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OIIMCAHME M3OEPETEHNMA
2420-555122EA/011
AT'EHTH PHKu I[IPOTHMB MHSEKINU, BBISBAHHOW BMPYCOM TEIATUTA B

[lepexpecTHEEe CCEUIKM Ha CMEeXHHEe BasgBKU

HacTodamasa 3agBka MWCIOpallMBaeT IIPUOPUTET II0 IpelBapUTesIbHOM
3agBKe Ha HnaTedTt CIA N 62/540,639, nomanHon 3 aBrycra 2017 1.,
npelBapuTesIbHOM 3agBKe Ha naTeHT CIA N 62/534,733, nomaHHOM 20
uioig 2017 1., ¥ TIpedBapuUTeJIbHOM 3adgBkKe Ha HOaTeHT CIA N
62/370,754, nomanHo¥ 4 aBrycTa 2016 r., OpUUeM OIMCAHMA Kaxmgon
M3 3a4BOK IIOJIHOCTLI BKJIOUEHE B HACTOAMMM IOKYMEHT IIyTeM CCHIJIKM.

OGJsiacTh IIpMMEeHEeHMSI MB0b0peTeHUs

B HacToOdmeM OOKYMeHTe OIMCaHH areHTH PHK-uHTepbepeHUIUU
(PHKM) , mnpenHas3sHa4YeHHEE OJS MHIMOUPOBaHUSA BKCIPEeCCHMM I'eéHa BHpycCca
rernaTmTa B, KOMIIO3ZMIIMM, KOTOPHEe BKIKUaAKT areHTH PHKM nportmr BI'B,
M CIHOCOOH MX NIPVMMEeHeHWHId.

[IpeOIIOCHIIKM COBIaHMS M3o00peTeHUs:

Bupyc rTenatuTa B (BI'B) npencTaBageT Cco00M UCKIIOUUTEJBLHO
TelaTOTPOIHEM BUPYC, CcoIepXalMi IByxXlenoueuHyio ITHK. HecMoTpsd Ha
TO uYTO HHK 4dBjideTCcda TI'eHeTHUeCKMM MaTepMaJioM, LIUKII pPellJiMKalluu
BKJIKUAET CcTanuo obpaTHOM TPAHCKPUIILIUA oJisa KONMMPOBAHUA
npereHoMHo¥ PHK B JHK. Bupyc renatuTa B KJIaccupuumupyeTcd Kax
OOVMH M3 IMIpedcTaBUTeJel TIelalHaBUPYCOB M OTHOCUTCA K CeMeWCTBY
Hepadnaviridae. IlepBuUuHasa MHOeKLIMSI BHPYCOM TelaTuTa B y B3POCIHX
Jiomel BEIBHBaAeT OCTPHM TIelaTUMT C CHUMITOMaMM BOCIAaJIeHMsa OpTraHoB,
JIMXOopanokM, XeJITYXM M IIOBHIIEHMI II€UeHOUHEIX TpaHcaMMHaszs B KpOoBU. VY
[aluMeHTos, KOTOPEE He B COCTOAHUU CIpaBUTECHA C BUPYCHOM
HbeklMrel, HabloIaeTcsda XPOHUUECKOe IIpoTpeccHpoBaHMe 3abojieBaHUA
B TeueHMe MHOTHUX JIeT, a TakXe IIOBHIaeTCHd PUCK pazBUTHUA LUppo3a
W paka [leyeHu. llepuHaTasbHad repenava oT MaTepeu,
MHOUIIMPOBAHHEIX BHPYCOM TelaTmMTa B, HOBOPOXIEHHEM TaKXe IIPUBOIOUT
K XPOHMUECKOMY I'ellaTUTy.

llocisie 3axBaTa TrelaToluMTaMM HYKJIEOKAlICUI IIepeHOCUTCH B 4IOpO
" BHICBOOOXOaeTcda [THK. B 5TOM MeCcTe MNIPOUCXOIOUT CHMHTe3 lernoukm [JHK
¥ BOCCTAHOBJIeHMe TIBIOB ¢ ofpasoBaHMeM KOBAaJIeHTHO 3aMKHYTOM
KOJIbIeBOM (K3K) CBepxXchnupaluzoBaHHoM [OHK pasmepomM 3,2 k6. k3kIHK

InpenocTaBJIdeT mabJIOH OJidg TPAHCKPUIILIMM IIATM OCHOBHEX BHMPYCHEX



MPHK, koTopme wumMenT #DamHy 3,5, 3,5, 2,4, 2,1 m 0,7 k6. Bce MPHK
KBNMPOBaHE Ha 5'-KOHLe U IoJMaleHWIMpoBaHe Ha 3'-koHUe. Ha 3'-
KOHIIE Mexny BCEMU IATBIO MPHK VMeeTCH [IEPEKPHTHE
[IOCJIeOOBATEJILHOCTH .

Onua MPHK pasmepoM 3,5 KO BHCTyIIAaeT B KadecTbe malbJjioHa OJIA
OPOOYKUMM KalIlCUOHOTO OeJyika M HoJiuMepasbs. KpomMe TOro, OOMH M TOT
Xe TPAHCKPUIT CJIYXUT B KadecTBe IIPOMEXYTOUHOT'O COEeOUMHEHUA OJiA
IpeTeHOMHOMU PEeILMKalnn n [IO3BOJIAET BUPYCHOM noJjiMMepase
MHUIIMUPOBATE oBpaTHY TpaHcKpunumon B THK. KancumgHenr  ©eJIoK
HeobxonuMm OJsa obpas3oBaHMA HyKJeokancuna. [Jpyrasga MPHK pasmepom
3,5 kO KOOVMPYeT IIpecepllleBMHHYH YacTb, T. €. CeKpeTUpPpyeMul e-
aHnTuren (HBeAqg). Ilpu OTCYTCTBUM MHIUOUTOPOER peIlNIMKaluuM OOoJIblioe
KOJIMUECTBO €—-aHTUTeHa B KPOBM KOppPelupyeT C PpelJiMKaluel Bupyca
reraTuTa B B IIeUeHM M CIYXUT BaXHEM OUATHOCTUUECKMM MapKEepOM OJid
KOHTPOJIA NPOTIPeCcCUpOoBaHnd 3aboJieBaHUL.

MPHK pasmepom 2,4 wu 2,1 kO comepXaT OTKPHTHE paMKU
cunTeiBaEMA (ORF) pre-3S1, pre-S2 m S [OJjd BSKcOpeccur ©OOJBILIOTO,
CpemoHero M MaJioT'o IIOBEPXHOCTHOTO aHTHMIeHa BHpycCa. S—aHTUI'eH
CBA3aH C MHOEKUMOHHBIMM I[IOJIHOLEHHEMM dYacTHllaMM. KpoMe TOI'O, KPOBL
MHOULUUPOBAHHEX IIallMEeHTOB TaKXe COIDEPXUT HEeMHOEKUMOHHBE UWaCTUIIE,
obpasoBaHHHE TOJBKO M3 S—aHTuIeHa, U CBOOOOHEIE OT TI'eHOMHOM ITHK
WM T[oJiMMepasbl. OYHKUMSA »BTUX UYacTHUIl He B TIIOJHOM Mepe IIOHATHA.
[loTHOE ¥ IDOJTOBPEMEHHOE MCUE3HOBEHME ODHAPYXUBAEMOI'O S—aHTUI'eHa
M3 KPOBU CUMTaeTCHd HaDeXHBM IIOoKa3aTeJIleM YyIOaJleHMda BUpyca TeldaTuTa
B.

MPHK pasmepom 0,7 kO xomupyeT ©0eJiok X. 3TOT TEeHHHM OPOOYKT
BaxeH Jsa 20PeKTUBHOM TPAHCKPUILUMM BUPYCHEX TE€HOB, a TakKxe
BEHICTYIIaeT B KaueCTBe TpaHCaKTMBATOPpa DSKCIpecCcuM IT'eHa XO3AMHA.
llocyenHuMM  BUO aKTHMBHOCTH, [IO-BUIVMOMY , VMeeT 3HaueHMe - IJI4
TpaHchopMallUM TelIaTOLUUTOBR B IIPOLleCCe Pa3BUTUA pakKa [IeUeHU.

[TauyeHTH C OoOHapyXMBAaeMBIM S—aHTUTEeHOM, e-aHTUTeHOM W/WiIu
BUpycHOM IHK B KpoBM B TeueHMe 0OoJlee 6 MeCsdlleB CUMTalTCA
XPOHUUECKM  MHOUUIMPOBAHHEIMM. AHaJIOTM  HYKJIEO3MIOOB B  KauveCcTBe
MHTUOUTOPOB AaKTUBHOCTM OOpPaTHOM  TpPaHCKPUIITAa3H, Kak IIpaBUJoO,
ABJIAKTCH npernapaTaMm [IEPBOTO BHIDOPA o4 JIeUeHM A MHOT'MX

rnaumMeHToB. IlloKasaHo, UTO BBelOeHMe JaMMBYIOMHAa, TeHO(]_)OBI/Ipa I/I/I/IJ'H/I



SHTeKaBMpa I[OOaBJIAeT pellIMKalMuion BUMpyca TenaTmMTa B, MHOT'Oa IO
HeOOHapyXMBaeMbBIX KOHIeHTpaluM, npu STOM HauboJlee B aXHEIMU
IperMymecTBaM CUMTAaKTCS YIYUIlleHMe QYHKUMM I[IeueHUM M ocJabJjieHue
BOCIIaleHVd TIeueHM. OOHaKO TOJIBKO HEeMHOTHMEe TalMeHTH JOCTUTaKnT
IIOJJHOM ¥ YCTOWUMBOMW PEeMUCCHM IIOCJIe OKOHUaHUA JeueHusA. Bollee
TOTO, TP YBEJMUEHUM IIPOOOJDKUTENILHOCTY JIeUeHUSa Y BUpPyCca TenaTtuTa
B pasBuMBaeTCsa PEe3UCTEHTHOCTL K JIEKAapPCTBEHHHM CpencTBaM. 3ITO B
OCOBDEHHOCTH KacaeTcd NauvMeHTOR, VHQUIIMPOBAHHEIX OIOHOBPEMEHHO
BMPYCOM TelaTMTa B M BHMPyCOM MMMyHOIedMIIMTa deJioBeka (BMU). O6a
BMPYCa BOCIPMMMUMBEL K aHaJloT'aM HYKJIEO3UIOB M Y HUX ODOUX MOXET
COBMECTHO pPa3BUEBATLCH PEe3UCTEHTHOCTE.

BTopon crioco® JleueHud [pencraBideT cobom BEeIeHME
MHTepbepoHa-amsdha. B 5TOM Ciyuae HALUMEHTH I[IOJIYYAalT BHCOKME TOS3H
MHTepdepoHa-albda B TeueHMe 6 MecdleB. A3MATCKUNM TeHOTUII B
OEeMOHCTPHPYET OUeHb HM3KMe YacCTOTH OTBeTa Ha JeueHMe. IlokasaHo,
UTO OIOHOBPEMEHHOE UHQUIMPOBaHMe BUpycoM TenatuTa D (BI'D) wim
BMPYCOM UMMYHOIedULIMTa UYeJIOBEeKa MNeJjlaeT Tepaluw MHTepdepOHOM-—
ailbba CcoBepmeHHO HesdOeKTUBHOM. I[lallMeHTH C BHPAaXeHHHM IIopaXxeHMeM
nevyeH ¥ TOXKeJEMM OUOPO3HEMM  3aB0oJieBaHUMAMM He TOoOXOOAT  IJIg
Tepaluu MHTepdepoHOM ajibda.

PaHee OBJIO IIOKAa3aHO, UYTO HEKOTOPHEe areHTH PHK-uHTepdepeHUMU
(PHKu) , cneumM@uuHEE K BUPYCY TelaTuTa B, MHIUMOMPYIRT 3KCIPECCU
TreHa BIB. Hanpuwmep, B OyOJaMKalMM 3a4BKM Ha IHHaTeHT CIHIA N
2013/0005793 (aBTopH Chin et al.), KoTopasg IMOJHOCTLI BKJOUEHa B
HACTOAMMM OOKYMEHT IIyTeM CCHJIKM, OIMCaHB olIpeleJieHHEe MOJIEKYJIE
IBYXIelloueuHoM PUOOHYKJIIEMHOBOM KMCJIOTH (OUPHK) mjasg MHTUOMPOBaHMA
DKCIPeCCUM T'eHa BUPYyCa TenaTtuTa B.

KpaTkoe muBIoXeHMUE

CymecTByeT THNOTPe®HOCTL B HOBHEHX areHTax PHK-umHTepbepeHIUN
(PHKM) , cneumMomMuUHeIXx K BUpPYCY TenaTtura B (BI'B) (B HacToOAmeM
OOKYMEeHTe Takxe Ha3bIBaeMbIX areHtT PHKu, TpUrrep PHKu  wmam
TPUITEP), KOTOPEE CIOCOOHH CeJIEKTHMBHO U >0PeKTUMBHO UHIMOMPOBATH
DKCIIPECCUI T'eHa BUpyca renaturta B (BI'B). Kpome TOIo, CYmMeCTBYET
NOTPeBHOCTL B KOMOMHAILIMAX HOBHX BIB-chnelmMdUUHBIX areHToB PHKu 14
JIeUeHN A MHOEeKINM BI'B n npenoTBpalleHn g 3aboJIeBaHUN,

accoummMpoBaHHEX C BIB.



B HacTOAmleM IOOKYMEHTEe ONMCaHBE cheumdmuuHble K T'eHy BI'B areHTH
PHKM, cCHOOCOOHHE CeJIEKTUMBHO UM 50PeKTUMBHO CHMXATL 3SKCIPECCHUI TI'eHa
BI'B. OmnmcaHHbEe are”HTe PHKu nOpoTtmB BI'B MOXHO MCIOJB30BaThb B

criocobax TepalleBTUYEeCKOI'O JIeUeHIMA u/nnm IpenoTeBpallileHMA CHMMIITOMOB

nu zabojleBaHM, CBA3aHHEIX C MHQekLMen RI'B, BRJIOUAS, fes
oTpaHuuYeHuM, XPOHUUECKHUE 3aboJieBaHug/ paccTpoMCTRA IeyeHu,
BOCIIaJIMTEeJIbHEE 3aboJyiIeBaHMA, OMBPO3HEE 3aboJyiIeBaHMA,

opoJinbepaTHUBHEE PacCTpOMCTBa (BKJ0OUAsS pakobBhHe 3abojieBaHmUAg, TaKue
KakK TenaToleJInJIapHasd KapliMHOMa), MHOeKIMsa BUpyca Trenatura D
(BI'D) m ocTpasda MHpekums BI'B. B HeKOTOpPEHX BapMaHTaxX OCYWeCTBJIEHMUI
aTr'eHTEL PHKu IIPOTUB BI'B MOXHO MCIOJIL30BATE B criocofax
TepalleBTUUeCKOIT'O JleueHud u/nnm npenoTBpaleHna CHMIITOMOB "
3a00JIeBaHUM, CBA3aHHEIX C XPOHUUECKOM MHQekLMen BRIB n/ Ui
nHpexurem BI'D. TakMue CIocofBH BKJIOUAT BBeIeHMe OINHOTO WM ©OoJee
AreHTOB PHKu noporms RIB, OIIMCAHHEIX B HaCTOoMdlleM IOKYMEeHTe,
CyOBeKTy, HalpUMep UeJIOBEeKY WM XKUBOTHOMY .

Kpome TOTO, B HacTodmeM OOKyMeHTe  OIMCAaHE  KOMIIO3UIINU,
comepxamre OOMH wujaM BoJiee M3 ONMCAHHEX aTl'eHToB PHKu nportums BIE,
KOTOPHE CIOCOOHE CeJIEKTUBHO U 20OPEeKTUBHO CHMXATE SKCIPEeCCU TeHa
BI'B. Kowmmnosulny, comepXalyre OIOVH WM ©OoJiee areHTOB PHKM mOpoTus
BI'B, MOXHO BBOIMTL CYOBEKTY, TaKOMy KakK UeJIOBEeK MM XUBOTHOE,
OJg JeueHUud U/WIM OpedoTBpalleHud CUMIITOMOB U  3abojeBaHUuM,
CBA3aHHHX C MHOekumeyt BIB.

KaxOuil ONMCaHHBEIM B HaCToAMeM OOKyMeHTe aTreHT PHKuM [OpoTHUB
BI'B BKJKUYaeT B cebs IO MeHbIeM Mepe KOOUPYRIIYID  Lellb u
AHTUCMEBICJIOBYK Lellb. Komupyolad Lellb WM aHTUMCMEICJIOBad Lellb MOTYT
OHITE YAaCTUUHO, I[I0 CYIEeCTBY WM [OTOJHOCTHLD KOMIUJIEMEHTAPHEMM IPYT
opyry. IiaMHa ONMCAHHEIX B HacTodmeM HOKyMeHTe KoIupyomer U
AHTUCMEICJIOBOM Lieled aTeHTa PHKM MoOXxeT cocTarBRJIATE oT 16 pmo 30
HYKJIEOTUMIOOB., B HEKOTOPHX BapMaHTax OCYWEeCTBJIEHUMA KooupyKlad U
AHTUCMEICIIOBA A Lenm He3aBUCKMO MMenT OJIVHY oT 17 oo 26
HYKJIEOTUMIOOB., B HEKOTOPHX BapMaHTax OCYWEeCTBJIEHUMA KooupyKlad U
AHTUCMEICIIOBA A Lenm He3aBUCKMO MMenT OJIVHY oT 19 oo 26
HYKJIEOTUMIOOB., B HEKOTOPHX BapMaHTax OCYWEeCTBJIEHUMA KooupyKlad U
AHTUCMEICIIOBA A Lenm He3aBUCKMO MMenT OJIVHY oT 21 oo 26

HYKJIEOTMIOOB . B HeKOTOPEX BapMaHTaX OCYHeCTBJIeHMA KoIMpykilad U



AHTUCMEICIIOBA A lenu He3aBUCUMO MeT OJIVHY oT 21 oo 24
HYKJIEOTUIOE. Konupywoia s u AHTUCMEICTIOBAA enru  MOTYT MMeThb
OIVMHAKOBYK IJIMHY MWMJIM PasHeEe OJIMHE. AredHTel PHKu nopoTtms BI'B,
OIIMCaHHEIE B  HaACTOAUWleM OOKYMEeEHTe, BEIIIOJIHEHEL C  BO3MOXHOCTBI
BKJIIOUEHMSA B CBOM COCTaBR I[IOCJeOOBAaTeJILHOCTEM aHTUMCMHCIIOBOM Leu,
KOTOpPHE rio MeHbIen Mepe JaCcTUUHO KOMILJIEMEHTaPHEL
IOCJIENOBATEJBFHOCTH B TeHoMe BI'B, KoTopas HABJSETCS KOHCEPBATUBHOM
Yy OOJBIIMHCTBA M3BECTHHX CcepoTunoB BIB. AreHTsl PHKM, omnoMcaHHEEe B
HaCcToAlleM LOOKYMeHTe, IIpM OOCTaBKe B KIIETKY, 3KCIpeccupynomyn BIB,
MHTUOMPYIOT D2KCIPECCHID OIOHOTO MM 0OoJlee TeHOoB BI'B in vivo mjaM Iin
vitro.

AreHT PHKM npoTme BI'B BrIodaeT B Ccebd KOOUPYRIYD ILIelb
(Takxe Ha3HWBaeMyld CONpOBOXIaKMel lelbl), KoTopad BKJIOYaeT B cebd
[IepByn [IOCJIenOBaATEJIbLHOCTE, u AHTUCMEICJIOBYIO Lelnb (Taxxe
Ha3HBaeMyln HalpabBJgomeN Lelbl), KOoTopasd BRJALUaeT B cebsa BTOPVD
rocjgenoBaTeJIbHOCTE . Komupymmad Lernbk areHToB PHKm nportms RIB,
OINIMCAHHHX B HacTodmeM IOKYyMeHTe, BKJoUYaeT B cebd ceplleBMHHLM
bparMeHT, Ha IO MeHbIle Mepe OKoJO 85% MISHTUUHHM HYKJISOTUIHOM
[I0CJIenoBaTEeJIbHOCTH, cocToAmen nus rio MeHbIen Mepe 16
[IOCJIeDOBaTEJIbHEIX HykKJeoTHIoB, B MPHK BI'B. B HeKOTOPHX BapMUaHTax
OCYIeCTBJIEHN I OJIVHA CEPIOLEBUHHOTO HYKJIEOTUIHOT'O bparMeHTa
Kogupylme 1enM, Ha II0 MeHblley Mepe O0oKoJIO 85% MISeHTUUHOTO
nocjiemopaTeJibHoCcTM B MPHK BIB, cocrarBJgfgeTr 16, 17, 18, 19, 20,
21, 22 wmiam 23 HyKJeoTuIa. AHTHMCMEICIOBafd Ilelb areHTa PHKu npoTur
BI'B COOepXUT HYKJIECOTUMIOHYID IIOCJelIOoBaTeJIbHOCTL, Ha I[I0 MeHbIel Mepe
OKOJIO 85% KOMILUIEMEHTAPHYK B IIpellellaXx CepHOleBMHHOTO O(parMeHTa U3
10 MeHbIleM Mepe 16 CMexXHBIX HYKJIeOTUIOB IocjieloBaTeJIbHOCTM B MPHK
BI'B ® COOTBEeTCTBYKIEN KOoOUpyKIel 1elrM. B HEeKOTOPHX BapraHTax
OCYMeCTBJIEHMA OJMHAa CepOLUeBMHHOM HYKJIEOTMIOHOW IIOCIelOoBaTeJILHOCTHU
AHTMCMEICJIOBOM IlIelM, Ha II0 MeHbIeM Mepe OKoJIO 85% KoMILIIeMeHTapHOM
nmocjiegoBaTeJgbHoCTM B MPHK BI'B MM COOTBETCTBYHIEN KoIMpyoIeN
lenu, cocrTarJgsgeTr 16, 17, 18, 19, 20, 21, 22 win 23 HYKJIeOTHIA.

[IpuMepH KOOUPYIIMX Lelel M aHTHUCMBECJIOBHX lielel areHToB PHKwu
nporue BI'B, KOTOpEHEe MOXHO MCIIOJBE30BaTkE B areHTax PHKu nopoTms
BI'B, mnpencrTaBJjieHH B Tabimuax 3 u 4. IlpuMepH IOYILJIEKCOB al'eHTa

PHKu  mOpoTHB BI'B npencrapBJIeHE B TadnuLe 5. [TprMepE 19-



HYKJIEOTUIOHEIX IocjieIoBaTeJIbHOCTEN CEPIOLUEBUHHOTO bparMeHTa,
KOTOPHE COCTOAT WM BKJKUEHH B KOoOUpyKIMe LelXM W aHTUCMBCJIOBEE
uenm areHToB PHKwm nporme RBRI'B, OIMCAHHEX B HaACTOAINlEM LOOKYMEHTe,
npelCcTaBJIEHH B Tabiulle 2.

B HeKOTOPHIX BapMaHTax OCYIIEeCTRBJIEHVA ONOUH WM ©OoJiee aTl'eHTOB
PHKu nporme BI'B moCcTaBJIARTCHA B KIETKU-MUIIEHW WJIM TKaHUM-MUIIEHU C
[IpYMEHEHVEM Jo6om TEXHOJIOTUHA OOCTaBKMA OJIMTOHYKJIEOTUIOB,
M3BECTHOM B IaHHOM ob6JacTu. CHoCOOH HOCTABKM HYKJIEMHOBEIX KUCJIOT
BKJIOUAT, Des oTpaHuuYeHuM, MHKAIICYJIMPOBaHMe B JIMIocomax,
MoHOOPEe3 WM BCTpauMBaHMe B OPyI'Me HecyllMe Ccpens, TaKue Kak
IrMoporesiu, UMKJIIOOEKCTPUHE, OropasjgaraeMee HaHOKAaIICYJIEL u
OMoanresmMBHEIE MUKPOCOHEPH, OeJIKOBEE BEeKTOPH WIM IMHaAMUUeCKUe
NOJMKOHBOTATE (DPC) (cM., HamopuMmep, Oyoiaukaumm WO 2000/053722,
WO 2008/0022309, WO 2011/10416%9 wm WO 2012/083185, xaxmasd U3
KOTOPLIX BKJIOUeHa B HACTOAMMM OOKYMEHT IIYTeM CCBHUIKM) . B HeKOTOPHX
BapMaHTax ocylecTBJeHud areHT PHKm npotuB BI'B npocrarjgeTCcd B
KJIETKV-MUIIEHW WJIM TKAHU-MUIIEHV @OIYTeM KOBAJIEHTHOTO CBSI3BBaHMUA
aredHTa PHKmM C HaleJuMBakmel TpyNIon. B HeKOTOpPHX BapuaHTax
OCYIIECTRBJIEHMA HalleJIMBaKlasd TpyNla MOXeT BKJIOUATL B Ccebd JIMTaHg
KJIETOUHOTO pellellTopa, TakKoM Kak JMIaHO acuaJIoTJIMKOIPOTEMHOBOTO
peluenTopa (ASGPr). B HEeKOTOPHX BapMaHTax OCyWeCTBJIeHUI JIUMIaHO
ASGPr BrJOUaeT B Ccebda WIM COCTOMT M3 KjacTepa I[IPOM3BONHEIX
raJJakKTO3H. B HEeKOTOPHX BapmraHTax OCYIeCTBJIEHN I KJjacrep
IPOMBBOIOHHX TaJlakKTO3H BRJLUaeT B cebga N-alleTUIrajlaKTO3aMMHOBHIM
TPUMEP W N-alleTUJITajldakTo3aM/HOBEIM TeTpaMep. B HEeKOTOPHX
BapMaHTax OCYIIECTBJIEHUA KJlacrep [IPOUBBOIOHEIX IaJlakKTO 3H
[pencraBideT cobom N-alueTuJIraJakTo3aMUHOBLM TPUMEP WU N-
aleTMITrajJakTo3aM/HOBEM TeTpaMep.

HanenmpBawmmyrn TpPyINOy MOXHO CBA3aTk C  3'- wmiam  5'-KOHIIOM
KoOupyole Lely WM aHTUMCMHCIIOBOM lLenM areHTa PHKu mpotwme BI'B. B
HEeKOTOPHIX BapMaHTax OCYIEeCTBJIeHMd HalleJMBawllad I'pylilla CBA3aHa C
3'"-  wmam  5'-KOHIOM KOIUpYyKIEeM ILeln. B HeKOTOpPHX BapuaHTax
OCymecCTBJIeHMA HalleJMBakmas Tpylla cBA3aHa ¢ 5'-KOHIOM KoOMpyKIeh
umenmM. B HeKOTOPHX EBapMaHTax OCYIEeCTBJIEHMI HalleJiMBawliad I'pyllla

CBA3aHa C areHToM PHKM mnocpencTBOM JIMHKEpPA.



HanenmBawmyrn ITpPyNly (C JMHKepOM WM ©e3 HeT'0) MOXHO CBS3aTh
¢ 5'- may 3'-KOHUOM JIOOOM M3 KOIUPYIIMUX M/UIM aAHTUCMEICIJIOBHX
leney, ONMCAHHEIX B Tabamuax 2, 3 u 4. JuHKep (Cc HaleJMuBawomewn
Tpynnou uian 6e3 Hee) MOXHO MNPUCOSIMHUTE K 5'- mam 3'-KoHLY Jodon
U3 KOOUPYMMX M/UIJIM aHTUCMECJIOBEIX Lellel, OIMCAHHHX B Tabjauiax 2,
3 um 4.

B HeKOTOPHX BapMaHTaxXx OCYULEeCTBJIEHMHI, OIMCAHHEX B HaCTO4lleM
OOKYMEeHTe, TIPenJIOXEHH KOMIO3UINWKM, KOTOPHEe BKIOYAKT B Ccedbia OIOVH
NI foJiee aATeHTOR PHKu IIPOTUR RI'B, MMEM X OYILJIEKCHEIE
[IOCJIeIOBAaTEJIbHOCTHM, OIIMCaHHEEe B Tabiauie 5.

B HeKOTOPHX BapMaHTaxXx OCYULEeCTBJIEHMHI, OIMCAHHEX B HaCTO4lleM
OOKYMEHTE, [IpenJjIOeHE  KOMIIO3ULIUM, KOTOpPHE BKJIOUYAT B cebd
KOMOMHALIMID WMIM KOKTelMJLb M3 II0 MeHbllel Mepe IBYX areHToOB PHKwu
nporue BI'B, HMMeKIMX pa3JIMUHEE HYKJIEOTUIHEE I[IOCJIemoBaTeJIbHOCTU. B
HEeKOTOPHX BapuaHTax OCYINeCTBJIeHMa KaxIHi M3 »OByX Win 0OoJlee
pas3JMUHEX areHTOBR PHKu npoTtms BI'B OTHelIBHO M He3aBUMCHMMO CB43aH C
HalleJIMBaIUMKY  D'PYIIIlaMM ., B HeKOTOPEX BapMaHTax OCYIIeCTBJIeHUA
KaXxOell M3 IOBYyX MM 0OoJlee pas3JIMUHEIX aTeHTOB PHKu npotue RIB
CBA3aH C HalleJIVBalMMI I'pylllaMu, COCTOAINMH nus N-aunerwni-
rajJJakTo3aMMHOB, B HEeKOTOPHX BapMaHTaxX OCYIIeCTBJIEHMA, B KOTOPLEX B
KOMIIOBULIMIO BKJIIOUEHH OBa MM 0oJiee areHToB PHKuM, KaxOooit u3
areHToB PHKM cBg3aH C OOHOM M ToM Xe HalleJMBaomel TpyHamnon. B
HEKOTOPHIX BapMaHTax  OCylleCTBJIEHUA, B KOTOPHIX B KOMIIO 3ULINIO
BKJIOUEHH OBRa WMIM O0o0oJiee areHToB PHKM, KaxIulM M3 aredHToB PHKu
CBA3aH C pa3JInUHEMU HalleJIMBalUMHI TpyIirnamy, Hallpumep
HalleJBaIUMK TPYIIaMr, MMeKIVMU PasJIMUHEE XVMUUeCKUMEe CTPYKTYPH.

B HeKOTOPEIX BaprMaHTax OCyImeCTBJIECHMA HallieJIMBalmye T'OYIIIIEI

CBA3aHH C areHTaMm1 PHKu IIPOTUB BI'B Bes MCIIOJIE30BaHUA
OOIIOJIHUTEJILHOTO JIMHKepa. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUI
HalleJIMBaolaa TpyIla BEIIIOJIHEHA C BO3MOXHOCTEI HaJnuun A

JEeTKOOOCTYIIHOTO JIMHKepa OJd ofJIeTueHMA CBAS3EEBaHMA C areHToM PHKu
nporue BI'B. B HeKOTOPHX BapuaHTax OCYWMeCTBJIEHMA, B KOTOPEX B
KOMIIOBUIIMI BKJIOUEHE IBa WJIM 0OoJilee areHToB PHKM, »OaHHHEe »IOBa WM
OoJjiee areHTOBR PHKM MOTYT OBTE CBAS3aHHE C HalleJMBaKIVMMMA TPYIIIaMy C
[IOMOIIB IO ONVMHAKOBHX JIMHKEPOB. B HEKOTOPHIX BapMaHTax

OoCymeCTBJIEHMA, B KOTOPEX B KOMIIO3MIMIO BKJIIOUEHE IOIBa WK DoJiee



aredHTor PHKM, ©maHHEEe QOBa WM 00Jiee areHToB PHKM cCcB43aHH C
HalleJIMBaIVMY T'PYyIHlaMy C IIOMOIEBK Pa3JIMUHEX JIMHKEPOER.

B HeKOTOPHX BapMaHTaxXx OCYULEeCTBJIEHMHI, OIMCAHHEX B HaCTO4lleM
OOKYMEHTe, [IpenJjIOeHE  KOMIIO3ULIUM, KOTOpPHE BKJIOUYAT B cebd
KOMOMHAIIMI IO MeHBMelW Mepe OBYyX areHTOB PHKu npoTmus BI'B, uMemMUX
Pas3JIMUHEIE I[IOCJIENOBATEJBHOCTHM, MOpMUeM KaxXIeM aTeHT PHKuM nOpoTus
BI'B HalleJleH Ha IPYyTOM YyuYacTOK WIM IpyIryl o6JacTb TI'eHa BIB. B
HEeKOTOPHX BapMaHTax OCYIleCTRJIEHNH, OIIMCaHHEIX B HaCTOAIlEM
OOKYMEHTe, [IpenJjIOeHE  KOMIIO3ULIUM, KOTOpPHE BKJIOUYAT B cebd
KOMOMHAIIMI IO MeHbIleM Mepe OBRYX areHToB PHKu npotur RIB, OpuueMm
Kaxoui aredHT PHKM npoTmB BI'B BHIIOJHEH C BOBMOXHOCTLI HalleJIMBaHUA
Ha JIpyTo¥ TpaHCKpuNT BIB (HanpuMep, KOMIO3MIMA, KOTOopad BKJIOUAET
B ceba 1nBa areHTa PHKu npotmr BI'B, nOpuueM TMOepBHM aTreHT PHKu
npotue RBI'B BrInyaeT B ce®d aHTUCMHCJOBYK llellb, KoTOopasa IIo
MeHbIen Mepe JaCcTUUHO KOMILJIEMEeHTapHa HYKJIEOTUIHOMN
IocjlefoBaTeJIbHOCTHM, pPacloJiokeHHo B ORF S r1ena BIB, a BTopoHu
aredT PHKu nporme BI'B BrIonyaeT B ce®d aHTUCMHCJOBYK Illellb,
KoTopad IO MeHbIeM Mepe UYacTUUHO KOMILJIeMeHTapHa HYKJIeOTUIHOM
IocJylefoBaTeJIbHOCTHM, pacloJioxeHHoM B ORF X rena BIB). B HacTodmeMm
OOKyMeHTe areHT PHKM, KOTOpPHM BKJOUaeT B ceBd aHTUCMHCIOBYIO
lenb, IO MeHbIeM Mepe UYaCcTUUHO KOMIUJIEMEHTAaAPHVYID HYKJISOTHMIHOM
IocjiefoBaTeJIbHOCTHM, pPaclojioxeHHo B ORF S, HalleJJeH Ha UYacTb
TreHoMa BI'B SEQ ID NO: 1 Mexny ooJioxeHmamm 1-1307 m 3185-3221. B
HaCToOAlleM  OOKYMeHTe areHT PHKm, KOTOPHM BKJIOUAET B cebd
AHTMCMEICJIOBYID 1Lellb, I[IO0 MeHbIeM Mepe UYacTUUHO KOMILJIEeMeHTapHYIo
HYKJIEOTHMIHOM II0CJIeIOBaTeJIbHOCTHM, paclojiokeHHo¥ B ORF X, HaleJeH
Ha 4YacThb TreHoMa BI'B SEQ ID NO: 1 Mexny noJioxeHmaMm 1308-1930.

M3BeCTHO, uTo MPHK BRIB ABJISAeTCHd IOJIMUMC TPOHHOM, uTo
IPUBOOUT K TPaHCIIALUN MHOXeCTEa [IOJIUIIENTUIOB, u B STOMN
nocyienoBaTeJibHOCTM PHK  IIepekKpHBaKnTCA OTIOeJibHEe MPHK, [IO05TOMYy
OOVMHOUHHM areHT PHKM, HaleJleHHEM Ha TedH BI'B, MOXeT IOPUBOIUTL K
MHTUOUPOBaHUL OOJIBIIMHCTBa WM BCcexX TpaHckpunrtoe BI'B. Tem He
MeHee, XOTd U He XeJjlad OoOTpaHMuUMBATLCA KakoM-Jubo  Teopuel,
OPEennoJIOXUIIM, UTO KOMIIO3ULMA, KOoTopas BKINUaeT B Cced®sa IOBa WK
OoJiee areHToOB PHKu npoTtwe BI'B, HalleJIEHHHEX Ha pPas3JIMUHLEE YUaCTKHU

nIm obJjacTM TI'eHa BI'B (M, B UacTHOCTM, IOBa MWJIM OoJiee areHToB PHKu



npotuB BI'B, M3 KOTOPHX OoIMH areHT PHKu nportme BI'B HallesieH Ha ORF
S, a BTopo areHT PHKu npotuB BIB HaleJeH Ha ORF X), MoxerT
DaBaTb HOOMNOJIHUTEJILHEHE TIIPpeuMMymecTBa I[IO CPpaBHEHMI C KOMIO3MIMEN,
KOTOopad BKJHOUaeT B cebda ToJNbKO ommMH areHT PHKu nportme BI'B, Takwme
Kak (a) of0eclledeHMre HalleJIMBaAHUA Ha BCe BUPYCHHE TPaHCKPpUIITE BI'R
(7. e. npereHoMHyr PHK pas3mepoMm 3,5 kO; nOpeceplleBUHHy© MPHK
pasmepoMm 3,5 x6; MPHK pre-S1 pasmepoMm 2,4 x6; MPHK pre-S2/S
pasMepoM 2,1 k6; MPHK X pasmepom 0,7 kO6; a Takxe JoOBe
BKCIOpeccHUpykmme S-aHTuredH MPHK, [DoJydyeHHEE U3 MWHTEeIPUPOBAHHOMN
IOHK BRIRB); (b) crnocobcTBOBaHME pPaCIIMPEHMIO OXBaTa I'€HOTUIIOB C
ekl TOTEeHUMAaJIbHOTO BO3OEMCTBMA Ha 0o0Jiee KPYIHYKR [IONYJIALNWI
IalMeHTOB; u/Uim (c) [IOTEeHUIMAaJIbHOE CHWXEHME  PEe3UCTEHTHOCTH
BMpPYCa BCJeICTBMe MyTaluul B caliTe cBA3HBaHMA MUPHK.

B HeKOTOPHIX BapMaHTax OCYIEeCTBJIEHMA, OIMCAHHEX B HACTOLAIlEM
OOKYMEHTe, IIPEenNJIOXEeHH KOMIIO3MULMM, KOTOPHE BKJUAT KOMOMHALIMIO
OOHOTO aTreHTa PHKu npotur BI'B, KOTOPHM HallelleH Ha ORF S PHK BIB
(T. e. ¥MMeeT aHTUCMHCIOBYL Lellb, KOTOopafd HalleJleHa Ha TPaHCKPUIITEH
S (s, pre-sSi u pre-s2), [IpeTreHOMHY PHK (cepnueBUHa u
oJiMMepasa) U [OpeceplUeBMHHEE TpaHCkpuIITH (HBeAg) renoma BIB) u
onvH areHT PHKu npotwme RIB, KOTOpHM HalleJeH Ha ORF X PHK RIB (T.
€. MMeeT aHTUCMEICJIOBYK Lelb, KOoTopad HalleJleHa Ha TpaHCKpunT X
reHoMa BRI'B, TpaHckpunTel S (S, pre-S1 m pre-S2), npereHoMHyn PHK
(CepoueBMHa ¥ IoOJIMMepasa) U IIpeceplueBMHHEE TpaHCKpuOTH (HBeAg)
redoMa BIB). B HeKOTOPHX BapMaHTax OCYWeCTBJIEHMA OIMCAHHHE B
HacToAmeM HNOKYMEeHTe KOMIO3MIMKM BKJIOUAKT I[I0 MeHBINeW Mepe OIOWH
areHT PHKum mnpotme BI'B, KOTOPHEM COIOEPXUT TOCIeNOBRaTeJIbHOCTE,
HalleJJeHHy© Ha ORF S TeHa BI'B, u BTOpo¥ areHT PHKu npotmer BIB,
KOTOPHEM COOEpPXUT II0CJeloBaTeJIbHOCTL, HalleJleHHYI Ha ORF X TIeHa
BIB.

B HacToAleM OOKYyMeHTe OIIMCAaHEL CIIOCOOBEHL MHIUOUPOBAHMUA
SKCIpeccum TeHa BI'B, BRJIDUAKIME BBeOeHMe OOHOTO WM 0oJiee
aredror PHKm npoTtms BI'B, uMMenIMX AaHTUCMEBICJIIOBYI Lellb, COIepXallyl
Jody M3 IocjJedoBaTellbHOCTeM, NPpMBeOeHHHBX B Tabiauie 3.

B HacToAleM OOKYyMeHTe OIIMCAaHEL CIIOCOOBEHL MHIUOUPOBAHMUA

SKCIpeccum TeHa BI'B, BRJIDUAKIME BBeOeHMe OOHOTO WM 0oJiee
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aredror PHKm nportuer BI'B, #uMeIMX KOOUPYKRIYKD Lellb, COIepXallyl
Jody M3 IocjJeldoBaTellbHOCTeM, NPpMBeOeHHHX B Tabiauie 4.

B HaCTOAleM OOKYMeHTe OTIMCaHH CIIOCOOH VHTUOUPOBAHUSA
SKCIpeccum TeHa BI'B, BRJIDUAKIME BBeOeHMe OOHOTO WM 0oJiee
aredror PHKm npoTtms BI'B, uMMenIMX AaHTUCMEBICJIIOBYI Lellb, COIepXallyl
JOOYID M3 [IocJjiIenoBaTeJIbHOCTEeN, NIpUBeOeHHBIX B Tabamie 3, u
KOOVPYRIIYO lenb, comepxamyn JIIOOYI0 n3 mocjienoBaTeJILHOCTEN,
OpuBeleHHHX B Tabauiue 4, xoTopad II0 MeHbIeM Mepe UYaCcTUUHO
KOMILJIEMeHTapHa aHTUCMHCIIOBOM lLelu.

B HaCTOAleM OOKYMeHTe OTIMCaHH CIIOCOOH VHTUOUPOBAHUSA
SKCIpeccum TeHa BI'B, BRJIDUAKIME BBeOeHMe OOHOTO WM 0oJiee
aredror PHKm nportuer BI'B, wuMenmmMx aHTUCMECJIOBYK Lellk, KoTopasd
COCTOMT M3 JoOOM U3 IIOoCJIeOOoBaTeJIbHOCTEeM, IIPUMBEeIeHHEX B Tabjulle
3, " KOOVPYRIIYO LIelb, KoTopad COCTOUT nus Jnobon Zic]
mocjiefoBaTeJIbHOCTEN, IMIpMBeIdeHHHX B Tabdjauile 4, KoTopas IO MeHbIlen
Mepe YacTHMUHO KOMILJIeMeHTapHa aHTUCMBICJIOBOM Lellu.

B HaCTOAleM OOKYMeHTe OTIMCaHH CIIOCOOH VHTUOUPOBAHUSA
DKCIpeccurM TeHa BI'B B KJIeTKe, BKJINUAKIME BBeOeHMe OINHOTO WU
OoJjiee areHToB PHKuM mnpotme BIB, wuMenlMX »OYIJIEKCHYRD CTRPYKTYPY,
IpuBeleHHYK B Tabiaule 5.

B HacTodlleM »OOKYMEHTe OIMCAaHBE CIOCOOH JeueHusa MHPekUmm BI'B
WU npenoTBpaleHna 3aboJieBaHuAa MJIN CHIMIITOMOB, BEI3BaHHEIX
uHpeklMer BI'B, BrJOUAaKIMe BBeleHMe OINHOTO WM 0OoJjlee areHTorR PHKwu
nporue BI'B, wuMenmyUx aHTUCMEICJIOBYK Lellb, comepxamyn Jodbyn M3
mocjiefoBaTeJIbHOCTEM, IIPpMBeIeHHHX B Tabdiauie 3.

B HacTodlleM »OOKYMEHTe OIMCAaHBE CIOCOOH JeueHusa MHPekUmm BI'B
WU npenoTBpaleHna 3aboJieBaHuAa MJIN CHIMIITOMOB, BEI3BaHHEIX
uHpeklMer BI'B, BrJOUAaKIMe BBeleHMe OINHOTO WM 0OoJjlee areHTorR PHKwu
IIPOTUR RI'B, MMEIIX KOIOIMPYIIYIIO 1Ierb, Conepxalymn JOOYID M3
mocjiefoBaTeJIbHOCTEV, IIPpMBeIeHHHX B Tabdiauie 4.

B HacTodlleM »OOKYMEHTe OIMCAaHBE CIOCOOH JeueHusa MHPekUmm BI'B
WU npenoTBpaleHna 3aboJieBaHuAa MJIN CHIMIITOMOB, BEI3BaHHEIX
uHpeklMer BI'B, BrJOUAaKIMe BBeleHMe OINHOTO WM 0OoJjlee areHTorR PHKwu
nporue BI'B, wuMenmyUx aHTUCMEICJIOBYK Lellb, comepxamyn Jodbyn M3
mocjiefoBaTeJIbHOCTEV, IIPpMBEeIeHHHX B Tabdjauie 3, M KOoIUPpYHIYH lLelb,

CcoepXxalyio JIIOOYK U3 HOCJ'Ie,JIOBaTeJ'H::HOCTeTZ, IIPMBEeIEeHHEX B Tabanilie
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4, koTOpas IO MeHblleM Mepe YacTMUHO KOMILJIeMeHTapHa aHTUCMECJIIOBOM
enu.

B HacTodlleM »OOKYMEHTe OIMCAaHBE CIOCOOH JeueHusa MHPekUmm BI'B
WU npenoTBpaleHna 3aboJieBaHuAa MJIN CHIMIITOMOB, BEI3BaHHEIX
uHpeklMer BI'B, BrJOUAaKIMe BBeleHMe OINHOTO WM 0OoJjlee areHTorR PHKwu
OpoTreE BI'B, UMelMMX AHTUCMBICJIOBYI lellb, KOTopas COCTOUT M3 Jbomn
13 TocJenoBaTeJIbHOCTEeM, IMIpMBEeIeHHHX B Tabiuile 3, U KOIUPYIIYIO
lenb, KoTopad COCTOUT n3 Jodon n3 mocjienoBaTeJILHOCTEN,
OpuBeleHHHX B Tabauiue 4, xoTopad II0 MeHbIeM Mepe UYaCcTUUHO
KOMILJIEMeHTapHa aHTUCMHCIIOBOM lLelu.

B HacTodlleM »OOKYMEHTe OIMCAaHBE CIOCOOH JeueHusa MHPekUmm BI'B
WU npenoTBpaleHna 3aboJieBaHuAa MJIN CHIMIITOMOB, BEI3BaHHEIX
uHpeklMer BI'B, BrJOUAaKIMe BBeleHMe OINHOTO WM 0OoJjlee areHTorR PHKwu
npoTmue BI'B, uMelIMX IOYIUJIEKCHYKD CTPYKTYPY, I[IPUBEIEHHYI B TabJuile
5.

B HaCTOAleM OOKYMeHTe OIIMCAaHE CIIOCOOH VHTUOUPOBAHUSA
SKCHpeccuM T'eHa BI'B, BRJALUaKMMe BBeOdeHMe (1) areHTa PHKM OpoTuUB
BI'B, wuMeKnmero aHTUCMBEICJIOBYK Lelb, COoIepXallylny WJIM COCTOAIyK K3
JrofoM M3 IIocJenoBaTeJIbHOCTEM, IpuBeleHHHX B Tabiaule 2 WIKn
Tabmuue 3, wu (ii) BTOpoTO areHTa PHKu npotur BIB, uMenmero
AHTUCMEICJIOBYK  Llellb, comepxamyln WM COCTOoAmyl M3 Jiodon U3
IocjiefoBaTeJIbHOCTEN, MNPMBEeIeHHEX B Tabjulle 2 uiM Tadiauie 3.

B HacTodlleM »OOKYMEHTe OIMCAaHBE CIOCOOH JeueHusa MHPekUmm BI'B
WU npenoTBpaleHna 3aboJieBaHuAa MJIN CHIMIITOMOB, BEI3BaHHEIX
nHbpexlmeln BI'B, BkJoUalmue BBeIeHMe (1) arenra PHKu mnporme BIB,
VMeRmeT0 aHTHMCMECJIOBYIO Ilellb, CoOepXallyld WM COCTOdmyn W3 Jodon
13 I[IoCJIeIOBaTeJIbHOCTEW, IPpUBEeIeHHEX B Tabjaule 2 wiaM Tadaulle 3, u
(11) BTOPpOTO areHra PHKu noporme BI'B, wuMenmero aHTUCMBICJIOBYIO
lenb, coIepXallyln WM COCTOANyD M3 JodoM M3 ocjedoBaTeJIbHOCTeN,
IpUBeleHHHX B Tabiule 2 WM Tabjaule 3.

B HaCTOAleM OOKYMeHTe OIIMCAaHE CIIOCOOH VHTUOUPOBAHUSA
SKCHpeccuM T'eHa BI'B, BrJOUaKmMe BBeIeHme (1) nepBoro areHTa PHKu
IIPOTUR RI'B, MMeKIero AHTUCMEICJIOBVYIO 1Ierb, Conepxalymn MJIn
cocToAmyln M3 JioboM M3 IIocjedoBaTellbHOCTeM, NPpMBEeIOeHHHX B Tabjulle
2 mam Tabiuie 3, UM KOIUPYKIYK Iellb, COIOepXallyl WMJIM COCTOAMNyKn U3

JrofoM M3 IIocJenoBaTeJIbHOCTEM, IpuBeleHHHX B Tabiaule 2 WIKn
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Tabmuue 4, KoTopas IO MeHBIeM Mepe UYacTHMUHO KOMILJIeMeHTapHa
AHTUCMEICJIOBOM TIOCJIEOOBATEJILHOCTU TepBOTO areHTa PHKu npotmue BIB,
u (ii) BToOporo aredHTa PHKu npotmB BIB, uMeKmNeTro aHTUCMHCIOBYIO
enk, CcoOepXalyln WIM COCTOAMyl M3 JIOOoM M3 NOCJel0oBaTeJIbHOCTeMN,
IpUBeleHHHX B Tabiule 2 wiv Tabiule 3, U KOOUPYHRINYLD Lelb,
comepXamyln MM COCTOAMylR M3 JIIOOM M3 IIOCIeOOoBaTeJILHOCTEN,
IPpUBEeNeHHHX B Tabaulle 2 wuaM Tabiauile 4, KOTOpasd IO MeHBIeM Mepe
YaCTUUYHO KOMILJIEMeHTapHa AaHTUCMEICJIOBOM IIOCJIeNOBATEJBHOCTH BTOPOTO
areHTa PHKu npotme BI'B.

B HacTOAmeM OOKYMEeHTe ONMCaHB CIoCOoBH JieueHMs MHbekumm BI'B

WJIN [penoTBpalleHnd 3aboJyiIeBaHMA I CUMIITOMOB, BEI3BAHHEIX
uHpeklMe BI'B, BRJIOUAKIIME BBelIeHMe (1) reppor’0 areHTa PHKu
IIPOTUR RI'B, MMeKIero AHTUCMEICJIOBVYIO 1Ierb, Conepxalymn MJIn

cocToAmyln M3 JioboM M3 IIocjedoBaTellbHOCTeM, NPpMBEeIOeHHHX B Tabjulle
2 mam Tabiuie 3, UM KOIUPYKIYK Iellb, COIOepXallyl WMJIM COCTOAMNyKn U3
JOBOM M3 IIOCHeOOBaTeJILHOCTEM, MNpPpUMBEIeHHEX B Tabauile 2 WK
Tabamuiue 4, KoTopad IO MeHbIeM Mepe UYaCcTUMUHO KOMILJIeMeHTapHa
AHTUCMEICJIOBOM TIOCJIEOOBATEJILHOCTU TepBOTO areHTa PHKu npotmue BIB,
u (ii) BToOporo aredHTa PHKu npotmB BIB, uMeKmNeTro aHTUCMHCIOBYIO
lenb, coIepXallyln WM COCTOANyD M3 JodoM M3 ocjedoBaTeJIbHOCTeN,
NIPUMBEeIEeHHEX B Tabauie 2 win Tabiauine 3, ¥ KOIUPYKIYKR Ilelb,
comepxamyin MWIM COoCcTodmyn M3 JiodoM M3  IHocjeloBaTelJIbHOCTel,
IpuBeIeHHHX B Tabjulle 2 wuiau Tabauile 4, KoTopad II0 MeHbllel Mepe
YacTUUHO KOMIIJIEMeHTapHa aHTUCMHCIIOBOM IIOCJIeIOoBaATEeJILHOCTU BTOPOTO
areHTa PHKu npotme BI'B.

B HeKOTOPHX EBapMaHTax ocylleCcTrJieHMd areHT PHKwm nporme BIB,
OINIMCAaHHHM B HaCTOAmEeM OOKYyMeHTe, COINEePXUT:

a. AHTUCMEICIIOBYI lenb, KoTOopad COMEepPXUT HYKJICOTUOHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT MHNocjemoBaTesibHocTH (5'2>3') AUUGAGAGAAGUCCACCAC (SEQ
ID NO: 7), ¥ KOoIOIMpYHIYK IElbk, KOTOpad COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT MHocjemoBaTesibHocTH (5'23') GUggUggacUUcUcUcaaU (SEQ

ID NO: 34); wumm
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b. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCcTM (5'2>3') UUUGAGAGAAGUCCACCAC (SEQ
ID NO: 8), ¥ koIMpyKIyK Ielbk, KOTOpad COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT HocjemoBaTesibHocTH (5'23') GUggUggacUUcUcUcaaZA (SEQ
ID NO: 35); wmmmu

C. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[oCJemoBaTesbHoCTM (5'2>3') AAUUGAGAGAAGUCCACCA (SEQ
ID NO: 12), w® KoOIUpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT NocJenoBarTesbHocTU (5'2>3') UGGUGGACUUCUCUCAAUU (SEQ
ID NO: 39); wmmmu

d. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[OoCJemoBaTesbHoCTM (5'2>3') UAUUGAGAGAAGUCCACCA (SEQ
ID NO: 13), ¥ KoOIUpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCcTM (5'2>3') UGGUGGACUUCUCUCAAUA (SEQ
ID NO: 40); wummu

e. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOoCJemoBaTesbHOoCTM (5'2>3') AGAAAAUUGAGAGAAGUCC (SEQ
ID NO: 17), ¥ KOoIUpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT MNocJenoBaTeJbHoCTM (5'2>3') GGACUUCUCUCAAUUUUCU (SEQ
ID NO: 44); wumm

f. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCTM (5'2>3') UGAAAAUUGAGAGAAGUCC (SEQ
ID NO: 18), ¥ KoIUpyKIYKR Ielb, KOTOpas COOEPXKUT HYKIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCTM (5'2>3') GGACUUCUCUCAAUUUUCA (SEQ
ID NO: 45); wumu
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g. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[OocJemoBaTesJbHoCcTM (5'2>3') ACCAAUUUAUGCCUACAGC (SEQ
ID NO: 22), ¥ KOIUPYKIYKR Ielb, KOTOpas COOEPXKUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCTM (5'2>3') GCUGUAGGCAUAAAUUGGU (SEQ
ID NO: 49); wumu

h. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCTM (5'2>3') UCCAAUUUAUGCCUACAGC (SEQ
ID NO: 23), ¥ KOIUPYKIYKR Ielb, KOTOpas COOEPXKUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOCJemoBaTesbHoCTM (5'2>3') GCUGUAGGCAUAAAUUGGA (SEQ
ID NO: 50); wmmm

i. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCTM (5'2>3') GACCAAUUUAUGCCUACAG (SEQ
ID NO: 27), ¥ KOIVUPYKIYKR Ielbk, KOTOpas COOEPXKUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCcTM (5'2>3') CUGUAGGCAUAAAUUGGUC (SEQ
ID NO: 54); wumm

J. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocCJemoBaTesbHoCcTM (5'2>3') AACCAAUUUAUGCCUACAG (SEQ
ID NO: 28), ¥ KOIUPYKIYKR Ielb, KOTOpas COOEPXKUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCcTM (5'2>3') CUGUAGGCAUAAAUUGGUU (SEQ
ID NO: 55); wumm

k. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMoCJemoBaTesbHoCcTM (5'2>3') UACCAAUUUAUGCCUACAG (SEQ
ID NO: 29), ¥ KOIUPpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCcTM (5'2>3') CUGUAGGCAUAAAUUGGUA (SEQ
ID NO: 56).
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B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
OMIMCaHBl KOMIIO3MIMM OIS MHIMOMPOBaHMA BKCIpeccum TeHa BIB B
KJIeTKe, comepxalure areHT PHKwm nporms BIB.

B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
OMIMCaHBl KOMIIO3MIMM OIS MHIMOMPOBaHMA BKCIpeccum TeHa BIB B
KJIETKe, coIepxamMe OBa WM 0OoJjiee areHToB PHKu npotms BI'B, npuueM
nepBeM areHT PHKM npoTuB BI'B CONepXUT:

i) AHTUCMEICJIOBYK  Lellb, KOoTOpAasd COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[oCJemoBaTesbHoCTM (5'2>3') AAUUGAGAGAAGUCCACCA (SEQ
ID NO: 12), w® KoOIUpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCcTM (5'2>3') UGGUGGACUUCUCUCAAUU (SEQ
ID NO: 39); wmm

ii) AHTHUCMEICJIOBYK  Lellb, KOTOpas COHEPXUT HYyKIJIeOTHUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[OoCJemoBaTesbHoCTM (5'2>3') UAUUGAGAGAAGUCCACCA (SEQ
ID NO: 13), ¥ KoOIUpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCcTM (5'2>3') UGGUGGACUUCUCUCAAUA (SEQ
ID NO: 40);

¥ IOpM 2TOM BTOpO¥V areHT PHKm npoTus BI'B COIEpXUT:

i) AHTUCMEICJIOBYK  Lellb, KOoTOpAasd COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCTM (5'2>3') GACCAAUUUAUGCCUACAG (SEQ
ID NO: 27), ¥ KOIVUPYKIYKR Ielbk, KOTOpas COOEPXKUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCcTM (5'2>3') CUGUAGGCAUAAAUUGGUC (SEQ
ID NO: 54); wm

ii) AHTHUCMEICJIOBYK  Lellb, KOTOpas COHEPXUT HYyKIJIeOTHUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocCJemoBaTesbHoCcTM (5'2>3') AACCAAUUUAUGCCUACAG (SEQ
ID NO: 28), ¥ KOIUPYKIYKR Ielb, KOTOpas COOEPXKUT HYKJIEOTUIHY

[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
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OCHOBaHMA OT NocJenoBarTesbHoCcTU (5'2>3') CUGUAGGCAUAAAUUGGUU (SEQ
ID NO: 55); wmm

iidi) AHTUCMEICJIOBYK 1elbk, KOTopad COOEPXUT HYKIEOTUIHYK
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMoCJemoBaTesbHoCcTM (5'2>3') UACCAAUUUAUGCCUACAG (SEQ
ID NO: 29), ¥ KOIUPpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCcTM (5'2>3') CUGUAGGCAUAAAUUGGUA (SEQ
ID NO: 56).

B HeKOTOPHX BRapMaHTax OCYMEeCTRBJIEHMSA B HaCTOAMNEM JIOKYMeHTe
ONMCaHBE KOMIIO3UUMM HJS MHIMOMPOBAHUMA DKCIOpeccumu TeHa BI'B B
KJIETKe, coIepxamMe OBa WM 0OoJjiee areHToB PHKu npotms BI'B, npuueM
nepBeM areHT PHKM npoTuB BI'B CONepXUT:

i) AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOoCJemoBaTesbHOoCTM (5'2>3') AGAAAAUUGAGAGAAGUCC (SEQ
ID NO: 17), ¥ KOoIUpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT MNocJenoBaTeJbHoCTM (5'2>3') GGACUUCUCUCAAUUUUCU (SEQ
ID NO: 44); wnm

ii) AHTUCMEICJIOBYK  1lIellb, KOTOopad COIEPXUT  HYKJIECOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCTM (5'2>3') UGAAAAUUGAGAGAAGUCC (SEQ
ID NO: 18), ¥ KoIUpyKIYKR Ielb, KOTOpas COOEPXKUT HYKIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT MNocJenoBaTeJbHoCTU (5'>3') GGACUUCUCUCAAUUUUCA (SEQ
ID NO: 45);

¥ IOpM 2TOM BTOpO¥V areHT PHKm npoTus BI'B COIEpXUT:

i) AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCTM (5'2>3') GACCAAUUUAUGCCUACAG (SEQ
ID NO: 27), ¥ KOIVUPYKIYKR Ielbk, KOTOpas COOEPXKUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT NocJenoBaTesbHocTU (5'2>3') CUGUAGGCAUAAAUUGGUC (SEQ
ID NO: 54); wnmm
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ii) AHTUCMEICJIOBYK  1lIellb, KOTOopad COIEPXUT  HYKJIECOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocCJemoBaTesbHoCcTM (5'2>3') AACCAAUUUAUGCCUACAG (SEQ
ID NO: 28), ¥ KOIUPYKIYKR Ielb, KOTOpas COOEPXKUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT NocJenoBarTesbHoCcTU (5'2>3') CUGUAGGCAUAAAUUGGUU (SEQ
ID NO: 55); wmm

iidi) AHTUCMEICJIOBYK 1elbk, KOTopad COOEPXUT HYKIEOTUIHYK
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMoCJemoBaTesbHoCcTM (5'2>3') UACCAAUUUAUGCCUACAG (SEQ
ID NO: 29), ¥ KOIUPpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCcTM (5'2>3') CUGUAGGCAUAAAUUGGUA (SEQ
ID NO: 56).

B HeKOTOPHX BRapMaHTax OCYMEeCTRBJIEHMSA B HaCTOAMNEM JIOKYMeHTe
ONMCaHBE KOMIIO3UUMM HJS MHIMOMPOBAHUMA DKCIOpeccumu TeHa BI'B B
KJIETKe, coIepxamMe OBa WM 0OoJjiee areHToB PHKu npotms BI'B, npuueM
nepBeM areHT PHKM npoTuB BI'B CONepXUT:

i) AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[oCJemoBaTesbHoCTM (5'2>3') AAUUGAGAGAAGUCCACCA (SEQ
ID NO: 12), w® KoOIUpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT NocJenoBarTesbHocTU (5'2>3') UGGUGGACUUCUCUCAAUU (SEQ
ID NO: 39); mm

ii) AHTUCMEICJIOBYK  1lIellb, KOTOopad COIEPXUT  HYKJIECOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[OoCJemoBaTesbHoCTM (5'2>3') UAUUGAGAGAAGUCCACCA (SEQ
ID NO: 13), ¥ KoOIUpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT NocjenoBarTesbHoCcTU (5'2>3') UGGUGGACUUCUCUCAAUA (SEQ
ID NO: 40);

n pmu 2TOM BTOpPOM areHtT PHKu IIPOTUB BI'B COOEPXUT
AHTUCMEICJIOBYID  llellb, VMeKrlyl I[IOCJIeODOBATEeJILHOCTE, KoTopas IO

MeHBIIEM Mepe UYaCTHUMUYHO KOMIJIeMeHTapHa uYacTu ORF X MPHK BIR.
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B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
ONMCAaHBEl KOMIIOBMUMM IJIA MHIUOMPpOBaHUA DBKCIpeccun TIeHa BIB B
KJIETKe, coIepxamMe OBa WM 0OoJjiee areHToB PHKu npotms BI'B, npuueM
nepBeM areHT PHKM npoTuB BI'B CONepXUT:

i) AHTUCMEICJIOBYI Lellb, KOoTOpAasd COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOoCJemoBaTesbHOoCTM (5'2>3') AGAAAAUUGAGAGAAGUCC (SEQ
ID NO: 17), ¥ KOoIUpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCTM (5'2>3') GGACUUCUCUCAAUUUUCU (SEQ
ID NO: 44); wim

ii) AHTHUCMEICJIOBYK  Lellb, KOTOpas COHEPXUT HYyKIJIeOTHUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCTM (5'2>3') UGAAAAUUGAGAGAAGUCC (SEQ
ID NO: 18), ¥ KoIUpyKIYKR Ielb, KOTOpas COOEPXKUT HYKIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCTM (5'2>3') GGACUUCUCUCAAUUUUCA (SEQ
ID NO: 45);

n pmu 2TOM BTOpPOM areHtT PHKu IIPOTUB BI'B COOEPXUT
AHTHUCMEICJIOBYK  Lellb, VMEKIYK  IIOCJIENOBATEJIEHOCTE, KoTOpad IO
MeHBIIEM Mepe UYaCTHUMUYHO KOMIJIeMeHTapHa uYacTu ORF X MPHK BIR.

B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
ONMCAaHBEl KOMIIOBMUMM IJIA MHIUOMPpOBaHUA DBKCIpeccun TIeHa BIB B
KJIETKe, coIepxamMe OBa WM 0OoJjiee areHToB PHKu npotms BI'B, npuueM
nepBeM areHT PHKu npoTtus BI'B  COOEpXMT aHTUCMHECJOBYK ILelb,
VMMENMYl I[IOCJelNOBaTEJIbHOCTL, KOTopasd I[I0 MeHBIel Mepe YaCTUUHO
KoMILJIeMeHTapHa uyacTu ORF S MPHK BI'B, ¥ IIpM 2TOM BTOPOM AareHT
PHKu npotuB BI'B CcOOEpXUT:

i) AHTUCMEICJIOBYI Lellb, KOoTOpAasd COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCTM (5'2>3') GACCAAUUUAUGCCUACAG (SEQ
ID NO: 27), ¥ KOIVUPYKIYKR Ielbk, KOTOpas COOEPXKUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCcTM (5'2>3') CUGUAGGCAUAAAUUGGUC (SEQ
ID NO: 54); wm
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ii) AHTUCMEICJIOBYK  1lIellb, KOTOopad COIEPXUT  HYKJIECOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocCJemoBaTesbHoCcTM (5'2>3') AACCAAUUUAUGCCUACAG (SEQ
ID NO: 28), ¥ KOIUPYKIYKR Ielb, KOTOpas COOEPXKUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCcTM (5'2>3') CUGUAGGCAUAAAUUGGUU (SEQ
ID NO: 55); wumm

iidi) AHTUCMEICJIOBYK 1elbk, KOTopad COOEPXUT HYKIEOTUIHYK
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMoCJemoBaTesbHoCcTM (5'2>3') UACCAAUUUAUGCCUACAG (SEQ
ID NO: 29), ¥ KOIUPpYKIYKR Ielb, KOTOpas COOEPXKUT HYKIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCcTM (5'2>3') CUGUAGGCAUAAAUUGGUA (SEQ
ID NO: 56).

B HeKOTOPEHIX BapMaHTax ocyllecTrJieHMa areHT PHKu nportme BI'B,
ONMCaHHHM B HaCTOAmMeM NOKYMeHTe, COIEepPXUT:

a. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'"=>3")
UACCAAUUUAUGCCUACAGGCCUUAU (SEQ ID NO: 149); wuimu

b. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT MocjemoBaTejibHOCTU (5'2>3') UACCAAUUUAUGCCUACAGGCCU
(SEQ ID NO: 150); wmimu

C. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') UACCAAUUUAUGCCUACAGGC
(SEQ ID NO: 151); wimu

d. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IoCJemoBarTesjbHOCTM (5'23') UGAAAAUUGAGAGAAGUCCUU
(SEQ ID NO: 152); wiu

e. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO

[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
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OCHOBaHMA OT IoCJemoBarTejbHoOCTM (5'2>3') UACCAAUUUAUGCCUACAGUU
(SEQ ID NO: 154); wiu

f. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMSA OT I[ocJemoBaTeJbHocTM (5'2>3') UAUUGAGAGAAGUCCACCACG
(SEQ ID NO: 160); wmmmu

g. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') UACCAAUUUAUGCCUACAGCC
(SEQ ID NO: 162); wimu

h. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT MocjemoBaTejibHOCTM (5'2>3') UACCAAUUUAUGCCUACAGCCUU
(SEQ ID NO: 163); wmiu

i. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IOCJenoBaTeJbHoCcT (5'2>3') UAUUGAGAGAAGUCCACCACGA
(SEQ ID NO: 170); wmimu

J. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') AGAAAAUUGAGAGAAGUCCAC
(SEQ ID NO: 171); wmm

k. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOCJemoBaTeJbHOCTH (5'2>3') UACCAAUUUAUGCCUACAGCUU
(SEQ ID NO: 172); wimu

1. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOCJemoBaTeJbHOCTH (5'2>3') UACCAAUUUAUGCCUACAGCCU
(SEQ ID NO: 173); wiu

m. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IOCJemoBarTesjbHOCTM (5'2>3') UAUUGAGAGAAGUCCACCAUU
(SEQ ID NO: 174); wiu
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n. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOCJemoBaTeJbHOCTH (5'2>3') UAUUGAGAGAAGUCCACCACUU
(SEQ ID NO: 175); wimu

o. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IOCJemoBaTesjbHOCTM (5'2>3') AGAAAAUUGAGAGAAGUCCUU
(SEQ ID NO: 178); wimu

p. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT MocjemoBaTejibHOCTU (5'2>3') AGAAAAUUGAGAGAAGUCCACUU
(SEQ ID NO: 179); wmiu

q. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IOCJemoBaTeJbHOCTH (5'2>3') AGAAAAUUGAGAGAAGUCCACC
(SEQ ID NO: 180); wimu

r. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') UGAAAAUUGAGAGAAGUCCAC
(SEQ ID NO: 181); wimu

S. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IoCJemoBarTejbHoOCTM (5'2>3') ACCAAUUUAUGCCUACAGCUU
(SEQ ID NO: 182); wimu

t. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOCJemoBaTeJbHOCTH (5'2>3') ACCAAUUUAUGCCUACAGCCUU
(SEQ ID NO: 183); wmiu

u. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IOCJemoBaTeJbHOCTH (5'2>3') ACCAAUUUAUGCCUACAGCCUC
(SEQ ID NO: 184); wiu

v. AHTUCMEICJIIOBYK  IIellb, KoTopad COOEpPXUT  HYKJISOTUIHYO

[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
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OCHOBaHMA OT IOcCJeloBaTeJlbHOCTM (5'23")
(SEQ ID NO: 185); wmam

W. AHTMCMEICJIOBYIO lelnb, KOoTopasd
[IOCJIeOOBATEJIbHOCTE, OTJMuakmyiocsa Ha 0, 1,
OCHOBaHMUA OT I[ocJemoBaTellbHOCTH (5'2>3")
(SEQ ID NO: 186); wmau

X. AHTMCMEICJIOBYIO lelnb, KOoTopasd
[IOCJIeOOBATEJIbHOCTE, OTJMuakmyiocsa Ha 0, 1,

OCHOBaHMA OT IOcCJeloBaTeJlbHOCTM (5'23")
(SEQ ID NO: 187); wmam

V. AHTUMCMEICJIOBYIO lelnb, KOoTopasd
[IOCJIeOOBATEJIbHOCTE, OTJMuakmyiocsa Ha 0, 1,
OCHOBaHMA OT IOcCJeloBaTeJlbHOCTM (5'23")
(SEQ ID NO: 188); wmaum

Z. AHTMCMEICJIOBYIO lelnb, KOoTopasd
[IOCJIeOOBATEJIbHOCTE, OTJMuakmyiocsa Ha 0, 1,

OCHOBaHMI OT (5'=>3")

189);

II0CJIenOoBaTEeJIEHOCTHU

(SEQ ID NO: NI

aa. AHTVMCMEICJIOBYIO ellb, KOoTOopa4da

[IOCJIeOOBATEJIbHOCTE, OTJMuakmyiocsa Ha 0, 1,

OCHOBaHUA OT (5'">3")

190);

[1OCJIeHOBaTeJILHOCTH
(SEQ ID NO:
bb.

JIn

AHTVICMBEICJIOBYIO ellb, KOoTOopa4da

oTyiMuammyoca Ha 0, 1,

(5'>3")

II0CJIeoBaTeJIEHOCTE,
OCHOBaHMA OT

191);

II0CJIenOoBaTEeJIEHOCTHU

(SEQ ID NO: NI

CccC. AHTVMCMEICJIOBYIO ellb, KOoTOopa4da

oTyiMuammyoca Ha 0, 1,

(5'">3")

II0CJIeoBaTeJIEHOCTE,
OCHOBaHMA OT

192);

[1OCJIeHOBaTeJILHOCTH
(SEQ ID NO:
dd.

JIn

AHTVICMBEICJIOBYIO ellb, KOoTOopa4da

oTyiMuammyoca Ha 0, 1,

(5'">3")

II0CJIeoBaTeJIEHOCTE,
OCHOBaHMA OT

193);

II0CJIenOoBaTEeJIEHOCTHU

(SEQ ID NO: NI

CONEPXUT

CONEPXUT

CONEPXUT

CONEPXUT

UCCAAUUUAUGCCUACAGCUU

HYKJICOTUIHYIO
2 WMIN 3 HYKJIeOTUIHHX

UCCAAUUUAUGCCUACAGCCUU

HYKJICOTUIHYIO
2 WMIN 3 HYKJIeOTUIHHX

UACCAAUUUAUGCCUACAGCU

HYKJICOTUIHYIO
2 WMIN 3 HYKJIeOTUIHHX

UACCAAUUUAUGCCUACAGCG

HYKJICOTUIHYIO
2 WMIN 3 HYKJIeOTUIHHX
AACCAAUUUAUGCCUACAGCC

COIEPXUT  HYKJIEOTUIHYO
2 WMIN 3 HYKJIeOTUIHHX
ACCAAUUUAUGCCUACAGCCU

COIEPXUT  HYKJIEOTUIHYO
2 WMIN 3 HYKJIeOTUIHHX
UCCAAUUUAUGCCUACAGCCU

COIEPXUT  HYKJIEOTUIHYO
2 WMIN 3 HYKJIeOTUIHHX
ACCAAUUUAUGCCUACAGCCG

COIEPXUT  HYKJIEOTUIHYO

2 WMIN 3 HYKJIeOTUIHHX

UCCAAUUUAUGCCUACAGCCG
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ee. AHTHUCMEICJIOBYK  Lellb, KOTOpas COHEPXUT HYyKIJIeOTHUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMSA OT I[ocJemoBaTeJbHoCcTM (5'2>3') UACCAAUUUAUGCCUACAGGG
(SEQ ID NO: 1%94);

n npu 5ToM areHT PHKu nOpotmB BI'B OONONMHMTEJILHO COIEPXUT
KOOUPpYKIYHD  Lelb, IO MeHBIeVM Mepe YacTHUUHO  KOMILJIEMEHTapHY
COOTBETCTBYKIMEN aHTUCMECJIOBOM LIeNu.

