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AHTHUTEJA, KOTOPBIE HAIIEJIEHBI HA TVIMKOINPOTEHUH GP120 BUPYCA
NMMMYHOAEPHUIIUTA YEJIOBEKA (BUY), 1 CIIOCOBbI UX TPUMEHEHMWA

CCBIJIKA HA POJACTBEHHBIE 3AABKH

[0001] Hacrosias 3asiBka ucnpaminbaeT MPUOPUTET B COOTBETCTBUU CO cTaThel 35 §
119(e) Crona 3akoHOB CIIIA Ha OCHOBaHMH IpeABAPUTENBbHON 3asBKU Ha nateHT CIIIA
Ne 62/693642, nogannoit 3 mronst 2018 ., u npenBapurenbHON 3asBku Ha nateHT CIIIA
Ne 62/810191, mopmannoi 25 ¢espans 2019 r., comepkaHus KOTOPBIX HACTOSIIUM

MOJIHOCTBIO BKJIFOYEHBI B JAHHYIO 3asBKY MOCPEACTBOM CCBUIKU BO BCEX OTHOLLICHMUSIX.
ITEPEYEHb ITOCJIEJOBATEJLHOCTEM

[0002] B Hacrosimyro 3asBky Bxonut IlepedeHp mocnemoBaTenbHOCTEH, KOTOPBIH ObLI
nogaH B 3JekTpoHHOM BHne B popmare ASCII u HACTOSIIMM TMOJHOCTHIO BKJIFOYEH B
JaHHYIO 3asBKY MOCpencTBOM cchbUiku. YkasanHasi korusi ASCII, cozmanHas 10 uroHs

2019 r, Ha3Bana 1232 P2F SL txt, u ee pasmep cocrasisier 899216 Oaiir.
OBJIACTb TEXHUKH

[0003] Hacrosiiee nzoOpereHue OTHOCHTCS K aHTHTENIAM U UX aHTUTE€HCBSI3BIBAIOLIMM
¢dparmMeHTaM  [UIA  JleYeHUs] W/WIM  NPEAOTBpALICHUS  MHQPEKIMH  BUPYCOM

uMMmyHoneduura yenaoseka (BUY).
YPOBEHb TEXHUKH

[0004] HNHupexuus Bupycom ummyHoneduuta yenoeka (BUY) u cxoskue 3adoneBaHus
SIBJISIFOTCS TJIABHOWM BCEMUPHOM MPpoOJieMoii 00IIeCTBEHHOTO 3paBoOXpaHeH s, bojibias
4acTh M3 ONOOPEHHBIX HAa CETONHSILIHUKN JeHb MeTonoB JiedeHus BUY-undeximun
HalleJieHa Ha OOpaTHYIO TPaHCKPUNTA3y, PepMEHThI POTea3bl U UHTErpasy Bupyca. Jlo
CUX TIOpP C JaHHBIMHM METOJAaMH JIedeHUs] ObUIH CBs3aHbl ycToiynBocTh BUY Kk Takum
CYLIECTBYIOLUIUM  JICKAPCTBEHHBIM  CPEACTBAM, TOKCUYHOCTh TMPU  JJIUTEJIBHOM
MPUMEHEHUH W OTCYTCTBHE COOJIFOICHUS MALMEHTOM CXEM €KEIHEBHOrO Mpuema J03.
CrnenoBaTenbHO, BaXKHO HAXOMUTh W pa3padaTbiBaTh HOBble aHTHUTeNa mpotuB BUY ¢

NpEeANnOYTHUTECIIbHBIMU CBOfICTBaMPI, NMOAXOAAIUMH IJIA TEPANIEBTUICCKOTO MPUMEHCHU S .

[0005] B WO 2012/158948 omucanbl dejoBedeckue aHtutena mnpotuB BUY,
npoucxonsaume u3 B-knerok namsatn BUY-uHQUIMPOBAHHBIX JTOHOPOB, KOTOpPBIE
cnocoOHbl MHruOupoBath uHpUIUpoBanue Buaamu BHY-1 wu3 MHOXecTBa Kia.
Anturena mnpormB BHY Takxke omumcanel, Hampumep, B WO 2005/058963,
WO 2013/090644, WO 2014/063059 u EP 0690132B1. TepaneBrudeckoe npuMeHEHNE

YKa3aHHbIX AHTUTECJT MOXKET OBITh OrpaHU4C€HO BCJICACTBUEC OXBaTa BHPYCOB OJHOIO
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nauyeHTa,  (PapMaKOKMHETHKH,  IMOJUCTIEHU(PUYHOCTH U APYrUX  CBOMWCTB.
CoOTBETCTBEHHO, CYINECTBYET MOTPEOHOCTh B HOBBIX aHTUTeNnax npotus BUY mus

TEPaneBTUYECKOrO MPUMEHEHHUSI.
KPATKOE OIIMCAHME U30OBPETEHU A

[0006] B mnHacrosmeMm wu300peTeHUH MPEUIOKEHBl KOMIIO3ULIHMU Ul JICUSHHs WU
npenorspawiennss BUY. B yactHOCTH, B 1aHHOM 3as1BKE NPEJIOKEHBI AaHTUTENA, KOTOPbIE
cBsi3bIBatoT ramkornporenH gpl20 (gpl120) obomouku (Env) Bupyca mMMyHOmeduIuTa
yenoseka (BMY). B Hacrosimem n3o0perernn npeniioxensl anturena npotus BUY u ux
AHTUTEHCBA3bIBAIOINME (PParMEHTBI, BKIIIOUAsl HEMTpanu3yrolLie aHTuTena npotus BUY
IIHPOKOTO  CIEKTpa  JAEHCTBHSIT M HUX  AHTUTEHCBSI3bIBalOIIUE  (pParMeHTHI,
(apmanieBTHUECKHE KOMITIO3ULIMY, COAEp allfe Takue aHTHTeNa M UX (parMeHThbl, U
criocoObl TMPHUMEHEHHs] [aHHbIX AaHTUTe]l W UX (PAarMEHTOB JUIs JICYCHUS WU

npenorspatennss BUY-undexunn.

[0007] B omHOM acmekTe, B HACTOSIIEM H300PETEHUH MPEIJIOKEHO aHTHUTEJIO WJIM €ro
AHTUTEHCBA3BIBAIOUINN (PArMEHT, KOTOPBIH CBSI3BIBAETCS C TIIMKONpOTenHoM gpl20
obosioukn Bupyca ummyHonedunmra uyenoBeka-1 (BUU-1). AHTuTeno wmm ero
AHTUTEHCBS3BIBAIOINNEN (DpParMEeHT comepkaT BapualbesbHYI0 O0NaACTh TSDKEJIOW LIerH
(VH), comepxamyro  omnpenensiomme  kommieMeHtapHocTh  obmactu  (CDR,
runepapuadenvHble  yuactku) VH, u BapuabenbHyro obmacte serkod nenu (VL),
conepskarnyro obmactu CDR VL. B HekoTopbix BapuaHTax peanusarmu odnactu CDR VH
u obnact CDR VL umerot nocnenosatenbHOCTH, ipeacTasiennbie B: SEQ ID NO: 137,
138, 139, 140, 141 u 142, coorBerctBeHHO; SEQ ID NO: 159, 138, 139, 140, 141 u 142,
coorBercTBeHHO, SEQ ID NO: 137, 160, 139, 140, 141 u 142, coorBercTBeHHO; SEQ ID
NO: 137, 161, 139, 140, 141 u 142, coorBerctBerno, SEQ ID NO: 137, 162, 139, 140,
141 n 142, coorBercTBeHHO, SEQ ID NO: 137, 163, 139, 140, 141 1 142, COOTBETCTBEHHO;
SEQ ID NO: 137, 138, 164, 140, 141 u 142, coorserctBerHo, SEQ ID NO: 159, 138, 164,
140, 141 u 142, cooreerctBeHHo, SEQ ID NO: 137, 138, 139, 140, 165 u 142,
coorBercTBeHHO, SEQ ID NO: 137, 138, 139, 140, 166 u 142, coorBercTBeHHO;, SEQ ID
NO: 137, 138, 139, 140, 167 u 142, coorBerctBenno; SEQ ID NO: 137, 138, 139, 140,
168 m 142, coorBercTBenHO;, SEQ ID NO: 137, 138, 154, 140, 141 u 142, COOTBETCTBEHHO,
i nocienosareapbHocT SEQ ID NO: 137, 138, 139, 570, 141 u 142, COOTBETCTBEHHO.
B HEKOTOPBIX Clydasx aHTUTENIO WM €r0 aHTUTCHCBA3BIBAIOIIUI (D)parMEeHT CoepKaT B
kapkacHoit oonactu 3 (FR3) VH B nmonoxennu, coorserctByromeM 74a, 74b, 74c u 74d

(mymepanms mo Kabaty), mocinenoBaTelbHOCTh aMHHOKHCIIOT, MpencTaBieHHy0 B SEQ



ID NO: 453 wmu SEQ ID NO: 627. B Hekotopsix cinyyasix obnacta CDR VH u o6nactu
CDR VL unmeroT nocnenoatenbHoCTH, npeactasieHssie B: SEQ ID NO: 137, 138, 139,
140, 141 u 142, COOTBETCTBEHHO, MPUYEM AHTUTEJO WJU €r0 aHTUI'CHCBS3bIBAOLIHIA
¢dparmeHT conep:xkat B kapkacHoi obyactu 3 (FR3) VH B nonoskeHnu, COOTBETCTBYIOLIEM
74a, 74b, 74c, u 74d (mymepamms no Kabarty), mocnenoBaTenbHOCTh aMHUHOKHCIIOT,
npeacrasieHHyro B SEQ ID NO: 627. B HekoTOpbIX cCiydasx AHTUTENO WU €ro
aHTHTeHCBs3bIBatoIMil  pparment comepkatr FR3 VH, conmepskamyio crenyromyro
MOCJIeI0BATEbHOCTD AMUHOKHCJIOT:
RVSLTRHASWDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 628) wm
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPBIX BAPHAHTAX PEaM3alUU aHTUTEJIO WIIN €r0 AaHTUT'€HCBSI3bIBAIOLINH (pparMeHT
cogepxxat FR3 VH, conepskaiiyro Cleayrolyr0 HOCIEI0BATEIbHOCTb aMHHOKHUCIOT:
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HeKoTopbIX cay4vasx obactd CDR VH u o6nactu CDR VL uMeroT nocienoBaTebHOCTH,
npexacrasyieHHble B: SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, IPUYEM
AHTUTENIO WIKM €r0 aHTUTeHCBsI3bIBarOLIMid (parmeHT copepkat FR3 VH, comepskaryro
W (S14%{0113% ] NOCJIEIOBATEIbHOCTD AMUHOKHUCJIOT:

RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629).

[0008] B napyrom acnekre obmactu CDR VH wu obmactu CDR VL  wumeror
nocienoBatenbHOCTH, npeacTasieHHsie B: SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, MiH nocienoareabHocTd SEQ ID NO: 153, 138, 139, 140, 141 u 142,
cOOTBeTCTBEHHO. B Hekoropsix ciyuasx VH maHHOro anturena COXEp:KUT ONUH WU
Oonee U3 CIEAYIOIUX: TUCTUAMH B MOJIOKEHHU 3, CEPHH B MOJOXEHHUU 5, TIyTAMHUH B
MOJIOKEHUHM 72, TUPO3UH B TOJIOKEHUH 76, BaJUH B MOJIOKEHUU 82C, U3OJEULMH B
nojioxkeHnu 89 (Hymeparus nonoxkenuii cornacHo Kadaty). B Hexoropsix ciydasx VL
JaHHOTO aHTUTEJIa COAEPKUT OJIUH MK OoJIee U3 CIIEAYIOINX | APTUHUH B MOJIOXKEHUH 14,
aJlaHWH B IOJoKeHnu 60, BajuH B IOJIOKEHHH 83 W M30JEHIHMH B IIOJIOKeHHH 98
(mymepanus nonoxkeHui cornacHo Kabaty). B HEKOTOPBIX Cly4asx aHTUTENO HJIU €ro
AHTUTECHCBSA3BIBAIOIINEN (parMeHT copepkaT B KapkacHoil obmactu 3 (FR3) VH B
NOJIOKEHUH, COOTBeTcTByromeM 74a, 74b, 74c m 74d (mymepaumss mo Kabary),
MOCJIEA0BATEIbHOCTh aMUHOKHUCIIOT, nipeactasieHHy0 B SEQ ID NO: 453 umu SEQ 1D
NO: 627. B HEKOTOPBIX CIly4asx aHTHTEJO WJIM €r0 aHTUT€HCBS3bIBAIOLINNA (pparMeHT
coaepkat FR3 VH, cozepxalnyro Clenyrolyr MOCAEA0BATEIbHOCTh aMHUHOKUCIIOT!

RVSLTRHASWDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 628) wm



RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPBIX BAPHAHTAX PEATHM3ALMN aHTUTEJIO WIIN €r0 AaHTUT€HCBSI3bIBAIOIINN (pparMeHT
conep>kat FR3 VH, coxpepxainyro Clenyrolyl0 MOCAEA0BATEIbHOCT aMUHOKHUCIIOT!
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPBIX BAPHAHTAX PEATHM3ALMN aHTUTEJIO WIIN €r0 AaHTUTE€HCBSI3bIBAIOIINHI (pparMeHT
conepxkar odmactu CDR VH u obmnactu CDR VL, umeromie mocienoBaTeIbHOCTH,
npencrasieHHpie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, U
comepskat B kapkacHoi odyactu 3 (FR3) VH B monoskeHuu, COOTBETCTBYIOIIEM 74a, 74b,
74c u 74d (wymepaums 1o Kalaty), mnociaenoBaTenbHOCTE aMHHOKHCIIOT,
npencrasieHHy0 B SEQ ID NO: 627. B HEeKOTOpbIX BapuaHTax peaiu3allud aHTUTENO
WM €r0 aHTUIeHCBs3bIBAIOIINHN (parmeHT comepskat odonmactu CDR VH u obnactu CDR
VL, umeroiue nocnenosarenbHocTy, npeactasieHHbie B SEQ ID NO: 137,138, 139, 140,
141 u 142, coorBerctBeHHO, W conepxkar FR3 VH, coapepxamyroo crienyromyro
MOCJIEI0BATEIbHOCTD AMUHOKHCJIOT:
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPBIX BApUAHTAX PEATH3ALMH aHTHTENIO WIN €r0 aHTUI'€HCBSI3bIBAIOIIUH (pparMeHT
copepxat obnactt CDR VH wu obnactu CDR VL, umeromiue mocienoBaTebHOCTH,
npencrasieHHsie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U
conep:katr FR3 VH, coxpepskainyro ClenyroIIyr MOCAEA0BATEIbHOCTh aMHUHOKUCIOT:
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629), u
comepxkat VL, comep:kalyro NOC/IE€NOBAaTeNIbHOCTb aMUHOKHCIIOT, MPENCTaBICHHYIO B
SEQ ID NO: 278. B HeKkOTOpbIX BapuaHTax peaju3alliyd aHTUTENO WIH €ro
aHTUTeHCBs3bIBAtOIMEH (pparmenT conepskar obmactu CDR VH u obmactu CDR VL,
UMEIOLIe MocienoBaTebHoCTH, mpeacTasieHabie B SEQ ID NO: 137, 138, 139, 140, 141
u 142, coorBercTBeHHO, U conepxkar VH, koropass mo menbmeidn mepe Ha 80%, mo
MeHbIel mepe Ha 85%, mo menblueill mepe Ha 90%, mo mMeHbiueil mepe Ha 91%, mo
MeHbIel mepe Ha 92%, mo meHblueill mepe Ha 93%, mo mMeHbiueil mepe Ha 94%, mo
MeHbIel mepe Ha 95%, mo meHblueill mepe Ha 96%, mo MeHblueil mepe Ha 97%, mo
MeHbIel mepe Ha 98%, nmo meHbluell Mepe Ha 99%, Hanpumep, Ha 100%, uaeHTUYHA
MOCJIEA0OBATEIbHOCTH AMUHOKHCIIOT, nipenctasiienHoi B SEQ ID NO: 477, u VL, koropast
no meHbiueil mepe Ha 80%, no MeHbiuel Mepe Ha 85%, mo MeHblIel Mepe Ha 90%, no
MeHble mepe Ha 91%, mo menblueill mepe Ha 92%, mo MmeHbuieil Mepe Ha 93%, mo
MeHble mepe Ha 94%, nmo meHbluell mepe Ha 95%, mo MeHblueil mepe Ha 96%, mo
MeHblIel Mepe Ha 97%, mo meHblel mepe Ha 98%, Mo MeHbiel Mepe Ha 99%, Hanpumep,

Ha 100%, uneHTHYHA MOCIENOBATEIbHOCTH aMUHOKHUCIIOT, nipeacTaBienHon B SEQ 1D
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NO: 278, u comepxxatr FR3 VH, comepxainyro claeayouyw MOCIeI0BaATEIbHOCTD
amuaokucyiotr: RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO:
629). B HEKOTOpBIX BapHAHTaX PEANM3ALUH AHTHUTEJO WIH €r0 aHTUT'€HCBS3bIBAIOLIHIA
¢parment comepkar obmactu CDR VH wu obmacru CDR VL, wumeromune
nocieaoBarenbHOCTH, npenactasieHHsie B SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, U copepxaT VH, koTopas no MeHb1uel mepe Ha 80%, o MeHbIel Mepe
Ha 85%, mo meHblueit Mmepe Ha 90%, no MeHbiuel Mepe Ha 91%, Mo MeHblIel Mepe Ha
92%, no meHblueit mepe Ha 93%, no MeHb1Iel Mepe Ha 94%, no MeHbLuel Mepe Ha 95%,
1o MeHbluell Mepe Ha 96%, 1o MeHblIel Mepe Ha 97%, no MeHblIeld Mepe Ha 98%, mo
MeHblled Mepe Ha 99%, nHampumep, Ha 100%, uIEeHTHMYHAa MOCIEAOBATENbHOCTU
amuHokucot, npeacrasieHHol B SEQ ID NO: 477, u conepxat FR3 VH, conep:xaiyro
CIIEYIOLIYIO MOCJIEIOBATENbHOCTD AMUHOKHUCIIOT:
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629), u
cogepxkat VL, comepxkallyr0 NOCIENOBAaTEIbHOCTb aMUHOKHCIOT, MPEICTaBICHHYIO B

SEQ ID NO: 278.

[0009] VYka3aHHbIE BbILIE AaHTUTEIA MOTYT JONOJHUTENBHO conepxkatb VH ¢ onHoOl unmn
Oonee (mampumep, 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17 wnu 18) u3
CJIEYIOIINX AMUHOKHUCIIOT B YKa3aHHBIX MOJOXKEHHUAX (HyMepaLus MOJO0KEHUH COTJIaCHO
Kabaty): BanuH B MOJIOKEHUH S5, MIyTAMHHOBAs KHUCJIOTa B mojioxkeHud 10, JU3WH B
MOJIOKEHUM 12, MU3MH B MOJNIOKEHUM 23, aclaparuH B IOJOKEHUU 28, apruHuH B
noyio’keHu 30, TUPO3UH B TOJIOKEHUM 32, TPEOHUH B MOJOXKEHUU 08, METHOHUH B
NOJIOXKEHUH 69, TUCTUAWH B MOJNIOKeHUH 72, (peHUIaaHluH B MOJIOKEHUU 76, ajlaHUuH B
NIOJIOKEHUH 78, CepuH B MONOKEHUM 82a, aprUHUH B MOJOXEHUU 82b, TpeoHUH B
MOJIOKEHUH 89, TUPO3UH B MOJIOKEHUH 99, riiyTaMuH B nosioxkeHuu 105 wnu METHOHUH B
nojioskeHny 108. B HEKOTOPBIX BapUaHTAX PeaTU3alyi aHTUTENO MOXKET JOMOJHUTEIBHO
comepxkarb VH coO crenyromuMy aMHUHOKUCIOTAMH B YKa3aHHBIX IOJOKEHUSIX
(mymepanms nojioxkeHud corjlacHo Kalarty): acmaparvH B TOJNOXKEHUH 28, apruHUH B
nojio>keHny 30, TUPO3UH B MOJOKEHUU 32, TUCTUAWH B MOJOKEHUHM /2 U TUPO3UH B
NOJIOKEHUH 99 (Hampumep, acmapardH B IOJIOKEHHHU 28, apruHUH B mojoxeHud 30,
TUPO3UH B MOJOKEHUU 32, TUCTUAWH B MOJIOKEHUM 73 U TUPO3UH B MOJOKECHUH 98,
NpUYEM TIOJOKEHUS] aMUHOKHCIIOT COOTBETCTBYIOT TakoBbiM B SEQ ID NO: 477). B
HEKOTOPBIX BaPHAHTAX PEaJM3alMU AHTHTEJO WM €r0 AaHTUT€HCBSI3bIBAIOIINI (pparMeHT
conepxkar obdmactu CDR VH u obnactu CDR VL, umeromue nocienoBaTebHOCTH,

npencrasieHHbie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, U



copepxat VH co crenyromiumM aMUHOKHCIIOTAMH B YKA3aHHBIX TTOJIOKEHUSIX (HyMeparis
nojioxkeHuit cornacHo Kabaty): acnmaparus B mojioskeHuH 28, apruHuH B MoJioskeHuu 30,
TUPO3UH B MOJIOXKEHUU 32, THCTUAWH B IOJOKEHUM /2 U TUPO3UH B MOJNOXKEHUU 99
(HanmpuMmep, acmapardH B IOJIOKEHWH 28, apruHMH B ToJoxeHuu 30, TUPO3UH B
MOJIOKEHUH 32, TUCTUAMH B IOJIOXKEHUM 73 W TUPO3UH B MOJOXKEHUU 98, mpuyem
MOJIOKEHUS] aMUHOKHUCIIOT COOTBETCTBYIOT TakoBbIM B SEQ ID NO: 477). B HekoTOpBIX
BapUAHTAX PeaJN3alliy AHTUTEJO WM €r0 aHTUTE€HCBS3bIBAIOLINNI (pparMeHT comepikar
oomactru CDR VH wu obmactru CDR VL, wumeronme mOCIEI0BATENbHOCTH,
npencrasieHHsie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, U
copepxxat VH co creayrommmMy aMUHOKHUCIOTAMH B YKA3aHHBIX TTOJIOKEHUSIX (HyMeparus
nojioxkeHuit cornacHo Kabaty): acnmaparux B nosyioskeHu# 28, apruHUH B MoJjioskeHuu 30,
TUPO3UH B MOJOXKEHNUH 32, TUCTUIMH B TOJIOKEHUU 72, (PeHWITAJaHUH B MOJIOKEHUU 74a
U THPO3UH B NOJOXEHWH 99 (Hampumep, acmaparuH B MOJIOXKEHUU 28, apruHUH B
nonokeHud 30, TUPO3UH B MOJIOKEHUU 32, TUCTHAMH B MOJOXKEHUH 73, (eHUNaIaHuH B
NOJOXKEHUU 76 W TUPO3UH B MONOXKEHMH 98, mpuueM NOJOXKEHHs aMUHOKHUCIOT
cooTBeTcTBYIOT TakoBbIM B SEQ ID NO: 477). B HEeKOTOpBIX BapUaHTax peanu3aluu
AHTUTENIO WIN ero aHTUTeHCBs3bIBaOLMH ¢parmeHT coxmepxar obmactu CDR VH wu
obnactu CDR VL, umeromue nocnenosarensHocTH, npenactasiernbie B SEQ ID NO: 137,
138, 139, 140, 141 u 142, cooTBeTCTBEHHO, U coaepkaT VH, koTopas no MeHbleil Mmepe
Ha 80%, o Menbineli Mepe Ha 85%, o mMeHbinel Mepe Ha 90%, MO MeHbIIelH Mepe Ha
91%, no meHbleit mepe Ha 92%, o MeHbIIeH Mepe Ha 93%, no MeHbLnel mepe Ha 94%,
no MeHbInel Mepe Ha 95%, o MeHblel Mepe Ha 96%, mo MeHblIeld Mepe Ha 97%, mo
MeHbIel mepe Ha 98%, mo meHbluell Mepe Ha 99%, Hanpumep, Ha 100%, uneHTuvyHa
MOCJIEA0OBATEIbHOCTH aMHUHOKHUCIIOT, Tipenctasnennoi B SEQ ID NO: 477, u VL, koropasi
no meHbiueil mepe Ha 80%, nmo MeHbluel Mepe Ha 85%, mo MeHblIel Mepe Ha 90%, o
MeHbIel mepe Ha 91%, mo menslneil mepe Ha 92%, mo MeHbiueil mepe Ha 93%, mo
MeHbIel mepe Ha 94%, mo menblueill mepe Ha 95%, mo mMeHblueil mepe Ha 96%, mo
MeHblel Mepe Ha 97%, o MeHbliel Mmepe Ha 98%, 1o MeHbLieli Mepe Ha 99%, Hanpumep,
Ha 100%, uneHTHYHA MOCIENOBATEIbHOCTH aMUHOKUCIIOT, nipeactasienHo B SEQ 1D
NO: 278, u conepxkat VH co cnenyrommuMu aMUHOKHCIOTAMHU B YKa3aHHBIX MOJIOKEHUSIX
(mymepanms nonoxxeHuid corjlacHo Kalarty): acmaparuH B TOJOXKEHUH 28, apruHUH B
nonoxxeHn 30, TUPO3UH B MOJOXEHUU 32, TUCTUAWH B MOJOXKEHHHU 72 U TUPO3UH B
nojokeHun 99 (HampuMep, acmapardH B MOJOKEHUH 28, apruHMH B NojokeHuu 30,
TUPO3UH B MOJOKEHUU 32, TUCTUAWH B MOJOKEHUU 73 U TUPO3UH B MOJOKECHUH 98,

NpUYEM TIOJOKEHUS] aMHHOKHCIIOT COOTBETCTBYIOT TakoBbiM B SEQ ID NO: 477). B



HEKOTOPBIX BAPHAHTAX PEATH3ALMN aHTUTEJIO WM €r0 AaHTUTE€HCBSI3bIBAIOIINH (pparMeHT
conepxkar odmactu CDR VH u obnactu CDR VL, umeromue mocienoBaTeIbHOCTH,
npencrasyieHHpie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, U
congepxxaT VH, xoropas mo mensbiueil mepe Ha 80%, mo meHbluedl Mepe Ha 85%, mo
MeHble mepe Ha 90%, no menblueill mepe Ha 91%, mo MeHbuieil Mepe Ha 92%, mo
MeHble mepe Ha 93%, mo menblueill mepe Ha 94%, mo MeHblieil mepe Ha 95%, mo
MeHbled mepe Ha 96%, mo menblueill mepe Ha 97%, mo MeHblueil mMepe Ha 98%, mo
MeHblled Mepe Ha 99%, nampumep, Ha 100%, wuaeHTHYHA MOCIENOBATENBHOCTH
amuHOKucoT, npencrasiaeHHON B SEQ ID NO: 477, u VL, koropasi no MeHblieil Mmepe Ha
80%, o menb1el Mepe Ha 85%, mo MeHbIel Mepe Ha 90%, no meHbLueil mepe Ha 91%,
1o MeHbluel Mepe Ha 92%, o MeHblIel Mepe Ha 93%, mo MeHblIeld Mepe Ha 94%, no
MeHblIell mepe Ha 95%, mo MeHblueil Mepe Ha 96%, mo MeHbledl mepe Ha 97%, mo
MeHbleil Mepe Ha 98%, mo MmeHbIuel mepe Ha 99%, Hanpumep, Ha 100%, uneHTHUYHA
MOCJIeIOBATEIbHOCTU aMIUHOKHCIOT, npenctasneHHo B SEQ ID NO: 278, u cogepxar
VH co crneayroomuMu aMUHOKHMCIOTAMH B YKa3aHHBIX MOJOXKEHUAX (HyMepaLus
nonokeHuit cornmacuo Kabaty): acnaparu B nojioskeHuu 28, apruHUH B NOJIoxkeHud 30,
TUPO3HH B MOJOKEHUU 32, THCTHIUH B MOJOXXEHNH 72, (peHMIaIaHuH B OJOXKEHNH 74a
U THPO3WH B MOJOXKEHUH 99 (Hampumep, acmapardH B TOJIOXKEHWU 28, apruHUH B
nojioxkeHuu 30, THPO3UH B MOJIOKEHUH 32, TUCTHIWH B MOJOXKeHUU 73, PeHUIaNIaHuH B
MOJIOKEHUH 76 M TUPO3UH B IMOJOXKEHUU 98, mpuyeM MOJOKEHHs] aMHHOKHCIIOT

cooTBeTcTBYIOT TakoBbIM B SEQ ID NO: 477).

[0010] B HekoTopbIxX BapuaHTax peanusaimu VL comep:kut onHy wim Ooee (Hanpumep,
1,2,3,4,5 6,7, 8,9, 10) u3 creayomux aMUHOKHCIIOT B YKa3aHHBIX IMOJIOKEHUSIX
(mymepaums monokeHudi coryacHo Kabary): aprunmH B mojoxkeHuu 18, nau3uH B
MOJIO’KEHUH 39, IPOJIUH B ONIOKeHNHU 40, TPEOHUH B MOJOXKEHUU 56, CEpUH B NOJIOXKEHUN
65, TPEOHUH B MOJIOKEHUU 72, CEPUH B MOJOKEHUU 76, CEPUH B MOJIOKEHUU 77, TPEOHUH
B MIOJIO’KEHUM 99, IITMLIKMH B NOJIOKEHUH 99, acnaparvt B noyiokeHuu 103, unu u3onenms
B nonokenun 106. B npyrux BapmanTax peanmmsauuu VL conmepkuT omHy wim Oojee
(mampumep, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10) u3 cleAyrOmuX aMUHOKHUCIIOT B YKa3aHHBIX
NOJOKEHUsIX (Hymepaiwsi nojioxkeHunit cornacHo Kabaty): apruHuH B monoxeHuu 18,
aJlaHUH B NOJIO>KEHUU 19, cepuH B MoOnoxkeHuu 65, TPEOHUH WY TUCTUVH B MTOJOXEHUN
72, NU3WH B TOJOXEHUU 74, CepUH B NOJOXEHUU 76, CEpUH B TNOJOXKEHUU 77,
(eHnNaIaHuH B MOJOKEHUH 98 WM TIIMIMH B MONokeHNH 99. B HEKOTOPBIX BapHaHTax

peanuzaunu VL conepkuT anaHuH B nonokennn 19 (Hymepanus no Kabary). B npyrux



JOTNOJHUTENIbHBIX BapHaHTax peanusaunu VH conepxut ogHy mimm Oonee U3 Clenyromux
AMHUHOKHCIIOT B YKA3aHHBIX MOJIOKEHUSIX (HyMepauus MoJioskeHui cornacHo Kabary):
TUCTUUH B TOJNIOKEHWU 72, (PeHWIANaHMH B TOJOXEHWH 76 Wi (eHuJaJaHWH B
NoJOKEeHNH 74a. B nmpyrux BapmaHTax peanusamuu VL conmepkuT omHy wiu Oolee
(mammpumep, 1, 2, 3,4, 5, 6, 7, 8) U3 cienyrImnUX aMUHOKHUCIIOT B YKa3aHHBIX MTOJIOKEHUSIX
(mymepauus nonoxkeHuit corjacHo Kabarty): aprunuH B monoskeHnu 18, anaHuH B
MOJIOXKEHHUH 19, cepuH B MOJOKEHUU 65, TPEOHUH B MOJIOKEHUH 72, CEpUH B MOJOKEHUN
76, cepuH B TOJNOKEeHUU 77, EHUIIATIAaHUH B MOJOKEHUU 98 WK TNIMIHH B MOJIOKEHUU
99. B HEKOTOpBIX BapUaHTAX pPeAIU3ALMU AHTUTENO UM €r0 aHTUI'€HCBS3bIBAIOIIUI
¢parment comepxkar obmactu CDR  VH wu obmacru CDR VL, wumeromue
nociieoBateabHOCTH, npenactasienHsie B SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, U copepkaT VH, kotopas no mensiueit mepe Ha 80%, 1o MeHblIel Mepe
Ha 85%, mo meHblIeit Mepe Ha 90%, o meHbinei Mepe Ha 91%, Mo MeHbIIEH Mepe Ha
92%, o MeHbIel Mepe Ha 93%, o MeHbLIel Mepe Ha 94%, no MeHbIneil Mepe Ha 95%,
no MeHblel Mepe Ha 96%, no MeHblel Mepe Ha 97%, no MeHbluel Mepe Ha 98%, no
MeHbllell Mepe Ha 99%, Hampumep, Ha 100%, uxeHTHYHA IOCIENOBATEIbHOCTU
amuHokucnoT, npeacrasineHHol B SEQ ID NO: 477, u VL, koropast mo MeHblIel Mepe Ha
80%, mo menb1ueil Mmepe Ha 85%, o MeHblIel Mepe Ha 90%, o MeHblel Mepe Ha 91%,
no MeHbInel mepe Ha 92%, o MeHbIuel Mepe Ha 93%, mo MeHblIel Mepe Ha 94%, mo
MeHblIe Mepe Ha 95%, mo meHblelr mMepe Ha 96%, mo MeHbluei mepe Ha 97%, mo
MeHbIel Mepe Ha 98%, mo meHbiuell Mepe Ha 99%, Hanpumep, Ha 100%, uneHtTuyHa
MOCJIEOBATEIbHOCTH aMUHOKHCIIOT, TipenctasieHHor B SEQ ID NO: 278, u comepxar
VH co crneayomuMu aMHHOKHCIOTAMH B YKa3aHHBIX IOJIOKEHUSX (HyMepaLus
nojioskeHuit cornacHo Kabary): acnaparvs B mojioskeHuu 28, apruHuH B noJioskeHuu 30,
TUPO3UH B TOJIOKEHUH 32, TUCTUAMH B MOJIOKeHUU 72, (DeHUTaJIaHUH B MONIOKEHUH 70, U
(beHnaaHH B MOJIOXKEHUN 74a, M THPO3HH B MOJOXKEHUU 99 (Harpumep, acraparvH B
MOJIO)KeHUU 28, apruHUH B noyiokeHud 30, TUPO3UH B MOJOKEHUU 32, TUCTUAUH B
NOJIOXKEeHUU 73, (peHIIaaHuH B TIOJIOKEHHH 76 W THPO3WH B MOJOKeHHH 98, mpuuem
MIOJIOXKEHUST aMUHOKHUCIIOT COOTBETCTBYIOT TakoBBIM B SEQ ID NO: 477). B HekoTOpBIX
BapHAHTAX PeAM3alli{ aHTUTEJIO WM €r0 aHTUTCHCBSI3bIBAOIIUI (pparMeHT comepikaT
obmactu CDR VH wu ob6mactu CDR VL, wumeromme moCaea0BaTeNbHOCTH,
npencrasiedasie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, H
conepxkar VH, koropas mo menbiieit mepe Ha 80%, mo meHbineir mepe Ha 85%, Mo
MeHbliel Mepe Ha 90%, no meHbluell Mepe Ha 91%, mo meHblieil mepe Ha 92%, mo

MeHblIell Mepe Ha 93%, mo meHbluell Mepe Ha 94%, mo MeHblieil mepe Ha 95%, mo



MeHblIed Mepe Ha 96%, mo menblueill mepe Ha 97%, nmo MeHblieil mepe Ha 98%, mo
MeHble Mepe Ha 99%, nampumep, Ha 100%, wuaeHTHYHA MOCIENOBATENBHOCTH
amuHOKUCIOT, mpencrasiaeHHO B SEQ ID NO: 477, u VL, koropasi mo MeHbliei Mmepe Ha
80%, mo menb1el Mepe Ha 85%, mo MeHbIel Mepe Ha 90%, no meHbiueit mepe Ha 91%,
no MeHbluell Mepe Ha 92%, o MeHblIel Mepe Ha 93%, mo MeHblIel Mepe Ha 94%, no
MeHble mepe Ha 95%, mo meHblueill mepe Ha 96%, mo MeHblieil mepe Ha 97%, mo
MeHbleld mMepe Ha 98%, mo menbluell Mepe Ha 99%, Hanpumep, Ha 100%, uneHTuvHa
MOCJEA0BATEIbHOCTH aMUHOKUCIIOT, nipencrasieHHol B SEQ ID NO: 278, u coxgepxar
VL c¢ anannnom B monoxkeHnnu 19 (aymeparms no Kabaty). B HexoTtopbx BapmaHTax
peanu3aluy aHTUTEJIO WM €ro aHTUI'€HCBSA3bIBAIOIIUM (parMeHT conxepikar oOnacTu
CDR VH u obnactu CDR VL, umeromue nocienoBaTeabHOCTH, pencTasieHnbie B SEQ
ID NO: 137, 138, 139, 140, 141 u 142, coorBeTcTBEHHO, U coaepxkat VH, kxoropas no
meHbleil mepe Ha 80%, no MmeHbliel Mepe Ha 85%, mo MeHbleil mepe Ha 90%, 1o
MeHblIell mepe Ha 91%, mo MeHblneil Mepe Ha 92%, mo meHbluel mepe Ha 93%, 1o
MeHblell mepe Ha 94%, mo MeHblueil Mepe Ha 95%, mo MeHbleill Mepe Ha 96%, 1o
MeHbl1el Mepe Ha 97%, o MeHbLIel Mepe Ha 98%, o MeHbLeli Mepe Ha 99%, Hanpumep,
Ha 100%, MOeHTHYHA MOCIeI0BaTEIbHOCTH aMUHOKHCIIOT, pencTasieHHoi B SEQ ID
NO: 477, u VL, xoropasa no menbiueii mepe Ha 80%, nmo meHblueil Mepe Ha 85%, 1o
MeHbIel mepe Ha 90%, mo meHblnell mepe Ha 91%, mo meHbiueit mepe Ha 92%, mo
MeHbIel mepe Ha 93%, mo meHslnell mepe Ha 94%, mo MeHbluei mepe Ha 95%, mo
MeHbIel mepe Ha 96%, mo meHblueill mepe Ha 97%, mo MeHbluei mepe Ha 98%, mo
MeHbIe Mepe Ha 99%, nHampumep, Ha 100%, wuaeHTHYHA MOCIENOBATENLHOCTH
amuHokuciot, npeactasiernHoil B SEQ ID NO: 278, u conepxar VH co cienyromumu
AMHHOKHCJIOTAMH B YKa3aHHBIX MOJIOXKEHUSIX (Hy Mepanus mojioxkeHui cornacHo Kabary):
acriaparviH B TIOJIOKEHUM 28, aprMHUH B MOJOXKeHUU 30, TUPO3UH B MOJIOKEHUU 32,
THCTUAUH B TOJNIO)KeHWH 72, (DeHWIajaHWH B TOJIOKEHWU 76, W (peHunanaHuH B
MOJIOKEHUW 74a, U TUPO3UH B moyiokeHud 99, u comepxkatr VL co crenyromumu
AMHHOKHCJIOTAMH B YKa3aHHBIX MOJIOXKEHUSIX (HyMepanus noJjioxkeHuii cornacHo Kabaty):

aJaHUH B MOJI0KeHuu 19.

[0011] B HexoTOpBIX BapuaHTax peanuzauuu VL COAEpKUT NOCIEN0BATEIbHOCTD
AMHHOKHCIIOT, TIPEICTABIEHHYIO B JIF0OOH 3 mocnenosatensHocteir SEQ ID NO: 332 -
342. B HexkoropbIx ciydasx aHTHTeno conepxkut Fc-oOmacte IgGl uenoseka. B
HEKOTOPBIX BapuaHTax peanusauuu Fc-obmacte IgGl yenmoBeka mpencraBisier coOoM

IgG1m17 (SEQ ID NO: 348).



