBIX Ma-
pameTpoB 0e30IacHOCTH, OBUIO YCTaHOBIICHO, YTO HECKOJIBKO COCAMHEHNH, BKIIoYas coeanHenne 38649, nmeror
0CcO0CHHO TOAXOASAIINE TPOPHIH OE30TTaCHOCTH.

[Mpumep 2. KonbrorupoBaHuble MOANGMUINPOBAHHBIE OJUTOHYKICOTHABI anti-miR-122

MoanpuurpoBaHHbIE OJMTOHYKJICOTHIB! anti-miR-122 konbrormpoBanu ¢ GalNAc-conepxammm ¢par-
MEHTOM JUTS OTIPEICIICHUS, OYJICT JIM KOHBIOTHPOBAHUE YIIYYIIATh AKTHBHOCTD OJTUTOHYKJICOTHIOB.

GalNAc-conepkaniiue coeMHeHNUsT 00pa30BBIBAIM ITyTEM KOHBIOTHPOBAHHS CTPYKTYpHl Ha ¢wur. 2 ¢ 3'-
KOHIIOM MOJIU(UIIMPOBAHHOTO onuronykieotuna 38649. Cesazp mexny GalNAc-comepkaniyuM (GparMeHTOM U
3'-koHniom 38649 u3MeHsuH, Kak moka3ano B Tabi. F-1. Hampumep, B coennnenun 38368 GalNAc-comepxamuit
(parMeHT SABJISETCS HEMOCPEACTBEHHO CBSI3aHHBIM C 3'-KOHIIEBBIM HYKJIe03uaoM 38649 ¢ momompto hochoan-
a¢dupHOI cBsA3H, Kak moka3zaHo Ha ¢wur. 3C, rae X mpeacraBiseT coboit pochoamdupHyro cBs3s, 1 MO npen-
craBisier cobori coenmuenne 38649. B coegunennn 38458 GalNAc-comepkaniuii ¢pparMeHT CBs3aH ¢ 3'-
KOHIIEBEIM HyKJIeo3uaoM 38649 mocpenctBoM [B-D-me30KcHHYKICO3Huaa, ¢ MOMOIIBI0 (POChOTHOATHOH CBSI3N
MEXAy 3'-KOHIEBBIM HykieosuaoM 38649 wum ¢ momompio  Qochoamdduproit  cBsizu  mexay [-D-
ne3okcunykineosnnom u GalNAc-cogepkamuM (pparMeHToM, Kak Mmokazano Ha ¢ur. 3A, rae X, mpeacTaBisier
coboit pocdoTnoaTHyIO CBsI3b, M paBHAeTCH 1, Ny, mpeacrapisietr coboit -D-ne30kcuHykneo3unn, X, mpeacTas-
nseT coboit hocomuddupHyto cBsa3b, 1 MO nipenctasiset coboit coequaenne 38649.
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Tabmuna F-1. GalNAc-conepskaiye coeTMHEHUs
N coemuHeHMA CTpyKTypa COeOMHEeHUA

CrpykTypa III Ha durype 3C, rme X
38368 nopencraBjageT codoit bochommsdmpHyo CBASL, U

MO mpencraejsgeT coOoil coemmHeHue 38649

Crpykrypa III Ha ¢urype 3C, rme X
38371 opencTaejgeT coboi pochoTmoaTHy® CBA3L, U

MO mpencraBjsgeT coOoif coenmHeHMe 38649

CrpykTypa 1 Ha ¢urype 3A, roe X
opencTaBjsgeT coboi dpochoTMoaTHY CBA3L, M
paBHsercsa 1, N, OpencraBisgeT coboit B-D-

38458 ; Ng B
Oe30KCUHYKIJIeO3UI, X, NpelcTaBideT cobol
dochpommsdupHyo cBA3bE, M MO HpencTaBjdeT

coboli coenuHeHMe 38649

CrpykTypa 1 Ha ourype 3A, Tme X;
IpencTaBaseT codoi dpochommsdMpHYO CBASL, M
paBHseTcs 1, N, npemcrassiser coGoi fB-D-
38459
HOe30KCHMHYKJleo3un (dA), X; INpencTabBgeT
coboit pochomm=oupHy® CBSA3L, ¥ MO

IpencTaBjseT Cco0OM coeluHeHMe 38649

CTpykTypa 1 Ha ourype 3A, rToe Xz
IpencTaBjgeT cobod dochoTHMOATHYI CBA3L, N
paBHAeTca 1, N, npencraejgeT coboit 2'-0-
38597 .
MeTOKCUSTMIIHYKJIEO3MI, X. INPeNcTabBJgeT CoDOM

dochonmusdupHyr CBA3L, M MO OpencTaBJIfAeT

coboll coenuHeHMe 38649

CrpykTypa 1 Ha ¢urype 3A, roe X;
npencTaBygeT cobor GoCchoTHOATHY CBA3L, N
38598 paBHgeTcsa 1, N, mpemncrapiaseT coboit Xy

IpencTaBjaseT codoi dpochommsdmpHy CBASL, U

MO nmpencTabjydeT coboif coenuHeHMe 38649

GalNAc-KOHBIOTHPOBaHHBIE MOIM(PHUIIMPOBAHHBIE OJUTOHYKICOTHIB! OLICHMBAIN B OTHOIICHUH aKTHBHO-
CTH in Vivo, BBICBOOOXKICHUS HEKOHBIOTMPOBAHHOTO MOIM(HIMPOBAHHOTO osMronykieotnaa nz GalNAc-
KOHBIOTUPOBAHHOTO MOJU(UIIMPOBAHHOTO OJIMTOHYKJICOTH/Ia U KOHIICHTPALMU B IICUYCHH M TKAHSX.

HccnenoBanusi B OTHOIIECHUH aKTHBHOCTH MIPOBOJAMIIM B COOTBETCTBHHU C IIPOTOKOJIOM, UCTIOJIB3YEMBIM JUIS
OLICHKH HEKOHBIOTMPOBAHHBIX MOAN(HUIMPOBAHHBIX OJUTOHYKJICOTHIOB, ONMCAHHBIX Bbime. CoeMHEHNEe UHB-
SIMPOBAJIM MBIIIIaM U Ha JIEHb 7 ONpEAessUI aKTUBHOCTS in vivo myTeM u3Mmepenus aepenpeccunt ALDOA. [lo-
3MPOBKH KOHBIOTMPOBAHHBIX COEMHEHNI 0003HAYAIOT JO3UPOBKH BBOJMMOTO MOJU(UIIMPOBAHHOTO OJIMTOHYK-
JICOTHIA.

Kax mokazano Ha ¢ur. 4, KaXIelii U3 Tpex TecTupoBaHHBIX GalNAC-KOHBIOTHPOBAHHBIX MOIUMHUITUPO-
BaHHBIX OJIMTOHYKJICOTHIOB OBLI OoJiee CHIBHBIM, YeM HEKOHBIOTMPOBAHHBINH MOIM(DUIINPOBAHHBIA OJUTOHYK-
neotun. CoenuHenust 38368 u 38371 nposABIISUA TIOBBINIICHUE aKTUBHOCTH MPUOJIN3UTEIHHO B 3 pa3a 1Mo OTHO-
MICHUIO K HEKOHBIOTUpOBaHHOMY 38649 (¢ur. 4A). Coenunenus 38458 u 38459, xaxmoe U3 KOTOPBIX COIEPIKUT
CBs3yIOIIyIo Tpymnmy [-D-ne3okcupuboHykiIeo3naa, MposSBIUIN TMOBHIIICHAE aKTUBHOCTH 10 MEHBINEH Mepe B
10 pa3 (¢pwur. 4B). Coenunenus 38597 u 38598, kaxkmoe U3 KOTOPBIX COAEPKHUT CBSA3YIONIYIO Ipymmy 2'-caxapa,
TaKoKe MPOSIBIISUTM MOBBIIIEHUE aKTUBHOCTH 110 MeHbIeil Mepe B 10 pa3 (¢ur. 4C). B nononHUTENBHBIX HccIe-
JIOBaHUSIX TOBBINICHHS aKTUBHOCTH 110 20 pa3 HaOmronanu s coenuHenuid 38459, 38458, 38597 u 38598.

JIoNOTHUTENBHBIN S9KCIIEPUMEHT TIPOBOJIMIIH JUISl BKJIIOUEHUS O0Jiee IIMPOKOTO IMana3oHa J103 COSANHEHUS
38459. Coenunenue 38459 (n=6) nnn coenrHenue 38649 (n=3) BBOJWIM MBIIIaM U Yepe3 CeMb JHEH M3MEpSIH
ypoBH ALDOA B neueHu U ypoBHH XOJIECTepHHA B KpoBH. Breruucnsuu cpennuil yposenb ALDOA u ypoBHH
XOJIeCTepHHa, KOTOpHbIe 1oka3ansl B Ta0i. F-2. Kak mokaszano B Ta0u. F-2, oqHOKpaTHas 1MOIKOKHAS 1032 COCIH-
HeHust 38459 mposBisUIa YBEIWYCHHYIO aKTUBHOCTH 10 OTHONICHHUIO K HEKOHBIOTHPOBAHHOMY COCIUHEHHUIO
38649, B otHOmIeHNHN yBenudeHus ypoBHe ALDOA 1 CHIKEHHS YpOBHEH XonecTepruHa. B aToM skcriepruMenTe
BeIUKCIIeHHOE 3HaueHne EDs, mis coeannenus 38459 cocrasisuio 0,19 Mr/kr, u BeruncieHHoe 3HadueHne EDs,
Jutst coenuaeHns 38649 cocraisuio 3,5 Mr/kr (OTIIMYHE aKTUBHOCTHU B 18 pasz).
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Tabnuna F-2. YBenndeHHass aKTHBHOCTh KOHBIOTHPOBAHHOTO COCMHEHUS anti-miR-122

ALDOA
XoJjecTepuH

CoeOMHeHNUE Iosza KpaTHO®E
™I/ 0J1

M3MeHeHue
1,0 Mr/xrU 1,2 100,2

38649
3,0 Mp/kD 2,2 81,2
(HEKOHBOTVPOBAHHEI )
10 mMr/KrU 3,3 73,4
0,03 Mr/xrU 1,1 95,4
0,1 Mr/xrm 1,7 84,4
38459 (GalNAc- 0,3 Mr/xrm 2,8 74

KOHBIOTUPOBaHHEI) 1 Mr/krm 3,5 59,2
3 Mr/Kr 3,8 61,8
10 Mr/Kr 3,8 61,4

Taxxe m3Mepsn KOIHYECTBO HEKOHBIOTMPOBAHHOTO MOAW(HUIMPOBAHHOTO OJWTOHYKJICOTHAA B TKaHH
TIEYCHH 1 TIoYeK depe3 7 JTHEH mociie OJHOKPAaTHOM MOAKOKHOU 036l coenuuenuit 38368 n 38371 npu no3ax 1 u
3 mr/kr u coequaenuit 38458 u 38459 npu no3ax 0,3, 1 u 3 mr/kr. Kaxxasiii ob6pa3zerr moaepraiu BEICOKOIPdek-
THUBHOM >KMIKOCTHOM Xpomartorpadun/BpemsinposnerHoii macc-cnekrpomerpun (HPLC-TOF MS) ms uzmepe-
HUS JUTUHBI U KOJIMYECTBA OJIMTOHYKIICOTHI0B. HikHui mpenen konmdectBeHHoro onpeaencuus (LLOQ) ¢ mo-
MOIIBIO 3TOT0 crocoba coctasisit 0,2-1,0 MKT/T.