B HeKOTOPEHIX BapMaHTax ocyllecTrJieHMa areHT PHKu nportme BI'B,
ONMCaHHHM B HaCTOAmMeM NOKYMeHTe, COIEepPXUT:

a. AaHTUCMEICJIOBYK I1llellb, KOoTopasd COCTOMT U3 HYKJISOTHUIHON
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'"=>3")
UACCAAUUUAUGCCUACAGGCCUUAU (SEQ ID NO: 149); wmu

b. aHTMCMBEICJIOBYI Illellb, KOoTopasa COCTOUT U3 HYKJISOTUMIOHOM
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT MocjemoBaTejibHOCTU (5'2>3') UACCAAUUUAUGCCUACAGGCCU
(SEQ ID NO: 150); wmmm

C. AaHTUCMEICJIIOBYK 1lellb, KOoTopasd COCTOMT U3 HYKJISOTHUIHOU
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') UACCAAUUUAUGCCUACAGGC
(SEQ ID NO: 151); wnmm

d. AaHTUCMHCJIOBYID lellb, KoTopad COCTOMT U3 HYKJISOTHUIHOM
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IoCJemoBarTesjbHOCTM (5'23') UGAAAAUUGAGAGAAGUCCUU
(SEQ ID NO: 152); wmm

e. AaHTUCMEICJIOBYK I1llellb, KOoTopasd COCTOMT U3 HYKJISOTHUIHOMN
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IoCJemoBarTejbHoOCTM (5'2>3') UACCAAUUUAUGCCUACAGUU
(SEQ ID NO: 154); wmm

f. AaHTHMCMBEICJIOBYK IlIelb, KOoTopasa COCTOUT M3 HYKJIEOTUIHOM
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMSA OT I[ocJemoBaTeJbHocTM (5'2>3') UAUUGAGAGAAGUCCACCACG
(SEQ ID NO: 160); wmmm

g. AaHTUCMEICJIIOBYK I1llelb, KOoTopasd COCTOMT U3 HYKJISOTHUIHON

nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
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OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') UACCAAUUUAUGCCUACAGCC
(SEQ ID NO: 162); wimu

h. aHTHMCMEICJIOBYK ILlellb, KOTopas COCTOUT M3 HYKJIeOTUIHOM
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT MocjemoBaTejibHOCTM (5'2>3') UACCAAUUUAUGCCUACAGCCUU
(SEQ ID NO: 163); wmiu

i. AaHTHMCMHCJOBYK Illellb, KOTopad COCTOUT U3 HYKJISOTUIHOMU
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IOCJenoBaTeJbHoCcT (5'2>3') UAUUGAGAGAAGUCCACCACGA
(SEQ ID NO: 170); wmimu

J. AHTUCMEICJIOBYK I1llelb, KOoTopasd COCTOMT U3 HYKJISOTHUIHON
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') AGAAAAUUGAGAGAAGUCCAC
(SEQ ID NO: 171); wmm

k. aHTHMCMHCJOBYK Illellb, KOTOopad COCTOUT U3 HYKJIEOTUIHOMU
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IMOCJemoBaTeJbHOCTH (5'2>3') UACCAAUUUAUGCCUACAGCUU
(SEQ ID NO: 172); wimu

1. aHTHMCMHCJOBYK Illellbk, KOTopad COCTOUT U3 HYKJIEOTUIHOMU
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IMOCJemoBaTeJbHOCTH (5'2>3') UACCAAUUUAUGCCUACAGCCU
(SEQ ID NO: 173); wiu

m. AaHTUCMEICJIOBYK I1lellb, KOTopasd COCTOMT U3 HYKJISOTHUIHOU
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IOCJemoBarTesjbHOCTM (5'2>3') UAUUGAGAGAAGUCCACCAUU
(SEQ ID NO: 174); wiu

n. AaHTHUCMBEICJIOBYK Illellb, KOoTopas COCTOUT M3 HYKIJIEOTUIHON
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IMOCJemoBaTeJbHOCTH (5'2>3') UAUUGAGAGAAGUCCACCACUU
(SEQ ID NO: 175); wimu

O. AaHTHUCMHCJIOBYK Lelb, KOoTopas COCTOMT U3 HYKJEOTUIHOMN
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IOCJemoBaTesjbHOCTM (5'2>3') AGAAAAUUGAGAGAAGUCCUU
(SEQ ID NO: 178); wimu
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P. AaHTHUCMHCJOBYK Illellbk, KOTopad COCTOUT U3 HYKJIEOTUIHOMU
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT MocjemoBaTejibHOCTU (5'2>3') AGAAAAUUGAGAGAAGUCCACUU
(SEQ ID NO: 179); wmiu

q. AHTUCMEICJIOBYK I1llelb, KOoTopasd COCTOMT U3 HYKJISOTHUIHON
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IOCJemoBaTeJbHOCTH (5'2>3') AGAAAAUUGAGAGAAGUCCACC
(SEQ ID NO: 180); wimu

r. AaHTUCMEICJIOBYK I1lelb, KOoTopasd COCTOMT U3 HYKJISOTHUIHON
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') UGAAAAUUGAGAGAAGUCCAC
(SEQ ID NO: 181); wimu

S. AHTHUCMEICJIOBYL Liellb, KOTopas COCTOMT M3 HYKJIeOTHUIOHOM
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IoCJemoBarTejbHoOCTM (5'2>3') ACCAAUUUAUGCCUACAGCUU
(SEQ ID NO: 182); wimu

£. aHTMCMBEICJOBYKL Lelb, KOTOpas COCTOMT M3 HYKJIeOTHMIOHOM
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IMOCJemoBaTeJbHOCTH (5'2>3') ACCAAUUUAUGCCUACAGCCUU
(SEQ ID NO: 183); wmiu

u. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IOCJemoBaTeJbHOCTH (5'2>3') ACCAAUUUAUGCCUACAGCCUC
(SEQ ID NO: 184); wiu

V. AaHTHCMBEICJIOBYK I1lellb, KOoTopas COCTOUT M3 HYKJIeOTUIHON
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IoCJemoBaTesjbHOCTM (5'2>3') UCCAAUUUAUGCCUACAGCUU
(SEQ ID NO: 185); wmimu

W. AaHTHUCMHCJOBYK Illellbk, KOTopad COCTOUT U3 HYKJISOTUIHOMU
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IMOCJemoBaTesbHOCTH (5'2>3') UCCAAUUUAUGCCUACAGCCUU
(SEQ ID NO: 186); wmiu

X. AHTHUCMBEICJIOBYK I1Iellb, KOoTopas COCTOUT M3 HYKJIeOTUIHON

nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
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OCHOBaHMA OT IoCJemoBaTejbHOCTM (5'2>3') UACCAAUUUAUGCCUACAGCU
(SEQ ID NO: 187); wiu

y. AHTHCMEICJIOBYID  Lellb, KoTopad COOEpPXUT  HYKJISOTUIHYO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCcTM (5'2>3') UACCAAUUUAUGCCUACAGCG
(SEQ ID NO: 188); wmiu

Z. AHTHCMBEICJIOBYK Illelb, KOoTopasa COCTOUT M3 HYKJIEOTUIHOM
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') AACCAAUUUAUGCCUACAGCC
(SEQ ID NO: 189); wmiu

aa. AaHTUCMBEICJIOBYK lLlellb, KOTopafd COCTOMUT U3 HYKJIeOTHMIOHOM
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IOoCJemoBaTejbHOCTM (5'2>3') ACCAAUUUAUGCCUACAGCCU
(SEQ ID NO: 190); wmmu

bb. aHTHCMBICJIOBYI Illellb, KoTopasd COCTOMT M3 HYKIJISOTUMIHOM
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT IOoCJemoBaTesjbHOCTM (5'2>3') UCCAAUUUAUGCCUACAGCCU
(SEQ ID NO: 191); wmmm

CC. AHTUCMEICJIOBYK lLlellb, KOTopafd COCTOMUT WU3 HYKJIeOTHMIOHOM
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMA OT I[ocJjemoBaTeJbHoCcTM (5'2>3') ACCAAUUUAUGCCUACAGCCG
(SEQ ID NO: 192); wmiu

dd. aHTMCMEBICJIOBYIO  llellb, KOoTopasd COIEepPXUT HYKJIEOTUIHYIO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTeJbHoCcTM (5'2>3') UCCAAUUUAUGCCUACAGCCG
(SEQ ID NO: 193); wnau.

ee. AHTUCMEICJIOBYKD llellb, KOTOpafd COCTOMUT U3 HYKJIeOTHMIOHOM
nocJjiegoBaTeJILHOCTHM, OTIMuaklmerca Ha 0, 1, 2 MM 3 HYKIJICOTUIHEX
OCHOBaHMSA OT I[ocJemoBaTeJbHoCcTM (5'2>3') UACCAAUUUAUGCCUACAGGG
(SEQ ID NO: 1%94);

n npu 5ToM areHT PHKu nOpotmB BI'B OONONMHMTEJILHO COIEPXUT
KOOUpYKIyK  Lelb, IO MeHBIeVM Mepe YacTHUUHO  KOMILJIEMEHTapHY
COOTBETCTBYKIMEN aHTUCMECJIOBOM LIeNu.

B HeKOTOPHX EBapMaHTax ocylleCcTrJieHMd areHT PHKwm nporme BIB,

OIIMCAHHHM B HacToAdleM JOKYMeHTe, COIEPXNT:
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1. aHTUCMECJOBYK Lellb, KOTopas COIEPXUT I[I0CHIelOBaTeJIbHOCTE,
oTMyarmyioca Ha 0, 1, 2 mMiIM 3 HYKJIeOTHMIa OT IIOCJIedORaTeJILHOCTHU
(5'"2>3'") usAfscCfaAfuUfuAfuGfcCfuAfcAfgGfccsusuAu (SEQ ID NO:
6l); wm

ii. AHTUCMEICJIOBYIO nens, KoTopasd CONEepPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjenosaTesbHOoCTU (5'23') usAfscCfaAfuUfuAfuGfcCfuAfcAfgGfcscsu
(SEQ ID NO: 62); wuuwu

iii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjenoBaTesbHOCTU (5'23') usAfscsCfaAfuUfuAfuGfcCfuAfcAfgGfccsu
(SEQ ID NO: 63); wuumu

iv. AHTUCMEICJIOBYIO nens, KoTopasd CONEepPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjemosaTesbHocT  (5'2>3')  usAfscsCfaAfuUfuAfuGfcCfuAfcAfgGfsc
(SEQ ID NO: 64); wunwu

V. AHTUCMEICJIOBYK Lellb, KOTopasd COOePXMUT I[IOCJeOOBATeJIEHOCTE,
oTMyarmyioca Ha 0, 1, 2 mMiIM 3 HYKJIeOTHMIa OT IIOCJIedORaTeJILHOCTHU
(5'"2>3'") usAfscsCfaAfuUfuAfuGfcCfuAfcAfgusu (SEQ ID NO: 68); wim

vi. AHTUCMEICJIOBYIO nens, KoTopasd CONEepPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjenoBaTesbHOCTH (5'23') usAfscscaauUfuAfuGfcCfuacagcecsc (SEQ
ID NO: 85); wmmu

vii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjemoBaTesbHoCcTH (5'2>3') usAfsusugagAfgAfaGfuCfcaccacsg (SEQ
ID NO: 94); wummu

viii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjemosaTesbHoCTU (5'2>3') usAfsusUfgAfgAfgAfaGfuCfcAfcCfaCfgsa
(SEQ ID NO: 98); wum

ix. AHTUCMEICJIOBYIO nens, KoTopasd CONEepPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjenosaTesbHoCcTU (5'23") usAfscsCfaAfuuuauGfcCfuAfcAfgesc (SEQ

ID NO: 102); wnnm
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X. AHTUCMEICJIOBYK Lellb, KOoTopasd COOePXMUT I[IOCJeOOBATeJIEHOCTE,
oTMyarmyioca Ha 0, 1, 2 mMiIM 3 HYKJIeOTHMIa OT IIOCJIedORaTeJILHOCTHU
(5'"2>3'") usAfscsCfaAfuuuauGfcCfuAfcAfgcusu (SEQ ID NO: 103); wm

xi. AHTUCMEICJIOBYIO nens, KoTopasd CONEepPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfscsCfaAfuuuauGfcCfuAfcAfgccsu
(SEQ ID NO: 104); wiu

xii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfscsCfaAfuuuauGfcCfuAfcAfgccusu
(SEQ ID NO: 105); wmmm

xiii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
riocJlenoBaTeJIbHOCTU (5'=>3")
cPrpusAfscsCfaAfuUfuAfuGicCfuAfcAfgusu (SEQ ID NO: 107); wnm

Xiv. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
riocJlenoBaTeJIbHOCTU (5'=>3")
cPrpusAfsusUfgAfgAfgAfaGfuCfcAfcCfaCfsg (SEQ ID NO: 108); wmiam

XV, AHTUCMEICJIOBYIO nens, KoTopasd CONEepPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjenoBaTesbHOCTU (5'23') usAfsusUfgAfgagaaGfuCfcAfcCfausu (SEQ
ID NO: 109); wnmm

xXvi. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjenosaTesbHoCcTU (5'23") usAfsusUfgAfgagaaGfuCfcAfcCfacsg (SEQ
ID NO: 110); wnmm

xvii. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfsusUfgAfgagaaGfuCfcAfcCfacsusu
(SEQ ID NO: 111); wmim

xviii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfsusUfgAfgagaaGfuCfcAfcCfacsgsa

(SEQ ID NO: 112),; wummu
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Xix. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfsusUfgAfgagaaGfuCfcAfcCfacusu
(SEQ ID NO: 120); wimu

XX, AHTUCMEICJIOBYIO nens, KoTopasd CONEepPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") asGfsasAfaAfuUfgAfgAfgAfaGfuCfcusu
(SEQ ID NO: 125);

xXx1. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") asGfsasAfaAfuUfgAfgAfgAfaGfuCfcasc
(SEQ ID NO: 126); wimu

xx1ii. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjenoBaTesbHOCTH (5'23') asGfsasAfaAfuUfgAfgAfgAfaGfuCfcacusu
(SEQ ID NO: 127); wimu

xxiii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") asGfsasAfaAfuUfgAfgAfgAfaGfuCfcacsc
(SEQ ID NO: 128); wiu

XxX1iv. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") usGfsasAfaAfuUfgAfgAfgAfaGfuCfcusu
(SEQ ID NO: 129); wiu

XXV, AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IoCcJIenoBaTeJIbHOCTE, OTJIMUHYID oT 0, 1, 2 wim 3 HYKJICOTHMIOB M3
[IOCJIeIOBATEJIBHOCTHU (5'">3") usGfsasAfaAfuUfgAfgAfgAfaGfuCfcasc
(SEQ ID NO: 130); wmimu

XXV, AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") asCfscsAfaUfuUfaUfgCfcUfaCfaGfcusu
(SEQ ID NO: 131); wimu

xxvii. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT

IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT



30

[IOCJIeIOBATEJIBHOCTHU (5'">3") asCfscsAfaUfuUfaUfgCfcUfaCfaGfccusu
(SEQ ID NO: 132); wiu

xxXviii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") asCfscsAfaUfuUfaUfgCfcUfaCfaGfccusc
(SEQ ID NO: 133); wmiu

XX1ix, AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") usCfscsAfaUfuUfaUfgCfcUfaCfaGfcusu
(SEQ ID NO: 134); wiu

XXX . AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") usCfscsAfaUfuUfaUfgCfcUfaCfaGfccusu
(SEQ ID NO: 135); wmiu

XXX1 . AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
riocJlenoBaTeJIbHOCTU (5'=>3")
cPrpusAfscsCfaAfuUfuAfuGfcCfuAfcAfgcsc (SEQ ID NO: 136); wmim

xxx11i. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjemosaTesbHocTU  (5'2>3')  usAfscsCfaAfuUfuAfuGfcCfuAfcAfgscsc
(SEQ ID NO: 137); wiu

xxx1ii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
riocJlenoBaTeJIbHOCTU (5'=>3")
cPrpusAfscsCfaAfuUfuAfuGicCfuAfcAfgscsc (SEQ ID NO: 138); wiam

XXX1V. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIENOBATEJIEHOCTH (5">3") usAfscsCfaAfuUfuAfuGicCfuAfcAfgcsu
(SEQ ID NO: 139); wmiu

XXXV, AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIENOBATEJIEHOCTH (5">3") usAfscsCfaAfuUfuAfuGicCfuAfcAfgcesg
(SEQ ID NO: 140); wmmu
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XXXV1. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIENOBATEJIEHOCTH (5">3") asAfscsCfaAfuUfuAfuGLfcCfuAfcAfgcsc
(SEQ ID NO: 141); wmm

XXXVvii. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjemosaTesbHoCTH  (5'2>3')  usAfscsCfaAfuUfUfAfuGfcCfuAfcAfgusu
(SEQ ID NO: 142); wiu

XxXxviii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
nocjemosaTesbHocTH  (5'2>3')  usAfscsCfaAfuUfuAfuGfcCfuAfcAfgCtsc
(SEQ ID NO: 143); wimu

XXX1x. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") asCfscAfaUfuUfaUfgCfcUfaCfaGfcCtsu
(SEQ ID NO: 144); wiu

x1. AHTUCMEICJIOBYIO nens, KoTopasd CONEepPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") usCfscAfaUfuUfaUfgCfcUfaCfaGfcCfsu
(SEQ ID NO: 145); wimu

x1i. AHTUCMEICJIOBYIO nens, KoTopasd COIEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") asCfscAfaUfuUfaUfgCfcUfaCfaGfccsg
(SEQ ID NO: 146); wiu

x1ii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIeIOBATEJIBHOCTHU (5'">3") usCfscAfaUfuUfaUfgCfcUfaCfaGfccsg
(SEQ ID NO: 147); wimu

x1idii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT
IOCJIeOOBATEJIbHOCTE, OTJMuawnmyonca Ha 0, 1, 2 miIM 3 HYKJIeoTHIa OT
[IOCJIENOBATEJIEHOCTH (5">3") usAfscsCfaAfuUfuAfuGicCfuAfcAfggsg
(SEQ ID NO: 148);

rne a, Jdg, C ¥ U IOpeAcCcTaBJaAKRT cobom 2'-0-mMeTuy(2'-0OMe) -
MOOMOMUMPOBAaHHEEe HyKJeoTunw; Af, Cf, Gf m Uf npencraBiagnT cobon

2'-pTop-MOIMOUIIMPORBaHHEE HYKJIEOTUIEL,; S npencraejgeT cobom
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bochopoTHOATHY MEeXHYKIEeOTUIHYK CBA3L, a OCTaJIbHEE HYKJIeOTHUIHHE
MOHOMEPH CBA3aHH (oCchonuadUPHEIMM CBA3AMM; UM CPrpu HOpedcTaBJISAET
cobom 5" -—uurjgonponunpochoHaT—2-0-Me TUII-MOIUIUIINPOBAHHEI
HYKJIeoTHun; ¥ Ipu 5SToM areHT PHKuM npoTtme BI'B IOONOJHUTEJBHO
COOEPXUT KOOUPYIIIYO nens, o MeHbIIen Mepe YaCTUUHO
KOMILJIEMEHTAPHYK COOTBETCTRBRYKIEN aHTUCMHCIIOBOW Leln.

B HeKOTOPHX EBapMaHTax ocylleCcTrJieHMd areHT PHKwm nporme BIB,
ONMCaHHHM B HaCTOAmMeM NOKYMeHTe, COIEepPXUT:

i. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
riocJlenoBaTeJIbHOCTU (5'=>3")
usAfscCfaAfuUfuAfuGfcCfuAfcAfgGfccsusuAu (SEQ ID NO: 61); wmim

ii. aHTHMCMEBICJIOBYIO 1emns, KOTOopasd COCTOUT nus
nocjenoBaTesbHOCTU (5'23') usAfscCfaAfuUfuAfuGfcCfuAfcAfgGfcscsu
(SEQ ID NO: 62); wumm

iii. aHTHMCMEBICJIOBYIO 1emns, KOTOopasd COCTOMUT nus
nocjenoBaTesbHOCTU (5'23') usAfscsCfaAfuUfuAfuGfcCfuAfcAfgGfccsu
(SEQ ID NO: ©63); wumm

iv. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
nocjemosaTesbHocT  (5'2>3')  usAfscsCfaAfuUfuAfuGfcCfuAfcAfgGfsc
(SEQ ID NO: 64); wumm

v. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfscsCfaAfuUfuAfuGfcCfuAfcAfgusu
(SEQ ID NO: 68); wumm

vi. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
nocjenoBaTesbHOCTH (5'23') usAfscscaauUfuAfuGfcCfuacagcecsc (SEQ
ID NO: 85); wmmm

vii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COCTOUT ns
nocjenoBaTesbHOCTH (5'23') usAfsusugagAfgAfaGfuCfcaccacsg (SEQ
ID NO: 94); wmm

viii. AHTMCMEICJIOBYIO lelnb, KOTOopasd COCTOUT nu3
nocjenoBaTesbHOCTH (5'23') usAfsusUfgAfgAfgAfaGfuCfcAfcCfaCfgsa
(SEQ ID NO: 98); wmmm

ix. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
nocjenosaTesbHoCcTU (5'23") usAfscsCfaAfuuuauGfcCfuAfcAfgesc (SEQ

ID NO: 102); wnnm
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X. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfscsCfaAfuuuauGfcCfuAfcAfgcusu
(SEQ ID NO: 103); wmimu

xi. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfscsCfaAfuuuauGfcCfuAfcAfgccsu
(SEQ ID NO: 104); wiu

xii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COCTOUT ns
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfscsCfaAfuuuauGfcCfuAfcAfgccusu
(SEQ ID NO: 105); wmmm

xiii. AHTMCMEICJIOBYIO lelnb, KOTOopasd COCTOUT nu3
riocJlenoBaTeJIbHOCTU (5'=>3")
cPrpusAfscsCfaAfuUfuAfuGicCfuAfcAfgusu (SEQ ID NO: 107); wnm

Xiv. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
riocJlenoBaTeJIbHOCTU (5'=>3")
cPrpusAfsusUfgAfgAfgAfaGfuCfcAfcCfaCfsg (SEQ ID NO: 108); wmiam

XV, AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
nocjenoBaTesbHOCTU (5'23') usAfsusUfgAfgagaaGfuCfcAfcCfausu (SEQ
ID NO: 109); wnmm

xXvi. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
nocjenosaTesbHoCcTU (5'23") usAfsusUfgAfgagaaGfuCfcAfcCfacsg (SEQ
ID NO: 110); wnmm

Xvii. AHTMCMEICJIOBYIO lelnb, KOTOopasd COCTOUT nu3
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfsusUfgAfgagaaGfuCfcAfcCfacsusu
(SEQ ID NO: 111); wmim

xviii. aHTHMCMEBICJIOBYIO 1emns, KOTOopasd COCTOMUT nus
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfsusUfgAfgagaaGfuCfcAfcCfacsgsa
(SEQ ID NO: 112); wimu

Xix. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfsusUfgAfgagaaGfuCfcAfcCfacusu
(SEQ ID NO: 120); wimu

XX, AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") asGfsasAfaAfuUfgAfgAfgAfaGfuCfcusu
(SEQ ID NO: 125);
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xXx1. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") asGfsasAfaAfuUfgAfgAfgAfaGfuCfcasc
(SEQ ID NO: 126); wimu

Xxii. AHTMCMEICJIOBYIO lelnb, KOTOopasd COCTOUT nu3
nocjenoBaTesbHOCTH (5'23') asGfsasAfaAfuUfgAfgAfgAfaGfuCfcacusu
(SEQ ID NO: 127); wnimm

xxiii. aHTHMCMEBICJIOBYIO 1emns, KOTOopasd COCTOMUT nus
[IOCJIeIOBATEJIBHOCTHU (5'">3") asGfsasAfaAfuUfgAfgAfgAfaGfuCfcacsc
(SEQ ID NO: 128); wiu

XxX1iv. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") usGfsasAfaAfuUfgAfgAfgAfaGfuCfcusu
(SEQ ID NO: 129); wiu

XXV, AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") usGfsasAfaAfuUfgAfgAfgAfaGfuCfcasc
(SEQ ID NO: 130); wmimu

XXV, AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") asCfscsAfaUfuUfaUfgCfcUfaCfaGfcusu
(SEQ ID NO: 131); wimu

xxvii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COCTOUT ns
[IOCJIeIOBATEJIBHOCTHU (5'">3") asCfscsAfaUfuUfaUfgCfcUfaCfaGfccusu
(SEQ ID NO: 132); wiu

Xxxviii. aHTHMCMEBICJIOBYIO 1emns, KOTOopasd COCTOMUT nus
[IOCJIeIOBATEJIBHOCTHU (5'">3") asCfscsAfaUfuUfaUfgCfcUfaCfaGfccusc
(SEQ ID NO: 133); wmiu

XX1ix, AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") usCfscsAfaUfuUfaUfgCfcUfaCfaGfcusu
(SEQ ID NO: 134); wiu

XXX . AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") usCfscsAfaUfuUfaUfgCfcUfaCfaGfccusu
(SEQ ID NO: 135); wmiu

XXX1 . AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
riocJlenoBaTeJIbHOCTU (5'=>3")

cPrpusAfscsCfaAfuUfuAfuGicCfuAfcAfgese (SEQ ID NO: 136); wmum
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XxxX1ii. AHTMCMEICJIOBYIO lelnb, KOTOopasd COCTOMUT nu3
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfscsCfaAfuUfuAfuGfcCfuAfcAfgscsc
(SEQ ID NO: 137); wnamu

Xxxxiii. aHTHMCMEBICJIOBYIO 1emns, KOTOopasd COCTOMUT nus
riocJlenoBaTeJIbHOCTU (5'=>3")
cPrpusAfscsCfaAfuUfuAfuGicCfuAfcAfgscsc (SEQ ID NO: 138); wiam

XXX1V. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfscsCfaAfuUfuAfuGfcCfuAfcAfgcsu
(SEQ ID NO: 139); wmiu

XXXV, AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfscsCfaAfuUfuAfuGfcCfuAfcAfgcsg
(SEQ ID NO: 140); wmmu

XXXV1. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") asAfscsCfaAfuUfuAfuGfcCfuAfcAfgcsc
(SEQ ID NO: 141); wmm

XXXVvii. AHTUCMEICJIOBYI Lellb, KoTOpPAada COCTOUT ns
[IOCJIeIOBATEJIBHOCTHU (5'">3") usAfscsCfaAfuUfUfAfuGfcCfuAfcAfgusu
(SEQ ID NO: 142); wiu

Xxxviii. aHTHMCMEBICJIOBYIO 1emns, KOTOopasd COCTOMUT nus
nocjemosaTesbHocTH  (5'2>3')  usAfscsCfaAfuUfuAfuGfcCfuAfcAfgCtsc
(SEQ ID NO: 143); wimu

XXX1x. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") asCfscAfaUfuUfaUfgCfcUfaCfaGfcCtsu
(SEQ ID NO: 144); wiu

x1. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") usCfscAfaUfuUfaUfgCfcUfaCfaGfcCfsu
(SEQ ID NO: 145); wimu

x1i. AHTUCMEICJIOBYIO nens, KoTopas COCTOUT us
[IOCJIeIOBATEJIBHOCTHU (5'">3") asCfscAfaUfuUfaUfgCfcUfaCfaGfccsg
(SEQ ID NO: 146); wiu

x1ii. AHTMCMEICJIOBYIO lelnb, KOTOopasd COCTOUT nu3
[IOCJIeIOBATEJIBHOCTHU (5'">3") usCfscAfaUfuUfaUfgCfcUfaCfaGfccsg
(SEQ ID NO: 147); wnimm
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x1iii. aHTHMCMEBICJIOBYIO 1emns, KOTOopasd COCTOMUT nus
[IOCJIENOBATEJIEHOCTH (5">3") usAfscsCfaAfuUfuAfuGicCfuAfcAfggsg
(SEQ ID NO: 148);

rne a, Jdg, C ¥ U IOpeAcCcTaBJaAKRT cobom 2'-0-mMeTuy(2'-0OMe) -
MOOMOMUMPOBAaHHEEe HyKJeoTunw; Af, Cf, Gf m Uf npencraBiagnT cobon
2'-pTop-MOIMOUIIMPORBaHHEE HYKJIEOTUIEL,; S npencraejgeT cobom
bochopoTHOATHY MEeXHYKIEeOTUIHYK CBA3L, a OCTaJIbHEE HYKJIeOTHUIHHE
MOHOMEPH CBA3aHH (oCchonuadUPHEIMM CBA3AMM; UM CPrpu HOpedcTaBJISAET
cobom 5" -—uurjgonponunpochoHaT—2-0-Me TUII-MOIUIUIINPOBAHHEI
HYKJIeoTHun; ¥ Ipu 5SToM areHT PHKuM npoTtme BI'B IOONOJHUTEJBHO
COOEPXUT KOOUPYIIIYO nens, o MeHbIIen Mepe YaCTUUHO
KOMILJIEMEHTAPHYK COOTBETCTRBRYKIEN aHTUCMHCIIOBOW Leln.

B HeKOTOPEHIX BapMaHTax ocyllecTrJieHMa areHT PHKu nportme BI'B,
ONMCaHHHM B HaCTOAmMeM NOKYMeHTe, COIEepPXUT:

a. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'"=>3")
UUGCCUGUAGGCAUAAAUUGGUAUT (SEQ ID NO: 275); wuimu

b. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'"=>3")
UAUAUGCCUGUAGGCAUARAUUGGUA (SEQ ID NO: 276); wuim

C. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IocJemoBarTesjbHOCTM (5'2>3') CUGUAGGCAUAAAUUGGUAUU
(SEQ ID NO: 278); wiu

d. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IoCJemoBaTejbHOCTM (5'23') CGUGGUGGACUUCUCUCAAUU
(SEQ ID NO: 285); wimu

e. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJjemoBaTesbHoCcTM (5'23') CGUGGUGGACUUCUCUCAAUA
(SEQ ID NO: 289); wiu
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f. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCcTM (5'2>3') CUGUAGGCAUAAAUUGGUA (SEQ
ID NO: 292); wnnm

g. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJjemoBaTeJbHoCcTM (5'2>3') GGCUGUAGGCAUAAAUUGGUA
(SEQ ID NO: 294); wiu

h. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOCJemoBaTeJbHOCTH (5'2>3') UCGUGGUGGACUUCUCUCAAUU
(SEQ ID NO: 300); wmim

i. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IocJemoBarTesjbHOCTM (5'23') GUGGACUUCUCUCAAUUUUCU
(SEQ ID NO: 302); wmimu

J. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOCJIefoBaTeJbHOCTH (5'2>3') GCUGUAGGCAUAAAUUGGUAUU
(SEQ ID NO: 303); wmimu

k. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT MocjemoBaTesibHOCTU (5'23') GGCUGUAGGCAUAAAUUGGUAUU
(SEQ ID NO: 304); wiu

1. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IocJemoBarTesjbHoOCTM (5'2>3') UGGUGGACUUCUCUCAAUAUU
(SEQ ID NO: 306); wmiu

m. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOCJIemoBaTeJbHOCTH (5'2>3') GUGGUGGACUUCUCUCAAUAUU
(SEQ ID NO: 307); wimu

n. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI

[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
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OCHOBaHMA OT MocjemoBaTejibHOCTU (5'2>3') AAUGGUGGACUUCUCUCAAUAUU
(SEQ ID NO: 308); wimu

o. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCTM (5'2>3') GGACUUCUCUCAAUUUUCU (SEQ
ID NO: 318); wnum

p. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOCJemoBaTeJbHOCTH (5'2>3') GGUGGACUUCUCUCAAUUUUCU
(SEQ ID NO: 319); wmiu

q. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMocJemoBaTesbHoCTM (5'2>3') GGACUUCUCUCAAUUUUCA (SEQ
ID NO: 320); wum

r. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocjemoBaTesbHoCcTM (5'2>3') GUGGACUUCUCUCAAUUUUCA
(SEQ ID NO: 321); wimu

S. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCTM (5'2>3') GCUGUAGGCAUAAAUUGGU (SEQ
ID NO: 322); wuwu

t. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT LocjemoBaTesbHoCTU (5'23')  GGCUGUAGGCAUAAAUUGGU
(SEQ ID NO: 323); wiu

u. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IOCJIeNoOBaTeJbHOCTH (5'2>3') GAGGCUGUAGGCAUAAAUUGGU
(SEQ ID NO: 324); wiu

V. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IMOCJemoBaTesbHoCTM (5'2>3') GCUGUAGGCAUAAAUUGGA (SEQ
ID NO: 325); wam
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W. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT HocjemoBaTejibHOCTU (5'2>3')  GGCUGUAGGCAUAAAUUGGA
(SEQ ID NO: 326); wiu

X. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJjemoBaTeJbHoCcTM (5'2>3') AGCUGUAGGCAUAAAUUGGUA
(SEQ ID NO: 327); wiu

y. KOIUPYILIYIO Lelkb, KoTopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJjemoBaTesbHocTM (5'2>3') CGCUGUAGGCAUAAAUUGGUA
(SEQ ID NO: 328); wimu

Z. KOIUPYILIYIO Lelkb, KoTopad CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IocJemoBarTesjbHOCTM (5'23') GGCUGUAGGCAUAAAUUGGUU
(SEQ ID NO: 329); wiu

aa. AHTUCMEICJIOBYID  llellb, KOTOopad COIEPXUT  HYKJIECOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IOCJemoBaTesJbHOCTM (5'23') AGGCUGUAGGCAUAAAUUGGU
(SEQ ID NO: 330); wmimu

bb. KOIVPYIIYIO 1emns, KOoTopasd COIEepPXUT HYKJIEOTUIHYIO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCcTM (5'23') AGGCUGUAGGCAUAAAUUGGA
(SEQ ID NO: 331); wimu

cc. KOIUPYILIYIO Lelkb, KoTOopasd CONEepXUT HYKJIEOTUIHYI
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IOCJemoBarTesjbHOCTM (5'2>3') CGGCUGUAGGCAUAAAUUGGU
(SEQ ID NO: 332); wiu

dd. KOIVPYIIYIO 1emns, KOoTopasd COIEepPXUT HYKJIEOTUIHYIO
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCcTM (5'23') CGGCUGUAGGCAUAAAUUGGA
(SEQ ID NO: 333); wiu

ee. KOIUPYILIYIO Lelkb, KoTOopasd CONEepXUT HYKJIEOTUIHYI

[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
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OCHOBaHMS OT I[ocJemoBaTejbHOCTH (5'>3') CCCUGUAGGCAUAAAUUGGUA
(SEQ ID NO: 334);

n npu 5ToM areHT PHKu nOpotmB BI'B OONONMHMTEJILHO COIEPXUT
AHTUCMEICJIOBYK 1llelb, IO MeHBIeM Mepe UYaCTUUHO KOMILJIEMEeHTapHY
COOTBETCTBYKIMEN aHTUCMECJIOBOM LIeNu.

B HeKOTOPEHIX BapMaHTax ocyllecTrJieHMa areHT PHKu nportme BI'B,
ONMCaHHHM B HaCTOAmMeM NOKYMeHTe, COIEepPXUT:

a. KOIMPYKIIYD  Lelb, KoTopasd COCTOUT M3  HYKJISOTUIOHOMU
nocyenoBaTeJgbHocTM (5'>3') UUGCCUGUAGGCAUAAAUUGGUAUT (SEQ ID NO:
275); wnm

b. KOIVPYIIYIO 1emns, KOTOopasd COCTOUT nus HYKJIEOTUIOHOM
nocyjenoBaTeJgbHocTH  (5'>3') UAUAUGCCUGUAGGCAUAAAUUGGUA (SEQ 1ID
NO: 276); wnwu

C. KOIMPYKIIYD  Lelb, KoTopasd COCTOUT M3  HYKJISOTUIOHOMU
nocyjemnoBaTeJbHoCTM  (5'>3') CUGUAGGCAUAAAUUGGUAUU (SEQ ID NO:
278); wnu

d. KOIVPYKIYKD  1ellb, KOTOopasd COCTOUT U3 HYKJIeOTUIHOMN
nocyjemnoBaTeJbHoCTM  (5'2>3')  CGUGGUGGACUUCUCUCAAUU (SEQ ID NO:
285); wnm

e. KOIMPYKIIYD  Lelb, KoTopasd COCTOUT M3  HYKJISOTUIOHOMU
nocyjemnoBaTeJbHOCTM  (5'2>3') CGUGGUGGACUUCUCUCAAUA (SEQ ID NO:
289); wnm

f. KOIVPYIIYIO 1emns, KOTOopasd COCTOUT nus HYKJIEOTUIOHOM

nocienoBaTesbLHOCTHU (5'=23') CUGUAGGCAUAAAUUGGUA (SEQ ID NO: 292);

NI
g. KOIMPYKIIYD  Lelb, KoTopasd COCTOUT M3  HYKJISOTUIOHOMU
nocjemoBaTesbHoCcTU  (5'2>3')  GGCUGUAGGCAUAAAUUGGUA (SEQ ID NO:
294); wnwu
h. KOIVPYIIYIO 1emns, KOTOopasd COCTOUT nus HYKJIEOTUIOHOM

nocyenoBaTejgpHocT (5'2>3') UCGUGGUGGACUUCUCUCAAUU (SEQ ID NO:
300); wmm

i. KOIMPYKIIYD  Lelb, KoTopasd COCTOUT M3  HYKJISOTUIOHOMU
nocyjemnoBaTeJbHoCTM  (5'2>3')  GUGGACUUCUCUCAAUUUUCU (SEQ ID NO:
302); wm



J.

KOIOUPYIOIIYIO

II0CJIenOoBaTEeJIEHOCTHU

303);

JIn

k.

KOIOUPYIOIIYIO

II0CJIenOoBaTEeJIEHOCTHU

304);

JIn

1.

KOIOUPYIOIIYIO

II0CJIenOoBaTEeJIEHOCTHU

306) ;

JIn

m.

KOIOUPYIOIIYIO

II0CJIenOoBaTEeJIEHOCTHU

307);

JIn

n.

KOIOUPYIOIIYIO

II0CJIenOoBaTEeJIEHOCTHU

308) ;

JIn

O.

KOIOUPYIOIIYIO

IIOCJIeIOBAaTEJIEHOCTE

JIn

L.

KOIOUPYIOIIYIO

II0CJIenOoBaTEeJIEHOCTHU

319);

JIn

g.

KOIOUPYIOIIYIO

II0CJIenOoBaTEeJIEHOCTHU

JIn

r.

KOIOUPYIOIIYIO

II0CJIenOoBaTEeJIEHOCTHU

321);

JIn

S.

KOIOUPYIOIIYIO

II0CJIenOoBaTEeJIEHOCTHU

JIn

t.

KOIOUPYIOIIYIO

II0CJIenOoBaTEeJIEHOCTHU

323);

JIn
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Lens, KoTOopadg  COCTOUT U3
(5'"=>3'") GCUGUAGGCAUAAAUUGGUAUU
Lens, KoTOopadg  COCTOUT U3
(5'">3'") GGCUGUAGGCAUAAAUUGGUAUU
Lens, KoTOopadg  COCTOUT U3
(5'"=>3'") UGGUGGACUUCUCUCAAUAUU
Lens, KoTOopadg  COCTOUT U3
(5'"=>3'") GUGGUGGACUUCUCUCAAUAUU
Lens, KoTOopadg  COCTOUT U3
(5'"=>3'") AAUGGUGGACUUCUCUCAAUAUU

Lens, KOoTOpad COOEPXEUT
(5'"=>3") GGACUUCUCUCAAUUUUCU (SEQ
Lens, KoTOopadg  COCTOUT U3
(5'"=>3'") GGUGGACUUCUCUCAAUUUUCU
Lens, KoTOopadg  COCTOUT U3
(5'"=>3") GGACUUCUCUCAAUUUUCA (SEQ
Lens, KoTOopadg  COCTOUT U3
(5'"=>3") GUGGACUUCUCUCAAUUUUCA
Lens, KoTOopadg  COCTOUT U3
(5'"=>3'") GCUGUAGGCAUARAUUGGU (SEQ
Lens, KoTOopadg  COCTOUT U3
(5'">3") GGCUGUAGGCAUAAAUUGGU

HYKJIEOTUIOHOM

(SEQ ID NO:

HYKJIEOTUIOHOM

(SEQ ID NO:

HYKJIEOTUIOHOM

(SEQ ID NO:

HYKJIEOTUIOHOM

(SEQ ID NO:

HYKJIEOTUIOHOM

(SEQ ID NO:

HYKIJIIEOTUIHYIIO

ID NO: 318);

HYKJICOTUIHOM

(SEQ ID NO:

HYKJICOTUIHOM

ID NO: 320);

HYKJICOTUIHOM

(SEQ ID NO:

HYKJICOTUIHOM

ID NO: 322);

HYKJICOTUIHOM

(SEQ ID NO:



u. KOIMPYKIIYD  Lelb, KoTopas COCTOUT U3
nocjemoBaTesbHoCTH (5'23') GAGGCUGUAGGCAUAAAUUGGU
324); wm

V. KOIMPYKIIYD  Lelb, KoTopas COCTOUT U3
nocjenoBaTesbHOCTU (5'2>3') GCUGUAGGCAUAAAUUGGA (SEQ
NI

W. KOIMPYKIIYD  Lelb, KoTopas COCTOUT U3
nocjemoBaTesbHoCTU  (5'23') GGCUGUAGGCAUAAAUUGGA
326); wm

X. KOIMPYKIIYD  Lelb, KoTopas COCTOUT U3
nocjemoBaTesbHocTU  (5'2>3')  AGCUGUAGGCAUAAAUUGGUA
327); nm

y. KOIMPYKIIYD  Lelb, KoTopas COCTOUT U3
nocjenosaTesbHocT  (5'2>3')  CGCUGUAGGCAUAAAUUGGUA
328); wm

Z. KOIMPYKIIYD  Lelb, KoTopas COCTOUT U3
nocjemgoBaTesbHOCTH  (5'23'")  GGCUGUAGGCAUAAAUUGGUU
329); nm

aa. AHTUCMEICJIOBYID  llellb, KOoTopasd COIEPXUT
nocjemgoBaTeslbHOCTE  (5'23")  AGGCUGUAGGCAUAAAUUGGU
330); wmm

bb. KOIVPYKIYK  1ellb, KOTOpad COCTOUT U3
nocjemoBaTesbHoCcTH  (5'23')  AGGCUGUAGGCAUAAAUUGGA
331); wm

cC. KOOMpYKRIYyK Lelb, KOoTopasg COCTOMT U3
nocjemgoBaTesbHoCcTH  (5'2>3')  CGGCUGUAGGCAUAAAUUGGU
332); nm

dd. KOIVPYKIYK  1ellb, KOTOpad COCTOUT U3
nocjenosaTesbHocT  (5'23')  CGGCUGUAGGCAUAAAUUGGA
333); nm

ee. KOIOMpYyKRILYK Lelb, KOoTopasg COCTOMT U3
nocjemoBaTesbHocT  (5'2>3')  CCCUGUAGGCAUAAAUUGGUA

334);
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HYKJICOTUIHOM
(SEQ ID NO:
HYKJICOTUIHOM
ID NO: 325);
HYKJICOTUIHOM
(SEQ ID NO:
HYKJICOTUIHOM
(SEQ ID NO:
HYKJICOTUIHOM
(SEQ ID NO:
HYKJICOTUIHOM
(SEQ ID NO:
HYKJICOTUIHYIO
(SEQ ID NO:
HYKJI€OTHUIHOM
(SEQ ID NO:
HYKJI€OTHUIHOM
(SEQ ID NO:
HYKJI€OTHUIHOM
(SEQ ID NO:
HYKJI€OTHUIHOM

(SEQ ID NO:
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n npu 5ToM areHT PHKu nOpotmB BI'B OONONMHMTEJILHO COIEPXUT
AHTUCMEICJIOBYK 1llelb, IO MeHBIeM Mepe UYaCTUUHO KOMILJIEMEeHTapHY
COOTBETCTBYKIMEN aHTUCMECJIOBOM LIeNu.

B HeKOTOPHX BRapMaHTax OCYMEeCTRBJIEHMSA B HaCTOAMNEM JIOKYMeHTe
ONMCaHBE KOMIIO3UUMM HJS MHIMOMPOBAHUMA DKCIOpeccumu TeHa BI'B B
KJIeTKe, CoIepXamye HOBa areHTa PHKu npotur RIB, [OpuuyeM I[IepBHU
aredr PHKm npotur BIB CcoOepXuUT aAHTUCMEICJIOBYK Lellb, KoTopad
COOEPXUT HYKJIEOTUIOHYID IIOCJeIOBaTeJIbHOCTL, OoTIuYaKnmyoca Ha 0, 1,
2 WwIM 3 HYKJeOTMIHBX OCHOBAHMA OT IoCJedoBaTellbHOCTH (5'23'")
UAUUGAGAGAAGUCCACCACUU (SEQ ID NO: 175), u KOoOUpYHRNy® IlEMb,
KOTOpad COOEPXKUT HYKIJIEOTUIOHYID I[IOCJIEeOOBATEJNILHOCTL, OTJIMYAKIYICA
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'"2>3') GUGGUGGACUUCUCUCAAUAUU (SEQ ID NO: 307); u IIpM STOM
BTOpOM areHT PHKuM npoTmur BI'B COOepXUT aHTUCMHECJOBYI ILelb,
KOTOpad COOEPXKUT HYKIJIEOTUIOHYID I[IOCJIEeOOBATEJNILHOCTL, OTJIMYAKIYICA
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'2>3'") UACCAAUUUAUGCCUACAGUU (SEQ ID NO: 154), ¥ KOIUPYIIYIO
nens, KoTOpPAada COOEPXUT HYKJIEOTUIHYIO [IOCJIENOBATEJNILHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT
nocyenoBaTesgpHocT (5'2>3') CUGUAGGCAUAAAUUGGUA (SEQ ID NO: 292).

B HeKOTOPHX BRapMaHTax OCYMEeCTRBJIEHMSA B HaCTOAMNEM JIOKYMeHTe
ONMCaHBE KOMIIO3UUMM HJS MHIMOMPOBAHUMA DKCIOpeccumu TeHa BI'B B
KJIeTKe, CoIepXamye HOBa areHTa PHKu npotur RIB, [OpuuyeM I[IepBHU
aredr PHKm npotur BIB CcoOepXuUT aAHTUCMEICJIOBYK Lellb, KoTopad
COCTOMUT nus3 HYKJIEOTUIOHOM riocJlenoBaTeJIbHOCTU (5'">3")
UAUUGAGAGAAGUCCACCACUU (SEQ ID NO: 175), u KOoOUpYHRNy® IlEMb,
KoTopad COCTOUT M3 HYKJIEOTMIHOM IIOCJIedOoBaTeJIbLHOCTHU (5'">3")
GUGGUGGACUUCUCUCAAUAUU (SEQ ID NO: 307); u HOpM 2TOM BTOPOM aTeHT
PHKu nportmB BIB comepXmUT aHTUCMEICIOBYI Ilellb, KOoTopad COCTOUT U3
HYKJIEOTHUIOHOM IIOoCJemoBaTelIbHOCTH (5'"=2>3") UACCAAUUUAUGCCUACAGUU
(SEQ ID NO: 154y, ¥  KOOUPpYKIIYKR Ilellb, KoTopasd COCTOUT U3
HYKJIEOTMIHOM IocjiedoBaTesJbHOCTU (5'=23') CUGUAGGCAUAAAUUGGUA (SEQ
ID NO: 292).

B HeKOTOPHX BRapMaHTax OCYMEeCTRBJIEHMSA B HaCTOAMNEM JIOKYMeHTe

OIIMICAaHEL KOMIIO 3L OJIA I/IHI‘I/I@I/IpOBaHMF[ SKCIIpeCCHUMA I'eHa BRI'B B
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KJIeTKe, CoIepXamye HOBa areHTa PHKu npotur RIB, [OpuuyeM I[IepBHU
aredr PHKm npotur BIB CcoOepXuUT aAHTUCMEICJIOBYK Lellb, KoTopad
COOEPXUT HYKJIEOTUIOHYID IIOCJeIOBaTeJIbHOCTL, OoTIuYaKnmyoca Ha 0, 1,
2 WwIM 3 HYKJeOTMIHBX OCHOBAHMA OT IoCJedoBaTellbHOCTH (5'23'")
AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), wn xooupyoIyrn IlEelb,
KOTOpad COOEPXKUT HYKIJIEOTUIOHYID I[IOCJIEeOOBATEJNILHOCTL, OTJIMYAKIYICA
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'"2>3') GUGGACUUCUCUCAAUUUUCU (SEQ ID NO: 302); ¥ IIpM STOM
BTOpOM areHT PHKuM npoTmur BI'B COOepXUT aHTUCMHECJOBYI ILelb,
KOTOpad COOEPXKUT HYKIJIEOTUIOHYID I[IOCJIEeOOBATEJNILHOCTL, OTJIMYAKIYICA
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'2>3'") UACCAAUUUAUGCCUACAGCG (SEQ ID NO: 188), ¥ KOIUPYIIYIO
Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHYIO [IOCJIENOBATEJNILHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT
nocyjenoBaTeJbHOoCTM  (5'2>3') CGCUGUAGGCAUAAAUUGGUA (SEQ ID NO:
328) .

B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
ONMCaHBE KOMIIO3UUMM HJS MHIMOMPOBAHUMA DKCIOpeccumu TeHa BI'B B
KJIeTKe, CoIepXamye HOBa areHTa PHKu npotur RIB, [OpuuyeM I[IepBHU
aredr PHKm npotur BIB CcoOepXuUT aAHTUCMEICJIOBYK Lellb, KoTopad
COCTOMUT nus3 HYKJIEOTUIOHOM riocJlenoBaTeJIbHOCTU (5'">3")
AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), wn xooupyoIyrn IlEelb,
KoTopad COCTOUT M3 HYKJIEOTMIHOM IIOCJIedOoBaTeJIbLHOCTHU (5'">3")
GUGGACUUCUCUCAAUUUUCU (SEQ ID NO: 302); u IpM >TOM BTOPOV areHT

PHKu nportmB BIB comepXmUT aHTUCMEICIOBYI Ilellb, KOoTopad COCTOUT U3

HYKJIEOTHUIOHOM IIOoCJemoBaTelIbHOCTH (5'"=2>3") UACCAAUUUAUGCCUACAGCG
(SEQ ID NO: 188), ¥  KOOUPpYKIIYKR Ilellb, KoTopasd COCTOUT U3
HYKJIEOTHUIOHOM IIOoCJemoBaTelIbHOCTH (5'"=2>3") CGCUGUAGGCAUAAAUUGGUA

(SEQ ID NO: 328).

B HeKOTOpPHX BapMaHTax OCYWEeCTRJEeHMId B HaACTO4dlleM IOKYMeHTE
ONMCAHE KOMIIO3ULIUM IIJIS MHIUMOMPOBAHMSA DHBKCIpeccumM TeHa BIB B
KJIeTKe, CoIepXamye HOBa areHTa PHKu npotur RIB, [OpuuyeM I[IepBHU
aredr PHKm npotur BIB CcoOepXuUT aAHTUCMEICJIOBYK Lellb, KoTopad
COIEepPXUT HYKJIEOTUIHYK IIOCJIENOBATEJIEHOCTL, oTJiMuanmywoncd Ha 0, 1,

2 WwIM 3 HYKJeOTMIHBX OCHOBAHMA OT IoCJedoBaTellbHOCTH (5'23'")
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AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), wn xooupyoIyrn IlEelb,
KOTOpad COOEPXKUT HYKIJIEOTUIOHYID I[IOCJIEeOOBATEJNILHOCTL, OTJIMYAKIYICA
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'"2>3') GUGGACUUCUCUCAAUUUUCU (SEQ ID NO: 302); ¥ IIpM STOM
BTOpOM areHT PHKuM npoTmur BI'B COOepXUT aHTUCMHECJOBYI ILelb,
KOTOpad COOEPXKUT HYKIJIEOTUIOHYID I[IOCJIEeOOBATEJNILHOCTL, OTJIMYAKIYICA
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'2>3'") UACCAAUUUAUGCCUACAGCC (SEQ ID NO: 162), U KOIUPYIIYIO
nens, KoTopasd COOEPXUT HYKJIEOTUIHYIO [IOCJIENOBATEJNILHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT
nocyjemnoBaTeJbHOCTM  (5'2>3')  GGCUGUAGGCAUAAAUUGGUA (SEQ ID NO:
294) .

B HeKOTOPHX BRapMaHTax OCYMEeCTRBJIEHMSA B HaCTOAMNEM JIOKYMeHTe
ONMCaHBE KOMIIO3UUMM HJS MHIMOMPOBAHUMA DKCIOpeccumu TeHa BI'B B
KJIeTKe, CoIepXamye HOBa areHTa PHKu npotur RIB, [OpuuyeM I[IepBHU
aredr PHKm npotur BIB CcoOepXuUT aAHTUCMEICJIOBYK Lellb, KoTopad
COCTOMUT nus3 HYKJIEOTUIOHOM riocJlenoBaTeJIbHOCTU (5'">3")
AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), wn xooupyoIyrn IlEelb,
KoTopad COCTOUT M3 HYKJIEOTMIHOM IIOCJIedOoBaTeJIbLHOCTHU (5'">3")
GUGGACUUCUCUCAAUUUUCU (SEQ ID NO: 302); u IpM >TOM BTOPOV areHT

PHKu nportmB BIB comepXmUT aHTUCMEICIOBYI Ilellb, KOoTopad COCTOUT U3

HYKJIEOTHUIOHOM IIOoCJemoBaTelIbHOCTH (5'"=2>3") UACCAAUUUAUGCCUACAGCC
(SEQ ID NO: 162), ¥  KOOUPpYKIIYKR Ilellb, KoTopasd COCTOUT U3
HYKJIEOTHUIOHOM IIOoCJemoBaTelIbHOCTH (5'"=2>3") GGCUGUAGGCAUAAAUUGGUA

(SEQ ID NO: 294).

B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
OMIMCaHBl KOMIIO3MIMM OIS MHIMOMPOBaHMA BKCIpeccum TeHa BIB B
KJIeTKe, CoIepXamye HOBa areHTa PHKu npotur RIB, [OpuuyeM I[IepBHU
aredr PHKm npotur BIB CcoOepXuUT aAHTUCMEICJIOBYK Lellb, KoTopad
COOEPXUT HYKJIEOTHIHYH I[IOCJIelOBaTeJIbHOCTL, OoTJiMuawrmywoncs Ha 0, 1,
2 WwIM 3 HYKJeOTMIHBX OCHOBAHMA OT IoCJedoBaTellbHOCTH (5'23'")
AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), wn xooupyoIyrn IlEelb,
KOTOpad COIEPXUT HYKJISOTUIOHYI IIOCJIeHOBaATEeJIEHOCTE, OTJIMYAKIYICSH
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU

(5'"2>3'") GUGGACUUCUCUCAAUUUUCU (SEQ ID NO: 302); ¥ OpPM 5STOM
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BTOpOM areHT PHKuM npoTmur BI'B COOepXUT aHTUCMHECJOBYI ILelb,
KOTOpad COOEPXKUT HYKIJIEOTUIOHYID I[IOCJIEeOOBATEJNILHOCTL, OTJIMYAKIYICA
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'2>3'") UACCAAUUUAUGCCUACAGCC (SEQ ID NO: 162), U KOIUPYIIYIO
Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHYIO [IOCJIENOBATEJNILHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT
nocyjenoBaTeJgbHocT (5'2>3') GUGGUGGACUUCUCUCAAUAUU (SEQ ID NO:
307) .

B HeKOTOPHX BRapMaHTax OCYMEeCTRBJIEHMSA B HaCTOAMNEM JIOKYMeHTe
ONMCaHBE KOMIIO3UUMM HJS MHIMOMPOBAHUMA DKCIOpeccumu TeHa BI'B B
KJIeTKe, CoIepXamye HOBa areHTa PHKu npotur RIB, [OpuuyeM I[IepBHU
aredr PHKm npotur BIB CcoOepXuUT aAHTUCMEICJIOBYK Lellb, KoTopad
COCTOMUT nus3 HYKJIEOTUIOHOM riocJlenoBaTeJIbHOCTU (5'">3")
AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), wn xooupyoIyrn IlEelb,
KoTopad COCTOUT M3 HYKJIEOTMIHOM IIOCJIedOoBaTeJIbLHOCTHU (5'">3")
GUGGACUUCUCUCAAUUUUCU (SEQ ID NO: 302); u IpM >TOM BTOPOV areHT

PHKu nportmB BIB comepXmUT aHTUCMEICIOBYI Ilellb, KOoTopad COCTOUT U3

HYKJIEOTHUIOHOM IIOoCJemoBaTelIbHOCTH (5'"=2>3") UACCAAUUUAUGCCUACAGCC
(SEQ ID NO: 162), ¥  KOOUPpYKIIYKR Ilellb, KoTopasd COCTOUT U3
HYKJI€EOTMIOHOM IocjlemoBaTeslbHOCTM (5'23')  GUGGUGGACUUCUCUCAAUAUU

(SEQ ID NO: 307).

B HeKOTOpPHEX BapMaHTax OCYHNeCTBJIeHMS B HaCTOdlleM OOKyMeHTe
ONMCaHEl KOMIIO3MUMM OJIA MHIMOMPOBAHMA SKCIpeccuM TeHa BI'B B
KJIeTKe, coImepxamre nea areHTta PHKu npormur BI'B, HOpuUueM BCe MM IIO
CyIeCcTBY BCe HYKJI€OTUIOEL B Kooupyrmen nenmu ABJIAKTCH
MOOUOUIMPOBAHHEIMU U/UJIM BCEe WM IO CYMeCTBY BCe HYKJEOTUIH B
AHTUCMEBICJIOBOY LIeNy B IIepBOM UM/UJIM BTOPOM areHTe PHKu mnpoTtmur BIB
OpelCTaBJIAKRT CcOo00M MOOUMOMUMPOBAHHEE HYKJIEOTHUIOH, UM IIpUM 2TOM
nepBeM areHT PHKu npoTtus BI'B  COOEpXMT aHTUCMHECJOBYK ILelb,
KoTopad COINEPXUT HYKJIECOTUIHYI IIOCJIeNOoBaATEeJIEHOCTL, OTJIMNUYAKIYICH
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'"2>3") UAUUGAGAGAAGUCCACCACUU (SEQ ID NO: 175), ¥ KOIMPYIIYD
ek, KoTopasd CONEePXUT HYKJIEOTUIHYIO [IOCJIenOBaTEeJIbHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT

ocjenoBaTelbHOCTM (5'=23') GUGGUGGACUUCUCUCAAUAUU (SEQ ID NO:
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307); w T1pu 53TOM BTOpoM areHT PHKum 1npotuR BIB  COIEpPXUT
AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IoCJemoBarTejbHoOCTM (5'2>3') UACCAAUUUAUGCCUACAGUU
(SEQ ID NO: 154), " KOOVPYRIIYO LIelb, KoTopad COMEPXUT
HYKJIEOTUIOHYIO IIOCJIedOoBaTeJIbHOCTL, OoOTaMdanmyoca Ha 0, 1, 2 wmim 3
HYKJIEOTUIHEX OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'">3")
CUGUAGGCAUAAAUUGGUA (SEQ ID NO: 292).

B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
ONMCAaHBEl KOMIIOBMUMM IJIA MHIUOMPpOBaHUA DBKCIpeccun TIeHa BIB B
KJIeTKe, coImepxamre nea areHTta PHKu npormur BI'B, HOpuUueM BCe MM IIO
CYIECTBY BCE HYKJIEOTUIE B Kooupyrmen Lenm ABJIAITCSA
MOOUOUIMPOBAHHEIMU U/UJIM BCEe WM IO CYMeCTBY BCe HYKJEOTUIH B
AHTUCMEBICJIOBOY LIeNy B IIepBOM UM/UJIM BTOPOM areHTe PHKu mnpoTtmur BIB
OpelCTaBJIAKRT CcOo00M MOOUMOMUMPOBAHHEE HYKJIEOTHUIOH, UM IIpUM 2TOM
nepBeM areHT PHKu npoTtus BI'B  COOEpXMT aHTUCMHECJOBYK ILelb,
KOTOpad COIEPXUT HYKJISOTUIOHYI IIOCJIeHOBaATEeJIEHOCTE, OTJIMYAKIYICSH
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'"2>3") AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), ¥ KOIUPYIOIYIO
Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY [IOCJIENOBATEJIEHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT
nocjemosaTesibHocTH  (5'2>3')  GUGGACUUCUCUCAAUUUUCU (SEQ ID NO:
302); w T1Opu B3TOM BTOpoM areHT PHKum 1npotuR BIB  COIEpPXUT
AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCcTM (5'2>3') UACCAAUUUAUGCCUACAGCG
(SEQ ID NO: 188), " KOOVPYRIIYO LIelb, KoTopad COMEPXUT
HYKJIEOTUIOHYIO IIOCJIedOoBaTeJIbHOCTL, OoOTaMdanmyoca Ha 0, 1, 2 wmim 3
HYKJIEOTUIHEX OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'">3")
CGCUGUAGGCAUAAAUUGGUA (SEQ ID NO: 328).

B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
ONMCAaHBEl KOMIIOBMUMM IJIA MHIUOMPpOBaHUA DBKCIpeccun TIeHa BIB B
KJIeTKe, coImepxamre nea areHTta PHKu npormur BI'B, HOpuUueM BCe MM IIO
CYIECTBY BCE HYKJIEOTUIE B Kooupyrmen Lenm ABJIAITCSA

MO,JII/I(]_)I/ILU/IpOBaHHBH\/LT/I I/I/I/IJ'H/I BCe WJIM TIIO CYILeCTBY BCe HYKJIeOTHMIE B
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AHTUCMEBICJIOBOY LIeNy B IIepBOM UM/UJIM BTOPOM areHTe PHKu mnpoTtmur BIB
OpelCTaBJIAKRT CcOo00M MOOUMOMUMPOBAHHEE HYKJIEOTHUIOH, UM IIpUM 2TOM
nepBeM areHT PHKu npoTtus BI'B  COOEpXMT aHTUCMHECJOBYK ILelb,
KOTOpad COIEPXUT HYKJISOTUIOHYI IIOCJIeHOBaATEeJIEHOCTE, OTJIMYAKIYICSH
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'"2>3") AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), ¥ KOIUPYIOIYIO
Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY [IOCJIENOBATEJIEHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT
nocjemosaTesibHocTH  (5'2>3')  GUGGACUUCUCUCAAUUUUCU (SEQ ID NO:
302); w T1Opu B3TOM BTOpoM areHT PHKum 1npotuR BIB  COIEpPXUT
AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') UACCAAUUUAUGCCUACAGCC
(SEQ ID NO: le62), " KOOVPYRIIYO LIelb, KoTopad COMEPXUT
HYKJIEOTUIOHYIO IIOCJIedOoBaTeJIbHOCTL, OoOTaMdanmyoca Ha 0, 1, 2 wmim 3
HYKJIEOTUIHEX OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'">3")
GGCUGUAGGCAUAAAUUGGUA (SEQ ID NO: 294).

B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
ONMCAaHBEl KOMIIOBMUMM IJIA MHIUOMPpOBaHUA DBKCIpeccun TIeHa BIB B
KJIeTKe, coImepxamre nea areHTta PHKu npormur BI'B, HOpuUueM BCe MM IIO
CYIECTBY BCE HYKJIEOTUIE B Kooupyrmen Lenm ABJIAITCSA
MOOUOUIMPOBAHHEIMU U/UJIM BCEe WM IO CYMeCTBY BCe HYKJEOTUIH B
AHTUCMEBICJIOBOY LIeNy B IIepBOM UM/UJIM BTOPOM areHTe PHKu mnpoTtmur BIB
OpelCTaBJIAKRT CcOo00M MOOUMOMUMPOBAHHEE HYKJIEOTHUIOH, UM IIpUM 2TOM
nepBeM areHT PHKu npoTtus BI'B  COOEpXMT aHTUCMHECJOBYK ILelb,
KOTOpad COIEPXUT HYKJISOTUIOHYI IIOCJIeHOBaATEeJIEHOCTE, OTJIMYAKIYICSH
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'"2>3") AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), ¥ KOIUPYIOIYIO
Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY [IOCJIENOBATEJIEHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT
nocjemosaTesibHocTH  (5'2>3')  GUGGACUUCUCUCAAUUUUCU (SEQ ID NO:
302); w T1Opu B3TOM BTOpoM areHT PHKum 1npotuR BIB  COIEpPXUT
AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX

OCHOBaHMA OT IocjedoBRaTelbHocTH (5'=2>3')  UACCAAUUUAUGCCUACAGCC
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(SEQ ID NO: le62), ¥  KOIVPYKIYI  Lellb, KoTOpad COOEPXUT
HYKJIEOTUIOHYIO IIOCJIedOoBaTeJIbHOCTL, OoOTaMdanmyoca Ha 0, 1, 2 wmim 3
HYKJIEOTUIHEX OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'">3")
GUGGUGGACUUCUCUCAAUAUU (SEQ ID NO: 307).

B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
ONMCAaHBEl KOMIIOBMUMM IJIA MHIUOMPpOBaHUA DBKCIpeccun TIeHa BIB B
KJIeTKe, coImepxamre nea areHTta PHKu npormur BI'B, HOpuUueM BCe MM IIO
CYIECTBY BCE HYKJIEOTUIE B Kooupyrmen Lenm ABJIAITCSA
MOOUOUIMPOBAHHEIMU U/UJIM BCEe WM IO CYMeCTBY BCe HYKJEOTUIH B
AHTUCMEBICJIOBOY LIeNy B IIepBOM UM/UJIM BTOPOM areHTe PHKu mnpoTtmur BIB
OpelCTaBJIAKRT CcOo00M MOOUMOMUMPOBAHHEE HYKJIEOTHUIOH, UM IIpUM 2TOM
nepBeM areHT PHKu npoTtus BI'B  COOEpXMT aHTUCMHECJOBYK ILelb,
KOTOpad COIEPXUT HYKJISOTUIOHYI IIOCJIeHOBaATEeJIEHOCTE, OTJIMYAKIYICSH
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'"2>3") UAUUGAGAGAAGUCCACCACUU (SEQ ID NO: 175), ¥ KOIMPYIIYD
Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY [IOCJIENOBATEJIEHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT
nocjemoBaTesibHoCcTH (5'23') GUGGUGGACUUCUCUCAAUAUU (SEQ ID NO:
307); w T1pu 53TOM BTOpoM areHT PHKum 1npotuR BIB  COIEpPXUT
AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IoCJemoBarTejbHoOCTM (5'2>3') UACCAAUUUAUGCCUACAGUU
(SEQ ID NO: 154), " KOOVPYRIIYO LIelb, KoTopad COMEPXUT
HYKJIEOTUIOHYIO IIOCJIedOoBaTeJIbHOCTL, OoOTaMdanmyoca Ha 0, 1, 2 wmim 3
HYKJIEOTUIHEX OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'">3")
CUGUAGGCAUAAAUUGGUA (SEQ ID NO: 292), u IOpM »STOM KoOuUpyHMas Lellb
nepBoro areHTa PHKmM npotmuB BI'B m BTOpoTo areHTa PHKmM npormus BIB
KOHBOTUPORBAHH C HalleJMBaKIMUM JIMTaHOOM, [OPeOCTaBJAnmuM cobor N-
aueTmJrajakTo3aMyH .

B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
ONMCAaHBEl KOMIIOBMUMM IJIA MHIUOMPpOBaHUA DBKCIpeccun TIeHa BIB B
KJIeTKe, coImepxamre nea areHTta PHKu npormur BI'B, HOpuUueM BCe MM IIO
CYIECTBY BCE HYKJIEOTUIE B Kooupyrmen Lenm ABJIAITCSA
MOOUOUIMPOBAHHEIMU U/UJIM BCEe WM IO CYMeCTBY BCe HYKJEOTUIH B

AHTUCMEBICJIOBOY LIeNy B IIepBOM UM/UJIM BTOPOM areHTe PHKu mnpoTtmur BIB
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OpelCTaBJIAKRT CcOo00M MOOUMOMUMPOBAHHEE HYKJIEOTHUIOH, UM IIpUM 2TOM
nepBeM areHT PHKu npoTtus BI'B  COOEpXMT aHTUCMHECJOBYK ILelb,
KOTOpad COIEPXUT HYKJISOTUIOHYI IIOCJIeHOBaATEeJIEHOCTE, OTJIMYAKIYICSH
Ha 0, 1, 2 wmm 3 HYKJEOTHUIOHHX OCHOBaHMA OT IIOCJIEeNOBATEJIEHOCTH
(5'"2>3") AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), ¥ KOIUPYIOIYIO
Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY [IOCJIENOBATEJIEHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT
nocjemosaTesibHocTH  (5'2>3')  GUGGACUUCUCUCAAUUUUCU (SEQ ID NO:
302); w T1Opu B3TOM BTOpoM areHT PHKum 1npotuR BIB  COIEpPXUT
AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT I[ocJemoBaTesbHoCcTM (5'2>3') UACCAAUUUAUGCCUACAGCG
(SEQ ID NO: 188), " KOOVPYRIIYO LIelb, KoTopad COMEPXUT
HYKJIEOTUIOHYIO IIOCJIedOoBaTeJIbHOCTL, OoOTaMdanmyoca Ha 0, 1, 2 wmim 3
HYKJIEOTUIHEX OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'">3")
CGCUGUAGGCAUAAAUUGGUA (SEQ ID NO: 328), u Opu D3DTOM KOOMPYKIASs
Lelnb nepBoro areHtra PHKu npotmsB BI'B u BTOporo areHTa PHKM mnpotus
BI'B KOHBOTMPOBAHH C HalleJMBalIMUM JIKMT'aHIOM, IIpedCcTaBJISRMMM CcoOomM
N-aueTmarajakTo3aMyH .

B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
ONMCAaHBEl KOMIIOBMUMM IJIA MHIUOMPpOBaHUA DBKCIpeccun TIeHa BIB B
KJIeTKe, coImepxamre nea areHTta PHKu npormur BI'B, HOpuUueM BCe MM IIO
CYIECTBY BCE HYKJIEOTUIE B Kooupyrmen Lenm ABJIAITCSA
MOOUOUIMPOBAHHEIMU U/UJIM BCEe WM IO CYMeCTBY BCe HYKJEOTUIH B
AHTUCMEBICJIOBOY LIeNy B IIepBOM UM/UJIM BTOPOM areHTe PHKu mnpoTtmur BIB
OpelCTaBJIAKRT CcOo00M MOOUMOMUMPOBAHHEE HYKJIEOTHUIOH, UM IIpUM 2TOM
nepBeM areHT PHKu npoTtus BI'B  COOEpXMT aHTUCMHECJOBYK ILelb,
KOTOpad COIEPXUT HYKJISOTUIOHYI IIOCJIeHOBaATEeJIEHOCTE, OTJIMYAKIYICSH
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'"2>3") AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), ¥ KOIUPYIOIYIO
Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY [IOCJIENOBATEJIEHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT
nocjemosaTesibHocTH  (5'2>3')  GUGGACUUCUCUCAAUUUUCU (SEQ ID NO:
302); w T1Opu B3TOM BTOpoM areHT PHKum 1npotuR BIB  COIEpPXUT

AHTVICMBEICJIOBYIO Iellb, KoTOopad COIOEepPXNT HYKIJIIEOTVMIHY
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[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') UACCAAUUUAUGCCUACAGCC
(SEQ ID NO: le62), " KOOVPYRIIYO LIelb, KoTopad COMEPXUT
HYKJIEOTUIOHYIO IIOCJIedOoBaTeJIbHOCTL, OoOTaMdanmyoca Ha 0, 1, 2 wmim 3
HYKJIEOTUIHEX OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'">3")
GGCUGUAGGCAUAAAUUGGUA (SEQ ID NO: 294), u HOpu DSTOM KOOMPYKIAasd
Lelnb nepBoro areHtra PHKu npotmsB BI'B u BTOporo areHTa PHKM mnpotus
BI'B KOHBOTMPOBAHH C HalleJMBalIMUM JIKMT'aHIOM, IIpedCcTaBJISRMMM CcoOomM
N-aueTmarajakTo3aMyH .

B HeKOTOPHX EBapMaHTax OCYWEeCTBJIEHMS B HaCTOAlleM HOOKyMeHTe
ONMCAaHBEl KOMIIOBMUMM IJIA MHIUOMPpOBaHUA DBKCIpeccun TIeHa BIB B
KJIeTKe, coImepxamre nea areHTta PHKu npormur BI'B, HOpuUueM BCe MM IIO
CYIECTBY BCE HYKJIEOTUIE B Kooupyrmen Lenm ABJIAITCSA
MOOUOUIMPOBAHHEIMU U/UJIM BCEe WM IO CYMeCTBY BCe HYKJEOTUIH B
AHTUCMEBICJIOBOY LIeNy B IIepBOM UM/UJIM BTOPOM areHTe PHKu mnpoTtmur BIB
OpelCTaBJIAKRT CcOo00M MOOUMOMUMPOBAHHEE HYKJIEOTHUIOH, UM IIpUM 2TOM
nepBeM areHT PHKu npoTtus BI'B  COOEpXMT aHTUCMHECJOBYK ILelb,
KOTOpad COIEPXUT HYKJISOTUIOHYI IIOCJIeHOBaATEeJIEHOCTE, OTJIMYAKIYICSH
Ha 0, 1, 2 wmim 3 HYKJIeOTUMIHHX OCHOBaHMSA OT IIOCJIeOOBaTeJIbHOCTU
(5'"2>3") AGAAAAUUGAGAGAAGUCCAC (SEQ ID NO: 171), ¥ KOIUPYIOIYIO
Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY [IOCJIENOBATEJIEHOCTE,
oTIMdyarmyiocs Ha 0, 1, 2 WM 3 HYKJIEOTHUMIHHX OCHOBaHMA OT
nocjemosaTesibHocTH  (5'2>3')  GUGGACUUCUCUCAAUUUUCU (SEQ ID NO:
302); w T1Opu B3TOM BTOpoM areHT PHKum 1npotuR BIB  COIEpPXUT
AHTUCMEICJIOBYI Lellb, KoTOpPAada COOEPXUT HYKJIEOTUIHY
[IOCJIeOOBATEJIbHOCTE, oTJuMuammyicas Ha 0, 1, 2 miIn 3 HYKJISOTHMIHEX
OCHOBaHMA OT IocJemoBaTejbHoCTM (5'2>3') UACCAAUUUAUGCCUACAGCC
(SEQ ID NO: le62), " KOOVPYRIIYO LIelb, KoTopad COMEPXUT
HYKJIEOTUIOHYIO IIOCJIedOoBaTeJIbHOCTL, OoOTaMdanmyoca Ha 0, 1, 2 wmim 3
HYKJIEOTUIHEX OCHOBAaHUA oT riocJlenoBaTeJIbHOCTU (5'">3")
GUGGUGGACUUCUCUCAAUAUU (SEQ ID NO: 307), M oOpM DTOM KOIMPYKIAS:
Lelnb nepBoro areHtra PHKu npotmsB BI'B u BTOporo areHTa PHKM mnpotus
BI'B KOHBOTMPOBAHH C HalleJMBalIMUM JIKMT'aHIOM, IIpedCcTaBJISRMMM CcoOomM

N-aunerTusjrajakTo3aMUH .
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B HeKOTOPEX BapMaHTaX OCYIMeCTBJIEHMA B HacCToAlleM ITOKYMEHTe

OIMCAaHE CIIOCOBEl  JIeueHUud VHOeKIIUM BI'B W NpeIoTBPAalleHN S
3aboJyieBaHMag WJIM CHUMITOMOB, BHS3BaHHHX MHpekuMelr BI'B, BKJIOUAaIME
BBeIeHMe HyXJalleMycsd B 5SToM CYOBReKTY 35(PeKTUBHOTO KOJIMUeCTBa

AD04872 m »d0beKTMBHOTO KoJMuecTBa ADO5070.

oCymecTBJIEHUSA COOTHOIIEHME ADO04872 u

HYXIaKIeMyCad B 3TOM CYOBEKTY, COCTaBJIAET OKOJIO
BapMaHTax OCYMeCTBJIEHUMS CcooTHomeHre AD04872 wu
HYXIaKIeMyCad B 3TOM CYOBEKTY, COCTaBJIAET OKOJIO
BapMaHTax OCYMeCTBJIEHUMS CcooTHomeHre AD04872 wu
HYXIaKIeMyCad B 3TOM CYOBEKTY, COCTaBJIAET OKOJIO
BapMaHTax OCYMeCTBJIEHUMS CcooTHomeHre AD04872 wu
HYXIaKIeMyCad B 3TOM CYOBEKTY, COCTaBJIAET OKOJIO
BapMaHTax OCYMeCTBJIEHUMS CcooTHomeHre AD04872 wu
HYXIaKIeMyCad B 3TOM CYOBEKTY, COCTaBJIAET OKOJIO

BapMaHTax OCYMeCTBJIEHUMS CcooTHomeHre AD04872 wu

2: 1. B
ADO05070,
3: 1. B
ADO05070,
1: 1. B
ADO05070,
4: 1. B
ADO05070,
5: 1. B
ADO05070,

B HeKOTOPHX BapMaHTaXx

ADO5070,

BBOIOVMEIX
HeKOTOPEIX
BBOIOVMEBIX
HeKOTOPEIX
BBOIOVMEBIX
HeKOTOPEIX
BBOIOVMEBIX
HeKOTOPEIX
BBOIOVMEBIX
HeKOTOPEIX

BBOIOVMEBIX

HyXJanImeMycd B STOM CyOBLeKTy,

B HeKOTOPEX

CYDOBEeKTY
ADO05070.
CYDOBEeKTY
ADO05070.
CYDOBEeKTY
ADO05070.
CYDOBEeKTY
ADO05070.
CYDOBEeKTY
ADO05070.
CYDOBEeKTY
ADO05070.
CYDOBEeKTY
ADO05070.
CYDOBEeKTY
ADO05070.
CYDOBEeKTY

OKOJIO

0,05 mo

coCcTaBJIgeT OKoJIo 1: 2.

BaprMaHTax OCYIeCTRBJIECHMA HyXIaKmeMyCAa B STOM

BBOOAT oOkoJyio 1 wMr/xr  (mpk) AD04872 u okoJoO 1 MI'/KTD

B HeKOTOPEX BapMaHTaX OCYIMeCTBJICHMA HYyXODTanlmeMyCAd B STOM

BBOOAT oOKoJiO 1,5 w™Mrp/kr AD04872 um oxosio 1,5 MID/KD

B HeKOTOPEX BapMaHTaX OCYyIMeCTBJIEHMA

2,0

HyXIallleMy C S

1,0

B S5TOM

BBOIOAT OKOJIO MI/xkT AD04872 ®m  OKOJIO MI'/KT

B HeKOTOPEX BapMaHTaX OCYyIMeCTBJIEHMA

3,0

HyXIallleMy C S

1,0

B S5TOM

BBOIOAT OKOJIO MI/xkT AD04872 ®m  OKOJIO MI'/KT

B HeKOTOPEX BapMaHTaX OCYyIMeCTBJIEHMA

3,2

HyXIallleMy C S

0,8

B S5TOM

BBOIOAT OKOJIO MI/xkT AD04872 ®m  OKOJIO MI'/KT

B HeKOTOPEX BapMaHTaX OCYyIMeCTBJIEHMA

2,7

HyXIallleMy C S

1,3

B S5TOM

BBOIOAT OKOJIO MI/xkT AD04872 ®m  OKOJIO MI'/KT

B HeKOTOPEX BapMaHTaX OCYyIMeCTBJIEHMA

4,0

HyXIallleMy C S

1,0

B S5TOM

BBOIOAT OKOJIO MI/xkT AD04872 ®m  OKOJIO MI'/KT

B HEeKOTOPEX BapMaHTaX OCYIMeCTBJICHMA HyXIDTanmeMyCHd

1,7

B S5TOM

BBOOAT OKoJIO 3,3 w™Mr/kr AD04872 um OKOJIO MI'/KT

B HeKOTOPEX BapMaHTaX OCYIMeCTBJICHMA HYyXODTanlmeMyCAd B STOM

BBOOAT OT okoJjio 0,05 pmo okojo 5 wMr/xr AD04872 wm oT

okojJjo 5 wmr/xr ADO05070. B HEKOTOPHX BapraHTax
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oCymecTBJIEHUSA OPpUBIIN3UTEJIEHEE KoJIMdyecTBa AD04872 m ADO5070
BBOOAT Ppas3nesJIbHO (HalpuMep, OTHOEeJBHEMM WMHBEKLIMAMM) . B HeKOTOPHX
BapMaHTax OCYIIECTBJIEHU A COOTBETCTBYKIIYID Oo3y ADQ04872 "
COOTBETCTBVYIIYID »Jo3y AD0O5070 BBODAT BMecCTe (HanpuMep, OIOHOM

VHBEeKIMVel) . B HeKOTOPHX BapMaHTax OCYINeCcTBJIEHMS COOTBETCTBYIOIYIO
nosy AD04872 u CcooTBeTCTBYyHIyID poszy AD05070 mnoJjiyyamoT B OOHOM
bapMalleBTUUECKOM KOMIIO3ULIUNA .