[0012] OnucaHHOe BBbIIIE AHTUTEJO WM €ro AaHTUTeHCBS3BIBAOIUN  (parMeHT
nonomHUTeNbHO conepxkar Fc-obmacte IgGl yenoBeka, comepskamyro (MOJIOKEHUS
MPOHYMEpPOBaHbI cormacHo Hymepauuu EU): (1) acmaparnHOBYIO KHCJIOTY B TOJIOKEHUU
239, ryTaMHUHOBYIO KHUCJIOTY B MOJOKEHUU 332, alaHUH B MOJOKEHUU 230, JEULUH B
nonoxkeHun 330; (i1) acmaparnHOBYIO KHCIOTY B TOJOXEHUH 239, TIIyTaMHHOBYIO
KUCJIOTY B MOJIO’KeHUH 332, nelnuH B nojokeHun 428 u cepuH B mososkeHNH 434; (iii)
aCIaparuHOBYIO KHMCJIOTY B MOJIOXKEHUHU 239, rIyTAMHUHOBYIO KUCJIOTY B MOJOKEHUH 332,
aJaHUH B TOJIOKEHUHU 236, NeWuH B mosioskeHnH 428 u cepuH B nojioxkeHuu 434; (iv)
acraparuHOBYIO KHMCJIOTY B MOJIOKEHUHU 239, rIyTaMHUHOBYIO KUCJIOTY B MOJOXKEHUH 332,
JeuuH B nonoskeHnu 330, JeWInH B NONOXKEeHUH 428 u cepuH B monoxeHuu 434; (v)
acraparuHOBYIO KHMCJIOTY B MOJIOKEHUU 239, rIyTAMUHOBYIO KUCJIOTY B MOJIOXKEHUH 332,
aNlaHUH B MTOJIOXKEeHNU 236, nel1H B nonoxenuu 330, TefLuH B NOJ0KeHNH 428 u cepuH
B nojioxkeHnu 434; wim (vi) NeHnuH B MONOXKEHUH 243, TPOJMH B TOJNOXKEHUH 292,
JerIH B nojokeHun 300, u30jediuH B noiokeHuu 305, JelIuH B MoNokeHun 396,
JeiMH B nonoxkeHuu 428 u cepuH B nojoxeHuu 434. B HEKOTOpBIX BapHaHTax
peanM3alMy AHTUTENIO WM €ro aHTHICHCBSI3bIBAIOINMI ()ParMeHT OMOJHUTEIBHO
copnepxkat Fc-obmacte IgGl uenoBeka, comepxkauiyro (TOJOXKEHUS MPOHYMEPOBAHbI
cornacHo Hymepauun EU): acnapariHOBYO KHCIOTY B MOJOXKEHUH 239, TITyTaMHHOBYIO
KHUCJIOTY B MOJIOKEHUU 332, aJJaHUH B MOJIOKEHUH 236, TeHUMH B oJiokeHnH 330, TeliuH
B NOJOXeHUU 428 U cepuH B MOJOXKeHUU 434. B HEKOTOPBIX BapHaHTAX pean3aluu
AHTUTENIO WM €ro aHTUTEHCBs3bBAOLIMI (parmeHT comepxat obimactu CDR VH wu
obmactu CDR VL, umeromue nocnenopareabHOCTH, peactasieHHbie B SEQ ID NO: 137,
138, 139, 140, 141 u 142, cOOTBETCTBEHHO U AOMOJHUTENBHO conepskaT Fc-obmacts IgGl
yenoBeka. B HEKOTOpBIX  BapMaHTax  peaju3aluud  aHTUTEIO0  WJIH  €ro
aHTUTeHCBs3bIBAtOIMH (pparmenT conepskar obmactu CDR VH u obmactu CDR VL,
UMEIOILIMe ocienoBaTeibHoCTH, ipeacTasiaeHHbie B SEQ ID NO: 137, 138, 139, 140, 141
u 142, COOTBETCTBEHHO, W IOMOJHUTENBHO comep:xkaT Fc-obmacte IgGl denoseka,
copepKamyto (TOJIOKEHNsI IPOHYMEPOBaHbI coriiacHo Hymeparmu EU): acmaparuHoByro
KHCJIOTY B MOJOXEHUU 239, INIyTaMHUHOBYIO KHMCJIOTY B MOJNOXEHHU 332, ajaHuH B
NnojiockeHnu 236, neduuH B nojoxkeHuu 330, neduuH B nonoxkeHuu 428 u CepuH B
nonoxkennn 434, B HEKOTOpPBIX BapUaHTax pealu3allud aHTUTENO WIH €ro
aHTUTeHCBs3bIBAtOIME (pparmenT conepskar obmactu CDR VH u obmactu CDR VL,
UMEIOLIMe MocienoBaTebHoCTH, ipeacTasieHabie B SEQ ID NO: 137, 138, 139, 140, 141
u 142, coorBerctBeHHO, U conmepxkar VH, koropas mo menbwieidi mepe Ha 80%, mo

MeHble mepe Ha 85%, mo menbluell mepe Ha 90%, mo meHnbiieil mepe Ha 91%, mo
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MeHbled mepe Ha 92%, mo menblueill mepe Ha 93%, mo MeHblieil mepe Ha 94%, mo
MeHbled mepe Ha 95%, mo menblueill Mepe Ha 96%, no meHbluell mepe Ha 97%, mo
MeHbIel mepe Ha 98%, mo meHbluell Mepe Ha 99%, Hanpumep, Ha 100%, uneHtuvHa
MOCJIEA0BATEIbHOCTH aMUHOKHCIIOT, nipenctasiienHoi B SEQ ID NO: 477, u VL, kotopast
no meHbiuell mepe Ha 80%, nmo MeHbluel Mepe Ha 85%, mo MeHblIel Mepe Ha 90%, nmo
MeHbIe mepe Ha 91%, no menslueii mepe Ha 92%, nmo MeHbiieil mepe Ha 93%, mo
MeHble mepe Ha 94%, mo menblueill mepe Ha 95%, mo MeHbliell mepe Ha 96%, mo
MeHblLIel Mepe Ha 97%, no meHblel mepe Ha 98%, o MeHbLel Mepe Ha 99%, Hanpumep,
Ha 100%, uneHTHYHA MOCIENOBAaTEIbHOCTH aMUHOKHUCIIOT, npeacTaBieHHon B SEQ 1D
NO: 278, u nononHurenbHo coxepkat Fc-oOmacte IgGl dvenoBeka. B HekoTOpbIx
BapUAHTAX PEaJN3allMy AHTUTEJIO WM €r0 aHTUTEHCBSI3bIBAIOLINI (parMeHT comepikaT
oomacru CDR VH wu ob6mactru CDR VL, wumeromme MocjenoBaTebHOCTH,
npeacrasyieHusie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, U
conepxxat VH, xoropas mo mensbineii mepe Ha 80%, mo menblieidi mepe Ha 85%, mo
MeHbleil mepe Ha 90%, mo MeHbleil Mepe Ha 91%, mo MeHbleil mepe Ha 92%, mo
MeHblell mepe Ha 93%, mo MeHblieil Mepe Ha 94%, mo MeHblueill mepe Ha 95%, mo
MeHblell Mmepe Ha 96%, mo MeHblueil Mepe Ha 97%, mo MeHblueill Mepe Ha 98%, mo
MeHbIel Mepe Ha 99%, nHampumep, Ha 100%, wugeHTHYHA MOCIENOBATENLHOCTH
amuHOKUCIOT, mpencrasiaeHHo# B SEQ ID NO: 477, u VL, koropasi mo MeHblIei Mepe Ha
80%, no menbiueil Mmepe Ha 85%, o MeHblIel Mepe Ha 90%, o MeHblel Mepe Ha 91%,
no MeHbIuel Mmepe Ha 92%, o MeHblel Mepe Ha 93%, mo MeHblIel Mepe Ha 94%, mo
MeHbIel mepe Ha 95%, mo meHblueill mepe Ha 96%, mo MeHblueil mepe Ha 97%, mo
MeHbIel mepe Ha 98%, mo meHbluell Mepe Ha 99%, Hanpumep, Ha 100%, uneHtTudHa
MOCNIEAOBATEIbHOCTH  aMUHOKUCTOT, mpenctasinenHor B SEQ ID NO: 278, wu
IonoNHUTENbHO coxepkat Fc-obmacte IgGl dwenoBeka, comep:kamyro (TIONOKEHUS
MPOHYMEPOBaHbI COracHO HyMepaiuu EU): acnapariHOBYIO KUCIIOTY B MOJIOsKeHUU 239,
NIYTAMUHOBYIO KHCJIOTY B TOJOXXKEHUM 332, ajJlaHUH B TOJIOKEHHH 236, JEWLMH B

nonoxxeHnu 330, neluuH B NOJ0XeHUH 428 U CepUH B MOJOKEHUN 434.

[0013] B HekOTOpBIX BapUaHTaX pealu3aluy aHTUTEJO CONEPKUT KOHCTAHTHYIO 00J1aCTh
JIETKOM IIeTIH KaIa YyejioBeKa. B HeKOTOPBIX Cilydasx KOHCTaHTHAsl O0JIaCTh JIETKOH LEeTTH
Karma 4enoBeka npencrasisier codoit Km3 (SEQ ID NO: 351). B Hekoropom BapuaHTe
peanu3auny KOHCTaHTHasl 00JacTh JIETKOW LIEMH Karlla 4YeJIOBeKa MPeNCTaBiIsieT COOOoH
Km3 (SEQ ID NO: 351). B HeKkoTOpbIX BapHaHTax peajM3alydd AHTUTENO WUJIH €ro

aHTUTeHCBs3bIBAtOIMH (pparmenT conepskar obmactu CDR VH u obmactu CDR VL,
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UMEIOLIe MocjenoBaTebHoCTH, peacTasiaeHabie B SEQ ID NO: 137, 138, 139, 140, 141
u 142, COOTBETCTBEHHO, U JOTIOJIHUTEIBHO COMIEPKAT KOHCTAHTHYIO 00JIaCTh JISTKOH Lenu
karma genoseka Km3 (SEQ ID NO: 351). B HekoTOpBIX BapuaHTax peayn3aliy aHTUTEIO
WM €r0 aHTUTEeHCBs3bIBAOINN (parmeHT conepskar obnactu CDR VH u o6mactu CDR
VL, umeroiue nocnenosareapbHocTH, npeactasiaeHHbie B SEQ ID NO: 137,138, 139, 140,
141 u 142, cooTBeTCTBEHHO, U coaepkaT VH, koropas no mensiuein mepe Ha 80%, mo
MeHble mepe Ha 85%, mo menblueill mepe Ha 90%, mo mMeHnbiieil mepe Ha 91%, mo
MeHble mepe Ha 92%, mo menblueil mepe Ha 93%, mo MeHbiieil mepe Ha 94%, mo
MeHbled mepe Ha 95%, mo menbluell mepe Ha 96%, mo MeHblueil mepe Ha 97%, mo
MeHbleld mMepe Ha 98%, mo menbluell Mepe Ha 99%, nHanpumep, Ha 100%, unentuvyna
MOCJIEA0BATEIbHOCTH aMUHOKHCIIOT, nipeactasiieHHol B SEQ ID NO: 477, u VL, xotopas
no MeHblel Mepe Ha 80%, o mMeHbIueil Mepe Ha 85%, nmo MeHbIuei Mepe Ha 90%, 1o
MeHblIeill mepe Ha 91%, mo MeHbled Mepe Ha 92%, mo MeHbleidl mepe Ha 93%, Mo
MeHblIell mepe Ha 94%, mo MeHblueil Mepe Ha 95%, mo MeHbleill Mepe Ha 96%, 1o
MeHblel Mepe Ha 97%, o MeHbLIel Mepe Ha 98%, o MeHbLIel Mepe Ha 99%, Hanpumep,
Ha 100%, mneHTHYHA MOCIeI0BAaTENbHOCTH aMUHOKUCIIOT, npeacrasieHHoit B SEQ ID
NO: 278, u OONOJHUTEIbHO COAEP)KAT KOHCTAHTHYIO OOJACTh JIETKOM LeNM Karma
yenoseka Km3 (SEQ ID NO: 351). B HEKOTOpBIX BapUaHTaX peayu3aldy aHTUTEIO WU
€ro aHTUreHCBs3bIBarOLIMiA (hparmeHt conepxkat odnactu CDR VH u obnactu CDR VL,
UMEIOILIMe MocienoBaTebHOCTH, ipeacTasiaeHHbie B SEQ ID NO: 137, 138, 139, 140, 141
u 142, coorBercTBeHHO, U conmepxkar VH, koropas mo menbweidr mepe Ha 80%, mo
MeHbIel mepe Ha 85%, mo meHblueill mepe Ha 90%, mo meHbiueil mepe Ha 91%, mo
MeHbIel mepe Ha 92%, mo meHblueill mepe Ha 93%, mo MeHblueil mepe Ha 94%, mo
MeHbIel mepe Ha 95%, mo meHbluell mepe Ha 96%, mo MeHbleil mepe Ha 97%, mo
MeHbIel mepe Ha 98%, mo meHbluell Mepe Ha 99%, Hampumep, Ha 100%, uneHtudHa
MOCJIEA0BATEIbHOCTH aMUHOKHCIIOT, nipeactasiieHHor B SEQ ID NO: 477, u VL, koropast
no meHbineill mepe Ha 80%, nmo MeHbiuel Mepe Ha 85%, mo MeHblIel Mepe Ha 90%, mo
MeHbIel mepe Ha 91%, mo menslueill mepe Ha 92%, nmo MeHbiueil mepe Ha 93%, mo
MeHbIel mepe Ha 94%, mo menblueill mepe Ha 95%, mo MeHblueil mepe Ha 96%, mo
MeHblIel Mepe Ha 97%, mo MmenbIel Mepe Ha 98%, Mo MeHbiel Mepe Ha 99%, Hanpumep,
Ha 100%, uneHTHYHA MOCIENOBATEIPHOCTH aMUHOKHUCIIOT, nipeactasienHon B SEQ 1D
NO: 278, u pomnomuurensHo copepxkat Fc-obmacte IgGl dyenoBeka, comepkalnyro
(monoxeHus MPOHYMEPOBaHbl coriacHo Hymepauuu EU): acrmapardHOBYIO KHCIOTY B

NOJIOKeHNH 239, rMyTaMUHOBYHO KUCJIOTY B MOJIOXKEHUU 332, alaHuH B NOJOKEeHUH 230,
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JEWLHMH B nojioskeHuu 330, neliuuH B NoJokeHuu 428 U CepuH B moyiokeHuu 434, u

KOHCTaHTHYIO 00JacTh Jierkow nemnu kamnma denoseka Km3 (SEQ ID NO: 351).

[0014] B  HexoTOpBIX BapuaHTax peanu3anuu YKa3aHHOE€  aHTUTENa WU
AHTUTECHCBA3BIBAIOINI (PPArMEHT HMMEIOT YIYUIIEHHOE, MPOMJICHHOE, YBEIMICHHOE WU
MOBBILIEHHOE BPEMsI MOJYKU3HHU B CHIBOPOTKE MIJIEKOIUTAIOIIEr0 (HAPUMep, OTIUYHOTO
OT YeJIOBEeKa MpuMarta, 4eJioBeKa) 10 CPaBHEHUIO ¢ APYTHMHU aHTUTenaMu npotus BIY,
TAaKUMM Kak aHTUTeno A. B HEKOTOpBIX BapuaHTaxX pealu3allid  aHTUTENO WU
AHTUTCHCBSA3BIBAIOIINI (PparMeHT HMMEIOT BpeMsl MOJYXM3HU B CHIBOPOTKE YEJIOBEKa,
KOTOPOE COCTABJISIET 10 MEHbIIIEH Mepe MPUOIU3UTENBHO 3 CYTOK, HAIIPUMED, 10 MEHbIIEeH
Mepe NMpUOIN3UTENBHO 4 CYTOK, IO MEHbIIEH Mepe MPUOIU3UTENBHO S CYTOK, 110 MEHbIIEeH
Mepe NpUOIN3UTEIBHO 6 CYTOK, IO MEHbLIEH Mepe MPUOIU3UTENBHO 7 CYTOK, 110 MEHbIIEeH
Mepe NPUOJIU3UTENBHO 8 CYTOK, IO MEHbIIEH Mepe MPUOIM3UTENbHO 9 CYTOK, IO MEHbIIEH
Mepe npuOnmm3uTeabHO 10 CyTOK, MO MeHblIeH Mepe NpHONUSUTENbHO 12 CyTOK, IO
MEeHbIIeH Mepe MPUOIM3UTENbHO 14 CYTOK, MO MEHbIIeH Mepe MpUOIM3UTENIbHO 16 CYyTOK,
IO MEHbIIeH Mepe NpHONIM3UTENbHO 18 CyTOK, MO MeHbIIeH Mepe NPHOIU3UTENBHO
20 cytok, mO MeHbIIell Mepe mnpuOMM3HTENbHO 21 CyTKH, IO MeHbIIeH Mepe
NPUOJIM3UTEIBHO 24 CYTOK, MO MEHbINEH Mepe MpUOIM3UTENbHO 28 CYTOK, N0 MEHbIIEH
Mepe npubnusuTebHo 30 cyTok win Oonbiie. B HEKOTOpBIX BapHaHTaX peasru3aliu
AHTUTEJIO WM AHTUTEHCBSI3bIBAIOLIMI ()parMeHT OOJIAIAI0T YTy YLIEHHOW, YCUIEHHON WU
MIOBBILIEHHOW aKTUBHOCTBIO YHHUYTOKEHUST HHQUITUPOBaHHBIX BIY KJ1€TOK MO CpaBHEHUIO
¢ apyrumu anturenamu npotus BUY, takumu kak aHTuTeno A. B HEKOTOpPBIX BapuaHTax
peanu3alny aHTUTEJIO WK €r0 AHTUT'€HCBS3BIBAIOIIMH (pparMeHT copepkat odimacta CDR
VH u obnactu CDR VL, umeromnue nocnenosatensHOCTH, ipenctasienHbie B SEQ ID NO:
137,138, 139, 140, 141 u 142, COOTBETCTBEHHO, 1 00JIAIAOT YIYUYIEHHBIM, TIPOAJICHHBIM,
YBEJINYEHHBIM WJIH MOBBILIEHHBIM BPEMEHEM TONYKU3HU B CHIBOPOTKE MIIEKOIUTAIOLIETO
(HarpuMep, OTIIMYHOTO OT YeJOBEKAa MPUMATa, YeJIOBEKAa) IO CPABHEHHIO C JPYTUMH
anTutenamu nporus BUY, takumu kak anTuTeno A. B HeKOTOpbIX BapuaHTax peanusaluu
AHTUTENIO WJIM €ro aHTHreHCBs3bIBarOIMi (pparmeHT comepxkar odmactu CDR VH nu
obmactu CDR VL, umeromue nociienoBarenbHocTH, ipenctasienHsie B SEQ ID NO: 137,
138, 139, 140, 141 u 142, COOTBETCTBEHHO, U OOJIAMAIOT YJIYUYIIEHHOH, YCUJICHHOW WU
NIOBBILIEHHOW aKTUBHOCTBIO YHUUTOKEHHSI HHUITUPOBaHHBIX BHY KIIe€TOK MO CpaBHEHHIO

¢ npyrumu anturenamu npotus BUY, Takumu kak aHTUTENO A.

[0015] B npyrom acmnekre HacTOsIIEro M300peTeHUs] MPEANIOKEHO aHTUTENO, KOTOPOe

cBsi3bIBaeTCsl ¢ mMKonmpoTenHoM gpl20 obomoukn BHUY-1. VkaszaHHOE aHTUTENO
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conepsxxut VH, cogepxamyro obmactu CDR 1 -3 VH, u VL, conepxainyto obmactu CDR
1 - 3 VL, npuyem obmactu CDR 1 - 3 VH u obmactu CDR 1 - 3 VL wumetor
nocieaoBarenbHOCTH, npeactasnennbie B. SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBeHHO, MiH nocienoareabHocTH SEQ ID NO: 153, 138, 154, 140, 141 u 142,
COOTBETCTBEHHO. AHTHTENO conepxxutr Fc-obmacte IgGl uenoBeka, comepikainyro
(monoxxeHus1 MpoHyMepoBaHbl cornacHo HyMepanuu EU): (1) acmaparnHOBYIO KHCJIOTY B
NOJIOKeHUH 239, rIyTaMUHOBYHO KUCJIOTY B MOJIOKEHUH 332, aJlaHUH B NOJIOKEHUH 230,
neiitmH B monoxkeHuun 330; (i1) acmaparMHOBYK KHCJIOTY B TOJOXKEHHH 239,
[JIyTAMUHOBYIO KHMCJIOTY B MOJOXEHHU 332, JNeMLMH B MOJOXEHUU 428 U CepuH B
nonoxkeHun 434; (iil) acrmaparuHOBYIO KHCJIOTY B IOJIOKEHMH 239, TIyTaMHHOBYIO
KHUCJIOTY B ITOJIO’KEHUU 332, aJlaHUH B MTOJIOKEHUH 236, JIEULIUH B OJIOKEHUU 428 U cepuH
B nosockeHuu 434; (iv) acmaparvHOBYIO KHCJIOTY B HOJOXEHUH 239, IIIyTaMHHOBYIO
KHUCJIOTY B OJIOXKeHUH 332, Nel1uH B nosioxkeHuu 330, TeUI1H B MOJI0KeHH 428 1 cepuH
B nosiokeHnu 434; (V) acmaparuHOBYIO KHCJIOTY B IOJIOKEHHMH 239, IIyTaMHHOBYIO
KHUCJIOTY B IIOJIO’KEHUM 332, aJlaHUH B OJIOXKeHUH 236, el LA B nosioxkeHuu 330, nelduH
B MOJIO’KeHUU 428 1 ceprH B NojioxkeHnu 434; wiu (Vi) ISHIHMH B MOJI0KeHuH 243, POJIHH
B nojiokeHnu 292, neiinuH B nmosoxkeHrny 300, n3oneriud B nmojoxkeHun 305, neldnuH B
NoJIO’keHUH 396, nefiluH B nosioxkeHuu 428 u cepuH B nosiockeHuu 434. B HeKOTOpBIX
BapHaHTaX peau3aliu aHTUTeNo conep:kuT VH, comnepskamyro obimactu CDR 1 -3 VH,
u VL, conepkamyto obmactu CDR 1 - 3 VL, npuuem obnactu CDR 1 - 3 VH u obnactu
CDR 1 - 3 VL umeroT nocnepoBarenbHOCTH, nipencrasiennsie B: SEQ ID NO: 137, 138,
139, 140, 141 u 142, cOOTBETCTBEHHO, MpUYeM aHTUTENO conep:kut Fc-obmacte IgGl
YeJIOBeKa, COAepIKallyro (MOJIOKEeHUsT MPOHYMEpOBaHbl corylacHo Hymeparmu EU):
acCraparuHOBYIO KHMCJIOTY B MOJIOKEHUHU 239, ryTaMUHOBYIO KUCJIOTY B MOJOKEHUH 332,
aJIaHUH B NOJIOKEeHUU 236, el LUH B noa0xeHnu 330, efiuH B osnoxeHuu 428 u cepuH

B IOJI0keHuu 434.

[0016] B HekoTOpBIX BapuaHTaxX peaju3ald AHTUTENO COAEPKUT JIETKYK) LEIlb,
copep:Kallyro ajJaHuH B mojioxkeHuu 19 (Hymepauwms o Kadaty). B HekoTopbIx BapranTax
peanu3aliy aHTHTEJO COOEpKUT B KapkacHoit obsactu 3 (FR3) VH B monoskeHusx,
cooTBeTCTBYIOIINX 74a, 74b, 74c u 74d (mymepauns no Kabaty), mocnenoBareabHOCTD
amuHOKUCIOT, nipeactasyieHHy0 B SEQ ID NO: 453 unmu SEQ ID NO: 627. B HekoTopbIx
BApMAHTAX peaM3alUN AHTUTENO COAEepPKUT B KapkacHoW obmact 3 (FR3) VH B
NOJIOXKEHUSIX, COOTBETCTBYrOIUX 74a, 74b, 74c m 74d (mymepaums no Kabary),

NOCJIeI0BATENbHOCTh aMUHOKUCIIOT, NpeacTaBieHHyo B SEQ ID NO: 627. B HekoTopbIx
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BapuaHTax peanuszaumu aHtuTenao coxpep:xkut FR3 VH, copepxkamyro crenyrouyro
NOCJIeI0BATEIbHOCTD AMHUHOKHCJIOT:
RVSLTRHASWDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 628) wm
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPBIX BapuaHTax peanuszauuu aHtuteno copep:xut FR3 VH, copepxkamyro
CIEAYIOLIYIO NIOCJIEIOBATENbHOCTD AMHUHOKHCIIOT:
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPBIX BAapHAHTaX peaNN3alMd AHTUTENO COMAEPXKHUT IIOCIEN0OBATEIbHOCTD
AMHUHOKHCIIOT, TIPEACTABIIEHHYIO B JIE0OOM U3 mocienosarenbHocTedt SEQ ID NO: 332 -
342. B HeKoTOpBIX ciy4asx aHTuTesno coxepxkutT VH m VL ¢ nmocnenoBaTenbHOCTBIO
amMuHOKUCIOT, npeactasiaeHHon B SEQ ID NO: 182 u 223, coorBeTcTBeHHO. B HEKOTOpBIX
cinydasx aHtureno coiepxkut VH um VL ¢ mocnenoBaTenbHOCTBIO aMHHOKHUCIOT,
npencrasieHHoit B SEQ ID NO: 220 u 276, cooTBeTCTBEHHO. B HEKOTOpPBIX BapuaHTax
peanusauuu antureno coiep:xkut VH m VL ¢ nmocnenoBaTenbHOCTbIO aMHUHOKUCIIOT,
npencrasieHHoit B SEQ ID NO: 477 u 278, cooTBeTcTBEHHO. B npyrux BapuaHTtax
peanuzauuu Fc-obnmacte IgG1l yenoseka mpeacrasiser codoit IgG1m17 (SEQ ID NO:
348). B HEKOTOPBIX BapHAHTAX PEANU3aALUH AHTUTEJIO COAEPKUT KOHCTAHTHYIO 00JIacTh
JIETKOM 1IeTH Karma yejioBeKa. B HeKOTOPBIX Cilydasx KOHCTAHTHAst 00JIACTh JIETKOW LeTH

Karmnmna 4ejoBeka npexacrasisier codoit Km3 (SEQ ID NO: 351).

[0017] B HexkoTOpBIX BapuaHTax pealu3aLuu YKa3aHHO€ aHTUTENIO WU
AHTUTEHCBS3BIBAIOINNI (PPArMEHT MUMEIOT YJIYULICHHOE, MPOAJIEHHOE, YBEJIMUEHHOE WU
TIOBBILIEHHOE BPEMsI MOJYKU3HU B CHIBOPOTKE MIIEKOITUTAIOIIETO (HAIPUMEp, OTJIMYHOTO
OT YeJIOBEeKa MpuMaTa, 4eJIOBEeKa) M0 CPABHEHUIO C APYTHMMHU aHTUTeNIamu npotus BUY,
TAaKMMH KaK aHTHTENO A w/wi aHtuteao B. B HEKoTOphIX BapHaHTax peain3anud
AHTUTEJIO W AHTUTEHCBI3bIBAIOLIEHH (PPArMEHT UMEIOT BPEMS MTOJYKH3HH B CHIBOPOTKE
YeJIOBEKa, KOTPOE COCTABISIET N0 MEHBIIEH Mepe MPHOIM3UTENBHO 3 CYTOK, HApuMmep,
N0 MEHbLIeH Mepe MPHOIU3UTENBPHO 4 CYTOK, IO MEHbIIEH Mepe NMPUOIU3UTENBHO S5
CYTOK, IO MEHbIIEH Mepe PHOJIM3UTENBHO O CYTOK, IO MEHBIIEH Mepe MPHOIM3UTENBHO
7 CyTOK, TO MeHbIIell Mepe TPHOMM3UTENBHO 8 CYTOK, IO MEHbLIEH Mepe
NPUOJIM3UTETIBHO 9 CYTOK, MO MeHbIIeH Mepe mpuonm3nuTenbHo 10 CyTOK, MO MEHbIIeH
Mepe TpUOTU3UTENbHO 12 CYyTOK, MO MeHbIIeH Mepe Npubim3uTensHO 14 CyTOK, MO
MEHbIIeH Mepe MPUOIM3UTENBHO 16 CYTOK, IO MEHbLIEH Mepe MPHOIM3UTENBHO 18 CyTOK,
1o MeHbLIeH Mepe npuOmu3uTenbHO 20 CYyTOK, MO MeHbIIEH Mepe MpHOIM3HTENbHO 21

CYTKH, TI0 MEHbIIEH Mepe NPUOIU3UTETBHO 24 CYTOK, 10 MEHBLIEH Mepe MPHOIN3UTENLHO
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28 cyTok, Mo MeHbield Mepe mpuOmm3uTeNsHO 30 cyTOK Wi Oonbine. B HeKOTOpBIX
BapHaHTaX peain3aliy aHTUTEJIO 00J1aiaeT YAyUYIIeHHOH, YCUIICHHON MJTH MOBBIIIEHHON
AKTUBHOCTBIO YHHUTOXKEHHSI HHPUIINPOBaHHBIX BUU KJIETOK MO CpaBHEHHIO ¢ APYTUMU
antuTenamMu npotuB BUY, Takumu kak antureno A w/wm antureno B. B HekoTopsix
BapUAHTAX PEAJN3alMy AHTUTEJIO WM €r0 aHTUTEHCBSI3bIBAIOIINI (pparMeHT comepkar
oomacru CDR VH wu obmactru CDR VL, wumeronme moOCAEI0BaTENbHOCTH,
npencrasieHHbie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, MPUYEM
antuteno comepxkut Fc-obmacte IgGl  uemoBeka, comepikamyro  (TOJOXKEHUS
npoHyMepoBaHbl corjlacHo Hymepanuu EU): neitnuH B monoxeHuu 428 u cepuH B
nonoxxkeHun 434, u oOnamaer yAydIIEHHbIM, IPOJJICHHBIM, YBEIMUYEHHBIM HWIH
NOBBILIEHHBIM BpPEMEHEM IOJY>KU3HH B CBIBOPOTKE MIIEKOMMTAIOIIEro (Hampumep,
OTJINYHOTO OT YeJOBeKa MPHMaTa, 4YeJOBEeKa) MO CPABHEHUIO C JIPYTUMHU aHTUTENAMU
npotuB BUY, Takumu kak antureno A wumm aHtuteso B. B HekoTOphIX BapuaHTax
peamM3alMy aHTUTENIO MM €ro aHTUI'CHCBS3BIBAIOIIMN (pparMeHT comepskar oOmacTH
CDR VH u obnactu CDR VL, umerommue nocinenoBaTebHOCTH, pencTaBieHHbie B SEQ
ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, PUUEM aHTUTENIO coaepkut Fc-
obmacte IgGl wuenoBeka, copepkamyro (MOJOXKEHUS TMPOHYMEPOBAHbI COIJIACHO
Hymepaun EU): acmaparuHOBYIO KHCJIOTY B MOJIOKEHUH 239, Ty TAMHUHOBYO KHCIJIOTY B
MOJIO’KEHNH 332, allaHuH B MOJOKEeHUU 236, jeiiuuH B nojokeHur 330, u o0namaroT
VIYYIIEHHOW,  YCUJIEHHONW WM  TIOBBILIEHHOW  aKTUBHOCTBK)  YHUYTOXEHUS
uHpupoBanHbix BUY kJieTok MO CpaBHEHHUIO C IPYrMMHU aHTUTeNdaMu npotus BUY,

TAKUMH KaK aHTUTEI0 A W/Wiu aeTUTelio B.

[0018] B apyrom HOMONHUTENLHOM acreKTe HACTOSIIEero M300peTeHUsl MPeioKeHO
AHTUTEJO WJIH ero aHTUI'CHCBSI3BIBAOIIMI (DparMeHT, comepskainue BapradeIbHYIO
obnactp Tsoxenol nenu (VH) u BapuabenpHyto obnacts serkoi uenu (VL), mpuuem VH
u VL coxmepxkaT MOCIENOBATENILHOCTH AMHUHOKHCIIOT, TIPENCTABICHHbIE Jajiee
coorBerctBeHHO: (1) mocnenoBatenpHOcTH SEQ ID NO: 184 wu 223; (2)
nocienoBarenbHocTH SEQ ID NO: 185 1 223; (3) mocnenosarensuoctu SEQ ID NO: 182
u 225; (4) nocnenosatensHoctd SEQ ID NO: 185 u 225; (5) nocnenosarensHoct SEQ
ID NO: 186 wu 223; (6) mocaemosatenbHOocTH SEQ ID NO: 187 u 223; (7)
nocnenosarenbHocTH SEQ ID NO: 188 1 223; (8) nocnenosarensHocTr SEQ ID NO: 189
u 223; (9) nocnepoBatenpHocTH SEQ ID NO: 190 1 223; (10) nocnenosarensHocTH SEQ
ID NO: 191 u 223; (11) mocnemosarensHoctn SEQ ID NO: 192 u 223; (12)
nocnenosarenbHocTH SEQ ID NO: 193 u 223; (13) nocnenoBarensHocTH SEQ ID NO:
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194 u 223; (14) nocnenoatensHocTH SEQ ID NO: 195 11 223; (15) mocnenoBarenbHOCTH
SEQ ID NO: 196 u 223; (16) mocnenoBarensHocT SEQ ID NO: 197 u 223; (17)
nocienoBarenbHocTH SEQ ID NO: 198 u 223; (18) mocnenosatensrocT SEQ ID NO:
199 u 223; (19) nocnenoatensHOcTH SEQ ID NO: 200 1 223; (20) mocnenoBareabHOCTH
SEQ ID NO: 201 u 223; (21) nocnenoBarensrHoct SEQ ID NO: 202 u 223; (22)
nocienoBarenbHocTH SEQ ID NO: 203 u 223; (23) mocnenosatensHocT SEQ ID NO:
204 u 223; (24) nocnenosatensHocTH SEQ ID NO: 205 1 223; (25) nocneaoBaTebHOCTH
SEQ ID NO: 206 u 223; (26) nocnenoBarensHoctd SEQ ID NO: 207 u 223; (27)
nocnenoBarenbHocTH SEQ ID NO: 208 u 223; (28) nocnenosarensroctd SEQ ID NO:
209 u 223; (29) nocnenosatensHocTH SEQ ID NO: 182 1 226; (30) nocnenoBaTebHOCTH
SEQ ID NO: 182 u 227, (31) nocnenoBarensrHoctu SEQ ID NO: 182 u 229; (32)
nocnenoBarenbHocTH SEQ ID NO: 182 m 230; (33) nocnenosarensroctd SEQ ID NO:
182 u 231; (34) nocnenosarenbuoctu SEQ ID NO: 182 u 232; (35) nocnenoBaTenbHOCTH
SEQ ID NO: 182 u 233; (36) mocnenosarensHoctd SEQ ID NO: 182 u 234; (37)
nocnenoBarenbHocTH SEQ ID NO: 182 m 235; (38) nmocnenosarensroct SEQ ID NO:
182 u 236; (39) nocnenosarenbroctr SEQ ID NO: 182 u 237; (40) nmocienoBaTeibHOCTH
SEQ ID NO: 182 u 238; (41) mocnenoBarensHoctd SEQ ID NO: 182 u 239; (42)
nocnepoBarenbHocTH SEQ ID NO: 182 u 240; (43) nocnenosarensroct SEQ ID NO:
182 u 241; (44) nocnenoBatensHoctr SEQ ID NO: 182 u 242; (45) nocnenoBareabHOCTH
SEQ ID NO: 182 wu 243; (46) nocnenoBarensrHoctu SEQ ID NO: 182 u 244; (47)
nocienoBarenbHocTu SEQ ID NO: 182 u 245; (48) mocnenosatenbHocT SEQ ID NO:
182 u 246; (49) nocnenoatenpHocTr SEQ ID NO: 182 u 247; (50) mocnenoBareabHOCTH
SEQ ID NO: 182 u 248; (51) mocnenoBarensroctu SEQ ID NO: 182 u 249; (52)
nocienoBarenbHocTu SEQ ID NO: 182 u 250; (53) mocnenosatensrocT SEQ ID NO:
182 u 251; (54) nocnenoBatensHocTr SEQ ID NO: 182 u 252; (55) nocnenoBarenbHOCTH
SEQ ID NO: 182 wu 253; (56) mocnenoBarensrocty SEQ ID NO: 210 u 238; (57)
nocienoBarenbHocTu SEQ ID NO: 211 u 238; (58) mocnenosatensroct SEQ ID NO:
212 u 238; (59) nocnenosatensHOcTH SEQ ID NO: 210 1 240; (60) mocnenoBaTeIbHOCTH
SEQ ID NO: 211 u 240; (61) nocnenoBarensroctt SEQ ID NO: 212 u 240; (62)
nocienoBarenbHocTH SEQ ID NO: 213 u 223; (63) mocnenosatensHocT SEQ ID NO:
214 u 223; (64) nocnenosatenpHOcTH SEQ ID NO: 215 1 223; (65) nocnenoBaTelbHOCTH
SEQ ID NO: 216 u 223; (66) nocnenoBarensrHoctd SEQ ID NO: 217 u 223; (67)
nocienoBarenbHocTH SEQ ID NO: 218 u 223; (68) mocnenosatensroct SEQ ID NO:
182 u 254; (69) nocnenoatensHOcTH SEQ ID NO: 213 1 254; (70) mocnenoBareabHOCTH
SEQ ID NO: 214 u 254; (71) nocnenoBarensHocTH SEQ ID NO: 215 u 254; (72)
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nocienoBarenbHocTH SEQ ID NO: 216 u 254; (73) mocnenosatensHocT SEQ ID NO:
217 u 254; (74) nocnenosatensHOcTH SEQ ID NO: 218 1 254; (75) nocnenoBaTebHOCTH
SEQ ID NO: 182 wu 255; (76) nocnenoBarensroct SEQ ID NO: 213 u 255; (77)
nocienoBarenbHocTH SEQ ID NO: 214 u 255; (78) mocnenosatensrocTy SEQ ID NO:
215 u 255; (79) nocnenosarensHOocTH SEQ ID NO: 216 1 255; (80) nocnenoBaTebHOCTH
SEQ ID NO: 217 u 255; (81) nmocnenoBarensroctT SEQ ID NO: 218 u 255; (82)
nocienoBarenbHocTH SEQ ID NO: 182 u 256; (83) mocnenosarensroct SEQ ID NO:
213 u 256; (84) nocnenosarenvsHocTH SEQ ID NO: 214 1 256; (85) nocnenoBaTenbHOCTH
SEQ ID NO: 215 u 256; (86) nmocnenoBarensHoctd SEQ ID NO: 216 u 256; (87)
nocnenoBarenbHocTH SEQ ID NO: 217 u 256; (88) nocnenosarensroctd SEQ ID NO:
218 u 256; (89) nmocnenosarenproctr SEQ ID NO: 182 u 257; (90) nocnenoBarenbHOCTH
SEQ ID NO: 213 u 257, (91) nocnenoBarensHoctu SEQ ID NO: 214 u 257; (92)
nocnenoBarenbHocTH SEQ ID NO: 215 u 257; (93) nocnenosarensroctd SEQ ID NO:
216 u 257; (94) nocnenosatensHocTr SEQ ID NO: 217 u 257; (95) nocnenoBaTeibHOCTH
SEQ ID NO: 218 u 257, (96) nocnenoBarensroctu SEQ ID NO: 182 u 258; (97)
nocnepoBarenbHocTH SEQ ID NO: 213 u 258; (98) nocnenosarensroct SEQ ID NO:
214 u 258; (99) nocnenosarenpbHocTH SEQ ID NO: 215 1 258; (100) nocienoBaTeIbHOCTH
SEQ ID NO: 216 u 258; (101) nocnenoBarenbnoct SEQ ID NO: 217 u 258; (102)
nocnenoBarenbHOCTH SEQ ID NO: 218 u 258; (103) nmocnenoBarensHoctr SEQ ID NO:
182 wu 259; (104) mnocnemoBarenpoctu SEQ ID NO: 213 u 259; (105)
nocienoBarenbHocTu SEQ ID NO: 214 u 259; (106) nocnenoarensHoctu SEQ ID NO:
215 m 259; (107) mnocnemoBarenbroctu SEQ ID NO: 216 u 259; (108)
nocienoBarenbHocTu SEQ ID NO: 217 u 259; (109) nocnenoarensroctu SEQ ID NO:
218 wu 259; (110) mnocnemoarenproctn SEQ ID NO: 182 wu 260; (111)
nocienosarenbHocTu SEQ ID NO: 182 u 261; (112) nocnenoarensHoctu SEQ ID NO:
182 wm 262; (113) mnocnemoarenproctt SEQ ID NO: 182 wu 263; (114)
nocienoBarenbHocTu SEQ ID NO: 182 u 264; (115) nocnenoarensroctu SEQ ID NO:
182 wm 265; (116) mnocnemoarenbhoctn SEQ ID NO: 182 wu 266; (117)
nocienoBarenbHocTr SEQ ID NO: 182 u 267; (118) nocnenoarensroctu SEQ ID NO:
182 u 268; (119) mnocnemoarenbroctn SEQ ID NO: 182 wu 269; (120)
nocienoBarenbHocTu SEQ ID NO: 182 u 270; (121) nocnenoarensHoctu SEQ ID NO:
182 wu 271; (122) mnocnemoarenbHoctd SEQ ID NO: 182 wu 272; (123)
nocienoBarenbHocTH SEQ ID NO: 219 u 273; (124) nocnenoarensHoctu SEQ ID NO:
191 u 274; (125) mnocnemoarenshoctn SEQ ID NO: 182 wu 275; (126)
nocienoBarenpHocTH SEQ ID NO: 220 u 277; (127) nocnenoarensroctu SEQ ID NO:
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182 wu 278; (128) mocnemoarenboctn SEQ ID NO: 182 wu 279; (129)
nocienoBarenbHocTH SEQ ID NO: 182 1 280; (130) mocnenoarensroctu SEQ ID NO:
182 wu 281; (131) mnocnemoarenproctT SEQ ID NO: 182 wu 282; (132)
nocienoBarenbHocTH SEQ ID NO: 221 u 228; (133) nocnenoarensroctu SEQ ID NO:
221 wm 283; (134) mnocnemoBarenproctT SEQ ID NO: 182 wu 284; (1395)
nocienoBarenbHocTH SEQ ID NO: 221 u 285; (136) nocnenoarensHoctu SEQ ID NO:
182 wu 286; (137) mnocnemoBarenphoctu SEQ ID NO: 221 wu 287; (138)
nocienoBarenbHocTH SEQ ID NO: 221 u 288; (139) nocnenosarensHoctu SEQ ID NO:
221 u 289; (140) mnocnemoBarenbHoctn SEQ ID NO: 182 wu 290; (141)
nocnenoBarenbHocTH SEQ ID NO: 221 u 291; (142) nocnenoBatenbHoctr SEQ ID NO:
182 u 292; (143) mnocnemoBarenbHoctu SEQ ID NO: 221 wu 293; (144)
nocnenoBarenbHOocTH SEQ ID NO: 221 u 294; (145) nocnenoBatenbHoctr SEQ ID NO:
221 wm 295; (146) mnocnemoBarenbHoctTd SEQ ID NO: 182 wu 296; (147)
nocnepoBarenbHOocTH SEQ ID NO: 221 u 297; (148) nocnenoBatenbHocTr SEQ ID NO:
182 wu 298; (149) mnocnenosarenbHocTn SEQ ID NO: 221 u 299; (150)
nocnepoBarenbHOCTH SEQ ID NO: 221 u 300; (151) nocnenoBatensHoctr SEQ ID NO:
221 wu 301; (152) mnocnemoBarenboctn SEQ ID NO: 182 wu 302; (153)
nocnepoBarenbHOCTH SEQ ID NO: 221 u 303; (154) nocnenoBatenbHoctr SEQ ID NO:
182 wu 304; (155) mnocnemoarenboctu SEQ ID NO: 221 wu 305; (156)
nocnenoBarenbHOCTH SEQ ID NO: 182 u 306; (157) nocnenoBarensHoctr SEQ ID NO:
182 wu 307; (158) mnocnemoarenbhoctt SEQ ID NO: 182 wu 308; (159)
nocienoBarenbHocTu SEQ ID NO: 182 u 309; (160) nocnenoarensHoctu SEQ ID NO:
220 wm 310; (161) mnocnemoBarempHOocTH SEQ ID NO: 220 u 311, (162)
nocienoBarenbHocTu SEQ ID NO: 182 u 228; (163) nocnenoarensHoctu SEQ ID NO:
465 wm 276; (164) mnocnenoarenbHoctTn SEQ ID NO: 466 u 276; (166)
nocaenoBarenpHocTu SEQ ID NO: 182 u 479; (167) nocnenoarensHoctu SEQ ID NO:
465 wm 479; (168) mnocnenoarenbHocTn SEQ ID NO: 466 u 479; (169)
nocnenoBarenpbHocTu SEQ ID NO: 182 u 480; (170) nocnenoarensHoctu SEQ ID NO:
465 wm 480; (171) mnocnemoarenbrocTn SEQ ID NO: 466 u 480; (172)
nocnenoBarenpHocTu SEQ ID NO: 182 u 481; (173) nocnenoarensHoctu SEQ ID NO:
182 wu 482; (174) mnocnemoarenshoctTn SEQ ID NO: 465 wu 482; (175)
nocienoBarenbHocTH SEQ ID NO: 466 u 482; (176) nocnenoarensHoctu SEQ ID NO:
182 wu 483; (177) mnocnemoarenbhHoctTn SEQ ID NO: 182 wu 484; (178)
nocaenoBarenbHocTH SEQ ID NO: 465 u 484; (179) nocnenoarensHoctu SEQ ID NO:
466 m 484; (180) mocnemomarenbrocTn SEQ ID NO: 182 wu 485; (181)
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nocienoBarenbHocTH SEQ ID NO: 182 1 486; (182) mocnenoarensHoctu SEQ ID NO:
465 wm 486; (183) mnocnemoBarenbrocTn SEQ ID NO: 466 u 486; (184)
nocienoBarenbHocTH SEQ ID NO: 182 1 487; (185) nmocnenoarensroctu SEQ ID NO:
182 wu 488; (186) mocnemoBarenbroctTn SEQ ID NO: 465 u 488; (187)
nocienoBarenbHocTH SEQ ID NO: 466 u 488; (188) mocnenoarensroctu SEQ ID NO:
182 u 489; (189) mnocnenoBarenpHoctTt SEQ ID NO: 465 u 489; (190)
nocienoBarenbHOcTU SEQ ID NO: 466 u 489; (191) nocnenoarensroctu SEQ ID NO:
182 m 491; (192) mnocnenoarenbHoctTt SEQ ID NO: 465 u 491; (193)
nocienoBarenbHOocTU SEQ ID NO: 466 u 491; (194) nocnenoarensroctu SEQ ID NO:
182 mu 492; (195) mnocnemoBarenbHoctu SEQ ID NO: 465 u 492; (196)
nocnenoBarenbHocTH SEQ ID NO: 466 u 492; (197) nocnenoBatenbHocTr SEQ ID NO:
182 u 493; (198) mnocnenoBarenbHoctu SEQ ID NO: 182 wu 494; (199)
nocnenoBarenbHOCTH SEQ ID NO: 465 u 494; (200) nocnenoBatenbHocTr SEQ ID NO:
466 u 494; (201) mnocnemoarenbHoctu SEQ ID NO: 182 wu 277, (202)
nocnenpoBarenbHOCTH SEQ ID NO: 465 u 277, (203) nocnenoBatenbHoctr SEQ ID NO:
466 wu 277,(204) mnocnemoBarenbhHocT SEQ ID NO: 182 wu 495, (205)
nocnenpoBarenbHOCTH SEQ ID NO: 465 u 495; (206) nocnenoBatenbHoctr SEQ ID NO:
466 wu 495; (207) mnocnenosarenpbHocTH SEQ ID NO: 182 wu 496; (208)
nocnenoBarenbHOCTH SEQ ID NO: 465 u 496; (209) nocnenoBatenbHoctr SEQ ID NO:
466 um 496; (210) mnocnemoarenboctn SEQ ID NO: 182 wu 497; (211)
nocienoBarenbHocTH SEQ ID NO: 465 u 497; (212) nocnenoarensHoctu SEQ ID NO:
466 m 497, (213) mnocnemoarenboctn SEQ ID NO: 182 wu 498; (214)
nocienoBarenbHocTu SEQ ID NO: 182 u 499; (215) nocnenoarensHoctu SEQ ID NO:
465 m 499; (216) mnocnemoarenbroctTn SEQ ID NO: 466 u 499; (217)
nocienosarenbHocTu SEQ ID NO: 182 u 500; (218) nocnenoarensroctu SEQ ID NO:
182 u 501; (219) mnocnenoarenbhoctt SEQ ID NO: 465 wu 501; (220)
nocienoBarenbHocTH SEQ ID NO: 466 u 501; (221) nocnenoarensroctu SEQ ID NO:
182 wm 502; (222) mnocnemoarenbhoctTn SEQ ID NO: 182 wu 503; (223)
nocaenoBarenpHocTH SEQ ID NO: 182 u 504; (224) nocnenoarensHoctu SEQ ID NO:
182 wum 505; (225) mnocnemoarenboctt SEQ ID NO: 182 wu 506; (226)
nocnenoBarenbHocTH SEQ ID NO: 182 u 507; (227) nocnenoarensHoctu SEQ ID NO:
182 u 508; (228) mnocnemoarenshoctTn SEQ ID NO: 182 wu 509; (229)
nocnenosarenbHocTH SEQ ID NO: 182 u 510; (230) nocnenoarensaoctu SEQ ID NO:
182 wm 511; (231) mnocnemoarenshoctTn SEQ ID NO: 182 wu 512; (232)
nocaenoBarenbHocTH SEQ ID NO: 182 u 513; (233) nocnenoarensaoctu SEQ ID NO:
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182 wu 514; (234) mnocnemoarenphoctt SEQ ID NO: 182 wu 515; (2395)
nocienoBarenbHocTH SEQ ID NO: 467 u 223; (236) nocnenoarensHoctu SEQ ID NO:
468 wm 223; (237) mnocnemoBarenbHocTH SEQ ID NO: 469 wu 223; (238)
nocienoBarenbHocTH SEQ ID NO: 470 u 223; (239) nocnenoarensHoctu SEQ ID NO:
471 m 223; (240) mnocnemoBarenpHocT SEQ ID NO: 472 u 223; (241)
nocienoBarenbHOocTU SEQ ID NO: 473 u 223;(242) nocnenosarensHoctd SEQ ID NO:
474 wm 223; (243) mnocnemoBarenbHocTd SEQ ID NO: 475 wu 223; (244)
nocienoBarenbHocTU SEQ ID NO: 476 u 223; (245) nocnenoarensHoctu SEQ ID NO:
182 wu 516; (246) mnocnenoBarenbHoctu SEQ ID NO: 182 wu 276; (247)
nocnenoBarenbHocTH SEQ ID NO: 182 u 569; (248) nocnenoBatenbHoctr SEQ ID NO:
477 m 223; (249) mnocnemoBarenbHoctTh SEQ ID NO: 477 u 278; (250)
nocienoBarenbHocTU SEQ ID NO: 477 u 292 unu (251) nocnenoBatensuoctu SEQ ID
NO: 478 u 276.