Bruto obHapyxkeno, uto GalNAc-KOHBIOTHPOBaHHBIC MOTU(PUIIIPOBAHHBIC OJUTOHYKJICOTHUIB UMCIOT pas-
JIMYHBIC CKOPOCTH 00pa30BaHWs HEKOHBIOTHPOBAHHOTO MOIM(DHUIIMPOBAHHOTO OJUTOHYKIeOTHAA. Hampumep,
nocye BBeAcHUs coenuHeHus 38368 menee yem 10% coenmuenus 38649 (HEKOHBIOTHPOBAHHBIA MOAUGUITHPO-
BaHHBIM OJMUTOHYKJICOTH) OOHapyxuBaiu B medueHu. [locie BBenenus coeamnenus 38371 coeaunenne 38649
He 0OHapYKWBaJM B IEYSHH TpH JIt000i 1o3e coeauaenus 38371. Hamportus, uyepe3 7 AHEH MOCIe MOIKOKHOTO
BBeJleHUsT coequHeHus 38459 emuHCTBEHHBIM OOHApPYKMBAEMBIM BHIOM HEKOHBIOTHPOBAHHOTO MOAUMDUIINPO-
BaHHOTO OJHMTOHYKJIeoTHa ObuT 38649; ncxomHoe coenuuenue 38459 ne oOHapyxuBanu. [Tociie BBemeHUs CO-
enuHeHns 38458 HEKOHBIOTUPOBAHHBIN MOTU(MUITMPOBAHHBIN OJUTOHYKJICOTHI OOHAPYKUBAIIM B IBYX (hOpMax:
38649, a taxxe 38649-PO-A (metabonut coequnenus 38458). Dtor MeTabonuT 0OHapy)HUBanu npu OoJiee BbI-
COKHX YPOBHSX, UeM HEKOHBIOTUPOBaHHBIN 38649.

Taxxe M3MepsUIM KOJHYECTBO HEKOHBIOTHPOBAHHOTO MOIH(DHUIIMPOBAHHOTO OJUTOHYKJICOTHIA B TICUCHH
yepe3 24 yaca mociie OJHOKPATHOMN MOAKOXHOM 103k coequaeHuit 38458 u 38459 npu mo3ax 0,3, 1 u 3 mr/kr.
VYposens anti-miR m3mepstimu npu nomoum LC-TOF. Huwkauit npexen konnaectseHHoro onpenenenus (LLOQ)
¢ TIOMOIIBIO 3TOTO crmocoba coctanisit 0,2-1,0 mxr/r. HaGmonanu, 9To mociie BBeaeHus coenuuenus 38459 90%
OT 00IIero KONMM9YecTBa COCTUHECHNS, MPUCYTCTBYIONIETO B TIEYCHH, COCTABIIIO HEKOHBIOTHPOBAHHOE COCIIHE-
uue 38649. [locne BBeaeHns 38458 mpubmusnutensHO 46% OT 00IMIET0 KOINYECTBA COCTMHEHNUS, IPUCYTCTBYIO-
IeTO B MEYEHH, COCTABIUIO HEKOHBIOTHpOBaHHOE coenuHeHne 38649. TakuMm o0pa3oM, HEKOHBIOTHPOBAHHOE
coenuHeHne 38649 OpIcTpee BHICBOOOXKIAIOCH U3 coequHeHus 38459, yem u3 coenunenuns 38458. DTu naHHbIe
MO3BOJISIIOT TPEATIONIOKUTH, YTO Ha METa00IH3M KOHBIOTHPOBAHHOTO COSIMHEHHS OKAa3bIBACT BIHMSAHUE IIPHCOE-
TUHEHUE MEXy JTMHKEPOM U MOAUDUIIPOBAHHBIM OJIUTOHYKJICOTHIOM.

ONHUrOHYKIICOTUIBI, KaK MPABWIO, HAKATUIMBAIOTCS B CAMBIX BBICOKHX YPOBHSX B TKaHH TIOYEK, a 3aTEM B
TkaHu nieueHu. [y onpenencuus, sBisuics i GalNAc-KOHBIOTAT TPUYNHOW MU3MEHCHHS HAKOTUICHUS COCIMHE-
HUS B TKaHH MEYCHU MO CPABHEHUIO C TKAHBIO MOYEK 10 OTHONICHHIO K HCKOHBIOTHPOBAHHOMY COCTUHCHUIO,
KOJIMYECTBO HEKOHBIOTHPOBAHHOTO 38649 Takke M3MepsIM B TKaHU MmoueK. Kak omucaHo BIIIE, IOCE BBEIC-
Hus coenuHeHns 38459 100% ot o0riero KoJM4ecTBa COCANHCHHS, OOHAPYKCHHOTO B IEYCHHU, COCTABIIIT HE-
KOHBIOTUpOBaHHbIH 38649, yka3piBasg Ha noiHoe BbicBoOOXKneHHE 38649 m3 GalNAcC-KOHBIOTMPOBAHHOTO CO-
ennuennd 38459. [Tocne BBeneuns coequaennst 38459 coeqnnenne 38649 MeHbpIe HAKAILUIMBAIOCEH B IIOYKAX 110
CPaBHEHHIO C TEYCHBIO (T.€. MPOSBISUIO OoJiee HU3KOE COOTHOIICHUE MMOYKH:NIEUEHB) MO0 OTHOIICHHUIO K HAKOII-
nenuro coenuHeHust 38649 mocie BBemeHus coenuHeHHs 38649. Takum oOpazoM, coenauHenue 38459 moxer
MIPEUMYIIIECTBEHHO 00eCTIeUnBaTh TOCTaBKY coenquHeHus 38649 B niedeHb MPY MUHAUMM3AINH JTOCTABKU B TIOYKH
0 CPAaBHEHUIO C HEKOHBIOTUPOBAHHBIM 38649.

Hadano u mpomomKuTeNbHOCTE NeiicTBrs coenuHeHus 38459 oleHMBamM B MCCIEIOBAaHUY in vivo. ['pyn-
1aM MBIIIEH NaBainy oJHOKpaTHYIO moakoxHyro (SC) no3y coequnenns 38459 npu 0,1, 0,3, 1 u 3 mr/kr. lomosn-
HUTEJILHOHM TpyIe Mbleid BBoguian coenuHenue 38649 npu nose 10 mr/kr. ['pynmy XKMBOTHBIX, ITO/1aBaB-
IIYIOCS KaXKI0H 13 00paboTOK, YMEPIIBILSLIN HA KaXKIbId U3 qHed 1,2, 3,4, 5, 6, 14, 21, 28 u 56. PHK Boiaensum
u3 neuenu u yposHu MPHK ALDOA wusmepsnu ¢ nomouisto I[P B peansHOM BpeMeHH. Beruucnsnu cpeanee
3HaueHue ypoBHsI ALDOA nns xaxpoil rpynmel. KpaTHoe W3MeHeHHe 0 CpaBHEHUIO C KOHTPOJIBHOM Ipynmoi
(PBS-o06paboTrannbie) mokazaHo B Tadi. G.
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Tabnuna G. Hauano u mpooJKUTEIBHOCTD ASUCTBUS coequHeHus 38459

KpaTHOe m3aMeHeHMe ypoBHA ALDOA
IHm nocJe
38459 38459 38459 38459 38649
OIOHOKPAaTHON!
3 mr/kr | 1 mr/xr | 0,3 mo/kr | 0,1 mMp/xr | 10 MO/KTD
SC-mosH
1 4,9 3,6 1,7 1,4 2,2
2 4,2 3,2 2,4 1,4 4,7
3 4,4 4,6 3,5 1,6 3,4
4 5,1 4,9 3,3 2,2 4,6
5 59 4,9 3,9 2,1 4,5
6 5,1 4,5 3,2 2,2 3,6
14 4,8 4,3 3,4 1,7 3,1
21 59 4,9 4,0 2,2 3,6
28 4,8 4,17 2,9 2,0 4,2
56 5,6 4,6 2,6 1,7 3,2

Jannbie B Tabn. G mMoka3bIBaIOT, 4TO coeauHeHue 38459, a Takke coeaunenue 38649, nMeroT OBICTPOC Ha-
yaso JecTBus, 0 ueM cBuaerenbcTByeT aenpeccuss ALDOA yxe depe3 1 neHb mocine oJHOKPATHOW A03bI CO-
equHenns. Kpome toro, aepenpeccruio ALDOA momiepXuBajin B TCUSHUE 110 MEHBIIEH Mepe 8 Heaenb mocie
OJTHOKPATHOH O3Bl COSTNHECHHUSI.

OTH naHHBIe TOKa3bBaroT, 4To GalNAc-koHBIOTHpOBaHHOE coemuHeHue 38459, koTopoe SBISAETCS IO
MeHbIel mepe B 10 pa3 Oosiee CHIIBHBIM, YeM HEKOHBIOTHPOBAHHOE coequHeHne 38649, mocTuraeT 3Toi aKTHUB-
HOCTH TIPU CYIIECTBEHHO OoJjiee HM3KMX KOHIICHTPANMAX B TKAHU MEUEHH, C MPEANOYTHTEILHON ITOCTaBKOIl B
TKaHb neueHu. Kpome Toro, coenuuenue 38459 mposBiser ObICTpoe HAYAIO ACUCTBUS U MPOJOJKUTEIHLHOCTD
JIEHCTBUS IO MEHbBIIEH Mepe 8 Helleb.

Taxxe TectupoBanu LNA-coaepkamire HEKOHBIOTHPOBAHHBIC 1 KOHBIOTUPOBAHHBIC MOIH(DHUIINPOBAHHEIC
OJIUTOHYKJICOTHIBI, IIOKa3aHHbIC B Ta0. H.