B HeKOTOPEX BapMaHTaX OCYIMeCTBJIEHMA B HacCToAlleM ITOKYMEHTe

OIMCAaHE CIIOCOBEl  JIeueHUud VHOeKIIUM BI'B W NpeIoTBPAalleHN S
3aboJieBaHUM WM CHUMITOMOB, BHS3BaHHHX MHpekuMelr BI'B, BKJIOUAaIME
BBeIeHMe HyXJalleMycsd B 5SToM CYOBReKTY 35(PeKTUBHOTO KOJIMUeCTBa

AD04872 m »dbpekTUBHOTO kKoJMUecTBa AD04776. B HeKOTOPHX BapMaHTax

oCymecTBJIEHUSA COOTHOIIEHME ADO04872 u ADO04776, BBOIMMEIX

HYyXIaIleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKOJIO 2: 1. B HeKOTOPHX

BapMaHTax OCyMeCTBJIeHUS cooTHomeHre AD04872 m AD04776, BBOIMMEX
HYyXIaIleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKOJIO 3: 1. B HeKOTOPHX
BapMaHTax OCyMeCTBJIeHUS cooTHomeHre AD04872 m AD04776, BBOIMMEX
HYyXIaleMyCcsad B 3TOM CYyOBeKTY, CcOCTapJigeT okoJio 4: 1. B HeKOTOPHX
BapMaHTax OCyMeCTBJIeHUS cooTHomeHre AD04872 m AD04776, BBOIMMEX
HYyXIaIleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKoJIo 1: 1. B HeKOTOPHX
BapMaHTax OCyMeCTBJIeHUS cooTHomeHre AD04872 m AD04776, BBOIMMEX
HyXIaleMycsad B BToM CyOBeEKTy, cocTapjgeT 5: 1. B HeKOTOPHX
BapMaHTax OCyMeCTBJIeHUS cooTHomeHre AD04872 m AD04776, BBOIMMEX

HyXIDalleMyCcsa B 2TOM CyOBLeKTy, cocTaBjsgeT 1: 2.

B HeKOTOPEIX BaprMaHTax OCYIeCTRBJIECHMA HyXIaKmeMyCAa B STOM

CcyfBeKTyY BBOOAT OKOJIO 1 Mr/xr (mpk) AD04872 u oOKoOJO 1 MI'/KTD

AD0O4776. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
cy®BexkTy BBOOAT OkoJio 1,5 wMmMr/xr AD04872 wm okojo 1,5 wMr/kro
AD0O4776. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
cy®BekTy BBOOAT oOkoJyio 2,0 wMmMr/xkr AD04872 wm okojo 1,0 wMr/kro
AD0O4776. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
cy®BekTy BBOOAT oOkoJyio 3,0 wMmMr/xr AD04872 wm okojo 1,0 wMr/kro
AD0O4776. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
Ccy®BeKkTy BBOOAT OKoJIO 3,2 wMr/kr AD04872 wm okojo 0,8 wMr/kro
AD0O4776. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM

Ccy®BeKkTy BBOOAT OKoJiIo 2,7 wMr/xr AD04872 wm okojo 1,3 MI/kKrD
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AD0O4776. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
cy®bexkTy BBOOAT oOokoJyio 4,0 wMmMr/xr AD04872 wm okojo 1,0 wMr/kro
AD0O4776. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
cy®BekTy BBOOAT OkoJio 3,3 wMr/kr AD04872 wm okojo 1,7 Mr/kKro
AD0O4776. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
cybbexkTy BBOIAT OT oOkoysio 0,05 mo okxosio 5 wMr/xr AD04872 um ot
okojjo 0,05 mo okxosmo 5 wmr/xkr AD04776. B HEKOTOPHX BapMaHTax
OCYIIeCTRJIEHMSA COOTREeTCTRYIOIMe »Ho3H AD04872 wm AD04776 BBOIOAT
pa3mellbHO (HanpuMep, OTIeJIbHEMN VHBEKIIMAMUA) . B HEKOTOPEIX
BapMaHTax OCYIECTBJEHUA COOTBeTCTBykmMe nos3el AD04872 wm AD04776
BBOIAT BMecTe (HalpuMep, OIHOM MHBLEeKLMel). B HeKOTOPHX BapuaHTax
OCYMEeCTRBJIEHMA COOTBeTCTBYyIIMe noz3u AD04872 m ADO04776 mnoJjydanT B
OOHOM dapMalleBTUUECKOM KOMIIO3ULIUMA .

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMS B HACTOSAMEM OOKYMEHTEe
OTIMCAaHE CIIOCOOE  JIEUEHUS VMHQEeKIIUN BI'B VI npenoTBPaleHns
3aboJyieBaHMAg WMJIM CHMMIITOMOB, BHS3BAaHHHX MUHpekuMelr BI'B, BKJOUaKMNUe
BBEOEeHME HYXIAKMEMYCHd B 2TOM CYOBEKTY 30PeKTHMBHOTO KOJMUECTBA
AD04872 m »dbpekTUBHOTO kKoJMUecTBa AD04982. B HeKOTOPHX BapMaHTax
oCymecTBJIEHUSA COOTHOIIEHME ADO04872 u AD04982, BBOIMMEIX
HYyXIaIleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKOJIO 2: 1. B HeKOTOPHX
BapMaHTax OCyMeCcTBJIeHUSa cooTHomeHre ADO04872 m AD04982, BBOIMMEX
HYyXIaIleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKOJIO 3: 1. B HeKOTOPHX
BapMaHTax OCyMeCcTBJIeHUSa cooTHomeHre ADO04872 m AD04982, BBOIMMEX
HYyXIaleMyCcsad B 3TOM CYyOBeKTY, CcOCTapJigeT okoJio 4: 1. B HeKOTOPHX
BapMaHTax OCyMeCcTBJIeHUSa cooTHomeHre ADO04872 m AD04982, BBOIMMEX
HYyXIaIleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKoJIo 1: 1. B HeKOTOPHX
BapMaHTax OCyMeCcTBJIeHUSa cooTHomeHre ADO04872 m AD04982, BBOIMMEX
HYyXIaleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKoJIoO 5: 1. B HeKOTOPHX
BapMaHTax OCyMeCcTBJIeHUSa cooTHomeHre ADO04872 m AD04982, BBOIMMEX
HyXIalleMyCcd B B2ToM CyOBeKTYy, cocTaBjisgeT 1: 2.

B HekKOTOpPEIX BapMaHTax OCYIEeCTBJIEHUMA HYXIAKIMeMyCsS B 3TOM
CcyfBeKTyY BBOOAT OKOJIO 1 Mr/xr (mpk) AD04872 u oOKoOJO 1 MI'/KTD
AD04982. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
cy®BexkTy BBOOAT OkoJio 1,5 wMmMr/xr AD04872 wm okojo 1,5 wMr/kro
AD04982. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM

cy®BekTy BBOOAT oOkoJyio 2,0 wMmMr/xkr AD04872 wm okojo 1,0 wMr/kro
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AD04982. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
cy®BekTy BBOOAT oOkoJyio 3,0 wMmMr/xr AD04872 wm okojo 1,0 wMr/kro
AD04982. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
Ccy®BeKkTy BBOOAT OKoJIO 3,2 wMr/kr AD04872 wm okojo 0,8 wMr/kro
AD04982. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
Ccy®BeKkTy BBOOAT OKoJiIo 2,7 wMr/xr AD04872 wm okojo 1,3 MI/kKrD
AD04982. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
cy®bexkTy BBOOAT oOokoJyio 4,0 wMmMr/xr AD04872 wm okojo 1,0 wMr/kro
AD04982. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
cy®BekTy BBOOAT OkoJio 3,3 wMr/kr AD04872 wm okojo 1,7 Mr/kKro
AD04982. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMS HYXIaKINeMyCd B 3TOM
cybbexkTy BBOIAT OT oOkoysio 0,05 mo okxosio 5 wMr/xr AD04872 um ot
okojjo 0,05 mo okxoso 5 wmr/xkr AD04982. B HEKOTOPHX BapraHTax
OCYIIeCTRJIEHMSA COOTREeTCTRYIINMe »Ho3H AD04872 wm AD04982 BBOIOAT
pa3mellbHO (HanpuMep, OTIeJIbHEMN VHBEKIIMAMUA) . B HEKOTOPEIX
BapMaHTax OCYIECTBJIeHMA COOTBeTCTBymMe no3el AD04872 m AD04982
BBOIAT BMecTe (HalpuMep, OIHOM MHBLEeKLMel). B HeKOTOPHX BapuaHTax
OCYMEeCTRBJIEHMA COOTBeTCTBYyIIMe noz3u AD04872 m AD04982 moJjydanT B
OOHOM dapMalleBTUUECKOM KOMIIO3ULIUMA .

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMS B HACTOSAMEM OOKYMEHTEe
OV CaHEl CIIOCOOE  JIEUEHUS VMHQEeKIIUN BI'B VI npenoTBPaleHns
3aboJyieBaHMAg WMJIM CHMMIITOMOB, BHS3BAaHHHX MUHpekuMelr BI'B, BKJOUaKMNUe
BBEOEeHME HYXIAKMEMYCHd B 2TOM CYOBEKTY 30PeKTHMBHOTO KOJMUECTBA
AD04580 m sdderTMBHOTO KOJMUecTBa ADO4585. B HEeKOTOPHX BapuaHTax
oCymecTBJIEHUSA COOTHOIIEHME AD04580 u AD04585, BBOIMMEIX
HYyXIaIleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKOJIO 2: 1. B HeKOTOPHX
BapMaHTax OCyMeCcTBJIeHUsa cooTHomeHre AD04580 m AD04585, BBOIMMEX
HYyXIaIleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKOJIO 3: 1. B HeKOTOPHX
BapMaHTax OCyMeCcTBJIeHUsa cooTHomeHre AD04580 m AD04585, BBOIMMEX
HYyXIaleMyCcsad B 3TOM CYyOBeKTY, CcOCTapJigeT okoJio 4: 1. B HeKOTOPHX
BapMaHTax OCyMeCcTBJIeHUsa cooTHomeHre AD04580 m AD04585, BBOIMMEX
HYyXIaleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKoJIoO 5: 1. B HeKOTOPHX
BapMaHTax OCyMeCcTBJIeHUsa cooTHomeHre AD04580 m AD04585, BBOIMMEX
HYyXIaIleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKoJIo 1: 1. B HeKOTOPHX
BapMaHTax OCyMeCcTBJIeHUsa cooTHomeHre AD04580 m AD04585, BBOIMMEX

HYyXIaleMyCcsad B 3TOM CYOBEeKTY, COCTaBJIAeT OKOJIO 1: 2. B HeKOTOPHX
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BapMaHTax OCYWeCTBJIEHMA HyXIDaplleMyCcad B 5STOM CyOBeKTy BBOIAT
okoJio 1 Mr/kr (mpk) AD04580 m oxomo 1 mr/xr AD04585. B HEKOTOPHIX
BapMaHTax OCYWeCTBJIEHMA HyXIDaplleMyCcad B 5STOM CyOBeKTy BBOIAT
okojgio 1,5 mr/xr AD04580 m oxkoso 1,5 Mr/xr AD04585. B HEKOTOPHX
BapMaHTax OCYIEeCTBJIEHNA HYXOaWwleMyCsa B DTOM CYOBeKTy BBOOAT OT
okoJgio 0,05 mo okxojgo 5 Mr/xr AD04580 m or oxojgo 0,05 mo okoyio 5
MrT/KT AD04585.,

B HeKOTOPEHIX BapMaHTax ocyllecTrJieHMa areHT PHKu nportme BI'B,
ONMCaHHHM B HaCTOAMeM JOKYMeHTe, COCTOUT M3 WU COLEPXUT
coenmHeHMe AD0O5070, c¢cBa3aHHOe <C (NAG37)s, T1okasz3aHHEM B BHUIe

HanMeBOﬁ COoJIM, " VMMeeT CTPYKTYPY, IpeIlCTaBJIEHHYK HNMXe:
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B HeKOTOPHX EBapMaHTax ocylleCcTrJieHMd areHT PHKwm nporme BIB,
ONMCAaHHHM B HacTofAmeM IOKYMeHTe, COCTOUT U3 WIKU COLOEPXUT
coenmmHeHMe AD0O5070, c¢cBa3aHHOe C (NAG25)s, 1okaszaHHEM B BHUIe

HanMeBOﬁ COoJIM, " VMMeeT CTPYKTYPY, IpeIlCTaBJIEHHYK HNMXe:
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B HeKOTOPHX EBapMaHTax ocylleCcTrJieHMd areHT PHKwm nporme BIB,
ONMCAaHHHM B HacTofAmeM IOKYMeHTe, COCTOUT U3 WIKU COLOEPXUT
coenmHeHMe AD0O5070, c¢cBa3aHHOe <C (NAG37)s, T1okasz3aHHEM B BHUIe

CcBOBOIOHOM KVMCJIOTE, ¥V MMeeT CTPYKTYPY, IIpelCTaBJIEHHYK HNMXe:
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B HeKOTOPHX EBapMaHTax ocylleCcTrJieHMd areHT PHKwm nporme BIB,
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B
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B HeKOTOPHX EBapMaHTax ocylleCcTrJieHMd areHT PHKwm nporme BIB,
ONMCAaHHHM B HacTofAmeM IOKYMeHTe, COCTOUT U3 WIKU COLOEPXUT
coenmMHeHMe AD04585, c¢cBa3aHHOe <C (NAG25)s, 1okasz3aHHEM B BHUIe

HanMeBOﬁ COoJIM, " VMMeeT CTPYKTYPY, IpeIlCTaBJIEHHYK HNMXe:
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B HeKOTOPHX BapMaHTax OCymMeCcTBJeHMS OIMCAHHEM (-bBe) aleHT
(-e1) PHKm mporme BI'B HeoOsg3aTellbHO KOMOMHMPYIT C OIOHMM MM OoJiee
OOMOJIHUTEJIBHEMKM (T. €. BTOPHM, TPRPETBMM U T. O.) TepaleBTUYECKMMU

cpelCcTBaMI. BTOpBIM TepalleBTUYeCKMM CpelCTBOM MOXeT OBITH ,prI‘OIZ
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aredHT PHKu npotme BRI'B (Hanpumep, areHT PHKu npoTtus BI'B, KOTOPHEMU
HalleJIEH Ha »OpYyI'ylk I[IOCJeIOBaTeJIbHOCTE B IIpelejlax TIeHoMa BIB).
JONOJHUTEJIBHOE TepalleBTUUeCKOoe CPelCTBO MOXeT TaKXe NIPpeOCcTaBJIsaATh
cobom HM3KOMOJIEKYJIAPHOE JIeKapCTBEHHOE CpencTro, AHTUTEJIO,
bparMeHT aAHTUTEIa n/miam BaKIMHY . ArenTH  PHKwu IIPOTUR RI'B,
comepXxamme WIM He colepXamye OOHO WM 0oJiee OONOJIHUTEJBHBIX
TeparleBTUUeCKUX CPencTB, MOXHO KOMOMHUPOBATE C OIOHMM WMIM 0OoJiee
SKCUUNIMeHTaMM ¢ ofpa30oBaHMeM papMalleBTUUECKUX KOMIIO3ULIMUM.

B HeKOTOPHX BapMaHTax OCymMeCcTBJeHMS OIMCAHHEM (-bBe) aleHT
(-e1) PHKm mporme BI'B HeoOsg3aTellbHO KOMOMHMPYIT C OIOHMM MM OoJiee
OOTIOJIHUT &JIb HEIMI TeparepTUUeCKUMHI cpencTeraMu, npruyeMm
OOTIOJIHUTEJILHOE TeparepTUUeCcKoe CPenCTBO [pencraBjderT cobom
HYKJIEO3UIHEM MHIUOUTOP WMIM HYKJISOTHMIHEM MHIMOMTOP. B HEeKOTOPEHX
BapMaHTax OCYIeCcTBJIEHUS ONMCaHHBEM (-be) aredT (-H) PHKKM [OpoTHUB

BI'B HeoOa3aTeJIBHO KOM@MHMpyDT C OOHMM WM ©6o0oJiee OOIIOJIHUTEJILHEMA

TepalleBTUYECKUMA cpencTeaMim, IpUYeM OOIOJIHUTEJIBHOE
TepalleBTUUeCKOoe CPeICTBO IpencraiBJisgeT cobon BSHTEeKaBUp,
TeHODORUD, TeHOQOBMPA ajadpeHamMunm, TeHOQOBUPA OU3ONIPOKCUII,

JAMMBYIOVH WM OPpyToe IIPOTHBOBUPYCHOE TepalleBTUMUeCcKOoe CPpencTBO. B
HEeKOTOPHX BapMaHTax OCYIeCTBJIeHMS OINMCAHHEM (-He) areHT (—H)
PHKu npotue BI'B HeoBd3aTelIbHO KOMOMHMPYIT C OIOHMM WM OoJiee
OOIIOJIHUT &JIb HEIMU TeparepTUUeCKUMHI cpencTeraMu, npruyeMm

IOOIIOJIHMTEJIEHOE TepalleBTMYeCROE CpelCTBO InpeicCcTaBJIdeT cobom

MHTepbepoH. B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHUS OIMCAaHHHM (-HE)
arenT (-w) PHKu nporus BI'B HeoO43aTelIbHO KOMOUMHMPYKRT C ONHUM WJIIN
BoJiee OOIIOJIHUTEJIL HEIMM TepalleBTUYeCKUMU cpeIncTrBamu, nprueMm

OOIOJIHUTEJIBHOE TepalleBTUUYECKOEe CpPelCTEO nIpelCcTaBJIgeT cobom
vHTepdepoH albda. B HEKOTOPHX BapMaHTax OCYMeCcTBJIeHMS OIMCaHHLBM
(-ple) areHT (-H) PHKu nporme BRIB HeoOsS3aTeJIbHO KOMOMHUPYIRT C
OOHVMM WJIM 0oJilee HOONOJIHUTEJIBHEMM TepalleBTUUYECKMMM CpencTBaMiu,
IpMYeM  JOOIIOJIHMTEJILHOE TepalleBTUYECKOEe CpeInCcTEBO NIpelCcTaBJIgeT
cobo¥ BakUMHY OpoTuB RIB.

B HeKOTOPHX BapMaHTax OCymMeCcTBJeHMS OIMCAHHEM (-bBe) aleHT
(-e1) PHKm mporme BI'B HeoOsg3aTellbHO KOMOMHMPYIT C OIOHMM MM OoJiee
OOTIIOJIHUT &JIb HEIMM TepalleBTUYECKUMA CpelncTBaMM B onoHOM

JekapcTBeHHOM dopMe (T. e. CMechb BBOOAT OOHOWM MHBLEeKLUueM). B
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HEeKOTOPHX BapMaHTax OCYIeCTBJIeHMS OINMCAHHEM (-He) areHT (—H)
PHKu nopoTtus BI'B MOXHO BBOIOMUTE OTIEJIBHO OT OIOHOTO MM ©OoJjiee
HeoOda3aTelIbHBIX LOOIIOJIHUT &JIb HEIX TepalleBTUUeCKUX CPenoCTE. B
HEeKOTOPHX BapMaHTax OCYIeCTBJIeHMS OINMCAHHEM (-He) areHT (—H)
PHKu npotms BI'B BBOOAT HYXTAKIEMYyCS B STOM CYOLEKTY IOCPEOCTBOM
IIOOKOXHOM UHBEKLUN, a OIOUNH W DoJiee LOOIIOJIHUT &JIb HEIX
TepalleBTUUeCKUX aT'eHTOR BBOOAT rrepopalibHO, uTo BMeCTe
[pencraBideT cobom cxemy @ JleueHUS 3aboJyleBaHUM ¥  COCTOSAHUM,
CBA3aHHEX C MHbexuuvey BIB. B HEeKOTOPHX BapMaHTax OCYyIeCTBJIeHUS
ONMCAaHHHM (-be) areHT (-H) PHKM nporturB BI'B BBOOAT HYXIalMeMyCSd B
5TOM CYOBLEeKTY IIOCPelICTBOM IIOIOKOXHOM WHBLEKIMM, a OIOMH MIM Oojee
LOOIIOJIHUT &JIb HEIX TepalleBTUUeCKUX aT'eHTOR BBOLOAT [IOCPELCTBOM
OTHOeJILHOM MOOKOXHOM MHLEKLUN.

B HeKOTOpPHX BapMaHTax OCYWEeCTRJEeHMId B HaACTO4dlleM IOKYMeHTE
OIIMCAaHE KOMIIOZMIUIMM IOJId OOoCTaBKM areHTa PHKm nporme BI'B B KIIeTKY
nmeyeHr 1in VIivo, KOTOPHE BRJIOUaT B cebd areHT PHKu npotmus BIB,
KOHTBIOTUPOBAaHHEM VI CBA3aHHBM c HalleJIMBawmen TPYIIIION . B
HEeKOTOPHX BapuaHTax OCYIECTBJIEHUA HalleJinBawa g I'pylilia
OpencraBygeT cobo¥ JMIaHO acHuaJlOTJIMKOIPOTEeMHOBOTO pelelTopa. B
HEeKOTOPHX BapMaHTax OCYIeCTBJIEHN I OV CAaHEL KOMIIO 3ULINUN nid
OoCTaBKM aTeHTa PHKu mpoTwB BI'B B KJIETKY IIeUeHM Iin Vivo, KOTOPHE
BKJIIOWUAIOT B cebsa areHtT PHKm nporus BIB, CBA3aHHEM C N-
aueTmIIrajJakToO3aM/MHOBEIM HalleJIMBAKIMM JIMT'aHIOM.

B HEeKOTOPHX BapmraHTax OCYIeCTBJIEHN I OIOUNH W DoJiee
OIIMCaHHEIX areHToB PHKm npormer BI'B BBOOAT MIEKOIMTAWRIEMY B

(]_)apMaLLeBTMT{eCKM IIprneMjieMOM HOCHTeJIe WJIN paB@aBMTeJ’Ie. B HeKOTOPEIX

BapMaHTax OCYIEeCTBJIEHNUA MJIEKONUTaKIES npencTaBfgeT coBou
JeJIOBEeKa.

[TouMeHeHMe areHTa (—oB) PHKM npoTMer BHMpyCa TenaTtura B
IpencTaBJIgeT cobomn CIIOCOOBEHL TepaleBTUUYECKOT'O u/Uim

NpodMIaKTUUECKOTO JeueHusa 3aboJieBaHuMi/pacCcTpOoNCTB, CBA3aHHEX C
nHpexuren BI'B. OnmcaHHble areHTH PHKu mnpotue BI'B onocpenyioT PHK-
MHTepbepeHIUD IJI4 MHIUOUPOBAHUA HSKCIPECCUM OOHOTO WM 0OoJjiee
T'eHOB, HeOOXOOMMBIX  IJIS pPelaukKaluy U/UiIM [naToreHesa  BUpyca
TenaTmuTa B. B uyacTHOCTHM, HalpuMep, areHTH PHKM npotme BI'B MOoTyT

MHTUOMPOBATE BHPYCHYID IIOJIMMepasy, KalICUOHEM 0eJIOK, I[IOBEPXHOCTHEIM
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AaHTHIT'eH, e—-aHTUI'eH I/I/I/IJ'H/I feJIok X B KJETKe, TKaHM WA OpTraHM3Me

MIIekonuTawpmero. AreHTsl PHKu npoTtuB BI'B MOXHO MCIOJNB30BATL OIS

JedueHua uHpexumm BI'B. ArenTsl PHKu nportme BI'B  Taxkxe  MOXHO
MCIIOJIL30BAaTh oJiAa JleueHusAa VI OPpOPUIIaKTUKNA XPOHUUECKUX
3aboJIeBaHN/ pPacCTPONCTE [IeUYeHu, BOCIIAJIUTEJIE HEIX 3aboJIeBaHUN,

drbpo3HHX 3BaboJieBaHUM U IpoJIMdepPaTHMBHHX PacCTPOMCTB, TaKMxX Kak
pakoBHe 3abojieBaHMA, CBA3aHHEEe ¢ uHOekumerr BI'B. B HeKOTOPHIX
BapMaHTax OCYmMEeCTBJIeHUSI CIOCOOH OONOJHUTEJBEHO BRKJIOUAKT JIeUueHUe
BUMpyca Tenatura D (BI'D) vy cyBwekTa. TakKuMe CIHOCOOHE BKJKOUAKT
BBeIeHUe areHTa PHKu IIPOTUR BRI'B YeJIOBEKY NI KMBOTHOMY ,
VHOULIMPOBAHHOMY BIB. HOIIOJIHUTEJIEHO OV CAaHH KOMIIO 3LV ojisa
OOCTaBKM areHToB PHKu mpoTwB BI'B B KJIETKM TIeUeHUM In VIivo.

dapmMalleBTUUECKME  KOMIIO3MLNMY, colepxamre OOMH WM  OoJiee
aredTor PHKu nportms BI'B, MOXHO BBOOUTL Paz3JIMUYHEIMKM CIOCODaAMU B
3aBUCHMOCTM OT TOTO, TpedyeTcsa JIM MeCTHOe WIM CUCTeMHOe JieueHUe.
BBeneHue MOXeT [IpencTaBJIdTh coboi, Des oTpaHuuYeHuM,
BHYTPUBEHHOE, BHYyTpHapTepHraJbHOE, [IOOKOXHOE, BHYTPUOPKIIMHHOE,
cybrmepMaJibHOE (HanpuMep, [IOCPELCTBOM MMILJIaHTUPOBAHHOT'O
YCTPOMCTRBA) u MHTpallapeHXUMaTO3HOe BBeOeHMe., B HEKOTOPHIX
BapMaHTax OCYIMEeCTRBJIeHUI (papMalleBTUUeCKMe KOMIIO3ULNWY, OINMCaHHEE B
HacToAmeM OOKyMeHTe, BBOOAT OyTeM INOOKOXHOM MHBEKIUM.

OnyrcaHHele areHTH PHKmM nporue BIB  u/uiamM  comepXxamye  UX
KOMIIOBULIUM MOXHO IIPMMEHATHL B ClIocoBax TepaleBTHMUeCKOTO JIeueHUd
nHpexrmu BI'B miam 3adojieBaHMA WM COCTOAHMM, BES3BAHHEIX MHOeKLMEeN
BI'B. TaxmMe CHOCOOB BKJIOUAKT BBeOeHMe areHTa PHKu nportms BIE,
ONIMCAHHOTO B HaCTOoMAlleM OOKYMeHTe, CyOBeKTyY, HallpUuMep UJeJIOBEeKY
WV XUBOTHOMY .

IIpn WCIIOJIE30BaHUNU B HacTo4dlleM OOKYMeHTe TEPMM1HEL
KOJIMTOHYKIIEOTUL» U IIOJUHYKJIEOTHUI» O3HaualnT IIOJIMMEep M3 CBA3aHHEX
HYKJIEO3UIOB, KaX LI nus KOTOPEIX MOXeT OHITH He3aBUCHMO
MOIUOUUMPOBAHHEM WMV HeMOOUPUIIMPOBAHHEM.

I[Ipy MCIOJB30BaAHMM B HaCTOLdlleM OOKYMeHTe TepMUH «ar'eHT PHKu»
WU LTPUTTEP PHKwm» O3HauvaerT KOMIIO3MLIVID, KoTopada COOEPXUT
OJIMTOHYKJICOTUIHYIO MOJIEKYITY PHK NI PHK-nmogoBHVL
OJIMTOHYKIIEOTUIOHYK MOJIEKYJYy (HalpMMep, XUMUUYECKU MOIOUPUIIMPOBAHHYI

PHK), koTopasd crnocoBHa HapymaTb WIM MWHTUMOMPOBATH  TPAHCIAIIUO
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TPAaHCKPUIITOB  MaTPUUHOM PHK (MPHK) , CHIelUMOUUHEIM  IJIg OaHHOM
NOCIenoBaTeJIbHOCTY obpasoM. B HacTodgmleM IOKYMeHTe aTleHTH PHKu
MOTYT OYHKIMOHMPOBATE Uepe3 MexaHuzaM PHK-mHTepdepeHuLMM (T. e.

VMHOYyLIVPOBaTE  PHK-uHTepbepeHUMIO MIOCPEeACTBOM  B3aVMOIEMCTBUA  C

cucTteMom nyTu PHK-uHTepdepeHUUU (PHK-MHOYUMPOBAHHEM  KOMILJIEKC
BHIKJIOUEeHMA T'eHa WM RISC) KJIETOK MIEKONIMTAMMX) WIM Jiodol (-be)
aJlb TepHaTUBHEIM (—rle) MexXaHM3M (—m1) WJIN OyTh (-m) . XoTsda

cumMTaeTrcda, 4uTo areHTH PHKM, [IOCKOJBKY BTOT TepMMH MCIOJNbL3YeTCHd B
HaCcTOAlleM OOKYMEHTe, OYHKUIVOHUPYIOT [IpeuMymeCTBEEeHHO yepes
MexaHusM PHK-mHTepdepeHLMM, ONMCaHHEE areHTH PHKM He CcBA3aHH WK
He OT'PaHUYEHE KaKMM—Jmbo KOHKPETHHEM IIyTeM  WIKn MeXaHM3MOM
nercTBUsa. AreHTH PHKM, onMcaHHBEE B HaCTOANeM HOOKYyMeHTe, COCTOAT
13 KoOupyomeM LelM M aHTHUCMECJOBOM LelM M BKJIDUanT B cebsa, ©Oes
OTpaHUWUeHUM: MaJlle UMHTepbepupyiomme PHK (MuMPHK), »IByXlUelOoUeUHHE
PHK (mnuPHK), w»mPHK (MmPHK), xopoTkme mnmieddsle PHK (xmPHK) wm
cybecrpaTth depMmMeHTa Jalicep. AHTUCMBEICJIOBAafA lelb areHToB PHKu,
OIIMCAHHEIX B HaACTOHdlleM TOKyMeHTe, 10 MeHblle¥ Mepe YacTUUHO
KoMILJIeMeHTapHa MPHK, Ha KOTOPYI OCYUWEeCTRBRJIAETCSH HalleJIMBaHMeE.
ArenuTsH PHKM MOTYT COCTOATL U3 MOOMUPUIMPOBAHHHX HYKJIEOTUIOB U/UJIKU
ooHOM uIM OGoJiee HedpoCcPOIMAIMPHHKX CBA3EM.

IIpn WCIIOJIE30BaHUNU B HacTo4dlleM OOKYMEHTe TEePMVHE
KBEIKJIOUATE», KCHMXATL», KUHTUOUMPOBATE», KIIOOABJIATL» IZNINZ!
KIIOHWXATH aKTVMBHOCTLE» B OTHOWEHUNM  SKCIpeCcCUM  OaHHOT'O I'eHa
O3HadvalT, UYTO 5SKCIpeccusa T'eHa, M3MepeHHasa I[I0 KoHlIeHTpauuum PHK,
TPpaHCKPUOUPOBAHHOM M3 T'eHa, WJIM KOHUeHTpaluM IIOJUIIeNTMOa, Oelka
MM CyOBeOIUMHMIE OeJlka, TPaHCIMpPpOBaHHOTO ¢ MPHK B KJeTKe, TpyIllle
KJIETOK, TKaHM, opraHe W CcyOneKTe, B KOTOPOM IeH
TPAHCKPUDOUPOEBAH, YMEHBIlaeTCd IIPpY JIeUeHUUM KJIETKM, TPYINE KJIETOK,
TKaHY, opTraHa WIM CyOBeKTa OJIUMTOMEPHEMM COEeOMHEHMAMM, TaKuMU Kak
are”HTsl PHKwW, omomMcaHHBEE B HaCTO4dlleM OOKYMEeHTe, I[I0 CPpaBHEHMI CO
BTOPOM KJIeTKOM, TPYIIo¥ KIJIeTOK, TKaHbl, OpraHoM WM CyObLeKTOM,
KOTOPHE He ObBUIM TOOBEPITHYTH TaKOMYy JIEUeHUD.

IIpn WCIIOJIE30BaHUNU B HacTo4dlleM OOKYMeHTe TEepPMUH
«IIOCJIeDOBaTEJIEHOCTE» W KHYKJIeOTHIOHAaHA [IOCJIEDOBATEJIEHOCTE»

O3HaudaeT HerepBIBHBHZ paAO0 MJIM IIOPAIDOK HYKIJIIEOTUIHEX OCHOBAHMM WJIU
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HYKJIEOTULOORE, ONMCAaHHHM C IIOMOILI IIOCJedoBaTeJIbHOCTM OYKB C
MCIIOJIE30BaHMEM CTaHOAPTHOM HOMEHKJIATYPEH.

[Tpmn VCIIOJIE 30BaHUN B HacTodleM OOKYMEHTe TepPMVH
KHYKJIEOTHUOHOE OCHOBAaHME» WMIM «HYKJIeOTUI» I[IpedcTaBjigeT cobomn
TeTEePOLUKIINUECKOe NMUPUMHUIOIMHOBOE WU OYPUHOBOE coeIVHeHMe,
KOoTopoe ABJIAETCSA CTAHODAPTHEM COCTABJAKIMM  BCeX HYKJIEMHOBHIX
KHUCJIOT M BKJIKOUaAeT B Ccebd OCHOBaAHMUA, KOTOPHEe QOPMUPYIT HYKIIEOTUIH
aneHuH (A), ©nyanun (I'), wauro3mH (1), TuMuH (T) m ypauma (V).
HyKJI€eOTUOHOEe OCHOBaHMEe MOXeT OHTL OOIOJIHUTEJIEHO MOIMOUUIMPOBAHO
TaKMM obpasoM, YTOOR BKJIOUATH B cebd, fes oTpaHuuYeHuM,
YHUBepCAaJlbHEE OCHOBAaHMUA, TunpoboOHEE OCHOBAaHUA, CMellaHHEEe
OCHOEBAaHMUA, OCHOBAHMS  YBEJIUUEeHHOTO pasMepa ¥ OpTOopcComepX)alme
OCHOBAaHUSA .

[Mlpr WMCHOJB30BAHMM B HACTOMAMEM OOKYMEeHTe, eClIM He YKa3aHo
VMHOEe, TEepMMH «KOMILJIEMEHTAaPHEM», MCIOJL3YEeMEM IJII OIMCaHMSA IIepBOM
HYKJIEOTUIHOMN NOCIenOoBaTeJIEHOCTHY (HanpuMep, KoIMpyomenm lenu
areHTa PHKuM WU 1eJIeBOM MPHK) 1o OTHOUWEHUIO KO BTOpPOM
HYKJIEOTUIHOMN NOCIenOoBaTeJIEHOCTHY (HanpuMep, AHTUCMEICJIOBOM
IIOCJIEeIOBATEJIBHOCTHU areHTa PHKuM WU OIOHOLIEIIOUEeUHOTO
AHTUCMEICIIOBOTO OJIMTOHYKIIEOTUIA) , O3HadvaeT CIIOCOBDHOCTE

OJIMTOHYKJIEOTHMIOa WJIM IIOJIMHYKJIEOTHMIa, BKJIIOUaA IIePBYID HYKIICOTUIHYIO

[IOCJIeOOBATEJILHOCTE, TUOPUONSUPOBATECSH (popMMpPOBaTH BOIOPOIHEE
CBA3U MeXnoy napamm OCHOBaHUM B OMBUMOJIOTUUECKHUX ojid
MJIEKONMTAKIMETO VYCJIOBUAX (MM aHaJIOTMUHHX VCJOBMAX I1In Vitro)) wu

bopMMpOBaATE IOYIJIEKCHYID MWJIM IOBOMHYID CIMPAJIBHYID CTPYKTYPY B
ONpeneJIeHHEX YCJIOBMAX C OJIMTOHYKJIEOTMIOM WJIM IIOJIMHYKJIEOTUIOM,
BRJIDYUASA BTOPYID HYKJIECOTUIOHYD II0CJIEeOOBATEJILHOCTL. KOMILIEMEHTAPHEE
IOCJIeNOBATEJIEHOCTY  BKJIOYAKT IIaph OCHOBaHMUM, o0pas30oBaHHHE IIO
Yorcony - KpukKy, WJIM IHapH OCHOBaHWUI, o0pas3oBaHHHE He II0 YOTCOHY
- Kpumky, u BrIoUanT B ceba OPUPOIHHE WM MOOMOULMPOBAHHLE
HYKJICOTHIE MJIM MUMETHMKM HYKJIEOTHIOB, IIO0 MEHBIIel Mepe B CTeIeHM,
oBecrneunBanen cobiiooeHre BHINEIIPUBE JeHHEX Tpe®oBaHUN 1o
TUOPUIOMBALNNA . VOeHTUYHOCTE NI KOMIIJIEMEHTAPHOCTE
IOCJIeNOBATEJIBHOCTY HE 2aBMCHMT OT MoaMdmkaumum. Hanpumep, a u Af
KoMIJIeMeHTapH U  (miam T) ¥ MOSHTUMYHE A OJ4 lLeJjel olIpenelJieHMs

MOSHTMYHOCTHM WMJIMM KOMILJIEMEHTAPHOCTHM.
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[Ipy WMCHOJIE30BaHUM B HACTOAIleM OOKYMEHTEe TepMMH «abCOJIOTHO
KOMILJIEMEHTAPHEM» WM «IIOJHOCTBIK KOMIUJIEMEeHTAPHEM» O3HadaeT, UYTO
Bce (100%) m3 OCHOBaAHUM B HEIPEPHBHOM IMIOCIEeOOBATEJILHOCTHU IIePBOTO
[MOJIMHY KJIEOTH A OyoyT TUOPUONSUPOBATECSH c TakKMM  Xe  UMCJIOM
OCHOBAaHUM B HellpepHBHOM [IOCJIENOBATEJIEHOCTH BTOPOTO
IIOJIMHYKJIeoTUna . HellpephBHas I[IOCJHeOOBATEJILHOCTE MOXeT COOepXaTb
BCIO MJIM YacCThb TEPBOM MM BTOPOM HYKJIEOTHMIHOM MNOCJEeIOBaTEJILHOCTHU.

[lpM MCHOOJIE30BAHMM B HACTOAMEM IOOKYMEHTE TEePpMMH «UYaCTUUHO
KOMILJIEMEeHT apPHEIM» oB3HayvaeT, uTo B TUOPUONINPOBAHHOM nape
HYKJIEOTHMIHEIX IIOoCJefoBaTelIbHOCTeM 10 MeHblel Mepe 70% (HO He Bce)
ns3 OCHOBAaHUM B HellpepHBHOM [IOCJIENOBATEJIEHOCTH [IepBOIO
[MOJIMHY KJIEOTH A OyoyT TUOPUONSUPOBATECSH c TakKMM  Xe  UMCJIOM
OCHOBAaHUM B HellpepHBHOM [IOCJIENOBATEJIEHOCTH BTOPOTO
[IOJIMHYKJIEOTUOA «

[lpy MCHOOJIE30BAHMM B HACTOAMEM INOKYMEHTE TEPMUH «IIO CYMEeCTBY
KOMILJIEMEeHT apPHEIM» oB3HayvaeT, uTo B TUOPUONINPOBAHHOM nape
HYKJIEOTHMIHEIX TIIOCJIeOOBATeJILHOCTEM I[I0 MeHbIeM Mepe OKoJio 85% (HO
He BCe) U3 OCHOBAHUM B HeNPEepHBHOM IOCJIeIOBaTE&JILHOCTU TIIE€PBOTO
[MOJIMHY KJIEOTH A OyoyT TUOPUONSUPOBATECSH c TakKMM  Xe  UMCJIOM
OCHOBAaHUM B HellpepHBHOM [IOCJIENOBATEJIEHOCTH BTOPOTO
[MOJIMHYKJIeOTHIa . TepMUHEL «KOMIIJIEMEHTapPHBI», KIIOJIHOCTEIO
KOMIIJIEMEHTAPHHMY» U «IO0 CYMEeCcTBY KOMIIJIEMEHTAPHEIM» B HaCTOAIMEM
OOKYMEHTe MOTYT MCIOJB30BATHECHA IIO OTHOIMEHMK K  OCHOBAaHMAM,
COBNabakmMM MeXOy KOIUPYKMEM Lelbld M aHTHUCMHCIJIOBOM ILelbl aTleHTa
IByXllelloueuHo PHKM, MexIy aHTUCMECJIOBOM Illenkld aredTa PHKu u
IIOCJIEDOBATEJIEHOCTEIO 1eJjlIeBOM MPHK NI MeXxny OIOHOILIEIIOYUEeUHEM
AHTUCMEICJIOBEIM  OJIMTOHYKJIEOTHMIOM M IOCJEeINOBATEJBHOCTRK IeJIeBOU
MPHK.

[lpy MCHOOJIE30BAHMM B HACTOAMEM INOKYMEHTE TEPMUH «IIO CYMEeCTBY
UISHTUUHHMY WIN «IPaKTUUeCKM II0JIHAS MIEHTHMUHOCTL» II0 OTHOMEHMID K
HYKJIEOTUIHON [IOCJIENOBATEJIEHOCTH O3HavaerT, uTo HYKJIeOTHUIHA A
[IOCJIENOBATEJIEHOCTE COOEPXUT I[IOCJIEeNOBaTEeJIEHOCTE, KOTOopasd Ha 1o
MeHBIIEM Mepe OKOJIO 85% mam OoJiee, MNOPEeONOUYTUTEJILHO Ha [0 MeHbIen
Mepe 90%, 0o MeHbmel Mepe 95% uIM 10 MeHbMel Mepe 99% UOeHTHUUHA
npu CpaBHeHUNU C 2TaJIOHHOM [IOCJIeNOBATEJIEHOCTEI. [IpoueHT

MOSHTMYHOCTNM TIIOCJIeOBaAaTEeJIBHOCTHM OIIpelelidJIM IIyTeM CpabBHEeHMA IOIBYX
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OIITUMAJILHO BHPOBHEHHHX IIOCJeOoBaTeJIbHOCTEeM B OKHe CpaBHeHUA.
[IpolieHTHOE 3HaueHne PacCUMTEBAIT oyTeMm olpeneJsieHnI umcia
IIOJIOXEHNM, B KOTOPHX B ofeMx TIO0CJedoBaTeJIbHOCTAX BCTPeYanTCcd
MIeHTUUHEE HYKJIEMHOBEE OCHOBAHMSA C IIOJIyYeHMeM 4YMcJla COBIaIaIMxX
IIOJIOXEHUNM, »OeJleHUud UMCJla COBIAaJalMMxX IIOJIOKeHUM Ha ofmee UMUCIIO
IIOJIOXEHNIM B OKHe CpaBHeHMSa U YMHOXeHUS pesyjabTaTa Ha 100 c
IIOJIyUeHreM IIPOLEeHTHOTO 3HAaUeHMA MISHTUUHOCTM I[IOCJIeOOBATeJILHOCTH.
OnmMcaHHHe B HacTodueM OOKYMEHTe n30bpeTeHns OXBAaTHBAT
HYKJIEOTHUIHEE nocJjegoRraTeJILHOCTH, 1o CYIeCTBY MO eHTUUHEE
IocJyleIoBaTEeJIbHOCTAM, OIMCAaHHEM B HacCcToAMeM IOKYyMeHTe, HalpuMep B
Tabamiax 2, 3 u 4. B HeKOTOPHX BapMaHTax OCVYIeCTBJIIeHUS
IocJedOBATEeJILHOCTHM, OIMCAaHHEE B HaCTOAleM IOKYMeHTe, IIOJIHOCTLIO
MISHTUMUHH WMJIM Ha 10 MeHbIleM Mepe okoJo 85%, 86%, 87%, 88%, 89%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wmiam 99% MIeHTUUHH
IocJyleIoBaTEeJIbHOCTAM, OIMCAaHHEM B HacCcToAMeM IOKYyMeHTe, HalpuMep B
Tabauuax 1, 2, 3 u 4.

IIpy WMCHOJIL30OBAHMM B HACTOANEM OOKYMEHTe TEepMMHH «JIeUMTh»,
«JleueHMe» M T. II. 03HaAYalT CHOCOOH WJIM CTaluM, BHIIOJHIAEMbe OJIg
ocylaBJIeHMsa WM YMEHBIIeHMS uKncia, TESKEeCTU W/MWJIM YacTOTH OOHOT'O
uiam oJiee CHUMIITOMOB 3abojieBaHMAa MJIM COCTOSAHUA y CcyObekTa.

IIpy MCIOJBL30BAHUM B HacTodleM IOKyMeHTe @pasa «BBeleHMe B
KJIETKY>» B OTHOIEeHUN OJINTOMEPHOTO cCoeIMHEeHUH o3HavaerT

@yHKHMOHaHMSMpOBaHHyD OJOCTAaBKYy OJIMI'OMEPHOI'O COelIMHEeHMA B KIIETKY.

dpaza «@YHKHMOHaHMSMpOBaHHaH TJOoCTaBKa» O3HadvaeT, OJOCTAaBKY
OJIMT'TOMEPHOTI'O COeIIMHEHNMA B KJIIETKY TaKVM O@paSOM, KOTOpHﬁ
IIO3BOJIAET OJIMT'OMEPHOMY COeIIMHEHNIO IIPOABJIATE OXMIOaeMyIo

OMOJIOTUUECKVYIO AKTMBHOCTE, HallpMep MHPM@MPOBaHMe SKCIIpeCCHUMA
I'eHa, CHGHM@MHHOG IOJI4 KOHerTHOﬁ IIoCJjiefoBaTeJIEHOCTHM .

Eciim He yKasaHO MHOe, IIPMMEeHeHNV e CHMMBOJIa }a' B KOHTeKCTe
HacToAmeI0 OOKYyMeHTa oO3HauvaeT, UTOo CoIa MOXeT OHTH IIpMCcoeIMHEHa
Jdad I'pyIilia JIn T'OYIIIIEL, KOTOPEE COOTBETCTBYIT obBeMy
MSO@peTeHMﬁ, OIIMCAaHHEIX B HacToOoAlleM ITOKYMeHTe.

HpM MCIIOJIE3OBaHMM B HacCcToOoAlleM OTOKYMEeHTe TepPMVMH «M30MEPED»
OTHOCUTCA K COeIMHeHMAM, VIMeoIVIM VMIOeHTVYHEIE MOJIEKYJIAPHEE

@OpMyﬂH, HO OTJIMYaKMMMCA TIIO0 XapaKTepy WM IIOCJIeOOBaTeJIEHOCTHM
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CBAS3SEIBAHMA MMX aTOMOB WJIM PacCIIOJIOXeHNMI MX 4aTOMOB B IIPpOCTPAHCTBE.
Nz0oMepH], KOTOPEE pazyinmuyanTCc4ad IIO PacCIIOJIOXeHNMI CBOMX aToMOB B
IIPOCTPaHCTBEe, Ha3sEHBalTCHA «KCTepeonuzoMepaMIi» . CTepeOmn30MepPH],
KOTOPEE He ABJIAITCHA 3€ePKaJIEHEM OTpaXeHMeM IPpyI' IpyI'a, Has3HBakTCHA
«KIOrmacTepeoMepaMl», a CTepPeOM3OMEPEH, KOTOPEHEe ABJIARTCA 3e€pKaJlbHEMNM
OTpaxeHMAMN, He COBIIagaKlMyI I1pm HaJIOXeHNNU opyT Ha opyra,
Ha3EBalTCAd «SHaAHTHMOMEepaMM>» WJM, B HEeKOTOPEX dJIydaAdAX, OIITHUYeCKVMN
nsoMepaMn. ATOoM yIUlepona, CBS3aHHLM C UeTHPbBEMA HeVMIeHTWYHEMN
3aMeCTUTEeJIAMM, Ha3EBaeTCA «XVPaJIbHEM ILIeHTPpOM» .

B HacTOoAmeM LOOKYMEHTe, eCJIn CIIelMaJIBEHO He YKasaHo, dTo

CTPYKTYyPpa NVMeeT KOHKPeTHYI KOH@OpMaHMD, OJIS KaxIoM CTPYKTYPE, B

KOTOPOM IPUCYTCTBYIOT aCUMME TPUUHEIE LeHTPE u KoTopasd,
cJlenoBaTelNbLHO, ofByciaBiInBaeT oBpaszoBaHue SHAHTUOMEPOER,
IMacTepeoMepoB NI OIPYTUX CTEepeOon30MEPHEX KOHOUTYpauui,

OpennojlaraeTcd, UYTO Kaxiasd CTPpYKTypa, OolMcaHHasd B HaCToOdlleM
OOKYMEeHTe, OoTpaXaeT BCe TakKMe BO3MOXHEE M3OMEPH, BKJKUasas UX
ONITUUECKM UMCTEE M palleMruueckre ©OQopMel. Hampumep, IOpenrnojaraeTcsd,
UTO CTPYKTYPH, OINMCAHHHE B HACTOAINEeM OOKYMEHTe, OXBAaTHRBAKT CMeCHu
OMaCTepeoMepoB, a TakKXe OTIOeJIbHEE CTepeOn30MEpPH.

IIpy WMCHOJL3OBaHMM B QopMyJe U300peTeHMAa, OIPUMBEeIeHHOW B
HacToAmeM OOKYMEeHTe, bpaza «cocToAmMMUM M3» UCKJIOUaeT JodoMn
3JIEMEHT, cTamvio WM MHITPEeOMeHT, He  VYIIOMAHYTHM B bopmMmyJIe
n300peTeHrda. I[IpM MCOOJIBE30BaAHMM B QopMyJie M300peTeHUsa HaCTOoAmeTo
OOKYyMeHTa O¢pa3a «COoCToAmMM II0 CYMecTBY M3» OoITpaHuuMBaeT OOLeM
GOPMYJIEl M300peTeHUI KOHKPEeTHEIMU MaTeprajlaMU WM STallaMi «M TeMy,
KOTOPHE HEe OKAa3HBalT CYIEeCTBEeHHOTO BJMAHMA HAa OCHOBHEE U HOBHE
XapaKTepUCTUKMU» 3BadBJIEHHOTO M300peTeHMrs.

CpenHeMy CIelMaJIMCTy B IaHHOM o6JjacTu OyIoeT JeI'Ko IIOHATh,
U4TO COeIMHEHMA W KOMIIO3MLMM, OIMCAHHHE B HaCTOAMleM IOKYMEHTE,
MOTYT MMETE OIpeleJIeHHEEe aTOMH (HalpuMmep, aToMel N, O wmiam S) B
NIPOTOHUPOBAHHOM WM OENPOTOHUMPOBAHHOM COCTOSAHUM B 3aBUCHUMOCTU OT
CcpenH, B KOTOpOMn HaxoouTcyd COoeOMHeHNne MJIN KOMIIO3UILIMA .
COOTBETCTBEHHO, npu MCIIOJIE 30BaHUM B HaCTOAlleM OOKYMEHTE
CTPYKTYP, IpPenCcTaBJIeHHHX B HaCTOMAlleM NOKYMeHTe, IpennojaraeTcHd,
UTO OIpelefiIeHHEe (QYHKUMOHAJIbBHEIE TPVYIINE, Takue Kak, HanpmMmep, OH,

SH myim NH, MoDyT OHTB IIPOTOHMPOBaAHHEMIM WJIM OEIIPOTOHMPOBAHHEIMN .
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[MpennojlaraeTcsd, UTO HacTodllee M300peTeHMe OXBaTHBAET OIMCaHHEE
COeIOIVMHeHUA u KOMIIO3ULINU, He3aBUCHMO oT COCTOHAHUA nx
IPOTOHMPOBAHUSA, B3aBMCAMEeI0 OT OKpyXalmel cpeld (Hanopumep, pH),
Kak MOXHO OyIeT JeI'Ko IOoHATL CcpelHeMy CcleluaJucTy B OaHHOM
obrnacTu.

Bce  MCIOJIE3YEeMEe B HacCTodAWlleM LOOKyMeHTe TeXHUUECKMKe U
HayuHEIE TEepPMUHEL, ecJiM He TaHO UX MHOe OlpeleJieHUe, UMeT
OOmenpUHATOSe 3HaueHMe, IIOHATHOe CcpelHeMy CclIelMaJucTy B IOaHHOMU
obrnacTu. B HacTofAmeM OOKYMeHTe OIMCAaHHE TIIPYMMEPHE CIOCOB0OB U
MaTepmraJjioB, XOTHA IJIA TIPOBEePKM WM aHalM3a HacCToAlleTro M300peTeHUd
MOXHO MCIIOJIE30BATE MIOOXOOAMNME CIHOCOOH M MaTepMalikl, OTOOOOHHE WIIN
SKBUBAJIEHTHHE TeM, KOTOPHE OINMCaHH HWXe. Bce nyobaukKaluuu, 3aiaBKU
Ha IaTeHTH, I[IaTeHTH ¥ IOpyI'Me YIIOMMHAeMEEe B HaCTOAlleM OOKYMeHTe
JUTepaTypHEe MCTOUHMKM BKJIOUEHH B HACTOAMMM OOKYMEeHT B IIOJIHOM
obbeMe IIyTeM CCHJIKM. B cJjiyyae OPOTMBOPEeUMM HacTodlee OIMCcaHUe,
BKJIOUA 4 OolpenejyieHnd, OymeT UMeThb [IPUOPUTET . Kpowme TOT'O,
MaTepualJitl, CTIOCOOH u [IPUMEPH [IPUBOOATCH TOJIBKO B nejdax
WJIJIIOCTpalMM M He MMelT OI'PaHMUMTEJIBHOT'O XapaKTepa.

[Tpoume NOPM3HAKY M HNPEMMYyIIeCTEa M300peTeHUusa OyOyT IMIOHATHH M3
OpencTaBJIEHHOTO HIKe IIOOPpOBHOTO ONMcaHMsa, a Takxke U3  QOpMYJIH
n300peTeHuA.

NompoBbHOe ommMcaHue

B HacTodmeM NOOKYMEHTe OINMCAaHH areHTH PHKWM nmsa MHTIUOMpPpOBaHMA
BKCIpecCun BHUpyca TIenatuTa B (BI'B) (HaselBaeMHEe B HaCTOAMEM
OOKyMeHTe are”HTamMuv PHKuM nportmer BI'B wmiam TpurrepaMu PHEKuM nopoTms
BI'B) . Kaxnoemt areHT PHKu npoTuB BI'B COOepXMT KOOUPYRIMyK Ielb U
AHTMCMEICJIOBYID Lelb. Kaxias M3 KoOupyoleM LelyM ¥ aHTUCMBECIOBOM
IENMM MOXET MMETE IJIMHY OT 16 mo 30 HYKIEOTUMIOOB. B HEKOTOPHX
BapMaHTax OCymMeCcTBJIeHUSa Kaxoad M3 KoIupyklled ¥ aHTUCMEBEICJIOBOM
lerney MOXeT MMeTh IOJMHY oT 17 @mo 26 HYKJIeOoTHMIOB. Komupyomas U
AHTUCMEBICJIOBaAAd LelyM MOT'YT MMeTh OOMHAKOBYK IJIMHY WJIM OHM MOTYT
MMeThL paszHbBe IJIMHEL. B HEKOTOPEHX BapMaHTax OCYULEeCTBRJIEHMI Kaxnad
M3 KoIMpVvimel M aHTUMCMHCIIOBOM Leley He3aBMCUMMO MMeeT OJMHY oT 17
0O 26 HYKJIEOTMIOB. B HEKOTOPEX BapMaHTax OCYIMEeCTBJIEHMS KaXIasd U3
KOoOUpyKIe ¥ aHTUCMBCJIOBOM lLellel He3aBUCUMO MMeeT IJMHY OoT 17 1o

21 HYKJIeOTINIAa . B HeKOTOPEX BaplMaHTaxXx OCYImMeCTBIJIEHMA KaXIad U3
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KoOoupyoime ¥ aHTUCMHCIJIIOBOM lLener uMeeT OJIMHY oT 21 @mo 26
HYKJIeOTHMIOB. B HEKOTOPHX BapMaHTaxX OCYIMEeCTBJIEHMSA KOoIOUpyKIas Ilellb
VMeeT IJIMHY OKOJIO 19 HYKJeOoTHMIOB, ToT'la KakK aHTHUCMHECIIOBAad ILelb
MeeT OJIVHY OKOJIO 21 HyKJIeoTHIa. B HEeKOTOPEIX BapuaHTax
OCVYIIECTRBJIEHMA KOoIOMpyKad Ielb MMeeT IJMHY OKOJIO 21 HyKJIeoTUIa,
TOTOa KakK aHTUCMHBCIIOBAaS IeNb MMeeT IJMHY OKOJIO 23 HYKJIeOoTHMIOB. B
HeKOTOPHX BapuaHTax OCymMeCcTBJIeHMA Kaxdad M3 KoIOupyoley el u
AHTMCMEICJIOBOM LelM MUMeeT OJIMHY 26 HYKJIEeOTHMIOB. B HeKOTOPHIX
BapMaHTax OCymMeCcTBJIeHUSa Kaxoad M3 KoIupyklled ¥ aHTUCMEBEICJIOBOM
lernel areHTa PHKM HezaBMCcHUMO MMeeT nJjauuy 17, 18, 19, 20, 21, 22,
23, 24, 25 MJIN 26 HYKJIEOTUIOE . B HEKOTOPHIX BapMaHTax
OCYMeCTBJIeHMA OBYXIUENOUeUHEM areHT PHKM ¥MMeeT »OYILJIEKCHYID OJIMHY
okoJio 1o, 17, 18, 19, 20, 21, 22, 23 wmmm 24 HYKJIeOTMIOB. [aHHada
o6JacTh, abCoOJITHOM WM CYMEeCTBEeHHOM  KOMILJIEMEHTAPHOCTM  MeXOy
KoOuUpyole Lelbld M aHTUCMBCJIOBOM Lelbl OOHUHO MMeeT IJMHY 15-25
(ranpumep, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24 wnm 25)
HYKJIEOTHMIOB M HaxoOMTCAa Ha b5'-KoHIe aHTHMCMHECJIOBOM Leldu WK
BOIM3M Hero (Hanpumep, 3Ta obJacTk MOXeT OHBTE OTIOeJleHa oT 5'-
KOHIla aHTHMCMECJIOBOM Lemm 0, 1, 2, 3 miaum 4 HYKJIeOTUIaAMM, KOTOPLE
He ABJIARTCA abCOJIOTHO WMJIM IO CYMEeCTBY KOMILJIEMEHTAPHEMA) .

Kaxmas komupyromasa 1Lelbk M  aHTUCMBICIOBAS LNk  COIEPXUT
[IOCJIeIOBRATEJIbHOCTE CepOIeBMHHOTO QparMeHTa, KOTopasd WMMeeT IJIMHY
oT 16 1mo 23 HYKIEOTUIOB. [TocnmenoBaTeJIbHOCTE CePIOLEeBVMHHOTO
dparMeHTa aHTUCMHCIJIOBOM Lenmu Ha 100% (abCcoJoTHO) KOMIJIEeMeHTapHa
MM Ha I[I0 MeHblle¥ Mepe oKoJIo 85% (o cymecTBYy) KOMILJIeMeHTapHa
HYKJIEOTHMIHOM TIOCJeIoBaTeJIbHOCTM (MHOT'Ia HalHBaeMoM, HaIpuMmep,
1IeJIeBOM IIOCJIeIOBATEeJIbHOCTLID) , MNPUCYTCTBYMEeV B leJeBo MPHK BIB.
IloclegoBaTeJILHOCTL CepllleBUMHHOTO ¢parMeHTa KOoOMpyomel lLelr Ha
100% (abcoJioTHO) KOMILJIeMeHTapHa WJIM Ha IO MeHblley Mepe oKoJIo 85%
(mo cymecTBY) KOMIJIEMeHTAapHa IIOCJHIeNOoBaATEJIEHOCTYM CePOIEeBMHHOTO
bparmeHTa B AHTUCMEICJIOBOM Lenu, u, CJIeNOBAaTEJBHO,
[IOCJIeIOBATEJIBHOCTE CepOleBMHHOTO bparMeHTa KoIMpyomenm Henm
a®CoOJIOTHO MIOeHTUUYHaA WMJIM Ha IO MeHbIel Mepe OKOJIO 85% MIeHTHUHa
HYKJIEOTHMIHOM  IIOCJIedOoBaTeJIbHOCTHU (LeJleBOV  TOCJemoBaTeJILHOCTH) ,
IpUCyTCTBYIIEen B 1eJjlIeBOM MPHK RI'B. I[TocnenoBaTeJIbHOCTE

CepOLUEeBUHHOTO (QparMeHTa KOOMPYHMEM ey MOXeT MMeTh Ty Xe IJMHY,
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UuTo " COOTBETCTBYKIASA AHTMCMEICJIOBA S CepOleBUHHAS
IOCJIeIOBATEJILHOCTD, WIM OHAa MOXeT MuMeTL OPpYIyD IJIMHY. B
HEKOTOPHX BapmaHTax OCYMeCTBIJICHUI IOCJIeNOBATEJLHOCTE

CEepILEeBUHHOTO OQparMeHTa aHTHCMBICJIOBOM ILIeNM COCTaBJAeT B IJMHY
le, 17, 18, 19, 20, 21, 22 wnimm 23 HYKJeOoTHIaAa. B HEKOTOPHX
BapMaHTax OCYIIECTBJIEHU A [IOCJIEeDOBATEJILHOCTE CEPOLUEBMHHOTO
bparMeHTa KOIMpYIIEM LelM cocTaBjsgeT B mjamyy 16, 17, 18, 19, 20,
21, 22 wiam 23 HYKJeOoTHIa.

[IpumMepH HYKJIEOTUIHEIX nocJienoBaTeJIbHOCTEN Kooupyrmen n
AHTUCMEICJIOBOM Llenel, MCHOJb3YeMEX IJI4 Q(OopMMPOBaHMA areHTOBR PHKu
nporue BI'B, mnpencrareJieHH B Tabiuuax 3 u 4. IlpuMepH OYILJIEKCOB
areHTok PHKM, KOTOpPHE BKJIOUAKT HYKJIEOTHMIOHEE IIO0CJIeOOBaATEJIEHOCTH
n3 Tabiuu 3 u 4, HNpencTabBJieHH B Tabjule 5.

Kooupyromasa ¥ aHTUCMEICJIOBad Lelu areHTa PHKu nportus BIB
COEeOUHAITCA C oBpa30oBaHUEM OyIJexKca. Komnnpyrma s Lellb n
AHTUCMEICIIOBAA Lelb aleHTa PHKu npoTme BI'B MOTyT OBTE UYaCTUUHO,
10 CyWLeCTBY WM I[IOJIHOCTBK  KOMIUJIEMEHTAPHEMM IOPpYD OPYIDY. B
npelejlax KOMIIJIEMeHTapHOW OYIJIEKCHOM o06JacTr I[IOCJIelNOoBaTeJIbHOCTE
CEepPOLEeBUHHOTO OQparMeHTa KOOMPYKMEM ILenM Ha 10 MeHBIel Mepe OKOJIO
85% koMmIleMeHTapHa wiu Ha 100% koMILJleMeHTapHa I[IOCJeNOBaTEeJIbHOCTH
CEPOLUEBUHHOTO bparmeHTa AHTUCMEICIIOBOM Lelun. B HEKOTOPEIX
BapMaHTax OCYIIECTBJIEHU A [IOCJIEeDOBATEJILHOCTE CEPOLUEBMHHOTO
dparMeHTa KOOMPYHIMEM LelM COOepPXUT IIOCJIeOOBaTeJIbHOCTL M3 110
MeHbIIeM Mepe 16, 0[O0 MeHbBmeWM Mepe 17, 1[I0 MeHbmeM Mepe 18, 10
MeHbBIeM Mepe 19, MeHbmeM Mepe 20 wMIM 10 MeHbmel Mepe 21
HYKJIeOTHIa, KoTopas Ha IIO0 MeHblel Mepe okoJo 85% wmiam 100%
KOMILJIEMeHTapHa COOTBeTCTBYIIMEeN ocjeloBaTeJbHocTM us3s 16, 17, 18,
19, 20 mam 21 HYKJIeOoTHUIa CepOLeBUHHOTO ¢parMeHTa aHTUCMECIOBOM
nenmu (T. e. [IOCJIeDOBATEJILHOCTHY CepIlUeBUHHOTO bparmeHTa
KoOupylme 1LelM ¥ aHTHUCMBECJOBOM el aTeHTa PHKu 1npotue BIBR
uMenT oB6JacTk M3 IO MeHbmer Mepe 16, 1[0 MeHbme¥ Mepe 17, 100
MeHbIIeM Mepe 18, 1o MeHbmeM Mepe 19, 10 MeHbmelr Mepe 20 MM IO
MeHbBIIeM Mepe 21 HYKJIeOoTHIa, KOTopas cllapeHa IO OCHORBaHMAM Ha IO
MeHbIIeM Mepe 85% mim Ha 100%) .

B HekKOTOpPHX BapMaHTax OCYWeCTBJIeHUS aHTUCMEICJIOBAaA Lellb

areHTa PHKu noporms RIB, OIIMCAHHOT'O B HacCcToOdleM ITOKYMEHTe,
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OTJIMYaeTCH Ha 0, 1, 2 MJIN 3 HYKJIEOTHUIA oT Jnobon Zic]
IocjiefoBaTeJIbHOCTEV aHTHUCMEBICJIOBOM lLelM, IIPpMBEeIOeHHHX B Tabiaule 2
iy Tabimile 3. B HEKOTOPHX BapMaHTax OCYIMEeCTBJIEHMS KOoIMpYyKIas
uens areHTa PHKu npoTtms BI'B, OIMCAHHOT'O B HaACTOAWlEM LOOKYMEHTe,
OTJIMYaeTCH Ha 0, 1, 2 MJIN 3 HYKJIEOTHUIA oT Jnobon Zic]
IocjiefoBaTeJIbHOCTEN KOIMpYIIeN lLelM, IpMBeIeHHHX B Tabiaule 2 WIK
Tabiauie 4.

InuHa OTIMCaHHHBIX B HacCTOAIEM OOKYMEHTE Kooupyomen u
AHTUCMEICJIOBOM 1llenel areHTa PHKu npoTtuB BRIB He3aBUCHMMO MMET
OJIVHY oT 16 oo 30 HYKJIEOTUOOB. B HEKOTOPBIX BapMaHTax
OCVYIIECTRBJIEHMA KOIMPYKIAS WM AaHTUCMEBICJIOBAS LIENM HEe3aBUCHMMO WMEKT
OJIVHY oT 17 oo 26 HYKJIEOTUOOB. B HEKOTOPBIX BapMaHTax
OCVYIIECTRBJIEHMA KOIMPYKIAS M aHTHUCMBICIOBAad LENM MMERT IJIMHY oT 19
0O 26 HYKJeOTHMIOB. B HEeKOTOPHX BapMaHTaxX OCYIMECTBJIEHMHA OIIMCaHHHE
KOOVpyllas ¥ aHTHUCMBICIOBasd ILenM areHTa PHKM He3aBUCHMO UMMERT
oomyay 17, 18, 19, 20, 21, 22, 23, 24, 25 wmaun 26 HYKJIESOTHIOB.
Komnpymomas M aHTUCMHECIIOBAaS ILENM MOTYT MMETH OIMHAKOBYK IJIMHY WK
OHM MOTYT VMETH pasHHE IJIVIHH . B HEKOTOPHX BapMaHTax
OCYMeCTBJIeHMA KaxIas M3 KoIupylleMr LelM WM aHTUCMBICJIOBOM Lelu
VMeeT OJIMHY 26 HYKJIeOTHMIOB. B HEKOTOPHX BapMaHTax OCYINeCTBJIIEHUS
KOIVpyKlasa ILelbk MMeeT OJIMHY 23 HYKJEeOoTHMIa, a aHTUCMBCJIOBas IElb
VMeeT IJMHY 21 HYKJIEOTUI. B HEeKOTOPHX BapMaHTaxX OCYIeCTBJIIEHUS
KOIMpyKlasa ILelbk MMeeT OJIMHY 22 HYKJIEeoTHMIa, a aHTUCMBCJIOBas IElb
VMeeT IJMHY 21 HYKJIEOTUI. B HEeKOTOPHX BapMaHTaxX OCYIeCTBJIIEHUS
KOoIMpyllmasa ILelbk MMeeT IJIMHY 21 HYKJeOTHMI W aHTUCMHBCJIOBas IElb
VMeeT IJMHY 21 HYKJIEOTUI. B HEeKOTOPHX BapMaHTaxX OCYIeCTBJIIEHUS
KOIMpyllasa ILelbk MMeeT IJMHY 19 HYKJIeOTHMIOB, a aHTUCMHCJIOBas IElb
MMeeT OJMHY 21 HYKJIeOTHUI.

Konnpytoma s 1IEb u/nnm AHTMCMEICJIOBA A 1IEb MOTYT
Heo®a3aTeJIbHO M He3aBMCHMMO COIOepXaThb OOMNOJIHUTeJIbHEHe 1, 2, 3, 4,
5 MM © HYKJIeOoTHMHOB (yIJIMHeHMe) Ha 3'-KoHUe, b5'-KoHIe MJIM Ha
oBomx 3= n 5'-rKOHLAax CepOLEeBUHHEIX IOCJIeNOBaTENILHOCTEN .
OOMOJHUTEJILHEE HYKJIeOTUOL AaHTUCMBICJIOBOM LelM (Ipy HaJIUuMM) MOTYT
OBITEL KOMIIJIEMEHTAPHBEIMM WMJIM He KOMIIJIEMEHTAPHHMM COOTBETCTBRYIIIMEN
IIOCJIEDOBATEJILHOCTU B MPHK RIB. HOTIOJIHUT &JIE HElE HYKJIEOTUIE

KO,JII/IpyIOH_[eﬁ Ieliln (HpI/I HaJIUUMM ) MOTYT OBTb MOEHTHMUHHMM MWJIM He
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MIEeHTUUHEMNA COOTBeTCTBYIIIeM IIOCJIEDOBATEJILHOCTU B MPHK RIB.
OOMOJHUTEJILHEE HYKJIeOTUOL AaHTUCMBICJIOBOM LelM (Ipy HaJIUuMM) MOTYT
OBITE KOMILJIEMEHTAPHEIMM MJIM He KOMIUJIEMEHTAPHEMM COOTBEeTCTBYIMM
OOINOJIHUTEJLHEM HYKJIEOTHUIAaM KOoOMpyolel Lenyr (NpM HaJludum) .

B HacTOdmeM OOKYMEHTe YIJIMHeHMe conepxur 1, 2, 3, 4, 5 mm
6 HYKJIEOTUIOB Ha 5- n/mim 3'-koHLe [IOCJIEDOBATEJIBHOCTHU
CepIlleBUMHHOTO (parMeHTa KOIUPYKIeNr Lelu M/MUIM I0CJIeOOoBaTelIbHOCTU
CepIlleBMHHOTO QparMeHTa aHTUCMBICJIOBOM Lenu. HyKJIeOTUOH YIOJIMHEHUS
Ha Kooupyomen Lenm MOTYT OBITE KOMILJIEMEH T apPHBEIMI MJIN He

KOMITJIEMEHT a DHEIMI HYyKJIeOTHIaM II0CJIenOoBaTEeJIEHOCTHU CepIleBVMHHOTI'O

@parmeHTa JIn HYKJIeOTMIOaM YIOJIVIHEHW A B COOTBeTCTBmeeﬁ
AHTUCMEICJIOBOM elil. " HaOGOpOT, HYKJI€eOTIVIOEL YIOJIMIHEHV A Ha
AHTUCMEICJIOBOM Ieliln MOTWYT OBITE KOMITJIEMEHT a DHEIMI JIn He

KOMILJIEMEHTAPHEIMM  HYKJIEOTHMIAM I[IOCJIeIOBaTeJIbHOCTU  CePOIEeBMHHOTO
bparMeHTa MIM HYKJIeOTHMIaM YIJIMHEHMS B COOTBETCTBYKIEM KOoOMpYyKIeh
IIeEMM. B HEKOTOPHX BapMaHTax OCYIECTBJIeHMA KoIMpyllasd ILelb |
AHTHCMEICJIOBAaA Lellb al'eHTa PHKuM comepxuT yIJiMHeHUs Ha 3'- m 5'-
KOHIle. B HeKOTOPHX BapMaHTax OCYIMeCTRBJIEHMS OIOMH WM ©0oJiee U3
HYKJIeOTHIOB 3'-yIJMHeHMSI OOHOM LelM CHapeHH 10 OCHOBAaHUAM C
OOHUM WM 0oJiee HYKJIeOoTUIaMM b5'-yOJIMHeHMS OpyToM Lelr. B IpyIux
BapMaHTax OCYMeCTBJIeHUMS OIOMH WM 06oJiee M3 HYKJIeoTMnoB 3'-
VIJVHEeHUSI OIOHOM llelM He CHapeHB IO OCHOBaHMAM C OOHMM MM OoJee
HyKJIeoTHIaMu b5'-yIOJMHeHMS OpyToM lLelM. B HeKOTOPHX BapMaHTax
ocymecTrJieHMd areHT PHKwu npoTtms BIB wuMeeT aHTUCMEICJIIOBYK Lellb,
MenmyKn 3'-yIOJIMHeHMEe, M KOOUPYIIYK Ielb, WMeRmy® 5'-yIJMHeHUE.

B HeKOTOPHIX BapMaHTax ocylmecTBJieHMa areHT PHKu nporms BIB
COIEepPXUT aHTUCMHCIIOBYK IElb, MWMenmy®w 3'-yIOJIMHeHMe pas3MepoMm 1, 2,
3, 4, 5 wmiam 6 HYKJIEOTHMIOB. B IpyI'Mx BapMaHTax OCYIeCTRBJIIEHUS
areHT PHKuM npotmB BI'B COIepXMT aHTUCMHCIIOBYK Ielb, MMeRmyn 3'-—

YOJIMMHEHVIE PpPasMepOoM 1, 2 wmam 3 HyKJIeOoTUIa. B HeKOTOPHEX BapMaHTaXx

OCYIleCTBIIEHU A OIOVH WU DoJiee nus HYKJIEOTUIOB YIOJIMMHEHU A
AHTUCMEICJIOBOM Lenm comepxat YPpaumJIoBEe MJIN TUMUIOIMHO BHE
HYKJIEO TUIEL MJIN HYKJIEOTUIE, KOTOPHE KOMILJIEMEHTaPHE
COOTBETCTBYyIEN IIOCJIegoBaTeJIbLHOCTHU MPHK RIB. B HEKOTOPHX

BapMaHTaX OCYmeCTBJIEHMA 3'—yHHMHeHMe AHTUCMEICJIOBOM ILlellM BKJIOUAET

B ceba wmIM cocTouMT U3, 0e3 orpaHuuenun: AUA, UGCUU, CUG, UG,
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uGccce, cuGcec, Cceu, Ccuu, uGCcua, cCuGCccu, UGCCU, UGAUU, GCCUAU, T,
TT, U, UU (KaxIuM M3 HMX BaomMcad oT 5' xk 37).

B HeKOTOPHX BapMaHTax OCymMeCTBJIeHMA 3'-KOHell aHTUCMHCIOBOM
el MOXeT BKJIOUATE B cefd LOOIOJHUTEJILHEE HYKIJIEO3MIOE, JIUIEHHEE
a30TUCTOTIO0 OCHOBaHMA (Ab). B HEKOTOPHX BapMaHTax OCylleCTBJIEHNSA
Ab mau AbAb MOTYT OBTL HmoOabBJIeHH K 3'—-KOHIY aHTUCMBICJIOBOM LIellM.

B HeKOTOPHIX BapMaHTax ocylmecTBJieHMa areHT PHKu nporms BIB
COIEepPXUT aHTUCMHCIIOBYK IElb, MWMenmy®n 5'-yIoJIMHeHMe pas3MepoMm 1, 2,
3, 4 miam 5 HYKIJIeOTMHOB. B IpyI'MxX BapMaHTax OCYWeCTBJIEHMSA aleHT
PHKu nopotTus BRI'B COOEPXUT AHTUCMEBICJIOBYIO  IIeIllb, MMENY0 57—

YOJIMMHEHVIE pPasMepOoM 1 nmm 2 HYKJIeOTH A . B HeKOTOPEX BapMaHTaXx

OCYIleCTBIIEHU A OIOVH WU DoJiee nus HYKJIEOTUIOB YIOJIMMHEHU A
AHTUCMEICJIOBOM Lenm comepxat YPpaumJIoBEe MJIN TUMUIOIMHO BHE
HYKJIEO TUIEL MJIN HYKJIEOTUIE, KOTOPHE KOMILJIEMEHTaPHE
COOTBETCTBYyIEN IIOCJIegoBaTeJIbLHOCTHU MPHK RIB. B HEKOTOPHX

BapMaHTax OCYmecTBJIeHMA 5'-yIoiIuMHeHMe aHTUCMHCIIOBOM LellM BRJIUAEeT
B cebga wmam coctomT U3, 06e3 orpaHuvuenuy, UA, TU, U, T, UU, TT,
CUC (kaxmelM M3 HMX 3anomcad oT 5’ k 37). AHTUCMECJIOBASA Lellb MOXeT
VMeTsL Jiodoe M3 ONMCAHHEIX BHIe 3'-yIJMHEeHMV B KOMOMHALMM C JIIOOBIM
M3 ONMCAHHBIX BHINe 5'-yIJMHEeHMV aHTUCMHCIJIIOBOV LenM (IOpu Haluduu) .

B HeKOTOPHIX BapMaHTax ocylmecTBJieHMa areHT PHKu nporms BIB
COIEepXUT KOIMPYKIYK Iellb, MMenmyk 3'-yIoJIMHeHMe pasMmepoMm 1, 2, 3,
4 maM 5 HYKJIEOTMIOOB. B HEKOTOPHX BapuMaHTax OCYNEeCTBJIEHMS OIWH
uim BoJjiee M3 HYKIJIEOTUOOB VIOJIMHEHMS KOIOUPYKIENW Lelu comepxarT
aAIleHO3MHOBEE, YPaAUWUJIOBHE WJIM TUMUIOMHOBHEE HYKJIEOTHIEB, IOUMHYKJIEOTUD
AT VI HYKJIEOTHUIEI, KOTOPHE COOTBETCTBYIOT HYKJIEOTHUIOAM B
nocyienopatTesibHoCcTM MPHK BI'B. B HeKOTOPHIX BapMaHTax OCYIEeCTBJIEHUI
3'-yIJrHeHMe KOOMpYyKIMel lelM BRJIoOUYaeT B cedd MIM COCTOMT U3, 0e3
orpaHuvenuy: T, UT, TT, UU, UUT, TTT wmim TTTT (KaXIOelM M3 HUX
3anmcad or 5" x 37).