[0019] B HexoToprIx BapuanTax peanuszauuu VH u VL conmepskaT nmocnenoBaTenbHOCTU
aMHUHOKHCIIOT, TNpeacTaBieHHble B mocinenosarenbHocTAX SEQ ID NO: 182 u 275,
COOTBETCTBEHHO. B  gpyrux Bapuanrax peammzaumun VH wu VL comepxar
MOCJIEIOBATEIbHOCTh AMHUHOKHCIIOT, TIPeCTaBIeHHble B nocienoBarenbHocTsaX SEQ ID
NO: 182 u 278, coorBercTBeHHO. B HekoTtopwix BapmanTax peanmzauun VH u VL
coZep kaT MoCe0BaTEIbHOCTh AMUHOKHCIIOT, MPEICTaBJICHHbIE B MIOCIEOBATEIbHOCTSX
SEQ ID NO: 182 u 223, coorBercTBeHHO. B npyrux Bapuantax peammsauuu VH u VL
coZiep KaT MOCIe0BaTEIbHOCTh AMUHOKHCIIOT, IPEICTaBJICHHbIE B MIOCIE0BATEIbHOCTAX
SEQID NO: 182 u 292, coorBercTBeHHO. B HekoTOpbIX BapuanTax peanmsauuu VH u VL
coZep KaT MOCe0BaTEIbHOCTh AMUHOKHCIIOT, IPEICTaBJICHHbIE B MIOCIE0BATEIbHOCTSX
SEQ ID NO: 465 u 276, coorBeTcTBeHHO. B npyrux Bapuantax peamusauuu VH u VL
CoZlepIKaT MOCIe0BaTEIbHOCTh AMUHOKHCIIOT, MPEICTaBJICHHbIE B MIOCIE0BATEIbHOCTAX
SEQID NO: 466 u 276, coorBeTcTBeHHO. B HekoTOphIX BapuanTax peanmzauun VH u VL
COZIepIKaT MOCIeA0BATEIbHOCTh AMUHOKHCIIOT, IPEICTaBJICHHbIE B MIOCIE0BATEIbHOCTAX
SEQID NO: 182 u 491, coorBercTBenHo. B HekoTOphIx BapuanTax peanmsauuu VH u VL
COZIepIKaT MOCIeA0BATEIbHOCTh AMUHOKHCIIOT, IPE/ICTABJIEHHbIE B MIOCIE0BATEIbHOCTAX
SEQ ID NO: 465 u 491, coorBercTBeHHO. B npyrux Bapuantax peamusauuu VH u VL
coZiep KaT MOCIeA0BATEIbHOCTh AMUHOKHCIIOT, ITPEICTaBJICHHbIE B MIOCIE0BATEIbHOCTAX
SEQID NO: 466 u 491, coorBercTBeHHO. B HekoTOphIX BapuanTax peanmsauuu VH u VL
CoZiep KaT MOCIeA0BATEIbHOCTb AMUHOKHCIIOT, NPEICTaBJICHHbIE B MIOCIE0BATEIbHOCTAX

SEQID NO: 182 u 493, coorBercTBeHHO. B HekoTOphIX BapuanTax peanmsauuu VH u VL
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coZiep KaT MOCIeA0BATEIbHOCTb AMUHOKHCIIOT, IIPE/ICTABIEHHbIE B MIOCIEOBATEIbHOCTAX
SEQ ID NO: 220 u 276, cooTBeTcTBeHHO. B npyrux Bapuantax peammsauuu VH u VL
cofiep KaT MOCIeA0BATEIbHOCTh AMUHOKHCIIOT, ITPEICTaBJICHHbIE B MIOCIE0BATEIbHOCTAX
SEQ ID NO: 182 u 516, coorBercTBeHHO. B npyrux Bapuantax peammsauuu VH u VL
cofiep KaT MOCIeA0BATEIbHOCTh AMUHOKHCIIOT, IIPEICTABJICHHbIE B MIOCIE0BATEIbHOCTAX
SEQ ID NO: 182 u 276, coorBeTcTBeHHO. B npyrux Bapuantax peamusauuu VH u VL
cofieprKaT MOCIeA0BATEIbHOCTh AMUHOKHCIIOT, IIPEICTABJICHHbIE B MIOCIE0BATEIbHOCTAX
SEQ ID NO: 182 u 569, coorBeTcTBeHHO. B HekoTOphIX BapuanTax peanuzauuu VH u VL
cofiep KaT MOCIEA0BATEIbHOCTb AMUHOKHCIIOT, IIPEICTABJICHHbIE B MIOCIE0BATEIbHOCTAX
SEQID NO: 477 u 223, coorBeTcTBeHHO. B HekoTOpbIX BapuanTax peanuzauuu VH u VL
cofiep kaT MOCIeA0BATEIbHOCTh AMUHOKHCIIOT, NIPEICTABIEHHbIE B MIOCIE0BATEIbHOCTAX
SEQ ID NO: 477 u 278, coorBeTCTBeHHO. B HekoTOpbIX BapuanTax peanuzauuu VH u VL
cofieprKaT MOCIEA0BATEIbHOCTb AMUHOKHCIIOT, NIPE/ICTABJICHHbIE B MIOCIE0BATEIbHOCTAX
SEQ ID NO: 477 u 292, coorBercTBeHHO. B npyrux Bapuanrax peanuzauuu VH u VL
cofeprkaT NOCIeA0BATEIbHOCTb AMUHOKHCIIOT, MIPEACTABICHHBIE B MIOCIEA0BATEIbHOCTAX

SEQ ID NO: 478 u 276, COOTBETCTBEHHO.

[0020] B HexOoTOpbIX BapuaHTax peajqu3alyyd aHTUTENIO WIM €r0 aHTUTEHCBSI3bIBAKOLIUI
¢dparment conepskat VH, koropas no menbliei mepe Ha 80%, 1o MeHblei mepe Ha 85%,
no MeHbInei mepe Ha 90%, o MeHbIel Mepe Ha 91%, mo MeHbLIel Mepe Ha 92%, o
MeHblel mepe Ha 93%, mo meHsblueill mepe Ha 94%, mo MeHbluei mepe Ha 95%, mo
MeHbIel mepe Ha 96%, mo meHbluell mepe Ha 97%, mo MeHblueil mepe Ha 98%, mo
MeHbIel Mepe Ha 99% wnu Ha 100% uaeHTHYHA MOCNeN0BaTeIbHOCTH aMHHOKHUCIIOT,
BBIOpAHHOW M3 TPYNIbI, cocrosimed u3 nocnenosarenpbHocTeir SEQ ID NO: 181 - 221 u
465 - 478, n VL, koropas no meHblueil mepe Ha 80%, mo menblueil mepe Ha 85%, mo
MeHbIel mepe Ha 90%, mo mesbluell mepe Ha 91%, mo meHbiueil mepe Ha 92%, mo
MeHbIel mepe Ha 93%, mo meHblueill mepe Ha 94%, mo MeHbleil mepe Ha 95%, mo
MeHblel mepe Ha 96%, mo meHbluell mepe Ha 97%, nmo MeHblueil mepe Ha 98%, mo
MeHbIel Mepe Ha 99% wunu Ha 100% uaeHTHYHA MOCIEeN0BATEIbHOCTH aMHUHOKUCIIOT,
BBIOpAaHHOM U3 rpymIbl, cocrosimeit u3 nocnenosarenbuocteid SEQ ID NO: 222 -311, 479
- 516 m 569. B HeEKOTOpPBIX BapuaHTaX peaIu3aluHd aHTUTEJIO WU €ro
aHTUTEeHCBA3BIBAIOINNH (pparMeHT conepxat VH, koropas mo menbliei mepe Ha 80%, 1o
MeHblel mepe Ha 85%, mo mesbluell mepe Ha 90%, mo MeHbiieil mepe Ha 91%, mo
MeHblel mepe Ha 92%, mo meHbluell Mepe Ha 93%, mo MeHbiieil mepe Ha 94%, mo

MeHble mepe Ha 95%, mo meHblueill mepe Ha 96%, mo MeHbleil mepe Ha 97%, mo
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MeHbled mepe Ha 98%, mo meHbiuell Mepe Ha 99%, Hanpumep, Ha 100%, uneHTU4YHA
MOCJIEAOBATEIbHOCTH aMUHOKHCIIOT, TipenctasienHoi B SEQ ID NO: 477, u VL, xotopast
no meHbinell mepe Ha 80%, nmo MeHbluel Mepe Ha 85%, mo MeHblIel Mepe Ha 90%, o
MeHble mepe Ha 91%, no menblueill mepe Ha 92%, mo MeHbiueil mepe Ha 93%, mo
MeHble mepe Ha 94%, mo MeHbluell Mepe Ha 95%, mo MeHblueil mepe Ha 96%, Mo
MeHblLIel Mepe Ha 97%, no meHblel mepe Ha 98%, o MeHbLel Mepe Ha 99%, Hanpumep,
Ha 100%, uneHTHYHA MOCIENOBATENIbHOCTH aMUHOKUCIIOT, npeacTaBienHon B SEQ 1D

NO: 278.

[0021] B HEKOTOpBIX BapuaHTax Peaju3alud aHTUTENO JOMOJHUTEIBbHO CONEPKUT Fe-
obmacte IgG1 uenoseka. B HekoTopbix cinyyasix Fc-obmacts IgG1 uenoBeka npeacrasisier
coboit IgGIm17 (SEQ ID NO: 348). B HEKOTOpBIX BapUaHTAaX pEATM3ALMH AaHTUTENO
conepxut Fc-obmacte IgGl wenoBeka, comepskainyro (MOJIOKEHHsS MPOHYMEPOBAHbI
cormacHo Hymepauuu EU):. (1) acmapardHOBYK KHCIOTY B MOJOXeHuH 239,
[JIYTAMUHOBYIO KHCJIOTY B TMOJIO)KeHMU 332, ajaHuH B NOJOKeHMHM 236, JNEeWIHUH B
nonoxkennu 330; (ii) acmaparMHOBYIO KHCJIOTY B TOJOXEHUH 239, TIIyTaMHUHOBYIO
KUCJIOTY B MOJNIOKEHUH 332, NeuH B nojokeHun 428 u cepuH B mosioskeHnu 434; (iii)
acraparuHOBYHO KHMCJIOTY B MOJIOKEHUHU 239, IIyTAMUHOBYIO KUCJIOTY B MOJOKEHUH 332,
aJAaHUH B MOJIOKeHHUH 236, NeWuuH B nosioskeHnu 428 u cepuH B nojyioxkenuu 434; (iv)
acCraparuHOBYHO KHMCJIOTY B MOJIOKEHUHU 239, rIyTaMUHOBYIO KUCJIOTY B MOJOKEHUH 332,
JeWLuH B nonokeHnu 330, JeWLMH B NONOKEeHUH 428 u cepuH B mojoxkeHuu 434; (v)
acCraparuHOBYIO KHMCJIOTY B MOJIOKEHUHU 239, rIyTAMUHOBYIO KUCJIOTY B MOJOKEHUH 332,
aJIaHUH B NOJNIOXKEHUU 236, e LIUH B oJ0xeHuu 330, efuH B nonoxeHnu 428 u cepuH
B nosioxkeHnu 434 vy (Vi) IEHUUH B IOJIOXKEHU U 243, POJIUH B NOJIOKeHUH 292, TedIuH
B nojioxkeHnu 300, uszonednuH B nojgokeHun 305, NelnH B MONOKeHUH 396, JeHIuH B
nojnoxkeHnu 428 U cepuH B MNOJokeHUU 434. B HEKOTOPBIX BapuaHTax pealnu3aluu
AHTUTEJNIO CONEPKUT KOHCTAHTHYIO O0JIACTh JIETKOH LIeTH Kamma yejoBeka. B HeKoTopbIx

CJIy4asix KOHCTaHTHast 00JIaCTh JIETKOH IIeNH Karla YeloBeKa npeacrasisier codor Km3

(SEQ ID NO: 351).

[0022] B HekoTOppIX BapWaHTax peaju3alMyd Yy YKAa3aHHOIO aHTUTEIa WU
AHTUTEHCBSI3BIBAIOIIETO (PparMeHTa YIydlIeHHOE, NPOIJICHHOE, YBEJIMYEHHOE WJIH
TIOBBIIIEHHOE BPEMSI TIOJTYKH3HHU B CHIBOPOTKE MIIEKOITUTAIOIIETO (HATIPUMED, OTIMYHOTO
OT 4YeJIOBEeKa MPUMAaTa, YEJIOBEKa) MO CPABHEHUIO C APYTMMHU aHTUTeIaMu npotus BUY,
TaKUMH KaK aHTUTENO A w/uiam aHTuTeno B. B HEKOTOpBIX BapuaHTax peau3aliul y

AHTHUTCJIAa WJIM aHTHUI'CHCBA3BIBAIOILICTIO (I)parMeHTa BpEMA TIOJNYKM3HU B CBIBOPOTKE
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YeJIOBEKa COCTABJIIET IO MEHBLIEH Mepe NPUONM3UTENbHO 3 CYTOK, HAlpUMEp, IO
MEHbIIeH Mepe MPUOJM3UTENIBHO 4 CYTOK, IO MEHbIIEH Mepe MPUOIU3UTEIBHO S5 CYTOK,
1O MeHbIIeH Mepe NpPUONM3UTENBHO 6 CYTOK, IO MEHbLIEH Mepe NPHOIU3HTENIbHO
7 CyTOK, TO MeHbIIell Mepe TNPHOMM3UTENBHO 8 CYTOK, IO MEHbLIEH Mepe
NPUOJIM3UTENIBHO 9 CYTOK, MO MeHbIIeH Mepe mpudnu3nuTenbHo 10 CyTOK, MO MeHbIIeH
Mepe TpuOIU3UTENbHO 12 CYyTOK, MO MeHbIIeH Mmepe Npubiu3uTensHO 14 CyTOK, MO
MeHbLIeH Mepe MPUOIM3UTENBLHO 16 CYTOK, IO MEHbLIEH Mepe NPHOIM3UTENbHO 18 CyTOK,
no MeHblIeH Mepe npuonusuTenbHO 20 CYyTOK, MO MeHbIIeH Mepe MpHOIM3uTeNbHO 21
CYTKH, TI0 MEHbIIIEH Mepe NPUOIU3UTETBHO 24 CYTOK, 110 MEHBIIEH Mepe MPUOIN3UTEIBHO
28 cyTOK, o MeHbluel mepe npuOmmsuTenbHo 30 cyTok wiM Oonbiue. B HeKOTOPBIX
BApUAHTAaX peAIN3allUi AHTUTENO WIM aHTUTNEHCBS3bIBAIOIIMKM (parmMeHT oOnamaer
YJIY4YII€HHOW,  YCHUJIEHHOW MM  TOBBIIIEHHOM  aKTUBHOCTBK)  YHUYTOXEHUS
uHpuIMpoBaHHeIx BUY kjeTOK MO CpaBHEHUIO C IPYrMMU aHTUTeNnamu nmpotus BHY,

TaKUMHU KaK aHTHTENIO A W/ WK aHTUTENO B.

[0023] B gpyrom acmekTte HACTOSLIErO HM300pETEHUs TMPENJIOKEHO aHTHTENO,
colepikalliee TSDKENIYH LEeNb M JIETKYK0 Lenb, NMPUYeM YyKa3aHHas TsbKenas Lelb U
yKa3aHHAs JieTKas LeMb COIepKaT JIOOYI M3 MOCIeIOBATEIbHOCTEH aMHHOKHUCIIOT,

npencraBieHHbIX B Tabmume X u XI, COOTBETCTBEHHO.

[0024] B HekoTOpBIX BapuaHTax peaqu3alluy TsoKenas Lenb W JIerkas LEeNb UMEIT
MOCJIEIOBATEIbHOCTh AMUHOKHCIIOT, MPENCTaBJIeHHYI0 B mocienosarenbHocTd SEQ ID
NO: 2 u 49, cooTBeTCTBEHHO. B HEKOTOpBIX BapUaHTax pealu3aluy TsoKenas Lenb U
Jerkas Lernb MMEKT I[OCIENOBATebHOCTh aMHHOKHUCIIOT, IIPEACTABIEHHYIO B
nocnenosarenbHOCTAX SEQ ID NO: 2 u 100, cooTBeTcTBEeHHO. B HEKOTOpBIX BapHaHTax
peanu3alyu TsKeNas Lelb U JIerkas Lenb UMEIT MOCIeI0BATENbHOCT AMUHOKHCIIOT,
npencraBieHHy0 B nocheaosarenpbHocTsiX SEQ ID NO: 42 u 101, coorBercTBeHHO. B
HEKOTOPBIX BAPHAHTAX pealu3aluuu TspbKeNlas Lenb W JIerkas Lelb HUMET
MOCJIeI0BATEIbHOCTh AMUHOKHUCIIOT, IPEACTaBIEeHHYI0 B nocienosarenpHocTsax SEQ ID
NO: 2 u 103, cooTBeTCTBEHHO. B HEKOTOpBIX BapHaHTaxX pealu3aLMM TsDKeasl Lelb U
Jerkas Lernb MMEKT I[OCIENOBATebHOCTh AaMHUHOKHUCIIOT, MPEACTABIEHHYHO B
nocnenosatenpHocTsIX SEQ ID NO: 2 u 117, cooTBeTcTBEHHO. B HEKOTOpBIX BapuaHTax
peanusanuu TspKenas LEenb U JIerkasl Lelb UMEKT MOCIeN0BATEIbHOCTh AMUHOKHUCIIOT,
npencrapieHHy0 B nocyenosatenbHOCTsIX SEQ ID NO: 517 u 101, coorBercreerHo. B
HEKOTOPBIX BApHUAHTaX pealu3alud TsbKelas Lenb W Jierkas Lelb HUMEHT

NOCJIeIOBATEIbHOCTh AMUHOKHUCIIOT, TIPEACTABIEHHYIO B nocienosarenpbHocTsax SEQ 1D
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NO: 518 u 101, coorBeTcTBeHHO. B HEKOTOPBIX BapUaHTaxX peanu3aliy TsoKenas Lenb U
Jerkas. Lelnb HUMET IOCJIEA0BaTeNbHOCTD AMUHOKHCIOT, MPEJACTABIEHHYIO B
nocinenosarenbHocTAX SEQ ID NO: 2 u 542, cooTBeTcTBEHHO. B HEKOTOpBIX BapuaHTax
peanuzaLuy TsKesas LeNb U Jerkas Lelb UMET MOCIeI0BaTeIbHOCTb aMHUHOKHCIIOT,
npencraBieHHy0 B nocienosarenbHocTsX SEQ ID NO: 517 u 542, coorBercTBenHo. B
HEKOTOPbIX BapHaHTAaX pealu3alud TsDKelnas Lenb W Jlerkas Lenb HUMEIT
NOCJIEIOBATENbHOCTh AMUHOKHUCIIOT, TIPEACTABIEHHYIO B nocienosarenpHocTsax SEQ ID
NO: 518 u 542, coorBeTcTBEHHO. B HEKOTOPBIX BapUaHTaxX peanu3aliy TsoKenas Lenb U
Jerkas Lenb MMET MOCIeAOBAaTEIbHOCTh AMUHOKHCIOT, MpPEJACTABIECHHY) B
nocinenosarenbHOCTAX SEQ ID NO: 2 u 544, cooTBeTcTBEHHO. B HEKOTOpBIX BapuaHTax
peanusaLuu TsKesas Lelb U Jerkas Lelb UMET MOCIeN0BaTeIbHOCTb aMHUHOKHCIIOT,
npeacraBieHHy0 B nocienoatenbHOCTAX SEQ ID NO: 2 u 567, coorBercTBeHHO. B
HEKOTOPbIX BapHaHTAX pealu3alMyd TsDKenas Lenb U JIerkas Lenb HMMEIT
MOCJIEIOBATEIbHOCTh AMUHOKHUCIIOT, TIPEACTABIEHHYIO B mocienosarenpbHocTsaX SEQ ID
NO: 2 u 568, cOOTBETCTBEHHO. B HEKOTOpBIX BapuaHTaxX peaM3alM TsDKeNas Lelb U
Jerkas LeNb HMEKT MOCIENOBATebHOCTD AMUHOKHMCIOT, MPEACTABICHHYK) B
nocienoBarenbHOCTAX SEQ ID NO: 529 u 49, coorBercTBeHHO. B HEKOTOPBIX BapuaHTax
peanusanuu TsKesas LeNb U JIeTKas Lelb MMEIT MOCIeI0BaTeIbHOCTh aMUHOKHCIIOT,
npeacraBieHHy0 B nmocienosareabHocTsix SEQ ID NO: 529 u 103, coorBercTBeHHO. B
HEKOTOPbIX BapHaHTAaX pealu3aluyd TsDKelas Lernb W Jlerkas Ienb HMEIT
MOCJIEIOBATEIbHOCTh AMUHOKHUCIIOT, TIPEACTABIEHHYIO B nocienosarenpbHocTsax SEQ ID
NO: 529 u 117, coorBeTcTBeHHO. B HEKOTOPBIX BapuaHTaxX peanu3alyy TsoKenas Lenb U
Jerkas. Lernb HMEIT IOCIeNOBaTeIbHOCTD AMUHOKHCIOT, [MPEJCTABIEHHYIO B
nocienosarenbHOCTAX SEQ ID NO: 530 u 101, cooTBeTcTBEeHHO. B HEKOTOpBIX BapuaHTax
peanu3alunu aHTUTENo coaepxuT Tskenyro uenb (HC), xoropas mo MeHblnel Mepe Ha
80%, mo menbIel Mepe Ha 85%, mo MenbIel Mepe Ha 90%, no meHbiueit mepe Ha 91%,
no MeHbInel Mepe Ha 92%, no MeHblIel Mepe Ha 93%, mo MeHblIel Mepe Ha 94%, no
MeHbIel mepe Ha 95%, mo meHblueill mepe Ha 96%, mo MeHblueil mepe Ha 97%, mo
MeHbllei mepe Ha 98%, mo Menbuiei mepe Ha 99% wumum Ha 100% wneHTudHa
NIOCJIEIOBATENIBHOCTH ~ AMHHOKHCJIOT, BBIOPAaHHOH M3  TPYIBL,  COCTOSIIEH U3
nocnenoarenbHocTeid SEQ ID NO: 1 -47 u 517 - 530, u nerkyro uemns (LC), kotopas o
MeHbiei mepe Ha 80%, mo mesblueil Mepe Ha 85%, mo mMeHbieil mepe Ha 90%, mo
MeHblel mepe Ha 91%, mo menblueill mepe Ha 92%, nmo MeHblieil mepe Ha 93%, mo
MeHble mepe Ha 94%, mo menblueill mepe Ha 95%, mo MeHblueil mepe Ha 96%, mo

MeHblel Mepe Ha 97%, no MeHblIel Mepe Ha 98%, no meHbluell Mepe Ha 99% unu Ha
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100% waeHTHYHA TMOCJIENOBATEIPHOCTH AMHHOKUCIIOT, BBIOPAHHOH W3 TPYIIIIbL,
cocrosiiedt u3 nocneposarenbHocTedt SEQ ID NO: 48 - 136 u 531 - 567. B HekoTOpBIX
BapUAHTAX Pean3allii aHTUTEJIO comep kUt Tsikenyro 1enb (HC), koropas mo meHbIen
Mepe Ha 80%, o MeHbleil Mmepe Ha 85%, no MeHbluel Mepe Ha 90%, o MeHblIel Mepe
Ha 91%, no meHbleil Mepe Ha 92%, no meHblueil Mepe Ha 93%, Mo MeHblIel Mepe Ha
94%, o MeHblIel Mepe Ha 95%, o MeHbLuel Mepe Ha 96%, no MeHblueil Mepe Ha 97%,
1o MeHblIel Mepe Ha 98%, o MeHbluel Mepe Ha 99%, Hanpumep, Ha 100%, naeHTu4yHa
MOCIEA0BATEIbHOCTH aMUHOKHCIIOT, nipenctasieHHoN B SEQ ID NO: 529, u nerkyro nenp
(LC), xoropas no menbLiel Mepe Ha 80%, o MeHbLel Mepe Ha 85%, 1o MeHbIuell Mepe
Ha 90%, no menblueit Mepe Ha 91%, no MeHbiuel Mepe Ha 92%, MO MeHblIeH Mepe Ha
93%, no meHbLIel Mepe Ha 94%, 1o MeHbLIel Mepe Ha 95%, no MeHblueil Mepe Ha 96%,
no MeHblnel mepe Ha 97%, o MeHsblueil Mepe Ha 98%, mo MeHblueill Mepe Ha 99%,
Harpumep, Ha 100%, uaeHTn4Ha nocnenoBaTeIbHOCTH AMUHOKHCIIOT, IIPECTABICHHON B
SEQ ID NO: 103. B HekOoTOpbIX BapuaHTax peaju3aluu 1o meHblieid mepe 50%, mo
MeHbleit mepe 60%, no MeHbIueit Mepe 70%, no meHsbLel Mepe 80%, 1o MeHblIeH Mepe
Ha 85%, no meHbLIel Mepe Ha 90% unu Gonee caliToB N-CBS3aHHOTO TJIMKO3MIIMPOBAHUS
B VL cuanmunupoBanbl. B HEKOTOpBIX BapuaHTax peaau3aluu B caitax N-CBsI3aHHOTO
IJIUKO3UMpPoBaHust B VL 3aHATOCTH CHAJOBOM KUCIOTOM (Hampumep, TJIMKaHa,
copepKaliero OAMH WMJM JIBa OCTaTKa CHAJIOBOW KHUCJOTHI HAa KOHILIE) COCTABJIET IO
MeHb1el mepe 40%, o meHblIeil Mepe 50%, no menbiel mepe 60%, 1Mo MeHblIel Mepe

70%, no menbieii Mmepe 80%, no Menbinei Mepe 85%, no mMenbineii mepe 90% wmu Oosee.

[0025] B cxonHOM acnekTe NpeaioKEHO AHTUTEIO WM €ro aHTUICHCBS3bIBAIOIIUI
(parmMeHT, KOTOPBIA CBSI3bIBAETCS C MIIMKOMpoTeMHOM gpl20 obojouku BHpyca
uvmMmyHonepunura  venoseka-1  (BMU-1), yka3aHHOe  aHTUTENO WM  €ro
AHTUTEeHCBS3bIBAIOIIMI (pparMeHT comep:kat (1) BapradeNbHYI 00JaCcTh TSIKEIOW Lenu
(VH), conepskamnyro onpeaensironme kommieMeHTapHocTb oonactu 1 -3 VH (CDR 1 - 3),
u (i1) BapuabenbHyto obnacts nerkoit nemu (VL), conepxamyro obmactu CDR 1 -3 VL,
npudem obnactu CDR 1 -3 VH u obmactu CDR 1 - 3 VL umMeroT nocienoBaTebHOCTH,
npeacrapieHHbie B: (1) mocnenoarenbHocTsx SEQ ID NO: 159, 138, 139, 140, 141 u 142,
COOTBEeTCTBeHHO; (i1) mocnenosarenbHOCTsIX SEQ ID NO: 137, 160, 139, 140, 141 u 142,
COOTBETCTBEeHHO; (ii1) mocnenoBarenpHOcTX SEQ ID NO: 137, 161, 139, 140, 141 u 142,
COOTBETCTBEHHO; (1v) mocnenosatenpHOcTsIX SEQ ID NO: 137, 162, 139, 140, 141 u 142,
COOTBETCTBeHHO, (V) mocienoBarenbHocTsx SEQ ID NO: 137, 163, 139, 140, 141 u 142,
COOTBETCTBEHHO; (Vi) mocnenosatenbHOCTsIX SEQ ID NO: 137, 138, 164, 140, 141 u 142,
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COOTBETCTBEeHHO, (Vil) mocienoBatenbHOCcTIX SEQ ID NO: 159, 138, 164, 140, 141 u 142,
COOTBETCTBEeHHO, (Viil) mocienosarenbHOCTsIX SEQ ID NO: 137, 138, 139, 140, 165 u 142,
COOTBETCTBeHHO, (1X) mocnenosatenbHOCTsX SEQ ID NO: 137, 138, 139, 140, 166 u 142,
COOTBETCTBEHHO, (X) mocienosarenbHocTsx SEQ ID NO: 137, 138, 139, 140, 167 u 142,
COOTBETCTBEeHHO, (xi) mocnenosarenbHOCTsIX SEQ ID NO: 137, 138, 139, 140, 168 u 142,
COOTBETCTBEHHO, (Xi1) mocaenoBarenbHocTsX SEQ ID NO: 137, 138, 154, 140, 141 u 142,
COOTBETCTBEHHO, WM (Xii1) nmocienosarenbHocTsix SEQ ID NO: 137, 138, 139, 140, 141
u 142, cOOTBETCTBEHHO, U NpHUYeM 110 MeHblIeil Mepe 50%, no MeHbluei mepe 60%, 1o
MeHb1el mepe 70%, no menbiueii Mepe 80%, no MeHbluel Mepe 85%, o MeHbILel Mepe
90% wnnu OGonee cairoB N-cBA3aHHOrO riMko3WwmMpoBaHus B VL cuamunuposaHbl. B
HEKOTOPbIX ~ BapHaHTax  peaJu3allud  M[PeUIOKEHO  aHTUTEJNO0  WIH  €ro
AHTUT€HCBSA3BIBAIOIUI (PparMeHT, KOTOPBIA CBA3BIBAETCS C TNIMKOMpoTeHMHOM gpl20
000J104KH BUpyca UMMy HoneduimTa Yenoeka-1 (BUU-1), yka3aHHOE aHTUTENIO MK €r0
AHTUTEHCBA3BIBAIOLINN (parMeHT cozmepikar (1) BapuaOesnbHyr0 00NacTh TSDKENIOW Ienn
(VH), comepskaliyto onpenesstonre kommieMeHTapHoctb oonactu 1 -3 VH (CDR 1 - 3),
u (i1) BapuabenbHyro obnacts jerkoit nerm (VL), conepskamyro obmacta CDR 1 -3 VL,
npuuem obnactu CDR 1 - 3 VH u obnactu CDR 1 - 3 VL uMer0T nmocieaoBaTebHOCTH,
npexacrasnedHele B. SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U
npudeM 1o MeHblnelr Mepe 50%, no MeHbliel mepe 60%, mo menbiieit mepe 70%, mo
menbLIeit mepe 80%, no Menbluel Mepe 85%, no Menbei Mepe 90% wu Oonee caiiToB
N-cBs3aHHOrO riMko3wIupoBaHuss B VL cuanumupoBaHbl. B HEKOTOpBIX BapuaHTax
peanu3alny NpeaIoKeHO aHTHTENO HIH €0 AHTUTEHCBSA3BIBAIOIIUI (PpAarMEHT, KOTOPBII
CBSI3BIBAETCS ¢ TIMKOMpoTernHoM gp 120 obonouku BUpyca uMmMyHoneduuTa 4enoBexa-1
(BUU-1), yka3aHHOE aHTUTENO WK €r0 aHTUTCHCBSI3bIBAOINUI (pparmeHT conmepskar (1)
BapuabespHyro obmacte Tspkenmou wenu  (VH), comepskamyro  ompenensronine
komrieMeHTapHocThb obactu 1 - 3 VH (CDR 1 - 3), u (i1) BaprabenbHy 0 00J1aCTh JETKOH
uerm (VL), conepskamyro obnactu CDR 1 - 3 VL, npudem obmactt CDR 1 - 3 VH u
obmactu CDR 1 - 3 VL umeror nocnenosarensHocTH, npencrasiernsie B. SEQ ID NO:
137, 138, 139, 140, 141 u 142, cooTBeTCTBEHHO, puueM conep:;xkat VH co cnenyrommmu
AMHHOKHCJIOTAMH B YKa3aHHBIX MOJIOKEHUSIX (HyMepauus mojioxkeHuii cornacHo Kabary):
acraparvuH B TOJIOKEHUHU 28, aprMHUH B MOJOKeHUU 30, TUPO3UH B MOJIOKECHUU 32,
TUCTHIWH B TOJOXEHWU 72, (EeHWIaJaHWH B TOJOXEHMH 76, W (QeHWIaNaHWH B
NOJIOKEHUH 74a ¥ THUPO3HMH B MOJOKEHUH 99 (Hampumep, acrmaparud B MOJIOKEHUH 28,
apruHuH B nosiokeHnd 30, TUPO3WUH B MNOJIOKEHUU 32, TMCTUAMH B MOJOXKEHUU 73,

(deHnNaTaHNH B TIOJIOKEHUH 76 W THUPO3WH B TOJIOKEHHH 98, MpUYeM IOJIOKEHHS
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AMHHOKHCIIOT COOTBETCTBYIOT TakoBbIM B SEQ ID NO: 477), u nmpruem o MeHblIel Mepe
50%, mo menbiieit Mepe 60%, o menHblieit mepe 70%, mo menbiueit Mepe 80%, mo
meHblieil mMepe 85%, mo wmesbliedr mepe 90% wuim Oonmee caiiToB N-CBS3aHHOTO
rauko3umpoBanuss B VL cuanunupoBaHbl. B HEKOTOpBIX BapuaHTax peanu3alid B
cantax N-CBA3aHHOIO TJIMKO3WJIUPOBaHUs B VL 3aHATOCTE CHAJOBOM KHUCJIOTON
(HarpuMep, OMHUM WM JBYMsI KOHLIEBBIMU OCTATKAMHU CHAJIOBOW KHCJIOTBHI) COCTABIISIET
no menbleil mepe 40%, no menblieit Mepe 50%, o MeHblIel Mepe 60%, MO MeHbLIEH
Mmepe 70%, o menb1uei mepe 80%, no Menbluel mepe 85%, no mensbiuel Mepe 90% unu
Oonee. B HEKOTOPBIX BapuaHTax peaju3aluy acrnaparndH B VL B monokeHHH
aMHMHOKHUCIIOTHI 72 cornacHo HyMmepanuu no Kadaty (N72) cuanunuposas. B HekoTOpbIx
BapMAHTaX peaM3aliii CUAJMJIMPOBAHHBbIE CAWThl N-CBSI3aHHOTO INIMKO3WJIMPOBAHUS B
VL cognepsxat or 1 10 5 0CTaTKOB CHUAaNOBOM KUCJIOTBI, Hampumep, oT 1 10 4 oCTaTKoB
CHAJIOBOM KUCJIOTBL, HAapuMmep, OT 1 10 3 OCTaTKOB CHAIOBON KHUCJIOTBI, HAIpuUMep, OT 1
IO 2 OCTAaTKOB CHAJIOBOM KHUCJIOTHI. B HekoTOppIX BapuaHTax peanusauud VL
cuanuiposaHbsl N-anetrHerpamunoBoi kucnoroii (HAHK). B HekoTopsIx BapuaHTax
peanan3aLuy OCTaTKU CHAJIOBOM KUCJIOTHI IPUCYTCTBYIOT B IBYXaHTEHHBIX CTPyKTypax. B
HEKOTOPBIX BapHaHTaxX peaJu3alii OCTaTKU CHUAJOBOM KHCJIOTBI INPUCYTCTBYIOT B
CIO’KHBIX CTPYKTypax N-CBs3aHHBIX ITIMKAaHOB. B HEKOTOPBIX BapuUaHTax pealu3aluu
OCTaTKH CHAJIOBOW KHCJIOTHI MPHUCYTCTBYIOT B THOPUAHBIX CTPYKTypax N-CBSI3aHHBIX

ITMKaAHOB.

[0026] B [OMONHUTENLHOM acleKkTe MPeasIOKEHO Oucnenupuueckoe aHTHUTEJO,
cozaeprKallee: TMepBOe AHTUICHCBSI3bIBAKOIEE IUIEHO, KOTOpPOe CBsi3biBaeTcss ¢ gpl20,
yKa3aHHOE TIEPBOE aHTHIEeHCBsI3bIBatoIIee T1edo comepxut: (i) obmactu CDR 1 -3 VH u
obmactu CDR 1 - 3 VL wmu (i) VH u VL no mob6omy u3 nyHkToB 1 - 63; u BTOpOE
AHTUTEHCBS3BIBAIOIICE TUIEYO, CBSI3bIBAIOIIEECS CO BTOPBIM AHTUTEHOM. B HEKOTOpPBIX
BapHAHTaX pean3alliy MPeaJIoKeHO OucenupuuecKkoe aHTUTENO, CoNepIKallee: MepBoe
AHTUTCHCBS3BIBAIOIIEE IIJIEUO, KOTOpOe CBsi3biBaeTcs ¢ gpl20, yka3zaHHOe mepBOe
aHTHTEHCBsI3bIBaIOMIee Tieuo conep:kut obnacta CDR 1 - 3 VH u obnactu CDR 1 - 3
VL, npexacrasnenasie B nocienosarenbHocTsix SEQ ID NO: 137, 138, 139, 140, 141 u
142, COOTBETCTBEHHO, W BTOPOE€ AHTUICHCBS3BIBAIOLIEE IUIEUO, CBS3bIBAIOLIEECS CO
BTOPBIM  AQHTUT€HOM. B  HEKOTOpBIX  BapuUaHTaX  peajn3alud  MPEAJIOKEHO
oucnienupuIeckoe aHTUTENO, COAEpKallee. IEepPBOE AHTHTEHCBS3BIBAIOIIEE ILIEHO,
KOoTOpoe cBs3biBaeTcsd ¢ gpl20, yka3aHHOE NEpPBOE€ AHTUIEHCBSI3BIBAIOIIEE ILIEHO

coaepxut VH u VL, conepxkaliye nocie0BaTeIbHOCTH aMUHOKHCIIOT, MPEACTaBICHHbIE
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B SEQ ID NO: 477 u 278, COOTBETCTBEHHO, U BTOPOE€ AHTUTCHCBSI3BIBAIOIIEE ILIEUO,
CBSI3bIBAIOIIEECS CO BTOPBIM AHTHI'€HOM. B HEKOTOpBIX BapHaHTaX peau3allfiii BTOPOH
aHTUreH BbIOpaH u3 rpynmsl, cocrosimei u3: CD3, FcyRI (CD64), FeyRII (CD32), FeyRIIT
(CD16);, CD89, CCRS, CD4, gp4l, nMMyHOMIOOYTHH-TIONOOHOTO peLenTopa KJIeTOK-
KAJUIEPOB C TpeMsl JOMEHaMH Ig W JANMHHBIM LUTOIUIA3MATHYECKHUM XBOCTOM 1
(KIR3DL1), ummyHOrnoOyJHH-IOJOOHOTO peLenTopa KIETOK-KHJUIEPOB C  TpeMs
nomeHamu Ig w  anuHHBIM - mmToruiasMarndeckuM  xsoctom 1 (KIR3DLI),
UMMYHOTJIOOYIMH-NIOZOOHOTO peLenTopa KIETOK-KIJUIEPOB € ABYMsl JTOMeHamu Ig u
IMHHBIM LuToruiazMaTudeckuM xBoctoM 1 (KIR2ZDL1), nummyHOrnoOynuH-nogooHoro
perienTopa KJIeTOK-KWIJIEPOB € ABYMs IOMEHaMH Ig M IJIMHHBIM LIUTOILUIA3MATHUYECKUM
xBocToM 2 (KIR2DL2), uMMyHOrnoOyJIHH-TIOZOOHOTO peLenTopa KJIEeTOK-KHIUIEPOB C
ABYyMsI JOMeHaMu Ig 1 niuHHBIM nuTorazMaTudeckuM xBoctoM 3 (KIR2DL3), nextun-
nonobHoro penenropa C1 knerok-kuwuiepos (KLRC1), nekrun-nogobuoro perentopa C2
kierok-kmuiepoB (KLRC2), nextun-nogob6Horo peuentopa C3  KJIETOK-KUILIEPOB
(KLRC3), nexrun-nomobHoro penentopa C4 wnerok-kumiepoB (KLRC4), nextun-
nonobHoro peuenropa D1 knerok-kwuiepo (KLRD1), nekTuH-mogoOHOroO peuentopa
K1 xnerok-kumepo (KLRK1), 3amyckaromero eCTeCTBEHHYH IIMTOTOKCHYHOCTH
peuenropa 3 (NCR3 wnu NKp30), 3amyckaromero €CTeCTBEHHYH) LUTOTOKCHYHOCTD
peuenropa 2 (NCR2 wuimu NK-p44), 3amyckaroiiero eCTeCTBEHHYH LUTOTOKCHYHOCTD
peuenropa 1 (NCR1 wnu NK-p46), CD226 (DNAM-1), MoNeKyJibl IUTOTOKCHUYECKUX U
peryastopabix  T-knetok (CRTAM wumu CD355), mnpencraButens 1 cemelcTBa
CUTHAJIbHBIX MOJIeKyJ aktuBauu tumdormtoB (SLAMF1), CD48 (SLAMF2), anturena
mum¢pormTo 9 (LY9 mniu SLAMEF3), CD244 (2B4 win SLAMF4), CD84 (SLAMFS),
npencrasurens 6 cemerictea SLAM (SLAMF6 uimn NTB-A), npencrasurens 7 cemeiicTsa
SLAM (SLAMF7 unmu CRACC), CD27 (TNFRSF7), cemadopuna 4D (SEMA4D wunn
CD100) u CD160 (NKT1), u Broporo snutomna gp120.