Tabmmua H. LNA-conepsxaiie coeanHeHUs

SEQ
CTpyKTypa ID
NO
36848 CrCALTTGLTLCACIACLTC1Cr, | HEKOHBIOTUPOBAHHE 7
KOHBIOTUPOBaHHHM,  Kak
B CTPYKTYpe IIT
OUTYPH 3cC, roe X
npencTasyiieT coGont
PO, m MO npencraBiigeT
cobor 36848
KOHBIOTMPOBaHHEN, Kak
B CTPyKType I QUIYPH
3A, rne Xz
npencraeaseT cobomn
dbochonusdUpHY CBA3b,
m paBHAeTCH 1, N
36632 CLCALTTGLTL.CACLACLTC.C, | mpencrabBngeT coGoit P- 7
D-[e30KCUHYKIICO3U
(dA), X; mpencrasiser
coBoit  dochonnsdMpPHYO
CBABL, n MO
npencraeasaeT cobon
coenuHeHue 36848

e TNlocnenoBaTeILHOCTD
coenmHeHus | (5'-3") m MommpmMKaLUM

36852 CLCALTTG, T, CACAC,TC.Cy

Caxap u (hparMeHTHI CBsI3U 0003HAYAIOTCS CIIELYIONIMM 00pa3oM: HYKJIEO3HIbl 03 IOCIeIyIOero HUX-
HEro MHAeKca 0003Ha4yarT [-D-1e30KcHpHOOHYKIC03HIbl; HYKICO3UIBl C MOCIEAYIOIUM HIDKHUM HHIEKCOM
"L" o6o3nauyaror LNA-HyKI€03UIbl M KaXXOas MEXKHYKIICO3HUIHAS CBA3b MpeCTaBisieT co0oil hochoTHoaTHyIO
MEXKHYKJICO3UIHYIO CBA3b.

Coenunenns 36848 n 36852 TecTHpoBaiy 0 aKTHBHOCTH in ViVO B COOTBETCTBHH C TEM K€ TIPOTOKOJIOM,
KaK OIMCAHO BBIIIE, JUIS OLIEHKH CIIOCOOHOCTH COEIMHEHNH MHTMOMPOBaTh aKTUBHOCTH MiR-122 1 noBbImeHue
skcnipeccun ALDOA. TlockosbKy KaxJ0€ COCIMHEHHE ITPENCTaBIsUIO cO00H CHIbHBIA MHruouTop miR-122,
GalNAc-koHBIOTHPOBaHHOE coepnHeHne 36852 mposBisio OONBUIYI0 aKTUBHOCTh, YEM HEKOHBIOTMPOBAHHOE
coenuHeHne 36848 (mpuOIM3UTENHLHO B 3 pa3a OoJIbIIIe).

Coenunenne 36632 Taxke TECTUPOBAIN B OTHOIIEHUH aKTUBHOCTH in VivO B UCCJICIOBAHUH BBEICHHUSI OJI-
HOKPATHOM MTO3BI, CIIEAYs TAaKOMY K€ TIPOTOKOJY, Kak OMHMCaHo BhImIe, pu mo3ax 0,03, 0,1, 0,3, 1,0, 3,0 u 10,0
mr/kr. Coennaenune 36632 neMOHCTPUPOBAIO KpaTHbIe yBenuuenus sxcnpeccun ALDOA 1,6, 2,7, 3,7, 4,3, 4,7,
6,0 COOTBETCTBEHHO, 10 OTHOIIEHUIO K PBS-06pabotanHomy kouTpomo. Coennnenue 36848 npu mo3zax 1,0, 3,0
1 10 MI/KT IpUBOIMIIO K KpaTHBIM yBesmueHusM skcpeccnn ALDOA 1,6, 2,5 u 5,3 coorBercTBeHHO. Ha ocHo-
BaHUM CPaBHCHUsS coequHEHUs 36632 ¢ coenuHeHrneM 36848 BBISBIIIN MOBHIIICHUC aKTHBHOCTH MPHOJIA3HUTEIb-
HO B 30 pa3 A KOHBIOTUPOBAHHOTO COEIUHEHUS 10 OTHOLICHHUIO K HEKOHBIOTUPOBAHHOMY COEJUHEHUIO.
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[Tpumep 3. Mogens napexmn HCV Ha Mpimm

B cBs3u co crieunguuHOoCTEIO X03stMH-TtatoreH HCV MoxkeT nHPHUIMPOBATh TONBKO JIOJEH M IIMMITaH3e.
CoOTBEeTCTBEHHO, 00JIee MENKHE BHIBI, TAKHE KaK MBIIIb, KOTOPYIO, KaK MPABUIIO, HCIOIB3YIOT LIS SKCIIEPH-
MEHTAJBHBIX UCCIIENOBAHMH in vivo, Henmb3s nHpumposate HCV ans tecTHpoBaHns KaHAUJATHRIX CPEACTB IS
nedenus nHekmun HCV. Jlnsa pemeHust 3Tol mpoOIieMbl MOKHO HCTIOIh30BaTh MOJIEITM XUMEPHBIX MBITIECH ¢
YeJI0BEUECKOM MeYeHbIo (cM., HanpuMep, Bissig et al., Proc Natl Acad Sci US A, 2007, 104:20507-20511; Bissig
et al., J Clin Invest., 2010, 120: 924-930). B aToif MOfen B NMEYCHH UMMYHOISHUITUTHBIX MBIIICH BXKUBISLIA
TeTaTONUTHl YeJIOBEeKa, IPUBOAS K 0Opa30BaHUIO XUMEPHOW MEYEHH, B KOTOPOH OONBIIMHCTBO TEIaTOIUTOB
SBJISIIOTCS TENAaTOLUTaMH YesioBeka. Mprmeii 3atem nHbuuupoBan HCV 1 00pabaTsiBaiy cpecTBaMU NPOTHUB
HCV. Ora Mmozens Ha MBIIIM KOMMEPYECKH AOCTYITHA OT, HanpuMep, PhoenixBio.

Coenunenus anti-miR-122 TecTupoBainy y MbIIIeH ¢ XUMEPHBIMHU IIEYCHSIMH YeJIOBEKa, KOTOpPbIE HH(PUIIN-
poBaimm HCV. I'pynmsl sxuBOTHBIX (n=5-10) moiydann oJHy WIM HECKOJBKO JI03 coequHeHus anti-miR-122, Ha-
HpUMep, P J103€, YCTAHOBJIEHHOH B CXeMe JIeUeHUsl nccienoBanus. s ¢papMakoOKMHETHYECKUX aHAJIM30B U
m3mepenus yposueit PHK HCV masmy coOupanyu B pa3inniHble MOMEHTHI BpeMeHHU. TKaHb nedeHn codupany,
KOTJ]a MCCJIEOBAHIE 3aBEPIIAIOCH.

B HekoTOpBIX BapuaHTaX OCYIIECTBICHHsS WHTHOMpoBaHWe mMiR-122 moaTBepmamu MyTeM H3MEpEeHHS
ypoBHelt MPHK ALDOA denoBeka. M0OXKHO MPEATIONOXKHUTH, YTO BBEJICHNUE COeAMHECHHS anti-miR-122 cHuxkaet
ypoBar PHK HCV B CBIBOpOTKE MBIIIH.

[Tpumep 4. Camxkenue ypoass PHK HCV B otBeT Ha mHTHOMpOBaHue miR-122

Mopens XUMEpHBIX MBIIIEH ¢ 9eTIOBEYCCKOM TIEUCHBIO MPUMEHSIIH IS OIICHKH () (HEeKTOB HHTHOUPOBAHUS
miR-122 nHa neneByro skcnpeccuro rera miR-122 u tutp Bupyca HCV.

MbIH ¢ XMMEPHOIi Ie4eHbI0 Ye/I0BeKa

D¢ dexTsl nHrHONpoBanus MiR-122 Ha HKCIIpeccHIo ENIEeBOro T'eHa OLEHUBAIH Y MBIIIEH ¢ XUMEPHOH Tie-
4yeHpIo yenoBeka 0e3 uadekuu HCV. I'pynmer Mereit (n=6) o0padateiBamu ogHOKpaTHOH no3oi PBS, 0,3, 1,0,
3,0 mim 10 mr/kr coenuuenus 38459. Uepes 7 aHeid nociie IeueHNs HCCIIEA0BaHNE MTPEKPALIAI U TKaHb IEYCHH
cobupanu s u3MepeHus ypoBHs dkcnpeccud ALDOA 1 KOHIEHTpalliu COeAMHEHUS B TKanu. Y poBHU MPHK
ALDOA 0buti yBeNTWYCHHBIMH 110 oTHOMEeHUIO K ypoBHSIM MPHK ALDOA y PBS-06paboTaHHBIX MBIIIEH, Of-
Hako aepenpeccus dkcnpeccun ALDOA Oputa B 3-5 pa3 MeHbIle, ueM HaOJrronaeMasi y MBIIIEH TUKOTO THIIA.
VYposuu coenuaeHns 38459 ObUTH TPUOIU3UTEIHEHO B 3 pa3a HUKE Y MBIIIEH ¢ XUMEPHOH TIEUEHBIO 110 OTHOIIIE-
HHUIO K KOHIEHTPAIXAM y MBIMIEH TUKOTO THUMA. DTH HAONIOJCHHS COTIACYIOTCS CO CHIDKEHHOH IKCIpecchueit
acuayiormukonpoTenHoBoro pementopa (ASGPR) y MpImedt ¢ XuMepHOH MeYeHbI0 YelloBeKa M0 OTHOIICHHUIO K
MBIIIaM JUKoro Tuma. ITockonbKy HaKOIUIEHHE COSIUHEHH B KJIETKE MEUeHH 3aBUCHUT OT noriommenus ASGPR,
cHrmkeHHast skcnpeccuss ASGPR, kak oxumaercs, OyneT NpUBOIUTH K CHIDKEHHOMY HakoruteHmio GalNAc-
KOHBIOTUPOBAHHOTO MOAN(DHIMPOBAHHOTO OJMTOHYKJICOTHIA M, BCICICTBUE 3TOTO, CHHKEHHOH UyBCTBHUTEIb-
HOCTH K cIOcOOHOCTH coenmHeHust 38459 nepemnpeccupoBaTh SHAOTeHHBIE MHUIIeHM miR-122, takue xak AL-
DOA. CooTBeTCTBEHHO, MOJIEIIb XUMEPHBIX MBIIIEH C YEIOBEUECKON MEYEHBIO MOKET NPUOIM3UTEIBHO MTPOTHO-
3UpOBaTh aKTUBHOCTB coenuHenus 38459 y cyobekra, rae nojepxkuaercs skcnpeccust ASGPR.

[IpenBapuTensHble AaHHBIE CBUACTENBCTBYIOT, 4TO 3Kcmpeccuss ASGPR mopmepkuBaeTcs Ha TeX xKe
ypoBHsx B nedeHax HCV-uHUIIMPOBaHHBIX TAIIMEHTOB 10 OTHOMIEHHIO K nedeHsM HCV-nenHpuIupoBaHHBIX
CyOBEKTOB.

Jleuenue HCV-uH(pUIIUPOBAHHBIX MbIIIIEH ¢ XUMEPHOii eYeHbI0 YejloBeKa

Coenunenns anti-miR-122 tectupoBanu B Moaenu nHpeknni HCV Ha XUMEpHBIX MBIIIAaX ¢ YeJI0BEUECKOH
NeYeHplo. B niedeHn nMMYHOIe(UIMTHBIX MBIIICH BXKHMBIISUIM T€NAaTOLUTHI YeJI0BeKa, IPUBOIS K 00pa30BaHUIO
XMMEpPHOH MEeYeHH, B KOTOPOH OOJBIIMHCTBO IeNaTOMTOB SBIISUINCH TeNaTONNTaMH denoBeka. [Ipuonusuress-
HO uepe3 3,5 HeJenb 1OC/e HHOKYIHpoBaHHs resotunoM la HCV mbumn ¢ yposaem PHK HCV > 1x10° ko-
TIUE/MIT OTOMPAIH [T BKIIIOYCHUS B 3TO UCCIeAOBaHME (ICHb -7).