B HeKOTOPHX BapuaHTax OCYIeCcTBJIeHMSa 3'-KoHell KoIupymen
IIENIM MOXeT BKJKUaATh B Ccebd OOIIOJIHUTEJbHHE HYKJIEO3MIE, JIMWIEHHHES
a30THUCTOTO OCHOBaHMA. B HEKOTOPHX BapuMaHTax ocymecTBJeHusa UUAb,
UAb miam Ab MoOTyT OHTbL »JobaBJieHH K 3'-KOHIY KoIuUpylIeMr Leln. B
HEKOTOPEX BapMaHTax OCYINeCTRBJIEHMS OIVMH MM 06oJiee  JIMIIEHHHBX

a30TUCTOTO OCHOBAaHUA HYKJIEO3UIOB, nofaBJIeHHEIX K 3" -xoHLY
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Kooupyomen Lenu, MOTYT OBITH VIHBEPTUPOBaHHBMN (invAb) . B
HEKOTOPEX BapMaHTax OCYIECTBJIeHMA OIOWMH MM 0oJlee MHBEPTUPOBaHHBX
HYKJIEO3MIOOB, JIMIIEHHEX a30THUCTOI'O OCHOBaHWUSA, MOT'YT OHBTE BCTaBJIEHEH
MexIy HalleJMBalMM JUTaHIOM ¥ HYKJISOTHUMIHOM II0CJedoBaTelIbHOCTLIO
Kogupyome Lenr areHTa PHKmM. B HEKOTOPHX BapMaHTax OCyNeCcTBJIeHUSA
BKJIOUEHVE OIHOTO WJIM OO0JIee MHBEPTUMPOBAHHEIX HYKJIEO3UIOB, JMIIEHHHX
a30TUCTOTO OCHOBaHMA, B KOHel WM KOHIH KOOMpYKRIeM LelrM aTleHTa
PHKM mamM BOJIM3UM MX MOXET IIPUBECTM K YBeJMUEeHUK aKTMBHOCTM aleHTa
PHKM MM TIpMOOPEeTeHMI MM OPYTUX XKeJlaeMBIX CBOWMCTE.

B HeKOTOPHIX BapMaHTax ocylmecTBJieHMa areHT PHKu nporms BIB
COIEepXUT KOIMPYKIYK Iellb, MMenmyk 5'-ynamMHeHMe pasmMmepoMm 1, 2, 3,
4, 5 MM 6 HYKJIEOTHMIOB. B HEKOTOPHX BapMaHTaxX OCYNEeCTBJIEHMS OIWH
uim BoJjiee M3 HYKIJIEOTUOOB VIOJIMHEHMS KOIOUPYKIENW Lelu comepxarT
YPalWJIOBHE WJIM aIeHO3MHOBHE HYKIEOTUOE WM HYKIEOTUOE, KOTOPHE
COOTBETCTBYIT HYKJIeOTHUIaM B rnocJenoerarTeJsisHoOCcTM MPHK  BIB. B
HeKOTOPHX BapMaHTax OCYyMecTBJIeHMI b5'-yIoJIvHeHMe KoOUpyIeN leln
MOXeT IMIpelcTaBJATL cobomr, ©6e3 orpanmuenHum: CA, AUAGGC, AUAGG,
AUAG, AUA, A, AA, AC, GCA, GGCA, GGC, UAUCA, UAUC, UCA, UAU, U,
UU (xaxOelM M3 HUX 3amomcad oT 5' x 37'). Komupykmasd Leldb MOXeT
MMeTs 3'-yIiMHeHMe u/uiu 5'-yOoJjMHeHMne.

B HeKOTOPHX BapuaHTax OCYIeCcTBJIeHMS b'-KoHell KoIupymen
HenoyM MOXeT BKJIDUATL B ce®d OONOJHUTEJILHHEM HYKJIeO3UO, JIMIMeHHBM
a30THUCTOTC OCHOBaHMA (Ab), WMIM HYKJIEO3MIOH, JIMIIeHHEEe a30TUCTOIO
ocHoBaHMAa (AbAb). B HeKOTOPEX BapMaHTax OCYIECTBJEHMSA OOWH WK
foJiee JIMIMEHHHX a30THUCTOT'O OCHOBAHMA HYKIEO3UIOOB, IOOOABJIEHHHX K
5'-xoHLY KOIOMPYyKMel Ielu, MOTYT OBThL MHBEPTUMPOBAHHEIMM (invAb). B
HEKOTOPEX BapMaHTax OCYIECTBJIeHMA OIOWMH MM 0oJlee MHBEPTUPOBaHHBX
HYKJIEO3MIOOB, JIMIIEHHEX a30THUCTOI'O OCHOBaHWUSA, MOT'YT OHBTE BCTaBJIEHEH
MexIy HalleJMBalMM JUTaHIOM ¥ HYKJISOTHUMIHOM II0CJedoBaTelIbHOCTLIO
Kogupyome Lenr areHTa PHKmM. B HEKOTOPHX BapMaHTax OCyNeCcTBJIeHUSA
BKJIOUEHVE OIHOTO WJIM OO0JIee MHBEPTUMPOBAHHEIX HYKJIEO3UIOB, JMIIEHHHX
a30TUCTOTO OCHOBaHMA, B KOHel WM KOHIH KOOMpYKRIeM LelrM aTleHTa
PHKM mamM BOJIM3UM MX MOXET IIPUBECTM K YBeJMUEeHUK aKTMBHOCTM aleHTa
PHKM MM TIpMOOPEeTeHMI MM OPYTUX XKeJlaeMBIX CBOWMCTE.

[IpuMepH HYKJEOTUIOHEX IIOCJIedoBaTeJIbHOCTEM, MCIIOJNb3yeMuHxX IJIg

bopMupoBaHusa areHToB PHKu nporme BI'B, mnpencrarjieHsl B Tabiaulax 3
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n 4. B HEKOTOPHX BapMaHTax OCYWMEeCTRBJIeHUS aHTUCMHECIIOBas Lelb
aredHTa PHKuM mnpotme BI'B BrIouyaeT B cebga JIOOYID M3 HYKJIEOTUIHEX
IOCJIENOBATENBEHOCTENY, IIpelCTaBJIEHHEX B Tabimuile 3. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIEHMA aHTUCMBICIIOBad Lelb areHTa PHKu npoTtme
BI'B BrJmouaeT B cebsa DOCJIEeOOBaTeJIbHOCTE HykKJIeoTmmor 1-17, 2-15,
2-17, 1-18, 2-18, 1-19, 2-19, 1-20, 2-20, 1-21, 2-21, 1-22, 2-
22, 1-23, 2-23, 1-24, 2-24, 1-25, 2-25, 1-26 wimu 2-26 Jjwdon us3
IOCJIENOBATENBEHOCTENY, IIpelCTaBJIEHHEX B Tabimuile 3. B HeKOTOPHX
BapMaHTax OCVYIEeCTBJIeHMA Kooupykilaa ek areHrTa PHKu npoTtme BI'B
BKJIOUaeT B ceba Jgobyn M3 HYKJIEOTUMOHEIX [IOCJIeI0BaTEJILHOCTEMN,
npencrabBJieHHHX B Tabimie 4. B HeKOTOPHX BapMaHTax OCYyleCTBJIEHUI
kKoIupyomas  Lellb areHra PHKM HOpoTHUB BI'B BRJIIOUAET B cebsa
IoCJIeoOoBaTeJIbHOCTE HyKJeoTMmor 1-18, 1-19, 1-20, 1-21, 1-22, 1-
23, 1-24, 1-25, 1-26, 2-19, 2-20, 2-21, 2-22, 2-23, 2-24, 2-25,
2-26, 3-20, 3-21, 3-22, 3-23, 3-24, 3-25, 3-26, 4-21, 4-22, 4-
23, 4-24, 4-25, 4-26, b5-22, 5-23, 5-24, 5-25, b5-26, 6-23, 6-24,
6-25, 6-26, 7-24, 7-25, 7-25, 8-25, 8-26, Jodon ns3
IOCJIENOBATEJBHOCTEN NpelCTaBJIEHHEX B Tabiuie 4.

B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHU A KoOoupyola g n
AQHTUCMEICJIOBAA nenmu ATEeHTOB PHKu, OIIMCaHHEX B HaCcTOAlEeM
OOKYMEHTe, CoIepXaT OIMHAKOBOE UUCIJIO HYKIJIEOTUOOB. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIEHMA KOOUPYHIasa M aHTUMCMEICJIOBAA LEOM aTl'eHTOB
PHKM, oIOMCaHHEX B HaCTOAlleM IOKyMeHTe, COoLepXaT pazJIMuHEEe uYKcja
HYKJIEOTUOOB. B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHU A 5’ -KOHel
Kooupyomey el U 3'-KOHell aHTHMCMECJIOBOM ULemnr aTeHTa PHKu
bopMMpPYIT TYIOW KOHell. B HEKOTOPHX BapMaHTax OCymeCTRBRJIeHMs 3'-
KOHell KoIoupykllelV Lenr M b5'-KoHell aHTUCMHCJIOBOM Lenu areHTa PHKu
bopMMpyIT TYIOV KOHell. B HEeKOTOPHX BapMaHTax OCyMeCcTRBJeHUMsa o00a
KOHLla areHTa PHKm oOQopMMpylT TyIHe KOHILB. B HEeKOTOPHX BapMaHTax
OCYIIECTBJIEHVA HUM OIOMH M3 KOHLOB areHTa PHKM He 4gBjigeTcsa TYINIBEM.
IIpy WMCHIOJL30BaAHMM B HaCTOAMEeM MHOOKYMeHTe TepMMH «TYIOM KOHell»
OTHOCHMTCHA K KOHLY IBYXLUEIOUWeUHOT'O areHTa PHKu, B KOTOPOM
KOHILIEBEIE HYKJI€OTUIEL OIBYX COEeOUHEHHEIX nenemu ABJIAKTCH
KOMILJIEMEeHTApPHEMK (QOpMMPYIT KOMIIJIEMEHTAapPpHYK Iapy OCHOBaHuMM) . B
HEeKOTOPHX BapMaHTax OCyMeCTBJIeHMs bL'-kKoHell koIupykmel uenu u 3'-

KOHell aHTHMCMEICJIOBOM lLenr areHTa PHKM (opMMPYIT PACKPHTHEIL KOHEIl.
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B HeKOTOPHX BapMaHTax OoOCYymecTBJeHMI 3'-KoHell KoIMpyomel Lelu u
5'-xoHell AaHTUCMBEICJIOBOM lienM areHTa PHKu QopMUPYIOT PaCKPHTHM
KOHell. B HeKOTOPHX BapMaHTax OCYIeCTRBJIeHMS o0a KOHIa areHTa PHKu
bopMUPYIOT PACKPHEITHM KOHell. B HeKOTOPHX BapMaHTax OoCylecTBJIeHUSA
HM OIOIMH M3 KOHILOB are”Hta PHKM He 4gBIgeTcd pacKpHTEM. llpu
VCIIOJIE30BAHUM B HAaCTOAmEM JOKYMeHTe TepMMH «PAaCKPHTHM KOHEeI»
OTHOCHUTCH K KOHIYy IBYXIIEIIOUYeUyHOT'O areHTa PHKu, B KOTOPOM
KOHIIeBEE HYKJIEOTUIOH OBYX COeIMHeHHHX Illene¥ ¢(opMupylT Hapy (T. e.
He (QOpPMMPYKT BHCTYII), HO He HABJIAKTCHA KOMIIJIEMEeHTaApPHHEMM (T. e.
GOopPMUPYIOT HEKOMILJIEMEHTAPHYK IIapy) . [IpM MCIOJB30BAHMM B HACTOAIEM
OOKYMEHTe TepMUH «BEICTYII» IIpedcTaBJgeT coOoM ¢parMeHT OOHOTO WM
foJiee HelapHBEX HYKJIEeOTHMIOB Ha KOHIEe OIHOM lLelM IBYyXIelouedHOoTo
areHTa PHKM. HemnapHbe HYKJIEOTHMIOH MOTYT HaXOIMTLCA Ha KOIOUPYIMeN
el WJIXM aHTUCMEBEICJIOBOM llelM, co3OaBasg BHCTYINH Ha 3'-KOHILe MM Ha
5'-kKOHLE. B HEeKOTOPEIX BapraHTax OCylmeCTBJIeHUA areHtT PHKu
COOEepXMT: TYIOM KOHell M PAaCKPHTHM KOHell, TyIOoM koHel U 5'-
BHICTyTIAKIMUY KOHell, TYIOM kKOoHell M 3'-BHCTyHNAalmKM KOHEell, PaCKPHTHM
KoHell M b'-BHCTyNaKIUM KOHell, PAaCKPHTHM KoHell ¥ 3'-BHCTYIIAaMUM
KOHell, IBa b'-BHCTyHaWmMMX KOHIIa, IBRBa J3'-BHCTyIalmIMX KOHIa, b'-
BHICTyTAKMMUY KoHell ¥ 3'-BLHICTYHNAKMMM KOHell, IOBa PacCKPHTHX KOHIA
WV OBa TYIIEIX KOHIA.

HyxkJjeoTunHoe OCHOBAaHME (RyKI€OTU) nIpelcTaBJIgeT cobom
TeTepOlUKINUECKOE IUPUMUIOMHOBOE VI IYPUHOBOE COeIMHEHUE,
KOTOpOe HABJAETCS COCTAaBJIAKIMYM BCeX HYKIJIIEMHOBHX KMCJIOT M BKJKUAET
B cebsa ameHmH (A), TyaHumH (G), uumrTo3mH (C), TmMmmH (T) M ypauua
(U). Ilpm MCIOJBb30BaHMM B HACTOAMEM JIOKYMEHTEe TEPMUH «HYKJIEOTUI»
MOXeT BKJIOUATL B cedd MOIMOMUMPOBAHHLEINM HYKJIEOTHMI (TakKo¥ kax,
HaIlpuMep, MMMEeTUMK  HYKJIeoTHuna, JUIMEeHHEM  a30TUCTHX  OCHOBaHUM
y4acToK (Ab) VI CYppOoTaTHHM 3aMemanmmi bparMeHT) .
MoInomMIMpOBaHHEE  HYKJIEOTHIEH, IpMY  MCIOJIE30OBAHMM B  pPa3JIMUHHEX
MMOJIMHY KJI€O T IHEIX VI OJIMTOHYKJIIEO TUIHEIX KOHCTPYKTAax, MOTYT
COXPaHATE aKTMBHOCTL COEIMHEHMS B KJIETKax, B TO Xe& BpeMsa IIOBHIIASA
CTabMJILHOCTE HOAaHHBIX COeOMHeHUM B  CHEHBOPOTKE, a Taxkxe MOTYT
CBOIMTE K MWHMMYMY BEPOSATHOCTE aKTHMBAalMM aKTMBHOCTM MHTepdepoHa
Y Jonen npu BBEIOESHUN TakKoTo MMOJIMHYKJIEOTUIHOT O VI

OJIMTOHYKJIIEOTMIHOI'O KOHCTPYKTa.
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B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB
nojiyyamT WM OpeljarlalkT B 2 BUIe  COJIU, CMelmaHHOW  COJIM  WMJIMU
CcBODOOHOM KMCJIOTH. B HEKOTOPHX BapMaHTax OCYIeCcTBJIeHMS aTleHT
PHKu mpoTtuB BI'B nojay4daonT B BUIOe HaTpMeBOM coJM. Takue GOPME
HaxXoOATCA B Ipemejlax ofbeMa M300peTeHMM, OIMCAHHHX B HAaCTOAIleM
OOKYMEHTE.

MoonomIMpOoBaHHEE HYKJIEOTUIE

B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB
COIEepPXUT OIOWH VI BoJee MOIOUMOQUUIMPOBaHHBIX HYKJIEOTHUIOB. B
HacToAmeM IOOKYMeHTe «MOOUIUIIMPOBAHHLEINM HYKJIEOTHI» IpedCcTaBJIgeT
cobomr HYKJIEOTUI, He ABJISIOMUNIC A PUOOHYKIIEOTUIOM (27—
TUIPOKCUIIHYKJIEOTHI) . B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS IIO
MeHbImeM Mepe 50% (Hanopumep, IO MeHbIelV Mepe 60%, IO MeHBIIeV Mepe
70%, 1no MeHbmel Mepe 80%, o MeHbmer Mepe 90%, IO MeHbIlel Mepe
95%, no MeHbmeM Mepe 97%, o MeHbmel Mepe 98%, IO MeHbIlel Mepe
99% WJIN 100%) HYKJIEOTHULOB ABJIAITCHA MOIOUOUUINPOBaHHBIMA
HyKJeoTHIaMM. B HacToAmeM JOKyMeHTe MOIMOUMIIMPOBAHHEE HYKJIIEOTUIE
BKJIOUAT, tes oTpaHuuYeHuM, Ie30KCUPUOOHYKIIEO TUIH, MVME TUKN
HYKJIEOTUIOB, JIVIMEeHHEE a30TUCTHX OCHOBAaHUM HYKJIEO TUIE
(oBbo3HavaeMEle B HaACTOANEM OOKYMeHTe Kak Ab), 2'-MoaudUUIMPOBAaHHHE
HYKJIEOTUIOH, HYKJeOTUMIE Cco cBa3aMmu 3' k 37 (MHBepTUPOBAHHEE)
(oBo3HavaeMHe B HacTodmeM OOKYyMeHTe Kak invdN, invN, invn,
invAb), He BCTpeuanmmeca B npupone comepxamme OCHOBaHUA
HYKJI€OTHIE, MOCTMKOBEE HYKJIEOTUIH, IIEINTUIHEE HYKJIEWMHOBEE KMCJIOTH
(PNA) , MMME TUKMN 2'",3'-CeKoOHYKJIeOTHUIOB (pasBbIIOKUPOBAHHHE
HYKJI€OTHIHHE aHaJloT'M, ofOo3HauaeMeHe B HACTOAMEeM IOKyMeHTe KakK Nyya
iy NUNA), 3abJIOKMPOBAHHHE HYKJIEOTHUIH (0003HauaeMEle B HaCTOANEM
OOKyMeHTe Kak Npya WIm NLNA), 3'-O-mMmeTokcu (2'-MeXxHYKIJIEO3MIOHO—
CBABAHHHE) HYKJeoTHIH (oDO03HauaeMeHe B HACTOAMEM IOOKYMEeHTe Kak

3'-OMen), 2'-F-apabMHOHYKJIEO TUIH (oBo3HavaeMHe B HaCTOAlleM

OOKYMEHTE Kak NEfANA MJIN Nfana) , 5'-Me, 2'-PTOPHYKIIEOTU
(oBo3HavaeMul B HaCTOAllEM OOKYMEHTE Kak 5Me-Nf),
MOPQOJIMHOHY KJIEO THUIIEL, BUHMIQOCHOHATHEB30KCUPUOOHYKJIEO THUIIE
(oBbo3HavaeMele B HaCTOAMEM JOKyMeHTe Kak vVvpdN), BuHMIGoCchoOHAT-

coepXxamme HYKJIEOTHMIOE u HUKJIoNponuIdpochoHaT—Ccogepxaime
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HYKJIEOTHUIEL (cPrpN) . 2"-MonmudmUuMpPOBaHHHE HYKJIEOTHUIEL (. e.
HYKJIEOTHIOH C TPYIIION, OTJMYUHOM OT TUAPOKCUJILHOM TPYINE B 2'-

IIOJIOXEHNNM IIATUYIIEHHOT'O CaXapHOoIro KOJIbIla ) BKJIOUAKLT B Cceb4dg, Des

oTpaHuuYeHuM, 2" -0-MeTUIJIHYKJI€ O TUIH (0Bo3HavaeMue B HacTodueM
OOKYMEeHTe B BUIE CTPOUHOM OYKBH n B HYKJIEOTUIOHOM
[IOCJIeIOBATEJIbHOCTH) , 2'-me30KCU-2'-(pTOPHYKJIEOTUIH (0DO03HaUYaeMHE

B HaCTOAmMeM JIOOKyMeHTe Kak NI, Taxxe o603HauaeMbele B HaACTOAMEM
OOKYMEHTE Kak 2'-pTOpHYKJIeOTHN) , 2'-Ie30KCHUHYKIICOTUIH
(oBoBHauaeMEHe B HacTodlleM HOOKyMeHTe Kak dN), 2'-MeToKCURTHMI (2'-
0-2-METOKCUBTHUII) HYKJIEOTHUIOE (00O03HauvaeMele B HaCTOAMEM JOKyMeHTE
Kak NM wiam 2'-MOE), 2'-aMMHOHYKJIEOTMIHE U 2'-aJIKMJIHYKJICOTUIH .
Heobaz3aTesIbHO BCe TIIOJIOXEHMSA B JaHHOM COEIOMHEHMM OOJDKHE OBITH
OOMHAKOBO MOIMPUUIMPOBAHH. J HaobopoT, B OOHOM areHTe PHKM nOpoTHMB
BI'B miIM maxe B OIOHOM €I'0 HYKJIEOTHMIE MOXeT OBTH BHIIOJHEHO OoJiee
omHOM MomubMKauMM. Kooupyomue LelrM ¥ aHTUMCMHCIOBHE LelM aTleHTa
PHKy mnpoTwB BI'B MOTYT OHTbH CHUHTE3VPOBAHE W/WUIV MOIUOUIMPOBAHE
crnocobaMy, M3IBECTHEMM B OaHHOM ofbjacTu. Mommdoukaumsda B OIOHOM
HYKJIEOTHUIE He BaBUCUT OT MOIUOMKALIMM B IPYTOM HYKJIEOTHUIE.
MoonomIIMpOBaHHEIE HYKJIIEMHOBEIE OCHOBAaHMSA BKJIKUYaAKT B cebsd
CUHTETHUUYECKME U I[PUPOIOHEE HYKJIEOTHMIHHE OCHOBAaHMA, TaKMe KakK b-
3aMelleHHEEe [IVPUMUIOWHE, 6—-azaldupuMuiouHel u  N-2-, N-6- um  0-6-
3aMelleHHEe Y PWHE (HanpuMep, 2—-aMMHONpONMJIaleHH, 5-
NPONVHWIIYPAUWUII WM O-IPOIUMHWIILUTO3MH) , 5S5-MeTWJIUUTO3UH (5-me-C),
5-TUOPOKCUMETUJIIMTO3MH, KCaHTMH, TIHIOKCAHTKH, 2Z2-aMMHOaIeHWH, 6-
aJIKMJIbHEE (HalpuMMep, 6-MeTuJI, 6-3TWJI, 6-M30NpOoNMJI WM O6-H-OyTWJI)
[IPOM3BOIOHEE aleHMHa M TI'YaHMHa, 2-allKWJIbHBEE (Halpumep, 2-MeTWu,
2-3TUJ, 2—-M'30MNPOIINII MJIN 2—-H-0YyTWUII) u opyrmue AJIKWJIL HEIE
[IPOM3BOIOHEE aleHMHa WM I'YaHMHa, 2-THoypauni, 2-TUOTUMHUH, 2-
TUOLMTO3UH, 5-rajioreHypaun, LHMTOBWH, 5-IponMHUIIYypPalWui, 5-
NPONIMHUIILIMTOSMH, 6-a30oypaluni, 6-a30lMUTO3MH, 6-a30TMMMH, 5S-ypalul
(ncepmoypaumn), 4-Ttmoypaluui, 8-TaJloreH, 8-aMMHO, 8-CylIbOIUMIPWII,
8-THMoaJIK1JI, S8-TMIOPOKCUII M IOpyIMe 8-3aMelleHHBEEe aleHMHBE M T'YaHWHE,
5-rajioreH (HanpuMep, 5-0pomM) , S5-TpudTOPMETHUII M OPpYyTHUe 5-
3aMelleHHEe ypaluWuJe M LUUTOSMHE, /—-METWUJIT'YAHMH U /-MeTuJIameHWUH, 8-
azsaryaHMd ¥ 8-a3aaleHMuH, T-mes3azaryaHMH, T-mes3azaameHNH, 3-

nesaszsaryaHVMH M 3-Ie3a3aalleHMH.
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B HeKOTOPEHX BapMaHTax OCYIECTBJIEHMI BCe WIM II0 CYWMEeCcTBY BCe
HYKJIEOTUIOE al'eHTa PHKM 1mpencTaBJigloT cobor  MOIMOUIMPOBAaHHLE
HYKJIeOTUOE. B HacTodmeM ITOKyMeHTe areHT PHKu, B KOTOpPOM IIO
CYIIECTRY BCe M3 UMEKIMXCI HYKJIeOTUIOB ABJARTCAI MOIUOUIMPOBAaAHHBIMMA
HyKJIeOTHIaMu, IOpencTaBJgeT cobol aredHT PHKM, B KOTOPOM UeTHPE
uim MeHee (7. e. 0, 1, 2, 3 wix 4) HYKIEOTMIOOB Kak B KOIUPYIIEN
enr, TakK M B AHTUCMBICJIOBOM lienu, ABJILTCA PUOOHYKJIeOoTHMIaMM. B
HacToAmeM OOKYMeHTe KoIOMpyomas Illelb, B KOTOpPOM I[IO0 CYIEecTBY BCe
nus MMeRUxX C4d HYKJIEOTUIOB ABJIAOTCHA MOIOUOUUINPOBaHHBIMA
HYKJIeOTHIaMM, IOIpedcTaBligeT coOoM KOOMPYKIYK Lelk, B KOTOPOM IOBa
uim ™MeHee (7. e. 0, 1 wmim 2) HYKJIEOTUMIOOB B KOoIUpYHIEN Lelu
ABJIAKRTCA PUDOHYKIIEOTHOaMM. B HacTodAlleM IOKYMeHTe aHTUCMBEICIOBAaA
Kooupyomasa  Lellb, B KOTOPOM IO CYyIecTBY BCe U3 UMEKIUXCH
HYKJIEOTUIOB ABJIAOTCHA MOIOUOUUINPOBaHHBIMA HYKJIEOTHUIaMM,
OpencTaBJgeT CcoB0OM AaHTUCMHCIOBYID Lellk, B KOTOPOM @OBa MJIM MeHee
(r. e. 0, 1 wmim 2) HYKIEOTMIOB B KOIMUPpYIIEV LenlMu ABJIAOTCI
PUOOHYKIIEOTHUIAMM . B HEKOTOPHX BaprMaHTax OCYIEeCTBJIeHUA OIOWH WIN
foJjiee HYKJIEOTMOOB areHTa PHKM npencTaBJg0T CcoOoM pUOOHYKIIEOTUIH.

MomMdUUMPOBaAHHEE MEXHYKIICO3UIOHEE CBA3U

B HEKOTOPEIX BapmMaHTax OCYIeCTBJIEHN I OIOUNH W DoJiee
HYKJIEOTUIORB areHTa PHKu IIPOTUB BRI'B CBA3AaHLE HecTaHIapTHEMUA

CBA3AMM WJIMM OCTOBaMM (7. e. MOHM@MHMPOBaHHHMM MeXHYKJIeO 3V OHBEMM

CBA3AMIM WJIM MOHM@MHMPOBaHHHMM ocToBaMmu). B HEeKOTOPEX BapMaHTaXx
OCymeCTRBJIECHMA MOHM@MHMPOBaHHaH MeXHYKJIIeO3VMIHaA CBA3b
InpeocraBjidaeT cobom He cooepXxallyrn @OC@&T KOBAJIEHTHYIO
MEXHYKIICO3IVMIHYIO CBA3E. MOHM@MHMPOBaHHHe MeXHYKJIe O3V ITHEIE CBA3UM

WM OCTOBHE BKJOUAT B cebsa, O6es oTrpaHnueHuit, 5'-dpochopormoaTHEe
Tpynne  (o6o3HadaeMHe B HaCTOAMEeM MHOOKYMeHTe CTpOUYHOM OyKBOM s),
XUpaJibHEE dpocoopoTHOATH, TnodpocdaTH, bochopomIUTHOATH,
dochoTPUBOUPH, aMMHOaAJIKMIIGOCHO TP OUPHL, aJKuIIbochoHaTH

(HanpuMep, MeTUI@oCchoHaATH MM 3 ' —ankuieHQPOCOOHATH), XMUpPaJIbHHE

docdoHAaTH, docdmHATEH, bpochopamMmImaTH (HanpuMep, 37—
aMmHobochopamMmIaT, aMrHoaJIkmiIbpochopaMmuma TH WU
THMOHOPOChOPaAMUIATH) , TUOHOAJNKMIGOCHOHATH,

TUOHOAJIKMIIGOCHO TP OUPHI, MOPOOIIMHOBEE CBA3MU, OopaHodpochaTH,



109

MMerInme OOBIUHHE CBA3U 3'=-51, 2'-5'"-cBa3aHHLe aHaJjioTu
OopanodochaTor wiIM OBopaHodpochaTH, UMeKlIMe OOpaTHYK IOJAPHOCTL,
[IpMYeM CMeXHBEIE TIIaphkl HYKJIEO3UMIHEIX SBeHbEB CBHA3aHBE CBA3AMM OT 3'-
5" x 5'-3" wmwmm or 2'-5" xk b5'-2'., B HeKOTOPHX EBapuaHTax
OCYMeCTBJIEeHMS B  MOIMOUIMPOBAHHOM  MEXHYKJIEO3MIHOM  CBA3M UK
OCTOBe OTCYTCTBYET aToM dpocoopa. MomomdpuUMpOBaHHEE
MeXHYKJIeO3MIOHHE CBHA3M, He MMeKmMe aToMa ¢ochopa, BKJIOUAKLT B
cebs, tes oTpaHnueHum, KOPOTKOIIETIOUEUHHE aJIKUJIbHEE VI
LUMKJIOAJKMIIBHEE CBA3M MEeXIy caxXapaMui, CMellaHHBE TeTepOoaTOMHEE U
AJIKMJIBHEE WM LUKJIOAJIKMIIBHEE CBA3M MeXIy caxapaMu, WIXM OIHY WK
BoJee KOPOTKOIIEIIOUEUHEIX TeTepoaTOMHEIX  WMJIM TeTepPOIMKIINUECKMX
cBA3eM Mexoy caxapaMrM. B @ HeKOTOPHX BapMaHTax OCylecTBJIeHUSA
MOIMOUIIMPOBAHHEE MEXHYKJIEO3MIHEIE OCTOBH BKJIOUaKT B cebd, 0Oes
oTpaHuuYeHuM, CUJIOKCAaHOBEIE OCTOBEHI, CYJIbQUIIHEIE OCTOBEHI,
CYyJIbOOKCHUIOHEE  OCTOBEHI, CyYyJIbOOHOBHE  OCTOBEHI, bopMalle TUJIOBEIE U
THOPOopPMalle TUJIOBHE OCTOBEHI, MeTuJIeHQOopMalle TUJIOBHE u
THMOPOpPMalle TUIJIOBHE OCTOBE, aJIKeH-CcoIepXallMe OCTOBE, CyJbdaMaTHEE
OCTOBEHI, Me TUJIEe HUMVHOBHIE u MeTUJIEHTUIPa3VHOBHE OCTOBEHI,
CyJIbOOHATHEE ¥ CyYJbOOHaAMUIHEE OCTOBBE, aMMUIHHE OCTOBHE W IpPYyITHUe
OCTOBH, MMeKIMre CMellaHHBEe KOMIIOHeHTH N, O, S m CHs.

B HeKOTOpHX BapMaHTax OCYIMEeCTBJIEHMS KoIOMpyklas Ielbk aleHTa
PHKu npotme BI'B MOXeT COOepXaThb 1, 2, 3, 4, 5 wnm 6
bochopoTHMOaTHHX CBA3eM, aHTUMCMHCIIOBadg lLelb areHTa PHKuM OpoTub
BI'B mMmoxeT comepxatb 1, 2, 3, 4, 5 mwin 6 (ochdopoTHMOATHHX CBA3eM
WM KaK KoIupyKmasa Ilelb, TakK WM aHTUCMBEICIOBAaA Iellb He3aBUCHUMO
MOTYT comepxaTtb 1, 2, 3, 4, 5 mim 6 odochopoTHMOATHHX CBA3eM. B
HEKOTOPEX BapMaHTax OCYIEeCTRBJIEHMS KoIoupyKmad ILelb aTreHTa PHKu
npotue BI'B MoxeT conmepxaTb 1, 2, 3 min 4 GochopoTMOaTHEE CBA3M,
aHTUCMEICJIOBAaA Uellb areHTa PHKm nporme BI'B MoxeT comepxaTes 1, 2,
3 miam 4 dochopoTHMoOATHHE CBA3M WMIM KaK KOoIMpyKmas ek, TaK U
AHTMCMEICJIOBAaA IIellb He3aBMCHMMO MOTYT comepxaTs 1, 2, 3 wim 4
bochHopOTHMOATHEIE CBASU.

B HeKOTOpHX BapMaHTax OCYIMEeCTBJIEHMS KoIOMpyklas Ielbk aleHTa
PHKr npoTueB BIB COOepXMT II0 MeHbIIeM Mepe IOBe OdocdopoTHUOaTHHE
MeXHYKJIEO3UIOHHE CBA3M. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS IIO

MeHblIel Mepe IBe @OC@OpOTMoaTHBIe MeXHYKJIIeO3VIHBIEe CBA3V HaXOIOATCHA
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MEeXIY HYKJIeOTHIaMy B IOJIOXeHMAX 1-3 or 3'-KOoHIla KOIMPYKIeN LIemnn.
B HeKOTOPHX BapMaHTax OCYMeCTRJIEHMS 1[I0 MeHbBIleV Mepe  IOBe
dpochopoTHOATHEE MeXHYKJIeO3UIHEE CBA3U HaxoOoATCA Mexny
HYKJIeOTHIaMM B IoJiokeHmax 1-3, 2-4, 3-5, 4-6, 4-5 wmam 6-8 or 5'-
KOHIla KOIMpyKmel 1LenM. B HeKOTOPHX BapMaHTax OCyIeCTBJIEHUA
aHTHMCMEICTIOBaAaA ULenk areHTa PHKu nporur BI'B comepXxuT UeTHpeE
pochopoTHOATHEHE MEXHYKJICO3MIHEE CBA3M. B HEeKOTOPEX BapMaHTax

OCymeCTRBJIECHMA UeTHpE (:DOC(]_)OpOTMOB.THBIe MeXHYKJIIeO3VIHEE CBA3UM
HaXOoIOATCHA MeXIy HYRKJIeOTHIaM1 B IIOJIOXEHIMAX 1-3 oT 5'—KOHLI,8.

KoOupyole Lely M MexOy HYKJIeoTUMIaMM B IIOoJIOXeHUax 19-21, 20-22,

21-23, 22-24, 23-25 wmium 24-26 or b'-koHIIa. B HEKOTOPHX BapMaHTax
ocymecTBJIeHUA areHT PHKu npoTur BI'B CONEPXMUT IO MeHBIEM Mepe IBe
bochopoTHOaTHEHE MeXHYKJIEeO3UIHEE CBA3M B KOOMPYyKIMEeM el U TpU
WUIM 4YeTHpe (ochopoTHMOaTHHE MeXHYKJIEO3UMOHEE CRBA3M B aHTUCMEICIOBOMU
Lnenm.

B HeKOTOPHIX BapMaHTax ocylmecTBJieHMa areHT PHKu nporms BIB
COOEPXUT OOUH WM OoJjiee MOOUOUIUMPOBAHHEIX HYKJEOTUIOOB M OIOHY WK
Bojlee  MOOMOUUMPOBAHHEIX  MEXHYKIIEO3UIHEIX cpAazen. B  HeKOTOPEIX
BapMraHTax OCYIEeCTBJIEHUSA 2" —MOOMIUUIMPOBAHHEM HYKJIEO3UIO
KOMOMHUPORBAH C MOOMOUIMPOBAHHOW MEeXHYKJIEO3MIOHOM CRBA3LI.

ArenTH PHKuM nportmus BI'B

B HeKOTOpPHEX BapMaHTax OCYIeCTBJIeHMSA OIIMCAaHHEE B HAaCTOAIEM
OOKyMeHTe areHTel PHKu nportuer BI'B HaueJgmpawnTcd Ha TeH BIB B
IIOJIOKEHUAX MM  BOJIM3M  I[IOJOXEeHMM TeHoMa  BI'B, [IOKas3aHHEIX B
cllenywmen TadnuLe 1. B HEeKOTOPEIX BapMraHTax OCYIIECTBJIEHN I
aHTVCMEICJIOBasa Lerlb areHra PHKu IIPOTUB BI'B, ONIMCAHHOTO B
HacToAlleM IOOKYMEHTE, BKJIIOUAET B cebsa [IOCJIeNOBATEeJILHOCTE
CEePOUEBMHHOTO ¢Qpal'MeHTa, KOTopad IIOJIHOCTLKL, I[IO0 CYIMEeCcTBY WM II0
MeHbIIen Mepe YaCcTUUHO KOMILJIEMeHTapHa 1eJIeBOn 19-MepHOM
nmocjlegoBaTesibHOCTHM BI'B, onmMcaHHOM B Tabjauie 1.

Tabmuiza 1. IIpuMmepHHe 19-MepHHEe LeJleBhHe II0CIeloBaTeJILHOCTHU
kIJHK BI'B 1nsna areHToR PHKm nportme BI'B ([oJlydeHHBEE U3 BHpyCa
renaTiTa B (nmomTumo ADW2), TeHoTMII A, IOJIHHM TI'eHoM B GenBank

AM282986.1 (SEQ ID NO: 1)).
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T'enomMm LUeneBasz
SEQ ID 19-MepHEe liejIeBHE [NojoxeHue oBnacTb
No. nnocnegoBaTensHoCcT BI'B SEQ ID NO: I'eHa BI'B
(5' - 3") 1

2 Gtggtggacttctctcaat 256-274 ORF S

3 tggtggacttctctcaatt 257-275 ORF S

4 ggacttctctcaattttct 261-279 ORF S

5 Gctgtaggcataaattggt 1780-1798 ORF X

6 ctgtaggcataaattggtc 1781-1799 ORF X

B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB
BKJIIOUaeT B cebsg aHTUCMEBICJOBYK Illellb, B KOTOPOM I[oJoXeHMe 19
(5'"23'") crnocofHO GOPMMPOBATL [Napy OCHOBaHMI C IOJIOXeHMeM 1 19-
MepHOM 1LIeJIeBOM IIocJiefoBaTeJIbHOCTM, OIMcaHHOM B Tabiuie 1. B
HEKOTOPHX EBapMaHTax ocylleCcTrRJieHMd arl'eHT PHKwm nporme BI'B BrJKUaeT
B cebdg aHTUCMHECIOBYILD ILellb, B KOTOpPOM TIIoJIoOXeHUe 1 (57">3")
crioco6HO QOPMMPOBATL IIapy OCHOBAHMM C TIoJIoXeHMeM 19 19-mMepHOM
1IeJIeBOM IOoCJIeOOoBaTeJILHOCTHK, OIMCaHHOM B Tabauue 1.

B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB
BKJIIOUaeT B cebd aHTHUCMECJIOBYID Liellb, B KOTOPOWM IIOJIOXeHue 2
(5'"23'") crnocoBbHO dopMMPOBATL I[Iapy OCHOBAHMUM C IIOJIOXeHMeM 18 19-
MepHOM 1LIeJIeBOM IIocJiefoBaTeJIbHOCTM, OIMcaHHOM B Tabiuie 1. B

HEKOTOPHX EBapMaHTax ocylleCcTrRJieHMd arl'eHT PHKwm nporme BI'B BrJKUaeT

B cefg aHTUCMEICJIOBY ILellb, B KOTOPOM IoJioXeHmd 2-18 (5'23'")
CrloCOOHH (OPMMPOBATL IIaphH OCHOBAHMM C KaXILM M3 COOTBETCTBYIIMUX
KOMILJIEMEHTAaPHHX OCHOBAHMM, PAaCIOJIOXEeHHHX B IIOJIOXKeHMAxX 18-2 19-
MepHOM 1eJIeBOM INOCJIeOOoBAaTeJILHOCTHM, OIMcCaHHOM B Tabiuue 1.

B HeKOTOPHX EBapMaHTax ocyllecTrJieHMd areHTH PHKwm nportms BIB
BKJIIOUAT B cebd CeplleBVHHEE 19-MepHEE HYKJIEOTUIOHEE

IocjieIoBaTeJIbHOCTHM, IIoKasaHHEe B cJenvimel Tadaule 2.
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Tabnuua 2. IloclenoBaTeJIJbHOCTM CepAleBVMHHOTO ¢paTrMeHTa aHTUMCMBICJIOBOM Ielr U KOOUPpYKIeW el

areHTa PHKM nportuB BI'B (N=jg060M HYKJIEOTUI) .

SEQ ID AHTHUCMEBICJIOBAS Komupymomasi nmocjiegoBaTelbHOCTb T'enoM
NO: nocjienoBaTeNbHOCTE (5' - 37) SEQ ID NO: (5" - 3") NonoxeHmne SEQ

(19-MepHas) (19-MepHas) ID NO: 1

7 AUUGAGAGAAGUCCACCAC 34 GUggUggacUUcUcUcaaUlU 256-274
8 UUUGAGAGAAGUCCACCAC 35 GUggUggacUUcUcUcaaA 256-274
9 AUUGAGAGAAGUCCACCAN 36 NUggUggacUUcUcUcaalU 256-274
10 UUUGAGAGAAGUCCACCAN 37 NUggUggacUUcUcUcaaA 256-274
11 NUUGAGAGAAGUCCACCAN 38 NUggUggacUUcUcUcaaN 256-274
12 AAUUGAGAGAAGUCCACCA 39 UggUggacUUcUcUcaalUU 257-275
13 UAUUGAGAGAAGUCCACCA 40 UggUggacUUcUcUcaaUA 257-275
14 AAUUGAGAGAAGUCCACCN 41 NggUggacUUcUcUcaaUU 257-275
15 UAUUGAGAGAAGUCCACCN 42 NggUggacUUcUcUcaaUA 257-275
16 NAUUGAGAGAAGUCCACCN 43 NggUggacUUcUcUcaaUN 257-275
17 AGAAAAUUGAGAGAAGUCC 44 ggacUUcUcUcaalUUuucU 261-279
18 UGAAAAUUGAGAGAAGUCC 45 ggacUUcUcUcaaUUUUcCA 261-279
19 AGAAAAUUGAGAGAAGUCN 46 NgacUUcUcUcaaUuuUcU 261-279
20 UGAAAAUUGAGAGAAGUCN 47 NgacUUcUcUcaaUUUUCA 261-279
21 NGAAAAUUGAGAGAAGUCN 48 NgacUUcUcUcaaUUUUcN 261-279
22 ACCAAUUUAUGCCUACAGC 49 GcUgUaggcalUaaalUggU 1780-1798
23 UCCAAUUUAUGCCUACAGC 50 GcUgUaggcaUaaalUUggA 1780-1798
24 ACCAAUUUAUGCCUACAGN 51 NcUgUaggcaUaaaUUggU 1780-1798
25 UCCAAUUUAUGCCUACAGN 52 NcUgUaggcaUaaaUUggA 1780-1798
26 NCCAAUUUAUGCCUACAGN 53 NcUgUaggcaUaaaUUggN 1780-1798
27 GACCAAUUUAUGCCUACAG 54 cUgUaggcaUaaalUUggUc 1781-1799
28 AACCAAUUUAUGCCUACAG 55 cUgUaggcalUaaaUUggUU 1781-1799
29 UACCAAUUUAUGCCUACAG 56 cUgUaggcaUaaaUUggUA 1781-1799
30 GACCAAUUUAUGCCUACAN 57 NUgUaggcaUaaaUUggUc 1781-1799
31 AACCAAUUUAUGCCUACAN 58 NUgUaggcaUaaaUlUggUU 1781-1799
32 UACCAAUUUAUGCCUACAN 59 NUgUaggcaUaaaUUggUA 1781-1799
33 NACCAAUUUAUGCCUACAN 60 NUgUaggcaUaaaUUggUN 1781-1799
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Komupywimre el W aHTUCMHBICJIOBEE Lenu aTreHTa PHKuM npoTme
BIB, KOTOpPHE comepxat VI COCTOAT n3 HYKJIEOTUIHEIX
nmocjiegoBaTeJbHOCTEN M3 TabJule 2, MOTYT OHTbH MOOMOUMUIMPOBAHHLEMA
HYKJIEOTUIAMY WM HeMOOUQUUIMPOBAHHBEMKY HYKJIeOTMIaMM. B HEKOTOPHX
BapMraHTax OCVYIIeCTBJIEHUA aAT'eHTH PHKm IIPOTUR RI'B, MeniIme
IOCJIeIOBaATEJIbHOCTM KOIMpYIIMe ¥ aHTUCMBCJIOBOM liellel, KOTOopHe
comepXaT WMJIM COCTOAT M3 HYKJEOTHMIHEX IIOoCJeloBaTeJIbHOCTeN U3
Ta®IMUE 2, I[IOJHOCTBK WMJIM I[IO CYMEeCTBY IIOJHOCTBK COCTOAT M3
MOIUOUUIMNPOBAHHEIX HYKIIEOTHUIOOB.

B HeKOTOPHX BapMaHTax OCYIIEeCTRJIEHMSI aHTUCMEBICJIOBasA Ilelb
areHTa PHKu noporms RIB, OIIMCAHHOT'O B HacCcToOdleM ITOKYMEHTe,
OTJIMYaeTCH Ha 0, 1, 2 MJIN 3 HYKJIEOTHUIA oT Jnobon Zic]
mocjiefoBaTeJIbHOCTEN aHTUCMHCIIOBOV 1Leny, IIPMBEeOeHHHX B Tabiauie 2.
B HeKOTOPHIX BapMaHTax OCYIMEeCTRBJIEHMSI KOOMPYKIMasa lLelb areHTa PHKu
npoTuke BI'B, ommMcaHHOTC B HACTOAMEM JIOKyMeHTe, oTJndyaeTrcsa Ha O,
1, 2 iy 3 HYKJIeOoTHIa OT JdoM M3 IIoCJeloBaTeJIbHOCTelM KoIMpyolmeln
IIEMM, [IPMBEIEHHEX B Tabjauie 2.

MommdpuurpoOBaHHEE [IOCJIEDOBATEJIbLHOCTHU AHTUCMEICJIOBOM Lnenmu
aredTa PHKm npotur BI'B, a Takkxe WMX MCXOOHHE HeMOOUOUIMPOBAHHHE
[IOCJIeIOBRATEJIbHOCTHM TIPEeNCcTaBJIieHH B Tabjauile 3. Moau@UUUPOBAaHHHE
IoCcJIeIOBaATEJILHOCTM KOoOUpyIeM 1enu areHTa PHKu nporur BIB, a
Takxe nx MCXOMHEIE HeMOINOUUIMPOBAHHEE [IOCJIEDOBATEJIbLHOCTHU
npencraiBJjeHsl B Tabimue 4. Ilpu dopMmupoBaHMM areHToB PHKu OpoTube
BI'B KaxOull M3 HYKJEOTHMIOB B KaxIoM mu3 HeMOOUIUIIMPOBAHHEIX
mocjiefoBaTeJIbHOCTEM, I[IepeuMcJIeHHHxX B Tabiauuax 3 4, MOXeT
OpenCcTaBJIATL COOOM MOOMOMUMPOBAHHEM HYKJIESOTUI.

B HacTo4lleM  IOOKyMeHTe (BrJIIOUA L TabJIMIIEL 3 u 4) OJid
oB0o3HaUeHUsa MOIMOUUMPOBAHHEX HYKJISOTUIOOB, HalleJIMBaAKIMX TPYII U
CBA3HBAKIMX TPYII MCIOJIb3YRTCH CJenOyolre YCJIOBHEE 3Haku. Kak
BymeT IIOHATHO CcpeIHeMy ClIelMalMcTy B IaHHOM of6JacTu, eciau B

IIoCJIenoBaTeJIEHOCTM He YRKas3aHO WMHOe, MOHOMEDPEI, IIprmM HaJIMdrM B

OJIMTOHYKJIEOTHOE, B3aMMHO COeOMHeHH 5'-3'-pochommsdUpPHEIMU CBI3AMM:

A = ameHo3uH-3'-pochaT;
C = UMTUINH-3"'—-docoaT;
G = ryaHo3uH-3'-pochaT;
u = ypuionH-3'-dpochar



as

CS

gs

ts

us
Nf
Af
Afs
Ct
Cfs
Gt
Gfs
Tf
Tfs
Uf
Ufs
dN
dT

NUNA

Nina
Nfana

AMs
™
TMs

(invdN)

(invAb)

(invAb) s
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Jobon 2 '-0OMe-MOIUOUUMPOBAHHEM HYKJIEOTHUI
2"-0-MeTHMIaneHo3MH-3 ' -dochar
2"-0-MeTHMIaneHo3MH-3 ' -dochopoTHOaT
2"=-0-MeTnnuMTUOMH-3'-dpochaT
2"=-0-MeTHnuUMTUOMH-3 '-dpochopoTHmoaT
2"-0-MeTHMITYaHO3MH-3'-dochar
2"-0-MeTHITYaHO3MH-3'-dochopoTHoarT
2"-0-MeTnI-5-MeTUIIypUIVH-3'-dochaT
2"-0-MeTmJI-5-MeTUIIypuInH-3 '—pochopoTmoar
2"-0-MeTHuIypuIVvH-3'-dochar

2" -0-MeTmIypunouH-3 ' —-gpochopoTroaT

Jobon 2'-dTop-MOOUOUIMPOBAHHEM HYKJIEOTHUI
2"-pTopamenosmH-3'-pocharT
2'"-pTopamenosmuH-3'-pochopoTHmoaT
2"-pTopumTHIVH-3'-dochaT
2"=-pTopumuTHIVH-3'-dochopoTHOAT
2"-pTopryanosmuH-3'-pocharT
2'"-pTopryanosmuH-3'-pochopoTHmoaT
2"-pTop-5"-MeTHIypUIVH-3'-dochaT
2'=¢Top-5'-MeTUNYypUINH-3 ' —doCchopoTHOAaT
2"-pTopypunmuH-3'-dpocharT
2"-¢ropypunnH-3'-dpochopoTHoar

JI60oM 2'-Ie30KCUPUDOHYKIIEO T
2"-pmezokcuTUMMUOMH-3'-dpochaT

MUMeTHKM 2',3'-CceKOHYKJIeOTHUIOB
(pa3bIIOKMPOBAHHEE HYKJIEOTUIHEE aHaJIOTHM)
3aBJIOKMPOBAHHEN HYKJIIEOTUL
2'-F-apabrHOHYKJIEOTUO

2" -MeTOKCUBTUIIHYKJIEO TUL
2'-MeTOoKCUBTUIIageHO3H-3'—dochar
2'-MeToOKCUBTUIIageHO3MH-3 '—-dochopoTHoaT

2" -MeTOKCUBTUITUMUOMH-3 '—-pocdaT

2" -MeTOKCUBTUITUMUOMH-3 '-pochopoTHmoaT
PUOUT

JI0O0Y MHBEPTUPOBAHHEIM Ie30KCUPUDOHYKIIEOTUD
(3"=-3"-CcBg3aHHEI HYKJIEOTHI)
VHBEPTUPOBAHHEM (3'-3'-CBA3AHHEIN) JIMIIEHHLM
a30TUCTOTO OCHOBAaHMA Ne30KCUPUMOOHYKJIIEOTU,
cM. Tabjgmuy 6

VHBEPTUPOBAHHEM (3'-3'-CBA3AHHEIN) JIMIIEHHLM
a30TUCTOTO OCHOBAaHMA Ne30KCUPUMOOHYKJIIEOTUI—

5'"-bochpopoTmoar, cMmM. Tadbauuy 6



115

(invn) = JIoO0Y MHBEePTUPOBAHHEM 2'-0Me HYKJIeOTHI

(3"=-3"-CcBg3aHHEI HYKJIEOTHI)

S = bochopoTMoaTHad CBA3L
vpdN = BUHUJIOOCOOHATOE3OKCUPUDOOHYKIIEO T
(bMe-Nf) = 5'-Me, 2'-QTOpPHYKJIEOTHUNO
cPrp = LIMKJIOTIpOonuI@ochoHaT, CM. Tabauily 6
epTcPr = CM. Tabjuuy 6
epTM = CM. Tabjuuy 6
CpelHeMy CIHelMalMCcTy B »OaHHOM o6JacTu ©OyoeT I[IOHATHO, UYTO
KOHIIeBOM HYKJIEOTHUO Ha 3'-KOHIIEe OaHHOM OJIMTOHYKJICO TUIOHOM
[IOCJIeIOBRATEJIbHOCTH, Kak IMIpaBujio, OyIeT MMeThb I'MIPOKCUIBHYK (—-OH)

TPYIIly B COOTBETCTBYKIMEM 3'-TIOJIOXEHMM HOaHHOTO MOHOMEpa BMECTO
bochaTHOM TpyHOIH ex Vvivo. TakuMm oOpas3oM, HaIpuMMep, KaK II0Ka3aHo

BHIle Ha MW300pakeHUM CTPYKTYpe AD0O5S070, HYKIEOTMO C MoOIMOMKALMeN

g Ha 3'-KOHIe AaHTUCMHCJIOBOM 1lenr AM06606-AS MMeeT IMIOPOKCUIILHYO
TPYIIly, PAaCIOJIOXKEHHYI B IIOJIOXeHUM 3'. ECIM B HacToOdlleM IOKYMEHTE
NpAMO He YKas3aHO MHOe, TaKoe IIOHMMaHMe CpelHeTro CclelMalucTa B
DaHHOM 06JIacTM MCIOJB3YyeTCHa IpM ONMCaHuMM areHTOR PHKu npotme BIB
M  KOMIO3ULMM areHTOR PHKu npoTtmus BRIB, ONMCaHHEIX B HaCTOANEM
OOKYyMeHTe.

Hauenmupawmmue TPYIIE M CBA3EBAKIME IPYINE BKJIOYALT B CcebA

clilenyromre @paPMeHTH, XVIMUYEeCKNMe CTPYKTYPE KOTOPHX IIPMBEIEHE HIMXE

B Tabjmie ©: (PAZ), (NAG13), (NAG13) s, (NAG18), (NAG18) s,
(NAG24), (NAG24) s, (NAG25), (NAG25) s, (NAG26), (NAG26) s,
(NAG27), (NAG27) s, (NAG2S8), (NAG28) s, (NAG29), (NAG29) s,
(NAG30), (NAG30) s, (NAG31), (NAG31) s, (NAG32), (NAG32) s,
(NAG33), (NAG33) s, (NAG34), (NAG34) s, (NAG35), (NAG35) s,
(NAG36), (NAG36) s, (NAG37), (NAG37) s, (NAG38), (NAG38) s,

(NAG39), (NAG39)s. Kaxmas KoOMpyomas Lelb W/MIM aHTHUCMHCIOBad
IIENE MOXET MMETEH JIOOBE HalleJMBaKmMe TPYIINH WIM CBA3HBaAKINME
TPVYIILE, TIePeurcJIeHHEe HIKe, a TakKXe OpyT'Me HalleJVBawniiue WIn
CBA3HBAaKIME TPYIIH, KOHBOIUPOBAaHHEE c 5'-  u/uam 3'-KOHLIOM

IIoCJjiefoBaTeJIEHOCTHM .
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Tabauua 3. IocJelOoBaTEeJIbHOCTM aHTMCMEICJIOBOM lienM areHTa PHKuM npotme BIB.

NoeHTmndmraTo
P MomomdmumMpoBaHHa A [MOCJIeOOBaATENIEHOCTD SEQ ID HeMomudmumporaHHa d SEQ ID
AHTUCMEICJIOBO (5" - 31") NO: nocJjienoBaTeJIbHOCTE (57 — 37) NO:
v uenm

AMO3508-AS usAfscCfaAfuUTuAfuGLfcCfuAfcATgGiccsu 6l UACCAAUUUAUGCCUACAGGCCUUAU 149
SUAU

AMO04441-AS usAfscCfaAfuUfuAfuGLicCfuAfcATgGLicscs 62 UACCAAUUUAUGCCUACAGGCCU 150
u

AMO04442-AS usAfscsCfaAfuUfuAfuGIcCfuAfcAfgGLiccs 63 UACCAAUUUAUGCCUACAGGCCU 150
u

AMO04443-AS usAfscsCfaAfuUfuATuGIcCIuAfcATfgGEsc 64 UACCAAUUUAUGCCUACAGGC 151

AM0O4661-AS usGfsugaAfgCfGfaaguGfcAfcacsusu 65 UGUGAAGCGAAGUGCACACUU 152

AMO04768-AS usAfscCfaAfuUfuAfuGLfcCfuAfcATfgCLicsus 66 UACCAAUUUAUGCCUACAGCCUCCGC 153
ccgc

AMO04769-AS vpusAfscCfaATuUfuAfuGIfcCIfuAfcAfgCLcs 6’7 UACCAAUUUAUGCCUACAGCCUCCGC 153
usccgce

AMO5011-AS usAfscsCfaAfuUfuAfuGIcCfuAfcAfgusu 68 UACCAAUUUAUGCCUACAGUU 154

AMO5012-AS usAfscsCfaAfuUfuAfuGIcCfuAfcAfggsc 69 UACCAAUUUAUGCCUACAGGC 151

AMO5013-AS vpusAfscsCfaAfuUfuAfuGfcCfuAfcAfgGEts 70 UACCAAUUUAUGCCUACAGGC 151
C

AMO5014-AS vpusAfscsCfaATuUfuAfuGfcCfuAfcAfgusu 71 UACCAAUUUAUGCCUACAGUU 154

AMO5052-AS asUfsusGfaGfaGfaAfgUfcCfaCfcAfcGEtsa 72 AUUGAGAGAAGUCCACCACGA 155

AMO5053-AS asUfsusGfaGfaGfaAfgUfcCfaCfcAfcgsa 73 AUUGAGAGAAGUCCACCACGA 155

AM0O5054-AS asUfsusGfaGfaGfaAfgUfcCfaCfcAfcusu 74 AUUGAGAGAAGUCCACCACUU 156

AMO5055-AS vpusUfsusGfaGfaGfaAfgUfcCfaCfcAfcGts 75 UUUGAGAGAAGUCCACCACGA 157
a

AMO5056-AS asAfsusULfgATgAfgAfaGfuCfcAfcClfaCtsg 76 AAUUGAGAGAAGUCCACCACG 158

AMO5057-AS asAfsusUfgAfgAfgAfaGfuCfcAfcCfacsg 77 AAUUGAGAGAAGUCCACCACG 158

AMO5058-AS asAfsusULfgAfgAfgAfaGfuCfcAfcCfausu 78 AAUUGAGAGAAGUCCACCAUU 159

AMO5060-AS vpusAfsusUfgAfgAfgAfaGfuCfcAfcCraCts 79 UAUUGAGAGAAGUCCACCACG 160

g
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AMO5351-AS usAfscsCfaAfuUfuAfuGfcCfuAfcAfgGtsu 80 UACCAAUUUAUGCCUACAGGU 161
AMO5608-AS usAfscCfaAfuUfuAfuGfcCfuAfcAfgsusu 81 UACCAAUUUAUGCCUACAGUU 154
AMO5609-AS usAfscsCfaAfuUfuAfuGfcCfuAfcAfgcsc 82 UACCAAUUUAUGCCUACAGCC 162
AMO5610-AS usAfscsCfaAfuUfuAfuGfcCfuAfcAfgccusu 83 UACCAAUUUAUGCCUACAGCCUU 163
AMO5611-AS usAfscsCfaAfuUfuAfuGfcCfuAfcAfgccusc 84 UACCAAUUUAUGCCUACAGCCUC lo4
AMO5612-AS usAfscscaauUfuAfuGfcCfuacagcsc 85 UACCAAUUUAUGCCUACAGCC 162
AMO5613-AS usAfscscaauUfuAfuGfcCfuacagccusu 86 UACCAAUUUAUGCCUACAGCCUU 163
AM0O5614-AS usAfscscaauUfuAfuGfcCfuacagccusc 87 UACCAAUUUAUGCCUACAGCCUC 164
AMO5618-AS asUfsusgagaGfaAfgUfcCfaccacusu 88 AUUGAGAGAAGUCCACCACUU 156
AMO5621-AS usUfsusGfaGfaGfaAfgUfcCfaCfcAfcusu 89 UUUGAGAGAAGUCCACCACUU 165
AMO5623-AS asUfsusGfaGfaGfaAfgUfcCfaCfcAfcggusu 90 AUUGAGAGAAGUCCACCACGGUU 166
AM0O5626-AS asUfsusgagaGfaAfgUfcCfaccacggusu 91 AUUGAGAGAAGUCCACCACGGUU 166
AM0O5628-AS asUfsusGfaGfaGfaAfqgUfcCfaCfcAfcgagsu 92 AUUGAGAGAAGUCCACCACGAGU 167
AMO5631-AS usAfsusULfgAfgAfgAfaGfuCfcAfcCfaClsg 93 UAUUGAGAGAAGUCCACCACG 160
AMO5632-AS usAfsusugagAfgAfaGfuCfcaccacsg 94 UAUUGAGAGAAGUCCACCACG 160
AM05633-AS usAfsusUfgAfgAfgAfaGfuCfcAfcCtfaCfgus 95 UAUUGAGAGAAGUCCACCACGUU 165
u
AMO05634-AS usAfsusugagAfgAfaGfuCfcaccacgasg 96 UAUUGAGAGAAGUCCACCACGAG 169
AMO5635-AS usAfsusULfgAfgAfgAfaGfuCfcAfcCfaCigas 97 UAUUGAGAGAAGUCCACCACGAG 169
g
AMO5637-AS usAfsusUfgAfgAfgAfaGfuCfcAfcCfaCfgsa 98 UAUUGAGAGAAGUCCACCACGA 170
AMO5638-AS usAfsusugagAfgAfaGfuCfcaccacgsa 99 UAUUGAGAGAAGUCCACCACGA 170
AMO5747-AS asGIsasAfaAfuugagAfgAfaGfuCfcAlsc 100 AGAAAAUUGAGAGAAGUCCAC 171
AM0O5849-AS usAfscsCfaAfuuuauGfcCfuAfcAfgusu 101 UACCAAUUUAUGCCUACAGUU 154
AMO5850-AS usAfscsCfaAfuuuauGfcCfuAfcAfgcsc 102 UACCAAUUUAUGCCUACAGCC 162
AMO5851-AS usAfscsCfaAfuuuauGfcCfuAfcAfgcusu 103 UACCAAUUUAUGCCUACAGCUU 172
AM0O5852-AS usAfscsCfaAfuuuauGfcCfuAfcAfgccsu 104 UACCAAUUUAUGCCUACAGCCU 173
AM0O5853-AS usAfscsCfaAfuuuauGfcCfuAfcAfgccusu 105 UACCAAUUUAUGCCUACAGCCUU 163
AM0O5854-AS usAfscsCfaAfuuuauGfcCfuAfcAfgccusc 1006 UACCAAUUUAUGCCUACAGCCUC 164
aM05855-ag  |CErPUsALscsCraAlulfuAfuGLcCiuAfeAlgn o7 lyaccanyuuavGeCUACAGUU 154

su
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cPrpusAfsusUfgAfgAfgAfaGfuCfcAfcCracC

AMO5860-AS fsg 108 UAUUGAGAGAAGUCCACCACG 160
AMO5862-AS usAfsusUfgAfgagaaGfuCfcAfcClfausu 109 UAUUGAGAGAAGUCCACCAUU 174
AMO5863-AS usAfsusUfgAfgagaaGfuCfcAfcClfacsg 110 UAUUGAGAGAAGUCCACCACG 160
AM05864-AS usAfsusUfgAfgagaaGfuCfcAfcCfacsusu 111 UAUUGAGAGAAGUCCACCACUU 175
AM0O5865-AS usAfsusUfgAfgagaaGfuCfcAfcCfacsgsa 112 UAUUGAGAGAAGUCCACCACGA 170
AMO5867-AS vpusAfsusUfgAfgagaaGfuCfcAfcCfaClsg 113 UAUUGAGAGAAGUCCACCACG 160
AMO5873-AS usUfsusGfaGfagaagUfcCfaCfcAfcusu 114 UUUGAGAGAAGUCCACCACUU 165
AM0O5874-AS usUfsusGfaGfagaagUfcCfaCfcAfcgsa 115 UUUGAGAGAAGUCCACCACGA 157
AM0O5875-AS usUfsusGfaGfagaagUfcCfaCfcAfcgusu 116 UUUGAGAGAAGUCCACCACGUU 176
AM0O5876-AS usUfsusGfaGfagaagUfcCfaCfcAfcgasg 117 UUUGAGAGAAGUCCACCACGAG 177
AMO5877-AS cPrpusUfsusGfaGfaGfaAfgUfcCfaCfcAfcu 118 UUUGAGAGAAGUCCACCACUU 165
su
AM0O6074-AS cPrpusAfsusUfgAfgagaaGfuCfcAfcCfacsu 119 UAUUGAGAGAAGUCCACCACUU 175
su
AMO6142-AS usAfsusUfgAfgagaaGfuCfcAfcCfacusu 120 UAUUGAGAGAAGUCCACCACUU 175
AMO6143-AS usAfsusUfgAfgagaaGfuCfcAfcCfacgusu 121 UAUUGAGAGAAGUCCACCACGUU 168
AM06144-AS uzifsusUngfgagaaGfuCchchfacuus(in 129 UAUUGAGAGAAGUCCACCACUU 175
V.
AMO6145-AS usAfsusUfgAfgagaaGfuCfcAfcCfacgasg 123 UAUUGAGAGAAGUCCACCACGAG 169
AMO06222-AS usAfsusUfgAfgAfgAfaGfuCfcAfcCfacusu 124 UAUUGAGAGAAGUCCACCACUU 175
AMO6281-AS asGIsasAfaAfuUfgAfgAfgAfaGfuCfcusu 125 AGAAAAUUGAGAGAAGUCCUU 178
AM06282-AS asGfsasAfaAfuUfgAfgAfgAfaGfuCfcasc 126 AGAAAAUUGAGAGAAGUCCAC 171
AMO06283-AS asGisasAfaAfuUfgAfgAfgAfaGfuCfcacusu 127 AGAAAAUUGAGAGAAGUCCACUU 179
AMO06284-AS asGIsasAfaAfuUfgAfgAfgAfaGfuCfcacsc 128 AGAAAAUUGAGAGAAGUCCACC 180
AMO06285-AS usGfsasAfaAfuUfgAfgATgAfaGfuCfcusu 129 UGAAAAUUGAGAGAAGUCCUU 152
AMO06286-AS usGfsasAfaAfuUfgAfgATgAfaGfuCfcasc 130 UGAAAAUUGAGAGAAGUCCAC 181
AM06299-AS asCfscsAfaUfuUfaUfgCfcUfaCfaGfcusu 131 ACCAAUUUAUGCCUACAGCUU 182
AM0O6300-AS asCfscsAfaUfulUfaUfgCfcUfaCfaGfccusu 132 ACCAAUUUAUGCCUACAGCCUU 183
AM0O6301-AS asCfscsAfaUfulUfaUfgCfcUfaCfaGfccusc 133 ACCAAUUUAUGCCUACAGCCUC 184
AM0O6302-AS usCfscsAfaUfuUfaUfgCfcUfaCfaGfcusu 134 UCCAAUUUAUGCCUACAGCUU 185
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AMO6303-AS usCfscsAfaUfuUfaUfgCfcUfaCfaGfccusu 135 UCCAAUUUAUGCCUACAGCCUU 186
AM06463-AS ‘S:ir PUSALSCSCIAATUUTUATUGLCCIUALCALGE 50 yaCCAAUUUAUGCCUACAGCC 162
AMOoc4d064-AS usAfscsCfaAfuUfuAfuGfcCfuAfcAfgscsc 137 UACCAAUUUAUGCCUACAGCC 162
AMO6465-AS cPrpusAfscsCfaAfuUfuAfuGIcCfuAfcAfgs 138 UACCAAUUUAUGCCUACAGCC 162
csc
AM0O6604-AS usAfscsCfaAfuUfuAfuGfcCfuAfcAfgcsu 139 UACCAAUUUAUGCCUACAGCU 187
AM0O6606-AS usAfscsCfaAfuUfuAfuGfcCfuhAfcAfgcesg 140 UACCAAUUUAUGCCUACAGCG 188
AMO6608-AS asAfscsCfaAfuUfuAfuGfcCfuAfcAfgcsc 141 AACCAAUUUAUGCCUACAGCC 189
AMO6611-AS usAfscsCfaAfuUfUfAfuGfcCfuAfcAfgusu 142 UACCAAUUUAUGCCUACAGUU 154
AMO6612-AS usAfscsCfaAfuUfuAfuGfcCfuAfcAfgCEsc 143 UACCAAUUUAUGCCUACAGCC 162
AM06614-AS asCfscAfaUfuUfaUfgCfcUfaCfaGfcCtsu 144 ACCAAUUUAUGCCUACAGCCU 190
AM0O6616-AS usCfscAfaUfuUfaUfgCfcUfaCfaGfcCfsu 145 UCCAAUUUAUGCCUACAGCCU 191
AMO6618-AS asCfscAfaUfuUfaUfgCfcUfaCfaGfccsg l4o ACCAAUUUAUGCCUACAGCCG 192
AM06620-AS usCfscAfalUfuUfaUfgCfcUfaCfaGfccsg 147 UCCAAUUUAUGCCUACAGCCG 193
AMO6751-AS usAfscsCfaAfuUfuAfuGfcCfuhAfcAfggsg 148 UACCAAUUUAUGCCUACAGGG 194
Tabauua 4. IocJeloBaTEJILHOCTM KOOUPYKMelW Lenu areHTa PHKu npotus BIRB.
SEQ
UneHTHomkaTo | MogudpmumMpoBaHHasa IIocjemoBaTellbHOCTE (5' — SEQ ID HeMomuomumporaHHa g 1D
P uenu 3") NO: rocjienoBarTejyibHOCTE (57 — 3') NO:
AM04444-SS )(NAG25) uusgsceuguagGtCiatuaaauugguaus (1nvdl g5 |yyeccUGUAGGCAUARAUUGGUAUT 275
AM04445-SS )(NAG25) uauausgsccuguagGrCiafuaaauuggu (InvdA o0 |yaUAUGCCUGUAGGCAUARAUUGGUA 276
AM04767-SS )(NAG25) geggagsgeuguagGiCiAtuaaauuggM(Invdh g9 |00 oncGCUGUAGGCAUARAUUGGTA 277
AM0O5010-8S | (NAG25) scsuguagGIiCfAfuaaauugguauus (invAb) 198 CUGUAGGCAUAAAUUGGUAUU 278
AM05015-8S5 | (NAG25) sgsccuguagGfCfAfuaaauugguas (invAb) 199 GCCUGUAGGCAUAAAUUGGUA 279
AM05016-S8S | (NAG25) sgsccuguagGfCfAfuaaauuggus (invda) 200 GCCUGUAGGCAUAAAUUGGUA 279
AMO5017-8S5 | (NAG25) sgsccuguagGfCfAfuaaauugguAMs (invAb) 201 GCCUGUAGGCAUAAAUUGGUA 279
AMO05018-S8S | (NAG25) sgsccuguagGfCfAfuaaauuggT™AMs (invAb) 202 GCCUGUAGGCAUAAAUUGGTA 280
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AM05019-8S5 | (NAG25) sasacuguagGfCfAfuaaauugguas (invAb) 203 AACUGUAGGCAUAAAUUGGUA 281
AMO05034-5S | (NAG25) suscguggugGfAfCfuucucucaaus (invAb) 204 UCGUGGUGGACUUCUCUCAAU 282
AM05046-5S | (NAG25) sasaguggugGfAfCfuucucucaaus (invAb) 205 AAGUGGUGGACUUCUCUCAAU 283
AM05047-8S | (NAG25) suscguggugGfAfCfuucucuca”rMTMs (invAb) 206 UCGUGGUGGACUUCUCUCAAT 284
AM05048-5S | (NAG25) scsgugguggAfCfUfucucucaauus (invAb) 207 CGUGGUGGACUUCUCUCAAUU 285
AM05049-58S5 | (NAG25) sasaugguggAfCfUfucucucaauus (invAb) 208 AAUGGUGGACUUCUCUCAAUU 286
AM0O5050-8S | (NAG25) scsgugguggAfCfUfucucucaaT™MTMs (invAb) 209 CGUGGUGGACUUCUCUCAATT 287
AM0O5051-8S5 | (NAG25) sgsgacuucuCfUfCfaauuuucuaas (invAb) 210 GGACUUCUCUCAAUUUUCUAA 288
AM05063-8S5 | (NAG25) scsgugguggAfCfUfucucucaauas (invAb) 211 CGUGGUGGACUUCUCUCAAUA 289
AM05064-SS | (NAG25) suscguggugGfAfCfuucucucaaas (invAb) 212 UCGUGGUGGACUUCUCUCAAA 290
AM05346-SS | (NAG31l) sasccuguagGfCfAfuaaauugguas (invAb) 213 ACCUGUAGGCAUAAAUUGGUA 291
AM05347-58 gﬂ?GBl) s (invhb) scuguagGiCiafuaaauugguas (inv o), | yGUAGGCAUAAAUUGGUA 292
AMO5606-SS AE?G25)S(anAb)ScuguangCfAfuaaauugguas(lnv 215 |CUGUAGGCAUAAAUUGGUA 292
AMO5607-SS AE?G37)S(anAb)ScuguangCfAfuaaauugguas(lnv 216 |CUGUAGGCAUAAAUUGGUA 292
AM05615-SS é§§?25)S(anAb)SacuguangCfAfuaaauugguas(ln 217 |ACUGUAGGCAUAARUUGGUA 293
AM05616-SS | (NAG25) sgsgcuguagGfCfAfuaaauugguas (invAb) 218 GGCUGUAGGCAUAAAUUGGUA 294
AM05617-8S5 | (NAG37) sasaguggugGfAfCfuucucucaaus (invAb) 219 AAGUGGUGGACUUCUCUCAAU 283
AM05620-8S | (NAG25) sasaguggugGfAfCfuucucucaaas (invAb) 220 AAGUGGUGGACUUCUCUCAAA 295
AM05622-585 | (NAG25) scscguggugGfAfCfuucucucaaus (invAb) 221 CCGUGGUGGACUUCUCUCAAU 296
AMO05624-SS égi§§5) s (invAb) scecguggugGtAfCiuucucucaaus (I o, |ocoUGEUGGACUUCUCUCARD 296
AM05627-85 | (NAG25) scsucguggugGfAfCfuucucucaaus (invAb) 223 CUCGUGGUGGACUUCUCUCAAU 297
AMO5629-9S AE?GZS)s(1nva)sguggungAfouucucucaaus(1nv 504 GUgqUggacUUcUcUcaal 598
AM05630-gs | (NAG22) 8 (InVAD) squggugGLALCiuucucucaauusull  ,,5  |oyeauGGACUUCUCUCAAUTU 299

nvAb)
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AMO05636-55 |(NAG2b5) suscgugguggAfCfUfucucucaauus (invAb) 226 UCGUGGUGGACUUCUCUCAAUU 300
AMO5639-9S AE?GZS)s(1nva)sugguggAfoUfucucucaauus(1nv 557 UggUggacUUcUcUcaall 301
AMO5640-SS AE?G37)s(1nva)sugguggAfoUfucucucaauus(1nv 508 UggUggacUUcUcUcaall 301
AMO5746-55 |(NAG25) sgsuggacuuCfUfCfucaauuuucus (invAb) 229 GUGGACUUCUCUCAAUUUUCU 302
AM05856-SS éiﬁ§§5)S(anAb)SCuguangCfAfuaaauugguausu(l 230  |CUGUAGGCAUARAUUGGUAUU 278
AMO05857-SS ig@iﬁ?)S(anAb)SgcuguagGfoAfuaaauugguausu( 231  |GCUGUAGGCAURARAUUGGUAUU 303
AM05858-SS ET?S;E;S(anAb)SggcuguangCfAfuaaauugguausu 232  |GGCUGUAGGCAUARAUUGGUAUU 304
AMO05859-SS ET?S;E;S(anAb)SaacuguangCfAfuaaauugguausu 233 |RACUGUAGGCAURARAUUGGUAUU 305
AMO5868-5S é§§?25)S(anAb)ugguggAfcfoucucucaauausu(ln 234  |UGGUGGACUUCUCUCAAUAUY 306
AM05869-55 ig@iﬁ?)S(anAb)SgugguggAfcfoucucucaauausu( 235  |GUGGUGGACUUCUCUCAAUAUU 307
AMO5870-55 |(NAG2b5)sasaugguggAfCfUfucucucaauausu (invAb) 236 AAUGGUGGACUUCUCUCAAUAUU 308
AMO05871-8S | (NAG25) scsgugguggAfCfUfucucucaauausu (invAb) 237 CGUGGUGGACUUCUCUCAAUAUU 309
AMO05872-55 |(NAG31)scsgugguggAfCfUfucucucaauas (invAb) 238 CGUGGUGGACUUCUCUCAAUA 289
AMO05879-SS éiﬁif5)S(anAb)SaaguggungAfCfuucucucaaus(l 239  |naGUGGUGGACUUCUCUCARU 283
AM05880-5S éiﬁ§§5)S(anAb)SguggungAfcfuucucucaaausu(l 240 |GUGGUGGACUUCUCUCAAAUY 310
AMO05881-55 ig@iﬁ?)S(anAb)SCguggugGfAfouucucucaaausu( 241  |CGUGGUGGACUUCUCUCAAAUU 311
AMO05882-55 |(NAG2b5)sasaguggugGfAfCfuucucucaaausu (invAb) 242 AAGUGGUGGACUUCUCUCAAAUU 312
AMO05883-55 |(NAG2b5) suscguggugGfAfCfuucucucaaausu (invAb) 243 UCGUGGUGGACUUCUCUCAAAUU 313
AM06146-55 igiiéz)S(anAb)SgugguggAfcfoucucucaauausu( 244  |GUGGUGGACUUCUCUCAAUAUU 307
AM06147-SS5 | (NAG37) s (invAb) scgugguggAfCfUfucucucaauausu 245 CGUGGUGGACUUCUCUCAAUAUU 309
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(invAb)
AM06148-SS ET?S;;;S(inVAb)ScucgugguggAfCfoucucucaauaS 246 |CUCGUGGUGGACUUCUCUCARUR 314
AM06149-SS ;E?fiz;;;inVAb)ScucgugguggAfCfoucucucaauau 247  |CUCGUGGUGGACUUCUCUCARUAUU 315
AM06150-5S éiﬁi?7)S(inVAb)Sggcuguag@fcfAfuaaauugguaS(i 248  |GGCUGUAGGCAUAAAUUGGUA 294
AM06151-5S ET?S;;;S(inVAb)SgaggcuguangCfAfuaaauugguaS 249  |GAGGCUGUAGGCAUAARUUGGUA 316
AM06152-SS ;E?fiz;;;inVAb)SgaggcuguangCfAfuaaauugguau 250 |GAGGCUGUAGGCAUAAAUUGGUAUU 317
AM06287-SS A(E)AG?N) s (invAb) sggacuuCfUfCfucaauuuucus (inv 551 CCACUUCUCUCAAUUTUCY 318
AM06288-SS éiﬁi?7)S(inVAb)SguggacuquUfCfucaauuuucus(i 252 |euceacuucucucanuuuUCy 302
AM06289-SS igiiéz)S(inVAb)SgguggacuucfoCfucaauuuucuS( 253 |eGUGGACUUCUCUCARTUUUCU 319
AMO6290-5S A(E)AG?N) s (invAb) sggacuuCfUfCfucaauuuucas (inv 554 CCACUUCUCUCAAUUUUCA 390
AM06291-SS éiﬁ§?7)S(inVAb)SguggacuquUfCfucaauuuucas(i 255  |GUGGACUUCUCUCAAUTTUCA 321
AMO6304-5S A(E)AG?N) s (invAb) sgcuguaGfGfCfauaaauuggus (inv 056 GeUgUaggeaUaaallggl 399
AM06305-SS é§§?37)S(inVAb)SggcuguaGfoCfauaaauuggus(in 257 |cecucuaceecauanAUUGGU 323
AM06306-SS igiiéz)S(inVAb)SgaggcuguaGfoCfauaaauuggus( 258  |GAGGCUGUAGGCAUAAAUUGGU 324
AMO06307-SS A(E)AG?N) s (invAb) sgcuguaGfGfCfauaaauuggas (inv 559 CCUGUAGGCAUAAAUTGGA 305
AM06308-SS é§§?37)S(inVAb)SggcuguaGfoCfauaaaHuggas(in 260 |cGcucuaceecauanaUUGGA 326
AM06603-gs | NAG37) s (invADb) sagcuguagGiCiAfuaaauugguas (1 501 |5 GCUGUAGGCAUARAUUGGUA 327

nvAb)
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(NAG37) s (invAb) scgcuguagGfCfAfuaaauugguas (i

AMO6605-SS | .~ 262 |CGCUGUAGGCAUARAUUGGUA 328
AM06607-SS éiﬁ§?7)S(anAb)Sggcuguag@fcfAfuaaauugguuS(l 263 |GGCUGUAGGCAUAAAUUGGUU 329
AM06609-SS igiiéz)S(anAb)SCuguangCfAfuaaauugguasuus( 264 |CUGUAGGCAUAAAUUGGUAUU 278
AM0G610-5s | NAG37) s (InVAD) SCUGTUALGGECIATUATAATUULGTU oo | yoyaceeATARATTGGUATY 278
asuus (1nvAb)
AM06613-SS éiﬁi?7)S(anAb)SaggcuguaGfoCfauaaauuggus(l 266 |AGGCUGUAGGCAUAAAUUGGU 330
AM06615-SS éiﬁi?7)S(anAb)SaggcuguaGfoCfauaaauuggas(l 267 |AGGCUGUAGGCAUAAAUUGGA 331
AM06617-SS éiﬁi?7)S(anAb)chgcuguaGfoCfauaaauuggus(l 268 |CGGCUGUAGGCAUAAAUUGGU 332
AM06619-SS éiﬁi?7)S(anAb)chgcuguaGfoCfauaaauuggas(l 269 |CGGCUGUAGGCAUAAAUUGGA 333
AM06750-SS éiﬁi?7)S(anAb)ScccuguangcfAfuaaauugguaS(l 270 |CCCUGUAGGCAUARAUUGGUA 334
AMO06752-55 |(NAG37)csgcuguagGfCfAfuaaauugguas (invAb) 271 CGCUGUAGGCAUAAAUUGGUA 328
AMO06753-55 |(NAG37)csccuguagGfCfAfuaaauugguas (invAb) 272 CCCUGUAGGCAUAAAUUGGUA 334
AMO06776-SS éiﬁ§§5)S(anAb)SguggacuquUfCfucaauuuucus(l 273 |GUGGACUUCUCUCAAUUUUCU 302
AM0G777-5s | NAG23) s (InvADb) scgcuguagGiCiAfuaaauugguas (1 o) |- coyGUAGGCAUARATUGGUA 328

nvAb)
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ArenTel PHKu npoTmB BIB, OIMCaHHEE B HaCTOAULleM OOKYMEeHTe,
obpasynTca IOyTeM COeIMHEeHMS AaHTHMCMEICJIOBOM Lelr ¢ KoIupylleh
lLIenbo. Komupymwoma g lenb, comepxanasd IOCIenoBaTeJIbHOCTE,
OpuBeleHHyD B Tabauile 4, MoxeT OBTL TUOPMAOM3MPOBaHa C Jiodon
AHTMCMEICJIOBOM llellblo, coIepXxallel II0CJIedoBaTeJIbHOCTL, IIPpUBeIeHHYIO
B Tabauie 3, IOpM YCIOBMM UTO JIOBe IIOCJIENOBATEJBEHOCTU UMEKT
oBJlacThb, Ha 1o MeHLIIen Mepe OKOJIO 85% KOMILJIEMEHTAPHYI
HelpepHBHOM HYKJIeOTUOHOM IoclemoBaTelbHoCcTM M3 16, 17, 18, 19,
20 mim 21 HYyKJIeOoTHUIA.