[0027] B Hacrosimem n300peTeHnH TakxKe MpeasiokeHa papMareBTUIeCcKasi KOMITO3ULIHS,
copepKalias aHTUTEJO WIM AHTHICHCBS3BIBAOIINI (DparMeHT, OMUCAHHBIA B JAHHOW

3asBKe, U (papMaLeBTHUECKH PUEMIIEMbIII HOCUTEb.

[0028] B HekoTOphIX BapuaHTax peanm3aUudd  (papMaLeBTHUECKas KOMIO3HIIHS
JOTNOJHUTENIbHO CONEPKUT BTOPOI areHT (HanmpuMmep, OAHH WK 0oJiee TOMOJHUTENbHBIX
areHTtoB) mns jedeHns BUY-undexnun. B HexoTopeix ciyuasx (apmaneBTHUecKas
KOMITO3HULHSI TOTIOJIHUTENIbHO COZIEPIKUT oOpalnaroImue JaTeHTHOCTh areHTsl (LRA) nmm

UMMYHOCTHMYJIUPYIOIIUI areHT, HarpumMep, aronucT Toll-nogobuoro peuentopa (TLR),
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Harpumep, aronuct TLR1, TLR2, TLR3, TLR4, TLRS, TLR6, TLR7, TLR8, TLRY w/nnu
TLR10. B HekoTopeix BapuanTax peanmsaunu LRA npencrasisier coboit aronuct TLR7
win aronuct TLR8. B Hekoropeix cnyuasx aroHuct TLR7 BbiOpaH u3 Tpymmsl,
COCTOsIILIEN M3 BECATOJIMMOJA, UMUXUMOJA M pe3UKBUMOJA. B HEKOTOpBIX BapuaHTax
peanu3aunu (papManeBTUYECKasi KOMIO3HLIUS JOTIOJHUTEIBHO COAEPKUT AHTUTENO WU
AHTUTECHCBA3BIBAIOIINN (DparMeHT aHTHUTENA, KOTOPOE CBSA3BIBAECT, MHTHOUPYET W/HIH
Helitpammsyer BHY. B Hekoropeix BapuaHTax peaiqm3anuu (apmareBTuyeckas
KOMIIO3UILMsI AOMOJHUTENBHO COAEPKUT BTOPOE AHTUTEJIO WM AHTUIE€HCBS3bIBAIOIIUM
dparmMeHT aHTHUTENA, KOTOPOE CBS3bIBAET, MHrHOMpyeT w/minu Heirpamusyer BUUY,
IPUYEM BTOPOE aHTUTENIO WM €r0 AHTHUIE€HCBSA3BIBAIOIINN (PParMEeHT HE KOHKYPHUPYIOT C
AHTUTEJIOM WM aHTUT'€HCBSA3BIBAIOIIUM (PparMeHTOM, ONMMCAHHBIM B JIAHHOH 3asBKeE, 32
cBsa3biBaHuEe ¢ gpl20. B HEKOTOpBIX BapHaHTaxX peaju3alul BTOPOE AHTUTENO WU
AHTUTEHCBS3BIBAIOINMEN (DparMeHT aHTHTENa, KOTOPOE CBS3bIBACT, MHTHOUPYET W/WH
Helitpamusyer BUY, comepkatr Bapmabenprble nomensl VH u VL Hefirpamusyromero
aHTUTeNa mupokoro crekrpa neicteus (bNAb) nporus BUY mmm KOHKYpUpYeT ¢ HUMU.
B HeKkOTOpBIX BapuaHTax peaju3alliyd BTOPOE AHTUTEJIO WIM AHTUI€HCBSA3BIBAIOLIUI
¢dparMeHT aHTHTENa, KOTOPOE CBSA3bIBAET, WMHrHOMpyeT u/mnn HeWTpamusyer BUY,
CBSI3bIBAIOTCS C STIUTONIOM WJIH y4acTKOM gp 120, BEIOpaHHBIM U3 TPYIIIbI, COCTOSLICH U3
(1) Tperweit Bapuabenbhoi mermmu (V3) w/unmm 00NACTH C BBICOKUM COIEpKAHUEM
MaHHO3bI, COfieprKalleli IITMKaH OJJMTOMaHHO3HOTO TUNA B moyioxkeHnu N332; (i) BTopoi
BapuabenbHON netnu (V2) u/unu Bepxywmku Tpumepa Env; (ii1) creika gp120 u gp41 nmm
(iv) GesmonBHOI moBepxHOCTH gpl20. B HEKOTOpBIX BapHaHTAX peaH3alMUd BTOPOE
AHTUTEJIO WJIM AHTHI'CHCBS3BIBAIOIIMI (pParMeHT AaHTUTENa, KOTOPOE CBSI3bIBAET,
uHrHOupyeT w/wnu Heirpamusyetr BUY, CBA3BIBAIOTCS € SMUTONOM WM y4acTkoM gpl120
B TpeThbeli BapuabenbHoii netiie (V3) w/umu o0J1acTu ¢ BBICOKUM COAEePKAHUEM MaHHO3BI,
copep Kaliell rIMKaH OJIMTOMAHHO3HOIO THIIA B MOJIOckeHHH N332, u comepkar o0nacTu
VH u VL u3 anTurena, BeIOpaHHOTO U3 rpymmbl, cocrosimen uz GS-9722, PGT-121.60,
PGT-121.66, PGT-121, PGT-122, PGT-123, PGT-124, PGT-125, PGT-126, PGT-128,
PGT-130, PGT-133, PGT-134, PGT-135, PGT-136, PGT-137, PGT-138, PGT-139, 10-
1074, VRC24, 2G12, BG18, 354BGS8, 354BG18, 354BG42, 354BG33, 354BG129,
354BG188, 354BG411, 354BG426, DH270.1, DH270.6, PGDM12, VRC41.01,
PGDM21, PCDN-33A, BF520.1 u VRC29.03, unu KOHKYpUPYIOT ¢ HUMH. B HekoTOphIxX
BapUAHTAX pEANN3alUd BTOPOE AHTUTEJIO WM AHTHIEHCBA3BIBAIOLINN (pparMeHT
aHTHTENa, KOTOPOE CBA3bIBAET, MHIHOUpYyeT u/mimn HelTpanuszyer BUY, cBs3piBaroTCs C

STHUTONOM WM y4acTkoM gpl20 Bo BrOpoii BapuabenbHOI netie (V2) w/iim BepxyliKe
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tpumepa Env, u comepxur obmactu VH u VL u3 aHTHTENna, BHIOPAHHOTO W3 TPYIIIIHL,
cocrosieii uz PGY, PG16, PGC14, PGG14, PGT-142, PGT-143, PGT-144, PGT-145,
CHO1, CH59, PGDM 1400, CAP256, CAP256-VR(C26.08, CAP256-VR(C26.09, CAP256-
VRC26.25, PCT64-24E u VRC38.01, unu KOHKYypuUpYIOT ¢ HUMH. B HekoTOpbBIX
BApUAHTAX peANN3ald BTOPOE AHTUTEJIO WM AHTHIEHCBA3BIBAIOLINN (parMeHT
CBS3BIBAIOTCA C AMUTONOM win ydyactkoM gpl20 Ha cteike gpl20 u gp4l, u coaepxar
obmactu VH u VL w3 anTturena, BblOpaHHOro m3 rpymnmel, cocrosmeid n3 PGT-151,
CAP248-2B, 35022, 8ANC195, ACS202, VRC34 u VRC34.01, unu KOHKYpUPYIOT C
HUMH. B HEKOTOpBpIX  BapuaHTax  peaju3alud  BTOPOE  AHTUTENO  WUJH
AHTUTEHCBS3BIBAIOLINI (DparMeHT aHTUTENa, KOTOPOEe CBS3BIBAET, MHTUOHMPYET W/HWIIH
HeliTpamzyeT BUY, cBA3BIBAIOTCS € SMUTONOM MJIM YHaCTKOM O€3MOJIBHOMN IMOBEPXHOCTH
gp120, u cogep:xar obnactu VH u VL u3 anTUTENa, BBIOPAHHOTO U3 TPYIIIbI, COCTOSIIEH
u3 VRC-PGOS5 u SF12, iy KOHKYpUPYIOT ¢ HUMHU. B HEKOTOPBIX BapuaHTax peain3aliu
BTOPOE aHTUTEJIO WM AHTUTEHCBS3BIBAIOLUINN (PparMEHT aHTHTENA, KOTOPOE CBS3bIBAET,
UHrHOUpyeT u/mnm Helitpanusyer BIY, cBsi3pIBaeTCS C SMTUTONOM MM y4acTKoM gp41 B
okonomemOpanHoM peruone (MPER). B HekoTOphIX BapHaHTaxX peaju3aldd BTOPOE
AHTUTENIO WJIM AHTHICHCBS3BIBAIOIIMI (PAarMeHT aHTHTENa, KOTOPOE CBS3BIBAET,
UHrHONpyeT w/unu HeliTpanuzyer BUY, CBsI3bIBAIOTCS C SMTUTOMOM HITH y4acTKoM gp41 B
okonomemOpanHoMm perrioHe (MPER), u comepxar obnactu VH u VL u3 anTutena,
BbIOpaHHOrO W3 rpymnnbl, coctosimeidt w3 10E8, 10E8v4, 10E8-SR-100cF, 4EI10,
DHS511.11P, 2F5, 7b2 u LNO1, unmu KOHKYpUPYIOT ¢ HUMH. B HEKOTOpBIX BapuaHTax
peanu3alnny BTOPOE aHTUTENIO WJIM aHTUT€HCBSI3bIBAIOIINI (PparMeHT aHTUTeNa, KOTOpoe
CBSI3bIBACT, MHIHOMpyeT W/wiu HewrpammsyeT BUY, CBS3BIBAIOTCS € 3MUTONOM HIH
y4acTkoM mnenrtuna ciusiaus gp4l um comep:kar obmactt VH m VL u3 anTHTeNa,
BbIOpaHHOTO U3 rpymisl, coctosiei u3 VRC34 u ACS202, unu KOHKYPUPYIOT ¢ HuMH. B
HEKOTOPbIX BapHUaHTaxX peaJu3alli BTOPOE AaHTUTENIO WJIM AHTUIE€HCBS3bIBAOLIMI
(dparMeHT aHTHUTENA, KOTOPOE CBS3BIBAECT, WMHrUOMpyeT w/mim HedTpanuszyer BUY,
conepxxaT VH u VL u3 PGT121.60 unu PGT121.66. B HeKOTOpBIX cliyyasx aHTUTENO WU
AHTUTEHCBSI3BIBAIOIMI (DparMeHT aHTUTENa, KOTOPOE CBS3BIBAET, MHTUOHMPYET W/WIH
Helitpanuzyer BUY, conepxxatr VH u VL ¢ nmocnenoBarensHOoCcTEI0O SEQ ID NO: 443
wmwm SEQ ID NO: 447. B ppyrux ciy4asXx aHTHTENO WM aHTHTCHCBSI3bIBAFOIIUN
dparMeHT aHTHTENA, KOTOPOE CBSI3bIBAET, MHIHOMpYeT W/wiu HehTpamusyer BHY,
coxepxxat VH B cocrase SEQ ID NO: 454 u VL B coctase SEQ ID NO: 455. B npyrux

AOTIOJIHUTENBbHBIX CJIydasAX aHTHUTECJIO WHJIA aHTI/IFeHCBSISI:IBaI-OLLII/Iﬁ (I)paFMeHT AHTUTECIIA,
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KOTOpOE CBsI3bIBAa€T, MHIHOMpYyeT n/nimn HeWtpamusyer BUY, conepxxat VH B cocrase

SEQ ID NO: 454 u VL B coctaBe SEQ ID NO: 456.

[0029] B npyrom acmekTe HaAcTOAIIEro H300peTEHUs] MPEMJIOKEHbl HYKJIEHHOBBIC
KUCJIOTBL, HYKJIEOTHJbl WM TOJMHYKJICOTHABL, KOAUPYIOLIME AHTUTENO WU
AHTUTEHCBA3BIBAIOINNH (parMeHT, ONMCaHHbBIE B JAHHOM 3asiBKe. B HEKOTOPBIX BapuaHTax
peanu3alnuy HyKJEMHOBAas KUCJIOTAa WM HYKJIenHOBbIe KUC0ThI BKovaroT JAHK, k/THK
wm MPHK. B HeExkOTOpBIX BapuaHTax peaju3alMd HYKJIEHMHOBas KHUCJIOTAa WIH
HYKJIEMHOBBIE KHCJIOTBI KOIUpPYIOT VH, BbIOpaHHYIO M3 TpyNIbl, COCTOSINEH U3
nocnenosarenbHocTell SEQ ID NO: 181 - 221 u 465 - 478, 1 uaeHTUYHYIO MO MEHbLIEeH
Mmepe Ha 80%, mo MeHblIel Mepe Ha 85%, no MeHbluel Mepe Ha 90%, o MeHblIel Mepe
Ha 91%, no menbiueit Mepe Ha 92%, o MeHbiuel Mepe Ha 93%, MO MeHblIelH Mepe Ha
94%, no MeHb1uel Mepe Ha 95%, 1o MeHbIel Mepe Ha 96%, 1o MeHbInel Mepe Ha 97%,
no MeHblie mepe Ha 98%, mno wMeHbmeir mepe Ha 99% wm Ha 100%,
HIOCJIEJOBATEIbHOCTH HYKJIEMHOBOM KHCJIOTBHI, BBHIOPAHHOH W3 TPYIIIBL, COCTOSLIEH U3
nocnenosatenabHocTd SEQ ID NO: 572 - 581; u konupyroT VL, BEIOpaHHYIO U3 IPYIIIbL
coctosimeii u3 nocienoBarenbHocTe SEQ ID NO: 222 - 311, 479 - 516 u 569, u
UJIGHTUYHYIO IO MeHbInel Mepe Ha 80%, mo meHbleil Mepe Ha 85%, Mo MeHbIeH Mepe
Ha 90%, mo meHbIueit Mepe Ha 91%, o mMeHbinel Mepe Ha 92%, MO MeHbIIeH Mepe Ha
93%, no meHbluei mepe Ha 94%, o MeHbIIel Mepe Ha 95%, no MeHbInei Mepe Ha 96%,
no MeHbl1uei Mepe Ha 97%, o MeHbLeil Mepe Ha 98%, o MeHblel Mepe Ha 99% niu Ha
100% mocienoBaTeIbHOCTH HYKJIEHHOBOW KUCJIOTBI, BHIOPAHHOW M3 TPYIIIbI, COCTOSIIEH
u3 nocnenosarenbHocTd SEQ ID NO: 582 - 595. B HekOTOpBIX BapuaHTax peanu3aluu
HYKJICMHOBasi KUCJIOTAa WM HYKJIEHHOBbIE KHUCJIOTbI Konupyior HC, BeIOpaHHyHO U3
rpymmsbl, cocrosimed u3 nocnenosarenpHocTd SEQ ID NO: 1 - 47 u 517 - 530, u
UJIEHTUYHYIO IO MeHbllel Mepe Ha 80%, mo meHbleil Mepe Ha 85%, Mo MeHblIeH Mepe
Ha 90%, mo menblueit mepe Ha 91%, o mMeHbInel Mepe Ha 92%, MO MeHbIIeH Mepe Ha
93%, no meHb1Iel Mepe Ha 94%, 1o MeHbLIel Mepe Ha 95%, no MeHb1ueil Mepe Ha 96%,
1o MeHbl11el Mepe Ha 97%, o MmeHbliueil Mepe Ha 98%, 1o MeHblIel Mepe Ha 99% unu Ha
100% mocienoBaTeTbHOCTH HYKJIEMHOBOW KHCIIOTHI, BBIOPAHHOM W3 TPYIIIbL, COCTOSIIEH
u3 nocnenosatenbHocTed SEQ ID NO: 596 - 605; u kommpyror LC, BbIOpanHyIO M3
rpynmnsl, cocrosinei u3z nocienosarenpbHocteil SEQ ID NO: 48 - 136 u 531-567, u
UJIGHTUYHYIO 110 MeHblIeld Mepe Ha 80%, 1o MeHblel Mepe Ha 85%, mo MeHbliIeil mepe
Ha 90%, no meHbieit mepe Ha 91%, mo mMeHbIuel Mepe Ha 92%, MO MeHbIIEH Mepe Ha

93%, no meHb1uei Mepe Ha 94%, 1o MeHblel mepe Ha 95%, o MeHbInel Mepe Ha 96%,
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1o MeHblueil Mepe Ha 97%, no MmeHblueil Mepe Ha 98%, o MeHblIel Mepe Ha 99% uiu Ha
100% mocienoBaTeIbHOCTH HYKJIEHHOBOW KUCJIOTHI, BHIOPAHHOW M3 TPYIIIIBI, COCTOSIIIEH
u3 nocaenosarenpHocTell SEQ ID NO: 606 - 619. B apyrom acnekTte HacTOSILIErO
M300peTeHNsI TIPEUIOKEH BEKTOP SKCIIPECCHHU WIIM BEKTOPBI SKCIPECCHUH, COAEpIKaLIHe
HYKJIEMHOBYIO KHCIJIOTY WM HYKJIEHHOBBIE KHCJIOTHI, (DYHKIMOHAJIBHO CBSI3aHHBIE C
PEryJasATOPHON MOCJEeNOBAaTENbHOCTbIO. B HEKOTOpPBIX BapHaHTax peaju3ald BEKTOp
SKCIIPECCUU WJIM BEKTOPBI SKCIIPECCUN BKJIFOYAIOT IUIA3MUAHBINA BEKTOpP WM BUPYCHBIN
BEKTOp. J{OMONHUTENPHO MpeioskeHbl (papMalleBTHYECKHE KOMITO3UIINH, COAepKaline
HYKJIEUHOBYIO KUCJIOTY WM HYKJIEUHOBBbIE KHUCJIOTBI, UM BEKTOP SKCIPECCUU WU
BEKTOPBI SKCIIPECCUH, ONUCAHHBIE B TAHHOH 3asBKe, U (papMaleBTUUECKU MPUEMJIIEMBbIH
HOCUTENb. JIOMOJHUTENbHO NPEJIOKEHBb! JIMNUAHBIE HAHOYACTHULBL, COAEpKalue
HYKJIEUHOBYIO KUCJIOTY WJIM HYKJIEUHOBBIE KHUCIOTBI, UM BEKTOP BSKCIPECCHHU WIH

BECKTOPBI SKCIIPECCUH, OITMCAHHBIC B JIAaHHOM 3asIBKE.

[0030] B 1pyroM AONOJHUTENIBHOM AaCIEKTe HACTOSIIEr0 HM300pETeHHs MpPEeaIOKeHa
KJIETKA-XO35IMH, WIM MOMYJISIUUS KJIETOK-XO0351€B, COAEPKALIUX HYKJIEHHOBYIO KHUCIOTY
WIN HYKJEHUHOBbIE KHCJOTBI, HJIM BEKTOP 3KCIPECCUU WU BEKTOPbI 3KCIPECCHUH,
ONHCAaHHbIE B JIAaHHOW 3asBKe. B HEKOTOpPBIX BapHaHTax pealu3aluM KJeTKa WU
MOMYJISALUS KJIETOK BKJIFOUAET JYKApPUOTHUECKYIO KJEeTKy. B HeKOTOpbhIX BapuaHTax
pean3aluy KJIeTKa WK MOMYJISILHS KJIETOK BKJIFOYAeT KJIETKY MJIEKOMUTAIOIIEr0, KIETKY
4eJI0BeKa, KJIETKY XOMsKa, KJIeTKy HACEKOMOTO, KJIETKY PACTeHUs UJIH KJIETKY JPOKKEH.
B HexoTOpbIX BapuaHTax peajn3aldy KJIeTKAa MIICKOIHUTAIOLIEr0 MPeACTaBisieT coOoi
KJIEeTKy sindHMKa kuTaiickoro xomsiuka (CHO) wmiam kiIeTky besoBeka, Harpumep,
SMOPHOHAJIPHYIO KJIETKY TOYKH 4eJOBeKa WM B-kieTky uenoBeka. B HEKOTOPBIX
BapHaHTaX peajii3ali KJIeTKa MPEeUMYLIECTBEHHO CHAIUIUPYET CalThl N-CBS3aHHOIO
IIUKO3WIMPOBaHUsT B BapuabenbHbIx  nomeHax  (Fv)  skcmpeccupoBaHHBIX
AHTUTEHCBS3BIBAIOLINX MOJIEKYJ, HalpuMep, OKCIPECCUPOBAHHBIX aHTUTEN WU
AHTUTECHCBSA3BIBAIOIINX (parMeHTOB. B HEKOTOpBIX BapHaHTaX pean3aluf KIEeTKa
CHANUINpyeT no MeHbiie mepe 50%, no MeHbleit mepe 55%, no meHsbleii mepe 60%,
no mMeHbleil Mepe 65%, no menbleil Mepe 70%, no MeHblel Mepe 75%, MO MeHbLIeH
Mmepe 80%, no meHbluel mepe 85%, no MeHbLIel Mepe 90%, o MeHsbiel Mepe 91%, no
MeHb1el mepe 92%, o MeHb1ueil Mepe 93%, no meHbiuel Mepe 94%, o MeHblIel Mepe
95% unu 6onee caiitoB N-CBSI3aHHOTO TTHKO3WJIUPOBAHMS B BapruabenbHbIX qoMeHax (Fv)
SKCIPECCUPOBAHHBIX AHTHUTEJ WJHM AHTHIEHCBS3BIBAIOIINX (pparmMeHTOB. B HEKOTOPBIX

BapHaHTaxX peain3alii KJieTka CHAIWINPYeT Mo MeHblieil Mepe 50%, o MeHbllel Mepe
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60%, no menbiueit mepe 70%, nmo menbiueln mepe 80%, mo menbineidt mepe 85%, mo
MeHb1el mepe 90%, no menbiueil Mepe 91%, no mMenbiuel Mmepe 92%, 10 MeHbLIEH Mepe
93%, mo menbieit mepe 94%, o meHblIel Mepe 95% wiu Oonee caiiToB N-CBsI3aHHOTO
IJIMKO3UIMPOBaHUsl B VL 3KCIpecCUpOBaHHBIX AHTUTEN WM AHTUIEHCBS3bIBAIOLINX
¢dparmeHTOB. B HEKOTOPBIX BapuaHTaX peaNn3aluy acrnaparud B VL B MOJOXEHUU
aMHMHOKUCIIOTHI 72 cornacHo Hymepanmu no Kadaty (N72) cnanunmuposas. B HekoTOpbIx
BAPUAHTAX peaJU3alUy CHAIUIUPOBAHHBIE CAUTbl N-CBSI3aHHOIO INIMKO3WJIMPOBAHUS B
VL copepxatT or 1 10 5 OCTaTKOB CHaJIOBOM KUCJIOTHI, Hanmpumep, oT 1 10 4 oCTaTkoB
CHAJIOBOW KHUCJIOTHI, HAIpUMeEp, OT 1 10 3 OCTaTKOB CHATIOBOW KHUCJIOTHI, HAIIPUMED, OT 1
IO 2 OCTaTKOB CHAJIOBOM KHUCJIOTBI. B HEKOTOpBRIX BapuaHTax peanusauuu VL
cuanunupoBanbl N-anerrnHeiipamunoBoit kucnoroii (HAHK). B Hekoropsix BapuanTax
peann3aLuy OCTaTKU CHAJIOBOM KUCJIOTHI IPUCYTCTBYIOT B IBYXaHTEHHBIX CTPYKTypax. B
HEKOTOPBbIX BapHaHTaxX peaju3aly OCTaTKH CHUAJOBON KHCJIOTbI MPUCYTCTBYIOT B
CIO’KHBIX CTPYKTypax N-CBsI3aHHBIX ITIMKAaHOB. B HEKOTOpBIX BapHaHTaxX peanu3alyu
OCTATKH CHAJOBOH KHCJOTHI NMPUCYTCTBYIOT B T'MOPUIHBIX CTPYKTypax N-CBSI3aHHBIX

TIMKAaHOB.

[0031] B npyrom [OMOMHUTENBPHOM acCleKTe B JAHHOW 3asiBKE€ IPEIJIOKEHbI
AHTUTEHCBS3bIBAIOIIME (DPArMEHTBI AHTUTET, OMIMCAHHBIX B TAHHOM 3asiBKE. B HEKOTOPBIX
BapHAHTaX peaju3alii aHTHIEHCBSI3bIBAIOIIKME ()parMeHThl BBIOPAHBI W3 TPYIIIBI,
cocrosimedt u3 ¢parmenta scFv, sc(Fv),, Fab, F(ab),, Fab', F(ab')2, Facb umu Fv.
JIONIOJTHUTENBHO MpeaJIoxkeH XuMepHblid anTureHHsiil penentop (CAR), comepskamuii
AQHTUTE€HCBS3BIBAIOLIMI (DpAarMEHT aHTHUTE 1A, OMUCAHHBIN B JaHHOM 3asiBKe. B HEKOTOpBIX
Bapuanrax peanmusaunu CAR skcnpeccupoBan Ha T-kjerke, B-kietke, makpodare uiu
NK-knerke. Jomonautensho mpemnokena CAR-T-knetka, copepxkamas CAR,
ONMCAHHbIM B JAaHHOW 3asBKe. B HEKOTOpPBIX BapWaHTaxX peanu3auu T-KjieTka
npeacrapnsier cobori CD4+ T-knerky, CD8+ T-kierky wiu ux kKomOuHauuio. B
HEKOTOPBIX BapUAHTAX PEaM3alUH KJIETKY BBOISIT CyObeKTy. B HEKOTOpBIX BapHaHTax
peanu3aluy KjeTka ayToJoruuHas. B HEKOTOphIX BapHaHTax peanu3alud KieTka

AJJIOICHHAas.

[0032] B apyrom nomoiHUTENBHOM acreKkTe, B HACTOSINEH 3asiBKe MPEMJIOKEH CIOco0
MOJMYYECHU aHTUTEIA UK €70 aHTUTCHCBA3bIBAIOLIETO (I)parMeHTa, OIMHUCAHHOI'O B I[aHHOfI
3asBke. Croco0 BKIIIOYAET KYJBTUBHUPOBAHUE KIIETKH-XO35SMHA B KYJbTYpE KJIETOK U
BBIACJICHHUE AHTUTEJIA HJIM aHTUICHCBA3BIBAIOIIICTO (I)parMeHra U3 KYJIBTYpPbI KIJIETOK. B

HEKOTOPbIX CJiydasix coco0d JOMOJIHUTEJIBHO BKJIFOYACT BKIIFOYUCHUE aHTUTECJIA HJIIN
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AHTUTEHCBSA3BIBAIOINETO (parMeHTa B COCTaB CTEPWIBHOH  (hapManeBTHYECKON

KOMIIO3HUILIMH, HOI[XOI[HLLIGP'I AJIA BBEACHUS YCIIOBECKY .

[0033] B npyrom acmekre HacTosimero M300peTeHUs MPEIJIONKEeH CIOCo0 JICUSHHS WU
npenorspaieHust BUY y Hyskparomerocs: B 5ToM denoBeka. Criocod BKIIOUAET BBEIEHUE
yKa3aHHOMY  cyObekTy 3¢ (QeKkTMBHOro  KOJIMYECTBAa  AHTUTENAa WU  €ro
AHTUTEHCBS3BIBAIOLIETO (hparMeHTa, Wi papMareBTHUECKONH KOMITO3ULIMH, OITHCAHHON B

IAaHHOMH 3asIBKE.

[0034] B HekOTOpbIX BapuaHTax peaNu3ald Crnoco0 IOMOJHHUTENBHO BKJIFOYAET
BBEJICHHUE YKAa3aHHOMY CyOBEKTYy BTOpPOro areHtra (Hampumep, OXHOro muiu Oosee
JOTIOJTHUTENIbHBIX areHTOB) 1Utst Jeuenus: BUY-undexnun. B HeKoTOphIX Citydasx crmocod
BKJIFOYAET BBEJEHHE yKa3aHHOMY cyOwekTy aronucra TLR7. B HekoTOpbIX ciydasx
aronuct TLR7 BbeIOpaH M3 Ipymnmbl, COCTOSINEH W3 BECATONMMONA, WMHUXUMOJA H
pe3ukBUMOzA. B HEKOTOPBIX BapHaHTaX peasn3aliy Crocod AOMONHUTENBHO BKIIOYAET
BBE/ICHHE YKA3aHHOMY CyOBEKTy aHTHUTeNa WM aHTHIeHCBSA3BIBAIOLIETO (pparmeHTa
aHTUTENA, KOTOPOEe CBS3bIBAET, MHrUOUpyeT u/uimn Hewrpamuzyer BUU. B HekoTophIx
BAPUAHTAX PeAN3aLMU CIOCO0 MOMONHUTENBHO BKJIIOYAET BBECHHE BTOPOIO aHTUTENA
WIM aHTUT'€HCBS3BIBAIOLIETO ()parMeHTa aHTHTENA, KOTOPOE  CBSI3bIBACT, MHIHOHPYET
/v Hedrpanusyer BUY, npudeM BTOpPOE aHTHTENO WM €r0 aHTHTCHCBSI3bIBAKO UM
(parMeHT He KOHKYPHPYIOT C AHTUTEJIOM HWJIM AHTHUI'€HCBSI3bIBAIOIIUM (DparMeHTOM,
ONMMCAaHHBIM B JAHHOWN 3asBKe, 3a CBs3biBaHME ¢ gpl20. B HEKOTOpBIX BapuaHTax
peanu3alny BTOPOe aHTHTEJIO WJIM AHTUT'€HCBSI3bIBAIOLINI (DparMeHT aHTUTENA, KOTOPOe
CBSI3bIBAET, MHrHOMpyeT Wuim Heltpanusyer BUY, comepskar BapuabenbHBIE JOMEHbI
VH u VL HeiTpanusyromero antuTesa MUPOKOro cnekrpa aericreust (bNAb) npotus
BUY nnu KOHKYpUPYIOT C HUMU. B HEKOTOPBIX BAPUAHTAX pPean3ali BTOPOE AaHTUTENIO
WU aHTUT€HCBSI3bIBAIOINUH (PpAarMEHT aHTUTENA, KOTOPOE CBS3BIBAET, MHTUOUPYET H/UIH
HelTpammsyeT BUY, CBA3BIBAIOTCS C 3MUTONOM WM ydacTkoM gp120, BEIOpaHHBIM M3
rpymbl, cocTosimed u3: (1) Tpetbeid BapuadenpHol nmeiu (V3) u/umm 001acTH ¢ BBICOKUM
COZIep’)KaHHUEM MAaHHO3bI, COMAEepsKallel TJIMKAaH OJMIOMAaHHO3HOIO THUIIA B IOJOKEHHUH
N332; (i1) Bropoii Bapuadenbroii et (V2) u/unu Bepxymku Tpumepa Env; (ii1) cTbika
gpl20 u gp4l wm (iv) Ge3monBHON moBepxHOCTH gpl20. B HEKOoTOpBIX BapHaHTax
peanr3alnny BTOPOe aHTHTEJIO WM AHTUT'€HCBS3BIBAIOLINI (PparMeHT aHTUTENA, KOTOpOe
CBsI3bIBACT, MHrHOMpYyeT W/wmu Hewrpammsyer BUY, CBS3BIBAOTCS C 3MUTONOM HWIH
yuacTkoM gpl20 B Tperbeli BapuabenbHoOU merie (V3) w/miu 007acTU ¢ BBICOKUM

COACPKAHUEM MAHHO3bI, conepxcameix'l INIMKaH OJIMI'OMAaHHO3HOI'O THUIIA B ITOJIOKCHHH
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N332, u conepskar obnactu VH u VL u3 anTUTENa, BBIOPAHHOTO U3 TPYIIIBI, COCTOSIIIEH
u3 GS-9722, GS-9722, PGT-121.60, PGT-121.66, PGT-121, PGT-122, PGT-123, PGT-
124, PGT-125, PGT-126, PGT-128, PGT-130, PGT-133, PGT-134, PGT-135, PGT-136,
PGT-137, PGT-138, PGT-139, 10-1074, VRC24, 2G12, BG18, 354BG8, 354BGl8,
354BG42, 354BG33, 354BG129, 354BG188, 354BG411, 354BG426, DH270.1,
DH270.6, PGDM12, VRC41.01, PGDM21, PCDN-33A, BF520.1 u VRC29.03, um
KOHKYpPUPIOET ¢ HUMU. B HEKOTOpBIX BapuaHTax peajlu3alld BTOPOE AHTUTENO WU
AHTUTECHCBA3BIBAIOIIMI (pparMeHT aHTUTENa, KOTOPOE CBA3BIBAET, MHTHOUPYET W/HUiH
HenTtpanusyer BHY, cBsA3bIBaOTCS € SMUTONOM UM ydacTkoM gpl20 BO BTOpOM
BapuadenbHOH nemie (V2) n/mnu Bepxyiike Tpumepa Env, u conepxkar obmact VH u VL
U3 aHTUTENa, BEIOpaHHOTO U3 rpymmsl, cocrosment u3z PGY, PG16, PGC14, PGG14, PGT-
142, PGT-143, PGT-144, PGT-145, CHO1, CH59, PGDM1400, CAP256, CAP256-
VRC26.08, CAP256-VRC26.09, CAP256-VRC26.25, PCT64-24E u VRC38.01, umm
KOHKYPUPYIOT C HUMU. B HEKOTOpBIX BapHaHTax pealu3aluy BTOPOE AHTUTEJIO WU
AHTUTEHCBSA3BIBAIOUINN (DParMEHT CBS3BIBAIOTCS C SMUTONOM MM y4acTkoM gpl20 Ha
creike gpl20 u gp4l, u comepxkar obmactu VH u VL u3 anTHTeNa, BHIOPAHHOTO M3
rpymnnel, cocrosimeit uz PGT-151, CAP248-2B, 35022, 8ANC195, ACS202, VRC34 u
VRC(C34.01, unu KOHKYpUPYIOT C HUMU. B HEKOTOpBIX BapuaHTax peaju3alid BTOPOE
AHTUTENIO WM aHTUTEHCBS3BIBAIOMIMN (DparMeHT aHTuTeNda, KOTOpOe CBSI3bIBAET,
uHrHOnpyer u/wnu Hedtpanmuzyer BUY, CBA3BIBAIOTCS C SMUTONOM MM yYYaCTKOM
Oe3mosiBHOM moBepxHOocTH gpl20, u comepskat obmactu VH u VL w3 aHTHTena,
BbIOpaHHOTO U3 TpymIbl, cocTositeit 3 VRC-PGOS u SF12, uim KOHKYPUPYIOT ¢ HUMH.
B HexkoTOpbIX BapuaHTax peaju3alliy BTOPOE AHTUTENO WIM aHTUI'€HCBS3BIBAIOLIUI
(dparMeHT aHTHUTENA, KOTOPOE CBSI3bIBAET, MHIHOMpYyeT W/wimm Hedtpamuzyer BUY,
CBSI3BIBAIOTCS C SMMHUTOINOM HIIH yuacTkoM gp41 B okonomemOpanuom perrone (MPER). B
HEKOTOPbIX BapHUaHTaxX peaJu3allud BTOPOE AaHTUTENIO WM AHTUIEHCBSI3bIBAOLIMIM
(dparMeHT aHTHTENa, KOTOPOE  CBSI3bIBAET, MHTHOMpyeT W/wiu Heirpammsyer BIY,
CBSI3bIBAIOTCS C STIUTONOM WK y4acTKOM gp41 B okonomembOpanHom pernone (MPER), u
copepxat obmactu VH u VL u3 aHTHTENa, BEIOPAaHHOTO U3 IpyIIel, coctosmeii n3 10E8,
10E8v4, 10E8-5R-100cF, 4E10, DH511.11P, 2FS, 7b2 u LNOI, mim KOHKYPUPYIOT C
HUMU. B HEKOTOpBrIX  BapuaHTax  peaju3aludd  BTOPOE  AHTUTENO  UJH
AHTUTECHCBSA3BIBAIOIIMH (PAarMEHT aHTHUTENA, KOTOPOE CBSI3bIBAET, MHIHOUPYET W/WIH
HenTpanuzyeT BUY, cBs3bIBatOTCS C SNMUTONOM MJIM YY4aCTKOM NEeNTuAa ciusHus gp4l u
copepxat oonact VH u VL 13 anTHTENa, BRIOpaHHOrO M3 rpymIbl, cocTosmeii 13 VRC34

u ACS202, unu KOHKYpUpPYIOT ¢ HUMH. B HEKOTOpBIX BapuaHTax peajM3alud BTOpOe

36



AHTUTENIO WJIM AHTUTCHCBS3BIBAIOLINK (ParMeHT  aHTUTENa, KOTOPOE  CBSI3bIBAET,
uHruoupyer wwnm Hedtpammsyer BUY, comepxkar VH u VL w3 PGT121.60 umm
PGT121.66. B HEKOTOpBIX ClIy4asix AHTUTENO WJIM AHTHTEHCBSI3BIBAIOIIMN (pparMeHT
aHTHTENa, KOTOPOE CBs3bIBAET, HHrHOMpyeT u/unu neirpanmuzyer BUY, conepxar VH u
VL ¢ nocnenoBarenpHOCTEIO SEQ ID NO: 443 w/unu SEQ ID NO: 447. B npyrux ciyyasix
AHTUTENO WM aHTUTCHCBA3BIBAIOIINN (parMeHT aHTUTeNa, KOTOpOe CBSI3bIBAET,
uHrHonpyet w/unu Heritpanusyer BUY, conepsxar VH BHyTpu SEQ ID NO: 454 u VL
BHyTpu SEQ ID NO: 455. B fpyrux [IOMONHUTENBHBIX CIy4asxXx AHTUTENO WU
AHTHUTEHCBSA3BIBAIOIIMIN (PparMEHaHTUTENA, KOTOPOE  CBS3bIBAET, WHTUOUpYeT W/Wiu
Helitpanuzyer BUY, conepxxatr VH u3z SEQ ID NO: 454 u VL u3 SEQ ID NO: 456. B
HEKOTOPBIX BapUaHTaX peaju3alliy aHTUTENO WM aHTUI'€HCBS3bIBAIOINNE (PparMeHThl,
OINUCAHHBIE B JAHHOH 3as1BKE, BBOJAT YEJIOBEKY COBMECTHO C BakLMHOI npotus BUY. B
Pa3IMYHBIX BAPUAHTAaX peanu3aluu BakuyuHa npotus BUY BkitoyaeT BUpYCHYHO BaKLUHY .
B HexoTOpBIX BapHaHTax peaju3aliy BUPYCHAas BAaKLMHA IOJy4Y€HAa HAa OCHOBE BHUpPYCA,
BBIODAHHOTO W3 TPYIIIBI, COCTOSAINEH W3 apeHaBUpyCa, aACHOBUPYCA, TMOKCBHpyCa U

pabnoBupyca.

[0035] B npyrom acnekTe HacTOSIIIEro U300peTeH s PEIIIOKEH CIocod MHrHONPOBAHMS
BHUUY y Hyxparomerocss B 3ToM uenoBeka. Crioco0 BKIFOYAET BBEIACHUE YKa3aHHOMY
cyObekTy 5(P(PEeKTUBHOrO KOJUYECTBA AaHTHTEJIA WM €ro aHTUTE€HCBSI3bIBAIOIIETO

(bparmenTa, um GapMareBTUYeCKON KOMITO3UIINH, OMTMCAHHOW B TAHHOM 3asiBKE.

[0036] Ecnu Her npyrux ompeneneHuid, TO BCE TEXHUYECKHE W HAyYHbIE TEPMUHBI,
UCTIOJIb3YEMbIE B TAHHOW 3asiBKE, UMEIOT Te K& 3HAYEHUs], KOTOPbIe OOBIYHO MOHUMAET
CpeIHUI CIeNUauCT B 00NACTH, K KOTOPOW OTHOCUTCSI HACTOsIIIee M300peTeHne. XoTs
IUISE OCYIIECTBJICHHSI WJIM TECTHUPOBAHMS HACTOSIIIETO M300PETEHHS MOXKHO MPHUMEHSITh
crocoObl ¥ MaTepHalibl, CXOMAHbIE WJIM SKBUBAJEHTHBIC OMHCAHHBIM B JTAHHOW 3asiBKE,
TUIMUYHBIE CITOCOOBI U MaTEpHaJIbl OMTUCAHBI HUKe. Bee myOuKaium, 3assBKH Ha TIATEHT,
MATeHTHI U IPYTHUE CCbUIOYHBIC MATEPHAJIbL, YIIOMSIHYThIE B TAHHOW 3asBKE, MOJHOCTHIO
BKJIFOUEHBI TOCPEICTBOM CChUIKHU. B cilydae mpoTHBOpeUHs, HACTOsALIAs 3aBKa, BKJIFOYAst
omnpeneneHusi, OyJAeT WMeTh NPEUMYIIECTBEHHYIO CHIy. Marepuanbl, CrocoObl u

MPUMEPDBI ABJIAKOTCA JIMIIb UJTFOCTPUPYOIIUMHA U HE MMPEAHASHAYCHDBI IJId OTrpaHUYCHUA.

KPATKOE OIIMCAHUE ®UT'YP
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[0037] Ha ¢urype 1 nokasass! pe3yabTaTsl PEIOPTEPHOrO aHAIN3a AHTUTENI03aBUCUMON
kiaerouHor 1urorokcmuHocTH (A3KLI), mnposemennoro c¢ anrtutenom A-1 mocne
CTPECCOBBIX HCIBITAHUI (MCCIIENOBAHUS CTAOMJIBHOCTH) B PA3JIMYHBIX YCIOBHAX. Y
o0pasLia, KOTOPBIM MOABEpPraiu CTpeccoBbM HcmbiTaHusaM mpu 37 °C B Oydepe s
coctasa nipu pH 5,9 B TeueHme 1mecTH Hexemb, BBISIBIIN OOJblIee CHIKEHNUE aKTUBHOCTH

TI0 CPABHEHUIO C IPYTUMH 00pa3LiaMH.