JIyisl HeAEIBHOTO HMCCIICAOBAHUS TPYIIy U3 3 JKUBOTHBIX 0OpabaThlBaiy OIJHOKpaTHOW m030# 10 Mr/kr
38459 na nenp 0. KpoBb cobupanu Ha nuu -7, 0, 3 u 7. MccnenoBanue mpekpamany Ha ACHb 7, KOTAa B JIOTIOJ-
HEHUE K KPOBU COOMpaH TKaHb MEYCHHN M TKaHb rmodek. B arom uccnenoBannu yposan PHK HCV cuHmxkanu Ha
man 3 u 7.

g nccnenoBaHUs B HECKOIBKO HEETh KKIYIO TPYMITY U3 5 )KHBOTHBIX 00pabaThIBaJIM CIEIAYIOIINM 00-
pazom: PBS (n=5); 3 mr/kr 38459 (n=5); 10 mr/kr 38459 (n=4-5) nmm 30 mr/kr 38459 (n=4-5). JlOoMOIHUTENb-
HYIO TPYIITY >XHBOTHBIX 0OpabarbiBasm 10 MI/Kr HEKOHBIOTHPOBAHHOTO coenuHeHUs 36848 (n=5). JleueHnue
TIPOBOJIVIIM B BUJIE OJTHOKPATHON TIOAKOKHOW MHBEKIMY B ieHb 0. KpoBh cobupamu va nuu -7, 0, 3, 7, 10, 14, 17, 21,
24,28 u 35. Yposaun PHK HCV B kpoBu m3mepsiimm ¢ momoisio [11[P B peansHOM BpeMeHH B COOTBETCTBUH C 00bIY-
HBIMH CIIOCO0aMHM, KOTOpbIe TToKa3aHb! B Ta0u. I. Ecim He yka3aHo MHOe, Kaxmas TpyIna JISYeHUs! coaepkaa 5 Ku-
BOTHBIX. Kak mokazano B a0 I, ypouun PHK HCV 0Obin 3HauUTENEHO CHIDKEHBI YK€ Ha JIeHb 3 B Tpynmnax, oopa-
6otannbix 10 mwm 30 mr/kr coemuuaeHns 38459, CHIDKCHHE KOTOPOH TOISPKUBAJIH TT0 MEHBIIIEH Mepe Io JICHb 35.
CTaTUCTHYIECKYIO 3HAUMMOCTh BRIYUCIISLIH C TIOMOIIBIO 2 criocoOoB aHanmim3a ANOVA cpemnux ypoaeit PHK HCV y
00paboTaHHBIX COCANHEHNEM KHUBOTHBIX, HOPMaJIM30BaHHKIX 10 cpennux yposHeit PHK HCV y PBS-o6pa6otanHbIX
JKUBOTHBIX. B 3TOM mcclienoBaHny HEKOHBIOTHpOBaHHOE coenuHeHne 36848 He cHmkano ypoan PHK HCV. Ot
pe3yIIBTaThI TAKXKe TOKa3aHbl B Tpaduieckoii popme Ha dur. SA.
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CpenHAad
IeHb BeJMUMHa 36848 38459 38459 38459
PBS 10 MTD/KD 3 MrP/KD 10 MT/KD 30 MrT/KD
-7 2,66E+08 2,90E+08 2,54E+08 2,76E+08 2,60E+08
0 2,08E+08 2,92E+08 3,26E+08 2,38E+08 2,70E+08
3 1,97E+08 3,20E+08 2,90E+08 8,10E+07* 4, T6E+Q7 A+ **
7 1,65E+08 3,26E+08 1,76E+08 3, 16E+07 **** 1,22E+07 ****
10 1,59E+08 2,74E+08 1,21E+08 2, T0E+07 **** 7,52E+06****
14 1,19E+08 2,02E+08 9, 34E+07 2, 37E+07**** 4,82E+06****
17 1,67E+08 2,10E+08 9, 68E+07 2, 94E+07 F*** 4,89E+06****
7, 65E+06****
21 1,49E+08 2,36E+08 9,72E+07 3, 06E+07****
(n=4)
7, 95E+06****
24 1,43E+08 2,14E+08 8,46E+07 3,35E+07* ***
(n=4)
1,13E+07****
28 1,43E+08 1,63E+08 8, 48E+07 4,16E+07***
(n=4)
5,18E+07* 1, 98E+07****
31 1,37E+08 1,99E+08 9,22E+07
(n=4) (n=4)
5,80E+07* 2,35E+07 *F***
35 1,44E+08 1,88E+08 1,03E+08
(n=4) (n=4)

****p<,000 1 ; ***p<0,0005; *p<0,05

OTH pe3ynbTaThl AEMOHCTPHUPYIOT, YTO MOC)E OgHOKpaTHOro BBeneHus: GalNAc-KOHBIOTHPOBAaHHOTO MO-
mudupoBanHoro onuroHykineoruaa 38459, turp Bupyca HCV  cymectBenno cHmswics y HCV-
WH(QUIUPOBAHHBIX KUBOTHBIX C pAHHUM HAYaJIOM U YCTOWYHBOHN MPOJOKUTCIBHOCTHIO ICHCTBHS.

JlomomHUTEIPHOE MCCIICIOBAHUE BBITIONHSUIIN I OIICHKH 3 dekToB coenuueHus 38459 B Moenu HHQECK-
mun HCV Ha XMMEpHBIX MBIIIAX C YeJIOBEYECKOH IMeYeHbI0, TIe MbIM nHpumupoBansl reHotunom 3a HCV.
Kaxmyro rpymnmy u3 5 5KMBOTHBIX 00pabaTsiBaiiv cieayromum oopazoM: PBS (n=4); 10 mr/kr 38459 (n=5) wim
30 mr/kr 38459 (n=5). Meimeit nHokymupoBam reaotuniom 3a HCV. 3a ceMpb nHE# 10 JIedueHUs y MbIIeld cooun-
payit KpoBb JUI H3MEPEHHUS YPOBHS THTPa BUpYyca. JIedeHne npoBOIIIIN B BUIEC OTHOKPATHOW ITOIKOKHOM HHB-
exrnuu B 1eHb 0. KpoBs cobupanu Ha quu 0, 3, 7, 10, 14, 17, 21, 24 u 28 nocne nedenuns. Yposeab PHK HCV B
KpoBH u3Mepsut ¢ nomolnsto [1L[P B peanbHOM BpeMeHH B COOTBETCTBHH € OOBIYHBIMHU criocobdamu. Kak moka-
3aHo Ha ¢ur. 5B, yposan PHK HCV Obin 3HauMTENEHO CHIKEHBI YK€ Ha JIeHb 3 B Tpymmnax, oopadotanHbix 10
win 30 Mr/kr coemuHeHus 38459, v 3TO CHUKEHUE TTOICP KUBAJIH IO MEHBIICH Mepe 1o AeHb 28.

Tarxoke HaOIOAANOCH CYLIECTBEHHOE CHIDKEHHE (THIEp)CTeaTo3a B MEUCHAX MBIIeH, 00paboTaHHBIX CO-
enuHenueM 38459. CHikeHnune (rumnep)crearosa HaOmonanu y muieit, naduiuposanasix HCV, n y Hennpunu-
POBaHHBIX MBIIICH, IIpeArnoaras, 4To HHruoupoBanrne miR-122 MoxeT CHWKaTh (THIIEp)cTeaTro3 Kak B IPUCYT-
CTBUH, TaK B B OTCYTCTBUU HHPpekimu HCV.

ITpumep 5.

KonbrorupoBanusie 60see KOpoTkue MoauuIMpoBanHbie oymronykieotuasl GalNAc-conepxaimye co-
eMHEeHUs 00pa30BBIBATM IIyTEM KOHBIOTHPOBAHUS CTPYKTYpbl Ha ¢wur. 3 ¢ 3'-KOHIIOM MOIUGHUITUPOBAHHBIX
OJTUTOHYKJIEOTHIOB, MTOKa3aHHBIX B Ta0n. J. CaxapHble (pparMeHTHl, MEKHYKICO3UIHBIC CBI3H M HYKICOTHIHBIC
OCHOBaHHS 0003HAYAIOTCS CIETYIONINM 00pa3oM: HYKJICO3HIBI 0€3 MOCIEIYIOIero HIDKHEro MHICKCa IIpes-
CTaBIAIOT cO00H B-D-me30KcHpHOOHYKIC03UABI;, HYKICO3UIB! C TOCIECAYIONINM HIDKHAM HHAEKcoM "S" mpen-
CTaBJIAIOT c000# S-cEt-HyKII€03upl, M KaX/1as MeXHYKJICO3UIAHAS CBSI3b NPEACTaBIsIeT coboii pocdornoaTHyro
MEXKHYKJICO3UIHYIO CBA3b.
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Ta6nnua J. HGKOHLIOFPIpOBaHHI)IG 1 KOHBIOT'UPOBAHHBIC MO,HI/I(l)I/IIII/IpOBaHHLIe OJIMTOHYKJICOTHUIbI

IlocsiemoBaTeJIEHOCTH CrpykTypa SEQ

1 MOOUdUKAaLMU ID

NO

38591 | UsTGUsCsACSACsTCsCsPs | HEKOHBIOTUPOBAHHEM 8
38633 | UsTGUsCsACSsACSTCsCshs | CTpyKTypa 1 Ha durype 3A, 8

roe X2 npencraBjgaeT cofBon
dbochbonusdupry CBA3L, m
paBHaeTcsa 1, N, OpencTaBJsaeT
coBon B-D-mes0KCUHYKIICOSUL
(dA), X, nmnpencrariaseT cobon

dochonmmdrpHY CBA3B

38998 | CsAsCsAsCsUsCsCs, HeKOHBOTMPOBaHHLI 9

38634 | CsAsCsAsCsUsCsCs, Crpyxrypa I Ha g¢urype 34, 9
roe X, IOpeAcTaBiugeT coboi
docoommaPUpHY CBA3b, m
paBHAeTca 1, Ny OpencrapjdgeT
cobon B-D-me30KCHHYKIIEO3UL
(dA), X: mnpexncrapyisgeT cobol

bochommrdupHyo CBA3DL

g onpeneneHns akTUBHOCTH in Vivo COSIWHEHUS OLIEHMBAJIN B OTHOIICHWH MX CIIOCOOHOCTH Jiepemnpec-
cupoBath 3kcnpeccuto anpaonassl A (ALDOA) meuenn. CoeMHEHUs BBOIWMIIA MBIIIAM M U3MEPSUTH YPOBHU
MPHK ALDOA ¢ momomsto kommuectBennoi I[P B PHK, Beinenennoi u3 nedenn. KpatHoe n3aMeHeHHE YPOB-
H1 MPHK ALDOA 10 OTHOIIEHHUIO K COJICBOMY PAcTBOPY BBIYUCIIIN IS ONpPEAeSieHUs] aKTUBHOCTH in Vivo
(¢pur. 6A u 6B u 7A u 7B). EDs; (KOHIICHTpaLIUIO COSAMHEHUS, MpH KoTopoi aepenpeccuss ALDOA cocrasiser
50% ot makcumanbHOW) U EDg (KOHIIEHTpaImIo coequHeHHs], Tpu KoTopoit aepenpeccuss ALDOA cocrasisiia
90% OT MaKCHMAJIBHO¥), BRIYHUCIICHHBIC TI0 PE3yJIbTaTaM 3TUX YKCIICPUMEHTOB, MToKa3aHbl B Ta0n. K u L.