B HeKOTOpPHX BapMaHTax OCYIIeCTRJIEHVSI aHTUCMEBICJIOBasa lelb
areHTa PHKu noporms RIB, OIIMCAHHOT'O B HacCcToOdleM ITOKYMEHTe,
OTJIMYaeTCH Ha 0, 1, 2 MJIN 3 HYKJIEOTHUIA oT Jnobon nus
mocjiefoBaTeJIbHOCTEN aHTUCMHCIIOBOV 1LenM, IIPpMBEeOeHHHX B Tabiauie 3.
B HeKOTOPHIX BapMaHTax OCYIMEeCTRBJIEHMSI KOOMPYKIMasa lLelb areHTa PHKu
npoTuke BI'B, ommMcaHHOTC B HACTOAMEM JIOKyMeHTe, oTJndyaeTrcsa Ha O,
1, 2 iy 3 HYKJIeOoTHIa OT JdoM M3 IIoCJeloBaTeJIbHOCTelM KoIMpyolmeln
LIEM, [IPMBEIEeHHEX B Tabjauie 4.

B HeKOTOpPHX BapMaHTax OCYIIeCTRJIEHVSI aHTUCMEBICJIOBasa lelb
areHTa PHKu IIPOTUB BRI'B COOEPXUT JIOVIO n3 HYKJIEOTUIHEIX
mocjiefoBaTeJIbHOCTEM, TINPeOCTaBJIEHHEIX B Tabiamie 3. B HEeKOTOPHX

BapMMaHTaxXx OoOCylleCTBJIEeHMA aHTUCMECJIOBad ILellb al'€HTa PHKu IIPOTHE

BI'B COOEPXMT IIOCJIENOBATEJLHOCTE HYKJIEOTHMOOB (oT 5'-koHua =2 k 3'-
kouuy) 1-17, 2-17, 1-18, 2-18, 1-19, 2-19, 1-20, 2-20, 1-21, 2-
21, 1-22, 2-22, 1-23, 2-23, 1-24, 2-24, 1-25, 2-25, 1-26 wuuu 2-
26 moboM M3 NOCJeOOBaATEeJILHOCTelM, NPeICTaBJIeHHHX B Tabiule 3.

B HeKOTOpPHX BapMaHTax OCYyWeCTBJIeHMA KoOupyilas Lelb aleHTa
PHKu IIPOTUB BI'B COOEPXUT JIIOBVYIO ns HYKJI€OTUIOHEIX
IOCJIENOBATENBHOCTENY, IIpelCTaBJIEHHEX B Tabmuiue 4. B HeKOTOPHX

BapMaHTax OCVYIEeCTBJIeHMA Kooupykilaa ek areHrTa PHKu npoTtme BI'B

COIEPXUT IIOCJeNoOBaTelJlIbHOCTEL HYyKJIeOoTUunok (oT 5'-koHua =2 k 3'-
Kkouuy) 1-1v7, 2-17, 3-17, 4-17, 1-18, 2-18, 3-18, 4-18, 1-19, 2-
19, 3-19, 4-19, 1-20, 2-20, 3-20, 4-20, 1-21, 2-21, 3-21, 4-21,
1-22, 2-22, 3-22, 4-22, 1-23, 2-23, 3-23, 4-23, 1-24, 2-24, 3-
24, 4-24, 1-25, 2-25, 3-25, 4-25, 1-26, 2-26, 3-26 wmm 4-26

B0 M3 IOCJIeNOoBaTeJIbHOCTEN, NpeNCcTaBJIeHHHX B Tabiuie 4.
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B otrHomeHMM areHToB PHKM npormr BI'B, OINMCAHHEX B HaCTOAIEM
OOKYMEeHTe, HYKJIEOTMIO B IIOJIOXEeHMM 1 aHTMCMHCJIOBOM UenoM (or 5'-
KOHLla = K 3'-KOHIY) MOXeT OHTL aBCOJIOTHO KOMIJIEMEHTAaPHEM I'eHY
BI'B wmiM MOXeT OHTHL He KOMIJIEMEeHTapHEM TeHy BI'B. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIeHMS HYKJIeOTHI B MOJOXeHMM 1 aHTUCMEICJIOBOM
uenu (oT 5'-xoHUa = K 3'-KOHLY) OpencrTaBjdeT cobtoim U, A wmmm dT.
B HekKOTOpPEIX BapMaHTaxX OCYIEeCTRBJIEHMS HYKJIEOTUI B IIOJIOXEeHUM 1
AHTMCMEBICJIOBOM L€l (or b5'-xoHLa =2 K 3'-KOHIY) dpopMHpyeT C
KOOUPpYKIe! Lenbl Dapy ocHoBaHMM A:U muiam U:A.

B HeKOTOpPHX BapMaHTax OCYIIeCTRJIEHVSI aHTUCMEBICJIOBasa lelb
areHTa PHKm npotmuB BIB cCcomepXuUT IIOCJIeNOBATEJIEHOCTL HYKIIEOTUIOR
(o 5'-koHIAa -> K 3'-koHLY) 2-18 WJIN 2-19 Jrodom nus3
IocjiefoBaTeJIbHOCTEN aHTUCMBICJIOBOM Lelu M3 Tabauie 3. B HeKOTOPHX
BapMaHTax OCVYIEeCTBJIeHMA Kooupykilaa ek areHrTa PHKu npoTtme BI'B
COIEPXUT IIOCJIeIOBaTeJIbHOCTL HYKJIeOTUIOB (oT 5'-xoHuma =2 k 3'-
koHty) 1-17 wmiam 1-18 mgwobol M3 IIocjeloBaTelIbHOCTeM KoOupyllen
nenu m3s Tadbamus 4.

B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB
BKJIIOUAET B cebsa (1) AHTUCMEICIIOBYI lenb, comepxamyn
[IOCJIeNOBATEeJILHOCTE HYKJIeOTUINOB (oT 5'-KoHLa =2 K 3'-kxoHIy) 2-18
i 2-19 Jgoboy M3 IocJedoBaTeJIbHOCTEeM AaHTHUCMEBICJOBOM Lendu U3
Tabamuuel 3, M (il) xomupywomywo lLelb, CcomepXallyld I0CJIedoBaTeJIbHOCTD
HYKJIeOTHOOB (oT 5'-koHLIa =2 k 3'-koHLY) 1-17 mwm 1-18 Jsoboil us
mocjiefoBaTeJIbHOCTEN KoIMpyomeM Lenlu M3 Tabauusl 4.

Kommpywmasa Ilernb, comepXamasa IIOCJIeOORaTeJIbHOCTE, IMIPUBEOEHHVYID
B Tabauue 4, MoxeT OHTH ITHUOPUMAOM3IUPOBaHa C J0OOOM aHTUCMECJIOBON
llenbio, coIepXaley I[IoCJIedoBaTeJIbHOCTL, IIpMBeleHHY B Tabiauie 3,
Oopr YCJIOBUMM UTO IBe IIOCJIeIOBATEJIbEHOCTM UMMelT o6JacThk, Ha IIo
MeHbIlel Mepe O0kKoJIO 85% KOMIIJIEMEeHTAaPHY HelpepHBHOM HYKJISOTUMIHOM
nocjiemopaTeJibHoCcTM M= 16, 17, 18, 19, 20 wnmmm 21 HYyKJIeoTHIA.
[MTpuMepH CTlapeHHEIX mocjienoBaTeJILHOCTEN, O0BD0O3HaAUEHHEIX
MIOEHTUOUKAILIMOHHEMMY HOMepaMM OYILJIEKCOB, IIOKa3aHH B Tabiuile 5.

B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB
comepxmuT JoboM U3  OVIJIEKCOB C MISHTUOUMKAIMOHHBEIMM  HOMEepaMM,

IIpenCTaBJIEeHHEIX B HacToAdleM JOKYMEeHTe. B HeKOTOPEIX BapMmaHTax
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ocymecTBJeHMd areHT PHKu npotus BI'B  cocromT ™M3  JioBOTO U3
OYILJIEKCOB C UOeHTUOUKaALMOHHEIMIA HOMepaMu, [pencraBJIeHHEIX B
HacToAlleM OOKYMeHTe. B HeKOTOPHEX BapMaHTax OCYIEeCTBJIeHMI al'eHT
PHKu IIPOTUB BI'B COOEPXUT HYKJICOTHMIOHLIE [IOCJIeIOBAaTEJILHOCTHU
KOOUPYOIEer ILeor M/UIM aHTUCMECJIOBOM Leldr JIOoTo U3 IOYIJIEKCOB C
UOeHTUOUKaALMOHHEIMIA HOMepaMu, [perncTaBJIeHHEX B HaCTOd1IeM
OOKYMeHTe. B HeKOTOPEX BapMaHTax OoCylleCTBJIeHUA aTl'eHT PHKM nporms
BI'B COIEepXUT HYKJIEOTUIHHE II0CJIeIOBaATEeJILHOCTM KOoIUMPpYIIey Lelu U
AHTMCMEICJIOBOM Lenu JodoTo M3 OYILJIEKCOB C MISHTUOMKAIIMOHHBMMA
HOMepaMM, IIpeldCTaBJIeHHEX B HaCTO4dlleM OOKYMEeEHTe, U HalleJIMBaKIyi
TPYIIY W/UIXM CBASHBaLIY TPYINY, IpHMUeM HalleJuBaomasg TpyIna
u/nnm CBA3HBaKIA L I'pylina KOBAJIEHTHO CBA3aHa (T. e.
KOHTBOTUPOBaHa) C KoIMpyoIel lLelbld WIXM aHTUMCMHCIOBOM Ilelbild. B
HEKOTOPHX EBapMaHTax ocylleCcTrRJIeHMd ar'eHT PHKwm nportme BI'B CcomnepXuT
MOOMOUUIMPOBAHHEE HYKJIEOTHUIHEE II0OCJIeOOBaATeJIbHOCTHY KOoIUPpYIeN Lelu
¥ aHTUCMHCJIOBOV lienu JiodoTo U3 IOYILJIEKCOB C MWISHTUOUKAIIMOHHBMM
HOMepaMM, IIpencTaBJIeHHEX B HacCTodlleM OOKyMeHTe, B HeKOTOPHX
BapraHTax OCylmeCTBJIeHUA areHtT PHKu IIPOTUB BI'B COOEPXUT
MOOMOUUIMPOBAHHEE HYKJIEOTHUIHEE II0OCJIeOOBaATeJIbHOCTHY KOoIUPpYIeN Lelu
¥ aHTUCMHCJIOBOV lienu JiodoTo U3 IOYILJIEKCOB C MWISHTUOUKAIIMOHHBMM
HOMepaMM, IIpeldCTaBJIeHHEX B HaCTO4dlleM OOKYMEeEHTe, U HalleJIMBaKIyi
TPYIIY W/UIXM CBASHBaLIY TPYINY, IpHMUeM HalleJuBaomasg TpyIna
U/WUIM CBA3HBamad TpPyIlla KOBaJIEeHTHO CBS3aHa ¢ KOoIOUPYKIeNr Lelbilo
MM aHTUCMBICJIOBOM Lellbilo.

B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB
COOEPXUT AHTUCMEICJIOBYIO Lelnb u KOOUPYIIIYIO e, MMenmmue
HYKJIEOTUIHEIE [IOCJIEDOBATEJIbLHOCTHU JIIOOOTO n3 OVIIJIEKCOB
AaHTMUCMECJIOBAA lelb/KoIupyimasd ILelb M3 TadauMus 5, U OONOJHUTEJILHO
COOEPXUT HalleJIMBalIly I'pynmy, [IpencTaBJIdIy0 cobom JIMTaHLng
aCHaJIOTJIMKOIIPOTEMHOBOT'O pelellTopa.

B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB
CONEPXUT AaHTHUCMBICJIOBYK LEelb M KOOUPYRIYK lelb, KWMeolre JIOyn M3
HYKJIEOTUIOHEIX mocJjiefoBaTeJIbHOCTEN AHTUCMEICJIOBOM nenmu u/nnm
Kooupyomen Lenm JIOOTO nus OYIIJIEKCOB nus T aOJIMLIEL 5, "
OOTIOJIHUTEJILHO COOEPXUT HalleJMBaKIIyl TPYIINY, BHOPaAHHYID M3 TPYIIIIH,

cocrodmen U3 (PAZ), (NAG13), (NAG13) s, (NAG18), (NAG18) s,
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(NAG24), (NAG24) s, (NAG25), (NAG25) s, (NAGZ26), (NAG26) s,
(NAG27), (NAG27) s, (NAG28), (NAG28) s, (NAG29), (NAG29) s,
(NAG30), (NAG30) s, (NAG31), (NAG31) s, (NAG32), (NAG32) s,
(NAG33), (NAG33) s, (NAG34), (NAG34) s, (NAG35), (NAG35) s,
(NAG36), (NAG36)s, (NAG37), (NAG37)s.

B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB

COIOEepPXNT AHTVICMBEICJIOBYIO IIeIlb " KOIMPYRIIYIO ellb, MeKmme
MOHM@MHMPOBaHHHe HYKJIeOTIVIHEE II0CJIenOBaATEJIEHOCTU Jobomn nus
HYKIJIIEOTUMIHEIX mocJjiegopaTeJIbHOCTEN AHTUCMEICJIOBOM Ieliln M/MHM

KoOupyolme Lenm Jodoro M3 IOYIJIeKCOB M3 Tabjauupl 5.

B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB

COIEepPXUT AHTMCMEICJIOBYIO Lelnb u KOIVPYIIYIO lelnb, Memme
MOIVOUIIMPORBaHHEE HYKJICOTUIOHEE [IOCJIeIOBaTEeJIbHOCTHU Jobomn ns3
HYKJICOTUIHBIX mocJjiegopaTeJIbHOCTEN AHTUCMEICJIOBOM Lenm n/miam
Kooupyomen Lenm JIOOTO nus OYIIJIEKCOB nus T aOJIMLIEL 5, "

OOIOJIHUTEJILHO COINePXUT HalleJIMBakllyld TPYIIIYy, IpeldcTaBJdLmyl cobol
JIMT'aH acUaJIOIUIMKOIIPOTEMHOBOT'O pelerTopa.

B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB
COOEPXUT JI0OOM M3 IOYIJIeKCOB M3 TabJauib 5.

B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB

COCTOUT M3 JIOOTO M3 OYIJIEKCOB M3 TabIMIE 5.

Tabmuita 5. IllpuMepd OYILJIEKCOB areHTa PHKu nportur BIB.

UpoenTndémxarop MoenrudmuraTop MpenTugniaro NnenT™ndmraTo
NneHTHOMKAT A HTYMCMECTOBOM IS — NneHTNdMKaAT P S ——
op AOymiekca op OYILUIeKCca| aHTMCMEICJIOBO

uemm uemm 5 merm uenm
AD03498 AM0O3508-AS AM04445-5S AD04426 AMO05623-AS AM05622-SS
AD03499 AM04441-AS AM04444-5SS AD04427 AMO05623-AS AM05624-SS
ADO03500 AM04442-AS AM04444-5SS AD04428 AMO05626-AS AM05622-SS
ADO03501 AM04443-AS AM04444-5SS AD04429 AMO05626-AS AM05624-SS
AD03738 AM04768-AS AM04767-SS AD04430 AMO05628-AS AM05627-SS
ADO03739 AM04769-AS AM04767-SS AD04431 AMO05054-AS AM05629-SS
AD03967 AM04443-AS AM05010-53 AD04432 AMO05054-AS AM05630-SS
AD03968 AMO5011-AS AM05010-53 AD04433 AMO05631-AS AM05048-SS
AD03969 AM04443-AS AM05015-58 AD04434 AMO05632-AS AM05048-SS
AD03970 AMO5011-AS AM05019-55 AD04435 AMO05633-AS AM05048-SS
AD03971 AMO5012-AS AM05015-58 AD04436 AMO05635-AS AM05048-SS
AD03972 AM04443-AS AM05016-SS AD04437 AMO05634-AS AM05048-SS
AD03973 AM04443-AS AM0O5017-58 AD04438 AMO05637-AS AMO05636-SS
AD03974 AM04443-AS AM05018-58 AD04439 AMO05638-AS AMO05636-SS
AD03975 AMO5013-AS AM05015-58 AD04440 AMO5058-AS AM05639-SS
ADO03976 AMO05014-AS AM05019-55 AD04441 AMO5057-AS AM05639-SS
AD03977 AMO5013-AS AM0O5017-58 AD04442 AMO5057-AS AM05640-SS
AD03978 AMO5013-AS AM04444-5SS AD04511 AMO05747-AS AMO05746-SS
AD04001 AM0O5052-AS AM05034-55 AD04570 AMO5011-AS AM05856-SS
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AD04002 AMO5053-AS AM05034-55 AD04571 AMO05849-AS AM05856-SS
AD04003 AM0O5054-AS AM05046-5S AD04572 AMO05850-AS AM05856-SS
AD04004 AM0O5052-AS AM05047-55 AD04573 AMO05851-AS AM05857-SS
AD04005 AMO5055-AS AM05064-5S AD04574 AMO05852-AS AM05857-SS
AD04006 AMO5056-AS AM05048-5S AD04575 AMO05853-AS AM05858-SS
AD04007 AMO5057-AS AM05048-5S AD04576 AMO05854-AS AM05858-SS
AD04008 AMO5058-AS AM05049-55 AD04577 AMO5011-AS AM05859-SS
ADO04009 AMO5056-AS AM05050-55 AD04578 AMO05850-AS AM05858-SS
ADO04010 AMO5060-AS AM05063-55 AD04579 AMO05014-AS AM05347-SS
ADO4176 AMO05351-AS AM05346-5S AD04580 AMO05855-AS AM05347-SS
AD04177 AM04443-AS AM05347-55 AD04581 AMO05860-AS AMO05063-SS
AD04178 AMO5011-AS AM05347-55 AD04583 AMO05862-AS AM05868-SS
AD04412 AMO5011-AS AM05606-5S AD04584 AMO05863-AS AM05868-SS
AD04413 AMO5011-AS AM05607-5S AD04585 AMO05864-AS AM05869-SS
AD04414 AMO5608-AS AM05606-5S AD04586 AMO05865-AS AM05869-SS
AD04415 AMO5011-AS AM05615-55 AD04587 AMO05862-AS AM05870-SS
ADO4416 AMO5609-AS AM05616-SS AD04588 AMO05863-AS AM05871-SS
AD04417 AMO05610-AS AM05616-SS AD04590 AMO05867-AS AMO05063-SS
AD04418 AMO5611-AS AM05616-SS AD04591 AMO05860-AS AM05872-SS
ADO04419 AM05612-AS AM05616-SS AD04592 AMO05054-AS AM05879-SS
AD04420 AMO05613-AS AM05616-SS AD04593 AMO05873-AS AM05880-SS
AD04421 AM05614-AS AM05616-SS AD04594 AMO05874-AS AM05880-SS
AD04422 AM0O5054-AS AM05617-5S AD04595 AMO05875-AS AM05881-SS
AD04423 AM05618-AS AM05046-5S AD0459%6 AMO05876-AS AM05881-SS
AD04425 AMO05621-AS AM05620-53 AD04597 AMO05873-AS AM05882-SS
NneHTHOMKAT
NneHTHOMKAT op UpoenTndnxarop
op AOyIIeKca aHTHUCMHCIOER KOOUPYKUSH LIS
oM uernm
AD04598 AM05874-AS AM05883-SS
AD04599 AM05877-AS AM05620-SS
AD04734 AMO6074-AS AM05869-SS
AD04771 AM06142-AS AM06146-SS
AD04772 AM06143-AS AM06147-SS
AD04773 AM06144-AS AM06146-SS
AD04774 AM06145-AS AM06148-SS
ADO04775 AM06145-AS AM06149-SS
ADO04776 AM05850-AS AM06150-SS
ADO04777 AM05854-AS AM06151-SS
AD04778 AM05854-AS AM06152-SS
AD04822 AM06222-AS AM06146-SS
AD04823 AMO5609-AS AM06150-SS
AD04871 AM06281-AS AM06287-SS
AD04872 AM06282-AS AM06288-SS
AD04873 AM06283-AS AM06288-SS
AD04874 AM06284-AS AM06289-SS
AD04875 AM06285-AS AM06290-SS
AD04876 AM06286-AS AM06291-SS
AD04881 AM06299-AS AM06304-SS
AD04882 AMO06300-AS AM06305-SS
AD04883 AMO06301-AS AM06306-SS
AD04884 AM06302-AS AM06307-SS
AD04885 AMO06303-AS AM06308-SS
AD04962 AM05864-AS AM06146-SS
AD04963 AM05855-AS AMO05607-SS
AD04981 AMO06463-AS AM06150-SS
AD04982 AM06464-AS AM06150-SS
AD04983 AMO06465-AS AM06150-SS
ADO05069 AM06604-AS AM06603-SS
ADO0O5070 AMO6606-AS AM06605-SS
ADO0O5071 AMO6608-AS AM06607-SS




AD05072 AMO5011-AS AM06609-553
AD05073 AMO6611-AS AM06610-S53
AD05074 AM06612-AS AM06150-S53
AD05075 AM06614-AS AM06613-553
AD05076 AMO6616-AS AM06615-553
AD05077 AM0O6618-AS AM06617-S3
AD05078 AM06620-AS AM06619-553
AD05147 AMO6751-AS AM06750-S53
AD05148 AM06606—-AS AM06752-S53
AD05149 AMO6751-AS AM06753-55
ADO5164 AM06282-AS AM06776-53
AD05165 AM06606—-AS AMO06777-S3
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B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB

I1oJIy4YanT I InpenojiararnT B BHIOE COoJIM, cMelmaHHOM COJIMn W

CBOBOOHOM KMCJIOTH. ATeHTH PHKM, omoMcaHHBEE B HacTOdIeM OOKyMeHTe,

IpY »OOoCTaBKe B KJIETKY, DSKCIpeccHupyomyn IreH BI'B, MHTUOMPYIT WM

YMEHBIIAT SKCIPEeCCUI OIOHOTO MM 0OoJjlee TeHOB BIB in vivo.

Hauesnueawmme T'PYIIIIE, CBA3BBaKIMe T'OYIIIIEI " JOoCTaBJIAIVIE

Hecylre Ccpensl
B HeKOTOPHX BapMmaHTax ocylecTBJieHMda areHT PHKu npoTtms BIB

KOHTEIRI'MPOBAH C onoHOM JIn toJiee HeHYKJIeO TV IOHBEMM I'pyIirnaMi1,

BKJIKYUAaA, fes OI‘paHMT{eHMﬁ, HalleJIMBallyn T'pyIIny, CBA3BIBAIIYO

TPYINY, OOCTaBJIAKNMY [IOJMMEep MWJIM IOCTaBJIAKIYID HecCcylyio cpeldy.

HenykJjieoTHnHasa I'pyIllla MOXeT YCHIIMBATE HalleJlMBaHMe, ITOCTaBRY WIIMA

[IprucoenoMHeHne areHra PHKu. [ToMMe PRl HalleJIMBAaMMUX TPyl n
CBA3EBAKIMX ITPYIII OpencTaBJjieHsl B 2 Tabjule 6. HeHyKJIeoTHIHAaA
Tpymna MoXeT OHBTHL KOBAaJIEHTHO CBsS3aHa C 3'- u/uim 5'-KoHIIOM JI0OOM
u3  KOoOMpylmeW Leny UW/UIM  aHTHUCMBICJIOBOW  LIemu. B HeKOTOPHX
BapraHTax OCylmeCTBJIeHUA areHtT PHKu IIPOTUB BI'B COOEPXUT
HEHYKJIEOTUIHYO TPYyIny, CBA3aHHYD c 37— W/ niam 5'-xKoHIIOM
Kooupyrmen Lnenm. B HEeKOTOPEIX BapMraHTax OCYIeCTRBJIEHN A

HeHYRJIeOTHMIHaAd TIT'PYyIllila CBA3aHa C 5'-xoHLIOM KO,JII/IpyIOH_[eIZ nelll areHTa

PHKu npoTtus BI'B. HenywkijeoTumHad TI'pYyIla MOXEeT OHTL HANOPAMYyD WK

OIIOCPeIOBaHHO CBA3aHa C areHToOM PHKu [IOCPenCTBOM

J'H/IHKepa/CBF[SBIBaIOH_[eﬁ T'PYIIIIEL. B HeKOTOPEX BapMaHTaX OCYyIeCTBJIEHNA

HeHYKJIeOTMIHaA I'pyIilia CBA3aHa C areHTOM PHKmu IIOCpelCTBOM

HeyCTOMUMBOM, pacHelligeMo MIM 0o0paTHuMOM CBA3M MM JIMHKepa.
B HeKOTOPHX BapMaHTax OCYMeCTBJIeHMA HeHYKJIeOoTMIOHasa Tpylla
ycuamBaeT ¢QapMaKOKMHEeTHUEeCKMe WM OMopaclhpenesMTeJIbHEe CBOMCTBA

areHTa WJIM KOHEBOI'aTa PHKwu, K KOTOpOMY OHa IIpMCOelIlMHEHa, IOJI4

ITIOBHINIEHNM A KIJIIETOUYHO— JIn TKaHeCHeLU/I(]_)I/IT{eCKOI‘O paclipenejleHnA u
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KJIETOUHOCHEIUPUUECKOTO 3axBaTa KOHBOTaTa. B HEKOTOPHX BapMaHTax
OCYIIECTRBJIEHMA HEeHYKJIeOTHUOHAad TpYyIlla YCUIMBaAeT SHIOOLUMTO3 al'eéHTa
PHKu.

Hanenueawnmme TPYHONE WM HalleJUBawimye (parMeHTH YCUJIMBAT
bapMakKoOKMHeTUMUEeCKMe WM OuopaclnpeleJMTeJIbHEEe CBOMCTBa KOHLIOIATAa,
K KOTOPHBM OHM NPUCOEIMHEHH, OJfA YJIYUIeHUS KIEeTOUHOCHeUMPUUECKOTO
paclipenejyieHUA u KJIETOUHOCHEIUPUUECKOTO 3axBara KOHEBOI'ATAa.
HallesJuBawnmasa Tpylla MOXeT OHTL OOHOBAJIEHTHOM, IBYXBaJIeHTHOM,
TpexBaJIeHTHOM’, YeTHpexBaJIeHTHOM WJIN MMEeTb DoJiee BEICOKYIO
BaAJIEHTHOCTEL . TUIMUHLEE HalleJUBawiivMe TPYIINHE BKIOUAKT B ceba, 0es
oTpaHuuYeHuM, coenMHeHMsa ¢ addMHHOCTRIO K MOJIEKYJIe KJIeTOUHOM
[IOBEPXHOCTHU, JIMI'aHIOLE KJIETOUYHLEIX pPELelTOpOB, TarnTeH, aHTuTesNa,
MOHOKJIOHAJIbLHEE aHTUTeJla, OparMeHTH aHTUTEeJ]l UM MUMETHUKM aHTUTeJ C
addMHHOCTEID K MOJIeKyJaM KJIeTOUHOM TIOBEPXHOCTH. B HeKOTOPEIX
BapMaHTax OCYIeCTBJIeHKWA HalleJiMBawpllada I'pyIlllla CB4d3aHa C al'eHTOM
PHKu ¢ nomompln JIMHKEpa, Takor'o kKak I3 JiMHKep WM OIOHa, IOBe WU
TPM JIMIIEHHHE a30THUCTOTO OCHOBAHUA U/WIKM  PUOUTHLHE (IumeHHa s
a3’0THUCTOTO OCHOBaHMA pubdoza) T'PYIIIEL . B HeKOTOpPEX BapuaHTax
OCYIIECTRJIEHMA HalleJiMBawollad I'pyIllla COLEPXUT KJacTep IIPOUI3BOIOHEIX
raJJakKTO3H.

ArenTel PHKu npoTmB BIB, OIMCaHHEE B HaCTOAULleM OOKYMEeHTe,
MOTYT OHTbL CHMHTE3MPOBAHH C HaJMUMeM PeaKUMOHHOCIOCOOHOW TIPYIIIH,
TakoM KakK aMMHOTpyIna, Ha b5'-koHle. PeaklMOHHOCIOCOBOHas TpyIia
MOXeT I[IPUMMEHATLCHA IJIA IIOCJIeOyIero IPUCOeOMHEeHMd HalleJIMBaKeIlo
bpparmMeHTa C VCIIOJIE 30BaHUEM CIIoCcoBoB, TUIIMUHEIX OJIisa OaHHOM
obrnacTu.

B HeKOTOPHX EBapMaHTax OCYWMeCTBJIEHMA HallejMBawllad I'pylilia
COOEPXUT JIMI'aHI acCHuaJIOTJIMKOIPOTEMHOBOI'O pelelTopa. B HEKOTOPHX
BapMaHTax OCYIEeCTBJIeHMI JIMI'aHI acHMaJIOIUIMKOIPOTEMHOBOI'O pelernTopa
BKJIUaeT B ceb®d WIM COCTOUT M3 OTHOTO WM OoJiee MNIPOU3BOIHBIX
raJJakKTO3H. I[Ipy  MCIHOJIE30OBaHMUM B HacToglleM ITOKYMEeHTe TEepPMUH
KIIPOUBRBOOHOE TraJlakTO3ED» BKJIOUAET TaJlakTo3y nu [IPOU3BOOHEIE
TaJIakKTO 3k, MMemnmre adPMHHOCTE K aCHaJIOTJIMKOIIPOTEUHOBOMY
PelenTopy, PAaBHYD WIM IIPeBRHMAKINYH addMHHOCTEL TajlakKTo3bl. I[IpUMepH
[IPOUBBOOHOTO TalJIakKTO3E BKJIOUAKT, Bes OTpaHMUEHUN: rajakTrosy,

TajlakTo3aM1H, N-popMmIITajakTO3aMUH, N-aueTuarajlakTo3aMUH, N-
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IPOIMOHUII-TaJlakKTo3aM1H, N-H-OyTaHOMJITalaKTo3aM1H u N-
n300yTaHOUJITaJlaKTO3aMUH (cMm., HalpuMep : Iobst, S.T. and
Drickamer, K. J.B.C. 1996, 271, ©686). B pmaHHOM of0JjlacTM M3BECTHH

[IPOMBBOIOHEE TaJJaKTO3E M KJIACTEPH I[IPOMBBOIHEX TI'aJlJaKTO3E, KOTOPHE
MOXHO MCIIOJIE30BRAaTE MOJIS HalleJIMBaHMA 1in Vvivo OJIMI'OHYKJIEOTHMIOB MU
IPYIMX MOJIeKYJI B OTHOMEeHUM IedeHM (CM., HaOpuMep, Baenziger and
Fiete, 1980, Cell, 22, 611-620; Connolly et al., 1982, J. Biol.
Chem., 257, 939-945) . [Mpon3BOOHHE TajlakTO3H  [IPUMEeHAJM  OJdA

HalleJIMMBaHMA MOJIERYJI Ha I'ellIaTOUVTEL in vVivo IIOCpelCTBOM 17928

CBA3HBaHUA C acraJIoTJIMKOIPOTEMHOBEM pelenTopoM (ASGPr),
SKCIPEeCCUPOBaHHEM Ha [IOBEPXHOCTHU TernaTolMTOB. CBA3LHBaHME
JurangoB ASGPr ¢ ASGPr(s) CIIOCODCTBYET  KJIETOUHOCIEUUPUUHOMY

HalleJIMBaHMI Ha T'ellaTOUMTEL M SHIOCLUMTO3IY MOJIEKYJIEL B TI'ellaTOLUVMTEHL.

Jmrauner ASGPr MOTYT OHTE MOHOMEPHBIMU (HanmpyMep, WMeTb OJIHO
[IPOM3BOIOHOE TaJJaKTO3H) W MY JIb TVYME PHEIMU (HanpuMep, UMeThb
MHOXECTBO IIPOUBBONHHX I'aJlaKTO3H) . [I[pOM3BOOHOE TaJlaKTO3H WM

KJIacTep OPOM3BOIOHEIX TajlaKTO3H MOXeT OHTL OPpUMCcOoedMHeH K 3'-KOHLY
WM 5'-KOHIY IMOJIMHYKJIeOoTMOa PHKM C IIOMOWEBI CIOCOOOB, M3BECTHHX B
ODaHHOM ob6JjacTu. IloJiydeHMe HaleJMBalMUxX TPYIN, TakMx KaK KJIacTepH
NPOMSBOOHEX TajlaKTO3kH, OINMCcaHo, HaIpuMep, B 3agBKax Ha IIaTeHT
CIA M 15/452,324 wu 15/452,423, coIepXxaHMe KOTOPHX I[IOJHOCTLIO
BKJIDUCHO B HACTOAmMMM OOKYMEHT IIYTEM CCBHUJIKM.

B HacTodmeM  OOKyMeHTe KJjacTep IPOUSBOOHEX TaJlaKTO 3k
COTEPXUT  MOJIEKYJIY, VMMEeKRmyln OT OBYX OO  UeTHpexX  KOHIEBHX
IPOUSBOOHEX TaJIaKTO3H. TepMUHAJILHOE IPOU3BOOHOE TaJlaKTO3H
IpUCOeOMHEeHO K MOJIeKyJle IIOCPeImCcTBOM CBOETO aToMa yIulepoma C-1. B
HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMA KJacTep IMIPOM3BOOHHX TIallaKTOS3H
npencraBjgeT cobon TPUMEP IPOU3BOOHOTO TaJlaKTO 3k (Takxe
HasLBAEMHY TpexXxaHTeHHBEM IIPOM3BOOHEIM ITaljlakKTO3H MM TPpeXBaJlIeHTHHEM
IPOM3BOOHEM TajlakKTOS3H) . B HeKOTOPHX BapMaHTaxX OCYIEeCTBJIEHMS
KJIacTep MNPOMU3BONOHHEX TIajlakKTO3H COIepPXRUT N-alleTrJTajlaKTO3aMMHE. B
HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMA KJacTep IMIPOM3BOOHHX TIallaKTOS3H
comepxuT Tpu N-alleTUJITrajlaKTo3aMHKHa . B HeKOTOPHX  BapHraHTax
OCVYIIECTBJIEHMA KJlacTep IIPOM3BOIHHEX TajlakKTO3H MIpencTaBjgeT cobomn
TeTpaMep IPOU3BOOHOTO TaJlaKTO3H (Takxe Ha3LIBaeMBI

UeTHPpEXaHTeHHEM IIPOMSBOOHEM I'aJIaKTO3EI JIn UeTHpeXBaJIeHTHEM
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IIPOMBBOOHEM I'aJlakKTO3H) . B HEKOTOPHX BapMaHTax OCyWeCTBJIeHUI
KJIacTep IIPOU3BOIHEIX TaJjlaKTO3E COOEPXUT yeTnpe N-
aueTuirajakTo3aMMHEa .

B HacToAleM OOKYyMeHTe TPUMED IPOUBBOOHOTO TaJjlaKTO3E
COOEPXUT TPU IIPOMIBOIOHEIX IT'aJlaKTO3E, KaXIoe M3 KOTOPEX CBA33aHO C
LIeHTpaJlbHOM TOUKOM BeTBJIeHMA. B HacTodmeM HIOKYMEeHTe TeTpaMep
IPOM3BOOHOTO TI'aJIaKTOSBE COOEPXUT UYeTHpe IIPOM3BOOHEIX I'aJlaKTOSEH,
Kaxmoe M3 KOTOPHX CBA3aHO C LEeHTPpaJIbHOWM TOUKOM BETBJIEHUA.
[IpOoM3BOAOHEE TallaKTO3H MOTYT OHTE [NIPMCOeOMHEHH K IlLIeHTpaJIbHOM
TOUKE BETBJIEHMSA I[IOCPEeICTBOM aToOMOB yrJiepoma C-1 caxapumoB. B
HEKOTOPEIX BapMaHTaxX OCYIECTBJIEHMA IIPOM3BONHEE TIaJlaKTO3LE CBA3AHL
C TOUKOW BeTBJIEHMA IIOCPEICTBOM JIMHKEPOB MM CIelCepoB. B
HEKOTOPHIX BapMaHTax OCYIIECTBJIEHU A JIMHKED VI criemcep
npelcTaBJIAeT COOO¥ TUOKMM ITHUIPOOMIILHHM cCHeMcep, Takou xak II9T'-
rpynmna (cM., HaopuMmep, naTedHT CHIA W 5,885,968; Biessen et al. J.
Med. Chem. 1995 Vol. 39 p. 1538-1546). B HeKOTOPHX BapuaHTax
ocymecTBJIeHMa I[I5T' choelcep HOpelcTaBigeT cobou II5T'; crnedcep. Touka
BeTBJICHMA MOXeT MNpelACTaBJIATE CcoboM Jmdyln Mallylk MOJeKyJy, KoTopas
[IO3BOJIAET I[IPUCOEOUHUTL TPM IIPOUIBOIHEIX I'aJJaKTO3H M OOIOJIHUTEJLHO
[IO3BOJIZET IIPUCOENMHUMTEL TOUKY BeTBJIeHMA K are”HTy PHKu. Ilpumepom
TPYIIIE TOUEeK BETBJIEHUA aBJgeTcda OUITU3UH VI OUIJyTaMaT.
[lprcoenMHeHMe TOUKM BETBJIEHMI K areHTy PHKM MOXeT OCyWeCTBJIATLCH
[IOCPenCTBOM JIMHKEepa VI crielcepa. B HEKOTOPHIX BapMaHTax
OCymMeCTBJIEHUA JMHKEep WIM CIelcep COIepPXUT TUOKUM TUAPOGUIIEHEN
crneMcep, TakoM Kak, 0es orpaHmueHui, II9I' crnercep. B HeKOTOPHIX
BapMaHTax OCYMeCTBJIeHUA JIMHKep COOEPXUT XeCTKUM JMHKep, TaKou
KaK LIUKJIMUYeCcKada TIpyldla. B HEeKOTOPHX BapMaHTax OCylleCTBJIEHUA
IPOU3BOIHOE TaJjlaKTO3E COOEPXUT VI COCTOUT ns3 N-
aueTuIrajakTo3aMMHa . B HEKOTOPEX BapMaHTax OCYINECTBJIEHUA KJIACTEP
IIPOU3BOIHEIX TaJjlaKTO3E COCTOUT ns3 TeTpaMepa IPOUBBOOHOTO
TajlakKTO3H, KOTOPHM MOXET MNPeACTaBRJIATE COOOM, HalpuMep, TeTpaMep
N-aluerTmnrajakTo3aMMHa .

B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHU A OIIMCAaHEL
dpapMalleBTHUECKME KOMIIO3MUMM OJ4 OOCTaBKM aT'eHTa PHKm nporme BIB
B KJIETKY IeueHM 1in vivo. Takye QapMaleBTUUeCKMVe KOMIIOSUIUU MOTYT

BKJIIOUATE B cebsg, Hanpmumep, areHtT PHKu IIPOTUB BI'B,
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KOHBOTYMPOBAHHE C KJACTEPOM MIPOMBBONHEX TaJJaKTO3H. B HEKOTOPHIX
BAapMaHTax OCYMEeCTBJIEHUA KJACTep IIPOM3BOINHEIX TAaJIJaKTO3H COCTOUT U3
TpyMepa IIPOM3BOINHOTO  TaJlakKTO3H, KOTOPHM MOXeT [pelCTaBJIATH
cobo¥, HaopuMmep, TpuMmep N-alleTumirajlakKTo3aMMHa, WM TeTpaMmepa
MIPOMB3BOOHOTO  TaJIaKTO3H, KOTOPHIM  MOXeT MNpelCTaBJATL  Cco0oM,
HamnpuMep, TeTpaMep N-alleTuarajakKTo3aMuHa .

HauejnrBaomye TPYIINE BKJoOYaoT B cebsa, 0O6e3 oTrpaHUUeHUH,

(PAZ), (NAG13), (NAGI3)s, (NAG18), (NAG18)s, (NAG24), (NAG24)s,

(NAG25), (NAG25) s, (NAGZ26), (NAG26) s, (NAG27) | (NAG27) s,
(NAG28) | (NAG28) s, (NAG29) | (NAG29) s, (NAG30) | (NAG30) s,
(NAG31), (NAG31) s, (NAG32), (NAG32) s, (NAG33), (NAG33) s,
(NAG34), (NAG34) s, (NAG35), (NAG35) s, (NAG36), (NAG36) s,

(NAG37), (NAG37) s, (NAG38), (NAG38) s, (NAG39) m (NAG39)s. B
OaHHOM 006JacTM M3BEeCTHH IOpyIMe HalleJMBakmye TPYINOE, BKJIoOYAaLD
HalleJMBalmMe JIMTAaHOBE, OpelcTaBijdomnme coboy kKJjacTep TrajlaKTos.

B HeKOTOPHX BapMaHTax OCYIIEeCTRBRJIeHVA CBA3HBaKasag Ipylina
KOHBOIMPOBaHa ¢ areHToM PHKm. Cea3pBanmasg Tpylla CIoCOOCTBYeET
KOBAaJIEHTHOMY CBA3HBAHMK AareHTa C HalleJuBawmeX TPYINON WK
IOOCTaBJIAKRINM IOJIMMEPOM WM IOOCTaBJIAKIEeN Hecymen cpemomn.
CeaAspHBaKImAas I'pyllla MOXeT OBTB CBA3aHa ¢ 3'- wiu 5'—-KOHLOM
KoOupyllmen Lely WM aHTUCMHCIIOBOM lLenM areHTa PHKuM. B HeKOTOPHX

BapMMaHTaxXx OCyleCTBJIEHMA CBAS3SEBaAKIaAd TI'pPYyIllla CBA3aHa C KO,JIT/IPYIOU.[eﬁ

11elbo areHTa PHKu. B HEKOTOPHX BapMraHTax OCVYIIeCTBJIEHUA
CBA3HBaKmMAA TpPyIla KOHBOIMpoOBaHa ¢ 5'- mam 3'-KOHIOM KOIMPYIOMEN
11enm areHTa PHKu. B HEKOTOPHX BapMraHTax OCVYIIeCTBJIEHUA

CBA3HBaKMAL TpPyIlda KOHBOIMPpOBaHa ¢ 5'-KOHIOM KOOMPYKMel Lelu
areHTa PHKm. [IprMepH CBA3HBAKIIMX TPYIII BKJIOUAT, Hes
OTpaHMUeHUM: pPeaKIUMOHHOCIIOCODHEEe TPYINH, TakMe KaK I[IepBUUHHE
aAMMHEl M aJIKMHE, aJIKMJIbHEIE TPYIINE, JMIEHHHEE a30TUCTOTO OCHOBAHMA
HYKJIEO3SMOH, pPUOMT (JMIIeHHAaS as30TUCTOTO OCHOBaHMS pudosa) WU/ Uiu
[I3T'-TPyIIEL .

JIMHKep MM CBA3HBaKmMAag TI'pyIda OpelcTaBlfgeT coboM coelVHeHM e
MexOy  OBYyMS aToMaMu, KOTOpoe CBA3HBAET OOHY MHTepeCyK Iyl
XYMUUECKYID TPYINY (Takyion Kak aredHT PHKuM) wMIM cerMeHT C »OpyTokn
MHTepecylel XUMUUeCKOM TPYINoM (TakoM kKak HalleJMBaKmasa Tpylla

WV OOCTaBJISIMNM HOJ'H/IMep) MM CeI'MeHTOM IIOCpelCTBOM OOHOM WJIN
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DoJiee KOBAaJIEHTHHIX cpAazen. HeycroluugBoe coeIVHeHMe COMEepPXUT
HeyCTOMUUBYID CBA3L. CoeIMHeHMe MOXeT Heo0sa3aTelIbHO BKJOYATL B
cebd crneMcep, KOTOPHM yBeJMUMBaeT paccTosaHue MeXnoy OIBYMS
COeIVHEHHEMM  aToMaMu. Crmerncep  MOXeT OOTIOJIHUTEJILHO MNOBHIIATH
TUOKOCTL M/UJIM OJUHY coedrHeHUs. CHelcephl MOT'YT BKJOUATL B cedd,
Des oTpaHuuYeHuM, aJIKMUJIbLHEIE TPYIIH, aJIKEHWUJIbHEIE TPYIIIH,
AJIKVMHWIIE HEE TPYIIIH, apwuJibHEE TPYIIH, apaJiKMJIbHEE TPYIIH,
apajIKeHWUJILHEE TPYHONE M  apajIKMHWUIIBHBEIE TPYIHINBE, KaxkIas W3 KOTOPHX
MOXeT comoepXaThk OIMH MWiIM 0oJiee TeTepoaTOMOB, TeTEepPOLIUKIIOR,
AMMHOKMCJIOT, HYKJIEeOTUIOB M caxXapuioB. CHelcepHbe TPYINE XOPOIo
M3BECTHEL B OaHHOM ofJlacTM ¥ IIPMBEeIOeHHHM  BHIIE CIIMCOK  He
npenHasHaueH JIS OTpaHuueHMIa obbeMa OaHHOTO ONMCaHWAg.

Jiobada ns3 HYKJICOTUIHEIX [IocJjlenoBaTeJIbHOCTEN areHTa PHKu
IIPOTUR RI'B, [IePEeUMCJIEHHEX B TabJmiax 3 " 4, Kak
MOIUOUUNPOBAHHEX, TakK ¥ HeMOIMOUUMPOBAHHEX, MOXeT COIOepXaThb
HalleJIMBaKMyln TPYINOY W/MIM CBA3HBALIYD IPynny Ha 3'- wumm 5'-
KOHUe. JloBad M3 I[IocJenoRaTeJJbHOCTeM areHTa PHKum nportus BIB,
[IEPEUMCIIeHHEX B Tabimmiax 3 u 4, KOoTopas COIOEpXUT HalleJIMBaKIYyo
TPYIIYy U/MIXM CBS3HBalmyln IPYNNy Ha 3'- wuiIM 5'-KOHLEe, MOXeT
aJlbTePHATUBHO He CcoIepXaTh HalleJMBalMyln IPYNNY M/UIM CBS3HBALIYO
TPYIIY Ha 3= WJIN 5'-koHUIe WJIN MOXeT comepxaThb OIpYyTVR
HalleJIMBaKMyln TPYINOY W/MIM CBA3HBALIYD IPynny Ha 3'- wumm 5'-
KOHIle, BkKJWOUadg, ©0e3 orpaHMUeHMuM, TPYIIOH, IOoKa3zaHHHe B Tabaule 3.
Jiobo M3 IOYyILJIeKCOB areHTa PHKu npoTtus BRIB, [OepeuMCJIEHHHX B
Tabanilie 5, MOOMIUUIMPOBAHHEM MJIN HeMOOUOUIIMPOBAHHEI, MOXeT
OOMIOJIHUTEJIEHO COOepXaTh HalleJMBalyln TPYINY W/UIM CBI3LBaKIYIO
Tpynny, BKJouasa, ©0es3 oT'paHMUYeHMM, TPYINOBE, IIOKa3aHHbEe B Tabjulle
3, ¥ HalleIMBawomas TI'pylla WJIM CBA3EBaKmad TIpyllda MOXeT OHTH
nprucoenmMHeHa K 3= WJIN 5'-xoHLIY Kooupyomen Lerm WJIN
AHTMCMEICJIOBOM LleNM OyIlJekca aTeHTa PHKu npotme BIB.

[MpuMeps HalleJMBAaKIMX TPYIN M CBASEBAKIMX ITPYIN IpelcTaBJIeHH
B Tabauie 6. B Tabimuue 4 T[OpelcTaBJIEHO HECKOJBKO BapMaHTOB
OCYMeCcTBJIEHMA KOOIUPYIMMX Leled areHTa PHKu npotwus BIB, HMMeEKOMIUX
HalleJIMBaKIyw TPYINY WJIM CBA3HBAKIYK TPYINY, CBA3aHHyKR C 5'- wim

3" -KOHIIOM.
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Tabnuia 6. CTPYKTYPH, npencTaBJIARIME pasJInyHbEe

MOHM@MHMPOB&HHBIG HYKJI€eOTIVIOEL, HalieJIMBaKnmmMe T'PYIINIE VM CBA3EBBaKINMEe

TPYIIIL.
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HpM PacCIIOJIOXEeHNY BHYTPM OJIMT'OHYKJIeOTHIIA :
COELMHEHUE C S'-KOHLOM

OnuroxykneoTuaa
o
ol
~P—
A ©
o)
coeMHeHe ¢ 3'-KOHLIOM
ONUroHyKneoTnaa
(invADb)

HpM PacCIIOJIOXEeHNY BHYTPM OJIMT'OHYKJIeOTHIIA :
COefMHEHME C 5'-KOHLOM

ONUrOHYKNeoTHaa
5
o]
A °
o
COEAMHEHNE C 3'-KOHLIOM
ONUTrOHYKNeoTuaa
(invAb) s

[Ipy pacrojiokeHUM Ha 3'—-KOHIEe OJIMI'OHYKJIeOTUIA:
COEANHEHUE C 5'-KOHLOM
ONUroHykneoThaa

AN

HO 0
(invADb)
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B kaxIol 3 MOpPpUMBEIEHHHX BHIle CTPYKTYP M3 Tabmuuel 6 NAG
comepxuT N-alleTuJITallakKTo3aMUH MIM OpyToM JmuTaHn ASGPr, kak Oyner
IIOHATHO CpellHeMy CHelraJluMcTy B  HOaHHOM  ofBjacTu, noaJjexammi
IPUCOEOMHEHNID C YUETOM BHIICIEPEUMCIIEHHEX CTPYKTYP ¥ ONMCaHuA,
NpMBEeOeHHOTO B HaCTOdleM  OOKyMeHTe. Hanpumep, B  HEKOTOPHX
BapMaHTax ocCcymecTBJeHMAI NAG B CTPYKTypax, I[IPUBENEHHEHX B Taljule

6, HOpencTaBJieH cJelyllel CTPYKTYPOM:
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OH\(O

HO NH

Y

(N—alleTHJTrajJlakKTo3aMMH )

OH

Kaxmgemt (NAGx) MoOXeT OHTH IIPUCOeIMHeH K areHTy PHKM nOpoTuB
BI'B mnocperncTBoM QochaTHOM TPYINH (Kak B (NAG25), (NAG30) wm
(NAG31)) wmam ¢dochopoTHoaTHOM TpyIne (kak B (NAG25)s, (NAG29)s,

(NAG30)s, (NAG31l)s mam (NAG37)s), WIM OpYyTOM CBA3HBAKIEN TPYIIIH.

dochaTHaa rpynmna dochopoTHOaTHASA TPYIINA

MOXHO MCHIOJIE30BaATE M OPYyTMe CBASHBAKIMEe TPYIINLE, WM3BEeCTHHE B
OaHHOM o06JacTH.

HDocTapjdgrlMe HecyllMe Cpenh

B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMI OOCTABJIANIYID HEeCYIIY
cpeny MOXHO MCIIOJIB30BaAThL OJ4d OOCTaBkM areHTa PHKmM B KJIeTKy WK
TKaHb. JocTapJjfglmasda Hecylasd cpela OpencTaBJigeT coboM coeluHeHUe,
KOTOopoe yJlydllaeT HJoCTaBKy areHrTa PHKm B xJeTky WJIM TKaHb.

HocTapjganlad Hecyllad cCcpela MOXeT BKJIOUAThL B ceba MM COCTOATH

us, Be3  OTpPAHMYEHUI: noJMMepa, TAKOTO Kak  aMpuraTmudeCKUn
[IOJIMMER, MeMOPaHHO-aKTUBHOTO noJMMepa, nenTmuna, nenTmuoa
MeJIMTHHE, MeJMTUMHONoOnoOHOoTO nentmma (MLP), Junompma, oOpaTHMo
MOIOUGMIMPOBAHHOTO IoJiMMepa WM nenTmuna, NI oBpaTmUMo

MOOUOUUIMPOBAHHOTO MeMOPaHHO—-aKTUBHOTO IIOJIMaMUHA .

B HeKOTOPEX BapMaHTax OCylleCTBJIeHMA areHTH PHKM MOXHO
KOMOMHMPOBATEL C JIMIIMIOaAMM, HaHOUacTUlaMM, I[IOJMMepaMu, JIMIIOCOMAaMy,
MHULIeJIJIaMM, onpochaTUIMIIX OJIMHAMA (DPC) WM  OPpYITMMM  CHUCTeMaMu
OOCTaBKM, IOOCTYIHEMM B IaHHOM ofJjacTu. AreHTH PHKM Takxe MOTYT
OHITE XUMHWUECKM KOHBIOTHMPOBAHHE C HaleJVMBAKIIMMKY TPYIHINIaMM, JUOUIaMA
(BRJIOUA S, Des oTpaHuuYeHuM, XOJIeCTeprH " NPOU3BOOHEE
XOJIeCTepuHa ), HaHouacTHLaMu, IIoJIMMepaMu, JIMIIOCOMaMy, MUIIeJJlaMu,
DPC (cMm., HalIpUMep, WO 2000/053722, WO 2008/0022309, WO
2011/104169 m WO 2012/083185, WO 2013/032829, WO 2013/158141,
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Kaxmasd M3 KOTOPHX BKJOUeHa B HaACTOAMMM OOKYMEHT IIYyTeM CCBUIKM)
WM OPpYyTUMM IOOCTYNHHMM B HaHHOM 0OOJIaCTM CHUCTeMaMM HOOCTaBKU.

dapMalleBTUUEeCKMEe KOMIIOBUIIMM M COCTAaBEH

ArenTel PHKu npoTmB BIB, OIMCaHHEE B HaCTOAULleM OOKYMEeHTe,
MOTYT OHTE IIOJIYUeHH B BuUIe O(apMalleBTHUUECKMX KOMIO3ZMUIUNW WU
COCTaBOB. B HeKOTOPHEX BapMaHTax OCYIECTBJIEHMA OQapMalleBTUUYECKHUE
KOMIIO3UILIMM BKJIOUAKT B Ccebsa IO MeHbIeM Mepe OIOMH areHT PHKu
IIPOTUR RI'B. o2TU bapMalleBTUUECKUE KOMIIO 3ULIUN, B YJacTHOCTH,
VCHOMB3YITCA IJ8 MHTUOMPOBAHUA BKCIpeccCUM LejleBoM MPHK B KJeTKe-
MMUIIeHM, TpyIle KJIeTOoK, TKaHM WMIM OopTraHM3Me. JdapMalleBTHUUECKHUe
KOMIIOBZULUUY  MOXHO  IIPMMEHATL OJ4 JieueHud CyOLeKTa, MeKeI o
3aboJIeBaHMe WMJIM PacCCTPOMCTBO, TIIPM KOTOPOM CHMXeHMe KOHIeHTpaluu
nejero MPHK mMiIM MHTIUOMPOBaHME BKCIPEeCCHUMM LeJIeBOTO T'eéHa OKaxerT
OJIaronpuATHOES BIIMAHNE. dapMalleBTUUECKUE KOMIIO 3L MOXHO
IPMMEHATL JIA JIeUeHMA CyOBeKTa, Y KOTOPOT'O MMEEeTCd PUCK pasBUTUL
3ab0JIeBaHUA WMJIM PacCTPOMCTBa, IIPU KOTOPOM CHMWXeHMe KOHIEeHTpaluu
nejero MPHK mMiIM MHTIUOMPOBaHME BKCIPEeCCHUMM LeJIeBOTO T'eéHa OKaxerT
OJIaronpmMATHOE BJMAHME. B  OODHOM BapMaHTe OCYIMECTBJIEHMA CIOCOD
BRJIIOUAET BBeOeHUe areHra PHKu IIPOTUB BI'B, CBA3aHHOTO C
HalleJuBaKnlMUM  JIMIT'aHIOOM, Kak oIMcaHO B  HacCTodmeM LOOKyMeHTe,
nopgjiexallemMy JIeUeHHUIO CYyODBEeKTY . B HEeKOTOPEIX BapMraHTax
OCYIEeCTBJIEHUSA OIVH NN BoJiee bapMalleBTUUYECKHA nprueMJIeMEIX
SKCLUMIIMEHTOB (BKJIOUAA HeCcymue Cpens, HOCUTeN M, paszbaBuTeln u/MUiIn
OOCTAaBJIAKIME I[IOJIMMEDPE) IOoOaBJIAKT B dapMalleBTUUECKMEe KOMIIO3ULNN,
BKRJIIOUA A areHtT PHKu IIPOTUB BI'B, TaKMM oBpasoM bopmmpy A
bapMalleBTUUECKMM COCTap, MNIpUMEeMJIEMHM [OJIA [OOCTAaBKM UeJIOBeKYy 1n
vivo.

dapMalleBTHUECKME KOMIIOZULUYM, KOTOPEE BKJIOUAKT B cebd areHT
PHKu mnpotue BI'B, ¥ CHOCOOH, OINMCAHHEE B HaCTOAlleM IJOKYMeHTe,
MOTYT CHWXAaTh KOHIeHTpalubo LejdeBol MPHK B KJeTKe, TpyIle KJIETOK,
TpYyIIle KJIETOK, TKaHM WIM CyObLeKTe, BKJIOUaA: BBeIeHUE CYOLEKTY
TepaleBTUUYEeCK 5SPOEeKTUBHOTO KOJMUECTBa OINMCAHHOTO B HaCTOLIlEM
IOOKyMeHTe are”Hta PHKm noportms BI'B, TakKMM 00pasoM UHIUOMPY A
SKCHOpeccHuio LejieBoM MPHK y cyBbekTa.

B HEeKOTOPEIX BapMraHTax OCYIEeCTBJIEHUSA OIIMCaHHLEEe

@apMaueBTquCKme KOMIIOBUILIMKM, BKJKUaKIMe B ce®dga areHT PHKu IIPOTHE
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BIB, WUCIOJNB3YITCA  IJIA  JIeUeHMA WM KYIUPOBaHUA KJIIMHUUECKUX
IPOSABJIEHMM, CBA3aHHEX C UHbexumer BIB. B HeKOTOPHX BapraHTax
OCYIIECTRJIEHUA  TepareBTUUeCKM WM OpodMIIaKTHUUeCKr 5OOeKTUBHOE
KOJIMUYECTBO OOHOM MM ©OoJee M3 QpapMalleBTUUECKMX KOMIIO3UMLUUNM BBOIAT
CyOBeKTy, HyXIDaKnleMyCcd B TaKoOM JIeUeHUH, [penoTBpalleHUM  MJIU
KYIMPOBaHUM . B HEKOTOPHX BapMaHTax OCYIECTRBJIEHVA BBelOeHMe JIOOTO
U3 OIMCaHHEX areHToB PHKu nportur BI'B MOXHO MCIOJIB30BAThL OJid
YMEeHbIIeHMUS uucia, TIKeCTH U/UIM YaCTOTH CHMITOMOB 3abojieBaHUS VY
cybrBeKTa.

OnvcaHHEEe QpapMalleBTHMUeCKMe KOMIIO3ULINWM, BKJOUasg areHT PHKwu
OpoTHE BIB, MOXHO IMNIPMMEHATHL OJ4 JleueHUd 110 MeHbIeM Mepe OIHOTO
cCUMIITOMa Yy CyOBekKTa, HuMekmero s3adojieBaHMe WMIM PacCTPOMCTBO, IIPU

KOTOPOM CHMXEHME WM MHIMOMPpOBaHMe SKchopeccuu MPHK nportus BIB

OKaxeT OJIaTONIPUATHOE BJIMAHUE . B HEKOTOPEIX BapMaHTax
OCVYIIECTRBJIEHUSA CYDOBEeKTY BBOOAT TepalleBTUUEeCKU 20beKTUBHOE
KOJIMUECTBO omHOM MJIN BoJiee bapMalleBTUUECKUX KOMIIO 3ULINM,

BRJIOUW AN X B cebsa areHtT PHKM nOpoTuB BI'B, TakuM  oBpasoM
OCYIEeCTRBJIAA JieUeHMe CHUMITOMa. B IOpyIrMx BapMaHTax OCyIeCTBJIeHUA
CYyOBEeKTY BBOLNAT IIPOQUIIAKTUUECKM 3OPeKTHUBHOE KOJMUECTBO OIOHOTO
unn o6oJjiee areHtob PHKu npoTtus BI'B, TakuMM o0pas3oM OpemoTBpamas IIo
MeHbBIIeM Mepe OOVH CUMIITOM.

Criocod BBeIeHuA NpencrapjdgeT cobomn nIyThb, [IOCPEenCcCTBOM
koToporo areHT PHKu nOpoTme BI'B OpMBOODAT B KOHTaAKT C TeJioM. B
LIeJIOM CIOCOBE BBeIeHMA JIEKAPCTBEHHHX CPEeOCTB U HYKJIEMHOBEX
KMCJIOT HOJIA JIedeHMsa MIeKONUTalMMX XOPOoMOo M3BeCTHH B HaHHOU
oBjacTM M MOTYT OBITE NpUMeHeHE  IJIg BBeIeHuA KOMIIO 3ULINM,
OINMCAaHHEIX B HacTodmeM IOOKYyMeHTe. ArenTH  PHKwu IIPOTUR RI'B,
OIIMCAaHHEIE B HACTOAINEM IOOKYMeHTe, MOXHO BBOIMTL I[IOCPEOCTBOM
JII0B0TO IPMUEMIIEMOTO criocoba B penapare, CIIEIIMAaJIEHO
NpenHasHauYeHHOM oJiAa KOHKPETHOTO criocoba. Taxkmum oBpasoM,
ONMCaHHEHE B HaCTOMdlleM IOKyMeHTe {dapMalleBTUUECKME  KOMIIO3ULIUNU
MOXHO BBOIUTHL nyTeM MHBEKLIUN, HallpuMep, BHYTPMUBEHHO,
BHYTPMMEIIEYUHO, BHYTPHMKOXHO, IIOOKOXHO, BHYTPUCYCTaABHO NN
BHYTPUOPKIIMHHO. B HEKOTOPEHX BapMaHTaX OCYIMEeCTBJIEHMA OIMCAaHHLBE B
HacToAlleM IOOKYMeHTe bapMalleBTUUECKUE KOMIIO 3L BBOIOAT

IIOCpelCTBOM IIOOKOXHOM MHBEKILIUNA.
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dapMalleBTUUECKME KOMIIO3ULINWM, BKJIKUaKIMe B cebia areHT PHKu
IpOTUB BI'B, OIIMCAaHHEMN B HacTOoAlleM IOOKYMEHTE, MOTYT OBITE
OOCTAaBJIEHH B KJIIETKY, TPYHINY KJETOK, ONyXOJIb, TKaHb WU CyOBLeKT C
MCIIOJIE30BaHMEM CIIOCODOB OOCTABKM OJIMI'OHYKJIEOTHIOOB, M3BECTHHX B
OaHHOM ofjacTu. B LejoM J0O0M NpUMeMJIEMHM CIIoco®, MCIOJb3YyEeMHM B
ODaHHOM of6JlacTM OJIS OOCTaBKM MOJEKYJE HYKJIEMHOBOM KUCJIOTH (in
vitro mim in vivo), w™MoxeT OBTL amalTHUpPpOBaH IJSA IIPUMMEeHeHUSa C
ONMCaHHBEMMA B HaCTOAlleM OOKYMEHTE KOMIIO 3L AMHA . Hanpuwmep,
OocTaBKa MOXeT OCYIIECTBJIATHECHA [IyTeM JIOKAJILHOTO BBEeOEeHUA

(Hanpmmep, HpHMOﬁ VMHBEKINV, VMIIJIaHTallMV WJIMM MeCTHOIO BBeHeHMH),

CUCTEMHOTI'O BBeIcHNA JIn IIOOKOXHOTO, BHYTPMBEHHOTO,
BHyTpM@pIOLHMHHOI‘O 7 JIn IIapeHTepaJlb HEIMIM criocoBamy, BRJIOUAa A
BHYyTpHMUEpPEIIHOE (HaanMep, BHYTPHMXEJIYyOIOUKOBOE,
VMHTPpAallapeHXVMMaTO3HOE " MHTpaTeKaJ’IbHoe) 7 BHYTPVIMBEIIECWHOE
TpaHCcOepMaJIEHOEe, VMHT'aJIAIVMOHHOE (a@pOBOﬂbHoe) 1 HasaJIEHOE,
IIepopallbHOE, PeKrTalJlbHOE I MeCTHOE (BRJIOUA A OyKKaJIbHOE u

CyOJIMHI'BAJIbHOE) BBeleHMe. B oOlpellelIeHHEX BapMaHTax OCyleCTBJIEHNSA
KOMIIO3UILIMYM BBOOAT IIyTeM IMIOOKOXHOWM WM BHYTPUMBEHHOW MHOY3UM WU
VHBEKIIUHA .

COOTBEeTCTBEHHO, B HEeKOTOPEIX BapMraHTax OCYIIeCTRBJIEHU A
ONMCaHHEHE B HaCTOMdlleM IOKyMeHTe {dapMalleBTUUECKME  KOMIIO3ULIUNU
MOTYT  COOepXaTb omouH WM BoJjiee  dapMaLEeBTUUECKM  [IPMEMIIEMEIX
SKCUMIIMEHTOB. B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHMA OIMCaHHEE B
HacToAmeM  OOKYMeHTe  papMalleBTHUUECKME  KOMIIO3ULMM  MOTYT OBITE
IPUTOTORJIEHE IJIA BBEOEHUA CYOLEKTY.

B HacToAmeM IOOKyMeHTe dpapMalleBTHUECKAA  KOMIIOZMUMA UM
JIEKapPCTBEHHOE CPeICTRBO BKJIIOUAET B cebsa bapMakoOJIOTUUECKHN
2bbeKTMBHOE KOJIMUECTBO IIO MeHbIeM Mepe OIJHOTO M3 OIMCaHHHX
TepaleBTUUECKUX COeIMHEeHMM UM OoOuH uIn 0oJiee QapMalleBTUUEeCKU
NpMEeMJIEMEIX SKCIUUIMEeHTOB. dapMalleBTUUECKM IIpUMeMJIeMble SKCLUUIMEHTEH
(PKCUMIIMEHTH) OPpedCTaBJART CoOOV BemecTBa, OTJIMYHHE OT aAKTUBHOTO
bapMalleBTUUECKOTO MHITpPpeOueHTa (A0U, TepaleBTUUECKOE CPeIOCcTBO,
HanpuMep areHT PHKu nporme BI'B), KOTOPHE HaMEPEeHHO BKJIOUEHH B
cHucTeMy OOCTaBKU JIEKAPCTBEHHOTO CpeIcCTBa. SKCLMUIIMEHTH He
OKAaS3HBaKT WM He I[pelHas3HaueHH IJId OKAa3aHMA TepalleBTHUUeCKOI'O

BO3OEeMCTRUA B HpeHyCMOTpeHHOﬁ Jo3e. OKCLUMUIIMEH TH MOTWYT a)
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CIIOCODCTBOBATH obpaboTke CHUCTEME OOCTaBKU JIeKapCTBEHHOTO
CpencTBa B IIpOollecce TIIOJYUeHUsd, b) BamMmaThk, ODOONEPXMBATH WK
[IOBHIATL CTaOMJIBHOCTE, BMONOCTYIIHOCTE WMJM I[IE€PEHOCHMMOCTE  AdHU
maluvMeHTOM, C) COHOeMCTBOBATL oOlIpelelJIeHMd I[IOIJMHHOCTM MIPOIYKTa
"/ Min d) YCUIJIMBATH JIOVIO IPYITYI XapaKTepUCTURY obmen
Des30oracHoOCTH, HSOOEeKTUBHOCTHU, OOCTarBkM ADM BO BpeMA XpPaHeHUHd WIn
opuMeHeHUI . Q®apMalleBTUUeCKM IIPUMeMIIeMbl SKCUUIMEeHT MOXeT OHTL WM
He OHTBb MHEPTHHM BeleCTBOM.

OKCUMIIMEHTE BKJIIOUAOT, Bes OoTpaHUUYeHUN YCUIJIUTeJIn
BCacCHBaHUA, aHTHMaOTe3UBH, [IPOTUMEORCIIEHMEBAKIINE aTreHTH,
AHTMOKCUIAHTE, CBA3YKIMEe BemecTBa, 0OybepHEEe areHTH, HOCUTEJU,
[IOKPHEBAKIME AaTl'eHTH, KpacuTesu, VyJydllaolmMve »JOCTaBKYy CpPencTBa,
OOCTaBJIAKRINE [TOJIMMEPHI, OeKCTpaH, OEKCTPO3Y, pazbaBuUTENN,
PaspHXJINTEIIN, SMYJIbETaTOPEL, cyxue pazbaBuUTENN, HaloJIHUTEeJIN,
apoMaTHU3aTOPHE, CIOCOOCTBYKIME CKOJIBXEHUK BENECTBa, YBJIAXHUTEIU,
CMas3HBaKIME BemMecTBa, Maclia, [TOJIMMEPHI, KOHCEPBAaHTEHL, coJleBOM
pacTroOp, conu, pacTBOpUTESIN, caxapa, CyCIeHIVPpYyKIMe aT'eHTH,
MaTPWLE c 3aMeOJIeHHEM BLEICBOOOXIEHMEM, IoncyacTUTEIN,
3aTyCTUTEJIN, PEeTYJIATOPEH TOHMYHOCTH, Hecymue Cpensl,
BOOOOTTAJIKMBAIME al'eHTH M CMauMBalmMe aTeHTEH.

dapMalleBTUUECKME KOMIIO3MIMM, NPUITOIHEE IJIA WHBEKIMOHHOTO
BBeIeHUd, BKJIIOUAOT CTEPWUIILHEE BOIHEIE PacTBOPEH (ecym OHU
BOIOPaCTBOPUMEE) , IV  OUCIEPCUM U CTEPWUIILHEE [IOPOWKNY  IOJIA
IIPUTOTORJIEHMUSA CTEPWUJILHEIX PAaCTBOPOB, WIM OUCIEPCUM IOJIA MWHBEKIUU
HEMOCPEeICTBEHHO IIlepell BBeOeHMeM. [l BHYTPMBEHHOTO BBeIeHUS
IpreMJIEMHEE HOCHUTEJIN BKJIIOUAOT brsMoJIOTMUeCKRUM pPacTBOp,
fakTepuoCcTaTUMUeCcKy Bony, Cremophor ELTM (BASF, 1. Ilapcunasu,
mraT Heio-Ixepcu, CIA) mam dochaTHO-CoOJIeBOM OyvdepHHM pacTeop. OHa
OOJIXHAa OHTL CTabuJIbLHOM B YCJIOBUAX IMIOJYUYEHMSI U XpaHeHMsa U IOJIKHAa
OBITEL  3alMieHa OT 3alpA3HARmeI0  BO3OEMCTBMA MUKPOOPTAaHM3MOB,
TakKMx Kak OakTepum U Tpube. HocuTelns MOXeT OHBHTE pPaCTBOPUTEJIEM
WM IUCIEPCUMOHHOM CpenoM, colepxXalel, HalpuMep, BOOY, STaHOJ,
IOJIMOJI (HanpuMep, TJIMIIEPWH, MIPONIUIIEHTJIMKOJIIb u KUK
MOJIM3TUIIEHTJIMKOJIE) M UX IIPHMEeMIIEMHE CMeCHM. Hajexamas TeKy4decTb
MOXeT OHTE ofecriedeHa, HallpMMeEp, I[IOCPEeOCTBOM IIPMMEHEHMSA BEMECTRB

IOJI4 CO3IIaHMnA OBOJIOUKH, TaKMX KakK JIEeIMTHVH, IIOCpelCTBOM
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nogmepxaHmusa TpebyeMOoTo pas3Mepa UYacTul B CJydYae OWCIepCHuu, a
TAaKXe IIOCPeICTBOM IIPMMEeHEeHMS I[IOBEePXHOCTHO-AKTMBHEX BemMecTB. Bo
MHOTMX CJydaax OyIeT MNIPenOlouYTUMTEeJILHO BKJIOYATE B KOMIIO3MLMI
MB0TOHMUECKKE ATeHTH, HalpyMep caxapa, MHOTOAaTOMHHE  CIMPTH,
TaKMe KakK MaHHUT, CopdOuMT U XJIOPHI HaATpMUAa. [IPOJIOHIMPOBAHHOE
BCacHBaHM1e VHBEKIMOHHEIX KOMIIO 3ULIUI MOXeT BEITE obecreueHo
IIOCPEeNCTBOM BKJIOUEHMS B KOMIIOSMIMI aleHTa, KOTOPHM 3BaMeljgerT
BCACHBaHMeE, HalpuMep MOHOCTeapaTa aJIOMMHMUSA M KeJlaTHMHA.