[0038] Ha ¢murype 2 nokazana kuHetuka okuciaeHust W74a B JuHaAMUKe, U3MEPEHHasi B
CTPECCOBBIX HCIBITAHUAX B PA3JIMYHBbIX yCIoBUsX. PomO: antuteno A-1, 25°C, pH 5,9.
HezamrpuxoBannsiii  kpyr: anrureno A-1, 37°C, pH 5,9, HesamrpuxoBaHHbIH
tpeyrojpHuK: antureno A-1, 37°C, pH 7,4. Crenenp okucieHus: Oblia HAaMOOJBIIECH B
obpasue npu pH 5,9, moaBeprHyTOM CTpeccoBbIM UcnbITaHUAM npu 37°C B TeueHue 6
HeZleJIb, TIO3BOJISISI IPEATIONIOKUTh, YTO OKUCIeHne W74a MOXKeT ObITh TPUYUHON YTPATHI
5peKTUBHOCTH, HAOMIOJaeMON mNpu  JaHHOM  YCJIOBUHU. JIOTIONHUTENBHO K
3HAUUTEJIBHOMY OKUCIeHHI0 B W74a Tspkenoi nenu, HabmonaemoMy npu ycnosusix pH
5,9, HaOmonanu cTabUsIbHBINA MPOLEHT Ae3aMHUANPOBAHUS B MOJIOKEHUU N26 JIerkoi nemnu
B KOHCTPYKLIMAX, IPOUCXOASALIUX U3 KYJIbTYPbI KJIETOK, M OH JONOJHUTEIbHO MOBBIIIAJICS

B YCJIOBHSIX MHKyOauuu nipu pH 7,4.

[0039] Ha d¢urype 3 nokazaHa KuHETHMKa JAe3aMuUAupoBaHuss N26 B AUHAMUKE,
U3MEpEHHAsl B CTPECCOBBIX MCIIBITAHUSIX B PA3JIMYHBIX YCIOBHAX (BKIIIOYAIOT OKUCIIECHHE
70 acTapariHOBON KUCJIOTBI, H30aCIIAParuHOBOI KUCIOTHI M aCTIAPTHII-CYKLIHHUMHUIHOTO
uHTtepmennata). Pom0: antureno A-1, 25°C, pH 5,9. HesamrpuxoBaHHBIH KpYT:
antuteno A-1,37°C, pH 5,9. HeszamrpuxoBaHHbIi TpeyroibHuK: aHTUTeNo A-1, 37°C, pH
7,4. CtenieHpb ne3aMuaupoOBaHus OblIa HaOOJbIIEH B 00pa3ie npu pH 7,4, mogseprayTom

cTpeccoBbIM UcTbITaHUSAM 1pH 37°C B TeueHune 6 HeIeNb.

[0040] Ha ¢urype 4 nokaszaHo npencraBjieHHe B BUAE TOYEHHON quarpamMmbl poQuis
HeWTpaan3auuu cemu BapuantoB MAT. AHTHTENIa OABEPTaIH CKPUHUHTY OTHOCHTEJIBHO
naHenu npoucxoasmux u3 152 nanuenros BUUY-1, ncesnporunupoBansubix Env U3 KJI0HOB
(n=133) u uzomsaToB (n=19) U3 Ta3mel Bupyca noarumna B. Kaxnas Touka npencrasisier
IC95 mefitpanmzaimn ogHoro Bupyca. B ckoOkax (mmpuna/cpenunanas 1C95). Ilupuna
npeACTaBisieT %o BUPYCOB, HelTpau3oBaHHbIX ¢ [C95 <50 mr/mn. CpenuHHbIE 3HAYSHHS
IC95 paccunteBamm, nucnomns3ys BUpychl ¢ IC95 <50 mr/mn. (1) Antureno A-1(89%/2,66
Mkr/min); (2) 1.1.90-1 (86%/2,59 mkr/mn); (3) 1.1.64-1 (92%/2,25 mkr/mn); (4) 1.1.10-1
(86%/1,93 mkr/mi); (5) 1.52.1-1 (83%/3,66 mxr/min); (6) 1.52.90 (78%/4,42 mxr/mn); (7)
1.1.138-1 (82%/2,59 mxr/mum).
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[0041] Ha ¢urype 5 nokaszano npencraBieHHe B BUAE TOYSHHON TuarpaMMbl pouis
Heirpanuzauuu Tpex MAT. AHTUTeNna noaBepraju CKPUHHUHIY OTHOCUTENBHO MaHEIH
142 mzonsaTos n3 mnazmel BUY-1, ncesnorunuposansbix Env u3 nogtuna B. B ckobkax
(mmpuHa/cpenunHas IC95), onpenenenne aHaIOrMYHO TakoBoMY 1t urypsl 4. Kasknas
tTouka npeacrasisier 1C95 Hedrpanmzaumu ogHoro Bupyca. (1) Antureno A (87%/1,72

MKr/mn); (2) antureno A-1(87%/1,09 mxr/mn); (3) 1.52.64-1 (86%/2,0 Mkr/mmn).

[0042] Ha ¢urype 6 noxazano, uro mytauuu B Fc IgG1, koToprie ycunmBaroT akTUBHOCTb
YHUYTOXKEHUA S5((EeKTOpHBIMU KiIeTKaMu (HampuMep, acrmaparuHoBas KHCIOTa B
MOJIOXKEHUU 239, rimyTaMUHOBAsi KUCJIOTA B MOJIOKEHUH 332, allaHUH B MOJ0KEHUU 236,
neiinuH B nojoskeHuu 330 cormacuo Hymepauuu EU (DEAL)) MoryT ykopaunBaTth Bpemsi
HOJIY>KU3HU B CBIBOPOTKE /17 Vivo. Takoe yKOpOYeHHe BPEMEHH MOy KU3HH B ChIBOPOTKE
MOKHO YaCTUYHO HMJIH MTOJTHOCTBIO OOpaTUTh MyTeM BBeneHus Takxke mytauuii B Fc IgG1,
KOTOpbIe NMOBBIIIAIOT cBA3biBaHME ¢ FcRn (Hampumep, nelinuHa B monoxkeHue 428 u
cepuHa B nonokeHue 434 cornmacHo Hymepauuu EU (LS)). H3o0paskeHbl HarmsigHbie
HOPMHpOBaHHbIE Ha 103y (apmakokuHernueckue npodpumu mmst PGT121-WT (xpyr),
PGT121-DEAL (tpeyronbuuk), PGT121.60 (xBampar), PGT121-LS (pomO) u A-1
(3amTpUXOBaHHBIN KPYT), KOTOPbIE BBOAWIN B/B HEIPUMHUPOBAHHBIM SIBAHCKMM MaKaKam
(n=3). Kaxnpiii cuMBON mpencraBisieT coboil u3MepeHHyr cpenHiow (£ CO)

KOHLCHTpPalIUO B CBIBOPOTKE.

[0043] Ha ¢urype 7 nokasanbl (papMakOKMHETHYECKHE TPOPWIM IS aHTHTENa A
(Tpeyronbhuk), antutena A-1, maptus 14 (xpyr), anturena A-1, maprus 22
(He3amTPUXOBAHHBIA TPEYroOJbHUK), aHTuTena A-1, maprtus 3 (He3aWTPUXOBAHHBINA
kpyr), antutena A-1, maprus 10 (kBampat), u aHtuTena A-1, maprus 7
(He3amTPUXOBAHHBIA  KBaJpaT) TMOCHe BHYTPUBEHHOro (B/B) BBEACHHUS  JO3BI
HEMPUMHPOBAHHBIM CaMIaM sIBAHCKUX Makak (n=3). Kaxnplii cUMBOJI mpencTaBisieT

coboit u3meperHyro cpenHioro (£ CO) KOHLIEHTPALHIO B CHIBOPOTKE.

[0044] Ha ¢urype 8 mnokazanbl mpoduiad 3aBUCHMOCTH CpPEAHEH KOHLEHTPALMU B
ceiBopoTke (= CO) or Bpemenu i Tpex maptuii 1.52.64-1 mocne B/B BBeneHHI
HEMPUMUPOBAaHHBIM CaMIAM U CaMKaM siBaHCKMX Makak (n=3). Ilapturo 4
(He3amTpUXOBaHHBIA KBajgpaT) BBOAWIM mpu 0,5 MI/Kr MyTeM MeEIJIEHHOTO B/B
OomocHOro BBeAeH s, Toraa kak mapturo 18-PP21 (HezamTpuxoBaHHBIN KPYyT) U APTUIO
14525-32 (xpyr) BBonmwan mpu 30 Mr/kr myteMm B/B mH(QY3uM B TeueHHe 30 MUHYT.
Kaxnpiii cuMBOI mpencTapisier coboii u3mepeHnyro cpeaioro (£ CO) KOHLEHTPALHIO B

CBIBOPOTKE.
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INOAPOBHOE OIITMCAHMWE U30BPETEHUA

[0045] B HacTosiem u3odpeTeHnn npeaioskeHbl aHTUTEIA, KOTOPBIE HAIIEJICHbI HA BUPYC
umMmyHonepunura denoseka (BUY). AHTuTena, onucaHHbIE B JAaHHOH 3asBKe,
cBsi3bIBatoTCs ¢ Oenkom gp 120 obonouku (Env) BUY (gpl120). B HekoropsIx BapuaHTax
peanv3aluy JaHHbIE aHTUTENA MPEACTABILIIOT coOoi Helrpammsyromue BUY anturena.
B HexoTOpBIX BapuaHTax pealn3aliy JaHHbIe AHTUTENA HEUTPAIN3YIOT LIMPOKUH CIIEKTP

BHUY.

[0046] BUY-1 sBnserca rnaBHbiM cemeiictBoM BUY u sBisiercs npuumnHoit 95% Bcex
uapexuuit BUY no Bcemy wmupy. BHUY-2 mnpeumyiiecTBeHHO OOHApy>KHUBAKOT B
HECKONbKUX 3amanHoapuKaHCKUX cTpaHax. Bupycet BHY  noppaspensior Ha
onpenenenssle rpynnel: M, N, O u P, u3 xoropeix M siBisiercs “OCHOBHOI” TpyIIoi u
otBeuaet 3a Oonpmyro yacte BUY/CITHU/]] Bo Bcem mupe. Ha ocHOBaHMM reHEeTHUECKOit
NIOCJIEI0BATENBHOCTH TPyMIy M JOMONHUTENBHO MOAPA3AEISIIOT HA IMOATHUIBI (TaKke
HasblBaeMble KJIagaMu) ¢ npeodiajaHWeM B PA3JMYHbIX  reorpadpuyeckux

MECCTOIIOJIOKCHUAX.

[0047] “TlopTnn” umm “kyana” rpynnsl M npeacrasinset codoii noxrun rpynmnst M BUU-
1, ompeneneHHbII IO JAHHBIM O TE€HETUYECKOM MOCIEeNOBAaTENbHOCTU. lIpuMepsl
MOATUNOB rpymbl M Bkito4aroT noatusl A - K. M3BeCTHO, 4TO HEKOTOpPBIE U3 OATUIIOB
Oosiee BUPYJIEHTHBI MJI YCTOHYHMBBI K PAa3JIMYHBIM JIEKAPCTBEHHBIM CpEACTBaM. Takxke
CYIIECTBYIOT “LMPKYJIHpyrOIre pekomOnuanTHbie Gopmer’, wiu CRF, npoucxopsiue B
pe3ysibTaTe peKOMOMHALIMY MEXTy BUPYCAMH PA3JTUYHBIX MOATHIIOB, KAXKIOH 13 KOTOPBIX
npucsoeH Homep. CRF12 BF, nanpumep, mpencrasisier co0oi peKOMOWHAIIMIO MEXKITY
noatunamu B u F. [Tontun A mmpoko pacnpocrpaseH B 3ananHoi Adpuke. ITogtun B
spisiercss nomuHupyromed ¢opmoit B Epone, Amepukax, SAnonun, Taunange u
Asctpamuu. Tlongtun C sBusiercs momunmpyromei ¢opmoit B FOxkHOU Adpuke,
Bocrounoii Adpuxe, Manun, Henane u paitonax Kwuras. Iloptun D, kax mpasuio,
BCTpEeUaroT TONbKO B Bocrounoid u LlentpanpHoit Adpuke. ITontun E Hukorma He
O0OHapyKUBAJN B HEPEKOMOMHAHTHOHN (popMe, TOJTbKO PEKOMONHUPOBAHHBIM C TIOATHUIIOM
A B Buge CRFO1_AE. Tlontun F obHapyxuBamu B LlentpanbhHoii Adpuxke, FOxHOMN
Awmepuke u Boctounoit Espone. [logtun G (u CRF02 AG) obnapy:xuBaiu B A puke u
Hentpaneuoii EBpone. Iloptun H orpanuuen LlentpaneHoii Adpuxoit. Ilogrmm I
M3HAYaJIbHO MCIOJB30BAIM B Ka4eCTBE HAa3BaHMS LITaMMa, KOTOPBIN Ternepb Ha3bIBalOT
CRF04 cpx, rme cpx o3Haudaer “cnokHyr” (“complex”) peKOMOWHAIIMIO HECKOJbKHIX

noatunos. [loatumn J, rnaBHeIM 00pa3oMm, obHapykuatoT B CeBepHOH, LleHTpanpHON 1
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3anagHoit Ad¢puxke, um ©Ha Kapubckux ocrpoBax. Ilomrunm K orpanndeHHbIi
Hemokparuueckoii Pecniybnukoii Konro u KamepyHom. JlaHHBIE MOATHUIIBI HHOTAA
JOTIOTHUTENIbHO MOAPA3AEISIOT Ha moAnoaTursl, Takue kak Al u A2 umn F1 u F2. B 2015
r. oOHapy:xwmiy, uyto mramm CRF 19, pekomOuHaHTHBIN mramMMm noaruna A, noarumna D u
noptuna G, ¢ mporeasoii moaruna D, CHIBHO acconMUpOBaH C  OBICTPHIM

nporpeccuposanuem o CITH/I Ha Ky0e.

[0048] B Hacrosimmem M300peTeHHMH MPemJIOKEHbl HEUTPAIM3VIOIINE AaHTUTeNa
(manpumep, HelTpanusyromue AT IIMPOKOro crekTpa ASHCTBHSA ), KOTOPbIE HALIEJIEHbI HA
nonunentuy gpl20 Ha nmosepxHOCTH MHpUIMpoBaHHBIX BIY knerok. be3 npusssku k
KaKOH-1100 rumnorese, HEMTPAIU3YIOLIE aHTUTENA TIPOTUB OEJTKOB BUPYCHOM 000I0UKH
MOTYyT 00ecneunuTh NMPUOOPETEHHYI0 MMMYHHYIO 3aIlUTy NMpoTuB Bo3neiicTBus BHUU-1
nyTeM OJIOKMPOBaHUS HMHQPUIMPOBAHUS BOCHPUUMYMBBLIX KieTok. Illupokuii crekTp
HeUTpanu3aluy CBUAETENbCTBYET O TOM, YTO aHTHUTENIA MOTYT HEUTPAINU30BaTh U30JIAThI
BUY-1 u3 paznuunbix kiaan. Takum oOpa3om, aHTHUTENA, BXOISIIME B 00BEM HACTOSIIETO

u300peTeHus1, 00Naal0T aKTUBHOCTBIO CBSI3BIBAHUS C PA3JIMYHBIMH KJIAJAMH.

I'nmukonporeund gpl20 obonouxkun BUY.

[0049] I'mukonporenn obonouxu gp 120 (vu gp120) npencrasinser coO0 MMKOMPOTEHH
¢ MonekyJsipHO# Maccoit 120 k/la, KOTOpHIii siBIsieTCs 4acThio Hapy»kHOTro cjios BUY. On
HAXOIUTCS B BHUJE IIUINOB HA MeMOpaHe BHPYCa, COCTOSAIIMX M3 TpeX Mojekysa gpl20,
CBSI3aHHBIX JIPYT C IPYTOM H 3aKOPEHHBIX B MeMOpaHy nocpenctsom Oenka gp41. Gp120
HEOOXONUM JJisi BUPYCHOM MH(MEKIMH, TaKk Kak OH obOyierdaer npoHukHoBeHue BUY B
KJIETKY-X035MHa MOCPEACTBOM B3aWMOJEHCTBUSI C PELIENTOPAMH TOBEPXHOCTU KJIETKH.
Hannpie perenropsl Bkio4aroT DC-SIGN, renapancynbhaT NpOTEOrNTUKAH, PELEnTop
CD4, peuentop xemokuHoB 5 ¢ motuBoM C-C (CCRS) m peuentop XeMOKHHOB 4 C
motuBoM C-X-C (CXCR4). Ces3piBanue ¢ CD4 Ha xenmepHbIx T-KJieTKax BbI3bIBAET
Ha4yaJlo Kackaaa KOH(POPMAaIMOHHBIX u3MeHeHui B gpl120 u gp41, KOTOphIe MPUBOAST K

CJIUSTHUIO BHPYCA C MEMOPAHOH KJIETKH-XO3SIHHA.

[0050] Gp120 xomupyercss reHom env BUY. I'en env komupyer mpoAyKT reHa us
npubm3uTeasHo 850 amuHOKUCTOT. [TepBHYHBIM IPOAYKTOM env siBnsieTcst 6eok gpl60,
KOTOPBIH pacuieruisiercs ¢ oopasoBanueM gpl20 (mpubmusurensHo 480 aMHMHOKHUCIIOT) U
gp4l (mpubmusutenbHO 345 aMHUHOKHCIOT) B 3HAOIUIA3MATHYECKOM PETUKYIIyME

KJIETOYHOMN MPOTEa30ii (hypHUHOM.
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[0051] IlocnenoBaTenbHOCT AMUHOKHUCIIOT TUIIMYHOTO nojiunentuaa gp 160 knona BUY

WITO npencraBieHa Hike (runepBapralenbHasi MeTyis V3  BbIIEICHA KUPHBIM
mpUQPTOM, U NOTEHUUAIBHBIA CalT N-CBA3aHHOTO TIMKO3WINpOBaHUs N332 BbIneneH

KUPHBIM I PUGTOM U TOTIEPKHYT):

MKVMGTKKNYQHLWRWGIMLLGMLMMS SAAEQLWVTVYYGVPVWREANTTLFCASDAKA
YDTEVHNVWATHACVPTDPNPQEVVMGNV TEDEFNMWKNNMVEQMHEDI ISLWDQSLKPC
VKLTPLCVTLHCTNVTISSTNGSTANVTMREEMKNCS FNTTTVIRDKIQKEYALEFYKLD
IVPIEGKNTNTSYRLINCNTSVITOQACPKVSFEPIPIHYCAPAGFAILKCNNKTENGKG
PCRNVSTVQCTHGIKPVVSTQLLLNGSLAEEDITIRSENFTNNGKNI IVOLKEPVKINC
TRPGNNTRRSINIGPGRAFYATGAIIGDIRKAHCNISTEQWNNTLTQIVDKLREQFGNK
TIIFNQSSGGDPEVVMHTENCGGEFEFYCNSTOQLENSTWENNGTSTWNSTADNITLPCRI
KOVINMWOEVGKAMYAPPIRGQIDCSSNITGLILTRDGGSNS SONET FRPGGGNMKDNW
RSELYKYKVVKIEPLGIAPTRAKRRVVOREKRAVTLGAVFLGFLGAAGSTMGAASLTLT
VOARLLLSGIVQQOOSNLLRAIEAQOHMLOLTVWGIKQLOARVLATERYLKDQQLLGIWG
CSGKLICTTTVPWNTSWSNKSYDY INNNMTWMOWEREIDNYTGEFIYTLIEESQNQOEKN
ELELLELDKWASLWNWENITNWLWYIKLEFIMIIGGLVGLRIVCAVLSIVNRVROGYSPL
SFOQTRLPNPRGPDRPEETEGEGGERDRDRSARLVNGFLATIIWDDLRSLCLFSYHRLRDL
LLIVARVVEILGRRGWEILKYWWNLLKYWSQELKNSAVSLLNVTATAVAEGTDRVIEIV
QRAVRAILHIPTRIRQGFERALL (SEQ ID NO: 343)

[0052] IlocnenoBaTenpbHOCTE  AMUHOKUCJIOT — TUIUYHOTO

nonunentuga  gpl20

npencraBieHa Hipke (runepBapuadenbHasi MeTyisi V3 BbIIENIEHA XUPHBIM WPUGTOM, U
MOTEHUUAJIBHBIN calT N-CBSA3aHHOTO INIMKO3WINPOBaHUA N332 BbIIEI€H >KUPHBIM

mpuGTOM U OAUEPKHYT):

AFEQIWVIVYYGVPVWREANTTLFCASDAKAYDTEVHNVWATHACVPTDPNPQEVVMGNV
TEDFNMWKNNMVEQMHEDI ISLWDQSLKPCVKLTPLCVTLHCTNVTISSTNGSTANVTM
REEMKNCSENTTTVIRDKIQKEYALFYKLDIVPIEGKNTNTSYRLINCNTSVITQACPK
VSFEPIPIHYCAPAGFAILKCNNKTENGKGPCRNVSTVOQCTHGIKPVVSTQLLLNGSLA
EEDITIRSENEFTNNGKNIIVQLKEPVKINCTRPGNNTRRSINIGPGRAFYATGAIIGDI
RKAHCN ISTEQWNNTLTQIVDKLREQFGNKTIIFNQSSGGDPEVVMHTFNCGGEFEFYCN
STOLENSTWENNGTSTWNSTADNITLPCRIKQVINMWOEVGKAMYAPPIRGQOIDCSSNI
TGLILTRDGGSNSSONETFRPGGGNMKDNWRSELYKYKVVKIEPLGIAPTRAKRRVVQOR
EKR(SEQ ID NO: 344)

[0053]
(cm. bioafrica.net/proteomics/ENV-GP 120prot.html)

IlocnenoBaTenbHOCTE AMHUHOKUCIOT APYroro TUNMYHOro nonunentuna gpl20
MPECTABJIEHA HIKE
(runepBapuabenbHas neTist V3 BblIAeNeHA KUPHBIM MPU(TOM, U MOTEHINATBHBINA CAaHT

N-CBsI3aHHOTO MIMKO3UIMPOBaHUs N332 BbI/IENIE€H JKUPHBIM MIPU(PTOM U OTYEPKHYT):

TEKLWVTVYY  GVPVWKEATT TLFCASDAKA  YDTEVHNVWA  THACVPTDPN
POEVVLVNVT  ENFNMWKNDM VEQMHEDIIS  LWDQSLKPCV  KLTPLCVSLK
CTDLKNDTNT NSSSGRMIME  KGEIKNCSEN  ISTSIRGKVQ  KEYAFFYKLD
IIPIDNDTTS YKLTSCNTSV  ITQACPKVSE  EPIPIHYCAP AGFAILKCNN
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KTENGTGPCT NVSTVQCTHG IRPVVSTQLL LNGSLAEEEV  VIRSVNFTDN
AKTIIVQLNT SVEINCTRPN NNTRKRIRIQ RGPGRAFVTI GKIGNMRQAH
CNISRAKWNN TLKQIASKLR EQFGNNKTIT FKOSSGGDPE IVTHSFNCGG
EFFYCNSTQL FNSTWENSTW STEGSNNTEG SDTITLPCRI KOQITINMWOKV
GKAMYAPPIS GQIRCSSNIT GLLLTRDGGN  SNNESEIFRP GGGDMRDNWR
SELYKYKVVK TIEPLGVAPTK AKRRVVQREK R (SEQ ID NO: 345)

[0054] I'enomHOe  pa3HOOOpasme  Cpead  HE3aBUCHUMBIX  H30JIITOB  BHpPYycCa

uMMmyHonepunura uenoseka 1 Ttuma (BHWY-1), B MeHbluel CcTeneHu cpeau
NOCJIEIOBATENbHBIX U30JISTOB U3 OJHUX U TEX )K€ MAaLIMEHTOB U JJaXKe B U30JIATE U3 OJTHOTO
MalMeHTa SBJIETCS Xopouo m3BecTHOH ocobenHocTero BHMU-1. Xors Takas
reTepPOreHHOCTh TOCIIEAOBATENbHOCTH PACIPEAeNieHa IO BCEMY I'€HOMY, OOJBLIMHCTBO
reTepOreHHOCTH  pacmojiokeHo B reHe  env.  CpaBHeHHME — NpeACKa3aHHBIX
MOCJIEI0BATENbHOCTEN AMUHOKHUCIIOT U3 HECKOJIBKHUX PAa3IMYHBIX U30JISITOB MIOKA3aJ10, YTO
IeTepOreHHOCTh MOCJIEOBATENIbHOCTH KJIACTEPU30BaHA B IIITH TUNEpBapuadeNbHbIX
y4acTkax (obo3HaueHHbIX V1 - V5) rukonporenHa nosepxuoct gpl20. ¥V yuactka V3,
XOT €ro JJIMHa COCTaBsieT JHLIb 35 aMHHOKUCIOT, BBIIBWIM 3HAYUTENBHYIO
BapuadeNbHOCTh MOCNeN0oBaTeIbHOCTH. HecMoTpst Ha Takyro BapuabeNbHOCTh, y4acTOK
V3 COmep KUT IETEPMUHAHTBI, KOTOPBIE OMOCPENYIOT B3aUMOIEHCTBYS C KieTkamu CD4™,
INoBbienue BapuadenbHocTH gp 120 mpuBoAUT K OoJiee BLICOKMM YPOBHSIM PEIUIMKALIAN
BUPYCa, TIO3BOJISISI MPEANOJOXKHUTh IIOBBINIEHWE IPUCIIOCOOJEHHOCTH BHpyca Y
WHIUBUIOB, MHPULHUPOBAHHBIX pa3HOOOpasHbiMu Bapuantamu BUY-1. be3 mpusssku k
TEOPUH TMOJIATAIOT, 4YTO OoJiee BBICOKME YPOBHH pEIUIMKALMU BHUPYCa MOTYT OBITh
BCJICAICTBUE JaBJIEHWs HWMMYHHOTO OTBETa XO3sMHA (HANpHUMEpP, YCKOJNb3aHUS OT
UMMYHHOTO OTB€Ta) W/WJIM aNanTalid K KaXKIAOMY OTHENBbHOMY XO3SHHY, YTOOBI
MaKCHMH3HPOBATh YPOBEHb PEIUIMKALMHN BHpyca. BapnabempbHOCTh B MOTEHLHAIbHBIX
caiitax N-cBszanHoro riukoswiupoBanus (PNGS) Takke NMpUBOOMT K TOBBILICHHOM
npucnocodseHHocTu Bupyca. PNGS mo3BonsieT CBsI3bIBAHHE IMHHOLIETIOUEYHBIX
yIJIEBOZIOB € BbICOKOBapHadenbHbIMU yyacTkamu gpl120. Takum oOpa3om, KOJHYECTBO U
TouHOe pacnojoxeHue PNGS B env MoXeT BIUSATh Ha MPUCTIOCOOJIEHHOCTh BUPYCA, WIH
Ha CITIOCOOHOCTD K PEIUIMKALIH KaXKIOro BapuaHTa BUpyca, odecrieurnBast OONbILIYIO WU
MEHBIIYI0 YyBCTBUTEJBHOCTH K HMMYHHBIM OTBE€TaM XO3fMHA, B YaCTHOCTH, K

HEUTPAIN3YIO UM aHTUTEJIaM.

[0055]
67(9):5623-5634 (1993)) npencrapieHa HIKe:

KoHcencycHas mocnenoBarenbHOCTh yuactka V3 gpl120 (Milich u np., J. Virol.,

CTRPNNNTRKSIHIGPGRAFYTTGEIIGDIRQAHC (SEQ ID NO: 346).
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[0056] BapuanTsl aHTHTENa, ONUCAHHBIE B JAHHOM 3asBKE, CBA3BIBAIOTCA C CANTOM
cessbiBanusi CD4 (CD4bs) gpl120 BUY. Caiit cessbBarus CD4 (CDA4bs) conepskut
CTPYKTYPHO KOHCEpPBATHBHBIE CAlTBI, pacronokeHHble BHyTpH B1-0l, netnu D, 20-B21
(MocTukoBoro jucta) u 24-a5 gp120, kotopble onpenensitoT cBs3biBanne CD4 u BXomsT
B SIIMTONBI HanpasieHHbIX nmpotuB CD4bs anturen (Qiao, u ap., Antiviral Res., aBryct
2016 r.; 132:252-61). CD4bs gp120 obOpasyer kOH(pOPMALMOHHBIE SMHUTOINbBI, KOTOPbIE
y3HarTCs anTuTenamu npotus CD4bs, conep xaimuMu ouH Wi 6onee aMIHOKHUCIIOTHBIX
ocraTkoB, BbIOpaHHbIX U3 Thr278, Asp279, Ala281, Thr283, Asp368, Trp427, Glu460,
Ser461, Glu462, Leud52, Leud53 u Arg476. AMUHOKUCIIOTHBIE OCTaTKU U HyMeparus
MOJIOKEHUM TMPUBEAECHBI OTHOCUTENBbHO u3oisita BUY-1 nmoaruna B HXB2, koropsii
coorBercTByeT octatkam 1 - 511 B »TtanonHoil mnocnenoBarenbHocTu NCBI  Ne
NP _057856.1, mpencraBnennoit Hmwke. Octatku Thr278, Asp279, Asn280, Ala281,
Thr283, Asp368, Trp427, LeudS2, Leud53, Gly459, Glu464, Serd65, Glu466, lle467,
Gly472, Gly473 u Arg476, xoropsie MoryT ydactBoBath B CD4bs gp120, BbineneHsl

JKUPHBIM IPUPTOM U TTOTIEPKHYTHI:

MRVKEKYQHLWRWGWRWGTMLLGMLMICSATEKLWVTVYYGVPVWKEATTTLFCASDAK
AYDTEVHNVWATHACVPTDPNPQEVVLVNVTENFNMWKNDMVEQMHEDI ISLWDQSLKP
CVKLTPLCVSLKCTDLKNDTNTNSSSGRMIMEKGEIKNCSENISTSIRGKVOKEYAFEY
KLDITPIDNDTTSYKLTSCNTSVITQACPKVSFEPIPIHYCAPAGFAILKCNNKTEFNGT
GPCTNVSTVQCTHGIRPVVSTQLLLNGSLAEEEVVIRSVNEFTDNAKTIIVQLNTSVEIN
CTRPNNNTRKRIRIQRGPGRAFVTIGKIGNMROAHCNISRAKWNNTLKOIASKLREQFEFG
NNKTITFKQSSGGDPEIVTHSENCGGEFFYCNSTQLEFNSTWENSTWSTEGSNNTEGSDT
ITLPCRIKQIINMWOKVGKAMYAPPISGQIRCSSNITGLLLTRDGGNSNNESEI FRPGG
GDMRDNWRSELYKYKVVKIEPLGVAPTKAKRRVVQREKR (SEQ ID NO: 571).

[00S7] TpexmepHble MonENH, H300paKAFOLIHEe AMUHOKHCIIOTHBIE OCTATKH, Y4aCTBYIOIIHE
B CD4bs gp120, npencrasnensl, Hanpumep, B Canducci u ap., Refrovirology. 15 saBapst
2009 r.; 6:4; Falkowska u np., J Virol., anpens 2012 r.; 86(8):4394-403; u Li u np., J.
Virol., oktabpb 2012 r.; 86(20):11231-41; Gristick u np., Nat Struct Mol Biol., okTs10pb
2016 r.; 23(10):906-915; Kwon u np., Nat Struct Mol Biol., vions 2015 r.; 22(7):522-31,
Liu u np., Nat Struct Mol Biol., anpens 2017 r.; 24(4):370-378; Chen u np., Science., 20
Hosi0pst 2009 r.; 326(5956):1123-7 u Lyumkis u np., Science., 20 nexabps 2013 r.;
342(6165):1484-90. B HeKkoTOpPHIX BapUaHTAX peAIM3ALUN BAPHAHTHI AHTUTENA,
OIMCaHHbIC B JAHHOH 3asiBKe, KOHKYPHUPYIOT ¢ anTuTenamu npotus CD4bs b12, CH103,

INC9, 12A12, VRCO1, VRC07-523, N6, 3BNC117, NIH45-46 w/umu PGV04 (VRC-
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PGO04) 3a cesazeiBanne ¢ CD4bs gp120. B HEKOTOPBIX BapUaHTaX peayn3aliy BAPHAHTHI
AQHTUTENA, ONMUCAHHBIE B TAHHOM 3as1BKE, CBSA3BIBAKOTCS C SMIUTOIOM, NEPEKPHIBAIOLIUMCS
WIN UEHTHYHBIM 3IHTOIY, ¢ KOTOPBIM CBSI3bIBalOTCS aHTHTena npotus CD4bs bl2,
CHI103, INC9, 12A12, VRCO01, VRCO07-523, N6, 3BNC117, NIH45-46 w/unmu PGV04
(VRC-PGO04).

AgTurena opotus gpl20.

[0058] B Hacrosimem n3o0peTeHnn npensioxkensl anTuTena npotus gpl20. B HekoTopbix
BApUAHTAX peaIu3allMi JaHHbIE AaHTUTEJA CBS3BIBAKOTCA ¢ aHTtureHamu BHY-1,
SKCIPECCUPOBAHHBIMU HAa IOBEPXHOCTU KJETKH, W YHHUYTOXKAIOT WINM yOWBAIOT

MH(UILPOBAHHYIO KJIETKY .

[0059] B HEeKOTOpBIX BapHaHTaX pealu3aliy JaHHbIE aHTUTENa MPENCTABIIOT COOOH
HeUTpanu3yroLpe aHTuTeNa (HampuMmep, MOHOKJIOHAJIbHBIE), KOTOpBbIE HAIleJIeHbl Ha
BUY-1. “Heiitpanusyoomee aHTUTENO MPEACTaBisieT COOOH aHTUTENO, KOTOpOoe
Helitpanusyer criocobHocTh BMU HaumHaTh W/WIM COXpaHATh MHQPEKIMIO B XO3SIHHE
WnIM B KJIETKax-MUIIEHAX i1 Vifro. B HacTtosmeM uW300peTeHuHn NpenjioKeHbl
HEUTPaNIU3YIOLMEe MOHOKIOHAIbHbBIE AHTUTENA YeJIOBeKa, IPUYEM YKa3aHHbIE aHTUTEA
pacniozHaroT antureH us BUY, nanpumep, nonunentuyn gpl20. B HeKOTOphIX BapuaHTax
peanu3aly  “HEUTpaTU3yIOLlee AaHTHUTENO MOXKET HWHTHOMpPOBaTh MPOHUKHOBEHHE
Bupyca BUU-1, nanpumep, SF162 wumu JR-CSF, ¢ unnexkcom HeliTpanuzauu >1,5 umm
>2.,0 (Kostrikis LG u ap., J. Virol.,70(1): 445-458 (1996)).

[0060] B HexoTOpBIX BapuaHTax peayM3aliy JaHHbIE aHTUTENA MPENCTABISIIOT COOOM
HEWTpaJM3yIOLMe  aHTUTeNa  IOUPOKOrOo  CHeKTpa  JelcTBus  (Hampumep,
MOHOKJIOHAJIbHBIE), KOTOpble HaueneHol Ha BHY-1. Tlom “HedTpamu3yroLmMu
aHTUTENAaMH IIHPOKOrO CIIEKTpa JMAEWCTBUS IOIPa3syMeBalOT AaHTHUTeNa, KOTOpbIe
HEeHWTpaIm3yroT Oosiee onuHoro Buaa Bupyca BUU-1 (13 pa3HooOpa3HbIX Kiaa v pa3IHIHbIX
IITAMMOB BHYTPHU KJaJbl) B aHaiu3e HeWrpanmusammu. HeWTpaiamsyroiiee aHTUTENIO
LIMPOKOTO CIIEKTPa ACHCTBUS MOXKET HEMTPaIU30BaTh O MEHbIIEH Mepe 2, 3,4, 5, 6, 7,
8, 9 mwim Gonee paznuunbX mTamMmMoB BHU-1, yka3zaHHbIE IITaAMMBI OTHOCSATCS K OJHOU
WIA Pa3IM4YHbIM KjagaM. B HEKOTOpBIX BapHaHTAaX pealu3alld HeUTpaausyroliee
AHTUTEJIO LIMPOKOrO CIEKTPa AEHCTBUS MOKET HEUTPAJIM30BaTh MHOXKECTBO BU10B BUY-
1, oTHOCAIIMXCSA K MO MeHblIel mepe 2, 3, 4, 5 win 6 pa3au4HbIM KjaaaaM. B HEKOTOpbIX
BApUAHTAX pEeaNM3alii HHTHOMTOpPHAs KOHLIEHTPALMsl aHTHTENA MOXKET COCTABISITh
MeHee ueM nmpudmusutenbHo 0,0001 mkr/min, MeHee yeM npudmmutensHo 0,001 MKr/mi,

MeHee yeM mpudam3uTesbHo 0,01 MKT/MiT, MeHee yeM npuOr3uTenbHO 0,1 MKI/mIT, MeHee
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yeM npuOIM3UTEIbHO 0,5 MKI/MII, MeHee 4eM MpUOIM3UTENbHO 1,0 MKI/MJI, MeHee uemM
NpUOJM3UTEIBHO S5 MKI/MIJI, MeHee ueM npuOmmsuTenpHo 10 MKr/mi, MeHee HeM
NPUOJIM3UTEIBHO 25 MKI/MJ, MeHee 4eM NpuOIU3UTeNnbHO SO MKI/MII WM MEHee ueM
npubmmsurensHo 100 MKr/min i HeWTpaim3auuu npudmu3urenabHo 50% BBEIEHHOTO

BUPYCa B AHAJIN3€ HEUTPAIU3ALUH.

[0061] B HexkoTOpBIX BapuaHTax pealn3alyy JAHHBbIE AHTUTENA MPOSIBUJIM CHIIbHYIO
AKTUBHOCTb LIUPOKOIO CIIEKTpPa U BXOAST B IPYNITYy BBICOKOAKTUBHBIX ArOHHUCTHYECKHUX
antuTen mnpotuB caiita cesseBaHud CD4 (HAAD). Takue aHTUTENna HMUTHPYIOT
cBs3biBaHue Oenka penentopa CD4 xos3smHa ¢ gpl20. B HeKOTOpbIX BapHaHTax
peanu3aliy aHTUTENAa WM UX aHTUTCHCBS3bIBAIOIINE (pparMeHThI ConepkaTr B CBOEH
BaprabenbHON oOnacTu Tskenol uenu tpuntodad B mosnoxkeHun S50; acrnaparvH B
HOJIO’KeHUU 58; apruHuH B nojiockeHnu 71 u tpunrodan B monoxenun 100 (Hymeparust
nonokenuit cornacHo Kabaty). B HEeKOTOpbIX BapuaHTax peaju3aliy aHTHTENA WIH UX
AHTUTEHCBA3BIBAIOLINE (PparMeHThI comepikaT B CBOEH BapuabenbHOW OOJACTH JIErKOH
nenu tpuntoaH uiaM (QeHWIaNaHWH B TOJIOXKEHUH 67 W TIYTAMUHOBYIO KHCIOTY B
nonoxkeHnu 96 (Hymepaums mosoxenuil cornmacHo Kabaty). B HekoTopbIX BapmaHTax
peanM3alMy aHTUTENA WM UX AHTUT€HCBS3BIBAIOIINE (ParMEHThI COAEpKaT B CBOEH
BapuadesbHONH 00JIACTU JIETKOW Iienu TPUnTohaH B MOJOKEHUA 67 U TIYyTAMUHOBYHO
KUCJIOTY B TOJIOckeHUH 96 (Hymepalusi nojioxkeHuil corjacHo Kabary). B HexoTopbix
cnyyasix BapualOesnbHas OOJNACTh JIETKOW e  COAEPXKUT CaWT N-CBSI3aHHOTO
TJIMKO3WJIMPOBAHUSI B KapKacHOH oOnactu 3. B HEKOTOPBIX BapHaHTaxX peaM3aLiu
aHTUTENA WIN MX aHTHTCHCBS3BIBAIOIINE (PparMeHThl COMepIKaT B CBOeH BapualOeIbHOI
obmactu Tspkesow nenu Tpuntodan B monokeHun S50; acmapardH B MOJIOXKEHHH S8
apruHuH B mojiokeHun 71 um Tpuntodan B mojoxenun 100; m comepikar B CBOEH
BapuabenbHON 00AaCTH JIETKOW 1enu TpunTodaH WM (peHwIaNaHuH B MONOKeHHH 67 U
TJIyTAMHHOBYIO KHCIIOTY B MOJIOXKeHHU 96 (Hymeparusi nmonoxkeHui cornacao Kabary). B
HEKOTOPBIX BapUAHTAX PEAU3ALUH aHTHTENA WIN X aHTUT€HCBSI3bIBAIOLINE (PPArMEHThI
comep:kaT B cBoel BapuaberabHON 00nacTH TspKeNoH nenu TpuntodaH B monoxkeHun S0;
acraparviH B MOJIOKEHUHU S58; apruHuH B nojioxkeHnu 71 u tpunrodan B nonokeHnu 100;
U COneprKaT B CBOEH BapuaOebHOM 00JIACTH JIETKON IenH TPUNTO(aH B MOJIOKEHUH 67 U
TJIyTAMHHOBYIO KHCIIOTY B MOJIOXKeHNH 96 (Hymepanus nonokenuii cornacHo Kabaty). B
HEKOTOPBIX BapUaHTAX PEAU3aLUH aHTHTENA WIN X aHTUTE€HCBSI3bIBAOIINE (PParMEeHThI
conepxkar obmactu CDR VH u obmactu CDR VL, umeromie nocienoBaTeTbHOCTH,

npencrasieHHsie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, U
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JONOJHUTENIHO COIEPKaT B CBOEH BapHaOenbHON 00IACTH TsDKEJION 1ernu TpuntodaH B
nonokeHun S0, acriaparvH B MOJIOKEHNH S58; apruHuH B nonokeHnH 71 u TpunrodaH B
nonoxkennn 100; u comepkar B cBoel BapuabenbHOI 001acTH eTKOo menu Tpuntodas B
NOJIOKEHUH 67 W TIIyTAMHUHOBYIO KHCIIOTY B MOJOXEHHH 96 (Hymepauwusi MOJIOKEHUH
cormacHo Kabaty). B HekoTOppIX BapuaHTaX peain3alud aHTUTENAa WIH UX
aHTUTreHCBs3bIBatoIue GparmenTsl conepkar odbmactu CDR VH u obmactu CDR VL,
UMEIOLIE MocienoBaTebHOCTH, peacTasiaeHHble B SEQ ID NO: 137, 138, 139, 140, 141
u 142, COOTBETCTBEHHO, U JOIMOJHUTEIBHO COAEPKAT B CBOEH BapuabeabHOU 00iacTu
JeTKOH 1enu TpunTodaH B MOJOKEHUH 67 U IITyTAMHHOBYIO KUCJIOTY B MOJIOXKEHUU 96
(aymepaums monioskeHuit coryacHo KaOaty). B HekoTOpbIX BapmaHTax peann3aluu
aHTHUTENIa WIN UX aHTUTeHCBs3bIBaroImue (parmeHtsl comepskar obdmactu CDR VH u
obmactu CDR VL, umeromue nocnenosarenbHoCTH, peactasieHHbie B SEQ ID NO: 137,
138, 139, 140, 141 u 142, cCOOTBETCTBEHHO, U JOMOJHUTEJIBHO CONEPKAT B CBOEU
BapualenpbHON obnacTH TsKeNnoH uenu Tpuntodan B mojoxkeHuu S0; acmaparud B
nonoxkeHuu 58; apriuHuH B nonoxxeHuu 71 u tpunrodan B monoxkernu 100; u cogepxrat
B CcBOoeil BapualenpHON oOnmacTH Nerkoi uenu TpunTtodaH B MONOKEHUH 67 U
IJIyTAMHHOBYIO KHCJIOTY B MOJIOKeHUH 96 (Hymepauus nojioskeHuii cornacHo Kabarty) u
comepKaT B CBOeil BapuabenbHON 00J1aCTH JIETKOW ey TPUNTodaH B MOJOKEHUU 67 U

TJIyTAMHHOBYIO KUCJIOTY B MOJIOKeHHH 96 (Hymepauus mojioxeHuii corinacHo Kabarty).