Tabnuna K. AKTHBHOCTB in Vivo KOHBIOTHPOBAHHBIX U HEKOHBIOTUPOBAHHKIX COSAMHEHMH anti-miR-122

KparHoe KpaTHOe
CoenuHenre | ED50 (Mr/xr) EDO90 (MT/KID)
VI3MEeHEeHMe M3MeHeHue

OxcrnepuMeHT 1 (¢urypa ©6A)
38634 0,03 0,3

456 212
38998 13,7 63,8
OKCIepMMeHT 2 (¢urypa 6B)
38634 0,04 0,43

290 99,3
38998 11,6 42,7

Tabymma L. AKTHBHOCTB in Vivo KOHBIOTHPOBAHHBIX W HEKOHBIOTUPOBAHHBIX COeMUHEHUH anti-miR-122

KpaTHOE KpaTHOE
CoeIMHeHMe ED50 (Mr/xID) ED90 (MD/xI)
V3MeHeHHe M3MeHeHHre
SxcnepuMeHT 1 (durypa 7A)
38633 0,08 0,25
27 26
38591 2,2 6,62
OKcHepuMeHT 2 (durypa 7B)
38633 0,15 0,94
20 10
38591 3,0 8,9

Kak mokazano B ta0n. K, GalNAc-KOHBIOTHPOBaHHE B COOTBETCTBUU C HACTOSIIUM HU300pCTEHUEM yITyd-
maio nokazatenu EDsy 1 EDgy 8-mepHOTo coenunenus anti-miR-122 mo mensmrel mepe B 100 pa3. Kak mokaza-
HO B Ta0m. L, GalNAcC-KOHBIOTHpOBaHHE B COOTBETCTBUH C HACTOSIIMM H300pETEHUEM YIyUIIalo IMOKa3aTeln
EDsy 1 EDyy 13-mepHoOTO coequaenus anti-miR-122 o mensieit mepe B 10 pas.

Tarke mns coequaennii 38634 u 38998 ompeaensu AeperpeccHio IPYroro IeneBooro rea miR-122,
CD320. PesynbTaThl ObuM TIOMOOHBI pe3yibTaTaM, moidydeHHbIM miss ALDOA, nokazanusiM B Tabn. K: Gal-
NAC-KOHBIOTUPOBAaHHE B COOTBETCTBHH C HACTOSIINM M300peTeHreM yrydmano mokazarenn EDsy B 343 paza u
272 pa3a B SKCIOpepUMEHTax | U 2, COOTBETCTBEHHO, U yiyumano noxasarenu EDgy B 492 paza u 545 pasa B
IKCIEPUMEHTaX | U 2 COOTBETCTBEHHO.

GalNAc-KOHBIOTHPOBaHUE, OMICAHHOE B JAHHOM JOKYMEHTE, TaKKe YIy4Ilano aKTUBHOCTH IMOHMKCHHUS
XOJIecTeprHa, HaOIroIaeMyro as coequHeHui, cogaepxammx GalNAc. WinmrocTpaTuBHBIE pe3ylbTaThl IKCIIC-
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pumenTa 1 nokasansl Ha ¢ur. 8A n 8B. Coennnenus 38633 u 38634, xoropsle npencraisitor coboit GalNAc-
KOHBIOTAThI, ObUTH 0OJiee CHIIBHBIMU, UyeM coeauHeHus 38591 u 38998, B xoropeix orcyrctByer GalNAc. Ilo-
JIOOHBIE PE3YIIBTATHI MOJTYYaIH IS SKCTIEpUMEHTa 2 (IaHHbIe HE TIOKa3aHbl).

[Tpumep 6. GapMakoguHAMIYECKAsS AKTUBHOCTh COSAMHEHUS anti-miR-122 y OTIMIHBIX OT YeroBeKa MpH-
MaToB

Coenunenns anti-miR-122 TecTHpoBaiM Yy HOPMAIBHBIX OTJIMYHBIX OT YEJIOBEKa MPUMATOB (SIBAHCKHE Ma-
kaku). OnHokpatHyto 103y GalNAcC-KOHBIOTHPOBAHHOTO coenuHeHus 38459 UM HEKOHBIOTUPOBAHHOTO COEIH-
HeHus 38649 BBOIMIM MOAKOXKHO (N=3 IJIs Kaxaoro coequHeHus ). PBS BBoauimu B kauecTBe KOHTPOJIS JICUSHUS
(n=5). Ha nenp 4 u neHp 8 mociie BBeICHUS COSAMHCHUS TKaHb MeueHH cooupanu u Beiaensuin PHK mis m3me-
penns ypoBaeit ALDOA. O6wmuii xonecTeprH B KpoBH M3Mepsuid Ha aeHb 8. Kak mokaszano B Tabi. L, nepe-
npeccuto ALDOA naGmronany Ha feHb 4 1 AeHb 8 Ipu Kaxoit no3e coequnenns 38459, Bkitoyasi caMmyro HU3-
Kyto 103y B 1 mr/kr. [loHmkeHne XonecTepuHa Takke HaOIIoqaiy Ipyu caMoi HU3KOI 1o3e coenuneHus 38459.
Taxum ob6pazom, GalNAc-koHbIOTHpOBaHHOE coenuHeHne 38459 sBiseTcs cyniecTBeHHO 0ojee CHIIBHBIM Y OT-
JIMYHBIX OT YEIIOBEKA MPUMATOB I10 OTHOIICHUIO K HEKOHBIOTHPOBaHHOMY coenuHeHHI0 38649. Kpome Toro, oba
COEIMHEHUS XapaKTePHU3YIOTCS MPOIODKATSIFHOCTRIO ISHCTBHA MO0 MEHBIIEH Mepe OJHa HeIels MOocie OIHO-
KPaTHOM JI03bI Y OTJIMYHBIX OT YeJIOBEKa IIPUMATOB.

Ta6muma L. MarubupoBanne miR-122 y OTIMYHBIX OT YeJI0OBEKa IPHUMATOB

ALDOA (meHs 4) | ALDOA (meHBb 8) XoJjecTepuH

OBpaboTka KpaTHOe KpaTHOE (DeHL 8)
M3MEeHeHUe M3MeHeHNe MT/ 111

PBS 1,0 95,3
38649, 100 mMr/xT 3,4 4,0 67,0
38459, 1 MT/KT 5,0 3,9 64,3
38459, 10 Mr/xr 3,0 3,6 66,7
38459, 100 mr/xrT 4,0 4,1 65,3

[Tpumep 7. ®apMakoKHHETHYECKAST aKTUBHOCTh KOHBIOTHPOBAHHBIX COSTMHEHMH anti-miR-122

DapMaKOKMHETHKH TIa3Mbl U TKAHW COeMWHEHUH anti-miR-122 omeHuBanu y MbIei ¥ OTIUYHBIX OT 4e-
JIOBEKa MPUMATOB.

OIHOKpATHYIO MOAKOXKHYIO 103y coenuHeHus 38649 mm GalNAc-koHbIOTHpOBaHHOE coenuHeHue 38459
BBouIA MbIiamM CD-1. KpoBb coOupanu B HECKOJIBPKO MOMEHTOB BPEMEHH B TEUCHHUE Meproa 24 9 1ocje BBe-
JICHHS U U3MEPsUTH 00IIee KOJIMYSCTBO COCTMHCHUS B KpoBH ¢ moMoInbio ELISA Ha ocHOBe rHOpuan3anuy.

OpHOKpaTHYIO OAKOXHYIO 103y coenuaeHus 38649 nm GalNAc-KOHBIOTHPOBaHHOTO coequHeHus 38459
BBOJIMJIH OTJIMYHBIM OT 4YeJOBeKa rnpuMartaMm. KpoBb coOupany B HECKOJILKO MOMCHTOB BPEMEHU B TCUCHHE IIC-
puoaa 24 4 mocie BBECHUS U H3MEPSUIH 00Iee KOJIMYSCTBO COSAUHCHHS B KPOBH ¢ moMoinbio LC-MS.

Kak mokazano Ha ¢wur. 9, y meinu (pur. 9A) u omMUHBIX OT uyesnoBeka mpumaroB (dur. 9B) GalNAc-
KOHBIOTHPOBaHHOE coenuHeHne 38459 Oonee OBICTPO OTICISUIA OT TUIA3MBI IO CPABHCHHIO ¢ HEKOHBIOTHPOBAH-
HeIM coeauHenneM 38649. ITocie BBenmenuss GalNAC-KOHBIOTHPOBAHHOTO COeOUHEHHS 38459 HEKOHBIOTHPO-
BaHHOE coeqnHeHne 38649 He oOHApyKMBAIOCH, YKa3bIBasl HA TO, YTO KOHBIOTHPOBaHHOE coenuHeHue 38459 He
MeTabOIM3UPYETCS B KPOBH (JaHHBIE HE ITOKA3aHBbI).

B sTOM mccenoBaHNH TakKe M3MEPSUIA YPOBHH COSIMHEHHUS B TKAHAX IEYCHU W MOYEK MBImeH (Tabm. M)
Y OTJIMYHBIX OT YeJIoBeka mpuMartoB (Tabmi. N).