CTepWJIbHEHE  MHLEKLMOHHHE  PACTBOPE  MOITYT BEITE IIOJIYYUEeHEl
IIOCPEeNCTEBOM BBeOeHMS AKTMBHOIO COeOMHEeHMSa B TpebyeMOM KOJIMUeCTBE
B [NOOXOOANMM PAaCTBOPUTEJIE C OIHMM WJIM KOMOMHAalLMeNM MHIPeIWMeHTOB,
IepeuMCJIEHHEX BHIIE, B 3aBUCUMOCTHU oT HeOoBxXoOMMOCTH, c
nocjenymel cTepuam3almer oouiabTpaluey. o CymecTBY OUCIEPCUM
IoJIyUyamnT IIOCPEeOCTBOM BBEeIEHMA AaKTMBHOIO COeIMHEHUSI B CTEePMJILHYIO
Hecymyn cpeny, KoTopasd COIHEePXUT OCHOBHYID IOHCIEPCUOHHYID Cpely wH
opyrmue TpebyeMele MHIPEIMEeHTH M3 UMcJa [IePeUYMCJIeHHHX BoIle. B
cIyyae CTEePMJIBHEIX IIOPOMKOBR OJIA IOJYUYEHMS CTEPMJIBHEX MHBEKIIMOHHEX
PACTBOPOB CIIOCOOH MHNPMITOTOBJIEHMS BRKJIOUAKT B cebsS BaKYYMHYID CYIKY

M CyOIMMalLMOHHYK CVYIIKY, B pe3syjiETaTe KOTOPHX W3 IIpelBapMTeJIBEHO

CTEepPpMIIM30BaAHHOT'O @MﬂpraHMeﬁ pacTeopa O@p&SyeTCH IIOPpOoImoOK
aKTVMBHOTI'O MHIT'peIMEeHTa u JIIOBOoTO OJOIIOJIHMTEJIEHOIT'O HYXHOT'O
MHT'pedIVeHTa.

CocTaprbl, IMOpuUeMIeMbHe IJIS BHYTPUCYCTABHOTO BBeIeHUS, MOTYT
HaxXoOUTHLCA B (QOopMe CTepMJIBHOTO BONHOTO MpernapaTa JeKapCTBEeHHOTO
CpellCTBa, KOTOPHM MOXEeT HaxOIUTLCHS B MUKPOKPUCTaJlIMUueckKou dopme,
HanpuMmep B bopwme BOIIHOM MUKPOKPUCTaJIJINYeCKOMT CyCIeH3UM .
JINTIOCOMHEIE COCTaBH WM OropasjiaraeMele I[IOJIMMEPHBE CUCTEMH TakKxXe
MOXHO WMCIIOJIL30BATH MOJIA BKJIIOUEHMS JIEKAPCTBEHHOTO CpeIacTBa C ek
BHYTPUCYCTABHOTO M BHYTPMUIJIA3HOTO BBeIeHUS.

AKTUBHEE COEeIOMHEeHVS MOTYT OBTbL COCTaBJIEHH C HOCUTEJISMU,

KOTOPEE OyOoyT 3alliiliaTbk COeIMHEHME OT GBICTpOI‘O BEIBEeII€HMA W3 TeJla,

HallprMep COCTaBE C KOHTPOJIMPY eMBIM BEICBOOOXIEHMEM, BKJIOUAa A
VIMITJIaHT aTEL " MVKPOVMHKAIICYJIMPOBAHHEIE CHICTEeMEI JOCTaBKM. MoryT
MCIIOJIE30BRaTbCHA OUOJIOTUUECKU PazJlaraeMele, OMOCOBMECTHMEIE
IIOJIMMEPEI, Takrme Kakr STVJIeHBMHMIIalleTaT, IIOJIMaHTVMIOPWMIOE,

IIOJIMTIJIMKOJIeBad KMCJIOTa, KoJIareH, HOJ'H/IOpTOS(l)I/IpBI n  IIOJIMMOJIOWHAaA
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KucJoTa. ChelumaJgucTaM B JaHHOM ofJacTtr OyIOyT OUeBUIOHE CIIOCOOH
IIOJIYYEeHM I TaKMX COCTaBOB. B KauecTbBe QapMalleBTHUUECKU IIPMEMIIEMEIX
HOCHTeJIe MOXHO TaKXe MCIOJbL30BaTh JIMIIOCOMHEE CYCHNeH3uMM. Wx
MOXHO noJyuyarThb B COOTBETCTBUU co criocobamu, M3BEeCTHEMU
crnelMaJmMcTaM B JaHHOM o06JlacTM, HalpuMMep, KakK OIMCaHO B IaTeHTe
CIA N 4,522,811,

ArenTH PHKm npotur BI'B MOXHO IIOJIyYaTk B KOMIO3BUIMAX B
eIMHUYUHON DO3MPOBaHHOM bopme o4 IPOCTOTE BBEeOEHMA n
OODHOPOIOHOCTM HOO3H. [HOo3UpOBaHHAA JIEKapCTBeHHad dopMa OTHOCUTCH K
PMBMUEeCKM OUCKPETHEM eIVHMIIaM, OPUTOIOHEM B KaduecTBe eOUHWYHEIX
0o3 mnma cyOwexTa, IDomjexalle'o JeUeHUD; [IPpMUeM KaXOad enouHMUIA
CONEePXUT npenBapmUTesiEHO olpeneJyieHHOoe KOJIMYEeCTBO aKTMBHOT'O
COeIVMHEeHMd, PacCuUuMTaHHOe Ha IIOJIyUeHMe XeJlaeMOoI'0 TepalleBTUUeCKOTO
sdbexTa B CcoUueTaHMM C TpedbOyeMbM OdapMalleBTUUECKMM HOCUTEJIEM.
Creumdpmraluma OJIA OO3ZUPOBAHHEIX JIEKAPCTBEHHEX (OPpM HACTOAMET'O
OIMCaHMA IIPOIOMKTOBaHAa M HEIOCPEeOCTBEHHO 3aBMCHUT OT YHUKAJLHBX
XAPaKTEPUCTUK AKTUBHOTO COEOMHEHUA M TepaleBTUUYEeCKOTO 3ddekTa,
KOTOPHEM HOOJIKEH OHTEH IOOCTUTHYT, M OTPaHMUeHWM, OpUCYmMx o6JacTu

COCTAaBJIEHUS KOMIIOIMUIMNM C TakMM aKTUMBHEM COeIMHeHMeM OJIS JeueHUs

CYyOBEKTOB.

dapMalleBTUUECKASA KOMIIO3ULM S MOXeT comepxaThb opyrue
OOTIIOJIHUT&JIL HEE KOMIIOHEHTH, OBOBEYHO BCTpeUaKnmrecsd B
bapMalleBTUUYECKMX KOMIIO3ULMAX. TaKue OOMNOJIHUTEJIbBHEE KOMIIOHEHTE
BKJIOUAT, Bes  OoTpaHUUEHUN: [IPOTUEO3YIHEE cpencTea, BAXYIIVIE

CpellCTBa, MeCTHHE aHeCTeTUKM WJIM [IPOTUBOBOCIIAJIMTEJILHEE aT'eHTH
(HanmpuMep, AHTUITHCTaMMH, IMOeHTUOPaM/H u T. o.). Takxe
nopenmnoJjlaraeTcsa, UYTO KJIeTKM, TKaHM WIM M30JMPOBaHHEE OpTaHH,
KOTOPHE  BKCIPeCcCUpPYT WIM COoIepXaT  OIMCaHHHe B  HaCTOAMeM
OOKYMEHTE ATEHTH PHK, MOXHO MCIIOJIL30BATE B KavyecTBe
«bapMalleBTUUECKUX KOMIIO3UIIMM». I[IpM MCIOJL30BAHUM B HaCTOAMEM
OOKYMEeHTe  TepMMH «bapMakojioTruecku  sdbekTUBHOE  KOJIUUECTBO»,
«TepaleBTHUeCKM 5bOeKTUMBHOE KOJIUMUECTBO» WJIM IIPOCTO «3bberTUBHOE
KOJIMUECTBO» OTHOCUTCH K TakKoMy KOJMUeCTBY areHTa PHKu, xoTopoe
Io3BOJIAET OOCTUYDL bapMaroJIOTUUIECKOTO, TepaleBTUUeCKOTO NI

npodMIaKTUUECKOTO pes3yJibTaTa.
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[To cymecTBy 50PeKTUMBHOE KOJIUUECTBO AaKTHMBHOTO COeIVMHEeHUI
BymeT HaxXxoIMTLCA B OuarnasoHe oT okoJjio 0,1 no oxojo 100 mMrp/xr
MaccCH TeJla/CyTKM, HaIpuMep oT okojo 1,0 mo okojo 50 MI'/KI' MaccH
TeJla/CYTKM. B HEeKOTOPHX BapMaHTax OCymecTBJeHUd sdPeKTUBHOES
KONMMUEeCTBO AaKTUMBHOTO COelMHeHMs OyIeT HaxXOOMThLCHA B IOMalas3oHe OT
okoJjio 0,25 mo okoJIo 5 MI'/KI MacchH Tejla Ha OOHY HO3y. B HeKOTOPHX
BapMaHTax OCYIleCTBIIEHU A sdbeKkTUBHOE KOJIMYeCTBO aKTUMBHOTO
MHTpelIVeHTa OyIOeT HaxXoIMThbCS B IMalasoHe oT okoJio 0,5 mo okoJjo 3
MT/KT MaccChH TeJjla Ha OIHY M»OO3y. BBemeHHOe KOJIUUECTBO TakKxke,
BEPOATHO, OymeT 3aBUCETEH oT TaKMUxX  TIepeMeHHHX, Kak oOmee
COCTOAgHUE 3O00POBLA nauveHTa, OTHOCUTEJILHAA OroJIoTUUecKas
S20HPEeKTUMBHOCTE OOCTABJIAEMOTO COEeOMHEeHMA, COCTak JeKapCTBEHHOTO
cCpencTera, HaJluuMe W THUIB SKCUUIMEHTOB B CoOCTaBe M Ccroocod
BEelleHUsa. Takke cJenyeT IIOHMMATL, UYTO EBBOIOMMAaSA HaudaJlbHas Jo3a
MOXeT OHTBH YBeJIMdeHa CBepX BHIEYKAa3aHHOT'O BEPXHETO YPOBHSA, UYTOOH
BEICTPO IOOCTUUL TpedyeMOoM KOHIEeHTpallMM B KPOBM MM KOHIEHTpaluMu B
TKaHM, WJIM HauvaJlbHad Jo3a MOXeT OHTL MeHblle OIITUMMAJILHOM.

Oia JjedeHMd 3aboJieBaHUA MM O QOPMUPOBAHUA JIEKAPCTBEHHOT'O
CpelCcTeEa WM KOMIO3MIUM OJIA JIeueHMA 3abojieBaHusa QpapMalleBTHUUECKUe
KOMIIOBUIIWKY, OIIMCaHHEE B HACTOANEM IOOKYMEeHTe, BKJKUYasda areHT PHKu
npoTue BI'B, MOXHO KOMOMHMPOBATH C BSBKCUMIIMEHTOM WMJIM CO BTOPHEM
TepalleBTHUYECKMM areHTOM WU TUIIOM JleueHus, BKJIOUAS, tes
oTpaHMUYeHUM: BTOPOM WM IOpyTrou aredHT PHKM, HM3KOMOJEKYJIAPHOE
JeKapCTBEHHOe CpencTBoO, AHTUTEJIO, bparMeHT aHTUTeJa u/nnm
BaKIVHY .

OnmcaHHLEe aTr'eHTEL PHKu IIPOTUB BI'B pmu noOaBJIeHUN K
bapMalleBTUUYECKM TIPMEMIIEMBEIM 3KCHUIIMEHTaM WJIM aObOBaHTaM MOTYT
OBITEL yYIAaKOBaHH B Ha®OpPH, KOHTEeMHepH, YHNakKOBKM WIM OUCIIEHCEPH.
OnMcaHHEIEe B HacToOdAlleM JOKYMeHTe  (QapMalleBTUUEeCKMe - KOMIIO3ULIUU
MOTYT OHTBE YIAKOBAHE B [IPelIBapMUTEeJIbHO 3allOJIHEHHEE MIOPULE WK
GJIAKOHEH .

CriocoOBrl JIeUeHMSI ¥ MHIUOMpPOBAHME 5SKCIPeCCUU

ArenTel PHKu npoTmB BIB, OIMCaHHEE B HaCTOAULleM OOKYMEeHTe,
MOXHO TIIPUMEHATHE NIJIA JedueHUusa CcyObekTa (HalopuMep, UYeJIOBeKa WM
MJIEKONIMTAKIMETO) , uMepmero 3abdbojieBaHMe WM PacCTPOMCTEBO, npu

KOTOpOM BBeIIcHNME COeIIMHEHNMA oKaxeT GﬂaI‘OHpMHTHoe BIJIMAHNE . B
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HEeKOTOPEIX BapMraHTax OCYIEeCTBJIEHUSA OIIMCaHHLEEe B HacToAleM
OOKYyMeHTe areHTH PHKM MOXHO NPMMEHATH OJA JIeueHUsa CcyOLeKTa
(HallpuMep, UYeJioBeKa), HuMekmero 3abojieBaHMe WM pPacCTPpOWCTBO, IIpHU
KOTOPOM CHMXEHUE WM UHIUOMPpOBaHMe 3sKcIpeccur MPHK BI'B okaxerT
OJIaronpuATHOES BIIMAHNE. CyOBeKTy BBOLOAT TepalleBTUUeCKHU
20PeKTUMBHOE KOJMUECTBO JIOOOI'O OIOHOTO WIM 0OoJilee areHToB PHKwu.
CyOBeKTOM MOXeT ObBTL UeJIOBEK, naluMeHT MM IIalMeHT-UeJIOBEeK.
Cy®BeKT MOXeT MNpelcTaBJIATE Co00M B3pPOCJOTO, IMIOIPOCTKa, pebeHKa
iy MianeHua. OIMCaHHBEEe dapMalleBTUUECKMEe  KOMIOS3MLUMM, BKJIKUYAA
aredT PHKu mnportms BI'B, MOXHO MCIOJL30BaTL B KaueCTBe CIOCOOOB
TepaleBTUUECKOTO JiedeHUa 3abojieBaHUM. TakMe CHOCOOH BKJIOUAT
BBeJeHMe UeJIOBEeKY WIM XUBOTHOMY OQapMalleBTUUECKOW KOMIIO3UIIUN,
ONMCaHHOM B HaCTOAMEeM OOKYMeHTE.

B HeKOTOPHIX BapMaHTax oOcCyllecTBJieHMSa areHTe PHKu npoTtme BI'B,
OIMCaHHEE B HaCTOAIleM IOKYMeHTe, IIPMMEHAT OJA JIeueHUd CyOBeKTa,
VHOUIMPOBAHHOTO BIB. B HEKOTOPHX BapMraHTax OCymeCTBJIEHN A
OnMcaHHEe areHTel PHKu nOpoTtme BI'B IOPpUMMeHAT OJA JeueHMAa IO
MeHBIIEM Mepe OIOHOTO CHUMIITOMa Yy CyOBeKTa, UWMelmero MHbekuuio BIB.
CyBreKTy BBOIOAT TepaleBTUUeCKU DHBOPeKTHMBHOE KOJUUeCTBO JIOOTO
OOHOTO MM OoJiee OIMCAHHEIX areHToB PHKuM.

B HEeKOTOPEHX BapMaHTaxX OCYIeCTBJIeHUA Yy CyDBeKTa MMeeTcda Kak
MHperuma BI'B, Tak u uHbexumsa BID. B HeKOTOPHX BapuaHTax
ocymecTrJieHMd areHTe PHKm nporue BI'B, olMCaHHEE B HaCTOHIlEM
OOKYMEeHTe, I[IPUMeHAKnT OJS JiedeHrs CyOBheKTa, MWHOUIMPOBAHHOTO Kak
BI'B, Tax um BID. B HeKOTOPEHX BapMaHTax OCYIEeCTBJIEHMA OIMCAaHHEE
aredHTel PHKu npoTme BI'B OpMMeHART OJ8 JedeHUA 110 MeHBIel Mepe
OOHOT'O CHMMIITOMa Y CyObBeKTa, uMeplero wuHpexkumo BI'B wmiam  BID.
CyBreKTy BBOIOAT TepaleBTUUeCKU DHBOPeKTHMBHOE KOJUUeCTBO JIOOTO
OOHOTO MM OoJiee OIMCAHHEIX areHToB PHKuM.

B HeKOTOPHX EBapMaHTax ocyllecTrJieHMd areHTH PHKwm nportms BIB
OPUMEHST OJ4 JieueHUud WM KYIMPOBAHUSA KIMHUUECKUX I[IPOABJIEHUN VY
cybbeKTa, MHOUUMPOERBaHHOTO BIB. CyOmekTYy BBOOAT TepalleBTUUEeCKU
S0OEeKTUBHOE KOJIMUECTBO OOHOTO WM 0OoJjiee areHTokr PHKm mnpotue RBIB
WM colepxammux aTeHT PHKu mnportms BIB KOMIO3MUMNM, ONMCAHHEX B
HacToAmeM IOKYMeHTe. B HEeKOTOPEHX BapMaHTaxX OCYIIECTBJIEHMA CIIOCOD

BKJIOUAET BBeIeHMe IoIJjexaleMy JeUeHM CcydbheKTy  KOMIIOSZMIIUM,
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comepxamen areHtT PHKu IIPOTUB BI'B, ONMCaHHLM B HacToAmeM
OOKYMeHTE.,

B HeKOTOPHX BapMaHTaxX OCYIEeCTBJIEHMI YPOBEHL 9SKCIPEeCCUM I'eHa
U/ KOHLeHTpalusa MPHK rTexna BIB y cydbekTa, KOTOPOMY BBOIST
onMcaHHHM areHT PHKu npotus BI'B, CHMWXeHa Ha [0 MeHBIIeV Mepe
okoJio 5%, 10%, 15%, 20%, 2b5%, 30%, 35%, 40%, 45%, 50%, 55%, 60%,
65%, 70%, 7b5%, 80%, 85%, 90%, 95%, 96%, 97%, 98%, 99% wumnum OoJee
99% 1o OTHOWEHMK K CyOBEKTY OO BBeIOeHUS areHTa PHKu nportme BI'B
WM K CyOBeKTYy, He [nojyuvawimemMy aTeHT PHKm npotme BI'B. YpoBeHb
SKCIOPEeCCUM TEeHOB U/UIM KOHUeHTpalumsa MPHK vy cy®bneKTa MOXeT OHTh
CHUXeHa B KJeTKe, TpyIle KJIeTOK U/MIXM TKaHM CcyOnekTa. B
HEeKOTOPHX BapMaHTax OCYIeCTBJIEHN I KOHLIeHTpaumd
DKCIPEeCCUPOBAHHOTO Oejyika TeHa BI'B y cy®beKTa, KOTOPOMY BBOIOWUIIN
onMcaHHHM areHT PHKu npotus BI'B, CHMWXeHa Ha [0 MeHBIIeV Mepe
okoJio 5%, 10%, 15%, 20%, 2b5%, 30%, 35%, 40%, 45%, 50%, 55%, 60%,
65%, 70%, 7b5%, 80%, 85%, 90%, 95%, 96%, 97%, 98%, 99% wumnum OoJee
99% 1o OTHOWEHMK K CyOBEKTY OO BBeIOeHUS areHTa PHKu nportme BI'B
MJIn K CYDBEKTY, He IIoJlyuaniemMy areHT PHKm IIPOTUR BRIB.
KoHlleHTpaumnsa OeJika Y CyObeKTa MOXeT OHTL CHMXEeHa B KJIIETKe,
TpyIle KJIeTOK, TKaHM, KpPOBU U/WIKM OpyToM XKUIKOCTM CyOLeKTa.
Hampumep, B HEKOTOPHX BapMaHTax OCYIIeCTBJIEHUA KOJMUECTBO WM
KOHLIEHTpaluMsa [NOBEPXHOCTHOTO aHTHIeHa TernaTmuTa B (HBsAg) N
cybBeKTa, KOTOPOMY BBOOMJIM OINMCAHHEM areHT PHKum npotur BIR,
CHMXeHa Ha IIo MeHbley Mepe okoJjio 5%, 10%, 15%, 20%, 25%, 30%,
3b5%, 40%, 45%, 50%, 55%, 60%, 6b5%, 70%, 7b%, 80%, 85%, 90%, 95%,
96%, 97%, 98%, 99% wmum O6oJyee 99% IO OTHOMEHMID K CYyOBeKTy IO
BEelleHUsa areHTa PHKu npotme BIB mMIM K CyOBeKTy, He IIoJydyariemy
areHT PHKm nportmB BIB. B HeKOTOPHEX BapMaHTax OCYIeCTBJIeHUA
KOJIMUECTBEO WMJIM KOHIEHTpalud e—-aHTUI'eHa TIernatura B (HBeAqg) N
cybBeKTa, KOTOPOMY BBOOMJIM OINMCAHHEM areHT PHKum npotur BIR,
CHMXeHa Ha IIo MeHbley Mepe okoJjio 5%, 10%, 15%, 20%, 25%, 30%,
3b5%, 40%, 45%, 50%, 55%, 60%, 6b5%, 70%, 7b%, 80%, 85%, 90%, 95%,
96%, 97%, 98%, 99% wmum O6oJyee 99% IO OTHOMEHMID K CYyOBeKTy IO
BEelleHUsa areHTa PHKu npotme BIB mMIM K CyOBeKTy, He IIoJydyariemy
areHT PHKm nportmB BIB. B HeKOTOPHEX BapMaHTax OCYIeCTBJIeHUA

KONMMUEeCTBO WM CHBOPOTOUHAHA KOHUeHTpauua HHK BIB y cyOwekTa,
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KOTOPOMY BBOIMIIM ONMCaHHEM areHT PHKu npoTtmur BIB, CcHMXeHa Ha IO
MeHbIle¥ Mepe okoJio 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%,
50%, b5b%, 60%, 65%, 70%, 75%, 80%, 8b5%, 90%, 9b%, 96%, 97%, 98%,
99% wmim ©OoJjilee 99% 10 OTHOWMEHMI K CyOBeKTYy IO BBeleHMA areHTa
PHKu npotmre BI'B MM K CyObBeKTy, He HojaydawieMy areHT PHKM OpoTHUB
BI'B. VYMeHBIIeHMe [IPUCYTCTBUSA CHBOPOTOUHOM KOHUeHTpaluu IOHK BIB,
BKCIOpeccur TeHa BRIB, MPHK BI'B MIM KOJMYECTB MM KOHIEHTpaluun
Bejika BI'B MOXHO OllIEeHMBAThH criocobamm, M3BECTHEMM B  OaHHOM
oBnnacTM. YMeHbIleHMe WM CHUXEeHMe KOJIMUeCTBa WM KOHIEeHTpalluu
MPHK BI'B, KoJIMUeCTBa WM KOHIEHTPALUM 5SKCIPeCCUPOBAHHOTO OeJika
U/ WUIM KOJIMUeCTBa MJIM CHBOPOTOUHOM KOHIeHTpauum OHK BI'B o600meHHO
B HaCTO4dlleM OOKYMEeHTe Ha3HBaeTCHd YMeHbIleHVeM WJIM CHWXeHreM BIB
WY MHITUMOMPOBAHMEM WM YMeHBIIeHMeM sKchnpeccun BIB.

KileTkr M TKaHM M He OTHOCHAIMEeCHd K UeJIOBEKY OpIl'aHMS3ME

PaccMaTpMBawTCA KIJIIETKM, TKaHM M He OTHOCHANMECHa K UeJIOBeKy
OpTaHM3MEl, KOTOPHE BKJUAKT B cedd TI[IO0 MeHbllel Mepe OOMH U3
AreHTOB PHKu noporms RIB, OIIMCAHHEIX B HaACTOMdIleM IOOKYMEeHTe.
KileTka, TKaHb WJIM He OTHOCAMMMCA K UeJIOBEeKY OpTaHM3M II0JIy4YaloT
IyTeM IOCTaBKM areHTa PHKM B KJIeTKy, TKaHb WJIM He OTHOCANUNUCA K
YeJIOBEKY OPIT'aHM3M.

I[lpencTaBijieHHEE BEIIE BapMaHTE  OCYIECTBJIEHVI U BJIE€MEHTEL
[IoKkasaHe BMeCcTe CO CJlegyniyMM He  MMEKIMMKM OI'PaHUUMTEJIEHOT'O
XapakTepa IIpUMepaMi.

[IpymMepsl

IlIpuMmep 1. Cuaresn areHroB PHKw nporwus BI'B.

[lpuBeleHHEe B Tabjgule b5 OyIUIeKCH areHTob PHKu nportur BIB
CUHTEe3MpOBaJiM, KaK OIMCaHO HUXE.

A. CuuHTes., CMHECJOBHE ¥ aHTUCMEBEICJIOBEE LelM areHTor PHKu
npoTue BI'B CcHMHTesMpoBalIM COTJIACHO aMMnodpochmMTHOMYy MeTomy C
MCIIOJIE30BaHMEM TBepnon basm, [IPpYMEHAEMOMY rpu CHUHTEe3e
OJIMTOHYKJIEOTUIOB . B 3aBUCUMOCTHA oT MacmTaba « MCIOJbL30BAaJIOCH
obopymoBaHue Jubo MerMade96E® (BioAutomation), mmbo MerMadel2®
(BioAutomation), mmbo OP Pilot 100 (GE Healthcare). Cunre=s
OpOBOIMIIM Ha  TBepOoM MOOJOXKe, M3TOTOBJIEHHON U3 CTerJla C

KOHTPOJIMpPYyeMoll mopucTocThilo (CKII, 500 A ummu 600 A, NpPoM3BOLCTBA
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Prime Synthesis, 1. AcToH, mTaT IleHculabBaumsa, CIMA). Bce PHK wm
2" -MOOUPULIMPOBAHHEE aMunodpocdmTH ~ OHIIM OpuodpeTeHEl 'y Thermo
Fisher Scientific (r. MMIIYOKM, mTaT BrcKOHCHUH, CIAa) . B
YAaCTHOCTM, MCIOJIL30BAJIM cJelyimme 2'-0-MeTumJIaMMOoQOoCOUTH: (5H'-0-
HMMeTOKCMTpMTMH—Nﬁ—(GeHSOMH)—2'—O—MeTMﬂaHeHOBMH—B'—O—(2—

HMaHOoB3TUJI-N, N-IMM30IPONMIaMUHO ) aMUIopoChUT, 5'"-0-
HMMeTOKCMTpMTMH—NA—(aHeTMH)—2'—O—MeTMH—HMTMHMH—3'—O—(Z—HMaHOSTMH—
N, N-OuM30onponmjiIaMUHO ) aMuagopoCchuT, (5'—O—HMMeTOKCMTpMTMH—NQ—
(nz30byTHpM) -2 '-0-MeTuin-ryaHosmH-3'-0- (2-umaHo>Tmii—-N, N-

OMM30NIPONMIIaMUHO ) aMuaodocduT M 5'-0-IMMeTOKCUTPUTUII-2 ' —-0O-MeTrII—
ypuinH-3'-0- (2-1maHosTuiI-N, N-IMM30IIPONNIaM/HO ) aMMIoboChUT . 27—
Iesokcu-2'-pTopaMUOoPOCOUTH COIepXallM Te Xe 3allMTHHE TIPYIIIHE, YTO
n 2'-O-MeTuIaMuoodoCdUTH. JIMIMEeHHHEe a30TUCTHX ocHoBaHuM (3'-0-
OVMEeTOKCUTPUTUII-2 ' —De30KCcupnudmnz30-5"-0- (2-umna"o>Tui-N, N-

O 3OIIPONMIIaMUHO ) ammnopocdmTe - npuobpertanmm B ChemGenes (T.
YUJIMMHI'TOH, mrTaT MaccauyceTc, CIAa) . Comepxalme HalleJIMBaAaMUi

JIMIT'aHnOo aMMHo@oc@MTH pPacTBOpPAIIN B 0e3BOIHOM IMXJIOPMETAaHE JIn

0e3BOOHOM  alleTOHUTPUIIE (50 ™M), TOTga Kak  BCe OCTaJIbHEE
aMUIoOOCOUTE PACTBOPAIM B 0Oe3BOIOHOM alleTOHUTPUJIE (50 ™M) wm
OODaBJISAIM MOJIEKYJIAPHEE CUTAa (34) . B kKauecTBe AaKTHUBUPYKIIETO

pacTBopa WMCIOJIB30BaiM b-0eHzujarmo-1H-Terpazon (BTT, 250 MM B
aleTOHUTPUIIE ) VI S5-srunTuo-1H-TeTpasod (ETT, 250 MM B
aUeTOHUTPUIIe) . 3BHadeHMd IIPONOJIKUTEJIBHOCTM CBA3HEBAHMA COCTaBJidja
12 vmu (PHK), 15 mmH (HaueguBawomMy JmraHno), 90 ¢ (2'0Me) m 60 c
(2'F). IOna BBeleHusa (ocPOpPOTUMOATHEIX CBA3eM ucHoJdbz3oBaau 100 MM
pacTtBOop 3-beHmn-1, 2, 4-anoTmuazoMH-5-oHa (POS, nNpmMoOpeTeHHOTOo VY
PolyOrg, Inc., 1. JleoMmHCTep, mTaT Maccauycetrc, CIA) B 0Oe3BOIHOM
alueTOHUTPUIIE .

B. PacmernjieHmMe M CHSTHE BSBalldThl CO CBSBAHHOI'O C IIO4JIOXKON

oJiyroMepa. Ilocae 3aBepleHMA TBepHO@aBHOPO CHUHTEe3a BEICYTIEHHYIO

TBEpPIYVID IIOINJIOKKY B TeueHMe 1,5 uacoB mnpu 30°C obpabatwmBamau 1: 1

obrvemoM 40% wMacc. pacTeBoOpa MeTWJlaMMHa B BOoIe M 28% Macc.
pacTBopa TIUIOpOoKcHIa amMoHmsa (Aldrich). PacTBop BHOApPUBaAIM U

TEBEPOEM OCTAaTOK Pa3BOIMIM B BOOe (CM. HUXe) .
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C. OuncTKa. HeouuneHHbE OJINT'OMEPEL ouunImain MeTOIOM
aHMOHOOOMeHHOM BIXX ¢ wMcHoJb30BaHMeM KoOJIOHKM TSKgel SuperQ bLPW
13 MM m cucTeMel Shimadzu LC-8. BydepHHM pacTBop A (pH 9,0)
cocTtoan m3 20 MM Tpuc, 5 MM SITA m cozmepxayn 20% aleTOHUTPWUJIIA,
OybepHEM pacTBOP B mMMeJ TakKoM Xe CcocTaB, UYUTO U OybepHH pacTBOP
A, HO cc poBaBieHuemM 1,5 M xJjopuIa HaTpUdAd. DBeIIM 3anMcaHe yo-
CIIeKTpE IIpu 260 HM. CooTBeTCTByKRIIME OQpakKuuu OOBEeOUMHANIM U
aHaJIM3npPOBaJU MeTOoInoOM SKCKJIO3VMOHHOM B3XX C MCIIOJIE 30BaHMEM
KOJIOHKU NIPOM3BOICTEA XK 26/40 GE Healthcare, 3all0JIHEHHOM
Sephadex G-25 ¢ [OOOBMXHEM OyQepHBEM pPacTBOPOM, COCTOANUM U3
nernoHusupoBaHHoM (DI) Bomu wmiam 100 MM Oukap®oHaTa amMmoHUA (pH
6,7) m 20% alueTOHUTPWUJIA.

D. OTxUI, Hiig IIOJIYUEeHUA AreHTOB PHKm CMeInBaJiu

KOMITJIEMEeHTAapPHEIE HUTIU OO BeIMHEHNEM SKBUMMOJIAPHEX pPacTBOpPOB PHK

(kooupyomey ¥ aHTHUCMEBICJOBOM) B 1x docdaTHO-coJieBoM OydhepHOM

pacTBope (Corning, Cellgro). HexoTopre aTeHTH PHKu

IMOOUIMBVPOBAIM M XPaHWJIM [OIpY TeMlepaType oT -15 mo -25 °C.

KoHLleHTpaumn OyIlJeKkca OIpenesidii, W3Mepdad OITHUUeCKOe IIOIJIOUeHueE

pacTBOpa Ha Y&-Bupm cronexkTpoMeTpe B 1X dochaTHO-COJIEBOM OydepHOM
pacTeope. 3aTeM IJAd OlpelelieHUs KOHLUeHTpaluuu OyIJleKca OIITUYeCKOoe
[IOIJIOWleHMe pacTBOopa Ipu 260 HM YMHOXaJM Ha KOBQQUUMeHT IepecueTa
u KOB30OMLIIMEeHT pazfaBpJIeHUA. Eciu He YyKasaHo MHOE, BCe
KO2bOUIMeHTH IHepecueTa cocTaBagaau 0,037 Mr/ (Mi-cM) . IJI9 HeKOTOPHX
DKCIIEPUMEHTOB  KOBQOUUMEeHT IlepecuyeTa pPacCCUMTHEAJM Ha  OCHOEBe
SKCIIEPUMEHTAJIEHO OIpeNelJIeHHOT'O KOBOOMUMeHTa SKCTHUHKLIUN.

IlpuMep 2. MeuumHass Mozjejs PHBYV.

CamMok wMbmeld NOD.CB17-Prkdscid/NcrCrl (NOD-SCID) B BO3pacTe
OT WWecTM OO BOCBMM Helellb BPeMeHHO TpaHCcOuUIMpoBalIM 1n vivo cC
IIOMOIBID TUIPOOMHAMMUECKOV UHBekIMyM MC-HBV1.3 B XBOCTOBYID BeHY
(Yang PL et al. Hydrodynamic injection of wviral DNA: a mouse
model of acute hepatitis B wvirus infection, PNAS USA 2002 Vol.
99: p. 13825-13830), mnpoBommMo¥ 3a 30-45 nOHelV IO BBeOeHMS aTeHTa
PHKu IIPOTUB BI'B Wi KOHTPOJILHOT'O npemnapara. MC-HBV1.3
npelcTaBJgeT COOOM MMHM-KOJIBLIO Ha OCHOBEe ILJIa3MMIOE, cCoIepXalee Ty

Xxe TEPMMHAJIEHO M3O0HTOUHVIO IIOCJIeJOBaTEeJIBHOCTD HBV1.3 BHIpYyCa
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renatuTa B dYejioBeka, 4uTo M B wjasmune pHBV1.3 M y TpaHCIeHHHX
MeIIed HBV1.3.32 (M moctyna B GenBank V01460) (Guidotti LG et
al., High-level hepatitis B wvirus replication 1in transgenic
mice, J Virol 1995 Vol. 69, p6lb58-6169). IJna cosdaHMUd MOOEJM
PHBV xpoHUUYeCcKOM WHbeklMM BRI'B MbIIaM B XBOCTOBYID BeHY BBOOIMIM 5
mmm 10 mMrr MC-HBV1.3 B pacTBope PuHrepa (B oOmeMm oOveMe 10%
MaccCH TeJla XMBOTHOTO). PacTBOp BBOOWIM B TeueHUe 5-7 CeKyHI
Uepes MIUIy KaJdubpa 27, KaK oIMcaHoO paHee (Zhang G et al., High
levels of foreign gene expression in hepatocytes after tail vein
injection of naked plasmid DNA. Human Gene Therapy 1999 Vol. 10,
pl735-1737.). llepen BBeleHMeM YKa3aHHOI'O pacTBopa (MJIM B OeHb 1
0O BRBeleHUsA, WIM B OHU -1 u -2) wMeTomoM MWOA uU3MepAIM YPOBHU
DKCIOpecCcUun IIOBEPXHOCTHOTO aHTUTEeHa rernaTuTa B (HBsAg) B
CHBOPOTKEe M TpPYHNIMPOBaJM MHIMENW B COOTBETCTBUMM CO CpeIHUMU
YPOBHAMU 5SKcIpeccur HBsAg.

Axnasnsel. KoHueHTpauum HBsAg, HBeAg, IOHK BI'B B CHBOPOTKE WU
PHK BIB B IIeueHM MOXHO WM3MEPLATL B pas3HOe BpeMd 0O UM IIOCJe
BBeIOCHUSA areHTOB PHKu IIPOTUB BI'B. YPOBHU SKCIPeCCUMn BI'B
HOPMUPOBAJIM K YPOBHAM DKCIPEeCCHUM OO BBeIEeHMS ¥ 10 KOHTPOJILHHEM
MBIIaM, KOTOPEIM BBOIMIIM dochaTHO-CcoJIeBOM OydepHHM pacTBop (PBS).

i) C6op CHBOpPOTOK. MHIIEN aHecTe3MpOoBa M 2-3%-M M30QJIYPaHOM
¥ M3 TOOUeJIOCTHOM o6JacTu oTOupaar OpoBH KPOBM B HOPOOUPKM IOJA
OTHOeJIEHUSA CHEBOPOTKM (Sarstedt AG & Co., 1. HoombOpexT, I'epMaHusa) .
B Teuenme 20 MMH JaBaJM KpPOBM KOoaTyJMpPOBaTh IIPU TeMIlepaType
OKpYyXamnllen CpenH. IOia oTHeJIeHUS CHBOPOTKHU IPOBUPKU
HEeHTPUOYTHUPOBaJIM B TeueHMe 3 MuH Opu 8000 x g U xXpaHuiam nopu 4 °C.

ii) CEIBODOTOUHEIE KOHIIeHTPAIIUHU TTOBEDPXHOCTHOIO aHTHUTEHAa
renatura B (HBsAg). CHBOPOTKY cobupann u pasz3daejgsaian B 10-8000
pasz B PBS, comepxameM 5% 00e3XMPEHHOT'O CYyXOI'O MOJIOKa. BTOpPMUHEE
CTaHmapTHEEe oOpasusl HBsAg, pa3BeleHHEE B pPacTBOpe ODE3XUPEHHOTO
MOJIOKA, IIoJydalM M3 CcHBOpoTkM Meme¥ ICR (Harlan Sprague Dawley),
TPAHCOUIMPOBAHHLEX 10 MKT mjuasmuasl pRc/CMV HBs, B»KCOpeccupyomen
HBsAg (Aldevron, . dapro, mTaT CeBepHasda IDakoTa, CIAa) .
KoHuenrtpaumm HBsAg omnpenendalM C TIoMombl Habopa GS HBsAg EIA 3,0

(Bio Rad Laboratories, Inc., 1. PenmMoHn, mTaT BammHrToH, CIA) B



163

COOTBETCTBMM C OINUCaHMEM IIPOMU3BOOUTEJIA. B KaueCcTBe IIEePBUUHOTO
CTaHmapTa [IPpMMeHAJM pekKoMOMHaHTHEM Oejiok HBsAg, IOOTUII  ayw
(Aldevron), Takxe pa30aBJIEHHEM B pacTBope OOe3XUPEeHHOTO MOJIOKa B
PBS.

Onsa yuyeTa CHMXeHUS »BKcopeccum MC-HBV1.3, He CBHA3aHHOTO C
JleueHueM, sSkchopeccuin HBsSAg 0jgg KaXOoor'o XMBOTHOT'O HOPMMPOBAaIM K
KOHTPOJILHOM TpyIllle MHIEeV, KOTOPEM HKHBelUupoBalM PBS. CHauaja 04
onpenelleHMSA COOTHOUEHUSA DKCIPeCcCUM «HOPMMPOBAHHOM K YPOBHK MO
JIeUeHUA», BeJIMUMHY YyPOBHS HBsAg OJg KaXOoT'o XMBOTHOTO B IaHHBEMU
MOMEHT BPEMEeHU IeJIMJIM Ha YPOBEHL 3BKCIPECCUM Yy B3TOT0 XKMBOTHOI'O IO
JIEUEeHUA . BareM DKCIIPECCUD B KOHKPETHHM MOMEHT BpEeMeHNU
HOPMUPOBAJIM K YPOBHIK KOHTPOJILHOM TPYIHINH JIejleHMeM COOTHOIEHUA
KHOPMUPOBaHHAA K YPOBHI IO JIEUEHMA» OJA OTOEJIBHOTO XMBOTHOTO Ha
CpelHee COOTHOIEHME (HOPMUPOBaHHAA K YPOBHID IO JIEUEHMA» IOJA BCEX
MBIIEM B KOHTPOJILHOM TpPYyIIe, IIOoJIyuaBlel oObuHENM PBS.

iii) CEIBOPOTOYHEIE KOHIEHTpAaLuKu e-aHTHUI'eHa reraTuTa B
(HBeAg) . OnpenesieHne HBeAg IOpOoBOOUJIM METOOOM  TBepIodpas3HOTO
VMMYHOQEPMEHTHOTO aHaJln3a (MOA) cCcorJlaCcHO OIMCAHMK [IPOM3BOIUTEIS
(DiaSorin) C WMCHOJIbL30OBaHMEM CHBOPOTKM, pasBeleHHOUM B 4-20 pas B
5%-M OO0e3XUPEHHOM CYXOM  MOJIOKE. KommuecTpeHHOE  OIpeleJieHMe
aHTMTeHa TIPOBOOMIIM B JIMHEMHOM I»Malla30He »OaHHOTO aHalu3a IO
OTHOWEHNK K  CTaHOapTHOMYy  ofbpas3uny ©Oeika  HBeAg (Fitzgerald
Industries International, W 30-AH18 no kaTajory, I'. AKTOH, ITAT
MaccauyceTc, CIIA).

Onsa yuyeTa CHMXeHUS »BKcopeccum MC-HBV1.3, He CBHA3aHHOTO C
JleueHueM, sSkchopeccuin HBeAg 0jga KaXnooro XMBOTHOT'O HOPMMPOBAIM K
KOHTPOJILHOM TpyIIle MEIeN, KOTOPEM MHBeluMpoBalIM PBS. IJjd OLEHKU
KOHLIEHTpaluun HBeAg B CHBOPOTKE aHaJIM3npoBaJn HBeAg ns
00OBeIMHEeHHOW TPYINH WMIM HOOTPYNNH Opo® CHBOPOTKM. CHadajla OJ4
onpenelleHMSA COOTHOUEHUSA DKCIPeCcCUM «HOPMMPOBAHHOM K YPOBHK MO
JIeUeHUA» BeJMUMHY YPOoBHA HBeAg 14 Kaxno¥ oO0BeIVMHEeHHOW TPYIIIIH
WM TOATPYINNH OeJMIM Ha YPOBEHL BDKCIPeCcCUM B TOM Xe Tpylle WU
INOAOTPYINe OO JiedyeHMA. 3aTeM DKCOPecCur B KOHKPETHHEM MOMEHT
BpEeMeHM  HOPMUPOBAJIU K YPOBHK  KOHTPOJBLHOMU TPYHIIE  OeJIeHUEM
COOTHOIWEHNA «HOPMUPOBAaHHAA K YPOBHID OO JI€UeHMA» OJA TPYIIE WK

IIOOTPYIIIIEL Ha CpellHee COOTHOIIeHNME KHOPMMPOBaHHAaA K  VYPOBHK IO
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JleUdeHMA» IJId BCeX TNpo0 M3 KOHTPOJBLHOW TPYIIH, [IOJIydaBllel OOBUHEIM
PBS.

iv) CEIBOPOTOYUHEIE KoHIeHTpauuy  JHK  BI'B. PaBHEE OO BEME
CEIBOPOTKM, [IOJIyYEeHHEIe OT  MEBIIEN, B Tpylllle WM HOOTPYIIIe
O0BEeOMHANIM 0O KOHeuHOI'o oOkeMa 100 wMri. [JHK u3 [0Opo® CHBOPOTKHU
BHIOEJIAIM C ToMombk Habopa QIAamp MinElute Virus Spin (Qiagen, r.
Bajieucus, wmrarT KammoopHmda, CIA) B COOTBETCTBUM C MHCTPYKLMAMM
IPOU3BOOUTENIL. B xaxoyn HOpoBy mobaBJjaAaIM CTepuibHem 0, 9%-1
dMBMOJIOTHUUECKUM pacTBOpP OO KOHeuHoro of6wkemMa 200 wMrja. IIpobu
CHBOPOTKM OODABJIAJIM B IIPODMPKM, CcomepxXamlme Oydep M IIpoTeasy.
JoBaBJIAJIn PHK-HOCHTeJIB OJ1d oBJleryeHmn s BEIOEJIEHU A HeBoJIbIMX
koJmuecTe [HOHK. B KaueCcTBe KOHTPOJISA BHOEJeHUS [DOOABJAIM 1 HD
mwiasMuoHo IOHK pHCR/UbC-SEAP (Wooddell CI, et al. Long-term RNA
interference from optimized siRNA expression constructs in adult

mice. Biochem Biophys Res Commun (2005) 334, 117-127). TIlocJe

MHKyBOaluMM B TeueHue 15 MuH npu 56°C HYKJIEMHOBHE KMUCJIOTH OCaxmallu
M3 JM3aTOBR 5STaHOJOM M BeChb PAacTBOP HAHOCKMIIM Ha KOJIOHKyY. Iloce
IIPOMEIEKM [POOH »imoMpoBaliv B 50 MkJ OydepHOT'O pacTBoOpa AVE.

UncJio Komoui TeHoMoB BI'B B [OHK, BHIOEJIEHHOM U3 CHBOPOTKU
MEIIMHOM  Mozmesmu  pHRV, ONpeleNaNM I[OCPelNCTBOM KOJIMUeCTBEHHOU
IIOJIMMEPAa3HOM LelNHOM peakuumu (KIIP) . Inasmuoy pSEAP-HBV3S53-777,
KOOUPYKIYD KOPOTKMM CeIMeHT TeHoMa BI'B B 1Ipenjejax TeHa S
(ocHOBaHMA 353-777 mnocjenopaTeJIbHOCTM C HOMepoM HocTyna V01460 B
GenBank), wucnojges3o0BaJM OJ4 CO3IaHUA CTAaHOAPTHOM JoTapudMmMuecKoMn
KpUBOM, OXBaTHBAKMEN  MeCThb JIOTapudMOE . HcrJrouanmu IPOOH C
BHIOeJieHMeM JTHK MeHee 2 cCcpelHeKBaOpaTUMUHEIX OTKJIOHEHUM OT CpeIHeTOo
Ha OCHOBaHUM pPes3yJLTaToB ofHapykeHud pHCR/UbC-SEAP. JCHOOJL30BAJM
XUMMUECKMe OpaViMepH M 30HOH TagMan c dTopom/ZEN/IBFQ.

AHajm3e KIUIOP BHIOOJIHAJIM Ha cucTeMe IIIIP B peaJlbHOM BpeMeHU
7500 Fast mam StepOne Plus (Life Technologies). Ins oueHxkm ITHK
BI'B B CHBOpOTKe [HK BHIOeNAIM HOCPeOCTBOM CTamuy OIMHOUHOWM WM
OBOMHOWM OUMCTKM U3 O0OBeOIMHEeHHHX NOpo6 CHBOPOTKM, IIOJYUYEHHEX U3
TPy . KonmmuecTBeHHEE comepxaHnsa IHK BI'B n BLHIIeJIeHUE
KOHTPOJBLHOMU IJjia 3MUIOH onpenesidan [IOCPenCTBOM peaxuun kIIIP,

BEITIOJIHEHHEIX B TpeX IIOBTOPEHMAX . B KaXIOyio PEeakKUIMOHHYIIO CMeChb
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SEAP.

Npmmep 3. ArenTs: PHKu nporwuB BI'B B MEMHOWM MoOeau PpHBV.
McrnoJib30BaJiM  MBIIMHYED MOIEJIb
BHIle. B OeHb 1 KaXIOM MBIIM BHIIOJHSAIM OIHY IIOIOKOXHYID MHBLeklMio 200
MKJI, coIepXamyl 2 MI/KTD
coJieBOM OydepHOM pacTBoOpe

OybepHOTO pacTeopa ©0es areHTa PHKu npotue BI'B,

KadueCcTiBe KOHTPOJIA.

cebda

KOHTEBEROIT'MPOBAaHHEIE C

Tabimuax 4 m 5.
cebga al'eHTH,

Tabauile 7 HMXe.
VHBEKIIMM OBJIM T1OIKOXHEMM )
eu. Mccienopanu Tpu (3)

CEHBOPOTKY cCoOOMpaliM Ha OeHb

CEIBOPOTOUHEIE

(HBsAg)

KOHIOeHTpalMM

KOTOPEE

(mpk) arenTa PHKu npormr BI'B B dochaTHO-

N-alneTusjrajakTO3aMUHOBEIE

VccriegyeMele al'eHTH

IMeloT

B COOTBETCTBMMK C IIpOLeIypoM,

pHBV,

(PBS) ,

IIOBEPXHOCTHOTIO

HalleJrBaKilme
5'-xoHLUOM KOIMpYyHIEeN Ileln,
PHKu mnpotms BI'B BKJIOUYaAJIM B

OYIJIEKCOB,

MBIIM B KaxXIoM T'pyIlrne

15, 22 wm 29 wu onpenelsann

HpMBeHeHHOﬁ BHIIIE B IIpMMeEepe

OIIMCaHHYI B

Kakr

aHTHI'eHa

IJIS KOJUMUYECTBEHHOTO omnpeneylenrs BI'B um pHCR/UbC-

miin 200 MrJI GochaTHO—-COJIEBOTO
IPMMEHSEMOTO B

Kaxnaemi 13 aredHToB PHKu npotwme BI'B BKILUAI B

IIOKa3aHHEEe
VHBEeKUWM BHIIOJIHAJIM MeXIy KOXel ¥ MBIILaMu
B HEeHaATAHYTYRD KOXY B 00JlacTM Ieu u

(n=3) .

2. IaHHBHE DKCIepPMMeHTa I[oKa3aHH B cJenyvimel Tadaule.

Tabauua 7. CpeIHuMe KOHUeHTpauuu HBsAg, HOPMUPOBAaHHLE
YPOBHIO OO JeueHMsa M KoHTpoJsio (PBS), y Memer pHBV 1ocjie BBeIeHUSA
areHTor PHKm nporuB BI'B u3 HOpumMepa 3 (CpemHekBaOpaTHUUYHOE
OTKJIOHEHMe I[IOKasaHo B Bume (+/-)).

T'pyrmna Jeur 8 JeHs 15 JeHE 22 JeHr 29

1,000 % 1,000 % 1,000 % 1,000 %
PBS 0,185 0,288 0,540 0,326

AD04178 0,164 + 0,206 + 0,293 + 0,348 +
0,043 0,044 0,050 0,099

AD04579 0,083 % 0,099 + 0,112 + 0,138 +
0,028 0,022 0,022 0,056

AD04580 0,048 + 0,073 % 0,085 + 0,126 +
0,007 0,012 0,012 0,014

AD04570 0,241 + 0,294 + 0,276 + 0,474 +
0,076 0,071 0,068 0,092

AD04572 0,190 + 0,279 + 0,323 + 0,441 +
0,040 0,011 0,049 0,046

AD04573 0,333 + 0,505 + 0,361 + 0,444 +
0,143 0,106 0,060 0,068

npuMepe

JIMT'aHIOEL,

IIOKaz3aHo

r'elilaTriTa
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AD04574 0,291 + 0,650 + 0,388 + 0,485 +
0,032 0,056 0,048 0,070
AD04575 0,397 + 0,514 + 0,574 + 0,689 +
0,189 0,234 0,204 0,207
AD04419 0,262 + 0,174 + 0,258 + 0,311 +
0,038 0,042 0,064 0,089
AD04578 0,210 + 0,235 + 0,298 + 0,336 +
0,056 0,033 0,035 0,049
Kaxnoelr M3 areHToB PHKm AD04178, AD04579, AD04580, AD04570,
AD04572, AD04573, AD04574, AD04575, AD04419 um ADO04578 ©muI
CKOHCTPYUMUPORBaH TaKVIM O@paSOM, UTODH ero I1I0CJIeIOBaTeJIbLHOCTHU

AHTUCMEICJIOBOM 1enu OBJIM 10 MeHBIeM Mepe UYaCcTHUUHO KOMILJIEMEeHTAaPHE
OTKPEITOM paMKe CUMTHBaHMA X B OOoJOoXeHMAx 1781-1789 reHoma BRIB,
IIOKa3aHHOTO B Tabjiuuax 1 ¥ 2 Beme. Kaxnul 13 areHToB PHKM nOpoTur

BI'B rokaszaljl CYIleCTBeHHOe CHMWXeHMe HBSAQg IO CpaBHEHMI C KOHTPOJIEM

PBS BO

IIOKazsaJl CHNMXeHNe KOHLLeHTpaLU/Iﬁ

IOeHb 8

BCeX

OTMEeUYeHHEIX

MOMeHTax

(koHlleHTPaumsa HBsAg 0,048 =+ 0,007)

YPOBHIO IO JIeUeHMA M KOHTpoJK PBS.

Kpome

oJia TPy,

TOT'O,

rnoJjiyvyaBummx PBS,

15,

coBpaHHHX Ha IeHb 8,

npoLenypon,

T'OYIIIIEI

IBYX I[IOBTOPEHMUAX.
Tabnuilza 8.

HOPMMPOBAaHHEIE K YPOBHIO OO JIeUeHMA WM KOHTPOJI PBS,

OO BEeOIVHAIIN,

NPpMBEeOEeHHOM BHINe B IpuUMepe 2.

CEIBOPOTOUYHEIE

CpenHue

22, 29,

BpeMeHHM .

AD04579 m AD04580,
36,

CEIBOPOTOUHEIE

43 u 50,

Hanpuwmep,

KOHLEeHTpaluum

S—aHTUI'eHa 0OoJiee ueM Ha 95%

II0CJIe HOPMHMPOBAHMA K

koHIeHTpauun HHK BIB onopenendin
13 Opod CHEBOPOTOK,
B COOTBETCTEBMUU C
CHBOPOTKY M3 KaxXxIon
a BIOCJIEOCTBMM W3 CHBOPOTKM BHOeJsdAm HHK B

IJaHHHe NOpelCTaBJIeHH B CcJelyvimel Tabjuile.

rocJie BBeIOeHMA areHTOB PHKuM IIPOTUR BI'B nus prMepa
(cpenHekBaOpaTUUHOE OTKJIOHEeHMe IoKaszaHo B BuIe (+/-)).
T'pymnma Jeur 8 JeHs 15 JeHE 22 Jene 29
1,0000 =x 1,0000 =% 1,0000 =% 1,0000 =x
PBS 0,1185 0,0591 00,0322 0,0597
ADO4579 | 0,1541 + 0,1776 % 0,1810 =+ 0,3738 =%
0,0070 0,0027 0,0450 0,0302
ADO04580 | 0,0921 =+ 0,0869 * 0,1444 * 0,0950 =+
0,0253 00,0117 0,0755 0,0026
T'pymnma Jenr 36 JeHr 43 Jenr 50
1,0000 =% 1,0000 =% 1,0000 =%
PBS 0,1625 0,0055 00,1484

AD04580

IHK BIB,

y Meme¥ pHBV
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8, TIOoKalHBalT, uYTO 00a

ADO04579 0,9670 + 0,7643 + 0,6299 +
0,1247 0,1334 0,1319
AD04580 0,4949 + 0,4350 + 0,6819 +
0,0096 0,0344 0,0266
DaHHBEe, OpeldcTabJIeHHHEe B Tadbjule
MCCJIeIOBAaHHEBIX areHTa PHK1 obecneuMBaIM

KoHIleHTpauui IOHK BIB o cpaBHeHUID C Tpynmaom PBS,

IIpmMBOoIOIMJI K CHMXEeHIMIO,

HM3KOM TOuKe

(HanpuMep,

OeHbs 15 cocramygyaa 0,0869 = 0,0117).

CylleCTBEeHHOE

CHIMXeHNEe

npuueM AD04580
HeMHOTO IpeBRbmakmeMy 1 JoTrapudM B cCaMoln

CpelOHd4d CEBOPOTOUHad KOHUeHTpalumda [OHK Ha

Npummep 4. ArenTs: PHKu nporwuB BI'B B MEIUMHOWM MoOeau PpHBV.

VICIIOJIE30BAJIM  MEIMVMHYKD MOIEJb

BLHILIE .
2 MUD/KT

pacTBOpE,

areHTa PHKm npoTtme BI'B,
ns aT'eHTOR
aleTMJITalakKTOo3aMMHOBEIE

5'-kxoHLOM KOIMPpYIIEW Lenu,

coCcTaB

IIepedrMCIJIEHHEIE HIUMXE B Tabiuile 9.

MbmmitaMm (T.
oBJjlacT mWeun

(n=3) .

CHBOpPOTKY cobupajJu Ha HOeHb 8, 15,

CEIBOPOTOUHEIE

(HBsAg)

2. IaHHBHE DKCIepPMMeHTa I[oKa3aHH B cJenyvimel Tadaule.
Tabnauila

YPOBHIO IO JieUueHMda UM KOHTpoJw PBS,

(mpk)

BBOIOVMEBIX

pHBV,

B menr 1 xaxXmoM MBIIM IIOOKOXHO BBOIOMJIM 200 MKJI,

OIIMCaHHYI B

npuMepe 2

comepxammsx

aredTa PHKm mpotme BI'B B dpochaTHO-coJIieBOM OYyhepHOM

PHKu

e. UHBeKUMM OBJIM I10IOKOXHBIMIA)

n IjIed.

KOHIOeHTpalMM

B COOTBETCTBMMK C IIpOLeIypoM,

9. CpenHue

HalleJIMBaKmme

areHTOB

IIPOTUB BI'B

PHKu

WccrenoBajm TpU

KOHLEeHTpaluum

KaxrK ITIIOKaz3aHO B

IIOBEPXHOCTHOTIO

IIPMMEHAEMOT'O B KadeCTBe KOHTPOJIA.

BRJIIOUAJI

JIMT'aHIOEL,

IIPOTUB BI'B

BXOIOVMJIM

i 200 MK ¢ochaTHO-CoOJIeBOTO OydpepHOTO pacTBoOpa 06e3

Kaxnum

cebda N-

KOHBROIMPOBaHHEE C

Tabaminax 4 m 5. B

aTeHTH,

VHBEeKUWM BHIIOJIHAJIM MeXIy KOXel u

B HeHATAHYTVIO KOXYy B

(3) MBIIM B KaxIow TpyIile

HBsAg,

aHTHI'eHa

22 w29 um onpenesanu

relaTmMrTa B

HpMBeHeHHOﬁ BHIIIE B IIpMMeEepe

HOPMMPOBAaHHEIE K

y Memey pHBV 1ocjie BBeOeHUS

areHTor PHKm nporuB BI'B u3 HOpumMepa 4 (CpemHekBaOpaTHUUYHOE
OTKJIOHEHME IoKas3aHo B Bume (+/-)).
T'pyrmna JeHL 8 Jeur 15 JeHE 22 Jenr 29
PBS 1,000 = 1,000 = 1,000 = 1,000 =
0,085 0,235 0,171 0,099
ADO401 0,229 + 0,165 + 0,142 + 0,116 +
0 0,141 0,091 0,085 0,076
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T'pyrmna JeHL 8 Jeur 15 JeHE 22 Jenr 29
AD0458 0,379 =+ 0,221 + 0,135 =+ 0,112 +
1 0,042 0,066 0,040 0,050
ADO0459 0,285 + 0,145 + 0,086 =+ 0,081 =+
1 0,101 0,064 0,024 0,026
AD0443 0,295 + 0,191 =+ 0,147 =+ 0,187 =+
4 0,041 0,008 0,016 0,049
AD0458 0,488 =+ 0,545 + 0,511 =+ 0,663 =+
3 0,018 0,037 0,086 0,112
AD0458 0,392 + 0,337 =+ 0,364 =+ 0,515 =+
4 0,136 0,073 0,075 0,155
AD0458 0,099 + 0,042 =+ 0,030 =+ 0,044 +
5 0,016 0,014 0,009 0,014
AD0458 0,222 + 0,107 =+ 0,074 =+ 0,106 =+
6 0,056 0,034 0,016 0,039
AD0458 0,255 + 0,205 =+ 0,185 =+ 0,207 =+
8 0,065 0,021 0,021 0,024
AD0443 0,265 * 0,113 =+ 0,091 =+ 0,130 =+
8 0,106 0,045 0,031 0,038
AreuTe PHKm AD04010, AD04581, AD04591, AD04434, AD04583,
AD04584, AD04585, AD04586, AD04588 " AD04438
CKOHCTPYMPOBaHEI TakKVM O@paSOM, yTOOH X ImrocJienoBaTeJIbHOCTU

AHTMCMEICJIOBOM Lelr OBUIM II0 MeHbIley Mepe YacCTHMUHO KOMILJIEeMeHTAaPHE
OTKPHTOM paMKe CUMTHBAHUA S B IHoJOoXeHMAX 257-275 renHoma BI'B, Kak
nokasaHo B Tabmuuax 1 m 2. Kaxiem M3 areHToB PHKu npoTtmr BIB,
[IOKa3aHHHX B Tabanile 9 BHINE, OEeMOHCTPUPOBAJ CYIeCTBEHHOE
cHmwxeHMe HBsAg 1o cpaBHeHMIH C KOHTpoJeM (PBS) BO BCcex OTMeUeHHEHX
MOMeHTax BpeMeHu. Hanpmmep, ADO04585 nokaswrBall CHMXeHMe HBsAg Ha
okoJio 90% Ha @meHbp 8, cHmxeHMe Ha 95% Ha meHbp 15, cHmxeHMe Ha 97%
Ha IeHb 22 ¥ CHWXeHMe Ha 95% Ha pmeHb 29.

KpoMe TOT'O, CHBOPOTOUHEE KOHUeHTpaumu [JHK BI'B oopenejanu
oJga Tpyhan, nojgydaBmmx PBS, AD04585 w3 npod CHBOPOTKM, CODOpPaHHHBX
Ha »meHs 8, 15, 22, 29, 36, 43 m 50, B COOTBEeTCTBMM C IIpOLedypoOu,
IpuBeleHHOM BBIe B IIOpuMepe 2. CHBOPOTKY M3 KaxXIoM IPYIIIHE
OBBEeIVMHANNM, a BIIOCJIENCTBUM W3 CHBOPOTKM BHOedsanu [JHK B 1#OByx
IIOBTOPeHMAX . IHaHHHEe NOpelCTaBJIeHH B Clelykmel Tabjule.

Tabauua 10. CpelHMe CHBOPOTOUHHEHE KOHUeHTpaumm ITHK BIB,
HOPMMPOBAaHHEE K YPOBHID IO JeueHMA UM KOoHTpoJwo PBS, v Mbemer pHBV
rocje BBeIOCHUSA areHTOB PHKuM

IIPOTUB BI'B ns nprMepa 4

(cpemHekBaIpaTUUHOE OTKJIOHEHME IoKaszaHo B Bume (+/-)).
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T'pymnma Jeur 8 JeHs 15 JeHE 22 Jene 29
1,000 + 1,000 + 1,000 + 1,000 +
PBS 0,248 0,089 0,195 0,180
AD04585 | 0,901 =+ 0,225 + 0,187 % 0,191 +
0,183 0,003 0,023 0,004
T'pymnma Jenr 36 JeHr 43 Jenr 50
1,000 + 1,000 + 1,000 +
PBS 0,018 0,033 0,778
AD04585 0,209 * 0,171 + 0,305 *
0,017 0,019 0,010
IanHHEE, HOpelcTaBJIeHHHEe B Tabiuie 10, ykaseBakwT Ha TO,

aredT PHKu npotmus BIB AD04585 NpMBOOMII K CHMXEHMI KOHIeHTpaluun

IOHK BI'B o cpaBHeHMIO C TPYIIIOoW,

[IpumMmep

5. OrBerT

Ha

JiedyeHNne

noJjiyuaBime PBS.

B BaBHUCHMOCTHA orT

KOMOuHAaNMy areHToB PHKu npoTwB BI'B B MEIIMHOM MOZesw PHBV.

VICIIOJIE30BAJIM  MEIMVMHYKD MOIEJb

pHBV,

OIIMCaHHYI B

AdOBEI

npuMepe

BHIIE .
Tabauue 11 HMXe,
200 MK B
Tabmuue 11.

Tabaumitza 11.

COOTBETCTBUUA

Memel pas3nesdair Ha pasjiMuHbe TPYIINH,

BRJIOUAA IIPpMBEeIE€HHEE B

M MBIIAM BHIIOJIHAJIM IIOOKOXHEE MHBEKINUM OOBEMOM

C PexrMMOM OO3MPOBaHMA,

IIpMBeI€eHHEM B

Tpynne Oo3uMpOBaHMUA Memied pHBV njag npumepa 5.

I'pynna | AredT PHKuM u nmosa PexuM IDO3SMPOBaHULA
PBS (Oes areHTa
A OOMHOUHAasA MHBEKUMSA B IOeHb 1
PHKum)
B 3,0 Mr/xr AD04585 OOoVHOUHAA MHBEeKLUMS B IOeHb 1
MHbexkUIMS B OeHb 1, IOeHbr 8 U IOeHb
C 3,0 mr/xr AD04585 15 (7. e. TpM MHBEKLUVMM OHOMH pas3 B
HenOewo)
D 3,0 mMr/xr AD04580 OOoVHOUHAA MHBEeKLUMS B IOeHb 1
MHbexkUIMS B OeHb 1, IOeHbr 8 U IOeHb
E 3,0 mr/xr AD04580 15 (7. e. TpM MHBEKLUVMM OHOMH pas3 B
HenOewo)
1,0 mMr/xr AD4585 + MHBEeKUIMA B IOeHb 1 " opyraga
i 1,0 Mr/xr AD04580 MHBEKLIMA B IOeHb 22
1,0 mMr/xr AD4585 + MHbekUIMSa B OeHb 1, OeHb 8, »OeHb 15
© 1,0 Mr/xr AD04580 ¥ @meHb 43
H 1,5 mMr/xr AD4585 + MHBbekKUIMS B OeHb 1, @OeHb 22 M IeHb
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1,5 mr/xr AD04580 43
1,5 mMr/xr AD4585 + MHbekUIMSa B OeHb 1, OeHb 8, »OeHb 15
! 1,5 Mr/xr AD04580 ¥ @meHb 43
Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx
OIipelleJIEHHOE KOJIMUECTBO areHTa (-oB) PHKm nporme BI'B B dochaTHO-
CoJIeBOM  OydepHOM  pacTBOpE, VI 200 MKJI pochaTHO-COJIEBOTO

OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotms BIB,

Tabauie 11.

aleTuyrajlakTo3aM/HOBHE
5'"-KOHUOM KOIMpYyKMen

VHBEeKLUMY BHIIOJIHAJIM MeXIy KOXelM ¥ MBIILaMu (7. e.

kKak VyKa3aHO B
Kaxnaemt m3 areHToR PHKu npotuB BIB BrJOUaJ B cebsa N-

HalieJIMmpaKnmme JIMI'aHIIH, KOHBROIMPOBaHHEE C

LIenu, Kak TIoka3aHo B Tabimuax 4 wm b,

MHBEeKUIMM OBJIN

INOOKOXHEIMM) B HeHaTAHYTYID KOXYy B ofJacTyM meM M IJjeu. MccijemoBaJlu
Teu (3) MBIIM B KaxioW Ipyine (n=3).
CHBOPOTKY cobOMpalM Ha IeHb 8, IeHb 15, neHs 22, 5»neHb 29,

O0eHb 36,
KOHIIEHTPalUNX
COOTBETCTBUNA
DKCIIEPVYMEHTA

Tabnauila

YPOBHIO IO JieUueHMda UM KOHTpoJw PBS,

oeHo 43,

oeHs 50 m meHbr 57 M omnpenesydajM CHBOPRPOTOUHEE

IIOBEPXHOCTHOTO AHTUI'€eHa rernaTmTa B (HBsAg) B

C TIpoLenypol, MHPpMUBEINeHHOW BHIIe B TIpuMmepe 2. [aHHBE

IIOKas3aHH B cJelykllel Tabule.
12. CpeznHue

KOoHIleHTpaluur HBsSAg, HOPMMPOBAHHEE K

y Memey pHBV 1ocjie BBeOeHUS

areHTor PHKm nporuB BI'B u3 HOpumMepa 5 (CpemHekBaOpaTHUUYHOE
OTKJIOHEeHMe I[IoKa3aHoO B Bume (+/-)).
T'pymnma Jeur 8 JeHs 15 JeHE 22 Jene 29

1,000 £ 1,000 £ 1,000 £

A 14 14 14 _l’_
0,162 0,138 0,083 1,000 £ 0,204
0,060 £ 0,010 £ 0,006 £

B 14 14 14 _l’_
0,015 0,003 0,002 0,007 £ 0,002

C 0,087 £ 0,004 £ 0,001 £ 0,0002 &£
0,014 0,001 0,0003 0,0001
0,026 £ 0,035 £ 0,037 %

D 14 14 14 _l’_
0,009 0,013 0,014 0,046 £ 0,000

" 0,023 +£ 0,002 £ 0,001 £ 0,001 £
0,005 0,001 0,0003 0,0004
0,063 £ 0,083 £ 0,086 %

F 14 14 14 _l’_
0,046 0,051 0,016 0,027 % 0,000
0,062 £ 0,022 £ 0,009 £

G 14 14 14 _l’_
0,011 0,008 0,003 0,008 £ 0,002
0,055 £ 0,062 £ 0,072 £

H 14 14 14 _l’_
0,015 0,002 0,013 0,011 £ 0,001
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0,031 =+ 0,008 = 0,003 = 0,003 +
0,006 0,001 00,0004 00,0003
T'pynna Oenr 36 Oenp 43 Oenr 50 Ienr 57
+ + +
MO0 E | MO0 E | MO0 E 1,000 £ 0,062
+ + +
A A S E A SR ASE
+ + +
Oo’,ooooloz_ 06?851_ 06?824_ 0,020 % 0,015
+ + +
e tEE | et | eia0a x 0,030
+ + +
Oo’,OoOOBOf 06?831_ 06%52_ 0,033 + 0,011
+ + +
oz E | Mo | e E enier + 0,033
+ + +
st Y% | Y%est | 0s0ae + 0,008
+ + +
B e I T E R
+ + +
oorE R | %% ® o011 + 0,002

Kaxnoemr ms3

areHTOB

PHKm npoTuB

BI'B AD04580 wu

AD04585

VMHIOIVMBMOYaJIbEHO IIPMBOONMII K CHMXEHMIO HBSAg I1IO0 CPaBHEeHMIO C KOHTPOJIEM

PBS BO BCex OTMEUEeHHBIX MOMEHTAax BpeMeHN.

AD04580,

Kpome TOTO,

KOMOMHUPOBaAHHOE JleueHmne AD04585 u KOTOpoe, Kak

OTMeUaJIOCh B IIpUMepax BHIle, HalleJIeHO Ha pas3HHe o00JacTM TI'eHOMa
BI'B, Takxe NPpUBOIMIIO K CHWXeHMIO HBSAg IO CpaBHEHMIO C KOHTPOJEM
PBS BO BCexX OTMEUEHHEX MOMeHTaxX BpeMeHU.

KpoMe TOT'O, CHBOPOTOUHEE KOHUeHTpaumu [JHK BI'B oopenejanu

IoJIS KaxnooW wm3 TPy, IpuBeleHHHEX B Tabauie 11, B mnpobax

CHBOPOTKM, cCOOpaHHEIX Ha IOeHb 8, 15, 22, 29 m 36, B COOTBETCTBUMU
C Opollemypol, IMNIPMBeOeHHOM BHIIe B IpuMepe 2. CHBOPOTKY M3 KaxXxIon

T'OYIIIIEI OO BEeOIVHAIIN, a BIIOCJIEOCTBMNM M3 CEBOPOTKM BEIOEIJIAJIN IHK =B

IOBYX  peaKLUMOHHEIX cCMecax. IIaHHblEe npencTaBJIeHEl B crenyromen
TabJjumile .
Tabauua 13. CpelHMe CHBOPOTOUHHEHE KOHUeHTpaumm ITHK BI'B,

HOPMMPOBAaHHEE K YPOBHID IO JeueHMA UM KOoHTpoJwo PBS, v Mbemer pHBV

rocje BBeIOCHUSA areHTOB PHKu IIPOTUB BI'B ns nprMepa 5

(cpemHekBaIpaTUUHOE OTKJIOHEHME IoKaszaHo B Bume (+/-)).
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T'pymnma Jeur 8 JeHs 15 JeHE 22 Jene 29
1,000 = 1,000 = 1,000 = 1,000 =
A 0,063 0,059 0,372 0,237
0,267 = 0,043 =« 0,038 = 0,044 =+
B 0,003 0,016 0,008 0,004
0,236 = 0,023 = 0,004 = 0,002 =
C 0,016 0,001 0,001 0,000
0,058 = 0,085 = 0,252 « 0,217 =«
D 0,016 0,017 0,071 0,009
0,056 = 0,0009 = 0,0005 = 0,003 =
E 0,002 0,0004 0,0002 0,002
0,298 =« 0,351 = 0,823 = 0,217 =«
F 0,013 0,032 0,127 0,007
0,276 = 0,112 =« 0,061 = 0,073 =
G 0,035 0,020 0,002 0,002
0,232 =« 0,213 = 0,403 = 0,079 =«
H 0,012 0,028 0,047 0,005
0,092 =« 0,055 =« 0,002 = 0,010 =
I 0,026 0,000 0,003 0,004
T'pymnma Jenr 36
1,000 =
A 0,024
0,046 =+
B 0,007
0,003 =
C 0,000
0,319 =
D 0,034
0,002 =
E 0,000
0,122 «
F 0,004
0,047 «
G 0,006
0,056 =
H 0,003
0,021 =
I 0,007
IIanHEE, HOpelcTaBJIEHHHEe B Tabiuie 13, yKas3eBalnT Ha TO,
MCCJeIOoBaHHEe aTeHTH PHKu, KakK VMHIOMBUOYAJBHO, TakK
KoOMOMHaLUM, obecrieumBaln CHMXeHUe KOHIeHTpaluh IOHK BRIB

CpaBHeHMIO C TpPYIIon,

YBeJIMUeHMe KOJIMYeCTBa OOS3EL

IOHK BIB.

noJjiyuaBmen PBS.

[IOBTOPHOE [OO3MPOBaAHME WU

IIPMBOIOMIIO K HOOIIOJIHMTEJIEHEIM CHMXEeHMAM
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Npmmep 6. ArenTsi PHKw nporwB BI'B y Mimey pHBV: HCClefoBaHWMSI
oTBeTa B BABHCHMOCTH OT LOBH ¥ KOMOHMHHMPOBAHHOI'O JIYEHMHS.

Vcrnose30BagM MHIMHYHD MoOIeJib pHBV, omomcaHHyw B 2 IIpuMepe 2
BRIle. Memmel paz3nesidiM Ha pal3JMuUHBHe TPYIHINH, Kak yKaz3aHo B Tabjule
14 HMXKe, M KaXIOW MBEIIM BHIOOJHAIM OOHY INOAKOXHYK MHBEKIUID OO0BLEeMOM
200 MKJ B COOTBETCTBUM C PeXMMOM IO3UPOBaHMA, IIPUBEIEHHEM B
Tabmuue 14.

Tabauua 14. Tpynnb OO3UMPOBaHMA Meme¥ pHBV nias npuMmepa 6.

I'pynna ArenT PHKM m mosa PexuM IDO3SMPOBaHULA
A PBS (Bes areura PHKwN) OOMHOUHAasA MHBEKUMSA B IOeHb 1
B 4,0 mr/xr AD04981 OOMHOUHAasA MHBEKUMSA B IOeHb 1
C 1,0 mMr/xrT AD04981 OOVMHOUHasa MHBEKUIMS B IOeHb 1
D 2,0 Mr/xr AD04981 OOMHOUHAasA MHBEKUMSA B IOeHb 1
E 1,0 Mr/xT AD04963 OOMHOUHAasA MHBEKUMSA B IOeHb 1
F 2,0 Mr/xr AD04963 OOMHOUHAasA MHBEKUMSA B IOeHb 1
G 3,0 mMr/xrm AD04872 OOVMHOUHasa MHBEKUIMS B IOeHb 1
H 3,0 mr/xr AD04872 + OOMHOUHAA MHBEKLMS B OeHb 1
1,0 mMr/xr AD04981
I 3,0 mr/xr AD04872 + OOMHOUHAasd MHBEKLUMS B OeHb 1
1,0 mr/xr AD04963
J 3,0 Mr/xr AD04872 + OOMHOUHAS MHBEKLUS B OeHb 1
2,0 Mr/xr AD04981
Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx
OIipelleJIEHHOE KOJIMUECTBO areHTa (-oB) PHKm nporme BI'B B dochaTHO-
CoJIeBOM  OydepHOM  pacTBOpE, VI 200 MKJI pochaTHO-COJIEBOTO

OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotme BIB, Kak yKasz3aHO B
Tadbmuue 14. Kaxnoweli M3 areHToB PHKu mnpoTtmB BIB BKJOUaAJ B Ccebsa N-
aleTUJIralaKTO3aMMHOBEE HalleJIMBawlye JIMT'aHOE, KOHBOIMPOBAHHEE C
5'-xoHLOM KOIMpVIIEeM LelM, Kak IokasaHo B Tabauuax 4 u 5.
VHBEeKUVM BHIIOJHAIM MeXOy KOoXeM M MeIaMyM (T. €. MHBLeKUUM OBJIM
MIOOKOXHEIMM) B HeHaTAHYTYKR KOXYy B o00JJacTu meM U IJed. lMccijemoBaJu
Teu (3) MBIIM B KaxioW Ipyine (n=3).