[0062] ITpumepsr HAAD BxurouaroT aHTUTENA, ONMUCAHHBIE B JAaHHOH 3asBKe, a TaKxkKe
antuTena, onucanuble B Scheid u np., Science, 333:1633-1637 (2011); u West u np., Proc.
Natl. Acad. Sci. USA, E2083-E2090 (2012). MccnenoBanusi MOKa3aJjy, YTO AHTUTENO A U
aHTuTeNno B mpoucxonat u3 onHOW TMHUN B-KJI€TOK M3 OAHOrO MAlUeHTa U OTIIMYAI0TCS
B YETBIPEX MOJIOKEHUIX AMHHOKHCJIOT B CBOMX BapHaOeJIbHBIX O0JIACTSX JIETKOW eI U
B JECATH TMOJOKEHUSIX aMUHOKHCIIOT B CBOMX BapualOebHBIX OOJNACTSIX TSHKENIOHN Iernu
(Scheid u mp., 2011). [IpumMepbl aHTUTEN BKIIIOYAIOT, HO HE OTPAHUYEHBI AHTUTEJIOM A,
aHTUTENIOM B ¥ aHTHTENOM, COep KALUM TSDKENYIO LIeNb aHTUTeNla A | JIETKYIO LeTb

antutena B.

[0063] B Ttabmuue I mpenctaBieHbl ONpenessifOIIMEe KOMILIEMEHTAPHOCTh 00JacTH
(runepBapuabenpubie  yuactku, CDR) BapmaOenpHON o0nactu TsDKENOH Lienmud U
BaprabenbHOM 00IaCTH JIETKOM LienH aHTuTeNa A 1 anTuTena B corimacHo onpeneneHusm

Kabara, Yotna u mexxayHaponHo 6a3sl naHHbIX 10 nMmyHoreHetuke (IMGT).

[0064] Tabmuna I O6mactu CDR antuTena A u anturena B.
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CDR anTtHTeN12 Kaoar Yor1ua IMGT
A
VH-CDR1 DYFIH GYNIRDY GYNIRDYF
(SEQ ID NO: 137) (SEQ ID NO: (SEQ ID NO: 149)
143)
VH-CDR2 WINPKTGQPNNPRQFQG PKTG INPKTGQP
(SEQ ID NO: 138) (SEQ ID NO: (SEQ ID NO: 150)
144)
VH-CDR3 QRSDYWDFDV RSDYWDFD ARQRSDYWDFDV
(SEQ ID NO: 139) (SEQ ID NO: (SEQ ID NO: 151)
145)
VL-CDR1 QANGYLN NGY GY
(SEQ ID NO: 140) (SEQ ID NO: (SEQ ID NO: 152)
146)
VL-CDR2 DGSKLER DGS DGS
(SEQ ID NO: 141) (SEQ ID NO: (SEQ ID NO: 147)
147)
VL-CDR3 QVYEF YE QVYEF
(SEQ ID NO: 142) (SEQ ID NO: (SEQ ID NO: 142)
148)
CDR anTHTeNA Ka6ar Yorua IMGT
B
VH-CDRI1 DHFIH GYKISDH GYKISDHF
(SEQ ID NO: 153) (SEQID NO: 155) | (SEQ ID NO: 157)
VH-CDR2 WINPKTGQPNNPRQFQG PKTG INPKTGQP
(SEQ ID NO: 138) (SEQID NO: 144) | (SEQ ID NO: 150)
VH-CDR3 QRSDFWDFDV RSDFWDFD ARQRSDFWDFDV
(SEQ ID NO: 154) (SEQID NO: 156) | (SEQ ID NO: 158)
VL-CDR1 QANGYLN NGY GY
(SEQ ID NO: 140) (SEQ ID NO: 146) | (SEQ ID NO: 152)
VL-CDR2 DGSKLER DGS DGS
(SEQ ID NO: 141) (SEQID NO: 147) | (SEQ ID NO: 147)
VL-CDR3 QVYEF YE QVYEF
(SEQ ID NO: 142) (SEQID NO: 148) | (SEQ ID NO: 142)
[0065] Onpepemsromue  komruieMeHTapHocTh oOnactu (CDR) THNMUYHBIX  aHTUTEN

COIJIACHO HACTOsIIeW 3asBKe TmpeactaBieHbl Hiwke: obmactu CDR  cormacHo
onpenenennto Kadara (tabmuuel I u V), onpenenenmno Yorwma (tabmumer 11 u VI) u
omnpenenerantro IMGT(tabmumer IV u VII). Anrtutena, comepxkamue obmactu CDR,

NEPEUUCIICHHBIC HUXKE, BXOIAT B 00BeM HaCTOSIIJ.Ieﬁ 3asBKH.

[0066] B HEKOTOpBIX BapuaHTax peanu3alyu anTuTena npotus gp 120 uim cesa3pIBaroIue
gp120 ux GpparMeHTsl COrIaCHO HACTOSLIEMY HU300PETEHUIO JOMOIHUTENBHO K TOMY, YTO
oHu copepxkar mecte CDR u3 antutena A unu aHtuTena B cormacHo onpeneneHusiM

Kabara, Horna miin IMGT, npencTaBieHHbIM HIDKE, Takke conepskaT Tpuntodan (W) mim
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¢ennnananvH (F) B monokennn 74a mo Kalary, acmaparmHoByro kucnory (D) B
nonoxkennn 74b mo Kabary, ¢enunananun (F) B monmoxkenum 74c mo Kabary wu
acnaparuHoByto kucioty (D) B monoskenun 74d mo Kabaty; T.e., mocienoBaTeIbHOCTb
WDEFD (SEQ ID NO: 453) uma FDFD (SEQ ID NO: 627) B xapkacHol o0xactu 3 cBoei
VH unu nomeHa Tsokenoit menu. B HEKOTOPBIX BapuaHTax peau3aliy aHTHTeNa IPOTHUB
gp120 nnu ces3pBaromue gpl20 ux ¢GpparMeHThl COTJIACHO HACTOALIEMY H300pETEHHIO
JOTOTHUTENILHO K TOMY, 4TO OHH cozepskat mectb CDR u3 antutena A, Takke conepkat
¢enunananvH (F) B monoxenun 74a mo Kabary, acmaparmHoByro kucnory (D) B
nojoxxennn 74b mo Kabary, ¢enunananun (F) B monoxkenuun 74c¢ mo Kabaty u
acnaparuHoByto kucioty (D) B monoskenun 74d mo Kabary; T.e., mocienoBaTeIbHOCTb
FDFD (SEQ ID NO: 627) B xapkacHo# o0aactu 3 cBoelt VH nnu noMeHa Tsikenon nemnu.
Kpucramnorpaguueckue ucClIenoBaHUS IMOKAa3alM, 4YTO KapkacHas oOmacte 3 B
noNoXKeHusIX ¢ Homepamu no Kabary 74a, 74b, 74c u 74d B VH obpasyer yacte nmapartona
OINHMCAHHBIX B JAHHOH 3asBKE BapUAHTOB AHTHTEJI, HEMOCPEICTBEHHO KOHTAKTHPYIOLIYIO
¢ uenesbiM aHTureHoM gpl120. Cm., Hanpumep, Lee u np., Immunity (2017) 46(4): 690—
702 (purypa 1G, unentuduumpyromasi ocratok W71d); Klein u nmp., Cell (2013),
153(1):126-38 (¢purypst 4 u S); u Zhou u ap., (2013) Immunity (2013) 39 245-258
(Tabnuna 1); TEHTOYHBIE TUArPaMMbl KPUCTAJUTM30BaHHBIX CTPYKTYp SVSL, SV8M, 4JPV

1 4LSV MOKHO MOCMOTPETh Ha caiiTe rcsb.org.
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Tabauua II. OnpepeneHust (KaBar) CDR aHTUTeN

VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3
DYFIH WINPKTGQPNNPRQFQG QRSDYWDEDV QANGYLN DGSKLER QVYEF

(SEQ ID NO: 137) (SEQ ID NO: 138) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 141) (SEQ ID NO: 142)
DYFMH WINPKTGQPNNPRQFQG QRSDYWDEDV QANGYLN DGSKLER QVYEF

(SEQ ID NO: 159) (SEQ ID NO: 138) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 141) (SEQ ID NO: 142)
DYFIH WINPKWGQPNNPRQFQG QRSDYWDEDV QANGYLN DGSKLER QVYEF

(SEQ ID NO: 137) (SEQ ID NO: 160) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 141) (SEQ ID NO: 142)
DYFIH WINPKGGQPNNPRQFQG QRSDYWDEDV QANGYLN DGSKLER QVYEF

(SEQ ID NO: 137) (SEQ ID NO: 161) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 141) (SEQ ID NO: 142)
DYFIH WINPKAGQPNNPRQFQOG QRSDYWDFDV QANGYLN DGSKLER QVYEF

(SEQ ID NO: 137) (SEQ ID NO: 162) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 141) (SEQ ID NO: 142)
DYFIH WINPKHGQPNNPRQFQG QRSDYWDEFDV QANGYLN DGSKLER QVYEF

(SEQ ID NO: 137) (SEQ ID NO: 163) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 141) (SEQ ID NO: 142)
DYFIH WINPKTGQPNNPRQFQG QRTDYWDEDV QANGYLN DGSKLER QVYEF

(SEQ ID NO: 137) (SEQ ID NO: 138) (SEQ ID NO: 164) (SEQ ID NO: 140) (SEQ ID NO: 141) (SEQ ID NO: 142)
DYFMH WINPKTGQPNNPRQFQG QRTDYWDEDV QANGYLN DGSKLER QVYEF

(SEQ ID NO: 159) (SEQ ID NO: 138) (SEQ ID NO: 164) (SEQ ID NO: 140) (SEQ ID NO: 141) (SEQ ID NO: 142)
DYFIH WINPKTGQPNNPRQFQG QRSDYWDEDV QANGYLN DASKLER QVYEF
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TaGmuua II.

OnpegeneHus (KaGar) CDR aHTHUTEN

VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3
(SEQ ID NO: 137) (SEQ ID NO: 138) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 165) (SEQ ID NO: 142)
DYFIH WINPKTGQPNNPRQFQG QRSDYWDFDV QANGYLN DGSNLER QVYEF
(SEQ ID NO: 137) (SEQ ID NO: 138) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 166) (SEQ ID NO: 142)
DYFIH WINPKTGQPNNPRQFQG QRSDYWDFDV QANGYLN DGSKLET QVYEF
(SEQ ID NO: 137) (SEQ ID NO: 138) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 167) (SEQ ID NO: 142)
DYFIH WINPKTGQPNNPRQFQG QRSDYWDFDV QANGYLN DASNLER QVYEF
(SEQ ID NO: 137) (SEQ ID NO: 138) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 168) (SEQ ID NO: 142)
DHFIH WINPKTGQPNNPRQFQG QRSDYWDEFDV QANGYLN DGSKLER QVYEF
(SEQ ID NO: 141) (SEQ ID NO: 142)
(SEQ ID NO: 153) (SEQ ID NO: 138) (SEQ ID NO: 139) (SEQ ID NO: 140)
DYFIH WINPKTGQPNNPRQFQG QRSDEFWDEDV QANGYLN DGSKLER QVYEF
(SEQ ID NO: 141) (SEQ ID NO: 142)
(SEQ ID NO: 137) (SEQ ID NO: 138) (SEQ ID NO: 154) (SEQ ID NO: 140)
DYFIH WINPKTGQPNNPRQFQG QRSDEFWDEDV QATGYLN DGSKLER QVYEF
(SEQ ID NO: 141) (SEQ ID NO: 142)
(SEQ ID NO: 137) (SEQ ID NO: 138) (SEQ ID NO: 154) (SEQ ID NO: 570)
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Tabauua III. OnpepeneHust (Yorma) CDR aHTHUTEN

VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3

GYNIRDY PKTG RSDYWDED NGY DGS YE

(SEQ ID NO:143) (SEQ ID NO: 144) (SEQ ID NO: 145) (SEQ ID NO: 146) (SEQ ID NO: 147) (SEQ ID NO: 148)
GYNIRDY PKWG RSDYWDED NGY DGS YE

(SEQ ID NO:143) (SEQ ID NO: 169) (SEQ ID NO: 145) (SEQ ID NO: 146) (SEQ ID NO: 147) (SEQ ID NO: 148)
GYNIRDY PKGG RSDYWDED NGY DGS YE

(SEQ ID NO: 143) (SEQ ID NO: 170) (SEQ ID NO: 145) (SEQ ID NO: 146) (SEQ ID NO: 147) (SEQ ID NO: 148)
GYNIRDY PKAG RSDYWDED NGY DGS YE

(SEQ ID NO: 143) (SEQ ID NO: 171) (SEQ ID NO: 145) (SEQ ID NO: 146) (SEQ ID NO: 147) (SEQ ID NO: 148)
GYNIRDY PKHG RSDYWDED NGY DGS YE

(SEQ ID NO: 143) | (SEQ ID NO: 172) | (SEQ ID NO: 145) | (SEQ ID NO: 146) | (SEQ ID NO: 147) | (SEQ ID NO: 148)
GYNIRDY PKTG RTDYWDFED NGY DGS YE

(SEQ ID NO: 143) | (SEQ ID NO: 144) | (SEQ ID NO: 173) | (SEQ ID NO: 146) | (SEQ ID NO: 147) | (SEQ ID NO: 148)
GYNIRDY PKTG RSDYWDFED NGY DAS YE

(SEQ ID NO: 143) (SEQ ID NO: 144) (SEQ ID NO: 145) (SEQ ID NO: 146) (SEQ ID NO: 174) (SEQ ID NO: 148)
GYKIRDY PKTG RSDYWDED NGY DGS YE

(SEQ ID NO: 459) (SEQ ID NO: 144) (SEQ ID NO: 145) (SEQ ID NO: 146) (SEQ ID NO: 147) (SEQ ID NO: 148)
GYNISDY PKTG RSDYWDED NGY DGS YE

(SEQ ID NO: 460) (SEQ ID NO: 144) (SEQ ID NO: 145) (SEQ ID NO: 146) (SEQ ID NO: 147) (SEQ ID NO: 148)
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Tabauua III. OnpepeneHust (Yorma) CDR aHTHUTEN

VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3

GYNIRDH PKTG RSDYWDED NGY DGS YE

(SEQ ID NO: 461) (SEQ ID NO: 144) (SEQ ID NO: 145) (SEQ ID NO: 146) (SEQ ID NO: 147) (SEQ ID NO: 148)
GYNIRDY PKTG RSDFWDED NGY DGS YE

(SEQ ID NO: 143) (SEQ ID NO: 144) (SEQ ID NO: 156) (SEQ ID NO: 146) (SEQ ID NO: 147) (SEQ ID NO: 148)
Tabamua IV. Onpepenenust (IMGT) CDR aHTUTeN

VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3
GYNIRDYF INPKTGQP ARQRSDYWDEDV GY DGS QVYEF

(SEQ ID NO: 149) (SEQ ID NO: 150) (SEQ ID NO: 151) (SEQ ID NO: 152) (SEQ ID NO: 147) (SEQ ID NO: 142)
GYNIRDYF INPKWGQP ARQRSDYWDFDV GY DGS QVYEF

(SEQ ID NO: 149) [ (SEQ ID NO: 175) [ (SEQ ID NO: 151) | (SEQ ID NO: 152) (SEQ ID NO: 147) | (SEQ ID NO: 142)
GYNIRDYF INPKGGQP ARQRSDYWDFDV GY DGS QVYEF

(SEQ ID NO: 149) | (SEQ ID NO: 176) | (SEQ ID NO: 151) | (SEQ ID NO: 152) (SEQ ID NO: 147) | (SEQ ID NO: 142)
GYNIRDYF INPKAGQP ARQRSDYWDEDV GY DGS QVYEF

(SEQ ID NO: 149) (SEQ ID NO: 177) (SEQ ID NO: 151) (SEQ ID NO: 152) (SEQ ID NO: 147) (SEQ ID NO: 142)
GYNIRDYF INPKHGQP ARQRSDYWDEFDV GY DGS QVYEF

(SEQ ID NO: 149) (SEQ ID NO: 178) (SEQ ID NO: 151) (SEQ ID NO: 152) (SEQ ID NO: 147) (SEQ ID NO: 142)
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Tabauua IV.

Onpepgenecumnst (IMGT) CDR aHTHTEN

VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3
GYNIRDYF INPKTGQP ARQRTDYWDEDV GY DGS QVYEF
(SEQ ID NO: 149) (SEQ ID NO: 150) (SEQ ID NO: 179) (SEQ ID NO: 152) (SEQ ID NO: 147) (SEQ ID NO: 142)
GYNIRDYF INPKTGQP ARQRSDYWDEDV GY DAS QVYEF
(SEQ ID NO: 149) (SEQ ID NO: 150) (SEQ ID NO: 151) (SEQ ID NO: 152) (SEQ ID NO: 180) (SEQ ID NO: 142)
GYKIRDYF INPKTGQP ARQRSDYWDEDV GY DGS QVYEF
(SEQ ID NO: 462) (SEQ ID NO: 150) (SEQ ID NO: 151) (SEQ ID NO: 152) (SEQ ID NO: 147) (SEQ ID NO: 142)
GYNISDYF INPKTGQP ARQRSDYWDEDV GY DGS QVYEF
(SEQ ID NO: 463) (SEQ ID NO: 150) (SEQ ID NO: 151) (SEQ ID NO: 152) (SEQ ID NO: 147) (SEQ ID NO: 142)
GYNIRDHF INPKTGQP ARQRSDYWDEDV GY DGS QVYEF
(SEQ ID NO: 464) (SEQ ID NO: 150) (SEQ ID NO: 151) (SEQ ID NO: 152) (SEQ ID NO: 147) (SEQ ID NO: 142)
GYNIRDYF INPKTGQP ARQRSDFWDFDV GY DGS QVYEF
(SEQ ID NO: 149) (SEQ ID NO: 150) (SEQ ID NO: 158) (SEQ ID NO: 152) (SEQ ID NO: 147) (SEQ ID NO: 142)
TaGauua V. Onpepenenusi (KaBar) CDR aHTuUTEN
VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3

DYFIH WINPKTGQPNNPRQFQG QRSDYWDEDV QANGYLN DGSKLER QVYEF
(SEQ ID NO: 137) (SEQ ID NO: 138) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 141) (SEQ ID NO: 142
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Tabauua V. OnpepeneHusi (KaBar) CDR aHTUTeN

VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3
DHFIH WINPKTGQPNNPRQFQG QRSDYWDFDV QOANGYLN DGSKLER QVYEF
(SEQ ID NO: 153) (SEQ ID NO: 138) (SEQ ID NO: 139) (SEQ ID NO: 140) (SEQ ID NO: 141) (SEQ ID NO: 142

Tabauua VI. Onpepenenust (Yorma) CDR aHTUTEN

VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3

GYNIRDY PKTG RSDYWDED NGY DGS YE

(SEQ ID NO: 143) (SEQ ID NO: 144) (SEQ ID NO: 145) (SEQ ID NO: 146) (SEQ ID NO: 147) (SEQ ID NO: 148)
GYKIRDH PKTG RSDYWDEFD NGY DGS YE

(SEQ ID NO: 457) (SEQ ID NO: 144) (SEQ ID NO: 145) (SEQ ID NO: 146) (SEQ ID NO: 147) (SEQ ID NO: 148)

TaBmuua VII. OnpegenenHuss (IMGT) CDR aHTUTen

VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3
GYNIRDYF INPKTGQP ARQRSDYWDFDV GY DGS QVYEF

(SEQ ID NO: 149) (SEQ ID NO: 150) (SEQ ID NO: 151) (SEQ ID NO: 152) (SEQ ID NO: 147) (SEQ ID NO: 142)
GYKIRDHF INPKTGQP ARQRSDYWDFDV GY DGS QVYEF

(SEQ ID NO: 458) (SEQ ID NO: 150) (SEQ ID NO: 151) (SEQ ID NO: 152) (SEQ ID NO: 147) (SEQ ID NO: 142)
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[0067] B o0wvem HacTosiimero wn300peTeHUs BXOAAT aHTUTena mnpotuB gpl20 wmm
csspiBatrome gpl20 mx ¢parmentsl, koTopble comepxkar mecte CDR kaxporo wu3
aHTUTEJI, OTIMCAHHBIX B JAHHOH 3asBKe (CM., Hanpumep, Tadiuusl [ - VII). B HekoTopsIx
BapUAHTAaX peaNM3alii OAHO WM Oonee W3 AaHHBIX aHTUTeNn mnpotuB gpl20 wmm
cesspiBaromx  gpl20 wmx (¢parmentoB Takxke comepkar TpuntopaH (W) wnmm
¢enunananvH (F) B monokennn 74a mo Kabarty, acmaparmHoByro kuciory (D) B
nonoxxkennn 74b mo Kabary, ¢enunananun (F) B monmoxkenun 74c mo Kabary wu
acnaparuHoByto kucioty (D) B monoskenuu 74d nmo Kabary. JIomkHO OBITE O4€BHIHO, YTO
B 00BbEM HACTOSINEro H300pETeHMs TaKKe BXOIIT aHTUTENa mnpotuB gpl20 wmm
csizbiBatone gpl20 mx ¢parmentsl, comepxkamme odiactu CDR cormacHo moOomy
apyromy ompeneneanto CDR  (mampumep, omnpenenenmo Omnerrep (Honegger),
yay4lIeHHOMY ompeneneHno Yorua, onpeneneHno AbM, KOHTAaKTHOMY ONpeeNIeHHUIO,
cMm., Hanpumep, www .bioinf.org.uk/ATs/#cdrdef) antuten nporus BUY, onucaHHbIX B
JaHHOM 3as1BKe. B HEKOTOPBIX ciy4asx anturesna npotus gp 120 unu ceaspiBaromue gp120
(parMeHThI, ONUCAHHbIE B AAHHOH 3asBKe, OOJamarOT YJIy4YLIEHHOH CIIOCOOHOCTBIO K
yHHUuTOXKEeHMO MHpuimposaHubix BUUY-1 nenespix CD4 T-kieTok mo CpaBHEHUIO C
aHTUTENOM A W/mnm aHTuTesoM B. B HEKOTOpBIX BapuaHTax peaju3alliil aHTHTENa,
conepxkame VH wu VL, cogpepxamue noCAedoBaTENbHOCTH — aMHHOKUCIOT,
npencrasieHHbie B SEQ ID NO: 477 u 278, coorserctBenno, wiu HC u LC, conepkartue
MOCTIEAOBATEIbHOCTH aMUHOKHUCIIOT, mnpexacrasieHHbie B SEQ ID NO: 529 u 103,
COOTBETCTBEHHO,  OOJIaNal0T  yJAYYIIEHHOH  CHOCOOHOCTBIO K YHHYTOXXEHHUIO
uapunmposanHbix BUU-1 nenepbix CD4 T-k1€TOK 1O CPABHEHUIO C AHTUTENIOM A M/HUJIH
aHTuTesoM B. B HeKOTOpBIX citydasx y anTuTen npotus gp 120 unu ces3bBaromux gpl20
(bparMeHTOB, ONMUCaHHBIX B JaHHOU 3asBke, ECso coctasnser ot 0,05 mo 2 MKr/mi B
ananmu3ax A3KI] onocpenosanHoro NK-kieTkamu yHUUTOXKEeHUST nHPULIHpoBaHHBIX BUYU
KJIeTOK (Hanpumep, nHPUIupoBaHHbIX BUY-1-Kk71€T0K). B HEKOTOPBIX Clly4yasix y aHTHTEN
npotuB gp120 unm csbBaromuX gp 120 ¢pparMeHTOB, ONMMCAaHHBIX B AaHHOM 3asBKe, ECso
coctasiisiet oT 0,05 1o 1,5 Mkr/mi. B HeKoTOpBIX ciiydasix y aHTutea npotus gpl20 wimm
cBsi3biBarox gpl20 ¢parmMeHTOB, ONMUCAaHHBIX B HaHHOH 3asBke, ECso cocTaBisieT ot
0,05 mo 1,0 Mxr/mi. B HEKOTOpPBIX ciy4asx y aHTUTEN MPOTUB gpl120 Min CBA3BIBAIOIINX
gp120 ¢parmenToB, omucaHHBIX B naHHOU 3asiBke, ECso coctaBmsier ot 0,05 mo 0,85
MKI/MI. B HekoTopeIx ciydasix y aHtuten npotuB gpl20 wmmm cesibiBarommx gp 120
(bparMeHTOB, OMHMCaHHBIX B HaHHOMU 3asiBke, ECso coctasmsier ot 0,05 mo 0,75 mxr/mn. B
HEKOTOPBIX Cly4asx y aHtuten npotus gpl20 wmm ceseiBarommx gpl20 ¢gpparmMeHToB,

ONMUCAHHBIX B MaHHOM 3asiBke, ECso coctaBmsier ot 0,05 mo 0,5 mxr/mu. B HekoTOpbIX
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ciy4asix y antaren npotus gpl20 wnm ces3pBaromux gpl20 ¢pparMeHTOB, ONMUCAHHBIX B
nanHo 3asiBke, ECso coctasisier ot 0,05 1o 0,3 Mkr/mit. B HEKOTOPBIX Cydasix y aHTHUTEN
npotuB gp120 nnm cseBaromux gp 120 ¢pparMeHTOB, ONMMCaHHBIX B AaHHOM 3as1BKe, ECso

coctaiisieT oT 0,07 1o 0,2 MKI/MIL.

[0068] IMocnenoBaTenbHOCTH aMUHOKHUCIIOT BapuadenbHOM obnacTu Tspkenoi ey (VH)

U BapuadenpHOI obnactu nerkoit nenu (VL) THMUYHBIX aHTUTEN COTIACHO HACTOSIIIEMY
mo0perenuto npexacrasiensl B Tabmunax VIII u IX, coorBercTBeHHO. Takke BKIIOUEHbI
nociieoBaTebHOCTH aMHMHOKUCIOT VH u VL KOHTpOJIeH, UCTIONBb3YeMbIX B HEKOTOPBIX
crocobax aHaiM3a COIJIaCHO HacTosieMy u3o0pereHuro (Hampumep, antutena C u

anturena D).

Ta6auna VIII. Iocaegosareasnoctu VH

SEQ
ID
NO

Hassanune | I[locsienoBatesibHOCTE AMHHOKHCJIOT BapHate ibHO 00/1aCTH TSoKeT0#
uenu (VH)

181

C QVRLSQOSGGOMKKPGDSMRISCRASGYEFINCPINWIRLAPGKRPEW
MGWMKPRWGAVSYARQLOGRVTMTRDMYSETAFLELRSLTSDDTAVY
FCTRGKYCTARDYYNWDFEHWGQGTPVTVSS

182

A-1 QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOW
VGWINPKTGOPNNPROQFQOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

183

D-1 QVRLSQOSGGOMKKPGDSMRISCRASGYEFINCPINWIRLAPGKRPEW
MGWMKPRHGAVSYARQLOGRVTMTRDMYSETAFLELRSLTSDDTAVY
FCTRGKYCTARDYYNWDFEHWGQGTPVTVSS

184

1vz-1 QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTYSFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

185

1.2.1-1 | QVQLLOSGAEVKKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLQW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTMVTVSS

186

1.3.1-1 | QVSLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLQW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

187

1.4.1-1 | QVQLVQSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLQOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

188

1.5.1-1 | QVQLVQSGAAVTKPGASVRVSCKASGYNIRDYFIHWWRQAPGQGLQW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

189

1.6.1-1 | QVQLLOSGAEVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLQOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS
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uenu (VH)

190

1.7.1-1

QVOLLOSGAEVKKPGASVRVSCEASGYNIRDY FIHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

191

1.8.1-1

QVOLVOSGAEVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

192

1.9.1-1

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FIHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

193

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FMHWWRQAPGQGLOQW
VGWINPKTGOPNNPROQFOGRVSLTRHASWDFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

194

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FMHWWRQAPGOGLOQW
VGWINPKTGOQPNNPROFOGRVSLTRHASWDEDTEFSAYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

195

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FTHWWRQAPGOGLOQW
VGWINPKWGOQPNNPROQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

196

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FTHWWRQAPGOGLQW
VGWINPKGGOPNNPRQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

197

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOW
VGWINPKAGOPNNPROQFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

198

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOW
VGWINPKHGOPNNPROQFOGRVSLTRHASWDFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

199

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVTLTRHASWDFDTFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

200

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FITHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVIMTRHASWDFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

201

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGQOGLOW
VGWINPKTGOPNNPROFOGRVSLTRDASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

202

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FITHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASTESFYMDLKALRSDDTAVY
FCARQRSDYWDEDVWGSGTQVTVSS

203

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FITHWWROQAPGQOGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTEFSESMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS
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204

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTEFSEFYMDLSRLRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

205

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TATYFCARQRSDYWDEFDVWGSGTQVTVSS

206

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRTDYWDEFDVWGSGTQVTVSS

207

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TATYFCARQRTDYWDFDVWGSGTQVTVSS

208

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGQGTQVTVSS

209

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FTHWWRQAPGOGLOW
VGWINPKTGOQPNNPROQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTMVTVSS

210

.15

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FITHWVRQAPGOGLOW
VGWINPKTGOPNNPROQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

211

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FMHWVRQAPGQOGLQW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEDTEFSEYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

212

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYEFMHWVRQAPGQGLOW
VGWINPKTGOPNNPROFQOGRVSLTRHASWDEFDTFSAYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

213

QVOLVQOSGAEVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDD
TATYFCARQRSDYWDEDVWGSGTQVTVSS

214

QVOLVOSGAEVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDFDTEFSEFYMDLKALRSDD
TAVYFCARQRTDYWDEFDVWGSGTQVTVSS

215

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FITHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVTLTRHASWDEFDTFSEFYMDLKALRSDD
TATYFCARQRSDYWDEFDVWGSGTQVTVSS

216

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FTHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVTLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRTDYWDEFDVWGSGTQVTVSS

217

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FMHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVTMTRHASWDEFDTEFSEFYMDLSRLRSDD
TATYFCARQRTDYWDEFDVWGQGTMVTVSS

218

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FMHWWROQAPGQOGLOW
VGWINPKTGOPNNPROFOGRVITMTRHASWDEFDTEFSAYMDLSRLRSDD
TATYFCARQRTDYWDEFDVWGOGTMVTVSS

219

.51

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FTHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTYSEYMDLSRLRSDD
TAVYFCARQRSDYWDEDVWGOGTMVTVSS
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220

OQVHLSOSGAAVTKPGASVRVSCEASGYKISDHEFTHWWROAPGOGLOW
VGWINPKTGOPNNPROFOGRVSLTROASWDEDTYSEFYMDLKAVRSDD
TATYFCARQRSDEWDEFDVWGSGTQVTVSS

221

1.41.

5-

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FITHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGOQGTMVTVSS

465

QVHLSQOSGAAVTKPGASVRVSCEASGYKIRDHFTHWWROQAPGQGLOQW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKAVRSDD
TATYFCARQRSDYWDEFDVWGSGTQVTVSS

466

QVHLSQOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKAVRSDD
TATIYFCARQRSDYWDFDVWGSGTQVTVSS

4677

QVHLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

468

QVOLSQOSGAAVTKPGASVRVSCEASGYNIRDY FTHWWRQAPGOGLOW
VGWINPKTGOQPNNPROQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

469

QVOLLOSGAAVTKPGASVRVSCEASGYKIRDY FTHWWRQAPGOGLOQW
VGWINPKTGOPNNPROQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

470

QVOLLOSGAAVTKPGASVRVSCEASGYNISDY FTHWWRQAPGOGLQW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEDTEFSEYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

471

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDHEFTHWWRQAPGQGLOW
VGWINPKTGOPNNPROFQOGRVSLTRHASWDEFDTEFSFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

472

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTROASWDEFDTFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

474

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDFDTFSEFYMDLKAVRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

475

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGQOGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDFDTEFSEFYMDLKALRSDD
TATYFCARQRSDYWDEFDVWGSGTQVTVSS

476

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FITHWWROQAPGQOGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDEWDEFDVWGSGTQVTVSS

477

.64

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FITHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASFDEFDTFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

478

2.4.1-1

QVHLSQOSGAAVTKPGASVRVSCEASGYKIRDHEFTHWWROQAPGQOGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASFDFDTEFSEFYMDLKAVRSDD
TATYFCARQRSDYWDEDVWGSGTQVTVSS
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222

EIVLTOSPGTLSLSPGETAIISCRTSQYGSLAWYQORPGOAP
RLVIYSGSTRAAGIPDREFSGSRWGPDYNLTISNLESGDEGVY
YCOOYEFFGOGTKVQVDIK

223

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEFC
QVYEFVVPGTRLDLK

224

SLTOSPGTLSLSPGETAITISCRTSQYGSLAWYQORPGOAPRL
VIYSGSTRAAGIPDRESGSRWGPDYNLTISNLESGDEFGVYYC
QOYEFFGOGTKVQVDIK

225

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQOKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFC
QVYEFVVPGTKVDIK

226

EIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLQPEDIATYFC
QVYEFVVPGTRLDLK

227

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLQPEDIATYFC
QVYEFVVPGTRLDLK

228

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLQPEDIATYFEFC
QVYEFVVPGTRLDLK

229

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDASKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

230

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSNLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

231

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDASNLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

232

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLETGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

233

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTLTINNLOPEDIATYEFC
QVYEFVVPGTRLDLK

234

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYTLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

235

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK

236

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYTLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK
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237

1.1.14-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGSGSGTDEFTFTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

238

DIOMTQSPSSLSASVGDTVTITCOANGY LNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEFC
QVYEFFVPGTRLDLK

239

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEFC
QVYEFVGPGTRLDLK

240

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFC
QVYEFFGPGTRLDLK

241

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLQPEDIATYFC
QVYEFVSPGTRLDLK

242

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLQPEDIATYFC
QVYEFVTPGTRLDLK

243

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLQPEDIATYFEFC
QVYEFVVPGTNLDLK

244

DIOMTQSPSSLSASVGDTVTITCOANGY LNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEC
QVYEFVGPGTNLDLK

245

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEC
QVYEFVSPGTNLDLK

246

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEC
QVYEFVTPGTNLDLK

247

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRVDLK

248

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEC
QVYEFVVPGTNVDLK

249

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDIK

250

DIOMTQSPSSLSASVGDTVTITCOANGY LNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRVDIK

251

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTNVDIK
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252

1.1.29-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVGPGTNVDIK

253

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEFC
QVYEFVTPGTNVDIK

254

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTLTISSLOPEDIATYFEFC
QVYEFVVPGTNLDLK

255

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTLTISSLOPEDIATYFC
QVYEFVTPGTRLDLK

256

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSNLERGVPSRESGRRWGQEYTLTISSLOPEDIATYFC
QVYEFVVPGTNLDIK

257

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSNLERGVPSRESGRRWGQEYTLTISSLOPEDIATYFEFC
QVYEFVTPGTRLDIK

258

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQOKPGKAPKL
LIYDGSNLETGVPSRESGSRWGQEYTLTISSLOPEDIATYFEC
QVYEFVGPGTNLDIK

259

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKL
LIYDGSNLETGVPSRESGSRWGQEYTLTISSLOPEDIATYEC
QVYEFVTPGTNLDIK

260

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTEFTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

261

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYSLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

262

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYSFTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

263

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYALTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

264

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYAFTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

265

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYHLTINNLOPEDIATYEC
QVYEFVVPGTRLDLKR

266

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYHFTINNLOPEDIATYEC
QVYEFVVPGTRLDLK
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267

1.1.44-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYQLTINNLOPEDIATYEFC
QVYEFVVPGTRLDLK

268

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYQFTINNLOPEDIATYEFC
QVYEFVVPGTRLDLK

269

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLKINNLOPEDIATYFEFC
QVYEFVVPGTRLDLK

270

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNFKINNLOPEDIATYFC
QVYEFVVPGTRLDLK

271

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLAINNLQPEDIATYFC
QVYEFVVPGTRLDLK

272

1.1.49-1

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNFAINNLQPEDIATYFC
QVYEFVVPGTRLDLK

273

1.37.51-1

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQOKPGKAPKL
LIYDGSKLETGVPSRESGSRWGQEYTLTINNLQPEDIATYFEFC
QVYEFFGPGTRLDLK

274

1.8.52-1

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTLTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

275

1.1.54-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTLTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

276

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYNLTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

277

2.1.2-1

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYHLTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

278

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

279

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

280

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYHLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

281

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYHLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK
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ID NO

Hassanue

IHocsienoBaTes b HOCTH AMHHOKHCJIOT BapHaleJibHOii 06J1acTH
qerxoii nemu (VL)

282

1.1.78-1

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYHLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

283

1.41.81-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEFC
QVYEFFGPGTRLDLK

284

DIOMTQSPSSLSASVGDRVTITCOANGY LNWYQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYFEFC
QVYEFVVPGTRLDLK

285

1.41.83-1

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYFC
QVYEFVVPGTRLDLK

286

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYFC
QVYEFFGPGTRLDLK

287

1.41.85-1

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYFEFC
QVYEFFGPGTRLDLK

288

1.41.86-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQOKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLQPEDIATYFEFC
QVYEFVVPGTRLDLK

289

1.41.87-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEC
QVYEFFGPGTRLDLK

290

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK

291

1.41.89-1

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK

292

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

293

1.41.91-1

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

294

1.41.92-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYHLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

295

1.41.93-1

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYHLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

296

1.1.94-1

DIOMTQOSPSSLSASVGDRVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK
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297

1.41.95-1

DIOMTQOSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK

298

1.1.96-1

DIOMTQOSPSSLSASVGDRVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYEFC
QVYEFFGPGTRLDLK

299

1.41.97-1

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQOKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYFEFC
QVYEFFGPGTRLDLK

300

1.41.96-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYHLTINNLOQPEDIATYFC
QVYEFVVPGTRLDLK

301

1.41.99-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQOKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYHLTINNLQPEDIATYFC
QVYEFFGPGTRLDLK

302

1.1.100-1

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYFC
QVYEFVVPGTRLDLK

303

1.41.101-

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQOKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYFEC
QVYEFVVPGTRLDLK

304

1.1.102-1

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

305

1.41.103-

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

306

1.1.110-1

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGTRRGODYIFSINNLOPEDIATYEC
QVYEFVVPGTRLDLK

307

1.1.111-1

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRREFGODYILTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

308

1.1.112-1

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGSREFGOKYQLSINNLOPEDIATYEC
QVYEFVVPGTRLDLK

309

1.1.113-1

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRREFGODYILTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

310

2.1.3-1

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRREFGODYILTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

311

2.1.4-1

DIOMTQOSPSSLSARVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPARFSGRREFGODYILTINNLOPEDVATYEC
QVYEFIVPGTRLDLK
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479

3.1.8-1

DIOMTQOSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYNLTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

480

3.1.9-1

DIOMTQOSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYNLTINNLOPEDVATYFEFC
QVYEFFGPGTRLDLK

481

1.1.115-1

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYILTINNLOPEDIATYFEFC
QVYEFVVPGTRLDLK

482

3.1.10-1

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYILTINNLOPEDVATYFEFC
QVYEFIVPGTRLDLK

483

1.1.116-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYILTINNLQPEDIATYFC
QVYEFVVPGTRLDLK

484

3.1.11-1

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYILTINNLQPEDVATYFC
QVYEFIVPGTRLDLK

485

1.1.117-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYILTINNLQPEDIATYFEFC
QVYEFFGPGTRLDLK

486

3.1.12-1

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYILTINNLOPEDVATYEC
QVYEFFGPGTRLDLK

487

1.1.118-1

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYILTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

488

3.1.13-1

DIOMTQSPSSLSARVGDRATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGSRWGQEYILTISSLOPEDVATYEC
QVYEFFGPGTRLDLK

489

3.1.14-1

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYTLTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

491

3.1.5-1

DIOMTQOSPSSLSARVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYTLTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

492

3.1.15-1

DIOMTQOSPSSLSARVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYTLTINNLOPEDVATYEC
QVYEFFGPGTRLDLK

493

1.1.119-1

DIOMTQOSPSSLSASVGDRATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYTLTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

494

3.1.7-1

DIOMTQOSPSSLSARVGDRATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGSRWGQEYTLTISSLOPEDVATYEC
QVYEFFGPGTRLDLK

67




Ta6auua IX. IMocaegosarenbaocTn VL

SEQ
ID NO

Hassanue

IHocsienoBaTes b HOCTH AMHHOKHCJIOT BapHaleJibHOii 06J1acTH
qerxoii nemu (VL)

495

3.1.16-1

DIOMTQOSPSSLSARVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYHLTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

496

3.1.17-1

DIOMTQOSPSSLSARVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYHLTINNLOPEDVATYFEFC
QVYEFFGPGTRLDLK

497

3.1.18-1

DIOMTQSPSSLSARVGDRATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPARFSGSRWGQEYHLTISSLOPEDVATYEFC
QVYEFFGPGTRLDLK

498

1.1.120-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGODYILTINNLOQPEDIATYFC
QVYEFVVPGTRLDLK

499

3.1.19-1

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPARFSGRRWGODYILTINNLQPEDVATYFC
QVYEFIVPGTRLDLK

500

1.1.121-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRREFGQEYILTINNLQPEDIATYFC
QVYEFVVPGTRLDLK

501

3.1.20-1

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPARFSGRREGQEYILTINNLQPEDVATYFEFC
QVYEFIVPGTRLDLK

502

1.1.122-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYVLTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

503

1.1.123-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYLLTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

504

1.1.124-1

DIOMTQSPSSLSASVGDTATITCOANGY LNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYMLTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

505

1.1.125-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYALTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

500

1.1.126-1

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYSLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

507

1.1.127-1

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYFLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

508

1.1.128-1

DIOMTQOSPSSLSASVGDTATITCOANGY LNWYQORRGKAPKL
LIYDGSKLERGVPSRESGTRWGQEYILTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

5009

1.1.129-1

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRRGQEYILTINNLOPEDIATYEC
QVYEFVVPGTRLDLK
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510 1.1.130-1 | DIQMTQSPSSLSASVGDTATITCQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRYGQEYILTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

511 1.1.131-1 | DIQMTQSPSSLSASVGDTATITCQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGTRWGODYILTINNLOPEDIATYEFC
QVYEFVVPGTRLDLK

512 1.1.132-1 | DIQMTQSPSSLSARVGDTVTITCQANGY LNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFEFC
QVYEFVVPGTRLDLK

513 1.1.133-1 | DIQMTQSPSSLSASVGDTVTITCQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYNLTINNLOQPEDIATYFC
QVYEFVVPGTRLDLK

514 1.1.134-1 | DIQMTQSPSSLSASVGDTVTITCQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLQPEDVATYFC
QVYEFVVPGTRLDLK

515 1.1.135-1 | DIQMTQSPSSLSASVGDTVTITCQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLQPEDIATYFC
QVYEFIVPGTRLDLK

569 1.1.138-1 | DIQMTQSPSSLSASVGDTVTITCQOATGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLQPEDIATYFEFC
QVYEFVVPGTRLDLK

516 1.1.104-1 | DIQMTQSPSSLSASVGDTATITCQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTLTINNLOPEDIATYFEC
QVYEFFGPGTRLDLK

[0069] B HeKOTOpBIX BapuaHTax peanu3alyu aHTuTena npotus gp 120 unm cesA3pIBarOLne
gp120 ¢parmMeHTsl, OMMCaHHBIE B TAHHOW 3asBKe, copepkaT VH, koTopast mo MeHbIuei
Mepe Ha 80%, o MeHbleil mepe Ha 85%, no MeHbIel Mepe Ha 90%, Mo MeHblIel Mepe
Ha 91%, mo menbIuelt mepe Ha 92%, o MeHbInel Mepe Ha 93%, MO MeHbIIel Mepe Ha
94%, no meHb1Iel Mepe Ha 95%, o MeHbLel Mepe Ha 96%, no MeHblueil Mepe Ha 97%,
no Mesbineld mepe Ha 98%, mo Menbiiel Mepe Ha 99% wnu Ha 100% wuneHTHYHA
NOCJIEIOBATENIBPHOCTH ~ AMHHOKHCJIOT, BBIOPAaHHOHW M3  TPYIBL,  COCTOSIIEH U3
nocnenoBarenbHocTelt SEQ ID NO: 181 - 221 u 465 - 478, u VL, koropast mo MeHblei
Mepe Ha 80%, o MeHblueil mepe Ha 85%, no MeHbIel Mepe Ha 90%, 1o MeHblIel Mepe
Ha 91%, mo menblueit mepe Ha 92%, o MeHbInel Mepe Ha 93%, Mo MeHbIIel Mepe Ha
94%, no meHb1Iel Mepe Ha 95%, o MeHbLIel Mepe Ha 96%, no MeHblueil Mepe Ha 97%,
no MeHbield mepe Ha 98%, mo Menbuiell Mepe Ha 99% wunu Ha 100% upeHTHYHA
MIOCJIEIOBATENIbHOCTH ~ AMHHOKHCIIOT, BBIOPAHHOHW M3  TPYIBL,  COCTOSIIEH U3

nocnenosarenbHocTelt SEQ ID NO: 222 - 311, 479 - 516 u 569. B HEKOTOpbIX BapHaHTax
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peanuzaunu aaTuTena npotus gpl20 wim cesasbBaromue gp 120 pparMeHTsl, OnMcaHHbIE
B JaHHOW 3asBKe, comepkaT VH, BBIOpaHHYK) W3 TPYOIbL, COCTOSINEH U3
nocnenoarensHocTe SEQ ID NO: 181 - 221 n 465 - 478, u VL, BbIOpaHHYIO U3 IPYIIIBI,
coctosimedt u3 nocnenosarenbHocTert SEQ ID NO: 222 - 311, 479 - 516 u 569.