Tabmuma M. YpoBHU COeTMHEHHS B TKAHAX Y MBITIIEH depe3 24 9 mocie OqHOKPATHON J03bI

BroauMoc cocauHcHHC 38459 (+GalNAc) 38649
TxaHb TTouxu IeueHs Tlou./mey. TTouxu Ieuens Tou./meu.
OGHapyxiBacyoe Cpemuee | Cpemmee Cpemnee | Cpemmee
Jlosa 3HayeHue | 3HaueHHe | CooTHOIICHME | 3HaueHHe | 3HaucHHe | COOTHOIICHHE
COCAMHCHHC
(MKr/T) (MKT/T) (MKT/T) (MKT/T)
38649 1,1 5,7 0,19 18,4 4 4,6
1 Obice
MI/KT KOJTHYCCTBO 1,1 7.4 0,15
COCIAHMHCHHS
38649 8,2 15,8 0,52 839 10,8 7,6
3 Obmee
MI/KT KOJTHYCCTBO 16,8 27,7 0,61
COCTHHCHUA
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Tabnuna N. YpoBHH COCIMHEHUS B TKaHAX Y OTIUYHBIX OT YEIIOBEKA IPUMATOB Yepe3 72 u
OCJIe OTHOKPATHOM 103bI

Beomumoe coenuHeHHE 38459 (+GalNAc) 38649
Tkaub TTouku TTeueHn Tlou./me4. TTouku Tleuens Tlou./meu.
O6napysxuBaemoe | Cpemnee | Cpemmee | CootHomenue | Cpemmee | Cpemmee | CooTHOINCHHE
Jloza COCIHHCHHE 3HAYCHHC | 3HAUCHHC SHAYCHHC | 3HAYCHHC
(MKI/T) (MKT/T) (MKI/T) (MKT/T)
38649 5,6 272 0,21
1 Obmee
Mr/Kr KOJIHMECTBO 31,3 34 0,92
COEIMHEHHUS
38649 124 148 0,84
10 s
Obmee 2833 61,2 46
Mr/Kr KOJTHYCCTBO 513,5 186,3 2,7
COCAMHCHHSA
38649 374,1 418,8 0,89
100 5
Obmee 1430 2423 5.9
MI/KE | o mmccTBO 21291 | 5472 39
COCTHHCHHUS

ITocne BBenenus coeauaenue 38459 ObICTPO METabOIM3UPOBAIOCH IO HEKOHBIOTHPOBAHHOTO COCIUHEHUS
38649 B meueHu u moykax. KpoMe TOro, B COOTBETCTBUM C JAHHBIMU HCCIICIOBAHUS Ha MBIIIAX, OMACAHHBIMU
BBIIIIE, COOTHOIICHUE coenuHEeHUS 38459 B MoYKax M MEUCHH CYIIECTBEHHO HIKE, YeM TaKOBOEC JUIS COCTUHCHUS
38649.

Ha ocHOBaHHMM KOHIICHTpAIIMX COCIUHCHUS B MIEUYCHU Yepe3 24 U TOCIe BBEICHHS OBLIO MOJCYUTAHO, YTO
npubn3nTenbHo 6 MKr/T GalNAc-koHBIOTHpOBaHHOTO coeanHeHus 38459 m mpubmmsurensHo 30 MKI/T He-
KOHBIOTHPOBAHHOTO coeauHeHus 38459 mpuBoaut kK 90% OT MaKCMMaJIbHON aKTHBHOCTHU B JIeHb 7 (IIpU H3Me-
penun aepenpeccun ALDOA). Takum o6pazom, coeauaenne 38459 mpuBoaUT K OOJBINEH aKTUBHOCTH TIpH 00-
Jiee HU3KOM KOHIICHTPAIIMH B TKAHH MTEYCHH IO OTHOIIECHUIO K HEKOHBIOTHPOBAHHOMY COSAMHEHHIO 38649.

OTH JaHHBIE MTOKA3BIBAIOT, YTO y OTJIMYHBIX OT YEJIOBEKa MPUMATOB M MEIIIEH KOHBIOTHpoBaHue ¢ Gal-
NAc-comepxammM ($pparMeHTOM MPHUBOIUT K CYIIECTBEHHO YIYYIIEHHON TOCTaBKE MOIU(PHUINPOBAHHOTO ONH-
TOHYKJICOTHa B TIeUeHb. KpoMe Toro, HM3KWi moka3atenb EDsy B coueTaHuu ¢ 60j1ee HU3KUM COOTHOIIIEHUEM B
MOYKaX U IEYCHU CBUACTEIBCTBYET, YT0 GalNAC-KOHBIOTHPOBaHHOE coenuHeHne 38459 MoxeT o0nangath BbI-
COKHM TEPATICBTHICCKUM HHICKCOM.

[pumep 8. UccrnenoBaHus TOKCHIHOCTH U OS30IIaCHOCTH COeMUHEHUs anti-miR-122

MHOTOYHCICHHBIC HCCIICOBAHUS MPOBOIMIN Y MBIIICH, TPBI3YHOB M OTJIMYHBIX OT YEJIOBEKa MPHMATOB
JUTSL OLICHKU 0e30macHOCTH 1 niepeHOCUMOCTH GalNAc-KOHBIOTHPOBAHHOTO CoeTUHEHUs 38459,

Hanpumep, coenunenue 38459 onenuBany B MCCIIeI0OBaHUH TIPOBOCHATUTENHLHOTO 3 dexTa y Kpbic. Cam-
1am kpbic Cripar-Jloyiii BBOJAHMIN OJHOKPATHYIO TIOJIKOXKHYIO 03y coeanaenus 38459. Ha nenn 14 mocie BBe-
nenus mamepsum dxcnpeccuto ALDOA n CXCL13 (uaTepdepoH-uHAYIINOCIbHBIN I'eH) B IICYSHH.

Kaxk mokazano B Tabn. O, He ObII0 00HapYkeHO ToBBIIeHHs dkcpeccuu CXCL13 mpu 103e BIUIOTH 10
100 mr/kr, B TO BpeMs kak ypoBHH ALDOA OblIM MOBBIIMICHBI, HAYUHAS ¢ 10361 1 MI/KT. Takke TecTHpoBan
M3BECTHOE BOCTIAIUTENILHOE COSAMHEeHNE anti-miR-122, koTopoe nmpuBoaniIo K moBbimeHHbM ypoBHIM CXCL13
B 2-2,5 pa3a npu go3ax 10, 30 u 100 mr/kT.

Tab6nurma O.
Coenunenue 38459 He MOBBIIAET SKCIPECCHIO IPOBOCTIATUTEIBHOIO F'eHa
Io3a coeaMHEeHUA ALDOA CXCL13
38459 KpaTHOe M3MeHeHUe KpaTHOe M3MeHeHMe

0,1 Mr/xD 1,2 1,4
0,3 MU/KD 1,6 1,6

1 Mrp/xD 2,5 1,5

3 MI/KT 2,9 0,8

10 mMr/xom 2,8 0,6

30 Mr/KD 3,2 0,8
100 MUO/KD 3,4 0,7

JlommomHUTEIBHBIE MICCIEI0BAHNS TOKCHYHOCTH IPOBOAMIIHN y MBIIIEH M OTIMYHBIX OT YeJIOBEKa IIPUMATOB
(sBaHCKHME MaKaK¥) ¥ He HAOIIONAIH CYIIECTBEHHBIX OTPUIATEIbHBIX BO3JCHCTBUIN MPH TEPANIEBTUIECCKH peie-
BaHTHBIX J103aX.
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[pumep 9. KonbrorupopaHHbie 60JIee KOPOTKHAE MOAHDUIIUPOBAHHBIC OJTUTOHYKICOTH BT

XoecTepuHCOACpKAIIUE COCTUHCHUS 00Pa30BEIBANIN IMyTEM KOHBIOTHPOBAHUS XOJIECTEPHHA C 3'-KOHIIOM
MOJM(UIMPOBAHHBIX OJIMTOHYKJICOTHIIOB, MOKa3aHHbIX B TaOn. P. CaxapHble ()parMeHTbI, MEXKHYKICO3UIHbBIE
CBSI3M U HYKJICOTH/HBIC OCHOBaHHS O003HAYAIOTCS CIEIYIOUIMM 00pa3oM: HYKJICO3UAbI 0€3 MOCIEIYIOIIEro
HIDKHETO MHJICKCA MPENCTABISIOT CO00# [3-D-1e30KkcuprO0HyKICO3UIBI; HYKIICO3HUIBI C TOCTICTYONIM HAXHAM
nHAeKCOM "S" MpencTaBisoT co0or S-CEt-HYKIICO3UIbl M KaXKIass MEeXHYKJICO3UTHAS CBSA3b MPEACTABISET CO-
601 hochoTHOATHYIO MEKHYKIICO3UAHYIO CBS3b, 32 MCKIIOYCHUEM MEKHYKICO3HIHBIX CBSA3€H, 0003HAUESHHBIX
HIOKHUM HHAEKCOM (O), KOTOpBIE TPEACTABIAIOT cO00H GocoaudPpupHbIe CBSI3H.

Tabnuna P. HekoHbIOrHpOBaHHBIE 1 KOHBIOTHPOBAHHbBIE MOANDHUIIMPOBAHHBIE OTUTOHYKICOTHIBI

llocJie JOBATEJIBHOCTD CTpyKTypa SEQ
1 MoIouduraumm ID
NO
38998 | CsRsCePhsCsUsCsCoe HeKOHBIOTMPOBAHHEI 9

38070 | CsRsCsRhsCsUsCsCy

MO npelncrapJdgeT coBoit
CsAsCsAsC3UsCsCy

Jluist onpeniesieHus] akTUBHOCTH 1IN VIVO COSAMHEHUS OLICHUBAIN B OTHOLIEHUH MX CIIOCOOHOCTH Jieperpec-
cupoBaTh 3kcnpeccrio anpaonassel A (ALDOA) neuenn. CoemHEHUsI BBOJWIIM MBIIIAaM M U3MEPSUTH YPOBHH
MPHK ALDOA ¢ nomomisto konnuectsennoi [P B PHK, Beinenennoit u3 nedenu. KpatHoe usmeHeHue ypos-
1 MPHK ALDOA, 1o OTHOHIEHHIO K COJIEBOMY PAacTBOPY BBIYHCILUIM ISl ONPENEIICHHs] aKTHBHOCTH in Vivo.
EDs, (xoHIIEHTpaImIo coequHenus, npu kotopoit aepenpeccust ALDOA cocraBister 50% 0T MakCHMaNbHOW) U
EDy, (xoHIIEHTpanuio coenuHeHus, mpu kotopoil nepenpeccust ALDOA coctasiser 90% OT MakCUManIbHOIN),
BBIYUCIICHHBIE IT0 Pe3yIbTaTaM 3THUX dKCIIEPHIMEHTOB, TIOKa3aHkI B Ta0I. Q.

Tabmuma Q. AKTHBHOCTS in Vivo KOHBIOTHPOBAHHBIX U HEKOHBIOTUPOBAHHBIX COeMUHEHNH anti-miR-122

KpaTHOE KparHoe
CoennHeHMre ED50 (Mr/xr) ED90 (Mr/kI)
V3MeHeHre V3MeHeHue
38070 0,08 1,27
78,8 31,6
38998 6,3 40,1

Kak mokazano B Ta0i. Q, X0OIeCTepHH, KOHBIOTUPOBAHHBIN B COOTBETCTBHH C HACTOSIIAM H300pCTCHUEM,
yiyuarran moka3atenu EDsy u EDgy 8-MepHOTO coennuenus anti-miR-122 mo menbiieit Mepe B 30 pas.

Tawke mia coequaennii 38070 u 38998 ompemensuim epenpeccuio Ipyroro meiaeBoro reHa miR-122,
CD320. Pe3ynbraTsl ObLTH TIOJOOHBI pe3ysibTaTaM, moxydeHHbIM 0T ALDOA (maHHBIE HE TIOKa3aHbl).