CHBOPOTKY cobOupalM 3a 1 IeHb IO BBelIeHMHd, a 33aTeM Ha JeHb
8, =nmeHb 15, neHsr 22, 1neHb 29 M JOeHb 36 OINPelelallM CHBOPOTOUHHE
KoHIleHTpaluunu HBSAQ B COOTBETCTBMM C IIPOLedypoW, IIPMBEOeHHOM BHIIE

B TIpvMepe 2. J[laHHEE BSKCIEepMMEeHTa IoKaszaHu B cJelylmel Taduile
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15, 7rone cpenHue 3BHaueHMsa HBsAg oTpaxXxanT HOPMUPOBAHHEE CpelHMe
3HaueHud HBsAg.

Tabauua 15. CpenHmue KOHUeHTpalimyu HBSAg, HOPMMPOBaHHEE K
YPOBHIO IO JeueHMSa M KOHTpoJio PBS, y wMeme#t pHBV nocie BBeIeHUS
areHTor PHKm nporuB BI'B u3 HOpumMepa 6 (CpemHekBaOpaTHUUYHOE

OTKJIOHEHMe I[IOKasaHo B Bume (+/-)).

T'pyrmna Jeur 8 JeHs 15 Jenr 22
A 1,000 £ 0,068 1,000 = 0,183 1,000 + 0,181
B 0,085 + 0,020 0,068 = 0,005 0,089 + 0,014
C 0,283 = 0,039 0,343 = 0,055 0,436 = 0,004
D 0,161 + 0,052 0,137 = 0,036 0,190 + 0,068
E 0,182 = 0,040 0,233 £ 0,023 0,436 = 0,029
F 0,078 £ 0,024 0,093 = 0,015 0,167 + 0,028
G 0,066 = 0,030 0,013 £ 0,002 0,010 = 0,002
H 0,033 £ 0,012 0,016 = 0,005 0,020 = 0,005
I 0,040 £ 0,011 0,028 = 0,003 0,032 + 0,007
J 0,035 + 0,010 0,019 + 0,002 0,021 + 0,001
T'pyrmna Jene 29 JeHL 36
A 1,000 £ 0,032 1,000 £ 0,141
B 0,148 = 0,016 0,194 + 0,047
C 0,622 + 0,041 0,741 + 0,132
D 0,234 = 0,055 0,280 £ 0,071
E 0,623 = 0,116 0,782 + 0,114
F 0,259 £ 0,014 0,368 = 0,068
G 0,010 = 0,003 0,009 + 0,004
H 0,022 = 0,005 0,024 = 0,009
I 0,065 + 0,014 0,087 = 0,015
J 0,031 £ 0,0001 0,044 + 0,002

MccienoBaHHEle areHTH PHKuM npoTme BI'B OPpMBOOMIIM K CHMXEHMIO
HBsAg I[IO0 CpaBHEeHMI C KOHTpoJsieM PBS BO BCex OTMEUEHHHX MOMeHTAax
BpeMeHMU. KpoMe TOTO, KOMOMHMPOBaHHOe JedeHMe AD04872 (KOTOPHM
BKJIOUAaeT B ceBd TMOCHeIOBaTeJILHOCTL aHTHMCMHCJIOBOM I1LelM, KoTopas
10 MeHBIeW Mepe YacTHMUHO KoMIJleMeHTapHa ORF S B NOJOXeHMAX 261-
279 rTeHoMa BIB, KkKak IIoKazaHOo B Tabjumuax 1 UM 2) M OIHMM U3
ADO04981 WU AD04963 (oba n3 KOTOPHIX BKJIIOUAT B cebsa
IIOCJIENOBATEJNBHOCTY AHTUCMEICIOBOM L€y, KOTOPHE I[IO MeHBIeW Mepe
J4acTuuHO KoMiJieMeHTapHE ORF X B nojoxeHmsax 1781-1799 renoma BI'B,
KakK IIokKas3aHo B Tabauuax 1 M 2), KOTOpOe IoKa3aHOo B Ipymnnax H, I

n J IIprMepa 6, IeEMOHCTpHMpPpyeT, UWTO KOM@MHMPOBaHHoe JieUeHVe IBYMHA



175

aredTaMr PHKM, oIMH M3 KOTOPHX HalleJeH Ha ORF S, a »Ipyrom - Ha
ORF X renoma BI'B, aHaJOI'MUHHM OO0pa3oM IIPUBOOMUIIO K CHMXeHMID HBSAg
I[I0 CpaBHeHMID C KOHTpoJyeM PBS BO Bcex OTMEUEeHHBIX MOMEHTAax
BpeMeHU.

KpoMe TOTO, TakXe OLEHMBaJM CEHBOPOTOUHEE KOHIEHTpalunu e-
aHTUTeHa TenaTuTa B (HBeAg). CHauajla OOBEIMHANM NPOOH OT MHIIEW B
KaxIaoM COOTBeTCTRYKIEN Tpylne, a IIoJydYeHHHe o0O0pa3ls CHBOPOTKU
aHaJIM3MPOBAIM B OIOMH IIpUeM. JaHHEEe 5SKCIEepUMMEHTa I[IOKAa3aHHE B
clenywmel Tadauie.

Tabauua 16. CpenHue KOHUeHTpalimy HBeAg, HOPMUMPOBAaHHEE K
YPOBHIO IO JeueHMSa M KOHTpoJio PBS, y wMeme#t pHBV nocie BBeIeHUS

areHToR PHKm mpotme RBRI'B m3 mnpumepa 6.

T'pymnma Jeur 8 JeHs 15 JeHE 22 Jene 29 Jenr 36
A 1,000 1,000 1,000 0,183 1,000
B 0,138 0,180 0,274 0,005 0,089
C 0,316 0,376 0,588 0,055 0,436
D 0,167 0,250 0,262 0,036 0,190
E 0,301 0,327 0,447 0,023 0,436
F 0,167 0,172 0,305 0,015 0,167
G 0,275 0,135 0,158 0,002 0,010
H 0,080 0,053 0,094 0,005 0,020
I 0,165 0,124 0,185 0,003 0,032
J 0,120 0,057 0,101 0,002 0,021
Kaxk r1nokaszaHo B Tabiamiue 16, xoMmMOmHalumsga AD04872 (KOTOPHM

HaleJileH Ha ORF S renoma BIB) wm omuoro wmu3 AD04981 wim AD043963
(oba ™3 KOTOPHX HaleJeHH Ha ORF X renoma BIB) rokaszasa
OOTIOJIHUTEJILHOE  CHMXeHMe  KOHUeHTpauui HBeAg 10O CpaBHeHMIO C
BBeIOeHMeM ToJbKO AD04872.

[IpuMep 7. AreHTs! PHKwn OpoOTHB BI'B y MEIIEH PHBV:
AOOHNOJIHNTEJIBEHEE HCCHAeJOBaHMsI oTBeTa B BaBUCHMOCTHM OT [HJOBH #
KOMOHMHHUPOBAHHOT'O JIQUEHHS .

Vcrnose30BagM MHIMHYHD MoOIeJib pHBV, omomcaHHyw B 2 IIpuMepe 2
BRIle. Memmel paz3nesidiM Ha pal3JMuUHBHe TPYIHINH, Kak yKaz3aHo B Tabjule
17 HMXe, M KaXIOV MBEIIM BHIOOJHAIM OOHY INOAKOXHYK MHBEKIUD OO0BLeMOM
200 MKJ B COOTBETCTBUM C PeXMMOM IO3UPOBaHMA, IIPUBEIEHHEM B
Tabauue 17.

Tabauua 17. Tpynnb OO3UMPOBaHMA Memie¥ pHBV nas npumepa 7.

T'pynna AreHT PHKM M nmosa PexM »DOBMPOBaHUSA
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A PBS (6es arenTa PHKM) OOVMHOUHAaA MHBEKUMSa B IOeHb 1
B 4,0 Mr/xT AD04776 OOVMHOUHAaA MHBEKUMSa B IOeHb 1
C 1,0 Mr/xr AD04982 OOVMHOUHAaA MHBEKUMSa B IOeHb 1
D 2,0 Mr/xr AD04982 OOVMHOUHAaA MHBEKUMSa B IOeHb 1
E 1,0 Mr/xr AD04776 OOVMHOUHAaA MHBEKUMSa B IOeHb 1
F 2,0 Mr/xr AD04776 OOVMHOUHAaA MHBEKUMSa B IOeHb 1
G 3,0 MP/xT AD04872 OOVMHOUHAaA MHBEKUMSa B IOeHb 1
H 3,0 mr/xr AD04872 + OmMHOUHAA MHBLEKIMS B IeHbL 1
1,0 mMr/xr AD04982
T 3,0 Mr/kr AD04872 + OmMHOUHAS MHBEKIUS B IeHb 1
2,0 Mr/xr AD04982
Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx
OIipelleJIEHHOE KOJIMUECTBO areHTa (-oB) PHKm nporme BI'B B dochaTHO-

COJIEBOM

OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotms BIB,

Tabauie 17.

anmeTjirajJlakKToO3aMMHOBEE

5'"-KOHUOM KOIMpYyKMen

OybepHOM

pacTBOpE,

MJIn

200

MKJI

dochaTHO-COJIEBOTO

KakK VYKasaHO B

Kaxnaemt m3 areHToR PHKu npotuB BIB BrJOUaJ B cebsa N-

elir, Kakr

HalleJIMBaKmme

IIOKaz3aHo

VHBEeKLUMY BHIIOJIHAJIM MeXIy KOXelM ¥ MBIILaMu

TIOOKOXHBIMM )

MBIIM B Kaxiomn T'pyIllie McCccjlegoBaJlM B IOE€Hb

JIMT'aHIOEL,

(7. e.

KOHTEBROI'MPOBaHHEE

B Tabimuax 4 u

B HeHaATIHYTYI KOXY B o6JacTM e U ILJIed.

-1 u @»meHb

UeTrpe

8 (n=4),

C

MHBEeKUIMM OBJIN

(4)

a

3aTeM OIHY MBIIb W3 Kaxmon TPOYIIIIEL YMEPIBJIIAJIM IJIA TUCTOJIOTMUECKOM

OlleHKM. Mccrnemoraau Tpu (3) MeIM B KaXOIOW Tpynne B OeHb 22 U

OeHbL 29 (n=3).

CHIBOPOTKY coOupasM B IeHb -1 OO BBeOeHMsd, a BaTeM B OeHb 8,

IOeHb 15, IOeHb 22 M  IeHb 29, M OIpenesiaiYM  CHBOPOTOUHEE
KOHIIeHTpalun IIOBEPXHOCTHOTO AHTUI'€eHa rernaTmTa B (HBsAg) B
COOTBETCTBMUM C IIPOLeNypol, IIPMBEIEHHOM BHIIe B IIpUMepe 2. HaHHEE
SKCIepUMeHTa IIOKa3aHHE B cJenywomer Tabjauile 18.

Tabauua 18. CpenHmue KOHUeHTpalimy HBSAg, HOPMMPOBaHHEE K
YPOBHK IO JedeHMsa (OeH:r -1) u KoHTpoJo PBS, y wMmemeM pHBV nocie
BBeIOeHMA areHTOB PHKuM IIPOTUR BI'B nus prMepa 7
(cpenHekBaIpaTUUHOE OTKJIOHEHMEe IIOKa3aHo B BuIe (+/-)).

T'pyrmna Jeur 8 Jeur 15 JeHE 22 Jene 29

2 1,000 % 1,000 % 1,000 % 1,000 %
0,347 0,278 0,194 0,318

0,117 % 0,085 + 0,148 + 0,198 +
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0,069 0,039 0,045 0,049
C 0,519 % 0,375 % 0,422 + 0,525 %
0,058 0,012 0,046 0,037
D 0,342 + 0,255 % 0,272 0,314 +
0,062 0,046 0,122 0,068
F 0,279 0,245 + 0,374 0,304 %
0,057 0,032 0,121 0,035
F 0,224 + 0,161 % 0,310 % 0,482 %
0,018 0,009 0,016 0,053
G 0,029 % 0,005 % 0,004 % 0,006 %
0,010 0,001 0,001 0,001
q 0,016 % 0,004 % 0,010 % 0,015 %
0,005 0,001 0,006 0,008
T 0,026 % 0,008 % 0,010 % 0,015 %
0,012 0,001 0,002 0,005

ViccilegoBaHHEHE aIT'€HTEHL

PHKu mnpoTme BI'B OpMBOOIMIM K CHMXEHMUIO

HBsAg I[IO0 CpaBHEeHMI C KOHTpoJsieM PBS BO BCex OTMEUEHHHX MOMeHTAax

BpeMeHU.

KpoMe TOTO, TakXe OLEHMBaJM CEHBOPOTOUHEE KOHIEHTpalunu e-
aHTUTeHa TenaTuTa B (HBeAg). CHauajla OOBEIMHANM NPOOH OT MHIIEW B
KaxIaoM COOTBeTCTRYKIEN Tpylne, a IIoJydYeHHHe o0O0pa3ls CHBOPOTKU
aHaJIM3MPOBAIM B OIOMH IIpueM. JaHHBEEe 5SKCIepUMMeHTa IIOKa3aHH
cryenyomer Tabiule.

Tabauua 19. CpenHmMe KoOHUeHTpaliuy HBeAg, HOPMMPOBAaHHHE

YPOBHIO IO JieUueHMda UM KOHTpoJw PBS,

areHToR PHKm mpotme RBRIB m3 npumepa 7.

y Memey pHBV 1ocjie BBeOeHUS

T'pymnma JeHL 8 Jeur 15 JeHE 22 JeHr 29 Jenr 36
A 1,000 1,000 1,000 1,000 1,000
B 0,193 0,213 0,260 0,307 0,404
C 0,471 0,424 0,562 0,513 0,705
D 0,335 0,310 0,411 0,442 0,500
E 0,381 0,368 0,355 0,564 0,483
F 0,275 0,255 0,370 0,495 0,449
G 0,323 0,218 0,205 0,250 0,190
H 0,124 0,102 0,099 0,156 0,156
I 0,081 0,059 0,045 0,063 0,086
Tabmuiza 19-1. CpenHee KpaTHOe CHMXeHMe HBeAg, HOpMUpOBaHHOE

K YPOBHID OO JIeUeHMdI UM KOHTpoJio PBS,

areHToR PHKm mpotme RBRIB m3 npumepa 7.

y MemmeM pHBV nocjie BBReOeHUA

Jeur 8 JeHs 15 Jeur 22 Jene 29 JeHL 36
T'pymma (KpaTHoe (KpaTHOE (KpaTHoe (KpaTHoe (KpaTHOE
CHUXeHMe) | cHmuxeHMe) CHUXeHNe) CHUXeHMe) | CHMUXeHUE)

A 1,0 1,0 1,0 1,0 1,0

B 5,2 4,7 3,8 3,3 2,2
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C 2,1 2,4 1,8 2,0 1,4
D 3,0 3,2 2,4 2,3 2,0
E 2,6 2,7 2,8 1,8 2,1
F 3,6 3,9 2,77 2,0 2,2
G 3,1 4,6 4,9 4,0 5,3
H 8,1 9,8 10,1 6,4 6,4
I 12,3 17,0 22,3 15,7 11,6
B

Tabimue 19-1 nOpelcTaBJIEeHO COOTHOIeHMEe KPpaTHOCTM CHUXEHNS
HBeAg 1[I0 CpaBHEHMI C KOHTPOJIEM, KOTOpOe PpacCCUMTHBaeTCad Kak
HOPMUPOBaHHAaSA KOHUeHTpaluns HBeAg B KOHTPOJILHOM Tpyllle
(PBS) /HOopMMPpOBaHHasa KOHIeHTpaliua HBeAg B COOTBETCTBYIEN TpPYIIIE
¢ areHToMm (-amm) PHKm (7. e. 1,000/xounentpaiva HBeAg). JaHHBE B
Tabamuie 19-1 yKaseHBaloT Ha TO, UTO KoMOMHalmsa AD04872 (KOTOpPHI,
Kak OTMEUEHO BHIIE, BRJIOUAET B cebs [IOCJIENOBATEJIEHOCTE
AHTUCMEICIIOBOM Lenmu, KoTOpPAada 1o MeHbIIen Mepe YaCcTUYHO
KoMILIeMeHTapHa ORF S B noJjgoxeHmax 261-279 renoma RBI'B) ¢ AD04982
(KOTOpPHIM BKJUaeT B ceBd TOCHeOOBaTeJIbHOCTH AaHTUMCMEICJIOBOM ILIenwu,
KoTopasd IO MeHBNelM Mepe dYacTMUHO KOoMIJleMeHTapHa ORF X B
nojioxeHuax 1781-1799 renoma BIB) nOpueoIMjia K  HOOIOJHUTEJIEHOMY
CHMXeHUI KOHIUeHTpaliny HBeAg @O CpaBHeHMK C BBeIeHMEeM TOJBKO
OTIOEeJIbHEX areHTOBR PHKu (cMm., Hanpumep, Tabmamue 19 m 19-1, rpynnu
H u I). HOOHNOJHMUTEJILHO NOaHHEE M3 5STOI'O IpMMepa TakXe IIOKa3HBalT,
urTo koMOuHauwmsa AD04872 ¢ AD04982 mnpmBomouiia K KpPaTHOMY CHWXEHUIO
HBeAg, IpeBHanIeMy CYMMY KPAaTHHX CcHMXeHuM HBeAg, HabJooaeMBIX
npu eBeleHun AD04872 wm AD04982 1o oTnejibHOCTM. Hanpumep, B
rpynne I (B KoTopoM BBOIMIM 3,0 Mr/xkr AD04872+2,0 mMmr/xr AD04982)
npoucxonomio cHmkeHue HRBReAg Ha peHs 15 B 17,0 pas, uyuTo O6oJblle
CYMMEl KpPaTHOTO CHWXeHMS B Tpymane G (3,0 mr/xr AD04872), KoTopoe
cocTaByaaso 4,6, U KpaTHOTO CHMXeHMS B Tpymomne D (2,0 wMD/KUD
AD04982), KOTOpOe COCTaBJAJIO 3,2.

HOIIOJIHUTEJIbHO CHBOPOTOUYHEE KOHIeHTpaumu HTHK BIB onopenendiin
OJ8 KaXmou M3 TpyHon, OpuMBeleHHHX B 2 Tabauue 17, B 1pobax
CHEHIBOPOTKM, cobpaHHHX B @OHM -1, 8, 15, 22, 29 wum 30, B
COOTBETCTBMM C I[IpOoLenypou, IPpUBEeNeHHOW BHIIe B IIpuMepe 2.
ChuBopoTouHyl [OHK BI'B BHIOeJAJM VY KaxXIoT'0 XKMBOTHOTO B KaXILM
MOMEHT BpeMeHM. [aHHHEe NOpelICTaBJIeHH B Clelykmel Tabjauie.

Tabauua 20. CpelHMe CHBOPOTOUHHEHE KOHUeHTpaumm ITHK BIB,

HOPMMPOBAaHHEE K YPOBHID IO JeueHMA UM KOoHTpoJwo PBS, v Mbemer pHBV
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rocJie BBeIOeHMA areHTOB PHKuM IIPOTUR BI'B nus prMepa 7
(cpemHekBaIpaTUUHOE OTKJIOHEHME IoKaszaHo B Bume (+/-)).
T'pymnma Jeur 8 JeHs 15 JeHE 22 Jene 29
1,000 = 1,000 = 1,000 = 1,000 =
A 0,493 0,358 0,424 0,387
0,224 « 0,263 = 0,335 = 0,449 =+
B 0,150 0,185 0,204 0,108
0,358 = 0,428 =+ 0,433 = 0,474 =+
C 0,207 0,073 0,220 0,090
0,516 = 0,523 =« 0,244 + 0,241 =«
D 0,163 0,264 0,123 0,085
0,601 = 0,319 = 0,279 « 0,506 =
E 0,388 0,125 0,138 0,525
0,363 = 0,374 =« 0,275 «= 0,385 =
F 0,128 0,197 0,146 0,141
0,071 = 0,022 « 0,015 = 0,025 «=
G 0,032 0,009 0,015 0,005
0,069 =« 0,018 = 0,019 = 0,022 =«
H 0,070 0,014 0,020 0,001
0,044 =+ 0,033 = 0,017 = 0,022 =«
I 0,024 0,016 0,012 0,014
T'pymnma Jenr 36
1,000 =
A 0,326
0,603 =
B 0,068
0,509 =«
C 0,163
0,543 =+
D 0,079
0,444 =+
E 0,407
0,721 =
F 0,043
0,058 =«
G 0,030
0,047 «
H 0,021
0,058 =«
I 0,051
HaHHEE, npencraBjieHHEe B Tabimmue 20, [IOKa3EBalT, uTo
MccyenopaHHEle  areHTH  PHKu, Kak [0 OTIOeJLHOCTH, Tak B
KOMOMHaUWN, OPUBOOMIIM K  CHWXEeHMI KOHUeHTpaumyt HOHK BI'B 1o

CpaBHeHMIO C IoJydaBmel PBS Tpynmnowu,

yTo KoMOMHalumsga AD04872

(koTOpas HalejieHa Ha ORFE 3)

1 IOOIIOJIHMTEeJIBHO IIOKa3BBakT,

n AD04982
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(koTOopasa HaleJieHa Ha ORF X) cCcHMXaeT CHBOPOTOUYHYI KOHLEHTPAaLNWD
IOHK BI'B B TOM Xe CTeIleHH,

AD0O4872.

UTO ¥ AaHaJIOTMUYHOE KOJMUECTBO TOJBKO
Npmmep 8. ArenTsi PHKu npormB BI'B y wmmer pHBV: JajlcHeHWHe
¥MCCIeOBaHHuSI OTBeTa B BaBHCHMOCTH OT XLOBH ¥ KOMOHMHHMPOBAHHOI'O

JIeueHns.

VICIIOJIE30BAJIM  MEIMVMHYKD MOIEJb

pHBV,

OIIMCaHHYI B

npuMepe

BhIlle . Muluei PasnoelidJIM Ha pasJIMYHEEe T'PYIIINE, KaK YKa3aHO B Tabanilie
21 HVXe, U KaXOoy MBIIM BLIIOJIHAJINM OIOHY IIOOKOXHYID MHBEKILMD OO0BEMOM
200 MKJI B COOTBETCTBUM C PeEXVMMOM ITO3SMPOBAHNMA, IIpMBeI€eHHEM B

Tabauile 21.

Tabauita 21.

Tpynne Oo3uMpOBaHMUA Memied pHBV njg npumepa 8.

AreHT PHKM mn Unucio
T'pynma PexuM OoBUpPOBaHUSA
Josa KMBOTHHX (n)
. PBS (Ges arenTa OmMHOUHasa  MHBLEKLUI .
PHKM) OeHb 1
4,0 Mr /KT OmMHOUHasa  MHBLEKLUI
>p | AD04872 + .
1,0 MD/KT | geHe 1
ADO05070
2,0 MD/KT OmMHOUHasa  MHBLEKLUI
2B AD04872 + 4
1,0 Mr/kr | mens 1
ADO05070
3,3 Mr /KT OmMHOUHasa  MHBLEKLUI
3A AD04872 + 4
1,7 Mr/kr | mens 1
ADO05070
3,3 Mr /KT OmMHOUHasa  MHBLEKLUI
3B AD04872 + 4
1,7 MD/KT | geHe 1
ADO05070
3,2 MD/KT OmMHOUHasa  MHBLEKLUI
A1 AD04872 + 4
0,8 Mr/kr | mens 1
ADO05070
3,2 Mr /KT OmMHOUHasa  MHBLEKLUI
4B AD04872 + 4
0,8 MD/KT | geHe 1
ADO05070
2r7 Mr /KT OmMHOUHasa  MHBLEKLUI
57 AD04872 + 4
1,3 MD/KT | geHe 1
ADO05070
5B 2,7 MI'/KT | Onyuounas  MHBEKIUA 4
AD04872 +
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1,3 MD/KT | geHe 1
ADO05070
OmvHOUHAa g MHBEeKIMS B
6A 4,0 MI'/ KT 4
ADOLQ70 OeHb 1
OmvHOUHAa g MHBEeKIMS B
6B 4,0 MI'/ KT 4
ADOLQ70 OeHb 1
OmvHOUHAa g MHBEeKIMS B
TR 1,7 MI'/ KT 4
ADOLQ70 OeHb 1
OmvHOUHAa g MHBEeKIMS B
7R 1,7 MI'/ KT 4
ADOLQ70 OeHb 1
OmvHOUHAa g MHBEeKIMS B
8A 0,8 MI'/ KT 4
ADOLQ70 OeHb 1
OmvHOUHAa g MHBEeKIMS B
8B 0,8 MI'/ KT 4
ADOLQ70 OeHb 1
OmvHOUHAa g MHBEeKIMS B
9 1,7 MD'/ KT 4
ADObL148 OeHb 1
OmvHOUHAa g MHBEeKIMS B
10 2,7 MD'/ KT 3
AD04872 OeHb 1
OmvHOUHAa g MHBEeKIMS B
11 1,7 MD'/ KT 3
ADOL147 OeHb 1
OmvHOUHAa g MHBEeKIMS B
12 4,0 MI'/ KT 3
AD04872 OeHb 1
OmvHOUHAa g MHBEeKIMS B
13 1,7 MD'/ KT 3
ADObL149 OeHb 1
Kpowme TOTO, [JIaHUPYETCH YMepPIBJIEeHME MBI e COTJIacHO
crienyoimeMy Tpadury:
* Jedr 11: YMepHmBIeHMe 2 MHIIeM u3 ITpynn 27, 3A, 4A, 5A, 6A,
7TA 1 8A U yMepHmBJeHMe OOHOM MHINM M3 TPYIHIIE 9.
* Jledb 14: YMepmBJIeHMe 2 MHIIeM u3 Tpynn 27, 3A, 4A, 5A, 6A,
TA m 8A.
* Jledr 21: YMepHmBIeHMe 2 MHIIeM u3 rpynn 2B, 3B, 4B, 5B, 6B,
7B u 8B.
* IIenr 28: VYMepmBJIeHMe 2 Mume¥ m3 rpynn 1, 2B, 3B, 4B, b5B,
6B, 7B u 8B u Bcex Mmpmen (4) wus rpynn 10 u 12.
Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx
OIipelleJIEHHOE KOJIMUECTBO areHTa (-oB) PHKm nporme BI'B B dochaTHO-



COJIEBOM

OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotms BIB,
Tabiauie 21.

anmeTjirajJlakKToO3aMMHOBEE

OybepHOM

5'"-KOHUOM KOIMpYyKMen

VHBEeKIMM BHIIOJHAIM MexXxIy Koxel M MeIniaMm (T.
TIOOKOXHBIMM )
IokazaHo B Tabimie 14 Boie,

rpynne (n=4),

pacTBOpE,

HalleJIMBaKmme

elir, Kakr

HeHaTIHYTYID KOXY

MJIn

200 MKJI

JIMT'aHIOEL,

IIOKaz3aHo B

obJlacTH
VCCIIeIOBaJIM YeTHpE

12 n 13,

3a MCKJIoYeHmeMm Tpynn 10, 11,

mccijlegopajl TPM MEBEIINM

CHBOPOTKY cobupaliM B LOeHb

n 28, u

aHTHI'eHa

NPMEBENEeHHOM BHIIE B IIpHMepe 2.

reliaTriTa

olipeneJiajin

clienywmen Tabimie.

Tabauila 22.

YPOBHIO IO JieUueHMda UM KOHTpoJw PBS,

areHTOB

IPOTUB

B (HBsAg)

CpenHue

(n=3) .

CEIBOPOTOUHEIE

KOoHIleHTpauun HBsSAg,

OTKJIOHEHMe I[IOKasaHo B Bume (+/-)).

B

-1 Do BBeIeHMSA M B IOHHU 8,
KOHIIEHTPalUNX

COOTBETCTBUUA

BI'B w3 npumMmepa 8

dochaTHO-COJIEBOTO
KaK YyKa3aHO B
Kaxnaemt m3 areHToR PHKu npotuB BIB BrJOUaJ B cebsa N-
KOHTBIOTUMPOBAHHEE
Tabamuax 4

MHBEeKUIMM OBJIN

" IJjie4d.

MEIIM B Kaxnoom

IOBEPXHOCTHOTO
npoLenypon,

HaHHEIE SOKCIIEPVMMEHTa IIOKas3aHEl

HOPMUPOBAaHHEE
y Memey pHBV 1ocjie BBeOeHUS

(CpemHekBaOpaTHUUYHOE

HomMep JeHL 8 JeHr 14 Jeur 21 JeHE 28
T'PYIIIIE
1 1,000 + 1,000 + 1,000 + 1,000 +
0,089 0,087 0,132 0,138
2A 0,009 * 0,005 *
0,003 0,001
2B 0,006 + 0,002 + 0,004 + 0,005 +
0,003 0,001 0,001 0,001
3A 0,032 * 0,009 *
0,021 0,004
3B 0,028 + 0,008 + 0,012 + 0,015 +
0,027 0,006 0,005 0,005
4A 0,036 * 0,012 *
0,020 0,006
4B 0,029 + 0,010 + 0,015 + 0,022 +
0,025 0,008 0,005 0,004
5A 0,027 * 0,008 *
0,014 0,002
5B 0,027 + 0,007 + 0,019 + 0,031 +
0,013 0,003 0,004 0,005
6A 0,058 =+ 0,069 *
0,035 0,039

B KOTOPEIX

14,
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6B 0,117 + 0,079 + 0,145 + 0,135 +
0,058 0,047 0,082 0,061
TA 0,189 + 0,084 +
0,100 0,029
7B 0,099 + 0,147 + 0,267 + 0,345 +
0,010 0,025 0,048 0,063
8A 0,355 + 0,366 +
0,099 0,069
8B 0,271 + 0,334 + 0,464 + 0,624 +
0,058 0,060 0,055 0,053
9 0,239 + 0,179 + 0,309 + 0,345 +
0,148 0,127 0,213 0,225
10 0,018 + 0,005 + 0,005 + 0,007 +
0,009 0,003 0,002 0,003
11 0,129 + 0,138 + 0,239 + 0,315 +
0,068 0,060 0,092 0,119
12 0,033 + 0,002 + 0,002 + 0,002 +
0,022 0,001 0,001 0,0004
13 0,200 + 0,239 + 0,367 + 0,477 +
0,093 0,114 0,123 0,125

ViccilegoBaHHEHE aIT'€HTEHL
Tak M B KOMOMHalLUMM,

CPaBHEHNMI C KOHTPOJIEM PBS BO BCeX OTMEUEHHEX MOMEHTAax BpeMeHNM.

PHKu npoTtme BIB,

Npummep 9. JocraBxa arenTa PHKw.

VICIIOJIE30BAJIM  MEIMVMHYKD MOIEJb

BHIle. B OeHb 1 KaXIOM MBIIM BHIIOJHSAIM OIHY IIOIOKOXHYID MHBLeklMio 200

MKJI, conepxammx 10

dochaTHO-COJIEBOM
COJIEBOTO
NIpYMeHeH S B KauecTbBe KOHTPOJA.
BI'B BrJwUajgM B ceO4d arl'eHTH,
B Tabiuile

anmeTjirajJlakKToO3aMMHOBEE

OybepHOTO

23 HUXe,

5'"-KOHUOM KOIMpYyKMen

VHBEeKLUMY BHIIOJIHAJIM MeXIy KOXelM ¥ MBIILaMu (.

[IOOKOXHEIMI )

TeM (3)

CHBOPOTKY coOupal Iepel BBeIeHUEM,
22 n 29,

aHTHI'eHa

reliaTriTa

MBIIM B KaxXIoM T'pyIlrne

B

elir, Kakr

(HBsAg)

pHBV,

MI'/ KT (mpk)
OybepHOM pacTBoOpE,
pacTeopa 6es

areHTa

VMepm1e
opudeM KaXOBMU

HalleJIMBaKmme

areHTa

NI 200

HOMepa OylIlJIeKCa,
3 HHUX

JIMT'aHIOEL,

IIOKaz3aHo B

B

B HeHaTIdHYTYI KOXy B o0BJlacTM Ner U IIJed.

(n=3) .

COOTBETCTBUUA

OIIMCaHHYK B
PHKM HOpoTHUBR
MKJI

PHKu npoTus

Kakr IIO OTHeJIbHOCTH,

[IPUBOOVUIIM K CYIeCTBEHHOMY CHMWXeHMIO HBSAg 110

MccienoBaHHEe areHTH PHKM IpOTHUB
[IPUEBEIeHHEEe
BKJIOUAJ B ceba N-
KOHBIOTMPOBAaHHEE
Tabiauuax 4
MHBEKLUUNM OBLIM

VMccriegoBain

a 3areM B IeHL 8,
Y ONpPelelIalM CHBOPOTOUHEE KOHIIEHTPpAallMM II0OBEPXHOCTHOTO

opollenypom,

npuMepe

BIB
dochaTHO-

BI'B onoJjsa
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IPUBENeHHOW BHIIe B IIpuMepe 2. JlaHHHeEe DKCIEepMMeHTa IIOKa3aHHE B
cryenyomer Tabiule.

Tabauua 23. CpengHmMe KOHUeHTpalimy HBSAg, HOPMMPOBaHHEE K
YPOBHIO IO JeueHMSa M KOHTpoJio PBS, y wMeme#t pHBV nocie BBeIeHUS
areHTor PHKm nporuB BI'B u3 HOpumMepa 9 (CpemHekBaOpaTHUUYHOE

OTKJIOHEHMe I[IOKasaHo B Bume (+/-)).

HBsSAg B CHBOPOTKE o .
. % CHIXEeHMA B IIeHE HMUBMeN
AreHT PHKWM B HMSBIIENM TOUKe .
HUBIIEM TOouKe TOUKU
(HopM. OQpakumg)
PBS 1,000 H/I H/I
AD034098 0,087 £ 0,016 91, 3% 8
AD03499 0,069 £ 0,011 93,1% 15
AD03500 0,095 + 0,031 90, 5% 8
ADO03501 0,046 + 0,020 95, 4% 15

Kaxmoemt M3 areHToB PHKu npotme BI'B, mokazaHHHX B Tabjiule 23
BRHIle, BKJIOUAJ B cebd TOCHeIOBaTEJILHOCTL aHTUCMHECJIOBOM HUTH,
KoTopasd IO MeHBNelM Mepe dYacTMUHO KOoMIJleMeHTapHa ORF X B
noJioxeHuax 1781-1799 renoma BI'B. Kaxnwi M3 areHToB PHKM OpuBOOMII
K SBHAUUTEJIEHOMY CHIDKEHMIO [IO CPpaBHEeHMI C KOHTpoJsieM PBS.

[IpuMep 10. ArenTsi PHKm  nOporwuB  BI'B Yy  MEmmey  pHBV:
JONOJIHHUTEJILHEIE HCCIeLOBAaHHUS KOMOHHHMPOBAHHOI'O JICUEHWSI.

Vcrnose30BagM MHIMHYHD MoOIeJib pHBV, omomcaHHyw B 2 IIpuMepe 2
BRIle. Memmel paz3nesidiM Ha pal3JMuUHBHe TPYIHINH, Kak yKaz3aHo B Tabjule
24 HMXe, ¥ KaXOOW MHIMM BHIOJHAIM OIOHY IMNOIKOXHYK MHBEKIMID ODBEeMOM
200 MKJ B COOTBETCTBUM C PeXMMOM IO3UPOBaHMA, IIPUBEIEHHEM B
Tabiuue 24.

Tabauua 24. Tpynhe OO3UMpPpOBaHMA Memel pHBV nms npumepa 10.

T'pynna | ArenT PHKu m mosa PexM »DOBMPOBaHUSA
I T'pynrna T c PBS (Bes | OoMHOUHAaS WMHBEKUIMS B OeHb 1 U
areHTa PHKuM) OeHb 22
B I'pynrna ITI ¢ PBS (Bes | OoMHOUHAaS WMHBEKUIMS B OeHb 1 U
areHTa PHKuM) OeHb 22
C 3,0 Mr/kr ADOA5S5 OoMHOUHAad MHBEKIMAS B @»OeHb 1,

O0eHr 22, neHb 50 u meHb 64

D 3,0 Mr/kT AD04771 OmMHOUHAaA WMHBEKUMSA B OeHb 1 u
OeHL 22
E 3,0 MT/KT AD04580 OmmHOUHAaA MHBEKUMS B IOeHb 1,
O0eHr 22, neHb 50 u meHb 64
F 3,0 Mr/KT AD04ATT6 OmMHOUHAaA WMHBEKUMSA B OeHb 1 u
OeHL 22
G 1,5 Mr/xr AD0O4585 + OmmHOUHAaA MHBEKUMS B IOeHb 1,
1,5 Mr/xr AD04580 O0eHr 22, neHb 50 u meHb 64
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g 1,5 Mr/xr ADO4771 + OmMHOUHAaA WMHBEKUMSA B OeHb 1 u
1,5 Mr/xr ADQO4776 neHL 22

I 2,0 Mr/xr AD04771 + OmMHOUHAaA WMHBEKUMSA B OeHb 1 u
1,0 Mr/xr ADQ4776 neHL 22

J 2,25 mr/xr AD04771 + OmMHOUHAaA WMHBEKUMSA B OeHb 1 u
0,75 Mr/xr AD04776 neHL 22

Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx

OIipelleJIEHHOE KOJIMUECTBO areHTa (-oB) PHKm nporme BI'B B dochaTHO-

CoJIeBOM  OydepHOM  pacTBOpE, VI 200 MKJI pochaTHO-COJIEBOTO

OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotme BIB, Kak yKasz3aHO B
Tabmuue 24. Kaxnoweli M3 areHToB PHKu mnpoTtmB BIB BKJOUaAJ B Ccebsa N-
AUeTUIITAJIaKTO3aMMHOBEE HalleJIMBaliMe JIMTaHOE, KOHBOIMPOBAHHEE C
5'-xoHLOM KOIMpVIIEeM LelM, Kak IokasaHo B Tabauuax 4 u 5.
VHBEeKUVM BHIIOJHAIM MeXOy KOoXeM M MeIaMyM (T. €. MHBLeKUUM OBJIM
IIOOKOXHEIMI) B HEHATAHYTY KOXy B O0JlacTM WleM M IJled. YcciemoBalu
Teu (3) MBIIM B KaxioW Ipyine (n=3).

CHEBOPOTKY CcoOOMpallM llepel BBeleHUeM, a 3aTeM B IOeHb -1, IOeHb
8, meHr 15, menr 22, meHb 29, OeHb 36, »OeHb 43, nmeHr 50, meHn 57
M 1neHb 64. CHBOPOTOUHHE KOHIIEHTpAallMM I[IOBEPXHOCTHOTO aHTUIeHa
TernaTmuTa B (HBsAQg) ONpeneNalM B COOTBETCTBMM C MOpolLelypoH,
IpuBeleHHOM B HIpuMepe 2 Bboe. JaHHBE D2KCIepMMeHTa IIOoKa3aHb HUMXe.

Tabauua 25. CpenHmue KOHUeHTpalimyu HBSAg, HOPMMPOBaHHEE K
YPOBHIO IO JIeUeHM A n KOHTPOJID PBS (B KauecTBe KOHTPOJIA
VCIIOJIbE30BANIM Tpynny A), Yy Mmemed pHBV nociie BBeleHMS areHToB PHKwu
nporrue BI'B u3 npuMepa 10 (CpelHekKBaIpaTUUYHOE OTKJIOHEHME I10Ka3aHO

B BHIe (+/-)).

T'pyrmna JeHL 8 JeHs 15 Jeur 22
A 1,000 = 0,146 1,000 = 0,095 1,000 £ 0,202
B 0,931 £ 0,101 1,091 = 0,156 1,132 = 0,259
C 0,071 = 0,050 0,031 £ 0,022 0,024 + 0,013
D 0,134 = 0,035 0,130 £ 0,024 0,119 + 0,028
E 0,015 + 0,001 0,041 + 0,012 0,087 = 0,015
F 0,197 £ 0,081 0,308 £ 0,138 0,476 = 0,156
G 0,029 = 0,015 0,069 = 0,029 0,094 + 0,016
H 0,191 + 0,057 0,315 + 0,094 0,420 = 0,126
I 0,153 + 0,050 0,194 = 0,076 0,233 £ 0,116
J 0,155 = 0,059 0,177 £ 0,067 0,316 £ 0,117

T'pymna JeHr 29 JeHL 36 Jenr 43
A 1,000 £ 0,182 1,000 £ 0,287 1,000 £ 0,298
B 1,417 + 0,414 1,166 + 0,248




C 0,007 £ 0,005 0,004 £ 0,003 0,006 £ 0,001
D 0,048 £ 0,023 0,036 £ 0,020 0,052 £ 0,027
E 0,014 = 0,006 0,021 £ 0,011 0,026 £ 0,011
F 0,246 £ 0,081 0,244 + 0,097 0,179 £ 0,061
G 0,023 £ 0,009 0,027 £ 0,009 0,037 £ 0,013
H 0,200 £ 0,080 0,185 &+ 0,081 0,194 = 0,055
I 0,141 + 0,082 0,133 £ 0,051 0,151 + 0,082
J 0,133 £ 0,064 0,102 £ 0,039 0,129 £ 0,050
T'pyrmna Jenur 50 JeHs 57 JeHE 64
A 1,000 £ 0,296 1,000 £ 0,394 1,000 £ 0,395
B
C 0,015 «= 0,002 £ 0,001 0,004 £ 0,001
0,0001
D
E 0,052 £ 0,015 0,009 £ 0,002 0,018 £ 0,007
F
G 0,076 £ 0,020 0,012 £ 0,003 0,020 £ 0,007
H
I
J

AT eHTH PHKu IpPOTUBR BI'B AD04585 n AD04771 OBLIIN
CKOHCTPYMPOBAHE TakuM  oO0pasoM, UTOOE MX IIOCJIeIOoBaTeJIEHOCTHU
AHTUCMEICJIOBOM 1enu OBJIM 10 MeHBIeM Mepe UYaCcTHUUHO KOMILJIEMEeHTAaPHE
OTKPHTOM paMKe CUMTHBAHUA S B IHoJOoXeHMAX 257-275 renHoma BI'B, Kak
nokasaHo B Tabimuax 1 m 2. AredTel PHKu nportmus BIB AD04580 wm
ADO4776 OBLIIN CKOHCTPYUPOBAHEL TaKVM oBpasoM, UTOOH X
IOCJIENOBATEJNBHOCTY  aHTUCMEICJIIOBOM LlenM OBUIM IO MeHBIIeW Mepe
YAaCTUUYHO KOMIUJIEMEHTAPHE OTKPHETOM paMKe CUMTEHERBAHMA X B IIOJOXEHUAX
1781-1799 reHoMa  BIB, Kak TIIoKaszaHo B Tabaniax 1 u 2.
MccrnenoBaHHEe ar'eHTHl PHKM npoTms BI'B, kak I[IO OTIOEJIBHOCTH, TakK U
B KOMOMHaALWM, OpUBOOMIIM K  CHMXeHM©O HBSAg 1[0 cCpaBHeHU C
KOHTpoJieM PBS BO BCex OTMEUEHHEX MOMEeHTax BpeMeHU. Kaxnag
mocjiedymomas Oo3a OONOJHUTEJNLHO YCHMIMBalla CcHUXeHMe HBSAg B HM3MEeN
TOUKE.

KpoMe TOT'O, CHBOPOTOUHEE KOHUeHTpaumu [JHK BI'B oopenejanu
oiag rpynnsl C (3,0 mMr/xr AD04585), rpynns E (3,0 Mmr/xr AD04580) wu
rpynnel G (1,5 mMr/xr AD04585+1,5 mMr/xr AD04580) u3s Tabamue 24 B
npoax CHBOPOTKM, coOpaHHEX B v -1, 8, 15, 22, 29, 36, 43 wu

50, B COOTBETCTBUM C MNpPOLeNypoV, NpMBEINeHHOV BHIle B IIpuMepe 2.



ChuBopoTouHyl IHK BI'B BHOSJIAIM Y KaXIOT'o XMBOTHOTO B KaXIbM U3

OTMX MOMEHTOB BPEMEHI.

Tabauilza 26.

HOPMMPOBAaHHEIE K YPOBHIO IO JIedeHMA M KOHTPOJIAM PBS

n B,

nporrue BI'B u3 npumepa 10

noJjyuaBmmue PBS),

CpenHue

IJaHHHe NOpelCTaBJIeHH B CcJelyvimel Tabjuile.

y Meme¥ pHBV 1mocie BBeOeHUA areHTOBR PHKu

CEIBOPOTOUHEIE
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KOHLEeHTpaluum

( CpellHeKBalpaTMYHOE OTKJIOHEHME IIOKa3aHO

IHK BIB,

(0Be rpyHiel A

B BMIOe (+/-)).

T'pyrmna JeHL 8 Jeur 15 Jeur 22 JeHr 29
A/B 1,000 «= 1,000 «= 1,000 =« 1,000 =«
(PBS) 0,316 0,427 0,428 0,475

0,172 « 0,142 =+ 0,252 « 0,072 «
C 0,151 0,079 0,132 0,086

0,024 « 0,042 =+ 0,449 « 0,053 =«
E 0,015 0,037 0,184 0,048

0,093 =« 0,083 =« 0,370 « 0,211 «=
G 0,053 0,037 0,153 0,060

T'pyrmna JeHL 36 JeHr 43 Jenur 50

A/B 1,000 =« 1,000 =« 1,000 =«
(PBS) 0,623 0,532 0,532
0,044 =« 0,104 =« 0,156 %
C 0,020 0,033 0,016
0,012 « 0,061 =« 0,161 =«
E 0,004 0,031 0,019
0,048 =« 0,147 =« 0,295 «
G 0,022 0,010 0,041
IaHHEIEe, IpelCcTaBJIEHHHE B Tabiuile 26, YyKas3eEBalLT Ha TO, UYTO

uccyenoBaHHbEe areHTH PHKw nporme BI'B, xakK MHIOIMBMOYAJIBHO, TakK U B

KoOMOMHaLUM, IIPUBOONIIN K CHMXEHUIO KOHIeHTpaluh IOHK BRIB 10

CpaBHeHMIO C TpPYIIOoM, HoJyuabmel PBS.

[IpuMep 11. ArenTsi PHKm  nOporwuB  BI'B Yy  MEmmey  pHBV:

nccijiefoBaHNA KOM6PIHPIpOBaHHOI"O JIeueHns.

Vcrnose30BagM MHIMHYHD MoOIeJib pHBV, omomcaHHyw B 2 IIpuMepe 2

Bollle. MbIMeM pasmelialy Ha pas3JMuHbe TPYINBE, KakK yKaz3aHo B Tabiulle
27 HMXe, M KaxXxIOM MBIIM BHIIOJIHAJIM OOHY IIOOKOXHYID MHBEKLIMID O0OBLeMOM
200 MKJI B COOTBETCTBMM C PEeXMMOM JIO3UMPOBaHUA, IIPUBEIEHHBEM B
Tabauie 27.

Tabauua 27. Tpyllde OO3UMpPpOBaHMA Memel pHBV nms npumepa 11.

I'pynna | AredT PHKM M nmosa PexuM HDO3MPOBaAHULI

A PBS (H6ez are”HTa PHKM) | OoMHOUHasd MHBEKUMA B IOeHbL 1
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B 3,0 Mr/xr AD04962 OmMHOUHAaA MHBEeKLUMA B OeHb 1

C 3,0 Mmr/xr AD04963 OmMHOUHAaA MHBEeKLUMA B OeHb 1

D 1,5 Mr/xr AD04962 + OmMHOUHAaA MHBEeKLUMA B OeHb 1
1,5 mr/xr AD04963

E 2,0 mMr/xr AD04962 + OmMHOUHAaA MHBEeKLUMA B OeHb 1
1,0 mr/xr AD04963

F 2,25 mMr/xr AD04962 + OmMHOUHAaA MHBEeKLUMA B OeHb 1
0,75 Mr/xr AD04963

G 1,5 Mr/xr AD04962 + OmMHOUHAaA MHBEeKLUMA B OeHb 1
1,5 mr/xr AD04963

H 3,0 Mmr/xr AD04962 + OmMHOUHAaA MHBEeKLUMA B OeHb 1
3,0 mMr/xr AD04963

I 1,5 Mr/xr AD04962 + OmMHOUHAaA MHBEeKLUMA B OeHb 1
1,5 mr/xr AD04963

J 4,5 mr/xr AD04962 + OmMHOUHAaA MHBEeKLUMA B OeHb 1
4,5 mr/xr AD04963

K 3,0 Mr/xr AD04872 OmMHOUHAaA MHBEeKLUMA B OeHb 1
3,0 Mr/xr AD04882 OmMHOUHAaA MHBEeKLUMA B OeHb 1

M 3,0 Mr/xr AD04885 OmMHOUHAaA MHBEeKLUMA B OeHb 1

Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx
OIipelleJIEHHOE KOJIMUECTBO areHTa (-oB) PHKm nporme BI'B B dochaTHO-

CoJIeBOM  OydepHOM  pacTBOpE, VI 200 MKJI pochaTHO-COJIEBOTO
OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotme BIB, Kak yKasz3aHO B
Tabmuue 24. Kaxnoweli M3 areHToB PHKu mnpoTtmB BIB BKJOUaAJ B Ccebsa N-
aueTUIITallakTO3aMVHOBEE HalleJIMBawlMe JIMTAaHIH, KOHBOIMPOBAHHEE C
5'-xoHLOM KOIMpVIIEeM LelM, Kak IokasaHo B Tabauuax 4 u 5.
VHBEeKUVM BHIIOJHAIM MeXOy KOoXeM M MeIaMyM (T. €. MHBLeKUUM OBJIM
MIOOKOXHEIMM) B HeHaTAHYTYKR KOXYy B o00JJacTu meM U IJed. lMccijemoBaJu
Teu (3) MBIIM B KaxioW Ipyine (n=3).

CHBOPOTKY cobupaJM B OeHbL -1 OO BBEIOEeHUS, a 3aTeM B IOeHb §,
oeHs 15, 1neHb 22, 5»neHb 29 M OeHb 36 (3a WCKIOUEeHMEM TpPYyNIe L
(AD04882) M Tpynne M (AD04885), VM OIpenesiajiiM CHBOPOTOUHHE
KOHIIeHTpalun IIOBEPXHOCTHOTO AHTUI'€eHa rernaTmTa B (HBsAg) B
COOTBETCTBUM C IpolLedypo¥, IIpMBeldeHHOMW BHIle B HOpuMepe 2. JaHHHEe
SKCIepUMeHTa IIOKa3aHHE B cJenyiomen Tabjauie.

Tabauua 28. CpengHmue KOHUeHTpalimy HBSAg, HOPMMPOBaHHEE K
YPOBHIO IO JeueHMSa M KOHTpoJio PBS, y wMeme#t pHBV nocie BBeIeHUS
aredntor PHKu nporme BI'B w3 npuMmepa 11 (CpemHekBaOpaTHUUYHOE

OTKJIOHEHMe I[IOKasaHo B Bume (+/-)).
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T'pymnma Jeur 8 Jeur 15 Jeur 22
A 1,000 % 1,000 % 1,000 %
0,048 0,144 0,083
B 0,125 + 0,083 % 0,063 %
0,025 0,014 0,016
C 0,019 + 0,035 + 0,052 %
0,005 0,008 0,009
D 0,054 + 0,079 +£ 0,108 =+
0,013 0,009 0,021
E 0,099 + 0,098 + 0,142 +
0,025 0,053 0,050
F 0,070 % 0,103 =+ 0,140 =+
0,015 0,036 0,020
G 0,041 £ 0,012 + 0,021 +£
0,021 0,008 0,013
H 0,020 % 0,044 + 0,062 %
0,006 0,010 0,019
I 0,077 % 0,019 + 0,004 £
0,017 0,004 0,001
J 0,012 + 0,021 +£ 0,032 %
0,002 0,001 0,002
K 0,045 £ 0,013 =+ 0,008 %
0,014 0,005 0,005
L 0,106 % 0,176 =+ 0,215 +
0,020 0,044 0,082
M 0,275 % 0,378 % 0,572 %
0,029 0,080 0,043
T'pyrmna JeHr 29 JeHL 36
A 1,000 % 1,000 %
0,209 0,270
B 0,079 % 0,096 %
0,020 0,007
C 0,087 +£ 0,164 +
0,014 0,026
D 0,176 =+ 0,292 +
0,014 0,030
E 0,223 + 0,373 %
0,082 0,150
F 0,213 + 0,328 +
0,020 0,034
G 0,031 +£ 0,078 %
0,013 0,004
H 0,97 £ 0,028 0,160 %
0,060
I 0,008 % 0,002 %
0,001 0,0003
J 0,044 + 0,069 %
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0,008 0,009
K 0,011 % 0,011 %
0,007 0,009
L 0,299 +
0,009
M 0,792 %
0,057
ArenT PHKu AD(04S62 ObUI CKOHCTPYUPOBaAH TakKuMM o00pas3oM, UYUTOOE

ero IoCIeloBaTeJIbHOCTL AaHTUCMBICJIOBOM lLenu ObJla I[IO MeHbIeM Mepe
YaCcTUUHO KOMILJIEMeHTapHa OTKPHTOM paMKe CUMTHBaAHMA S B IIOJOXEHUAX
257-275 reHoma BIB, kKak nokaszaHo B Tabgmuax 1 m 2. AredHTH PHK
ADQ04872 OBLIT CKOHCTPYUPOBAH TaKVM oBpasoM, UTOOH ero
IoCJIeIOBaTEJIbHOCTL  aHTUCMBCJIIOBOV Lelr OHJIM I[IO0 MeHbIlel Mepe
YaCcTUUHO KOMILJIEMeHTapHa OTKPHTOM paMKe CUMTHBaAHMA S B IIOJOXEHUAX
261-279 re”Homa BIB, kak nokaszaHo B Tabimuax 1 m 2. AreHT PHKwu
AD(043963 OBLIT CKOHCTPYUPOBAH TaKVM oBpasoM, UTOOH ero
IoCJIeIOBaTEJIbHOCTL  aHTUCMHICJIIOBOV Lelr OnJla I[I0 MeHbIlel Mepe
YaCcTUUHO KOMILJIEMeHTapHa OTKPHTOM paMKe CUMTHBaHMA X B IIOJOXEHUSAX
1781-1799 renoma BI'B, kak HOokazaHOo B Tabgmuax 1 u 2. AreHTH PHKu
AD(04882 m AD04885 OBUIM CKOHCTPYMPOBAHE TaKMM 00pasoM, UYTOOB MX
IOCJIeIOBaATEJIbHOCTM  aHTUCMHCJIIOBOV Lelr OHJIM I[I0 MeHbIlel Mepe
YaCTUUHO KOMILJIEMEHTAaPHE OTKPHITOM pPaMKe CUMTHBaHMA X B IIOJOXEHUAX
1780-1798 reHomMma BIB, kKak IIokKaszaHOo B Tabimuax 1 m 2. Kaxooh us
areHToR PHKu nportms BI'B, mokas3aHHHX B Tabjauile 9 BHIIe, OPUMBOIMI K
CYleCTBeHHOMY CHIWXKeHMI HBSAg IO CpaBHEHMIO C KOHTpoJieM PBS BO
BCexX OTMeUeHHBIX MOMEeHTax BpeMeHU npu BEeIEeHUN Kak o
OTHOeJIbLHOCTHY, TaK ¥ B KOMOMHaluM. I[IOBTOPHOe HOO3MPOBaAHUE IIPUBOINUIIO
K IOOIOJIHUTEeJIbHOMY CHIXKeHMI HBsAJ.

KpoMe TOTO, Takke OLEHMBaJM CHBOPOTOUHHE KOHIEHTpAalluM e-
aHTUT'eHa TenaTtuTa B (HBeAg) BO BcCex Tpylnax, Kpome Tpynmn L m M.
CHauaJjla OOBLeOIMHANIM OPOoOH OT MHIEM B KaXIOoM COOTBETCTBYKIEMN
TpyIre, a IOJIydeHHEe o0pa3li CHBOPOTKM aHalM3UPpOBalIM B OIOUH
npueM. IaHHBE DKCIepMMeHTa IIOoKa3aHb B cJenyvomel Tadaule.

Tabauua 29. CpenHmue KOHUeHTpalimyu HBSAg, HOPMMPOBaHHEE K
YPOBHIO IO JeueHMSa M KOHTpoJio PBS, y wMeme#t pHBV nocie BBeIeHUS

arentTor PHKm nporme BI'B us npumepa 11.
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T'pyrmna JeHL 8 Jeur 22 JeHr 29 JeHL 36
A 1,000 1,000 1,000 1,000
B 0,425 0,291 0,371 0,365
C 0,152 0,170 0,328 0,356
D 0,266 0,249 0,456 0,440
E 0,278 0,295 0,589 0,561
F 0,306 0,291 0,718 0,522
G 0,183 0,138 0,291 0,249
H 0,091 0,131 0,315 0,238
I 0,183 0,052 0,069 0,036
J 0,089 0,114 0,190 0,236
K 0,458 0,172 0,322 0,207

HOIIOJIHUTEJIbHO CHBOPOTOUYHEE KOHIeHTpaumu HTHK BIB onopenendiin
o8 KaXmou M3 TpyHon, OpUMBeleHHHX B 2 Tabiauue 27, B 1Opobax
CHEBOPOTKM, COOpaHHEX B @»OHM 8, 15, 22 m 29, B COOTBETCTBUMU C
IpolLenypol, IIPMBEeNeHHOM BHIMEe B OpuMepe 2. CHBOpoTouHyk IOHK BIB
BHIOEJIAIM Y KaXOoTo XMBOTHOTO B KaXIOHM MOMEHT BpeMeHM. JaHHHe
npelIcCTaBJIeHH B ClelyKmel Tabjuie.

Tabauua 30. CpelHMe CHBOPOTOUHHEHE KOHUeHTpaumm ITHK BI'B,
HOPMMPOBAaHHEE K YPOBHID IO JeueHMA UM KOoHTpoJwo PBS, v Mbemer pHBV
rocje BBeIOCHUSA areHTOB PHKu IIPOTUB BI'B ns nprMepa 7

(cpemHekBaIpaTUUHOE OTKJIOHEHME IoKaszaHo B Bume (+/-)).

T'pyrmna Jeur 8 Jeur 15 JeHE 22 Jene 29
2 1,000 % 1,000 % 1,000 % 1,000 %
0,232 0,463 0,272 0,205
B 0,577 % 0,222 &+ 0,196 &+ 0,261 %
0,219 0,004 0,055 0,117
0,165 % 0,070 % 0,142 + 0,228 %
C 4 4 4 4
0,051 0,042 0,105 0,174
0,343 % 0,307 % 0,300 % 0,356 %
D 4 4 4 4
0,125 0,091 0,092 0,032
0,262 % 0,216 =+ 0,227 % 0,279 %
E 4 4 4 4
0,033 0,018 0,028 0,090
0,320 % 0,332 % 0,344 + 0,338 %
F 4 4 4 4
0,134 0,208 0,209 0,211
C 0,231 % 0,034 % 0,069 % 0,077 %
0,036 0,024 0,039 0,020
0,229 &+ 0,155 % 0,148 =+ 0,215 %
H 4 4 4 4
0,101 0,121 0,079 0,035
I 0,281 % 0,109 % 0,023 % 0,011 %
0,129 0,071 0,019 0,009
7 0,078 % 0,001 % 0,074 % 0,056 %
0,050 0,020 0,029 0,030
K 0,314 + 0,119 + 0,076 % 0,078 =
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0,064 0,043 0,067 0,095

I 0,295 0,305 % 0,213 % 0,186 %
0,077 0,101 0,088 0,084

M 0,515 % 0,505 % 0,488 % 0,478 %
0,247 0,293 0,318 0,267

IanHEIEe, IHOpelcTaBJIeHHHEe B Tabiuie 30, ykKas3eBalwT Ha TO, UYTO
UCCIIeIOBaHHLIE aT'eHTEL PHKm, Kak VHIVBUOYAJILHO, Tak " B
KoOMOMHaLUM, obecrieumBaln CHMXeHUe KOHIeHTpaluh IOHK BRIB I10
CpaBHEHUID C TpyIIIon, [IoJIy4aBleln PBS. lloBTOpPHOE OIO3UpPOBaHUKE
[IPUBOOMIIO K IOOIOJIHUTEJIEHOMY CHMXeHMi ITHK BIB.

Npmmep 12. ArenTsi PHKwu nporwmB BI'B y Miuuer pHBV.

Vcrnose30BagM MHIMHYHD MoOIeJib pHBV, omomcaHHyw B 2 IIpuMepe 2
Bollle. MbIMeM pasmelialy Ha pas3JMuHbe TPYINBE, KakK yKaz3aHo B Tabiulle
31 HMXe, M KaXIOOWM MbIM BHIIOJHAJIM OIHY INOIKOXHYID MHBLEKINIO 00BheMOM
200 MKJI B COOTBETCTBMM C PEeXMMOM JIO3UMPOBaHUA, IIPUBEIEHHBEM B
Tabiuie 31.

Tabauua 31. Tpynne OO3UMPOBaHMA Memel pHBV nmns npumepa 12.

I'pynna ArenT PHKM m mosa PexuM IDO3SMPOBaHULA
A PBS (Bes areHTa PHKWM) OOMHOUHad MHBEKUMA B IOeHb 1
B 2,0 Mr/xr AD04871 OOoVHOUHAA MHBEeKLUMS B IOeHb 1
C 2,0 Mr/xr AD04872 OOoVHOUHAA MHBEeKLUMS B IOeHb 1
D 2,0 Mr/xr AD04874 OOoVHOUHAA MHBEeKLUMS B IOeHb 1
E 2,0 Mo/xm AD04875 OOoVHOUHAA MHBEeKLUMS B IOeHb 1
F 2,0 Mo/xm AD04876 OOoVHOUHAA MHBEeKLUMS B IOeHb 1
G 2,0 Mr/xr AD04881 OOoVHOUHAA MHBEeKLUMS B IOeHb 1
H 2,0 Mr/xr AD04883 OOoVHOUHAA MHBEeKLUMS B IOeHb 1
I 2,0 Mr/xr AD04884 OOoVHOUHAA MHBEeKLUMS B IOeHb 1
Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx

omnpenejyiIeHHOe KOJMUeCcTBO areHTa PHKu npotur BI'B B docdbaTHO-
CoJIeBOM  OydepHOM  pacTBOpE, VI 200 MKJI pochaTHO-COJIEBOTO
OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotme BIB, Kak yKasz3aHO B
Tabmuue 24. Kaxnoweli M3 areHToB PHKu mnpoTtmB BIB BKJOUaAJ B Ccebsa N-
aueTUIITallakTO3aMVHOBEE HalleJIMBawlMe JIMTAaHIH, KOHBOIMPOBAHHEE C
5'-xoHLOM KOIMpVIIEeM LelM, Kak IokasaHo B Tabauuax 4 u 5.
VHBEeKUVM BHIIOJHAIM MeXOy KOoXeM M MeIaMyM (T. €. MHBLeKUUM OBJIM
MIOOKOXHEIMM) B HeHaTAHYTYKR KOXYy B o00JJacTu meM U IJed. lMccijemoBaJu

Teu (3) MBIIM B KaxioW Ipyine (n=3).
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CHBOPOTKY coOupaJM Iepell BBeIeHMEM, a 3aTeM B IOeHb 8, IOeHb
15 m menr 22. B rpynne A (PBS), rpynmne B (2,0 mr/xr AD04871),

rpynne C (2,0 wmr/xr AD04872), rTpynne D (2,0 wmr/xr AD04874),

rpynne E (2,0 wMr/xkr AD04875) wm rpynne F (2,0 wMr/xr AD04876)

Takxe cobpallM CHBOPOTKY B IeHb 29, @meHb 36, neHb 43 m pmeHb 50.

CHBOpOTOqHHe KOHIOeHTpalMM IIOBEPXHOCTHOTIO aHTHI'eHa r'elilaTriTa B

(HBsAg) onopenejydalM B COOTBETCTBMM C TIIPOLEeAOypol, NIPpMBEIeHHOW B

npuMepe 2  Bomme. JlaHHHEe  BSKCIepMMeHTa IIokKas3aHe B CcJeayomen

Tabauie .

Tabauitza 32.

YPOBHIO IO JieUueHMda UM KOHTpoJw PBS,

areHTOB

PHKu 1npoTuB

CpenHue

BI'B wus3

OTKJIOHEHMe I[IOKasaHo B Bume (+/-)).

KOoHIleHTpauun HBsSAg,

npuMepa 12

HOPMUPOBAaHHEE
y Memey pHBV 1ocjie BBeOeHUS

(CpemHekBaOpaTHUUYHOE

T'pymnma JeHL 8 JeHs 15 JeHE 22 Jene 29
A 1,000 £ 0,132 1,000 % 1,000 % 1,000 %
0,089 0,080 0,098
B 0,102 £ 0,034 0,041 £ 0,049 £ 0,048 £
0,021 0,033 0,031
C 0,153 + 0,004 0,004 + 0,063 % 0,042 £
0,032 0,034 0,017
D 0,123 + 0,022 0,049 £ 0,039 % 0,023 +£
0,017 0,010 0,001
E 0,190 = 0,075 0,094 + 0,107 +£ 0,081 %
0,038 0,001 0,051
F 0,190 £ 0,031 0,076 % 0,084 + 0,049 £
0,035 0,038 0,024
G 0,159 £ 0,047 0,216 =+ 0,235 %
0,057 0,151
H 0,508 £ 0,078 0,606 % 0,543 +
0,131 0,048
I 0,279 £ 0,087 0,357 &£ 0,614 +
0,078 0,156
T'pyrmna JeHL 36 JeHr 43 Jenr 50
A 1,000 = 0,065 1,000 % 1,000 %
0,242 0,224
B 0,054 + 0,038 0,004 + 0,092 +£
0,030 0,025
C 0,049 &+ 0,017 0,054 + 0,085 +£
0,015 0,010
D 0,037 £ 0,004 0,037 % 0,065 +£
0,010 0,012
E 0,126 + 0,077 0,125 + 0,170 %
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0,063 0,079
F 0,089 £ 0,044 0,082 % 0,115 %
0,034 0,028
G
H
I

Kaxoer wu3 areHTor PHKm nporme BI'B AD04871, AD04872,
AD04874, ADO04875 wm AD04876 OBJ CKOHCTRPYMPOBaH TaKuM ofpasoM,
YTOOH eT0 IIOCJIeOOBaTeJIbHOCTE AaHTUCMHCIIOBOW 1Lenu OvJIa IO MeHbIeN
Mepe UYacCTHMUHO KOMILJIEMEeHTapHa OTKPHTOM paMKe CUMTHBaHMA S B
IOJIOXKEeHUAX 261-279 redHoma BI'B, KkKak Ioka3aHo B Tabiauuax 1 u 2.
Kaxmoemt m3 »TUX areHToB PHKu npotme BI'B  1OoJpkeH OPMBOOUTE K
CYWIECTBEHHOMY CHMXeHU© HBsAg I[IO CpaBHEHMK C KOHTpoJeM PBS.
HanpyMmep, OOHOKpaTHas nmos3a 2 MI/KD kKaxpmoro w3 AD04871 (rpymnmna
B), AD04872 (rpynna C), AD04874 (rpymnna D) m AD04876 (rpynna F)
OpuBOOMIIa K CHWkeHuMi HBsAg ©Gojee dYeM Ha 90% B Kaxoow U3
M3MEPEHHEX BPEMEHHEX OTMeTOK C OHA 15 1o geHb 43 IO CpaBHEHMIK C
KOHTpoJeM. Kaxnowet mu3 areHToB PHKu npotme BI'B AD04881, AD04883,
AD04884 OBLIT CKOHCTPYUPOBAH TaKVM oBpasoM, UTOOH ero
IOCJIENOBATEJBHOCTE AaHTUCMEICJIIOBOM LlenM OBJIAa IO MeHbBIeW Mepe
YaCTUUYHO KOMIUJIEMeHTapHa OTKPHTOM paMKe CUMTEHEBRaHMA X B IIOJOXEHUAX
1780-1798 renoma BI'B, KakK IokKa3aHO B Tabauuax 1 m 2.

Mpumep 13. OrBeT Ha JIeYeHMe B BaBHCHMOCTH OT XHOBH H
KOMOHMHALIHH areiToB PHKwm npormB BI'B B  MUHMHOW  MOLEJH c
HOKayTHPOBAHHO¥M o6jacTei X.

B KadecTee aJIb TEPHATHUBHOTI'O CpeICcTBa OLLeHKMU 50PeKTOB
KOMOUHaLUN areHra PHKu, KOTOPHEM BRJIIOUAET B cebsa
IOCJIENOBATEJBHOCTE AHTUCMEICIOBOM LIellM, KOoTopasd IO MeHBIel Mepe
YacTHUUHO KOMILJIeMeHTapHa ofJjlacTu, pacliojoxeHHo B ORF S MPHK BIR,
n BTOPOTO areHTa PHKu, KOTOPEM BRJIOUAET B cebsa
IOCJIENOBATEJBHOCTE AHTUCMEICIOBOM LIellM, KOoTopasd IO MeHBIel Mepe
YacTHUUHO KOMILJIeMeHTapHa ofJjlacTu, pacrojoxeHHo B ORF X MPHK BIR,
OBJIa Co3aHa IuJla3MMIia, KoTopasa BKIndYala B cebda T1TeHoM BIB ¢
HOKayTOM caWlTa CBA3BBaHUA areHTamMu PHKu 1npoTuB BIB, KOTOpPHEe
HalleJIeHB Ha OoJioxeHmsa 1780 m 1781, kak noka3aHo B Tabamuax 1 m 2
(Dajlee B HaCTOAlleM »OOKYMEHTe TaKMe MBIIM Ha3eBalTCd MellaMu C

HOKaAyTHUPOBAHHOM ofJjlacThio X) . 9Ty MOIeJb co3daBalM IIYyTeM MyTalul’
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necaru (10) ocHoBaHMM B ILJlasMuie pHBV1.3 B mOpemejlax calTa
CBA3EBAHUA 5TUX aATeHTOB PHKu;. OcTaBmascsa 4YacTb MPHK  BIB,
BRJIOUAKmasa obJacTb S, ocTaBaJlach OyHKIMOHaJIbHOM. TakuMm obpas3oM,
B STOM MBIIMHOM MoIelJM BIB oxuIaeTcsd, UYUTO BRKJOUeHMe areHTa PHKu
nporue BI'B, wuMenlel'c0 aHTUCMBICJIIOBYK Liellb, KOTOpad HalleJleHa Ha
nojoxenmus 1780 w1781 r1enomMa BIB, OIIMCaHHOTO B  HaCTOAIEM
OOKYMEHTE, OymeT He3bbeKTUMBHEM B OTHOIIEHUN riogaBJIeHU A
BKCIpeCcCUun.

Momie¥ pasdesidaar Ha pasJiMuHble TPYIINE, BKJOUAA IpMBeIeHHBE B
Tabauile 33 HMWXe, ¥ MHEIaM BHIIOJHSJIM IOOKOXHHE MHBEKLIUM O0O0BLEeMOM
200 MKJI B COOTBETCTBMM C PEeXMMOM JIO3UMPOBaHUA, IIPUBEIEHHBEM B
crenyomey Tadiauile.

Tabmuiza 33. T'pylldbl JO3UMPOBAHMA MBIIEM C HOKayTHUMPOBAHHOM

obJjlacTel X IJjsa HnpuMepa 13.

Unucio
I'pynna | AredT PHKuM u nmosa PexuM HDO3MPOBaAHULI
KMBOTHHX (n)
1 PBS (Oe3s arenTa PHKwn) ORMHOHUHAA  MHEEKINMA 4
B IeHb 1
2 2,0 Mr/xr AD04585 + OOoMHOUHAS MHBEKLMUSA 4
1,0 Mr/xr AD04963 B IOeHb 1
3 2,0 Mr/xr AD04872 + OOoMHOUHAS MHBEKLMUSA 4
1,0 Mr/xr AD04963 B IOeHb 1
4 2,5 Mr/xr AD04585 + OmMHOUHAS MHBEKUIUA 4
0,5 Mr/xr AD04963 B IOeHb 1
5 2,5 Mr/xr AD04872 + OOoMHOUHAS MHBEKLMUSA 4
0,5 Mr/xr AD04963 B IOeHb 1
6 3,0 MT/kT AD04963 OnMHOUYHAad WMHBEKLIMA 1
B OeHb 15
Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx
OIipelleJIEHHOE KOJIMUECTBO areHTa (-oB) PHKm nporme BI'B B dochaTHO-

CoJIeBOM  OydepHOM  pacTBOpE, VI 200 MKJI pochaTHO-COJIEBOTO
OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotme BIB, Kak yKasz3aHO B
Tadbmuue 33. Kaxnowe M3 areHToB PHKu mnpoTtmB BIB BrJOUaAJ B Ccebsa N-
aueTUIITallakTO3aMVHOBEE HalleJIMBawlMe JIMTAaHIH, KOHBOIMPOBAHHEE C
5'-xoHLOM KOIMpVIIEeM LelM, Kak IokasaHo B Tabauuax 4 u 5.
VHBEeKUVM BHIIOJHAIM MeXOy KOoXeM M MeIaMyM (T. €. MHBLeKUUM OBJIM
MIOOKOXHEIMM) B HeHaTAHYTYKR KOXYy B o00JJacTu meM U IJed. lMccijemoBaJu

Teu (3) MBIIM B KaxioW Ipyine (n=3).
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CHBOPOTKY coOupalM B HOeHb 5, nOeHs 8, 1OeHb 15, nOeHs 22 u

OeHb 29 u Oolpelelisajil CHBOPOTOUHHE KOHLEHTPpalUuM IIOBEPXHOCTHOIO
AHTUI'€eHa rernaTmTa B (HBsAg) B COOTBEeTCTBUU C Ipolenypoi,
IPUBENeHHOM BHIle B IpuMepe 2. B 7rpymnnax 1-5 Takxe cobupanau

CHEBOPOTKY B 1OHM 36 wm 43. IDaHHBEE HBKCIepMMeHTa IIoKas3aHH B

cienyomen Tabnuue 34.
Tabauua 34. CpenHue

KOoHIleHTpaluur HBsSAg, HOPMMPOBAHHEE K

VPOBHI OO JeuYeHMS M KOHTpOJ PBS, Yy MIeM C HOKAYTUPOBAHHOM

obJjilacTel X IIOoCJie BBeneHMs arleHTor PHKm nporme BIB u3 npumepa 13

(cpenHekBaOpaTUUHOE OTKJIOHEeHMe IoKaszaHo B BuIe (+/-)).
T'pyrmna JeHL 8 Jeur 15 JeHE 22
1 1,000 =« 1,000 =« 1,000 =«
0,186 0,165 0,132
2 0,061 x= 0,041 =« 0,030 «=
0,034 0,035 0,015
3 0,020 =« 0,007 x= 0,003 «=
0,011 0,003 0,002
4 0,063 =« 0,022 « 0,029 «
0,039 0,011 0,013
5 0,027 x 0,003 =« 0,001 =
0,014 0,003 0,001
6 0,248 1,360 1,652
Oenp 29 IOeHp 36 e 43
1 1,000 =« 1,000 =« 1,000 =«
0,059 0,044 0,045
2 0,051 + 0,062 +
0,029 0,029
3 0,004 =« 0,008 =« 0,018 =«
0,003 0,003 0,007
4 0,040 % 0,061 +
0,022 0,030
5 0,002 «= 0,003 =« 0,014 =«
0,001 0,002 0,006
6 1,831

Kak u oxmmaJiocChb,

HO3Y

cebda

AHTVMCMEICJIOBYIO

rpynna 6,

Len.,

B

3,0 mMr/xr arenTa PHKM nOpoTuB

KOTOpas

KOTOpOﬁ BBOIOMJIMM OIOHOKPATHYIO

BI'B AD04963,

10 MeHLblen

BRJIKUaRmMmeIro B

Mepe YaCTUUYHO

KOMILJIEMeHTapHa OTKPHTOM paMKe CUMTHBaHMA X B IIOJOXeHMAxX 1781-

1799

TOT'O,

I'eHOMa

BI'B,

KaxXnmad W3

Tpynn  2-5

CMOTIJIa

oBecCIleunThb

oBecrieuuBalla

HBsSAg 10 CcpaBHeHMI C KOHTpoJeM PBS,

CHIMXeHNEe

CylleCTBEHHOE

HBsAg. Kpowme

CHIMXeHNEe

InprnuyeM B T'PYIIIIE 3 u B T'pyIirie
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5 Habmomanu yMeHbHeHMe HBsSAg B HU3IeM Touke ©0o0Jiee UYeM Ha 2
JoTrapudMa (IeHb 22) .

Mpummep 14. OrBeT Ha JIeYeHMe B BaBHCHMOCTH OT HOBH H
KOMOHMHALIHH areiToB PHKwm npormB BI'B B  MUHMHOW  MOLEJH c
HOKayTHPOBAHHO¥M o6jacTei X.

Vcrnonb30Ba M MEIIMHYK MOIeJlb C HOKayTHMpOBaHHOM ob6jJacTei X,
ONMCaHHYK B TIpuMepe 13 Bome. Mommell pasmgessaiM Ha pasJIMUHbHe
TPYINNHE, BKJKUas OPpUMBeIeHHHe B Tabauile 31 HWKe, ¥ KaXIOWM MBIIU
BHIIIOJIHAJIM OHOHY IIOOKOXHYK MHBeKUMK o0o0beMoM 200 MKJI B COOTBETCTBUU
C PEXVMOM NO3MPOBaHWA, IIPUBEOEHHEM B Tabjuue 35.

Tabauua 35. Tpynne OO3UMPpOBaHMA Memel pHBV nmns npumepa 14.