[0070] Ilpy cpaBHEHMH MONMHYKJIEOTUAHOW W MOJUIENTHUAHOW MOCIEAOBATEIbHOCTEN
IB€ TMOCJIENOBATEIbHOCTU HA3bIBAIOT “WACHTUYHBIMU , €CJIM TOCIEA0BATEIbHOCTh
HYKJIEOTUJIOB WM aMUHOKHCIOT B JABYX IIOCJIE€IOBATEIBHOCTSX OAMHAKOBA IIpH
BBIPABHUBAHUU JJIi MaKCHUMAaJIbHOTO COOTBETCTBHUS, Kak omnucaHo Huke. CpaBHeHUs
MEXAy ABYMsI IOCJIENOBATENBbHOCTSIMH OOBIMHO TPOBOAAT IyT€M CpPAaBHEHHS
NIOCJIEIOBATENLHOCTEN B OKHE CPaBHEHUsI, YTOOBI OMPEAETUTbh M CPABHUTH JIOKAJIbHBIE
y4acTKH nopodus rnocienosarenbHocTel. “OKHO CpaBHEHUs B JAHHOM 3as1BK€ OTHOCUTCS
K (PparMeHTy U3 1O MEHbIIeH Mepe MPUOIH3UTENBHO 20 CMEXHBIX MOJNIOKEHUH, OOBIYHO
or 30 po npubmusurenbHo 75, or 40 nmo mnpubmmsurensHo S50, B KOTOpOM
NOCJIE0BATEIbHOCTD MO>KHO CPABHUTB C 3TAJIOHHOM MOCIIEI0BATEIbHOCTBIO U3 TAKOTO 7K€
KOJINYECTBA CMEXHBIX ITOJIOKEHUH 110CJIe ONTUMAJIBHOTO BBIPABHUBAHUS IBYX YKa3aHHBIX

MOCJIEOBATEILHOCTEHN.

[0071] BripaBHUBaHUE MOCIENOBATENLHOCTEN sl CPABHEHMsS MOKHO OCYLIECTBUTD,
npuMeHsisi mporpammy Megalign u3 makera MPOrPaMMHOTO OOeCHeueHUs ISt
ouonndopmatriku Lasergene (DNASTAR, Inc., MbsnucoH, BUCKOHCHH), HCHOJB3YsI
mapaMeTpbl Mo ymoimdanuro. JlaHHas mporpamMma peanmM3yeT HECKOJbKO CXeM
BbIPABHUBAHUS, OMHCAHHBIX B CJIEOYIOLIMX CChUIOYHBIX Matepuanax: Dayhoff, M.O.
(1978) A model of evolutionary change in proteins - Matrices for detecting distant
relationships. B Dayhoff, M.O. (pexn.), A Atlas of Protein Sequence and Structure, National
Biomedical Research Foundation, Bamunrron, okpyr KonymOus, Tom 5, npui. 3, ctp. 345
- 358; Hein J. (1990), Unified Approach to Alignment and Phylogenes, ctp. 626-645,
Methods in Enzymology, Tom 183, Academic Press, Inc., Can-duero, Kamudophus;
Higgins, D.G. u Sharp, P.M. (1989) CABIOS 5: 151-153; Myers, EW. u Muller W. (1988)
CABIOS 4:11-17; Robinson, ED. (1971) Comb. Theor 77: 105, Santou, N. Nes, M.
(1987) Mol. Biol. Evol. 4:406-425; Sneath, P.H. A. u Sokal, R.R. (1973) Numerical
Taxonomy - the Principles and Practice of Numerical Taxonomy, Freeman Press, Can-
@pannucko, Kamndopuus; Wilbur, W.J. u Lipman, D.J. (1983) Proc. Natl. Acad., Sci.
USA 80:726-730.

[0072] B xauecTBe anbTepHATUBBI, BBIPABHUBAHUE MTOCIENOBATENBHOCTEN AJIs1 CPABHEHUS

MOKHO OCYLIECTBUTH C IOMOIIBHO aJropUTMa JIOKaJIbHOM UACHTHYHOCTH Cvuta u
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Yorepmana (1981) Add. APL. Math 2:482, ¢ mOMOWIBIO aJrOpUTMa BbIPABHUBAHUS
obnacrei romonornn Hunnmmana u Bynma (1970), J. Mol. Biol. 48:443, ¢ momorpto
cnocoba noucka cxoncrsa no [Tupcony-Jlunmany (1988), Proc. Natl. Acad. Sci. USA 85:
2444, ¢ mOMOIIBI0 KOMITBIOTEPU3NPOBAHHBIX peaNu3aliii JaHHbIX anroputMoB (GAP,
BESTFIT, BLAST, FASTA u TFASTA B nakere nporpamMmmHoro obecrneuenust Wisconsin
Genetics, Genetics Computer Group (GCG), 575 Science Dr., Maaucon, BuckoHcuH), wiu

IyTEM BU3YaJIbHOTO aHAJIN3A.

[0073] OpnHUM NpUMEPOM aJITOPUTMOB, KOTOPBIE MOAXOMST Il ONPEAEICHUsI MPOLIEHTA
UJIEHTUYHOCTH TIOCJIEIOBATENIbHOCTEH M TOAOOUs IOCNEAOBATENbHOCTEH, SBIISIOTCS
anroputMbel BLAST u BLAST 2.0, koropsie onucans B Altschul u gp. (1977) Nucl. Acids
Res. 25:3389-3402 u Altschul u ap. (1990) J. Mol. Biol. 215:403-410, cOOTBETCTBEHHO.
BLAST u BLAST 2.0 MOXXHO NPUMEHATb, HAIPUMEP, C MapamMeTpamMH, ONUCAHHBIMU B
JAHHOH 3asBKe, YTOOBI ONPENeNUTh MPOLEHT HASHTHYHOCTH MOCIEeOBATEIbHOCTEH ISt
NOJUHYKJICOTUAOB M TMOJMIENTUAOB, ONHCAHHBIX B JaHHOW 3asiBke. IIporpammHoe
obecnieuenne s nposenenus aHanmmusza BLAST obmenoctynno uepe3s HarmoHanbHbIi

LIEHTP OMOTEXHOJOrMYeCKOH nH(pOopMaIyy.

[0074] B opHOM HarssAHOM pUMepe COBOKYITHBIE OaJlTbl MOYKHO PACCUUTATH, PHUMEHSIS,
IUIsl TIOCJIEOBATENIbHOCTEH HYKJICOTUAOB, Mapamerpbl M (HOOLIpUTENbHBIA Oat st
mapbl COBMamaromux octaTtkoB; Bcerna >0) u N (mrrpadHol Oajut st HECOBMAAAIOIIUX
ocratkoB; Bcerma <0). YIMHEHWE COBMANEHHMH CJIOB B KaXIOM HAIpPaBJICHUH
OCTAaHABJIMBAIOT, KOTTIa: KyMYJIITUBHBIN OaJiT BHIPABHUBAHUS YMEHBIIACTCS] HA BEJTHYUHY
X OT MaKCUMAJIbHO JOCTHUTHYTOT'O 3HAYECHHUS, KyMYJIATUBHBINA OaJlsl CHIXKAETCS IO HYJIS
WIN HWXKE, BCJEICTBHE HAKOIUICHHUs ONHOrO WM Ooyiee BBIPABHMBAHUI OCTATKOB C
OTPULIATEIIbHBIME OaJlJIaMi;, MM JOCTUTAeTCsl KOHEI MOCJeIoBaTeIbHOCTH. [TapaMeTpsl
anroputMa BLAST W, T u X onpenensitoT 4yBCTBUTEIbHOCTb U CKOPOCTh BbIPABHHBAHUS.
B mporpamme BLASTN (ans mocienoBaTeNbHOCTEH HYKJIEOTHUIOB) HCIIONB3YIOT B
KaueCcTBe MapaMeTpoB Mo yMojdaHuto IuHy cioBa (W), paBayro 11, u oxunanue (E),
paBHOe 10, M BbIpaBHHBAHMS C HMCHOJB30BaHHWEM MaTpuisl BecoB BLOSUMG62 (cm.
Henikoft u Henikoff (1989) Proc. Natl. Acad. Sci. USA 89: 10915), (B), paBHoe 50,

oxunanue (E), paaoe 10, M =5, N = -4 u cpaBHeHHe 00enX LieTnen.

[0075] JI1s1 noCenoBaTeNbHOCTEN AMUHOKHUCIIOT MAaTPULYY BECOB MOXHO MPUMEHSTD IS
pacueTa KyMyJISITUBHOTO Oayuta. YUIMHEHHE COBIAJCHUH CJIOB B Ka)KIOM HAIPaBICHUU
OCTaHABJIMBAIOT, KOTTIa: KyMYJIITUBHBIN OalT BHIPABHUBAHUS YMEHBIIAECTCS] HA BETMUUHY

X OT MakCHUMaJIbHO AOCTUTHYTOI'O 3HAYUCHUA, KYMYMTHBHbIﬁ 0asu1 CHIXKAETCsI A0 HYJIA
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WK HHWXKEC, BCJICACTBUE HAKOIUJICHMA OAHOIO HJIU Oonee BblpaBHI/IBaHI/Iﬁ OCTaTKOB C
OTPULIATCIIbHBIMU 6aJ'IJ'IaMI/I; NI JOCTUTACTCA KOHEI ITOCJICI0OBATCIbHOCTH. HapaMeprI

anroputMa BLAST W, T u X onpenensitoT 4yBCTBUTEIbHOCTb U CKOPOCTD BbIPABHHBAHUS.

[0076] B onnOM nonxone “mpoOLeHT HASHTUYHOCTH TOCIEN0BATEIbHOCTEN ONPEAEIOT
NyTE€M CpPaBHEHMs [ByX ONTHMAJbHO BBIPOBHEHHBIX IIOCIEAOBATENLHOCTENl B OKHE
CpaBHEHUsI U3 MO MeHblIed mMepe 20 MOJOKEHUM, NPUYEM YacTb MOCIEAOBATEIbHOCTH
NOJUHYKJIEOTHAA UM MOJUIIENTHA B OKHE CPABHEHUS] MOXKET COJEPKaTb BCTABKU WUJIH
nesierud (T.€., Ta1bl) 20 MPOLEHTOB WM MeHee, 0ObIMHO OT 5 10 15 mpouenTos win ot 10
10 12 mpOLEHTOB MO CPaBHEHUIO C STAJOHHBIMU IMOCJIENOBATENBHOCTSAMH (KOTOpBIE HE
copepKaT BCTaBKU WIJIM JENEeUH) A1 BBIPABHUBAHUS IBYX IOCIENOBATEIbHOCTEH.
IIpoueHT paccUMUTBHIBAIOT MyTEM OMNPEAENeHUs] KOJIUYECTBAa MOJIOKEHUHN, B KOTOPBIX
BCTPEYAIOTCS] WACHTUYHBbIE OCHOBAHMs HYKJEHHOBBIX KHUCJIOT WJIM AMHUHOKHCIJIOTHBIE
OCTaTKH B O0EHMX TMOCIEeNOBATEIbHOCTSX, C IMOJYyYE€HHEeM KOJHYECTBA COBIAJAFOIIHX
HIOJIOXKEHUH, NIeNIeHNs] KOJNIMYeCTBA COBMAMAIOIINX TOJOXKEHUI Ha olInee KOJUYeCTBO
MOJIOKEHUI B OSTAJIOHHOW IOCJIENOBATENbHOCTH (T.€., pa3Mep OKHA) M YMHOXEHHUs

pe3yabpTaroB Ha 100 ¢ mosyuyeHneM MpoLeHTa UAEHTUYHOCTH MOCIEN0BATEIbHOCTEN.

[0077] B o0wvem HacTosiimero wu3oOpeTeHHsi BXOAAT aHTUTENa npotuB gpl20 wnm
cssbiBatone gpl20 ux (parmeHThl, KOTOpble comep:katr VH mroboro u3 antuten,
ONMCAaHHBIX B AAHHOMW 3asiBKe. B HEKOTOPBIX BapuaHTax pealnu3aluy aHTUTEJIO MPOTUB
gpl120 wnu ces3pBaroumii gpl20 ero ¢parment comepkur VH moboro ogHOro us
antutena A-1, anrurena 1.1.64-1, anturena 1.90-1, anturena 2.2.1-1, anturena 2.3.1-1,
antutena 3.1.5-1, anturena 2.2.5-1, anturena 2.3.5-1, anturena 1.1.119-1, anTtuTena
1.1.104-1, antutena 1.52.64-1, antutena 2.4.1-1, anturena 1.1.54-1 unu anturena 2-1.
B HEKOTOpPBIX BapuaHTax pean3aliui aHTUTeN10 NpoTuB gp 120 unu cesaspBaromuii gp120

ero pparment conepskut VH anturena 1.52.64-1.

[0078] B obbem Hacrosimero u300peTeHus BXOAST aHTHTeNna npotus gpl20 wmum
cesasbiBatome gpl20 ux ¢parmentsi, kotopele comepkaT VL moboro u3 aHruren,
OMMCAaHHBIX BbIIIE. B HEKOTOPBIX BapuaHTax peaau3aliyd aHTUTeNO npotus gpl20 umm
cesizbiBatomuii gpl20 ero ¢parmeHT comepxkutr VL moboro omHoro m3 antutena A-1,
antutena 1.1.64-1, anturena 1.1.90-1, anturena 2.2.1-1, 2.3.1-1, anturena 3.1.5-1,
antutena 2.2.5-1, anturena 2.3.5-1, anturena 1.1.119-1, antutena 1.1.104-1, anturena
1.52.64-1, antutena 2.4.1-1, anturena 1.1.54-1 unu antutena B-1-1. Taxke B 0O0beM
HACTOSILIIETO N300pETEeHNsI BXOIAT aHTuTeNa npotuB gpl20 wmm cesaseBaromme gp 120 nx

¢dparmentsl, kKoTopsie conep:kaT VH u VL 1r000ro U3 aHTHTEN, ONMUCAHHBIX B JaHHOH
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3asiBK€. B HEKOTOpbIX BapuUaHTaX pealu3aluyd aHTUTeNno nporus gpl20 wumm
cesizbiBaromii gp120 ero pparment cogepxut VH u VL moboro ogroro u3 aarurena A-
1, anturena 1.1.64-1, anrurena 1.1.90-1, antutena 2.2.1-1, antutena 2.3.1-1, anturena
3.1.5-1, anturena 2.2.5-1, anturena 2.3.5-1, anturena 1.1.119-1, aaturena 1.1.104-1,
antutena 1.52.64-1, antutena 2.4.1-1, antutena 1.1.54-1 unu antutena B-1. Taxxke B
00BbEeM HACTOSIIETO M300peTeHMs BXOIAT aHTHTeNa, conepskamue odmactu CDR roboit

U3 YKa3aHHBIX BbIlIe nocienosarenbHocreit VL w/umm VH.

[0079] B nekoropbIx ciydasx aHtutena npotus gpl20 wmmm cessbiBaromue gpl20 ux
(parMeHTBl COmepKaT, AOMOJHUTENbHO K IOCIEIOBAaTENbHOCTH amuHOkuciaoT VH
MoOO0ro U3 aHTHUTEJI, ONTMCAHHBIX B JAHHOH 3as1BKE, KOHCTAHTHYIO O0JIACTD TSXKEJION LIeTy,
COZIEPIKAIIYIO MPECTABIEHHYIO HMXKE MOCIENOBATENbHOCTE AMUHOKUCIIOT ¢ ot 0 1o 10

(mampumep, 1,2, 3,4, 5,6,7, 8,9, 10) 3ameHaMl aMUHOKHUCJIOT:

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALT SGVHTFPAVLOSSGLYSLSSVVT
VPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVEFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY KCKVSNKA
LPLPEEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO: 437);

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVT
VPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVEFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEY KCKVSNKA
LPLPEEKTISKAKGOQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQOGNVEFSCSVLHEALHSHYTQKSLSLSPGK (SEQ ID NO: 438);

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALT SGVHT FPAVLOSSGLYSLSSVVT
VPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPDVELFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEY KCKVSNKA
LPAPEEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGQPENNY KTTPPV
LDSDGSFFLYSKLTVDKSRWQOGNVESCSVLHEATLHSHYTQKSLSLSPGK (SEQ ID NO: 439);

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALTSGVHT FPAVLOSSGLYSLSSVVT
VPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVELFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEY KCKVSNKA
LPAPEEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGOQPENNY KTTPPV
LDSDGSFFLY SKLTVDKSRWQOGNVESCSVLHEATLHSHYTQKSLSLSPGK (SEQ ID NO: 440);

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALT SGVHTFPAVLOSSGLYSLSSVVT

VPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPDVELFPPKPKDTLMISRTP
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EVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEY KCKVSNKA
LPLPEEKTISKAKGOPREPOQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGOQPENNY KTTPPV
LDSDGSFFLYSKLTVDKSRWQOGNVESCSVLHEALHSHYTQKSLSLSPGK (SEQ ID NO: 441);

or

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALT SGVHT FPAVLOSSGLYSLSSVVT
VPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVELLPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPPEEQYNSTLRVVSILTVLHODWLNGKEY KCKVSNKA
LPAPTIEKTISKAKGOQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPLV
LDSDGSFFLY SKLTVDKSRWQOGNVESCSVLHEALHSHYTQKSLSLSPGK (SEQ ID NO: 442).

[0080] B HEKOTOpBIX BapruaHTax peau3alyu aHTuTena npotus gp 120 wim cBsA3pIBarOIne
gpl20 wux ¢QparmMeHTBH ~CcOmep)KaT  MOCIEAOBATENBHOCTh  aMHUHOKHCIOT  VH,
npencraBieHHyr0o B SEQ ID NO: 477, u KOHCTaHTHYK 00JacTh TSDKEJIOH Ienu,
COZepIKaIYIO MOCJIEAOBATEIbHOCTh AMUHOKHUCIIOT, npencTtasieHnyo B SEQ ID NO: 438

c ot 0 no 10 (mampumep, 1, 2,3, 4,5, 6,7, 8,9, 10) 3ameHaM¥i aMHHOKHUCJIOT.

[0081] IlocnenoBaTeNbHOCTH AMUHOKUCIIOT TSDKEJIOW LIeNM U JIETKON L[€NU TUIIUYHbBIX
AHTUTEJT COTJIACHO HACTOsLIeH 3asiBKe TmpeAcTaBieHbl B Tabmumax X u X,
cooTBeTCTBeHHO. IlocnmenoBarenbHOCTH AMHHOKHUCIIOT TSDKEJION U JIETKOW — Lienei
KOHTPOJIbHBIX AHTUTEJ, KOTOpPble MPUMEHSIOT BO MHOXKECTBE CHOCOOOB aHaiu3a B

HacTosIIeM onucaHuu (Harpumep, antutena C u antutena D-1), Takske npencTaBJieHbl.

Tabnuita X. [MocnedoBaTelbHOCTHU TaXSJION LIeu

SEQ HasB | [locneqoBaTeNbBHOCTE aMMHOKMCIIOT TSXEJION lieln
ID NO | jume
1 C QVRLSQSGGOMKKPGDSMRISCRASGYEFINCPINWIRLAPGKRPEWMGWMKPRWGAVSYA

ROLOGRVIMTRDMYSETAFLELRSLTSDDTAVYFCTRGKYCTARDYYNWDFEHWGQGTPVT
VSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEM
TKNQVSLTCLVKGEFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWQQ
GNVEFSCSVMHEALHNHYTQKSLSLSPGK

2 A-1 OVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK
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Tabnauila X. [ociedoBaTEeJIBHOCTM THXEJION Lienu

SEQ
ID NO

Hase
aHue

[locnenoBaTEILHOCTE aMMHOKMCIIOT TSIXKEJION LIeIM

A

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGP
SVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVMHEALHNHYTQKSLSLSPGK

QVRLSQSGGOMKKPGDSMRISCRASGYEFINCPINWIRLAPGKRPEWMGWMKPRHGAVSYA
ROLOGRVIMTRDMYSETAFLELRSLTSDDTAVYFCTRGKYCTARDYYNWDFEHWGQGTPVT
VSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLA
GPDVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPLPEEKT ISKAKGQPREPQVYTLPPSREEM
TKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQO
GNVFSCSVLHEALHSHYTQKSLSLSPGK

1v2-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWROAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDFDTYSEFYMDLKALRSDDTAVYFCARQRSDYWDFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

1.2.1

QVOLLOSGAEVKKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGSGTMVIVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

1.3.1

QVSLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

1.4.1

QVOLVQOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK
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Tabnauila X. [ociedoBaTEeJIBHOCTM THXEJION Lienu

SEQ
ID NO

Hase
aHue

[locnenoBaTEILHOCTE aMMHOKMCIIOT TSIXKEJION LIeIM

1.5.1
-1

QVOLVQOSGAAVTKPGASVRVSCKASGYNIRDYFITHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGSGTQVIVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

10

QVOLLOSGAEVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOQGRVSLTRHASWDEDTFSEYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

11

1.7.1

QVQLLOSGAEVKKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDFDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

12

QVOLVQOSGAEVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

13

QVOLVQOSGAEVKKPGASVRVSCKASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

14

1.10.
1-1

OVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFMHWWROQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQOGN
VESCSVLHEALHSHYTQKSLSLSPGK
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Tabnauila X. [ociedoBaTEeJIBHOCTM THXEJION Lienu

SEQ
ID NO

Hase
aHue

[locnenoBaTEILHOCTE aMMHOKMCIIOT TSIXKEJION LIeIM

15

1.11.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFMHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEFDTFSAYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

le

1.15.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKWGQPNNP
ROFOQGRVSLTRHASWDEDTFSEYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS S
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

17

l.1l6.
1-1

QVQOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOWVGWINPKGGQPNNP
ROFQGRVSLTRHASWDFDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

18

1.17.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKAGOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVILOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

19

1.18.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKHGOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

20

1.19.
1-1

OVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFITHWWROQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVTLTRHASWDEFDTFSEYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK
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Tabnauila X. [ociedoBaTEeJIBHOCTM THXEJION Lienu

SEQ
ID NO

Hase
aHue

[locnenoBaTEILHOCTE aMMHOKMCIIOT TSIXKEJION LIeIM

21

1.20.
1-1

OVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOQGRVIMTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

22

1.21.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRDASWDEDTFSEYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS S
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

23

1.22.
1-1

QVQOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOQGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASTFSEFYMDLKALRSDDTAVYFCARQRSDYWDFDVWGSGTQVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALT SGVHTFPAVLQSSGLY S
LSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVEL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHODWLNGKEYKCKVSNKALPLPEEKTI SKAKGQPREPQVYTLPPSREEMTKNQVS
LTCLVKGEFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGNVESC
SVLHEALHSHYTQKSLSLSPGK

24

1.24.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTFSEFSMDLKALRSDDTAVYFCARQRSDYWDEFDVWGSGTQVIVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

25

1.25.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLSRLRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

26

l1.2e6.
1-1

OVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFITHWWROQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTEFSEYMDLKALRSDDTATYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

78




Tabnauila X. [ociedoBaTEeJIBHOCTM THXEJION Lienu

SEQ
ID NO

Hase
aHue

[locnenoBaTEILHOCTE aMMHOKMCIIOT TSIXKEJION LIeIM

27

1.27.
1-1

OVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRTDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

28

1.28.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOQGRVSLTRHASWDEDTFSEYMDLKALRSDDTATYFCARQRTDYWDEDVWGS GTQVIVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS S
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

29

1.29.
1-1

QVQOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDFDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDFDVWGQGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

30

1.30.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGS GTMVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

31

1.12.
15-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWVRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

32

1.13.
15-1

OVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFMHWVRQAPGOGLOWVGWINPKTGOPNNP
ROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK
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Tabnauila X. [ociedoBaTEeJIBHOCTM THXEJION Lienu

SEQ
ID NO
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aHue

[locnenoBaTEILHOCTE aMMHOKMCIIOT TSIXKEJION LIeIM

33

1.14.
15-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFMHWVRQAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEFDTFSAYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGS GTQVIVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

34

1.31.
1-1

QVOLVQOSGAEVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOQGRVSLTRHASWDEDTFSEYMDLKALRSDDTATYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS S
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

35

1.32.
1-1

QVOLVOSGAEVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOQGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDFDTEFSEFYMDLKALRSDDTAVYFCARQRTDYWDFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

36

1.33.
1-1

QVOLVQOSGAEVKKPGASVRVSCKASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVTLTRHASWDEFDTFSEFYMDLKALRSDDTATYFCARQRSDYWDEDVWGS GTQVIVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

37

1.34.
1-1

QVOLVQOSGAEVKKPGASVRVSCKASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVTLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRTDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

38

1.35.
1-1

QVOLVQOSGAEVKKPGASVRVSCKASGYNIRDYFMHWWROQAPGOGLOWVGWINPKTGQPNNP
ROFOGRVIMTRHASWDEDTFSEFYMDLSRLRSDDTATYFCARQRTDYWDEDVWGQGTMVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

80




Tabnauila X. [ociedoBaTEeJIBHOCTM THXEJION Lienu

SEQ
ID NO

Hase
aHue

[locnenoBaTEILHOCTE aMMHOKMCIIOT TSIXKEJION LIeIM

39

1.36.
1-1

QVOLVQOSGAEVKKPGASVRVSCKASGYNIRDYFMHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOQGRVIMTRHASWDEFDTFSAYMDLSRLRSDDTATYFCARQRTDYWDEDVWGQGTMVTIVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

40

1.37.
51-1

QVOQLVQOSGAEVKKPGASVRVSCKASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOQGRVSLTRHASWDEDTYSEFYMDLSRLRSDDTAVYFCARQRSDYWDEDVWGQGTMVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHT FPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

41

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWROAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDFDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGN
VESCSVMHEALHNHYTQKSLSLSPGK

42

QVHLSQSGAAVTKPGASVRVSCEASGYKISDHF ITHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTROQASWDEDTYSEFYMDLKAVRSDDTAIYFCARQRSDFWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

43

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWROAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGS GTQVIVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPAPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

44

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWROAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPAPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

81




Tabnauila X. [ociedoBaTEeJIBHOCTM THXEJION Lienu

SEQ
ID NO

Hase
aHue

[locnenoBaTEILHOCTE aMMHOKMCIIOT TSIXKEJION LIeIM

45

A-5

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

46

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOQGRVSLTRHASWDEDTFSEYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS S
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGP
SVFLLPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPPEEQYNST
LRVVSILTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPLVLDSDGSEFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

47

1.41.
5-1

QVOLVQOSGAEVKKPGASVRVSCKASGYNIRDYFIHWWRQAPGQGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDFDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGQGTMVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

517

2.2.1

QVHLSQSGAAVTKPGASVRVSCEASGYKIRDHFTHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKAVRSDDTAIYFCARQRSDYWDEFDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFEFLYSKLTVDKS RWQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

518

QVHLSQSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKAVRSDDTAIYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

519

1.42.
1-1

QVHLLOSGAAVTKPGASVRVSCEASGYNIRDYFITHWWROQAPGOGLOWVGWINPKTGOPNNP
ROFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

82




Tabnauila X. [ociedoBaTEeJIBHOCTM THXEJION Lienu

SEQ
ID NO

Hase
aHue

[locnenoBaTEILHOCTE aMMHOKMCIIOT TSIXKEJION LIeIM

520

1.43.
1-1

QVOLSQSGAAVTKPGASVRVSCEASGYNIRDYFITHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGS GTQVIVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

521

1.44.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYKIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOQGRVSLTRHASWDEDTFSEYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS S
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

522

1.45.
1-1

QVQOLLOSGAAVTKPGASVRVSCEASGYNISDYFIHWWRQAPGQGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDFDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

523

1l.46.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDHFTHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGSGTQVIVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

524

1.47.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTROQASWDEFDTFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLY SKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

526

1.49.
1-1

OVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFITHWWROQAPGOGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEFDTEFSEFYMDLKAVRSDDTAVYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

83




Tabnauila X. [ociedoBaTEeJIBHOCTM THXEJION Lienu

[locnenoBaTEILHOCTE aMMHOKMCIIOT TSIXKEJION LIeIM

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFITHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTFSEFYMDLKALRSDDTAIYFCARQRSDYWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQOPNNP
ROFOQGRVSLTRHASWDEDTFSEYMDLKALRSDDTAVYFCARQRSDFWDEDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS S
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

QVQOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASFDFDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

QVHLSQSGAAVTKPGASVRVSCEASGYKIRDHFTHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASFDEFDTFSEFYMDLKAVRSDDTAIYFCARQRSDYWDEFDVWGS GTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGOQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

[locenoBaTEILHOCTM JIET'KOM Lienu

[IoceqOBaATENILHOCTE aMMHOKMCIIOT JIETI'KOM LM

EIVLTQSPGTLSLSPGETAITISCRTSQYGSLAWYQORPGOQAPRLVIYSGSTRAAGIPDRES
GSRWGPDYNLTISNLESGDFGVYYCQQYEFFGOGTKVQVDIKRTVAAPSVEFIFPPSDEQLK
SGTASVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE
KHKVYACEVTHQGLS SPVTKSFNRGEC

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

SEQ Hase
ID NO | sume
527 1.50.
1-1
528 1.51.
1-1
529 1.52.
64-1
530 2.4.1
-1
Tabauiia XI.
SEQ
ID NO | HasBa
HUES
48 C
49 A-1
50 D-1

SLTOQSPGTLSLSPGETAIISCRTSQYGSLAWYQORPGQAPRLVIYSGSTRAAGIPDRESGS
RWGPDYNLTISNLESGDEFGVYYCQOYEFFGOQGTKVOQVDIKRTVAAPSVFIFPPSDEQLKSG

84




Tabauia XI.

[locenoBaTeILHOCTM JIST'KOM Lienu

SEQ
ID NO

Hasra
HUEe

[locenqoBaTENILHOCTE aMMHOKMCIIOT JIET'KOM LielM

TASVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSFNRGEC

51

EIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

52

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

53

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

54

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDASKLERGVPSREFSGR
RWGQEYNLTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

55

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSNLERGVPSRESGR
RWGQEYNLTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

56

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDASNLERGVPSRESGR
RWGQEYNLTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

57

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKLLIYDGSKLETGVPSRESGR
RWGOEYNLTINNLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

58

1.1.10-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYTLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

59

1.1.11-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYTLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

60

1.1.12-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTISSLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

ol

1.1.13-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYTLTISSLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

62

1.1.14-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
GSGTDFTFTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

63

1.1.15-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFFVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

64

1.1.16-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFVGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA

85




Tabauia XI.

[locenoBaTeILHOCTM JIST'KOM Lienu

SEQ
ID NO

Hasra
HUEe

[locenqoBaTENILHOCTE aMMHOKMCIIOT JIET'KOM LielM

SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

65

1.1.17-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

66

1.1.18-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOQPEDIATYFCQVYEFVSPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

67

1.1.19-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCQVYEFVIPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

68

1.1.20-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLQPEDIATYFCQVYEFVVPGTNLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

69

1.1.21-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLQPEDIATYFCQVYEFVGPGTNLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

70

1.1.22-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLQPEDIATYFCQVYEFVSPGTNLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

71

1.1.23-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOQPEDIATYFCQVYEFVTPGTNLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

72

1.1.24-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOQPEDIATYFCQVYEFVVPGTRVDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

73

1.1.25-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFVVPGTNVDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

74

1.1.26-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFVVPGTRLDIKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

75

1.1.27-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFVVPGTRVDIKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

76

1.1.28-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFVVPGTNVDIKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

77

1.1.29-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFVGPGTNVDIKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

78

1.1.30-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFVTPGTNVDIKRTVAAPSVFIFPPSDEQLKSGTA

86




Tabauia XI.

[locenoBaTeILHOCTM JIST'KOM Lienu

SEQ
ID NO

Hasra
HUEe

[locenqoBaTENILHOCTE aMMHOKMCIIOT JIET'KOM LielM

SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

79

1.1.31-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYTLTISSLOPEDIATYFCQVYEFVVPGTNLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

80

1.1.32-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYTLTISSLOPEDIATYFCQVYEFVIPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

81

1.1.33-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSNLERGVPSRESGR
RWGOQEYTLTISSLOPEDIATYFCQVYEFVVPGTNLDIKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

82

1.1.34-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSNLERGVPSRESGR
RWGQEYTLTISSLOPEDIATYFCQVYEFVTPGTRLDIKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

83

1.1.35-

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQKPGKAPKLLIYDGSNLETGVPSRESGS
RWGQEYTLTISSLOQPEDIATYFCQVYEFVGPGTNLDIKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

84

1.1.36-

DIOMTQSPSSLSASVGDRVTITCOQANGYLNWYQQKPGKAPKLLIYDGSNLETGVPSRESGS
RWGQEYTLTISSLOPEDIATYFCQVYEFVTPGTNLDIKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

85

1.1.37-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYTFTINNLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

86

1.1.38-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYSLTINNLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

87

1.1.39-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYSFTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

88

1.1.40-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYALTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

89

1.1.41-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYAFTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

90

1.1.42-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYHLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

91

1.1.43-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYHFTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

92

1.1.44-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYQLTINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA

87




Tabauia XI.

[locenoBaTeILHOCTM JIST'KOM Lienu
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ID NO

Hasra
HUEe

[locenqoBaTENILHOCTE aMMHOKMCIIOT JIET'KOM LielM

SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

93

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYQFTINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

94

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLKINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

95

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNFKINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

96

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLAINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

97

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNFAINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

98

DIOMTQSPSSLSASVGDRVTITCOQANGYLNWYQQKPGKAPKLLIYDGSKLETGVPSRESGS
RWGQEYTLTINNLQPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

99

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYTLTINNLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

100

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYTLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

101

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGOEYNLTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

102

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARESGR
RWGOEYHLTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

103

1.1.64-

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

104

1.1.67-

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

105

1.1.72-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYHLTINNLOPEDIATYFCOQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

106

1.1.75-

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYHLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA

88
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[locenqoBaTENILHOCTE aMMHOKMCIIOT JIET'KOM LielM

SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

107

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYHLTINNLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

108

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOQPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

109

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOQEYNLTISSLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

110

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYNLTISSLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

111

DIOMTQSPSSLSASVGDRVTITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYNLTISSLOQPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

112

DIOMTQSPSSLSASVGDRVTITCOQANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYNLTISSLOQPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

113

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQOKPGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

114

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQOKPGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

115

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYNLTISSLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

116

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYNLTISSLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

117

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYNLTISSLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

118

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYNLTISSLOPEDIATYFCOQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

119

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYHLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

120

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYHLTINNLOPEDIATYFCOQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA

89




Tabauia XI.

[locenoBaTeILHOCTM JIST'KOM Lienu

SEQ
ID NO

Hasra
HUEe

[locenqoBaTENILHOCTE aMMHOKMCIIOT JIET'KOM LielM

SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

121

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYHLTISSLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

122

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYHLTISSLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

123

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOQEYHLTISSLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

124

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYHLTISSLOQPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

125

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQOKPGKAPKLLIYDGSKLERGVPSREFSGR
RWGQEYHLTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

126

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQOKPGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYHLTINNLQPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

127

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYHLTISSLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

128

1.41.10
1-1

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYHLTISSLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

129

1.1.102

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYHLTISSLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

130

1.41.10

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYHLTISSLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

131

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGT
RRGODYIFSINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

132

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RFGODYILTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

133

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RFGOKYQLSINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

134

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RFGODYILTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA

90




Tabauia XI.

[locenoBaTeILHOCTM JIST'KOM Lienu

SEQ
ID NO

Hasra
HUEe

[locenqoBaTENILHOCTE aMMHOKMCIIOT JIET'KOM LielM

SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

135

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RFGODYILTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

136

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARESGR
RFGODYILTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

531

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGOQEYNLTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

532

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFSGR
RWGQEYNLTINNLQPEDVATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

533

1.1.115

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYILTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

534

3.1.10-

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFSGR
RWGQEYILTINNLQPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

535

1.1.116

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYILTINNLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

536

3.1.11-

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGOEYILTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

537

1.1.117

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYILTINNLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

538

3.1.12-

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGOEYILTINNLOPEDVATYFCOVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

539

1.1.118

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYILTISSLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

540

3.1.13-

DIOMTQSPSSLSARVGDRATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFESGS
RWGOEYILTISSLOPEDVATYFCOQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

541

3.1.14-

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARESGR
RWGOEYTLTINNLOPEDVATYFCOQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

542

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGOEYTLTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA

91




Tabauia XI.

[locenoBaTeILHOCTM JIST'KOM Lienu

SEQ
ID NO

Hasra
HUEe

[locenqoBaTENILHOCTE aMMHOKMCIIOT JIET'KOM LielM

SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

543

3.1.15-

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGOEYTLTINNLOPEDVATYFCOQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

544

1.1.119

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYTLTISSLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

545

DIOMTQSPSSLSARVGDRATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFESGS
RWGOQEYTLTISSLOPEDVATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

546

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFSGR
RWGQEYHLTINNLQPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVEIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

547

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFSGR
RWGQEYHLTINNLQPEDVATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

548

DIOMTQSPSSLSARVGDRATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFESGS
RWGQEYHLTISSLOQPEDVATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

549

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKLLIYDGSKLERGVPSRESGR
RWGODYILTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

550

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGODYILTINNLOQPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

551

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
REFGOEYILTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

552

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPAREFSGR
REGOEYILTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

553

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYVLTINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

554

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYLLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

555

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYMLT INNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

556

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYALTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA

92




Tabauia XI.