KonslorupoBanne xojecTeprHa, OMMMCAHHOE B JAHHOM JOKYMEHTE, TakKe YIIydIIaeT aKTUBHOCTh NOHU-
JKeHUs XoJiecTeprHa. [1pu O0NBIIMHCTBE TECTUPOBAHHBIX KOHIIEHTpanuii coenuaenne 38070 cHIKaIo XoJecTe-
puyH B OOJIBIIEH CTETICHH, YeM TaKas e KOHIIEHTpamus coennHeHus 38998 (maHHbIe HEe TTOKa3aHbl).

Paznmiunble Moan(UKAIIMN HACTOSINETO N300pETEeHNs, B IOTOJHEHIE K TaKUM, OIIFCAaHHBIM B JAHHOM JO-
KYMEHTE, OYIyT OUCBUIHBI CIICIHAINCTAM B JTaHHON O0JIACTH TEXHWKU W3 MPHUBEICHHOTO BHINIC OMHCaHUs. Ta-
KHe MOJIU(UKAINU TAKKE MPEIHA3HAYCHBI LTS MTOTIAJaHUS B MIPEeIbl 00beMa MPHI0KESHHON GopMyITsl n300pe-
tenns. Kaxknas ceplika (BKiIrouast 6e3 orpaHnueHus xKypHaibHble cTathi, nateHTsl CIHA u ne CIIIA, my0nnka-
[IUM TIATCHTHBIX 3asiBOK, IMyOJIHMKAIIMKA MEXKIyHAPOJHBIX MATCHTHBIX 3asBOK, HoMepa noctynma GENBANK® u
T.1.), IPUBEJICHHAS B HACTOSIIEH 3asBKE, B YACTHOCTH, BKJIFOUCHA B JAHHBIA JTOKYMEHT ITOCPEICTBOM CCHUIKH B
MIOJTHOM 0OBeMe.

DOOPMYVYIJIA N30BPETEHUA

1. CoennHenue, copepxaliee MOAN(GUIMPOBAHHBIN OJIMTOHYKICOTH I, KoMIieMeHTapHblii miR-122 (SEQ
ID NO: 1) u cocrosimmii n3 16-22 cBA3aHHBIX HYKJICO3UIOB, M KOTOPBIH IIPH 3TOM COIEPKHT IO MEHbBIIEH Mepe
16 cMexXHBIX HYKJICO3UJOB COTJIACHO CTPYKTYpe
AMECLAMEC M CLAL T TGUsCsACSsACSTCsCs, (SEQ ID NO: 4)
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r7ie BepxHUid nHACKC "Me" 0003HaYaeT S-METHIIMTO3MH, HYKICO3UIbl 0e3 HIKHEr0 MHJIEKCa IPE/ICTaB-
JAI0T coboit B-D-me30kcuprnboHyKIe03uasl; HYKICo3uasl ¢ HIKHIM uHAekcoM "E" mpeacrammsror coboit 2'-
MOE-HyK1€03ubl; HYKJICO3HIbI ¢ HHAEKCOM "S" mpencTaBisiroT codoi S-cEt-HyKIeo3uap! U Kaxaast MeKHYyK-
JICO3UIHAS CBA3b MPEACTABISIET CO00H (POCHOTHOATHYIO MEKHYKICOZUIHYIO CBS3b.

2. CoenuHeHwHe 110 1.1, T/Ie OJIMTOHYKJICOTHI COIEPIKHUT MO0 MEHbIel Mepe 17, mo meHbpmel Mmepe 18, mo
MeHbIe Mepe 19, mo Menwineir mepe 20, mo MeHbIner Mepe 21 wim 22 CMEXHBIX HYKICO3HIOB COTJIACHO
CTPYKTYpE.

3. CoeauHeHwue 110 1I. 1, UMeroIIee CTPYKTYpPY:

AMCEAMECM*CeALTzTGUsCsACACSTCCy .

4. CoennHeHHE, COIepIKaIiee MOIU(PHUIMPOBAHHEI OJIMTOHYKIICOTH/I, KOMIDIEMEHTAPHBIN HYKJICOTHIAM 2-
9 miR-122 (SEQ ID NO: 1) u cocrosimuii u3 MeHee yeM 16 CBI3aHHBIX HYKJICO3UIOB, U KOTOPHIA CONCPIKUT 110
MEHBIIEH Mepe 8 CMEXXHBIX HYKICO3UIOB CIIEAYIOMIEH CTPYKTYPHI:

AMECEAMECEMCeAR TR TGUsCsACSACSTCsCs, (SEQ ID NO: 4)

rJie BepxHui uHIeke "Me" 0003HadaeT S-METHIIHUTO3WH; HYKJICO3H bl 0e3 HIDKHEro MHJIEKCa MPENCTaB-
JSAI0T coboii B-D-1e30KkcupruOOHyKICO3HIbl; HYKICO3UABl ¢ HIKHIM uHIekcoM "E" mpeacraBnsror coboit 2'-
MOE-HyKk11€03u1b1; HYKJICO3UAB C HHACKCOM "S" MpeacTaBisioT coooi S-cEt-HyKIeo3uIbl U Kaxaas MeXHYK-
JICO3UTHAS CBS3B MPEACTABIIACT co00# PochOoTHOATHYIO MEKHYKIICO3HIHYIO CBS3b.

5. Coenmuuenue 1o mobomy u3 M. 1-4, Tae coequHEHNE COMEPIKUT CONPSHKEHHBIA (PparMeHT, CBI3aHHBIH C
5'-KOHIIOM W 3'-KOHIIOM MOAH(DHUIIMPOBAHHOTO OJIMTOHYKJICOTHIA.

6. CoenuHeHue 110 11.5, TJIe CONPSDKEHHBIN ()parMEeHT COAEPIKHUT 0 MEHBIIEH Mepe OAWH JIMraH[, BEIOpaH-
HBIA U3 YTICBOMA, XOJECTEpUHA, UMK, (PochOoIUNHIa, aHTUTENa, JTUIOTPOTEHHA, TOPMOHA, TENTH/IA, BUTA-
MUHA, CTEPOU/Ia U KATHOHHOTO JIUIHIA.

7. CoenuHeHue 1o 1.5 Win 6, UIMEIoLIee CTPYKTYPY

Ly—smmHKep—X1—Ng—X,-MO,

r/ie Kaxaplid L He3aBHCHMO MPECTaBIsIeT cO00M urana U n paBasercs ot 1 mo 10; N mpezacrasiser co-
001 MOAM(PHUIMPOBAHHBIA HITM HEMOIU(PUITUPOBAHHBIA HYKICO3WI U M paBHseTcs oT 1 1o 5; X, u X, mpencras-
nsieT coboit pochoam bupHyro cBA3b wiu hochoTroaTHyIo cBsizb 1 MO mpencTaBisieT coooit MoauduIIpoBaH-
HBIH OJMTOHYKIICOTH.

8. CoeauHEHHME TI0 I1.7, UMEIOIIEe CTPYKTYPY
HZ

B-hiD
M
N

rmie

B BbIGpaH u3 -O-, -S-, -N(R")-, -Z-P(Z')(Z2")O-, -Z-P(Z')(Z")O-Ny-X- 1 -Z-P(Z')(Z")O-N,-Y-;

MO npencrasisier co60it MOTUDUITUPOBAHHBIA OJIUTOHYKIICOTHI;

RN BBIOpaH u3 H, MeTnma, STHIIa, IpoIia, H30TPOoTIIa, OyTHIa 1 OCH3MIIA;

Z,7'n Z" ne3aBucumo BbIOpansl u3 O u S;

N He3aBUCHMO MPEICTABIACT COO0H MOTUPHUIIMPOBAHHBIN M HEMOIU(PUIIUPOBAHHEBIN HYKICO3UT;

m paBHsieTcs oT 1 110 5;

X BBIOpaH U3 hochoandGUpHOI CBs3U U HOCHOTHOATHOH CBA3H;

Y npencrasisier co6oit pochoaurPUpHYIO CBA3b U

BOJIHUCTAS JIMHUS 0003HAYACT CBSI3b C OCTANBEHOM YaCThIO JIMHKEPA U JTUTaHIOM(aMHu).

9. Coeaunenue 10 1.7 WiH 8, TIe n paBHsIeTCS 3.

10. Coeaurenue 1o JodoMy H3 1I1.7-9, T1ie I0 MEeHbIIEH Mepe OJMH JIUTaH IPECTABISIeT COOOH yriIeBo
W TZIe YIJIEBOJ B Cilydae HEOOXOAWMOCTH BBIOpaH m3 N-alleTHTalaKTO3aMHIHa, TalaKTO3bl, TalakTo3aMIHA, N-
(dopMmmTanakTozaMuHa, N-TPONMMOHWITANIAKTO3aMHHA, N-n-OyTaHOMITalakTo3aMHHa ©  N-M300yTaHOMI-
raJakTo3aMHHa.

11. Coemunenne mo mobomy wu3 mm.7-10, TAe KaXIbl JHraHma mOpenacTaBiser coboir  N-
aleTIITaIaKTO3aMHH.

12. Coenunenue 1o ar06oMy u3 nm.7-11, rue coequHeHNE UMEET CTPYKTYPY
MO
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re Kaxapiid N He3aBHCHMO MPECTaBIsICT CO00H MOAUGMUIIMPOBAHHBIA WITH HEMOJU(PHUIIMPOBAHHEBIH HYK-
J€03U U m paBHsETCs OT 1 10 5; Kaxapld X U X, He3aBUCUMO IIpeJcTaBisieT cobolt pochommpupHyto CBsI3b
i pochoTroaTHyIO cBsI3b 1 MO npeacTaBiseT co00i MOAU(DHUIIMPOBAHHBIN OJTUTOHYKIICOTHI.

13. Coeaunenue 1o 1.12, rae kaxasid u3 X, U X, npeacTarisier codoit pochoamdGpupHyo CBA3b.

14. Coenunenue 1o Jarod6omMy u3 mi.7-13, riae m paBHsercs 1.

15. Coenunenne mo gro00oMy u3 min12-14, raoe kaxaeiid N' cOnepKUT HEMOIU(PUITUPOBAHHBIN caxapHBIH
(bparMeHT, rae KaKAbi HeMOIU(DUIIMPOBAHHBIA CaxapHBIA (parMeHT HE3aBHCHMO MpeEICTaBisieT coboit B-D-
pu603y win 3-D-ae3okcupubo3y.

16. Coenuaenue 1o rod6oMy 13 1. 12-15, Toe mo MeHbmeit Mepe oauH N' CONEPIKUT MMyPUHOBOE HYKJIEO-
THUIHOE€ OCHOBAHWE, Tlle KaKI0e IIypHHOBOE HYKIICOTHAHOEC OCHOBAHKE HE3aBHCHUMO BBHIOpAHO M3 aJcHHHA, I'ya-
HHUHA, THTIOKCAaHTHHA, KCAHTHHA U 7-METHITyaHHHA.