T'pynnna | ArenT PHKu m mosa PexM »DOBMPOBaHUSA
1 PBS (6e3 arenTa PHKmM) OmMHOUHAaA MHBEeKLUMA B OeHb 1
2 2,0 Mr/xr AD04872 OmMHOUHAaA MHBEeKLUMA B OeHb 1
3 2,0 mp/xr ADOABT2 + OnMHOUYHAA MHBEKIMS B IOEHB 1
0,7 Mr/xT AD05070 a H a
4 2,0 mp/xr ADOABT2 + OnMHOUYHAA MHBEKIMS B IOEHB 1
1,0 mr/xr AD05070 8 8 8
5 2,0 mp/xr ADOABT2 + OnMHOUYHAA MHBEKIMS B IOEHB 1
2,0 mMr/xr AD05070 8 H 8
Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx
OIipelleJIEHHOE KOJIMUECTBO areHTa (-oB) PHKm nporme BI'B B dochaTHO-
CoJIeBOM  OydepHOM  pacTBOpE, VI 200 MKJI pochaTHO-COJIEBOTO

OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotme BIB, Kak yKasz3aHO B
Tadbmuue 35. Kaxnowei M3 areHToB PHKu mnpoTtmB BIB BKJOUaAJ B Ccebsa N-
aueTUIITallakTO3aMVHOBEE HalleJIMBawlMe JIMTAaHIH, KOHBOIMPOBAHHEE C
5'-xoHLOM KOIMpVIIEeM LelM, Kak IokasaHo B Tabauuax 4 u 5.
VHBEeKUVM BHIIOJHAIM MeXOy KOoXeM M MeIaMyM (T. €. MHBLeKUUM OBJIM
MIOOKOXHEIMM) B HeHaTAHYTYKR KOXYy B o00JJacTu meM U IJed. lMccijemoBaJu

TpM (3) MBIIM B KaXOoM Tpyllle, NOpUBeIeHHOM B Tabmuue 35 (n=3).

CHBOPOTKY cobupallM B IeHb 1 (IIepen BBeIeHMEeM JO3H), IOeHb §,
OEHb 15, OEHb 22 W  OEeHb 29 wm omopelesyiiiX  CHPOBATOUHEE
KOHIIeHTpalun IIOBEPXHOCTHOTO AHTUI'€eHa rernaTmTa B (HBsAg) B

COOTBETCTBUM C MPOLEeNypo¥, IIPMBEeIeHHOW BHIe B HIpuMepe 2. JJaHHBE

SOKCIIEPVMEHTa IIOKas3aHEl B cnenyzomeﬁ Tabaulie.
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Tabauua 36. CpedHue KOHUeHTpallmy HBSAg HOpPMUPOBaIM K YPOBHI
0O JleueHMSa M KOHTpoJio PRBS v MHIEeM C HOKayTHMPOBAaHHOM of6JacTbio X

n3 npmMmepa 14.

T'pymnma JeHL 8 JeHs 15 Jeur 22 JeHr 29

1 1,000 =« 1,000 =« 1,000 =« 1,000 £ 0,143
0,120 0,255 0,224

2 0,104 =« 0,009 « 0,005 «= 0,005 £ 0,003
0,104 0,009 0,004

3 0,070 % 0,010 =« 0,000 % 0,005 £ 0,005
0,041 0,009 0,005

4 0,030 % 0,002 « 0,001 =« 0,002 £ 0,001
0,008 0,001 0,001

5 0,019 « 0,003 =« 0,003 =« 0,004 £ 0,000
0,017 0,002 0,001

B Tabimue 36 1[okasaHo, 4uTo areHT PHKu nporme BI'B AD04872

BBOOMJIM OTHEJIbLHO, a KoMOuHaumsa AD04872 (KOTOPHEM BKJIKOUaeT B cebsa

AHTVICMBEICJIOBYIO Iellb, KoTOopad I10 MeHblIel Mepe YaCTUUYHO

KOMILJIEMEeHTAapHa OTKPHTOM paMKe CUMTHBAHMA S B IIOJOXeHMAX 261-279

redoMa BI'B) m AD05070 (KOoTOpHM BKJIOUaeT B cebd aHTHUCMECIIOBYIO

ellb, KoOoTOopa4d IIO MeHblIel Mepe UYWaCTUMYHO KOMIIJIEMEHTapPpHa OTKpBITOﬁ

paMKe CUMTHBaHMA X B ToJOoXeHMax 1781-1799 renoma BI'B) npueBoduia

K BHaAUMTeJIbHOMY CHMxeHMi HBSAg IO CpaBHEHMI C KOHTpoJieM PBS BoO

BCexX OTMEeUeHHHX MOMeHTaxX BpeMeHM. Hodabjenme 0,7-2 MI/KI' areHTa

PHKu mnpoTtue BIB AD05070, @OJjgs KOTOPOTO WMMeeTCsa MyTHUPOBAaHHEMN

1IeJIeBOM caMT, OPUCYTCTBYKMMM B HOaHHOM MOOeJ M C HOKayTUMPOBAHHOM

obJjlacThio X, He yYMeHbIIaJI0O aKTMBHOCTM areHTa PHKm nporus BIB

AD04872 B mose 2 MI/KI.

KpomMe TOT'O, CHBOPOTOUHEEe KOHIeHTpauum HHK BIB omopenesjdnn B

npotax CHBOPOTKM, COOpPaHHEX B nOHM 8, 15 m 22, B COOTBETCTBMUU C

npolenypo¥, T[IpUBeIeHHOW BHIEe B OpuMepe 2. CHBOPOTKY W3 KaxXIoun

TPYHOIE OOBEOVMHANM, a BIOCJEICTBMM M3 CHBOPOTKM BHIOeaaaIu IOHK B
OIMH IIpMeM. [aHHEE IIPeNCTaBJIeHH B CJelyolel Tabule.
Tabauua 37. CpelHMe CHBOPOTOUHHE

KoHIeHTpauum [THK BIB,

HOPMMPOBAaHHEE K VYPOBHID OO JeueHMA U KOHTpoJdaM PBS, y Memmed cC
HOKayTUMPOBAaHHOM o6JacThio X TIocje BBeleHMsa areHToB PHKM [OpoTuB
BI'B uz npumepa 14

(+/=)) .

(cpenHeKBanpaTMque OTKJIOHEeHMEe TIIOKa3aHO B BHUIE
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T'pyrmna Jeur 8 Jeur 15 JeHE 22
1 1,000 £ 0,007 1,000 £ 0,011 1,000 = 0,066
2 0,225 = 0,019 0,022 £ 0,001 0,036 = 0,001
3 0,151 + 0,002 0,029 £ 0,001 0,042 + 0,003
4 0,140 = 0,006 0,016 = 0,000 0,018 = 0,000
5 0,069 + 0,002 0,018 = 0,003 0,043 + 0,002

DoGamjenme 0,7-2 MI'/KD areHTa PHKM nportums BI'B AD05070, mis
KOTOPOTO MMeeTCHa MyTHUPOBAHHHM LeJIeBOM calT, IPUCYTCTBYKIUM B
DaHHOM MOIOeJM C HOoKayTHMpPOBaHHOM of6jacTeo X, He  yMeHBIIAaJIO
aKTUBHOCTM aTreHTa PHKu nporme BI'B AD04872 B mo3e 2 MIT/KT.

Npmmep 15. ArenTsi PHKwx nporwmB BI'B y miuuer pHBV.

Vcrnose30BagM MHIMHYHD MoOIeJib pHBV, omomcaHHyw B 2 IIpuMepe 2
BhIle. Memmel pasmOeldiy Ha pas3JIMUHbEE TPYINH, BKILUaA OPUBeOeHHEE B
Tadauile 38 HMWXe, M KaXIOW MBIIM BHIIOJHAIM ONHY MNOOKOXHYID MHBEKIUO
00BEMOM 200 MKJI B COOTBETCTEUU C PEXVMOM DO3MPOBaHWA,
IpuBeleHHEM B Tabiule 38.

Tabauua 38. Tpylnne OO3UMPOBaHMA Memel pHBV nmns npumepa 15.

I'pynna | AredT PHKuM m pmosa PexuM IDO3SMPOBaHULA

1 PBS (Bes areHTa PHKWM) OOMHOUHad MHBEKUMA B IOeHb 1

2 2,0 Mr/xr AD04776 OOoVHOUHAA MHBEeKLUMS B IOeHb 1

3 2,0 Mr/xr AD05069 OOoVHOUHAA MHBEeKLUMS B IOeHb 1

4 2,0 Mr/xr AD0O5070 OOoVHOUHAA MHBEeKLUMS B IOeHb 1

5 2,0 Mr/xr ADO5071 OOoVHOUHAA MHBEeKLUMS B IOeHb 1

6 2,0 Mr/xr AD0O5073 OOoVHOUHAA MHBEeKLUMS B IOeHb 1

7 2,0 Mr/xr AD0O5074 OOoVHOUHAA MHBEeKLUMS B IOeHb 1

8 2,0 Mr/xr AD0O5075 OOoVHOUHAA MHBEeKLUMS B IOeHb 1

9 2,0 Mr/xr AD0O5076 OOoVHOUHAA MHBEeKLUMS B IOeHb 1

10 2,0 Mr/xr ADO5077 OOoVHOUHAA MHBEeKLUMS B IOeHb 1

11 2,0 Mr/xr AD0O5078 OOoVHOUHAA MHBEeKLUMS B IOeHb 1

12 3,0 mp/kn ADO4B72 + OOoVHOUHAA MHBEeKLUMS B IOeHb 1
1,0 mMr/xr AD04776

13 3,0 mr/rn ADO4872 + OOoVHOUHAA MHBEeKLUMS B IOeHb 1
1,0 MT/xT AD05069 8 H 8

14 3,0 mp/kn ADO4872 + OOoVHOUHAA MHBEeKLUMS B IOeHb 1
1,0 mMr/xT AD05070 8 8 8

15 3,0 mr/xr ADO4872 + OOoVHOUHAA MHBEeKLUMS B IOeHb 1
1,0 Mr/xT ADO5071 8 H 8

16 3,0 mr/rn ADO4872 + OOoVHOUHAA MHBEeKLUMS B IOeHb 1
1,0 MT/xT AD0O5073 8 H 8
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17 3,0 wr/xn ADOABT2 + OOMHOUHAasA MHBEKUMSA B IOeHb 1
1,0 mr/xr AD0O5074
18 3,0 mr/xr ADOABT2 + OOMHOUHAasA MHBEKUMSA B IOeHb 1
1,0 mr/xr ADO5075
19 3,0 wr/xn ADO4BT2 + OOMHOUHAasA MHBEKUMSA B IOeHb 1
1,0 mr/xr ADO5076
20 3,0 wr/xn ADO4BT2 + OOMHOUHAasA MHBEKUMSA B IOeHb 1
1,0 mr/xr ADO5077
21 3,0 wr/xn ADOABTZ + OOMHOUHAasA MHBEKUMSA B IOeHb 1
1,0 mr/xr AD0O5078
Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx
OIipelleJIEHHOE KOJIMUECTBO areHTa (-oB) PHKm nporme BI'B B dochaTHO-

COJIEBOM

OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotms BIB,

Tabamie

anmeTjirajJlakKToO3aMMHOBEE

5'"-KOHUOM KOIMpYyKMen

OybepHOM

38.

pacTBOpE,

enm,

MJIn

HalleJIMBaKmme

Kakr
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IIOKaz3aHo

VHBEeKLUMY BHIIOJIHAJIM MeXIy KOXelM ¥ MBIILaMu

TIOOKOXHBIMM )

TeM (3)

CEHBOPOTKY cCcoOMpaliM B LOeHb

MBIIM B KaxXIoM T'pyIlrne

(n=

3).

-1 mo BBemeHud,

MKJI

JIMT'aHIOEL,

dochaTHO-COJIEBOTO
Kak VyKas3aHO B
Kaxnaemt m3 areHToR PHKu npotuB BIB BrJOUaJ B cebsa N-

KOHBROIMPOBaHHEE C

B Tabmmuax 4 wm 5.

(7. e.

B HeHaTIdHYTYI KOXy B o0BJlacTM Ner U IIJed.

IOeHb 43

aHTHI'eHa

MHBEeKUIMM OBJIN

VMccriegoBain

a 3aTeM B IOeHb 8,

M OeHb 50.

relaTmMrTa B

IPUBEOEeHHOW B

IJaHHHE SKCIepMMeHTa IIoKasaHH B cJjenviomelr Tadulle

OeHr 15, o@meHr 22, ©§DeHbp 29, ©§eHb 36,

CHBOPOTOUHHE KOHLEHTpalMM [IOBEPXHOCTHOIO

(HBsAg) oIpeneJgsalM B COOTBETCTBUMM C IIpOoLedypou,

nIpuMepe 2 BHIIE.

39, rme cpenHMe 3HadeHMdA HBSAg oTpaxalT HOPMMPOBaHHEE CpelHUe

3HaueHud HBsAg.

Tabauiza 39.

YPOBHIO IO JieUueHMda UM KOHTpoJw PBS,

CpenHue

KOoHIleHTpauun HBsSAg,

arenTor PHKm nporme BI'B us npumepa 15.

HOPMMPOBAaHHEIE K

y Memey pHBV 1ocjie BBeOeHUS

T'pymnma JeHL 8 Jeur 15 JeHE 22 Jene 29

1 1,000 £ 0,119 1,000 =« 1,000 £ 0,080 1,000 =«
0,047 0,027

2 0,339 £ 0,076 0,414 =« 0,385 £ 0,067 0,450 =«
0,126 0,075

3 0,240 = 0,096 0,361 =« 0,446 £ 0,073 0,508 =«
0,078 0,114

4 0,081 £ 0,026 0,127 « 0,223 £ 0,057 0,330 =«
0,031 0,112

5 0,452 £ 0,020 0,431 « 0,373 £ 0,079 0,383 &
0,126 0,080
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© 0,375 £ 0,181 0,632 + 0,463 + 0,117 0,567 %
0,192 0,159
7 0,325 + 0,032 0,438 =+ 0,393 = 0,056 0,443 +
0,125 0,096
8 0,155 + 0,031 0,322 + 0,333 £ 0,077 0,463 =+
0,019 0,043
9 0,245 + 0,063 0,467 =+ 0,477 £ 0,045 0,562 =+
0,090 0,049
10 0,120 + 0,062 0,173 % 0,289 = 0,019 0,331 %
0,029 0,042
11 0,128 + 0,042 0,172 + 0,172 = 0,015 0,215 +
0,046 0,049
12 0,040 = 0,015 0,014 + 0,014 = 0,006 0,015 +
0,004 0,004
13 0,050 = 0,020 0,015 + 0,017 £ 0,008 0,022 +£
0,011 0,009
14 0,020 £ 0,011 0,011 + 0,015 = 0,006 0,023 +£
0,006 0,004
15 0,043 = 0,005 0,013 =+ 0,010 £ 0,002 0,011 +
0,005 0,004
16 0,021 £ 0,017 0,008 % 0,012 £ 0,003 0,011 +
0,004 0,001
17 0,032 £ 0,011 0,009 % 0,007 £ 0,002 0,008 %
0,003 0,0003
18 0,023 £ 0,014 0,010 % 0,002 = 0,006 0,009 %
0,006 0,004
19 0,025 = 0,006 0,010 % 0,009 £ 0,002 0,010 %
0,004 0,003
20 0,061 + 0,013 0,027 % 0,020 = 0,003 0,029 +
0,006 0,006
21 0,061 = 0,050 0,013 =+ 0,012 = 0,005 0,018 =+
0,010 0,006
T'pyrmna JeHL 36 Jenr 43 Jenur 50
1 1,000 £ 0,031 1,000 % 1,000 £ 0,112
0,114
2 0,617 = 0,116 0,643 =+ 0,665 = 0,199
0,154
3 0,638 + 0,067 0,743 + 0,792 = 0,115
0,015
4 0,472 + 0,121 0,515 + 0,689 + 0,167
0,126
5 0,591 = 0,159 0,604 + 0,709 = 0,115
0,086
© 0,717 = 0,136 0,686 % 0,781 + 0,301
0,194
7 0,586 = 0,069 0,775 % 0,747 = 0,095
0,143
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8 0,666 + 0,066 0,803 + 0,856 + 0,180
0,096

9 0,801 + 0,047 0,667 + 0,765 + 0,208
0,055

10 0,640 + 0,059 0,667 + 0,742 + 0,133
0,034

11 0,429 + 0,063 0,383 + 0,497 + 0,060
0,005

12 0,037 + 0,013 0,044 + 0,056 + 0,014
0,012

13 ]o,046 £ 0,011 0,055 = 0,070 £ 0,010
0,010

14 0,054 + 0,016 0,070 + 0,096 + 0,012
0,018

15 10,029 £ 0,011 0,032 = 0,051 £ 0,020
0,015

1o 0,033 + 0,005 0,038 + 0,062 + 0,004
0,007

17 10,021 £ 0,002 0,031 = 0,061 £ 0,005
0,004

18 0,034 + 0,014 0,047 + 0,079 + 0,017
0,016

19 0,028 + 0,005 0,037 + 0,060 + 0,011
0,006

20 10,070 + 0,009 0,063 = 0,097 £ 0,018
0,018

21 0,040 + 0,012 0,066 + 0,120 + 0,036
0,007

Kaxnoelr M3 areHToB PHKm AD04776, AD0O5069, ADO5070, ADO5071,
ADO5073 m AD05074 OvUI CKOHCTPYMPOBAH TaKMM 00pasoM, UYTOOH ero
IOCJIENOBATEJBHOCTE AaHTUCMEICJIIOBOM LlenM OBJIAa IO MeHbBIeW Mepe
YaCTUUYHO KOMIUJIEMeHTapHa OTKPHTOM paMKe CUMTEHEBRaHMA X B IIOJOXEHUAX
1781-1799 reHomMma BIB, kak IIokKaszaHOo B Tabimuax 1 m 2. Kaxooh us
ar'eHTOB PHKu ADQO5075, ADO50760, ADO5077 " ADO5078 OBLII
CKOHCTPYMPOBaH TakuMmM obpas3oM, 4yTOBOE €0  IOCJEeNOBaTeJIEHOCTH
AHTUCMEICJIOBOM 1llenM OBJIa IO MeHBIeM Mepe UYacTHMUHO KOMILJIEeMeHTapHa
OTKPHTOM paMKe CUMTHBaHMA X B IoJoxeHMsax 1780-1798 renoma BRIB,
Kak IokasaHo B Tabiuuax 1 m 2.

B mabimue 39 nokaszaHo, 4YTOo areHTH PHKm nporus BI'B AD04776,
AD0O5069, ADOL070, ADO5071, ADOL073 wm AD0OL0O74, BBOOVMEE  IIO
OTOeJILHOCTM MM B KoMOMHalum ¢ AD04872 (KOTOpPHIM BRJKUaeT B cebd
AHTUCMEICJIOBYI Lellb, KoTOpPAada 1o MeHbIIen Mepe YaCcTUYHO

KOMILJIEMEeHTAapHa OTKPHTOM paMKe CUMTHBAHMA S B IIOJOXeHMAX 261-279
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reHoMa BIB), IIPUBOOMIIM K  3HAUUTEJIBHOMY YMeHblleHMID HBsSAg 110
CPpaBHEHUI C KOHTpoJIeM PBS BO BCexX OTMEUEHHEIX MOMEHTaxX BpPEeMeHU.
[IpuMep 16. AreHTs! PHKwn OpoTHB BI'B Yy  MEmmey  pHBV:

nccecisiefoBaHusd oOTBeTa B BaBHUCHMOCTH OT LJOBR H KOM6PIHPIpOBaHHOI"O

JIeueHns.

VICIIOJIE30BAJIM  MEIMVMHYKD MOIEJb

BHIIEC .

40 HIDKe,

200 MKJ

¥ KaXIOM MBI BHIIOJIHSJIN OIOHY IIOOKOXHYID MHBEKILMD OO0BEMOM

B COOTBeTCTBUUA

Tabauile 40.

Tabmamita 40.

pHBV,

Memmel pas3nesdiiyM Ha pas3jIMuyHbBe TPYIIH,

OIIMCaHHYI B

C PexrMMOM OO3MPOBaHMA,

TpynlE OO3UMpPOBaHMUA Memied pHBV nis

KaK yKasaHo B TabJulle

IIpMBeI€eHHEM B

npuMepa 16.

npuMepe

T'pynna | ArenT PHKu u nosa PexM »DOBMPOBaHUSA
1 PBS (Ges al'eHTa | OnyHouHad MHBEKIMS B OEHbL 1
PHKu1)
2 3,2 Mr/kr AD04872 OOoMHOUHAaSa MHBEeKIMS B IOeHb 1
OmMHOUYHAad MHBEKUIMA B OEHbL
3 3,2 Mp/xr AD04872
OeHb 22
4 3,0 Mr/xr AD04872 OIMHOUHAA MHBEKLUI B IEeHbL 1
0,8 mr/xr ADO5070
c 3,0 Mp/KD AD04872 OmMHOUYHAad MHBEKUIMA B OEHbL
0,8 Mmr/xr ADO5070 neHL 22
6 3,0 Mr/xr AD04872 OIMHOUHAA MHBEKLUI B IEeHbL 1
1,0 mr/xr ADO5070
. 3,0 Mp/KD AD04872 OmMHOUYHAad MHBEKUIMA B OEHbL
1,0 mr/xr ADO5070 neHL 22
8 2,7 mr/xr AD04872 OIMHOUHAA MHBEKLUI B IEeHbL 1
1,3 mr/xr ADO5070
5 2,7 Mr/xT ADO4872 OmMHOUYHAad MHBEKUIMA B OEHbL
1,3 Mmr/xr ADO5070 neHL 22
10 2,0 Mr/xT ADO4872 OmMHOUYHAad MHBEKUIMA B OEHbL
2,0 Mr/xr AD04776 neHL 22
OmMHOUYHAad MHBEKUIMA B OEHbL
11 0,8 Mr/xr AD05070
OeHb 22
OmMHOUYHAad MHBEKUIMA B OEHbL
12 1,3 Mr/xr ADO5070
OeHb 22
Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx
OIipelleJIEHHOE KOJIMUECTBO areHTa (-oB) PHKm nporme BI'B B dochaTHO-
CoJIeBOM  OydepHOM  pacTBOpE, VI 200 MKJI pochaTHO-COJIEBOTO



OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotms BIB,

Tabauile 40.

anmeTjirajJlakKToO3aMMHOBEE

5'"-KOHUOM KOIMpYyKMen
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HalleJIMBaKmme

elir, Kakr

JIMT'aHIOEL,

IIOKaz3aHo B

VHBEeKLUMY BHIIOJIHAJIM MeXIy KOXelM ¥ MBIILaMu (.

[IOOKOXHEIMI )
mecTs (06)

CHBOPOTKY coOupasM TIepel BBeIeHUEM,
22 n 29,
aHTUT eHa

NPMEBENEeHHOM BHIIE B IIpHMepe 2.

MBIIEM B KaXOOW TIpyIlle

n OollpelelidJIM CEBOPOTOUWHEE KOHIEHTPpalllMM TIIOBEPXHOCTHOI'O

reraTmTa B

cienyomen Tabnmue 41.

Tabauiza 41.

YPOBHIO IO JieUueHMda UM KOHTpoJw PBS,

(HBsAg)

CpenHue

B

B HeHaTIdHYTYI KOXy B o0BJlacTM Ner U IIJed.

(n=0) .

COOTBETCTBUUA

KOoHIleHTpauun HBsSAg,

Kak VyKas3aHO B
Kaxnaemt m3 areHToR PHKu npotuB BIB BrJOUaJ B cebsa N-
KOHEBIOIUPOBAaHHEE
Tabimmuax 4 wu
VHBEKUIVM OBUIU

VMccriegoBain

a 3areM B IeHL 8,

npoLenypon,

HaHHEIE SOKCIIEPVMMEHTa IIOKas3aHEl

HOPMMPOBAaHHEIE

y Memey pHBV 1ocjie BBeOeHUS

areHToB PHKm mnportus BI'B wusz npumepa 16 (cpedHeKBaOpaTUUHOE
OTKJIOHEeHMe IIOoKasaHo B BuIe (+/-)).
Tpynna Teno 8 Iene 15 Jenp 22 Tlene 29
1 |1,000 % 0,117 16?§S3i 16??29i 16?Sgoi
2 0,050 + 0,018 Og?é§7i Oé?éé5i 06?8§6i
3 0,051 % 0,037 Oé?éfli 05?386i Oé?géli
4 0,029 + 0,018 05?386i Oé?éé6i Oé?éSSi
5 |0,022 £ 0,003 Oé?ggli 06?8§3i Oé?géli
6 |0,027 £ 0,012 06?834i 06?8§5i Oé?ééSi
7 0,028 + 0,012 05?385i 06?8§5i Oé?géoi
8 0,033 + 0,016 Og?éﬁgi Oé?éggi Oé?éili
9 |0,034 % 0,025 Oé?éfli Oé?éf3i Oé?ggzi
10 | 0,038 + 0,021 Og?é§5i Oé?ég4i Oé?ggli
11 | 0,446 + 0,143 Oé?zgoi Oé?ngi 06?i§3i
12 | 0,307 + 0,111 ngfg2i 06?8§7i Oé}ggli
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VccienoBaHHEe areHTH PHKu nportme BI'B, Kak MHIOIMBUOYAJIBHO,
TakK M B KOMOMHaALUWM, IOPUBOOWIM K CHMXeHMK HBSAg IO CpaBHEHUK C
KoHTpoJsieM PBS BO BCcex OTMEUEHHEX MOMEHTax BpeMeHM. OIJKCIpecCcUud
HBsAg Orvula OONOJHUTEJIEHO CHMXeHa BO BCexX Tpylmax, B KOTOPHIX
[IOBTOPHO BBOOMJIM IO3Y B IEeHE 22.

Kpome TOT0O, TakXe OLEeHMBAJM CHEHBOPOTOUHEE KOHIEHTpaluuu e-—
aHTuIeHa Tenatura B (HBeAg). [Oing u3MepeHMSA B OeHb 8 OO0BeIVMHAIU
OpoOH CHBOPOTKM OT BCex IecTM MeIel B 2 KaxIou TIpyllle, a
IOJIyUeHHbEe TIIpOoOH aHalM3MpOoBaJM B OIMH OpueM. [OJsS U3MepeHUM B
neHb -1, meHb 15, @OeHb 22 M OeHb 29 mMecTh MHIIEW M3 KaXOOoM I'PYIIIH
00LeOIMHANIM B IIaph BHYTPM KaxXxIoM TPYIIOE, U MX COOTBeTCTBYIME
IpOOH CHBOPOTKM OOBLEeIMHANM, QOPMUPYSA IO TPpM HOOTPYINE IJS KaxXIon
TPYNNH. BHOOCJIEOCTBUM NPOBOIMJIM aHaJlM3 IIpo® CHBOPOTKM KaXIow U3
Tpex NOOTPYII IOJA KaXOoM TpyNnh. JaHHbEEe SKCIepuMeHTa IIoKa3aHH B
cienyomen Tabnuue 42.

Tabauua 42. CpenHmue KOHUeHTpalimu HBeAg, HOPMMPOBaHHEE K
YPOBHIO IO JeueHMSa M KOHTpoJio PBS, y wMeme#t pHBV nocie BBeIeHUS
aredror PHKm nportms BIB w3 npuMepa 16 (CpemHekBaOpaTHUUYHOE

OTKJIOHEHMEe IJid JHel 15, 22 m 29 mokasaHo B Buoe (+/-)).

T'pymnma JeHL 8 JeHs 15 Jeur 22 JeHr 29
1 1,000 1,000 + 0,011 1,000 £ 0,170 1,000 = 0,173
2 0,510 0,308 + 0,031 0,217 £ 0,021 0,226 = 0,035
3 0,488 0,301 £ 0,065 0,283 + 0,081 0,147 + 0,030
4 0,213 0,216 = 0,067 0,192 = 0,029 0,141 + 0,048
5 0,192 0,211 + 0,053 0,216 + 0,088 0,047 = 0,016
6 0,176 0,163 + 0,022 0,238 = 0,069 0,117 + 0,011
7 0,165 0,175 £ 0,046 0,215 + 0,001 0,028 = 0,012
8 0,128 0,166 = 0,065 0,386 + 0,284 0,167 + 0,118
9 0,172 0,171 + 0,037 0,244 + 0,052 0,032 = 0,010
10 0,180 0,211 + 0,012 0,283 + 0,034 0,034 + 0,001
11 0,634 0,594 + 0,082 0,840 £ 0,152 0,271 = 0,029
12 0,486 0,441 + 0,066 0,804 = 0,096 0,214 = 0,039

VccienoBaHHEe areHTH PHKu nportme BI'B, Kak MHIOIMBUOYAJIBHO,
TakK M B KOMOMHaALUWM, IOPUBOOWIM K CHMXeHMK HBeAg IO CpaBHEHUK C
KOHTPOJIEM COJIEBEIM PACTBOPOM BO BCEeX OTMEUEHHEX MOMEHTax BpEeMeHU.
Jkcrpeccua HBeAg IOOMIOJIHUTEJIBHO YMeHbIaJlaCck BO BCex I'pylllax, B

KOTOPEX ITIIOBTOPHO BBOIMJIM IOO3Y B I€HB 22.
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HOIIOJIHUTEJIbHO CHBOPOTOUYHEE KOHIeHTpaumu HTHK BIB onopenendiin
OJA KaxXmouw u3 TPyINnn, OIpUMBeleHHEHX B 2 Tabiamue 40, B IHnpobax
CHEBOPOTKM, cCcoOOpaHHEX B @»gHM -1, 8, 15 m 22, B COOTBETCTBUM C
OpolLenypol, IPUBEIeHHOM BHIMe B IIpuMepe 2. CHBOPOTKY OT KaXOou
IapH MHIMEeW OOLeOMHAIM, a 3aTeM BoeOeddaamu IOTHK u3 kaxmoro nyla
CHBOPOTKM B OIOMH HOpMeM. JlaHHHEe NPeOCTaBJIeHH B CJeOykmel Tadaule.

Tabauua 43. CpelHMe CHBOPOTOUHHEHE KOHILeHTpaumm ITHK BI'B,
HOPMMPOBAaHHEE K YPOBHID IO JeueHMA UM KOoHTpoJwo PBS, v Mbemer pHBV
rocje BBeIOCHUSA areHTOB PHKu IIPOTUB BI'B ns nprMepa 16

(cpenHekBaOpaTUUHOE OTKJIOHEeHMe IoKaszaHo B BuIe (+/-)).

T'pymnma Jeur 8 JeHs 15 Jeur 22
1 1,000 £ 0,122 1,000 = 0,299 1,000 + 0,241
2 0,312 = 0,016 0,126 + 0,008 0,087 £ 0,018
3 0,264 = 0,065 0,081 = 0,023 0,073 = 0,028
4 0,321 £ 0,254 0,120 = 0,066 0,134 + 0,101
5 0,319 + 0,081 0,108 + 0,038 0,098 + 0,051
6 0,260 = 0,095 0,068 = 0,010 0,076 = 0,031
7 0,170 £ 0,028 0,082 + 0,013 0,062 + 0,018
8 0,188 = 0,020 0,192 + 0,160 0,307 = 0,309
9 0,242 + 0,003 0,100 + 0,042 0,075 + 0,028
10 0,322 + 0,028 0,159 = 0,025 0,086 = 0,016
11 1,124 + 0,142 0,742 + 0,127 0,807 = 0,192
12 1,004 + 0,144 0,541 + 0,340 0,569 = 0,060

VccienoBaHHEe areHTH PHKM nportmB BI'B, kKak IO OTHeJIBHOCTH,
Tak M B KOMOMHaLMM, [OPMBOOMIIM K CHMXEHMI CHBOpOTOUHOM HOHK BIBR mo
CPaBHEHMID C KOHTPOJIEM COJIEBEIM pPAaCcCTBOPOM BO BCeX OTMEUEeHHEX
MOMEHTAX BpPEMEHM, 3a MWCKIndeHMeM Tpynn 11 wm 12, y KOTOPHX He
HabmonoaJjioCk CHWXeHMSA CHBOpoTouHoM IOHK BI'B B IeHb 8.

Npmmep 17. ArenTs: PHKu nporwmB BI'B y y Meuuer pHBV,

Vcrnose30BagM MHIMHYHD MoOIeJib pHBV, omomcaHHyw B 2 IIpuMepe 2
BRIle. Memmel paz3nesidiM Ha pal3JMuUHBHe TPYIHINH, Kak yKaz3aHo B Tabjule
44 HWxKe, ¥ KaXOOM MBIIM BHIIOJHAIM OIHY MNOOKOXHYK MHBEKIMD OO0BLEeMOM
200 MKJ B COOTBETCTBUM C PeXMMOM IO3UPOBaHMA, IIPUBEIEHHEM B
Tabauue 44.

Tabauua 44. Tpynne OO3UMpPpOBaHMA Memel pHBV nms npumepa 17.

T'pymma AreHT PHKM M nmosa PexM »DOBMPOBaHUSA

1 PBS (H6ez are”HTa PHKM) | OoMHOUHasd MHBEKUMA B IOeHbL 1

2 5 mMr/xr AD04585 + OoMHOUHAad MHBEeKIMI B IeHbL 1
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1 mr/xr AD04963
3 5 Mr/Kr ADO4872 + OnMHOUYHAA MHBEKIMS B IOEHB 1
1 mr/xr AD04963
4 5 mr/xr AD04585 + OmMHOUHAaA WMHBLEKUMS B JeHb 1 U
1 mr/xr AD04963 neHbL 8
5 5 Mr/xr AD04872 + OmMHOYHasS MHBEKLUMS B HeHb 1 u
1 mr/xr AD04963 neHbL 8
6 2,5 mp/xr AD04585 OnMHOUYHAA MHBEKIMS B IOEHB 1
0,5 mMr/xr AD04963
7 2,0 mr/wxr ADO4585 OnMHOUYHAA MHBEKIMS B IOEHB 1
1,0 mr/xr AD04963
8 2,5 Mp/xr AD0ABT2 OnMHOUYHAA MHBEKIMS B IOEHB 1
0,5 mMr/xr AD04963
9 2,0 mp/xr AD0ABT2 OnMHOUYHAA MHBEKIMS B IOEHB 1
1,0 mr/xr AD04963
10 5 Mr/xm ADOASTZ + OnMHOUYHAA MHBEKIMS B IOEHB 1
1 mr/xr AD04981
11 2,5 mr/xr AD04872 OmMHOYHasS MHBEKLUMS B HeHb 1 u
0,5 Mr/xr AD04981 neHbL 8
12 2,5 mp/xr AD04BT2 OnMHOUYHAA MHBEKIMS B IOEHB 1
0,5 Mr/xr AD04981
13 2 mr/wr ADOABT2 + OnMHOUYHAA MHBEKIMS B IOEHB 1
1 mr/xr AD04981
14 2,5 mp/xr AD04585 OnMHOUYHAA MHBEKIMS B IOEHB 1
0,5 Mr/xr AD04981
15 2 Mr/wr ADOAS85 + OnMHOUYHAA MHBEKIMS B IOEHB 1
1 mr/xr AD04981
16 0,5 Mr/xr AD04981 OmMHOUHAaA MHBEeKLUMA B OeHb 1
Kaxmomn MBI IIOOKOXHO BBOOUJIU 200 MKJI, comepxammx
OIipelleJIEHHOE KOJIMUECTBO areHTa (-oB) PHKm nporme BI'B B dochaTHO-

CoJIeBOM  OydepHOM  pacTBOpE, VI 200 MKJI pochaTHO-COJIEBOTO

OybepHOTO pacTBOpa ©0e3 are”HTa PHKu npotme BIB, Kak yKasz3aHO B

Tadbmuue 44. Kaxnoweli M3 areHToB PHKu mnpoTtmB BIB BrJOUaAJ B Ccebsa N-

anmeTJirajJlJakKTO3aMMHOBEE HalleJiMBaiye JIMI'aHIOEL, KOHBROIMPOBaHHEE C

5'-xoHLOM KOIMpVIIEeM LelM, Kak IokasaHo B Tabauuax 4 u 5.

VHDBEeKIMM BHIIOJIHAJIM MeXIy KOXelM M MbmiamMu (T. €. MHBEeKUMM ObBLIU
IO KOXHEIMIM ) cciaenopalin

(3)

B HeHaTIdHYTYI KOXy B o0BJlacTM Ner U IIJed.

TPU MEIIM B KaXOoW I'pynmne (n=3).

CHBOPOTKY cobupaJM Iepel BBelIeHMEM, a 3aTeM B IOeHb §,

21, 36, wu

IE€Hb

14, 1Dedb IOeH:r 29 ¥ IOeHb OTIPEenesiaiM CHBOPOTOUHHE

KOHIIeHTpalun IIOBEPXHOCTHOTO AHTUI'€eHa rernaTmTa B (HBsAg) B

COOTBETCTBMUM C I[IPOLEeIypPOM, OINMCAHHOM BHIIe B IpMMepe 2. HaHHBE

SKCIepUMeHTa IIOKa3aHHE B cJenyiomen Tabiauile 45.



Tabauiza 45.

YPOBHIO IO JieUueHMda UM KOHTpoJw PBS,

CpenHue
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KOoHIleHTpauun HBsSAg,

HOPMMPOBAaHHEIE

K

y Memey pHBV 1ocjie BBeOeHUS

arednTor PHKu nporme BI'B w3 nOpuMepa 17 (CpemHekBaOpaTHUUYHOE
OTKJIOHEHMe IIoKa3aHo B Bume (+/-)).
T'pymnma Jeur 8 Jeur 14 Jeur 21 JeHr 29
1,000 £ 1,000 £ 1,000 £
1 _l’_ 14 14 14
1,000 £ 0,068 0,125 0,152 0,110
0,059 £ 0,085 £ 0,158 «£
2 _l’_ 14 14 14
0,058 £ 0,033 0,022 0,023 0,021
0,014 + 0,015 «£ 0,026 £
3 _l’_ 14 14 14
0,025 £ 0,009 0,006 0,008 0,015
0,005 £ 0,006 £ 0,014 +
4 _l’_ 14 14 14
0,032 £ 0,007 0,001 0,002 0,002
0,003 £ 0,001 £ 0,001 %
5 _l’_ 14 14 14
0,024 £ 0,009 0,001 0,0004 0,0005
0,077 % 0,131 £ 0,214 +
6 + 4 ! ’
0,063 £ 0,020 0,013 0,011 0,026
0,059 £ 0,091 £ 0,140 %
7 + 4 ! ’
0,041 + 0,018 0,017 0,016 0,045
0,046 £ 0,043 £ 0,055 £
8 + 4 ! ’
0,070 + 0,008 0,016 0,009 0,012
0,027 % 0,064 £ 0,064 £
9 + 4 ! ’
0,043 + 0,006 0,003 0,017 0,014
0,005 £ 0,005 £ 0,005 %
10 + ! ! !
0,015+ 0,008 0,003 0,003 0,003
0,005 £ 0,003 £ 0,003 %
11 + ! ! !
0,047 + 0,014 0,003 0,002 0,003
0,025 £ 0,027 % 0,033 £
12 + ! ! !
0,062 + 0,006 0,007 0,005 0,005
0,050 % 0,050 % 0,054 «£
13 + ! ! ¢
0,092 + 0,029 0,021 0,022 0,0019
0,056 £ 0,081 £ 0,112 +£
14 + ! ! ¢
0,310 £ 0,180 0,010 0,010 0,0018
0,083 £ 0,115 «£ 0,165 %
15 + ! ! !
0,304 + 0,044 0,021 0,013 0,025
0,416 £ 0,341 «£ 0,511 «£
16 + ! ! ¢
Lyee7 £ 0,217 0,163 0,179 0,0011
T'pynmna Jenr 36
1 1,000 = 0,225
2
3 0,049 =+ 0,019
4
5 0,004 + 00,0004
6
5
8 0,081 = 0,010




9 0,108 = 0,026
10 0,009 + 0,004
11 0,005 + 0,003
12 0,060 £ 0,014
13 0,094 + 0,027
14

15

16 0,634 = 0,005
VcciiegoBaHHEE

K CcHuxeHU0 HBsSAg I[IO0 CpaBHEHMI C KOHTPOJIEM COJIEBEIM pPaCTBOPOM BO

BCeX OTMEeUYeHHEIX

ADO4872,

IIPMBOIOMIIN K

AHaJIOTUYHEE KOMOMHAaLIUM,

Kpome TOTO,
npodax CHEHBOPOTKY,

C mOpoleXypowu,

MOMeHTax

BoJiee
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BpeMeHHM .

coBpaHHHX B IOHU 8§,

NPVMEBENEeHHOM BHIIe B IIpHUMepe 2.

KoMGuHaumm,

S3Ha4YMTeJIELHOMY

BEIOCSJIAJIM Yy KaXnmgoro XMBOTHOI'O B KaxOell MOMEHT

npeIcTaBJIEHE B cjenyomel Tadjamnie 46.

Tabauitza 46.

HOPMMPOBAaHHEIE K YPOBHIO OO JIeUeHMA WM KOHTPOJI PBS,

CpenHue

CEIBOPOTOUHEIE

KOHLEeHTpaluum

BpeMeHHM .

KoMOBuHauuy areHTob PHKu nportme BI'B npusonmim

conmepXxamue
CHIXEHMIO,
comepxamne AD04585 BmecTo AD04872.

CHIBOPOTOUHEE KOHUeHTpauuu [THK BI'B olpenejgdanu B
21 m 29, B COOTBETCTBUU

CelpopoTouHyld HHK BI'B

IHK BIB,

y Meme¥ pHBV

nocjle  BBeIeHMA areHToB PHKu  npotus  BIB nprMepa
(cpenHekBamgpaTHUUHOEe OTKJIOHEHMe IIOKas3aHo B Bume (+/-)).
Tpymma Tero 8 Dens 14 Ienb 21 Jenp 29
1 1,000 + 0,280 16?229i 16?258i 16?223i
2 0,136 + 0,068 ngiili Oé}ggzi 06?§§9i
3 0,097 + 0,034 Oé?gf6i 05?3§4i Oé}géli
4 0,061 + 0,039 Oé?géli Oé?ggli Oé?éfBi
5 0,068 * 0,025 Oé?ggzi 06?8823i Oé?gggBi
6 0,354 + 0,299 Oé?f§7i Oé?§§4i 06?Sg6i
7 0,103 + 0,064 Oé?§;5i 06?823i 06?835i
8 0,336 + 0,142 ngiili 06}225i 06}524i
9 0,198 + 0,055 Oé?iSBi Oé}é§4i 06}g§2i
10 0,122 + 0,071 Oé?é§6i Oé?égoi Oé?éf7i

HaHHEIE
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0,016 + 0,003 + 0,005 +

11 + . : ’ -
0,160 + 0,069 0,023 0,001 0,004

0,120 + 0,100 + 0,091 +

12 + . : ’ -
0,158 + 0,039 0,044 0,049 0,034

0,169 + 0,066 + 0,081 +

13 + . : ’ -
0,190 £ 0,038 0,025 0,015 0,015

0,318 + 0,144 + 0,240 +

14 + . : ’ -
0,434 + 0,130 0,104 0,094 0,029

0,287 + 0,279 + 0,303 +

15 + . : ’ -
0,358 £ 0,185 0,108 0,080 0,038

0,674 + 0,496 + 0,590 +

16 + . : ’ -
0,713 £ 0,085 0,140 0,128 0,093

VMccrnenopaHHele KOMOMHauuM ar'eHToB PHKu nportme BI'B npusBonmim
K CHWXEHMI CHEHBOpPOTOUHOM HOHK BI'B IO CpaBHEeHUK C KOHTPOJIEM COJIEBEM
pacTeoOpoOM BO < BCexX OTMEeUeHHEX MOMeHTax BpeMeHM. KomMOMHauuwu,
comepxamme AD04872, npuBonmiIm K O6oJiee BHAUMTEJIBHOMY CHWKEHUO,
ueM aHaJIOTMUHEEe KOMOMHaluM, comepxamne AD04585 BmecTo AD04872.
37m OoJlee BHpPaXeHHBIE YMEHBIIEeHMSA HaOJoOaJM B IeHb 22 M OeHb 29.

IpmMep 18. ArenuTm PHKu mnporme BI'B B uduimporanHoi BI'B

PwaHMBMpOBaHHOﬁ MEIIMHOM MOoOeJin.

IJIg HOaHHOTO MCCJenoBaHua camiuam FRG® (MBI~ C  TPOMHEIM
HOKayToM TeHoTuna Fah -/-/ Rag2 -/-/ 1l2rg -/-, TOJYUeHHHEe U3
memerr CH7BL/6  (Yecuris)) B BospacTe 1-2 wMecdlla IIepecaxmBallu
yeJjloBeueckue - I'elaTOlUTH. UeJlOBEUECKMM  TelaTolMTaM  I103BOJIAJINU
IIOBTOPHO 3aceyIaTh neyeHb B TeueHUe OKOJIO 6 MecAlleB c

nepuonuueckon obpaboTkoi NTBC 14 OpeOoTBpalleHMsa poCTa MBITMHBIX

TelaToOLMTOB. B BO3pacTe 9 MecdlleB MEBIIIaM BHYTPMBEHHO
VHOKYJIMPOBAJIN 4%10° TeHOMOB/ KT BI'B TeHOTHUIla C, KOTOPHE
VHQUUMPOBaJIN YyeJIOBEeUeCKHUe TellaTOlLIMTH . Uepes 2-3 Mecsla

CEIBOPOTOUHEE KOHIeHTpaluuu HHK BI'B nmocTurJjm I[JaTo, UTO YKas3bBaer
Ha MaKCHMaJIbHOEe MHOMUMPOBAHME TelaTOLUMTOB UYeJioBeKa (MBEIIVHEIE
TernaTolMTH He MOTyT OHTE MHOMUMPOBaHH BIR). Bos3pacT MuImen
COCTAaBJIAJl OIMH TOHL B Hauajle JieueHMd areHTamy PHKuM nportme BI'B, T.
e. NPOOOJIKUTEJIEHOCTL MX XM3HM NPpUOJIMKAJICA K 3aBEePIEeHUD.

[IpOOE CEHBOPOTKM »0O JiedeHMsa OoTOMpaJu B HeHb -10 u OeHbs -3.
HaumHasa ¢ »mHA 1 KaxIoW MeIIaM NOPUHYOAUTEJBHO IIepopallbHO eXeIHeBHO
BROOMIM uYepes 3o0un 0,01 MI/kKT 5HTekaBMpa, PACTBOPEHHOTO B BOIeE,
njid MHIUOUPOBAHMUA permMKaum BI'B. ExenHeBHOE ODO3MpOBaHUE

SHTeKaeBMpa IIpOoOOoJIXaJIOCE OO IOTHA YMepPIBJIEHUA MEBIIEN . Oxumanm, dYToO
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BBeOeHMe »5SHTeKaBMpa YMeHBIMT CHEBOpOTOuHyl ITHK BI'B y XpoHHMUeCKHU
VMHOUIIMPOBAHHEIX [TAallMEeHTOR-JIOIEeN, HO He yMeHbmMMUT HBsSAJ.

Meme?  pa3nesigaiM Ha  pas3JIMuHBEEe  TPYIIH, BKRJIIOUAA  T'PYIIIH,
IpuBeleHHHX B Tabiule 47 Huxe.

Tabaniia 47 . T'pynnu OO3UMPOBAaHUSA BI'B-MHOUUINPOBaHHEIX

TYMAHM3UPOBAHHEK MOOEJILHHX Memer FRG mjisa npumepa 18.

T'pynna AreHT PHKM 1 poBa | PexmM IOBMPOBaHMUS Nocnenemi
IOeHb
YMepIBJIeHa B
A - meme 1 | PBS  (Oe3  areHTa | OOMHOUYHASA meHn 21
PHKu1) MHEBEKIIMS B IOeHb 1 (HesOopoeoe
XMBOTHOES)
A - mpme 2 | PBS  (Oe3  areHTa OmMHOHUHA A YMepmBJIeHa B

MHLEKIMS B OeHbL 1
M IOeHb 29
4,0 Mr/xr AD04872 | OnuHouHad

PHKwM) IOeH: 36

B - oo 1 YMepIBJIeHa B

+ MHLEKIMS B OeHbL 1
2,0 Mr/xr ADO5070 |u meHr 29 feHe 36
4,0 Mr/xr AD04872 | OnuHouHad

B - mpme 2|4 MHBEKLIMA B IOeHb 1 YMEpmBJIeHa B
2,0 Mr/xr ADO5070 |u meHr 29 neHe 40
4,5 Mmr/xr AD04872

C - mpms 1|, OIMHOUHAa4 YMepuBJIeHa B
1,5 mp/xn ADOS5070 VHBEKIIMA B IeHb 1 oeHb 15
4,5 Mr/xr AD04872 | OnuHouHad

C - wpmb 2|4 MHBEKLIMA B IOeHb 1 YMEpmBJIeHa B
1,5 Mr/xr ADO5070 | v meun 29 feHe 36
4,5 Mr/xr AD04872 | OnuHouHad

C - mpmb 3 |4 MHBEKLIMA B IOeHb 1 YMEpmBJIeHa B
1,5 Mr/xr ADO5070 | v meun 29 neHe 40

Kaxmol MBIMM TakXe MNOOKOXHO BRomuiamM 100 wMxja Ha 20 TpamMm
MacCCHE TeJla, CoIepXallMxX OIpelelIeHHOe KOJMYeCTBO areHTa (-oB) PHKwm
npoTre BI'B B ¢pochaTHO-CoOJIeBOM OydepHOM pacTBope, WIM aHaJJOTWMUHLM
obrweM dpochaTHO-COJIeBOTO OybepHOTO pacTeopa 60e3 areHTa PHKu
npoTve BI'B B OeHb 1 MM IOeHBb 29 (eclM XMBOTHOE OBJIO Elle XVBHM B
oeHb 29) B COOTBETCTBMM C I'padMKOM, IIPHUBeOeHHEM B Tabiuue 47
Brme. Kaxaemt w©3 areHToB PHKu npotmue BIB BrIoUald B cebda N-
aleTUJIralaKTO3aMMHOBEE HalleJIMBawlye JIMT'aHOE, KOHBOIMPOBAHHEE C
5'-xoHLOM KOIMpVIIEeM LelM, Kak IokasaHo B Tabauuax 4 u 5.
VHBEeKUVM BHIIOJHAIM MeXOy KOoXeM M MeIaMyM (T. €. MHBLeKUUM OBJIM
MIOOKOXHEIMM) B HEHATAHYTYK KOXY B 0OOJaCTH Mer M ILJIeY.

CHBOpPOTKY cobupalM B IOeHb 8, neHb 15, 1OeHb 22, 1OeHb 29,

oeHs 36 u pgeHb 40 u® oOIOpenessajM KOHIEeHTpallMM ITOBEPXHOCTHOTO
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aHTMI'eHa TIenartura B (HBsAg) B COOTBETCTBMM C [OpolLUelypoH,
IPUBENeHHOW BHIIe B IIpuMepe 2. JlaHHHeEe DKCIEepMMeHTa IIOKa3aHHE B
cryenyomer Tabiule.

Tabauua 48. CpenHmue KOHUeHTpalimy HBSAg, HOPMMPOBaHHEE K
YPOBHK OO JiedeHUA (IeHb -3), OJIA KaXIOW OTIeNbHOM MHOUIMPOBaHHOMU

BI'B I'yMaHM3UPOBAHHOM MOIeJIbHOM MBIIM FRG M3 opumepa 18.

T'pynmna | JeHs 8 JeHs 15 JeHE 22 Jene 29 Jenr 36 Jenur 40

A-1 0,830 0,828 0,932 0,858 1,107

A-2 1,303 1,328

B-1 0, 548 0,314 0,272 0,207 0,138

B-2 0,592 0,337 0,243 0,215 0,160 0,175
Cc-1 0,643 0,460 0,415 0,251 0,164

C-2 0,353 0,228 0,182 0,172 0,224 0,216
C-3 0,814 0,674

KpomMe TOT'O, CHBOPOTOUHEEe KOHIeHTpauum HHK BIB omopenesjdnn B
npodax CHBOPOTKM, cobpaHHEX B »gHM -10, -3, 8, 15, 22, 29, 36 wu
40, B COOTBETCTBMM C IIPOLEeAOypOoM, ONMCAaHHOWM BHIIe B IIpUMepe 2.
DanHEle HOpelcTaBJIeHE B cJjenywomen Tabjauile 49.

Tabauia 49. CHBOPOTOUHHE KOHIeHTpaluu ITHK RBI'B HOpMMPOBaIM K
cpenHeMy 3HaueHMI OO JeueHusa (B mOeHb -10 M meHb -3) @OJI4 Kaxoow
MHOUIIMPOBRaHHOM BI'B T'yMaHM3UMPOBaAHHOM MMM FRG 1ocjie BReleHUA

arenTor PHKm nporme BI'B us npumepa 14.

JeHr - JIeHb JIeHb JIeHb JIeHb JIeHb
T'pynma IOenr -3|JeHb 8
10 15 22 29 36 40

1 0,883 1,117 |10,072|10,038|0,015| 0,027 | 0,060
2 1,070 0,930 |0,130|0,075
1 1,538 0,462 |0,032|0,017|0,011 1| 0,006 | 0,010
-2 1,350 0,650 | 0,042 0,018 | 0,012 | 0,007 | 0,008 | 0,007
1
2

1,348 0,652 | 0,041 |0,020| 0,016 | 0,005 | 0,004
1,030 0,970 |0,031|0,015| 0,006 ]| 0,011 | 0,008 | 0,008
Kak oxmpasiocb, BBeOeHME DHTEeKaBMpa YMEHBIAJO PeIIMKalMD

BYMPYyCa Kak B OTCYTCTBUM, TaK ¥ B NPUCYTCTBUM aTeHTOB PHKM HOpOTHB
RI'B.

IpyTMe BapMaHTH OCYIUeCTBJIISHUS

ClemyeT TIIOHMMAaTL, UYTO, XOTS HacTosmee wM300peTeHMe OIMCAHO
nonpoBHO, TMIPUBOINMMOE BHINE OINMCaHMEe IMIpeldHa3HaueHO IJIS WLInCTPaluyn
M He  OTpaHMUMBaeT 00BeM  HacToAamero  mu300peTeHusd, KO TOPHIN
omnpenengeTcs oO0BeMOM NpujaraeMom GopMyJitl M300peTeHMa. IpyTue

AaCIIeKTEHI, InpeMymeCcTBa M MO,JII/I(:DI/IKB.LU/H/I BXOOAT B 0OOBEM cnenylomeﬁ
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bOPMYJIEL U300peTeHUd .



1

DOOPMVIJIA NU30BPETEHUA

1. Arenr PHKu, conepxamiuil CMBICIOBYIO LI€Tb, BKJIFOYAIOIIYK MOCIEI0BATENbHOCTD
HYKJIGOTHIHBIX OCHOBaHHI corjacHo Jiroooit u3 cienyromux SEQ ID NO:328, 275-281, 291,
293, 303-305, 316, 317, 323-237, 329 u 331-334 1 aHTUCMBICJIOBYIO LI€Nb, IO KpailiHEN Mmepe

JaCTUIHO KOMILJIEMEHTAPHYHO CMBICJIOBOM LIETIH.

2. Arear PHKu no mn.l, rge aHTUCMBICIOBAas LEMb CONEPKUT HYKICOTHAHYIO
MOCJIEIOBATEILHOCTh B COOTBETCTBUH ¢ JIF0O0i u3 cnenyrommx SEQ ID NO: 149-151, 153, 154,

161-164, 172, 173, 183-189 u 191-194.

3. Arenr PHKu no n.l wimm n. 2, rae CMBICIOBasE LENb COACPXKUT HYKJICOTUIHYEO
MOCJIEIOBATEILHOCTh B COOTBETCTBUU ¢ JitoOoi u3 cnenyromux SEQ ID NO: 195-203, 213, 217,

231-233, 249, 250, 257-265, 267-272 u 274.

4. Arear PHKu no irobomy u3 m.m. 1-3, rme cMbICIOBas LEMb UMEET CTPYKTYPY JIFOOOi

w3 SEQ ID NO: 195-203, 213, 217, 231-233, 249, 250, 257-265, 267-272 u 274.

5. Arear PHKu no mobomy u3 mm.l-4, rae aHTHCMBICIOBas LENb COAEPIKUT
HYKJICOTHIHYIO TIOCIIEIOBATEILHOCTD B COOTBETCTBUU ¢ t000it u3 cienyromux SEQ ID NO: 61-

64, 6-71, 80, 101-106, 132-135, 139-142 u 145-148.

6. Arear PHKu no nmobomy u3 m.m. 1-5, rne aHTUCMBICIOBAsI Lelb UMEET CTPYKTYPY

moboit u3 SEQ ID NO: 61-64, 6-71, 80, 101-106, 132-135, 139-142 u 145-148.

7. Arear PHKu no mo6omy u3 n.m. 1-6, rne arear PHKu conep:KuT aHTHCMBICIOBYIO
LeMb U CMBICIOBYIO LIeTIb, MMEIOIIHe MOAU(PUIHPOBAHHBIE HYKJIEOTH/IHbIE
nocienosarenpHocTy, areHT PHKwu, umeromuii aymiekcHyro crpyktypy AD03498 (SEQ ID
NO: 61 u SEQ ID NO: 196); AD03499 (SEQ ID NO: 62 u SEQ ID NO: 195); AD03500 (SEQ
ID NO: 63 u SEQ ID NO: 195); AD03501 (SEQ ID NO: 64 u SEQ ID NO: 195); AD03738
(SEQ ID NO: 66 u SEQ ID NO: 197); AD03739 (SEQ ID NO: 67 u SEQ ID NO: 197);
ADO03967 (SEQ ID NO: 64 u SEQ ID NO: 198); AD03968 (SEQ ID NO: 68 u SEQ ID NO:
198); AD03969 (SEQ ID NO: 64 u SEQ ID NO: 199); AD03970 (SEQ ID NO: 68 u SEQ ID
NO: 203); AD03971 (SEQ ID NO: 69 u SEQ ID NO: 199); AD03972 (SEQ ID NO: 64 u SEQ
ID NO: 200); AD03973 (SEQ ID NO: 64 u SEQ ID NO: 201); AD03974 (SEQ ID NO: 64 u
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SEQ ID NO: 202); AD03975 (SEQ ID NO: 70 u SEQ ID NO: 199); AD03976 (SEQ ID NO: 71
u SEQ ID NO: 203); AD03977 (SEQ ID NO: 70 u SEQ ID NO: 201); AD03978 (SEQ ID NO:
70 u SEQ ID NO: 195); AD04176 (SEQ ID NO: 80 u SEQ ID NO: 213); AD04415 (SEQ ID
NO: 68 u SEQ ID NO: 217); AD04573 (SEQ ID NO: 103 u SEQ ID NO: 231); AD04574 (SEQ
ID NO: 104 u SEQ ID NO: 231); AD04575 (SEQ ID NO: 105 u SEQ ID NO: 232); AD04576
(SEQ ID NO: 106 u SEQ ID NO: 232); AD04577 (SEQ ID NO: 68 u SEQ ID NO: 233);
ADO04578 (SEQ ID NO: 102 u SEQ ID NO: 232); AD04882 (SEQ ID NO: 132 u SEQ ID NO:
257); AD04884 (SEQ ID NO: 134 u SEQ ID NO: 259); AD04885 (SEQ ID NO: 135 u SEQ ID
NO: 260); AD05069 (SEQ ID NO: 139 u SEQ ID NO 261); AD05070 (SEQ ID NO: 140 u SEQ
ID NO: 262); AD05071 (SEQ ID NO: 141 u SEQ ID NO: 263); AD05076 (SEQ ID NO: 145 u
SEQ ID NO: 267); AD05077 (SEQ ID NO: 146 u SEQ ID NO: 268); AD05078 (SEQ ID NO:
147 u SEQ ID NO: 269); AD05147 (SEQ ID NO: 148 u SEQ ID NO: 270); AD05148 (SEQ ID
NO: 140 u SEQ ID NO: 271); AD05149 (SEQ ID NO: 148 u SEQ ID NO: 272); un AD05165
(SEQ ID NO: 140 u SEQ ID NO: 274).

8. Arenr PHKy, COAEpKAIIMNA  AHTUCMBICJIOBYIO  L€Nb,  BKJIKOYAIOIIYIO
NOCJIEIOBATENbHOCTD HYKJIEOTUIHBIX OCHOBAHUH corylacHo Jo6oit u3 cnenyromux SEQ ID NO:
188, 149-151, 153, 154, 161-164, 172, 173, 182-187 u 189-194, u CMBICIOBYIO LEMb, IO

KpaliHel Mepe 4YaCTUYHO KOMIUJIEMEHTAPHYK) aHTUCMBICIOBOU LIETIH.

9. Arenr PHKu mno mn8, rae cmbicioBas LeNb COAEPKUT HYKJICOTUIHYIO
MOCJIEIOBATEILHOCTh B COOTBETCTBHHM C JIF0O0M u3 cienyromux SEQ ID NO: 275-281, 291-294,

303-305, 316, 317 n 322-334.

10. Arear PHKu no n. 8 wnm . 9, rie aHTUCMBICIIOBas LETMb CONEPXKUT HYKICOTHAHYIO
MOCJIEIOBATENILHOCTh B COOTBETCTBUU C JIt0O0i u3 cienyrommx SEQ ID NO: 61-64, 66-71, 80-

87,101-107 n 131-148.

11. Arear PHKu no mo6omy u3 m.m. 8-10, rie aHTUCMBICIIOBAs LiENb UMEET CTPYKTYPY

moboit u3 SEQ ID NO: 61-64, 66-71, 80-87, 101-107 u 131-148.

12. Arear PHKu mno mrobomy w3 mm. 8-11, rme cwbIciioBasi Menb COAEPKHUT
HYKJICOTHIHYIO ITOCIIEOBATEIBHOCTh B COOTBETCTBUH ¢ JroOoi m3 crnenyromux SEQ ID NO:

195-203, 213-218, 230-233, 248-250, 256-272 n 274.
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13. Arenr PHKu no mobGomy m3 mn. 8-12, rme cMeIcioBas LENb UMEET CTPYKTYpPY

moboit n3 SEQ ID NO: 195-203, 213-218, 230-233, 248-250, 256-272 u 274.

14. Arent PHKu no mo6omy u3 m.m. 8-13, rae arent PHKu comep:kuT aHTHCMBICTIOBYIO
Lelb u CMBICJIOBY IO LeTb, UMEIoLINe MoAH(ULIPOBAHHbIE HYKJICOTHIHbIE
nocienosarensHocTy, areHT PHKwu, umeromuit aynnekcuyro crpyktypy AD03498 (SEQ ID
NO: 61 u SEQ ID NO: 196); AD03499 (SEQ ID NO: 62 u SEQ ID NO: 195); AD03500 (SEQ
ID NO: 63 u SEQ ID NO: 195); AD03501 (SEQ ID NO: 64 u SEQ ID NO: 195); AD03738
(SEQ ID NO: 66 u SEQ ID NO: 197); AD03739 (SEQ ID NO: 67 u SEQ ID NO: 197);
ADO03967 (SEQ ID NO: 64 u SEQ ID NO: 198); AD03968 (SEQ ID NO: 68 u SEQ ID NO:
198); AD03969 (SEQ ID NO: 64 u SEQ ID NO: 199); AD03970 (SEQ ID NO: 68 u SEQ ID
NO: 203); AD03971 (SEQ ID NO: 69 u SEQ ID NO: 199); AD03972 (SEQ ID NO: 64 u SEQ
ID NO: 200); AD03973 (SEQ ID NO: 64 u SEQ ID NO: 201); AD03974 (SEQ ID NO: 64 u
SEQ ID NO: 202); AD03975 (SEQ ID NO: 70 u SEQ ID NO: 199); AD03976 (SEQ ID NO: 71
u SEQ ID NO: 203); AD03977 (SEQ ID NO: 70 u SEQ ID NO: 201); AD03978 (SEQ ID NO:
70 u SEQ ID NO: 195); AD04176 (SEQ ID NO: 80 u SEQ ID NO: 213); AD04177 (SEQ ID
NO: 64 u SEQ ID NO: 214); AD04178 (SEQ ID NO: 68 u SEQ ID NO: 214); AD04412 (SEQ
ID NO: 68 u SEQ ID NO: 215); AD04413 (SEQ ID NO: 68 u SEQ ID NO: 216), AD04414
(SEQ ID NO: 81 u SEQ ID NO: 215); AD04415 (SEQ ID NO: 68 u SEQ ID NO: 217);
ADO04416 (SEQ ID NO: 82 u SEQ ID NO: 218); AD04417 (SEQ ID NO: 83 u SEQ ID NO:
218); AD04418 (SEQ ID NO: 84 u SEQ ID NO: 218); AD04419 (SEQ ID NO: 85 u SEQ ID
NO: 218); AD04420 (SEQ ID NO: 86 u SEQ ID NO: 218); AD04421 (SEQ ID NO: 87 u SEQ
ID NO: 218); AD04570 (SEQ ID NO: 68 u SEQ ID NO: 230); AD04571 (SEQ ID NO: 101 u
SEQ ID NO: 230); AD04572 (SEQ ID NO: 102 u SEQ ID NO: 230); AD04573 (SEQ ID NO:
103 u SEQ ID NO: 231); AD04574 (SEQ ID NO: 104 u SEQ ID NO: 231); AD04575 (SEQ ID
NO: 105 u SEQ ID NO: 232); AD04576 (SEQ ID NO: 106 u SEQ ID NO: 232); AD04577 (SEQ
ID NO: 68 u SEQ ID NO: 233); AD04578 (SEQ ID NO: 102 u SEQ ID NO: 232); AD04579
(SEQ ID NO: 71 u SEQ ID NO: 214); AD04580 (SEQ ID NO: 107 u SEQ ID NO: 214);
ADO04776 (SEQ ID NO: 102 u SEQ ID NO: 248); AD04777 (SEQ ID NO: 106 u SEQ ID NO:
249), AD04778 (SEQ ID NO: 106 u SEQ ID NO: 250); AD04823 (SEQ ID NO: 82 u SEQ ID
NO: 248); AD04881 (SEQ ID NO: 131 u SEQ ID NO: 256); AD04882 (SEQ ID NO: 132 u SEQ
ID NO: 257); AD04883 (SEQ ID NO: 133 u SEQ ID NO: 258); AD04884 (SEQ ID NO: 134 u
SEQ ID NO: 259); AD04885 (SEQ ID NO: 135 u SEQ ID NO: 260); AD04963 (SEQ ID NO:
107 u SEQ ID NO: 216); AD04981 (SEQ ID NO: 136 u SEQ ID NO: 248), AD04982 (SEQ ID
NO: 137 u SEQ ID NO: 248); AD04983 (SEQ ID NO: 138 u SEQ ID NO: 248); AD05069 (SEQ
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ID NO: 139 u SEQ ID NO 261); AD05070 (SEQ ID NO: 140 u SEQ ID NO: 262); AD05071
(SEQ ID NO: 141 u SEQ ID NO: 263); AD05072 (SEQ ID NO: 68 u SEQ ID NO: 264);
ADO05073 (SEQ ID NO: 142 u SEQ ID NO: 265); AD05074 (SEQ ID NO: 143 u SEQ ID NO:
248); AD05075 (SEQ ID NO: 144 u SEQ ID NO: 266); AD05076 (SEQ ID NO: 145 u SEQ ID
NO: 267); AD05077 (SEQ ID NO: 146 u SEQ ID NO: 268); AD05078 (SEQ ID NO: 147 u SEQ
ID NO: 269); AD05147 (SEQ ID NO: 148 u SEQ ID NO: 270); AD05148 (SEQ ID NO: 140 u
SEQ ID NO: 271); AD05149 (SEQ ID NO: 148 u SEQ ID NO: 272); unu AD05165 (SEQ ID
NO: 140 u SEQ ID NO: 274).

15. Arenr PHKu no mo6omy u3 .. 1-14, rne areatr PHKu BKITFOYaeT CMBICIOBYIO 1IETIb,
cluTyro Ha 5’ TepMuHanbHOM koHue ¢ NAG37s, koTopas UMeeT CTPYKTypy
(NAG37)s(invAb)scgcuguagGfCfAfuaaauugguas(invAb) (SEQ ID NO: 262) 1 aHTUCMBICIOBYIO
1enb, kotopasi umeer cTpykrypy usAfscsCfaAfuUfuAfuGfcCfuAfcAfgesg (SEQ ID NO: 140).

16. Arenr PHKu mo moGomy u3 mm. 1-15, B KOTOpOM 1O MeHbIIEH Mepe OIuH
HYKJICOTH]I CMBICJIOBOH LIETIH W/HMJIM 110 MEHbINEH Mepe OAMH HYKJIEOTH aHTHCMBICIOBOH LIENH
arenta PHKu siBnsiercst MognduuypoBaHHBIM HYKJIEOTHAOM W/ WM UMEET MOIUPHUIIIPOBAHHYIO

MEKHYKJICO3UAHYIO CBA3b.

17. Arear PHKu no mobGomy u3 m.m. 1-16, B KOTOpOM BCE HJIM MO CYIIECTBY BCE U3
HYKJICOTHIOB B CMbICIOBOM wLenu arenta PHKu npencraBmsiroT coGoit MomugpuupoBaHHbIE

HYKJICOTHUBI.

18. Arent PHKu no mobGomy u3 m.m. 1-17, B KOTOpOM BCe WJIM MO CYLIECTBY BCE U3
HYKJICOTHJIOB B aHTUCMBICIIOBOM 1enu arenta PHKu npencrasnsor coboit MonudupoBaHHbIe

HYKJICOTHUBI.

19. Arear PHKu no mobomy w3 mn. 1-18, nnwHa Kakmoll CMBICIOBOH LEenmud U

AHTHCMBICIIOBOM Lienu cOCTaBiisAeT OT 17 10 30 HYKJIEOTUIOB.

20. Areatr PHKu mo mobomy m3 mm. 1-19, rme arear PHKu  kowbrormpoBaH ¢

HalCJIMBAOIUM JIMI'aHJOM.

21. Arear PHKu mno mn 20, rae HaueauBaKOIIUM JIMTAHA  CONEPKHUT N-

AlCTHUIITAJIaKTO3aMUH.



22. Arear PHKu mno n. 21, rme HanenuBaromuMm suradaoMm sisisercs (NAGI13),
(NAG13)s, (NAGI8), (NAGI18)s, (NAG24), (NAG24)s, (NAG2S5), (NAG2S)s, (NAG206),
(NAG26)s, (NAG27), (NAG27)s, (NAG28), (NAG28)s, (NAG29), (NAG29)s, (NAG30),
(NAG30)s, (NAG31), (NAG31)s, (NAG32), (NAG32)s, (NAG33), (NAG33)s, (NAG34),
(NAG34)s, (NAG35), (NAG35)s, (NAG36), (NAG36)s, (NAG37), (NAG37)s, (NAG38),
(NAG38)s, (NAG39) u (NAG39)s.

23. Arenr PHKu no mobomy m3 mm. 20-22, B KOTOPOM HALEIMBAIOLINN JIMTaHT

KOHBIOTUPOBAH CO CMBICJIOBOMH Lenbio arenta PHKuH.

24. Arentr PHKu mo mobomy m3 mm. 20-23, B KOTOPOM HALEIHMBAIOLINN JIMTaHT

KOHBIOTUPOBAH CO aHTUCMBICIOBOM 1Lenbro areHta PHKu.

25. Arent PHKu no mobomy u3 m.m. 1-24, B kotopom arent PHKu Haxomgurcs B popme

COJIN.

26. Arent PHKu no mobomy u3 m.m. 1-25, B kotopom arent PHKu Haxomgurcs B popme

COJIM HaTpHsl.

27. Arenr PHKwu no mo6omy u3 m.m. 1-26, B kotopom arentr PHKu naxonurcs B popme

COJIM HATPUSI, PACTBOPEHHOH B BOITHOM PacTBOpE.

28. Cniocob nonyuenwust arenta PHKu o mo6omy u3 n.m. 1-27, BKIIIOYArOIUH:
CHUHTE3 CMbICIIOBOM 11enn areHTa PHKw,
CUHTE3 aHTUCMBICTIOBOM 1ienu areHta PHKw#, u

OTKUT CMBICJIOBOH M aHTUCMBICJIOBOM Lienel 1 nonydenus: arenra PHKu.

29. KombunHanws, Bxrovaromast arenra PHKu no nmrodomy u3 m.m. 1-27, OnoTHUTENBHO

coacpKalass OqHO U Oouee AOMOJIHUTCIbHBIX TEPANCBTUYCCKUX CPEACTB.

30. KomOunauus nmo m. 29, rae ogHO miu 0ojee TOMOJHUTENbHBIX TEPAeBTHUECKUX
CPEACTB BKIIOYAOT JIAMHMBYAWH, TeHOpoBHUp, TeHOQOBUpP anadeHamun, TEHOPOBUD

AU3OMNPOKCHUIT UJIU SHTCKABUP.



31. Kombunarwmst mo n.29, rae onHO uian Ooiee TOTOJTHUTENBHBIX TEPAeBTUIECKUX

CPEACTB BKIIOYAIOT HHTEP(EPOH.

32. Kombunarmst o n.29, rane onHo uiau Oosiee TONOJTHUTENBHBIX TEPAreBTUIECKHUX
CPEICTB IPEACTABISIIOT COOOH HU3KOMOJIEKYJSIPHbIE JIEKAPCTBEHHBIE CpPEICTBA, AHTHUTENA,

(bparMeHTBbI aHTUTEN W/WUIIN BaKLUHBI.

33. Komnosunusi, conepskamas areHr PHKu no nro6omy w3 m.m.1-27 unu koMOMHALIUIO
no mobomy mam 29-32, NOMONHUTENBHO coaepikamas (papMaleBTUYECKH MPHEMJIIEMBbIit

SKCLUITUCHT.

34.  IIpumenenne arenta PHKu no moGomy u3 m.m. 1-27, koMOMHALIMH 110 JIFOOOMY M3
o 29-32 waum koMno3umuu no n. 33 s MOJy4YeHHs JIEKApCTBEHHOIO CpeacTBa IJis

UHrHOMPOBAHUS SKCIIPECCUHN T'eHa BUpyca remnatura B y cyObekTa.

35.  IIpumenenne arenta PHKu no moGomy u3 m.m. 1-27, koMOuHALMH 110 JIFI000OMY M3
0. 29-32 wim KOMIO3ULMY 1O 1. 33 IJIs1 MOJY4YEHUs JIEKAPCTBEHHOIO CPEACTBA [JIs JICUCHUs
cyObekTa, crpamaromero uHbpeknuern BI'B, w/umm Oose3Hu, paccTpoiicTBa WIJIM COCTOSIHUS,

csizanHOTrO ¢ nH(peknuer BI'B y cyObekra.

36. IIpumenenune arenta PHKu mo mobomy u3 m.n. 1-27, komOuHammu no moOoMy u3
0. 29-32 win KOMINO3ULMK 10 M. 33 [JIs1 MOJY4YeHHUsl JIEKAPCTBEHHOIO CPEACTBA ISl JICUCHMUs

xponndeckor uadexmru BI'B .

37. Ilpumenenue arenta PHKu no mobomy u3 mn. 1-27, koMOMHALIMK TIO JEOOOMY U3
n.n. 29-32 i KOMNO3ULUY 1O 1. 33 17 MOJY4Y€HHUs JIEKAPCTBEHHOIO CPEACTBA IS JICUEHHUs

xpoHndyeckoir napexknnu Bupyca renatura D (BI'D).

38. IMpumenernne mo m. 35, rae OONE3HBIO, PACCTPOWCTBOM WJIM COCTOSIHHEM,
cBsi3aHHBIM ¢ wuHpekumeilt BI'B, y cyObekra sBiseTcss XpoHHYEeCKOe 3a00NeBaHHME WU
pPacCTPOICTBO MEYEeHH, BOCHAJeHHE TNieueHH, (HUOPO3HOE COCTOsHUE, Npon(epaTHBHOE
pPacCTPOICTBO, TemaTOLEIUTIOJIIPHAsl KapLUUHOMA, BbI3BaHHAas wHpekuued BI'D wumu octpoi

uHpexnueti BI'B.

39. ITpumenenue nmo m.35 wnu n. 38, rae cyObeKkT MHPUIMPOBAH MO MEHbINEH Mepe



onanM BI'D u Bupycom nmmyHnozneduunra yenosexa (BUY).

40. Ilpumenenue no n.35 wmu n. 38, rae cyObekT MHOUIMPOBAH MO MEHBIIEH Mepe

onauM BI'B u no menbiueii mepe BI'D nnu BUY.

41. Ilpumenenune mo .35, rae OONe3Hb, PACCTPOHCTBO MJIM COCTOSIHHE, BBI3BAHHOE

undpexuueii BB, npencrasnser coboi XpoHHUeCKOoe 3a00IeBaHUE UITH PACCTPONCTBO MEYESHH.

42. Tlpumenenne mo 1.35, rae OOJie3Hb, PACCTPONCTBO WJIM COCTOSIHUE, BBI3BAHHOE

uHpexnuern BI' B, nmpencrasisier coboii BoCManieHue MeYeHu

43. Ilpumenenne mo 1n.35, rae OoONe3Hb, PACCTPONCTBO WJIM COCTOSIHHE, BBI3BAHHOE

uHpexnueri BI' B, nmpencrasinsier coboit ¢ubpo3HOE COCTOSIHHE.

44. Tlpumenenne mo m.35, rae OoNe3Hb, PACCTPONWCTBO WJIM COCTOSIHHE, BBI3BAHHOE

uHpekuueri BI'B, npencrasisier coboii nmponudepaTuBHOE pacCTPONCTBO.

45. Ilpumenenune mo .35, rae Oone3Hb, PAaCCTPONCTBO HJIM COCTOSIHHE, BBI3BAHHOE

uHpekuueii BI'B, npeacrasinser coboii renatoLe/UIIOSIPHYI0 KapLIHOMY.

46. Ilpumenenne mo .35, rae Oone3Hb, PACCTPOWCTBO WIIM COCTOSIHHE, BBI3BAHHOE

unpexmueli BI' B, npencrasinsier coboit nundexmo HBD.

47. Tlpumenenne mno m46, rne uHdekuus BI'D mnpencraBisier coOOMl XPOHHYECKYIO

uHpexmo HBD.
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