17. CoeauHeHNE CTPYKTYPHI

F <2

> —

o
Ry

N
T NN

’) T
[+

an

roe X mpezactaBisier coboit pochommddupHyo cBa3p; m paBHsercs 1; N mpexncrasiser coboit B-D-
ne30kcupr0oaneHos3nH; Y npeacTasisieT co0oit ¢pochoamapuphyro cesa3b 1 MO npencrasisier codoi Monudu-
IIUPOBAHHBIA OJUTOHYKJICOTH I, IMEIOMINN CTPYKTYPY

AMeCEAMCMeCAL T TGUsCsACSACsTCsCs, (SEQ ID NO: 4)’

B KOTOpOI BepxHUH MHACKC "Me" 0003HaYaeT S-METHINHUTO3MUH, TJIC HYKICO3UAbl 0e3 HIKHErO MHJICKCA
MPEICTABISIIOT CO00# [-D-Ie30KcHprOOHYKIIC03UAbI, HYKICO3UAbl ¢ HIDKHUM uHAekcoMm "E" mpexcraBmsior
coboit 2'-MOE-HyKi1€031/1bI, HYyKIIC03UIbI ¢ HHIEKcoM "S" mpeacTaBisior coboil S-cEt-Hykeo3uas! 1 Kaxaas
MEKHYKJICO3H/IHAs CBS3b MPEACTABILIET cO00H (hOCHOTHOATHYIO MEKHYKIICO3UAHYIO CBSI3b; U TJI€ CONPSIKEHHBIH
(parMenT cBsi3aH ¢ 3'-KOHIIOM MOJU(PHUIIMPOBAHHOTO OJIMTOHYKJIEOTH/A.

18. CoeauHeHnE CTPYKTYPHI

MO
¥
NP Nn,
H § | PH
H| X S
0-, N
NH H .
R B LY
JEE 0
Q o I+
,—J
{ an
"o

rae X npexacrasisier coboit pochonmdpupHyto cBsazp; m pasusiercs 1; N B Ny, npencrasmiser coboit B-D-
ne30KcupuboaeHo3uH; Y mpeactaBisieT coboit Gochoam pupryro cBsa3p u MO mpenctaBiseT coboit Moaudu-
IIMPOBaHHBIA OJIMTOHYKJICOTH[, COCTOSIIIMNHA U3 MEHEE 4eM 16 CBA3aHHBIX HYKJICO3UAOB, T1E HyKJICOTHIHAS TIO-
CJIeIOBATEILHOCTh MOJIU(HUITMPOBAHHOTO OJIMTOHYKJICOTHIa KOMILIEMEHTapHa HyKieoTuaam 2-9 miR-122 (SEQ
ID NO: 1) n rae MoaudUIIMPOBAaHHBIA OJUTOHYKJIEOTH/I COJCPIKUT 10 MEHBIIEH Mepe 8 CMEXHBIX HYKJICO3UIOB
CJEYIOMIEeH CTPYKTYPBI:

AMeCaAMCMCrRp Te TGUsCsACSACsTCsCs, (SEQ ID NO: 4)

rne BepxHUi uMHAEKC "Me" 0003HauaeT S-METWIIMTO3MH; HYKJICO3HIbl Oe3 HIDKHEro MHAEKCa IpeacTaB-
JAI0T coboii B-D-me30kcuprnboHyKIe03uasl; HyKIeo3uasl ¢ HIKHIM uHAekcoM "E" mpeacraBmsror coboit 2'-
MOE-HyK1€03ubI; HYKJICO3HIbI ¢ HHAEKCOM "S" mpencTaBisiroT codor S-cEt-HyKeo3uap! 1 Kaxaas MeKHYyK-
JIC03UTHAS CBSI3b MIPEACTABISET CO00 (OCHOTHOATHYIO MEKHYKIICO3UIHYIO CBSI3b.

19. ®apmarieBTHYECKAsT KOMITO3HIINS, COAEpKAIIAsi COSAMHEHNE 110 Tr00oMy 13 L. 1-18 u dapmaneBTrye-
CKH TIPUEMJIEMBII HOCUTENh, IS JIedeHus] miR-122-acconmupoBaHHOTO COCTOSTHHSA.

20. Cnoco6 nedenuss miR-122-acconMuUpoBaHHOTO COCTOSIHUSA, BKiItodatomuii BBemenue HCV-
WHQUIIMPOBAHHOMY YEIIOBEKY COCTUHEHHsI MO JtoOomy u3 mil.l-18 mimm (apmMareBTHIecKoi KOMITO3UITUU TIO
m.19.

21. Cnoco6 mno .20, rae BBenenue ocnadisier cumnromsl nHdeknun HCV, npenynpexaaer BoccTaHOBIIE-
Hue B ceiBopotke PHK HCV w/mnu 3amemisier Boccranosienue B ceiBoporke PHK HCV.

22. Crioco6 o 11.20 unwm 21, B KoTopoM ymenbiiator yposens PHK HCV.

23. Crioco6 1o mobomy 13 m.20-22, B KOTOPOM JIOCTHTaeTCsl yCTOWYNBBIN BUPYCOJIOTHYECKHUI OTBET.

24. Crnoco6 1o mobomy 3 nn.20-23, rae cyObekT HHOUIUPOBAH OJHUM WIIM HECKOJIBKUMH T'€HOTHIIAMH
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HCV, BrIOpaHHBIME U3 TEHOTHIIA |, TCHOTHIA 2, TEHOTUNA 3, TCHOTHIA 4, TCHOTHIIA 5 U TeHOTHIIA 6.

25. Cnoco0 mo .24, rae rerotun HCV BeIOpaH u3 redoTumna la, renotumna 1b, reHotuna 2a, renotumna 2b,
rerotuna 2c¢, regorumna 2d, resorumna 3a, renotumna 3b, renoruna 3¢, renoruna 3d, renoruna 3e, reHorumna 3f,
reHotuna 4a, renotumna 4b, renorumna 4c¢, reHotuna 4d, renotuna 4e, rerotuna 4f, reroruna 4g, reHotuna 4h,
reHoTturna 4i, TeHOTHUINa 4j, TEHOTHITA 5a ¥ TeHOTHTA 6a.

26. Crioco0 1o mob6omy u3 mir.20-25, BKITIOYAIOIIMA BBEACHHUE M0 MEHBIIIEH Mepe OJHOTO JOTIOJTHUTEIHHO-
TO TEPaNeBTUIECKOTO CPENICTBA.

27. Crioco6 mo 1m.26, rie mo MEHbIIeH Mepe OHO TepaleBTHIECKOe CPEICTBO BHIOMPAIOT W3 HHTHOUTOpA
MpOTea3bl, HHTHOUTOpA TMOJNMMEpasbl, HHruouTopa Kodakropa, maruouropa PHK-mommmepassl, uHrHONTOpa
CTPYKTYpHOTO Oeyika, MHTMOMTOpa HECTPYKTYpHOTO OejKa, MHrMOMTOpa HWKIO(QHIMNHA, MHTHOMTOpa BXO.a,
aronncra TLR7 u untepdepona.

28. Crioco6 1o 1.26, Te no MeHbLIeH Mepe OJHO TEePareBTUYECKOE CPEICTBO BBIOMPAIOT M3 MHIMOMTOpa
nporeasbl, nHruouTOopa NSSA, naruouropa NS3/4A, Hykieosnanoro uaruouropa NSS5B, HyKkineoTHIHOTO MH-
ruouropa NS5B, Henykineo3ugHoro naruouropa NS5B, nHrnouropa rukaopwimHa 1 narepdepoHa.

29. Cnoco6 1o 11.26, T/1e 1Mo MEHBIIEH Mepe OHO TEPATIEBTHYECKOE CPEJICTBO BRIOMPAIOT U3 HHTEPEpOHa
anbda-2a, uaTepdepona amwpda-2b, uHTEphepoHa anbdakoH-1, neruaTepdepona anbda-2b, meruaTepdhepoHa
anbda-2a, uaTepdhepoHa anbda-2b mIHTETHHOTO BRICBOOOKIEHNs, HHTepdepoHa siMo1a, codhocOyBupa, nean-
macBupa, puOaBUpHHA, TEIalpaBHupa, OOICTIPeBHpa, BaHUIIPEBUPA, aCyHAIPEBUpPa, PUTOHABHpPA, CETPOOYBUpA,
JaKJIaTacBHpa, CHMEIIPEBHPA, aJHCIIOPUBUPA, MEPUITUTA0NHA, TeroOyBHpa, TaHOIIPEBHUPA, COBATIPEBUPA U HEIle-
TpeBUpa.

30. Cnoco6 1o 1m.26, T1ie T0 MCHBIICH Mepe OJHO TEPAIEBTHUCCKOE CPEICTBO MpEACTaBIsieT co0oi codoc-
OyBwHp.

31. Cnoco6 1o 1m.26, Tie 0 MEHBIICH Mepe OJHO TEPAIEBTHUCCKOE CPEICTBO MpEACTaBIsieT codoi codoc-
OyBHUD U JICAUTIACBHP.

32. Croco6 1o 1n.26, rae no MeHbIIei Mepe 0THO TepareBTHIECKOE CPEACTBO PEACTABISIET COO0M NaKia-
TacBHp.

33. Cnoco6 1o 1.26, T1ie Mo MEHBIIEH Mepe OJTHO TEPANEBTUIECKOE CPEICTBO MPEICTABIISIET COO0M cume-
TIPEBUP.

34. Crioco6 1o mobomy u3 Tm.21-33, rae cyObeKTOM SIBIISETCS MAIMEHT, HE MAIONTUH KITMHIYECKOTO OTBe-
Ta Ha IPOTHBOBUPYCHOE CPEICTBO MPSAMOTO ACHCTBHSL.

35. Cnoco6 o mobomy u3 mm.21-34, rne cyobekt nmeer HCV-acconmumpoBannoe 3a0oieBaHne, BEIOpaH-
HOE U3 IIHPpo3a, pudpo3a mevyeHu, cTeaTorenaTuTa, CTearo3a Wil remaToNeILTIOISPHON KapIUHOMBI.

36. Cnioco6 no mro6omy u3 mm.21-35, rie coeanHeHne, KOHBIOTAT WM (papMaleBTHIECKYI0 KOMIIO3UIIHIO
BBOJIAT OJIUH pa3 B HEAECIIO, OJIMH pa3 B JABC HEJCIHU, OJMH pa3 B TPU HENCNIU, OJJUH pa3 B MECSII, OJUH pa3 B JIBa
MecsIIia WIK OJVH Pa3 B TPU MECSLA.

37. Cnoco0 no nro6omy m3 mir.21-36, e no3a cCoeMHEHNs WM KOHBIOTaTa MeHble Wik paBHa 10 mr/kr,
MEHBIIIC WU paBHA 7,5 MI/KT, MEHBIIIC WIIA paBHA 5 MI/KT B HEJICITIO, MCHBIIIC FITH paBHA 4,5 MI/KT, MCHBIIIC WA
paBHa 4,0 MI/KT, MEHbBIIIE WU paBHA 3,5 MI/KT, MEHbIIEe Wik paBHa 3,0 MI/Kr, MEHBIIIE WU paBHA 2,5 MI/KT,
MeEHbIIIe WK paBHa 2,0 MI/KT, MEHbIIIe WK paBHa 1,5 MI/KT win MeHee yeM win paBHa 1,0 MT/KT.
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