[locenoBaTeILHOCTM JIST'KOM Lienu

SEQ
ID NO

Hasra
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[locenqoBaTENILHOCTE aMMHOKMCIIOT JIET'KOM LielM

SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

557

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYSLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

558

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYFLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

559

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGT
RWGQEYILTINNLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

560

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RRGOEYILTINNLQPEDIATYFCQVYEEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

561

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RYGQEYILTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

562

DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGT
RWGODYILTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

563

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

564

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGOEYNLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

565

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDVATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

566

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

568

DIOMTQSPSSLSASVGDTVTITCOATGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

567

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYTLTINNLOPEDIATYFCOQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSEFNRGEC

[0082]

B HEKOTOpBIX BapuaHTax pean3alyu aHTuTena npotus gp 120 wim cesA3pIBarOIne

gp120 ¢parMeHThI, ONMUCaHHBIE B JAHHOHN 3asBKe, comepikaT Tspkenyr nems (HC),

KOoTOpasi no MeHblueil Mmepe Ha 80%, no meHbluel mepe Ha 85%, MO MeHbIIeH Mepe Ha
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90%, no meHbleit mepe Ha 91%, no meHbIel Mepe Ha 92%, no MeHbLueit mepe Ha 93 %,
no MeHbluell Mepe Ha 94%, no MeHblIel Mepe Ha 95%, mo MeHblIeld Mepe Ha 96%, nmo
MeHblel Mepe Ha 97%, no MeHbliel Mepe Ha 98%, no meHbluell Mepe Ha 99% unu Ha
100% wmeHTHYHA TMOC/IEAOBATEIPHOCTH AaMHHOKUCIIOT, BBIOPAHHOH W3 TPYIIIIbL,
cocrosieii u3 nocaenosarenpbHocte SEQ ID NO: 1 - 47 u 517 - 530, u nerkyro Lemnb
(LC), xoropast mo menbiueii Mepe Ha 80%, o MeHbLIel Mepe Ha 85%, 10 MeHbIel Mepe
Ha 90%, no meHbiueit Mmepe Ha 91%, no MeHbiuel Mepe Ha 92%, MO MeHblIeH Mepe Ha
93%, no meHblel mepe Ha 94%, no MeHb1Iel Mepe Ha 95%, no MeHbLuel mepe Ha 96%,
1o MeHbluei Mepe Ha 97%, no MeHblIel Mepe Ha 98%, 1o MeHblLIel Mepe Ha 99% unu Ha
100% wpeHTHYHA TMOC/IEAOBATEIPHOCTH AMHHOKUCIIOT, BBIOPAaHHOH W3 TPYIIIIbL
cocrosieit u3 nocaeaosarenbHocTeil SEQ ID NO: 48 - 136 u 531 - 567. B HexkoTOpBIX
BapUAHTaxX peanu3auuy antutena npotus gpl20 wmm cessbiBaromue gpl20 gparmeHTs,
ONHMCaHHbIE B JMAHHOW 3asiBKe, comepkar HC, BBIOpaHHYIO W3 TPYIIBI, COCTOSIIEH M3
nocnenosatenabHocTeil SEQ ID NO: 1 - 47 u 517 - 530, u LC, BBIOpaHHYIO U3 IPyIIIbL,
coctosied u3 nocnenosarensHocTet SEQ ID NO: 48 - 136 u 531 - 567. B HekoTOpbIX
BapUAHTAX peajn3alyy aHTuTena npotus gpl20 wim cs3bBaromue gpl20 gparmeHTsl,
OTHCaHHbBIE B JAHHOH 3asiBKe, copepskaT Tsikenyro uernb (HC), koropast mo MmeHblieit mepe
Ha 80%, mo MeHbluel Mepe Ha 85%, o meHbiueil Mmepe Ha 90%, Mo MeHbIeH Mepe Ha
91%, no meHbineit mepe Ha 92%, o MeHbIIeH Mepe Ha 93%, no MeHbInel Mepe Ha 94%,
no MeHbInel Mepe Ha 95%, o MeHbIuel Mepe Ha 96%, Mo MeHblIel Mepe Ha 97%, mo
MeHbinel mepe Ha 98%, mo meHbIuei mepe Ha 99%, Hanpumep, Ha 100%, uneHTHYHA
MOCJIE0BATEIbHOCTH aMHUHOKUCIOT, TipenctasiienHo B SEQ ID NO: 529, u nerkyro nens
(LC), xoropast mo meHbiueit mepe Ha 80%, o MeHbLIeH Mepe Ha 85%, Mo MeHbLIel Mepe
Ha 90%, mo meHbineit mepe Ha 91%, mo mMeHbIel Mepe Ha 92%, MO MeHbIIeH Mepe Ha
93%, no MeHb1el Mepe Ha 94%, 1o MeHblelr Mepe Ha 95%, o MeHbIel Mepe Ha 96%,
no MeHbulel mepe Ha 97%, no meHbiuel Mepe Ha 98%, mo meHblieil Mepe Ha 99%,
HanpuMmep, Ha 100%, uaeHTHyYHa NoCIe0BaTeIbHOCTH AMUHOKHUCIIOT, IPECTaBICHHON B
SEQ ID NO: 103. B HekoTOpBIX BapHaHTax peanu3aluu aHturena npotus gpl20 wmum
cBsaspBaromue gpl20 ¢parMeHThl, OMUCAaHHBIE B JaHHOH 3asBke, comepxkar HC c
MOCJIEIOBATEIbHOCTBIO aMUHOKHUCTIOT, npeactasieHHor B SEQ ID NO: 529, u LC ¢

MOCJIeI0BATENIbHOCThIO aMUHOKHUCIIOT, NpencrasieHHoi B SEQ ID NO: 103.

[0083] B o0beMm HacTosimero u300peTeHuss BXOIST aHTUTENa mnpotuB gpl20 wium
cBsasbBaromue gpl20 mx QparMeHTHI, KOTOPBIE COAEPIKAT TSDKENYH0 IIeTb JIF0OOro u3

AHTUTECJI, OITMCAHHBIX B I[aHHOfI 3asiBke. B HEKOTOPBIX BapHUAHTAX pEain3allii aHTHUTEIIO
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npotus gp 120 nm cesi3pBaromii gp 120 ero pparMeHT ConepsKUT TSIKENYIO LETb TF000ro
omHoro w3 aHtutena A-1, anturema 1.1.64-1, anturena 1.1.90-1, amturema 2.2.1-1,
antutena 2.3.1-1, anturena 3.1.5-1, antutena 2.2.5-1, anturena 2.3.5-1, antutena
1.1.119-1, auturena 1.1.104-1, antutena 1.52.64-1, antutena 2.4.1-1, anturena 1.1.54-1
win a"HTuTena B-1. B HEKOTOPBIX BapHaHTAax pealu3aluuy aHTUTENIO Npotus gpl20 mumm

cBsi3bIBaroLuil gp120 ero ¢pparMeHT CONEPIKUT TSDKENYIO Lenb antutena 1.52.64-1.

[0084] B obwem Hacrosimero u3o0peTeHus BXOAAT aHTHTeNa npotus gpl20 wmm
cssbiBarone gpl20 ux (parMeHThl, KOTOpPBIE COAEPKAT JIETKYIO ILenb JI000ro M3
AQHTUTEJ, ONMCAHHBIX B JAHHOM 3asiBKe. B HEKOTOPBIX BapUaHTaX peau3ald aHTUTEIIO
npotus gp120 unu ces3pBaromuii gp120 ero pparMeHT COREPIKUT JIETKYIO LeTb JF0O0ro
onHoro u3 aHturena A-1, anturena 1.1.64-1, anturena 1.1.90-1, anturenma 2.2.1-1,
anturena 2.3.1-1, anrurena 3.1.5-1, anturema 2.2.5-1, anturena 2.3.5-1, aHTHTena
1.1.119-1, anturena 1.1.104-1, anturena 1.52.64-1, antutena 2.4.1-1, anturena 1.1.54-1
unu antutena B-1. B HeKOTOpBIX BapuaHTax peajn3aldyd aHTUTENo npotus gpl20 umm

cBsi3bIBarOIIMid gp120 ero ¢pparMeHT COmep KUT JIETKyo Lenb aHnTurTena 1.52.64-1.

[0085] Takxe B 00beM HacTosALIEro M300pETEHHs BXOIAT aHTUTeNa mpoTuB gp 120 mn
cssbiBatonre gpl20 ux (hparMeHTbl, KOTOpPBbIE CONEPKAT TSDKENYE) U JIETKYHO IeMb
moOOro U3 aHTHUTEI, OMTMCAHHBIX B JAHHOH 3asiBKe. B HEKOTOPBIX BapHaHTaX pean3alun
aHTuTeNno npotus gp 120 wnn cesi3biBarommii gp 120 ero GpparMeHT COREPIKUT TIKENYIO U
JIETKYIO 1ernu Jrdoro oqHoro u3 antutena A-1, antutena 1.1.64-1, anturena 1.1.90-1,
antutena 2.2.1-1, anturena 2.3.1-1, antutena 3.1.5-1, aaturena 2.2.5-1, anturena 2.3.5-
1, auturena 1.1.119-1, anatutema 1.1.104-1, anturena 1.52.64-1, anatutema 2.4.1-1,
antutena 1.1.54-1 unm antuTena B-1. B HEKOTOpBIX BapuaHTax peaiu3aliyd aHTUTENO
npotuB gpl20 wmn ces3pBarommii gpl20 ero ¢pparMeHT COAEPIKHUT TSLKENYIO H JIETKYHO

nenu antutena 1.52.64-1.

[0086] B obbem Hacrosimero u300OpeTeHHs BXOOAT aHTHTeNna npotus gpl20 wmum
cesi3biBarorue gp 120 ux (parMeHThl, KOTOPBIE CoaepKaT o0y u3 3ameH B VH n/nnu

VL aMHHOKHCIIOT, MPEICTaBICHHBIX BBILLIE.

[0087] B HekoTOpbIX BapuaHTaxX peanu3aliy BapuadelbHast O0NACTh TSHKENOW LenH
moboro u3 aHturen npotuB gpl20 cornmacHO HACTOSLIEMY H300PETEHHIO CBSI3aHA C
KOHCTAHTHOH 00J7acThi0 TspKeNoi wnenu, conepskamei nomeH CH1 u mapHUpHYIO
obmacte. B HEKOTOPBIX BapuUaHTaX peaju3aluu BapuadesbHas 00JACTh TSDKEJION Lenu
moboro m3 aHtuTen NpotuB gpl20 COriacHO HACTOSLIEMY H300PETEHHIO CBsi3aHa C

KOHCTAHTHOW 00ONacThi0 TsDKENON wernu, copeprkameit nomeH CH3. B HekoTopbIx
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BapUaHTaxX peanu3auuu BapuadbenpHas 00JacTh TSDKENOH Ienu JIF0OOro W3 aHTHTEN
npotuB gpl20 cormacHoO HACTOAIIEMY M300PETEHHUIO CBsI3aHA C KOHCTAHTHOW OOJIACTBIO
TspKeNoN nenu, conepskamieit nomen CH1, mapaupuyro odnacts, u nomern CH2 u3 IgG4 u
nomen CH3 (mampumep, u3 IgGl, IgG2, IgG3 wm IgG4). B Hekorophx ciyuasx
BaprabenbHas 00JacTh TsDKENOW wenu JroOoro m3 aHruren npotus gpl20 corsacHo
HACTOSIIIEMY HM300PETEHUI0 CBsi3aHA C KOHCTAHTHOW OOJACTBIO TSDKENION Lemy,
conepsxkameri nomen CHI1, mapuupnyro obnacts, nomeH CH2 u nomen CH3 u3 IgGl,
IgG2, IgG3 nunmu IgG4. B HEKOTOpPHIX BapuaHTAX peaju3alud BapuadenbHas 00JacTb
TSDKEJION Lienu JIF0OOTro U3 aHTUTeN MpoTuB gpl20 COrNlacHO HACTOSIIEeMY U300 PETEHUIO
CBsI3aHa C KOHCTAHTHON 00JIaCThIO TsKeNoH Leny, conepskaineii nomeH CH1, nomen CH2
u nomeH CH3 w3 IgGl (manpumep, IgGl genoseka, Hanpumep, amwtoruna IgG1lm3) u
mwapHupHyo obnactb IgG3 (Hanpumep, “oTKpbITy0” ImapHUpHYRO oOmactb IgG3,
obosnauennyro “IgG3 C-7 B WO 2017/096221 (cm., Hampumep, ¢ur. 2A naHHOM
nyomukaun PCT)). OxkuparoT, 4rto y maHHOM wmapHupHOW obnmactu IgG3 BbISBST
YIAyULIEHHYO THOKOCTh miieya Fab u cmocoOHOCTh MpOoCTHPAThCs HA PACCTOSTHUE CBBILIE
200A°, KOTOPOTO JIOCTATOYHO i B3aMMONEHCTBUI BHYTPU TpuMepa. B HEKOTOpBIX
BAPUAHTAX pEAJM3aLMKM TAaKOe XHUMEPHOE AaHTHTENI0 COAEPXKUT OAHy Wiu Oonee
JOTIOTHUTENIbHBIX MyTAllMH B KOHCTAHTHOH 00JIACTH TSIXKEJIOHN LIeTIH, KOTOPbIE TOBBILIAIOT
CTaOMJIBHOCTh XUMEPHOTO aHTUTENA. B HEKOTOPBIX BapuaHTaX peai3alii KOHCTAHTHAsI
00JIaCTh TSDKENON LeTH COAEPIKUT 3aMeHbI, KOTOPble MOAH(DHLIUPYIOT CBOMCTBA aHTUTENA
(manpumep, mnoBbiieHue >(PdexTopHOH (QYHKUMM, yay4ineHue (HapMaKOKHMHETHKH,
TIOBBILICHNE WJIM CHIDKEHUE CBsI3bIBaHUS ¢ Fc-perentopoM, NMOBBILICHUE UM CHIDKEHHUE
IJIMKO3WJIMPOBAHUSl AHTHTENA, TMOBBIIEHUWE WM CHIbKeHHe cBssbBanuss ¢ Clq,

yBEJIMUYEHNE BPEMEHH TIOJTy>KU3HH ).

[0088] B HekoTOphIX BapuaHTax peaju3ali aHTUTEJO npoTuB gpl20 nmpencrtasiser
coboii antureno IgG (mampumep, IgGl, IgG2, IgG3, IgG4). B omHom BapuanTte
peanuzaunu aHTHTENO mpexacrasisier codor IgGl wenmoseka. B ppyrom Bapuante
peanu3auny aHTHTENO npenctaBisier codoi IgG2 uenoBeka. B HEKOTOpBIX BapuaHTax
peanu3alny aHTHTEJO CONEPKUT XUMEPHYIO KOHCTAHTHYIO OONACTh TSKEJOH Lenu
(marmpumep, comepxkamyro odnactu CHI1, mapuup u CH2 IgG4 yenoseka u obnacte CH3
IgG1l uenoBeka). B HEKOTOPBIX BapHaHTAX peEATHU3ALUU AHTHTENO comepkutT VH,
conepskamyro obmactu CDR 1 - 3 VH, u VL, comepxamyro obdmactu CDR 1 - 3 VL,
npudem obnactu CDR 1 -3 VH u obmactu CDR 1 - 3 VL umMeroT nocienoBaTeIbHOCTH,

npencrasieHHpie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, U
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aHTHTeNo Tpenctasisier coboi IgGl yenoBeka. B HEKOTOPBIX BapuUaHTaX peaTH3aLUH
anTuTena npotus gpl20 wmm ces3pBaromme gpl20 ¢pparmente! cogepxat VH, koTopas
no MeHblieil Mepe Ha 80%, o MeHblel Mepe Ha 85%, mo MeHblIeld Mepe Ha 90%, mo
MeHble mepe Ha 91%, mo menblueill mepe Ha 92%, mo MeHblueil Mepe Ha 93%, mo
MeHble mepe Ha 94%, mo menblueill mepe Ha 95%, mo MeHblueil mepe Ha 96%, mo
MeHblLIel Mepe Ha 97%, no meHblel mepe Ha 98%, o MeHbLel Mepe Ha 99%, Hanpumep,
Ha 100%, uneHTHYHA MOCIENOBATENIbHOCTH aMUHOKUCIIOT, npeacTaBienHon B SEQ 1D
NO: 477, u VL, xoropas no MeHbuieli mepe Ha 80%, mo MeHbluel mepe Ha 85%, 1o
MeHbled mepe Ha 90%, no menbluell mepe Ha 91%, nmo Menbiueil mepe Ha 92%, mo
MeHbled mepe Ha 93%, no menbluell mepe Ha 94%, mo MeHbluell mepe Ha 95%, mo
MeHbleld mepe Ha 96%, no menbluell mepe Ha 97%, mo MeHblueil Mepe Ha 98%, mo
MeHbllell Mepe Ha 99%, Hampumep, Ha 100%, umeHTHYHA MOCIENOBATEIbHOCTU
amuHOKUCNOT, npencrasienHoil B SEQ ID NO: 278, u anTuTeNno mpeacrtasisier codoit

IgG1 uenosexka.

[0089] Anturena IgG CcymecTByIOT B PasNMUHBIX AUIOTUIIAX U H3oauloTHnax. B
HEKOTOPBIX BapHaHTaX peaJN3allyd aHTUTENA COMJIACHO HACTOSIIEMY H300pETeHUIO
comepskat Tspkenyro nensb IgGl ammoruna Glml;, nG1lm2; G1m3; G1m17.1; GIm17.1.2;
GIlm3.1 wm Glml7. Kaxnaplii w#3 OaHHBIX AUIOTUIIOB WIM  H30aJUIOTUIIOB
XapaKTepu3yercss CIEAYIOLUIMMH aMHHOKHCIOTHBIMH OCTaTKaMH B  YKa3aHHBIX
TIOJIOKEHUSIX B KOHCTaHTHOM oOnactu Tsixkenoit nenu (Fc) IgGl (nymepanus EU): Glm1:
D356, L358; nG1m1: E356, M358; GIm3: R214, E356, M358, A431; Glm17.1: K214,
D356, L358, A431; G1m17.1.2: K214, D356, L358, G431; GIm3.1: R214, D356, L358,
A431; u GIlm17: K214, E356, M358, A431. B HeKOTOpBIX BapuUaHTaX pear3aluu
antuteno comepxkut VH, comepxkamnyro odnactu CDR 1 - 3 VH, u VL, conep:xaryto
obmactu CDR 1 - 3 VL, npudem obactu CDR 1 -3 VH u obnactu CDR 1 - 3 VL umerot
nocneaoBarenbHOCTH, npeactasnennbie B. SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, U aHTUTEJIO CONEPKUT Tspkenyio uensd IgGl annoruna Glml; nGIm?2;
GIlm3;GIm17.1; GIm17.1.2; GIm3.1 unu G1m17. B HEKOTOpBIX BapHaHTaxX peanu3aliu
antuTena npotus gpl20 wmm ces3pBaromme gpl20 ¢parmentrl cogepxatr VH, koTopas
no MeHbleil Mepe Ha 80%, o MeHblel Mepe Ha 85%, mo MeHblIel Mepe Ha 90%, mo
MeHbIe mepe Ha 91%, mo menblueil mepe Ha 92%, mo MeHblieil mepe Ha 93%, mo
MeHble mepe Ha 94%, mo menbluell mepe Ha 95%, mo MeHblieil mepe Ha 96%, mo
MeHblIel Mepe Ha 97%, mo menbIel mepe Ha 98%, Mo MeHbiel Mepe Ha 99%, Hanpumep,

Ha 100%, uneHTHYHA MOCIENOBAaTEIbHOCTH aMUHOKHUCIIOT, nipeacTasienHon B SEQ 1D
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NO: 477, u VL, koropast no Mmenbinei mepe Ha 80%, mo meHbiuer mepe Ha 85%, mo
MeHble mepe Ha 90%, mo menblueil mepe Ha 91%, mo mMeHbiueil Mepe Ha 92%, mo
MeHble mepe Ha 93%, mo menblueill mepe Ha 94%, mo MeHblueil mepe Ha 95%, mo
MeHbIe mepe Ha 96%, mo menblueill mepe Ha 97%, mo MeHblueil mepe Ha 98%, mo
MeHble Mepe Ha 99%, nHampumep, Ha 100%, wuaeHTHYHA MOCIENOBATENBHOCTH
aMUHOKUCIOT, mpeacTtasiaeHHON B SEQ ID NO: 278, 1 aHTUTENIO COAEPIKUT TSHKEITYIO LIETb

IgG1 annotuna Glm1; nGlm2; GIm3; GIm17.1; GIm17.1.2; GIm3.1 v G1lm17.

[0090] B omHom Bapmanre peanmzaiun sobas u3 VH antutena mporus gpl20,
OIMHCAHHOI'O B JAHHOM 3asBKE, HEMOCPENCTBEHHO CBA3aHAa WIM CBA3aHa IOCPEICTBOM
NPOMEXKYTOYHOM TOCTIEe0BAaTeIbHOCTH aMHHOKHCIOT (Hampumep, JuHkepa G-S) ¢
nocnenoBarenbHOCThIO IgGIm3  aukoro Tuma, npencTaBieHHONH HIDKe (THIUYHbBIE
ONpeAeNAOIINE AJUIOTHIT OCTaTKU 0003HAYEHBI JKUPHBIM LIPUPTOM).

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLY SLSS

VVTVPSSSLGTQTY ICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVELEFPPKPKDTL

MISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMIKNQVSLTCLVKGEFYPSDIAVEWESNG

QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK(SEQ

ID NO: 347).

[0091] B npyrom Bapuante peanmmzanmu Jrobas u3 VH antutena mporus gpl20,
OMUCAHHOI'O B JTaHHOW 3as1BKE, HEMOCPEACTBEHHO CBA3aHAa WM CBsI3aHA MOCPEICTBOM
NPOMEXKYTOYHOH TOCIIEIOBATENIbHOCTH AaMUHOKHUCIOT (Hampumep, auHKepa G-S) ¢
nocyieoBaTeabHOCThIO IgG1m17 nukoro Tuma, NPENCTABICHHOH HWKE (THUIIMYHBIE

OIpEeeISTFOINE AJUIOTHIT OCTATKH 0003HAUEHBI JKUPHBIM HIPU(PTOM).

[0092] IgGlml17:

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVITVSWNSGALTSGVHTFPAVLOSSGLYSLSS
VVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVEFLEFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQODWLNGKE
YKCKVSNKALPAPTEKTISKAKGOQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK(SEQ

ID NO: 348).

[0093] B HekoToppIx BapuanTax peanusauuu VH anturena npotus gpl20, onucaHHOro B
JNAHHOW 3asiBKE, HEMOCPEACTBEHHO CBsi3aHA WM CBS3aHA MOCPEICTBOM MPOMEKYTOYHOMN

NIOCJIEIOBATEILHOCTH AMIHOKHCIIOT (Harpumep, uHkepa G-S), ¢ mocienoBaTeIbHOCTBIO
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IgGIm17 cor 1 no 10 (manpumep, 1, 2, 3,4, 5, 6, 7, 8,9, 10) 3aMeHaMu aMHUHOKHCJIOT B
SEQ ID NO: 348 (Hampumep, 3aMe€HaMH, CAEJTAHHBIMH JUIA YIIydlIeHus: 3P QPeKTOpHOMI
(bYHKUMN W/UIH YBEJIMUEHUS] BDEMEHHU MOJTYKU3HU). THUNHYHBIE 3aMEHbI aMUHOKHCIIOT B
Fc-obnactu (manpumep, IgG1, Takoro kak IgG1m17) sxmrouator S239D, I332E, G236A,
A330L, M428L, N434S; S239D, I332E, G236A, A330L; S239D, I1332E M428L, N434S;
S239D, I332E, A330L, M428L, N434S; F243L, R292P, Y300L, V3051, P396L, M428L,
N4348S; u S239D, I1332E, G236A, A330L.

[0094] B HexoTOpBIX BapuaHTax peaau3alu aHTUTEN0 npotuB gpl20 nmpencrtasiser
coboii antureno IgG1 uenoseka/kanmna yenoBeka. B HEKOTOPHIX BapHaHTaX peau3aliiu
aHTUTEJA COTJIACHO HACTOSIIIEMY M300PETEHUIO COAEPIKAT JIETKYIO LIETb Karla aJuloTHIIa,
BeIOpanHOro u3 Km1; Km1.2 v Km3. JInst kakaoro U3 1aHHBIX aJUIOTUIIOB XapaKTEPHbI
CIEAYIOIINEe AMUHOKUCIIOTHBIE OCTAaTKU B YKAa3aHHBIX IOJOXKEHUSX B JIETKOW LEnu
(mymepanus EU): Km1: V153, L191; Km1.2: A153, L191; u Km3: A153, VI91. B
HEKOTOPBIX BApHAHTAX pean3alluy aHTHTeNo conepkut VH, conepxkamyro obmactu CDR
1 -3 VH, u VL, conepxamyto odnactu CDR 1 - 3 VL, npuyem obmactu CDR 1 -3 VH u
obnactu CDR 1 - 3 VL umeroT nocnenosarenbHocTH, npeactasienHbie B SEQ ID NO:
137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U COAEPKUT JIETKYI LEMb Karrma
amortuna, Beiopansoro u3 Km1; Km1.2 wmm Km3. B HeKOTOpBIX BapHaHTax peau3ariiu
antuteno comepxkut VH, comepxkamnyro oonactu CDR 1 - 3 VH, u VL, conep:xaryto
obmactu CDR 1 - 3 VL, npudem obactu CDR 1 -3 VH u obnactu CDR 1 - 3 VL umerot
nocnenoBarenbHOCTH, nipeactasnennbie B. SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, M COJEPKUT JIETKYyK wLenb kanma amoruna Km3. B Hekoropsix
BapHAaHTaX peau3allluu aHTUTENO conepkuT VH, comepxkamnyro obimactu CDR 1 -3 VH,
u VL, conepxkamyto obmactu CDR 1 - 3 VL, npuuem obmactu CDR 1 - 3 VH u obnactu
CDR 1 - 3 VL umeroT nocnenpoBarenbHOCTH, npencrasiennsie B: SEQ ID NO: 137, 138,
139, 140, 141 wu 142, CcOOTBETCTBEHHO, W mpenacraBiser coboii antureno IgGl
yejoBeKa/kamnma 4enoseka, Takoe kak IgGl denoBeka/Km3. B HEKOTOpBIX BapuaHTax
peanuzauuu antutena npotus gpl20 wmm cssbiBaromue gpl20 ¢pparMeHTsl comepikaT
VH, xotopast no menbiueii Mepe Ha 80%, o MeHblIeil Mepe Ha 85%, Mo MeHbLIel Mepe
Ha 90%, mo menblueit mepe Ha 91%, o mMeHbInel Mepe Ha 92%, MO MeHbIIelH Mepe Ha
93%, no meHblei mepe Ha 94%, o MeHbIIel Mepe Ha 95%, no MeHbLei mepe Ha 96%,
no MeHblell mepe Ha 97%, no meHbluell Mepe Ha 98%, mo mMeHbleil Mepe Ha 99%,
Hanpumep, Ha 100%, naeHTHYHA MOCIEN0BATEIbHOCTH AMUHOKHUCIIOT, TIPEICTABIIEHHON B

SEQ ID NO: 477, u VL, koropas no Mmenbiuei mepe Ha 80%, mo MeHbineit mepe Ha 85%,

99



no MeHbinell Mmepe Ha 90%, o MeHblIel Mepe Ha 91%, mo MeHblIel Mepe Ha 92%, no
MeHble mepe Ha 93%, mo menblueill mepe Ha 94%, mo MeHblueil mepe Ha 95%, mo
MeHblel mepe Ha 96%, mo menblueill mepe Ha 97%, no meHbluell mMepe Ha 98%, mo
MeHblled Mepe Ha 99%, nampumep, Ha 100%, wuaeHTHYHA MOCIENOBATENBHOCTH
amuHokucoT, npenacrasienHoi B SEQ ID NO: 278, u npencrasisier coO0l aHTUTENO

IgG1 yenoeka/kanmna yenoseka, Takoe kak IgG1 yenosexa/Km3.

[0095] B HekoTOpBIX BapHaHTax peanu3alMu aHTuTeno mnpotuB gpl20 corjmacHo
HACTOSILIIEMY N300PETEHHIO COIEPIKUT JIETKYIO LIETIh KaIllla YeJIOBEKa, COEPIKAILYI0 OHY
U3 CJIENYIOLMX TIOCJENOBATEIbHOCTEN AaMUHOKHUCIOT, B KOTOPBIX TUIHYHbIE

OIpEEINIOIINE AJUIOTUIT OCTATKH 0003HAUEHBI KU PHBIM HIPU(PTOM:

Kml:
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEYPREAKVQWKVDNVLQSGNSQESVTEQDSKDSTY S
LSSTLTLSKADYEKHKLYACEVTHQGLSSPVTKSENRGEC (SEQ ID NO: 349);

Km1,2:
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY S
LSSTLTLSKADYEKHKLYACEVTHQGLSSPVTKSENRGEC (SEQ ID NO: 350); or

Km3:
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTY S

LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 351).

[0096] B onHoM BapuaHTe peanu3aluy aHTUTENO NpoTuB gpl20 corjgacHO HaCTOSLIEMY
U300PETEHNIO0 CONEPIKUT JIETKYIO LIeTb Karmma dejoBeka, Km3. B KOHKpeTHOM BapuaHTe
peanusanuu VL anturena nporuB gpl20, ommMcaHHOrO B JAHHOW  3asBKE,
HENOCPEACTBEHHO  CBfi3aHAa  WMJIM  CBsA3aHa  IMOCPEACTBOM  IIPOMEKYTOUHOHN
NIOCJIEIOBATEILHOCTH AMUHOKHCIIOT (Hanpumep, Jimakepa G-S) ¢ mocienoBaTeIbHOCTHIO
Km3 uenosexa auxoro tuna (SEQ ID NO: 351). B HEKOTOpbIX BapuUaHTaX pean3ariu
VL antutena nporus gpl20, ONUCAaHHOIO B JAHHOW 3asiBKE, HEMOCPEICTBEHHO CBs3aHA
WIA CBA3aHa IOCPENCTBOM NPOMEXYTOYHON MOCIENOBATEIbHOCTH AMHUHOKHCIOT
(marmpumep, smHKepa (G-S)) ¢ MyTaHTHOH mocnenoBaTenbHOCTEIO Km3 uenoseka,

comepskareti or 1 mo 5 (te., 1, 2, 3,4, 5) 3amen amunokucnot B SEQ ID NO: 351.

[0097] B HekoTOpBIX BapuaHTax peaju3aly aHTUTENO npoTuB gpl20 nmpencrtasiser
coboii antuteno IgG1l denoBeka/nsamOna denoBeka. Y KaKIOTO OTAEIBHOTO YeIOBEKa
€CTh OT CeMH J0 OJWHHAIIATH PA3JIMYHbIX T€HOB JIETKOW Ienu JIMOIa, KOTOpbIe
KOIHMPYIOT JIETKHUE IeTH, BbIOpaHHbIe U3 iaMOna 1, msimbna 2, nssmbna 3, namOna 4, nssmbna

5, mambna 6 u nsimOna 7. B HEKOTOpBIX BapUaHTAaX peaM3aliid aHTUTENIA COTJIACHO
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HACTOSIIIIEMY M300PETEHUIO COMEPIKAT JISTKYIO LeTb JIIMOIa, BRIOpaHHYIO u3 jsimMOna 1,
nsimOna 2, mambna 3, nsimOna 4, nsimbna S, nmsambaa 6 u isimbna 7. B HEeKOTOpBIX BapuaHTax
peanu3aluy aHTHTENO, OMUCAHHOE B JAHHOMW 3asiBKe, CONEPIKHUT JIETKYIO LEMNb JIIMO/a,
COIEP ALY ONHY M3 CIEAYIOIIUX MOCIEN0BATEIbHOCTEH aMHUHOKHUCIIOT, B KOTOPBIX

TUMTUYHBIE OMPEESIFOIINE JITMOAa OCTaTKH 0003HAYEHBI JKUPHBIM MPUPTOM:

nsmbOma 1:

GOPKANPTVTLEFPPSSEELOQANKATLVCLISDEYPGAVTVAWKADGSPVKAGVETTKPSKQSNNKYA

ASSYLSLTPEQWKSHRSY SCQVTHEGSTVEKTVAPTECS (SEQ ID NO: 352);
nsmOma 2:

GOPKAAPSVTLFPPSSEELOQANKATLVCLISDEYPGAVTVAWKADSSPVKAGVETTTPSKQSNNKYA

ASSYLSLTPEQWKSHRSY SCQVTHEGSTVEKTVAPTECS (SEQ ID NO: 353);
JsMOna 3:

GOPKAAPSVTLFPPSSEELOQANKATLVCLISDFYPGAVTVAWKADSS PAKAGVETTTPSKQS
NNKYAASSYLSLTPEQWKSHKSYSCQVTHEGSTVEKTVAPTECS (SEQ ID NO: 354);

Wiy JaMona 7:

GOPKAAPSVTLFPPSSEELOQANKATLVCLVSDEYPGAVTVAWKADGS PVKVGVETTKPSKQS
NNKYAASSYLSLTPEQWKSHRSYSCRVTHEGSTVEKTVAPAECS (SEQ ID NO: 355).

[0098] B onHOM BapuaHTe peanusanuu aHTHTENO TporuB gpl20 mpencrasisier coOoit
antuteno 1gGlm17 uenosexka/Km3 uenoseka. KoncrantHeie obnmactu (Jierkoi w/wnm
TSKEJION LIenu ) MOTyT conepskath oT 1 no 10 (manpumep, 1, 2, 3,4, 5, 6,7, 8,9, 10) 3amen
AMHHOKUCJIOT (HampuMep, 3aMEHbL, CAETaHHbIe I yiaydmeHus 3¢ dexkropHo GpyHKImm
WWIH YBEIMYEHUs] BPEMEHH TONY)XU3HHU). B HEKOTOpBIX BapUaHTaX peasM3aLu
aHTUTeNa aQ yKO3WINPOBAaHBL B HEKOTOPBIX BapHAHTAX peaU3aly aHTHTENA CONEpKaT
OfHYy MM Ooyiee METOK. B HEKOTOPBIX BapHaHTaxX peaii3aliy OHA UM OoJiee METOK
BKJIFOYAIOT AaBHUIMHOBYI0 METKYy. B HEKOTOpBIX BapHaHTaX pealu3allid aHTUTENO
conepxut VH, conepxxamyro obmactu CDR 1 -3 VH, u VL, conepskamyro obnactu CDR
1 - 3 VL, npuuem obmactu CDR 1 - 3 VH u obmactu CDR 1 - 3 VL wumeror
nocneaoBarenbHOCTH, nipeactasnennbie B. SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, U npeacTaBisieT codoit antureno IgG1m17 yenoseka/Km3 uenoseka. B
HEKOTOPBIX BApUAHTAX peasin3aluu anTuTeno cogepkut VH, comepskamyro odmactu CDR

1-3 VH, u VL, conepsxxamyto obmactu CDR 1 -3 VL, npuuem obmactu CDR 1 -3 VH u
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obnactu CDR 1 - 3 VL umeroT nocnenosarenbHOCTH, peactasieHHsie B: SEQ ID NO:
137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, W MPENCTABJISIET COOOH aHTUTENO
IgGlm17 uenoBexka/Km3 uenoBeka, B KOTOPOM KOHCTAHTHast O0JACTh TSDKEJIOH LETH
copepxuT oT 1 no 10 3amen aMHMHOKHUCIOT. B HEKOTOPBIX BapHaHTax pean3aluuu
antuteno comepxut VH, comepxamnyro obnmactu CDR 1 - 3 VH, u VL, conepxarryto
obmactu CDR 1 - 3 VL, npudem obactu CDR 1 -3 VH u obnactu CDR 1 - 3 VL umerot
nociieaoBarenbHOCTH, npeactasneHnbie B. SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, U MpencTaBisieT codoit antureno IgG1m17 uenoeka/Km3 venoseka, B
KOTOPOM KOHCTaHTHasi OOJAaCTh TSKENOW LEeNH COAEPXKUT CIEAYIOLIHE 3aMEHbI
amuHokucnoT orHocutenbHO SEQ ID NO: 348: S239D, I332E, G236A, A330L, M428L,
N434S. B HekoTOpbIX BapuaHTax peanu3aluu aHTuTena mnpotus gpl20 wmm
cesi3biBarole gp 120 ¢pparmenTs! conepxkar VH, koropas mo mesbliel mepe Ha 80%, mo
MeHbleil mepe Ha 85%, mo MeHblieil Mmepe Ha 90%, mo meHbleill mepe Ha 91%, mo
MeHblIell mepe Ha 92%, mo MeHblueil Mepe Ha 93%, mo MeHbleill Mepe Ha 94%, mo
MeHblIell mepe Ha 95%, mo MeHblIeil Mepe Ha 96%, mo MeHbluell mepe Ha 97%, mo
MeHblell Mepe Ha 98%, mo MmeHbIuelt mepe Ha 99%, nanpumep, Ha 100%, uneHTU4YHA
MOCJIEIOBATEIbHOCTH aMUHOKHUCIIOT, nipenctasienHoi B SEQ ID NO: 477, u VL, xoropas
no MeHblel Mepe Ha 80%, o mMeHblueli Mepe Ha 85%, no MeHbIuel Mepe Ha 90%, o
MeHbIel mepe Ha 91%, mo menslneilt mepe Ha 92%, mo meHbiuei mepe Ha 93%, mo
MeHbIel mepe Ha 94%, mo meHbluell mepe Ha 95%, mo MeHbiuel mepe Ha 96%, Mo
MeHblIel Mepe Ha 97%, o MeHbLIel Mepe Ha 98%, o meHblieli Mepe Ha 99%, Hanpumep,
Ha 100%, uneHTHYHA MOCIeOBATEIbHOCT aMHUHOKHUCIIOT, npeacTasienHon B SEQ 1D
NO: 278, u npencrasisier codoii antuteno IgG1 denoBeka/kamnmna 4ejoBeKa, TAKOE Kak
IgG1 4yenoBexka/Km3, B KOTOPOM KOHCTaHTHAasi OOJIACTh TSDKEJIOW LEMHU CONEPIKUT
cienyroue 3amMeHbl aMHHOKUCITOT oTHocutensHo SEQ ID NO: 348: S239D, I332E,
G236A, A330L, M428L, N434S. B HEeKOTOpbIX BapHaHTaxX peaju3alliy JaHHbIE 3aMEHbI
yayqmaT 3pdekropHyro GyHKIMO. B HEKOTOpBIX BapuaHTax peajn3alud JTaHHBbIE
3aMEeHbI yBEJIMUUBAIOT BpeMsl Oy KU3HU. B HEKOTOpBIX BapuaHTax peanu3aliy JaHHbIe

3aMEHbI YIIyqIIaoT 3PPEKTOPHYIO (PYHKIIUIO U YIIyUIIAIOT BPEMs MOy KU3HH.

[0099] B HekoTOpBIX BapHaHTax peaju3aliy aHTUTENO, KOTOpoe cBsA3bIBaeTcs ¢ gpl20,
COMIEPIKUT MOCJIEeN0BATENIBHOCTh aMUHOKUCIOT VH anTuTena nporus gpl20, onucanHoro
B IaHHOM 3asiBKe, U VL anTurena npotus gpl20, onncanHOro B AaHHOM 3as1BKe. [Ipumepsl
nociaenosarenpHocTel amMuHOKUCIOT VH u VL antutena mporus gpl20 BkIrOHaroT

nocieaoBarenbHOCTH, npeactasnendbie B SEQ ID NO: 182 u 223, coorBercTBeHHO; SEQ

102



ID NO: 182 u 275, coorBercrBenno, SEQ ID NO: 182 u 278, coorBercTBerHo; SEQ ID
NO: 182 u 292, coorBercrBenHo, SEQ ID NO: 220 u 276, coorBerctBerHo; SEQ ID NO:
465 u 276, coorBerctBenHO; SEQ ID NO: 466 u 276, coorBerctBeHHO; SEQ ID NO: 182
u 491, coorBerctBernHO;, SEQ ID NO: 465 u 491, coorBerctBenHo, SEQ ID NO: 466 u
491, coorBerctBenHo;, SEQ ID NO: 182 u 493, coorsercrBenHo, SEQ ID NO: 182 u 516,
coorBercTBeHHO, SEQ ID NO: 182 u 276, coorBerctBenHo;, SEQ ID NO: 182 u 569,
coorBercTBeHHO, SEQ ID NO: 477 u 223, coorBerctBenHo;, SEQ ID NO: 477 u 278,
cootBeTcTBeHHO, SEQ ID NO: 477 1 292, COOTBETCTBEHHO, U nocjaeaoBaTebHOCTH SEQ
ID NO: 478 u 276, COOTBETCTBEHHO. B HEKOTOPBIX BapuUaHTAaX peaju3alUd AHTUTEJO
comepxkuT VH u VL, coneprkaine nocnenoBaTeaIbHOCTH aMUHOKHUCIIOT, TPEACTABIEHHbIE
B: SEQ IDNO: 477 1278, cOOTBETCTBEHHO. B HEKOTOPBIX BapHaHTaxX peajnu3alny Kaxkaoe
U3 IaHHBIX aHTHUTEN mpeacTasisier codol anturena IgGlm17 yenoBeka/Km3 yenoseka.
B HexoTOpBIX BapuaHTax peaju3alyy AaHHbIE AaHTUTENA COAEPIKAT MOCIeN0BaTENbHOCTD
aMUHOKUCIOT, npeactasieHHyo B SEQ ID NO: 348 w/unu 351. B HeKOTOpBIX ciydasx
IaHHbIe aHTHTeNna copepkar ao 10 (mampumep, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10) 3ameH
AMUHOKUCJIOT (HampuMep, 3aMeH, BBEACHHBIX I yJayduieHus 3(h¢GexTopHOH (yHKLIIH
w/unu yBenudeHus: Bpemenu nonyxkusau ) B SEQ ID NO: 348 w/unu 351, COOTBETCTBEHHO.
B HekOTOpBIX BapHaHTAX peaM3allK aHTUTeNO comepxut VH, comepikamyro obigactu
CDR 1 -3 VH, u VL, conepsxkaryt odiaactu CDR 1 - 3 VL, npudem obnactu CDR 1 -3
VH u o6iactu CDR 1 - 3 VL umerot nocienoBarebHOCTH, npencrasiernbie B. SEQ ID
NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U COAEPIKUT MOCEAOBATEIbHOCTh
AMUHOKHUCIIOT, MpeAcTaBieHHyo B ocienoBatenbHOCTAX SEQ ID NO: 348 u 351 cor 1
no 10 3amen amuHokucaoT B mocnenoBarenbHocT SEQ ID NO: 348 w/mnu 351. B
HEKOTOPBIX BAPHUAHTAX peasu3aluu aHTuTeNo conep:kut VH, conepskamnyro oomactu CDR
1-3 VH, u VL, copepsxxamyto obmactu CDR 1 -3 VL, npuuem obmactu CDR 1 -3 VH u
obmactu CDR 1 - 3 VL umerot nocnenosatenbHocTH, npencrasiernsie B. SEQ ID NO:
137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U COIEPKUT MOCJIEAOBATEIbHOCTD
AMHUHOKHUCIIOT, MPeACTaBiIeHHYI0 B ocienoaTenbHOCTAX SEQ ID NO: 348 w351 cor 1
no 10 3amen B mocnenoBarenbHOCTH amMuHOKUCIOT BHyTpu SEQ ID NO: 348. B
HEKOTOPBIX BAPUAHTAX peasiu3auu anTuTeno cogepkut VH, conepskamyro oomactu CDR
1-3 VH, u VL, conepsxamyto obmactu CDR 1 -3 VL, npuuem obmactu CDR 1 -3 VH u
obmactu CDR 1 - 3 VL umeror nocnenoBatenbHocTH, npencrasiernsie B. SEQ ID NO:
137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U COIEPKUT MOCIEAOBATEIbHOCTD
aMHUHOKMHCIIOT, NpefcTaBieHHyo B nocnenosatenbHocTaX SEQ ID NO: 348 u 351, co

cinenyromumu 3ameHamMu amuHOKUCIOT B SEQ ID NO: 348: S239D, I332E, G236A,
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A330L, M428L, N434S. B HEeKOTOpBIX BapUaHTax peaju3aluy aHTUTeNo copepxkut VH,
conepskamyro obmactu CDR 1 - 3 VH, u VL, comepxamyro odmactu CDR 1 - 3 VL,
npudem obnactu CDR 1 -3 VH u obmactu CDR 1 - 3 VL umMeroT nocienoBaTebHOCTH,
npencrasneHHsie B: SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, U
npencraBisieT coboit aHtuTeno dwenoeka IgGm17/Km3. B HekoOTOpBIX BapHaHTax
peamm3anuu aHturenao comepxkut VH, comepskamyro obmactu CDR 1 - 3 VH, u VL,
conepskamyto oomactu CDR 1 -3 VL, mpuuem obnactit CDR 1 - 3 VH u o6mactu CDR 1
-3 VL umerot nocnenosarenbHOCTH, npencrapieHnsie B: SEQ ID NO: 137, 138, 139, 140,
141 m 142, COOTBETCTBEHHO, U AHTUTEJIO COAEPHKUT JIETKYHO LE€Mb Kalla 4esIOBEeKa,
COIlEPIKALLYIO MOCIIENIOBATEIbHOCT AMUHOKHCIIOT, peacTasieHHyto B SEQ ID NO: 351,
u Tsokenyro  uenb IgGl  ammotunma ¢ MOCHEAOBATENBHOCTHIO  AMHHOKHCJIOT,
npeacrasieHHod B SEQ ID NO: 348. B HeKOTOpBIX BapuaHTax pealu3alud aHTUTENO
cogepxxuT VH u VL, conepskammue nocienoBaTeaIbHOCTH aMUHOKHUCIIOT, TPEACTABIEHHBIE
B. SEQ ID NO: 477 u 278, COOTBETCTBEHHO, M COIEPKUT IOCJIENOBATEIbHOCTD
aMHUHOKHCIIOT, TipeacTaBieHHylo B nocienosarenbHocTaXx SEQ ID NO: 348 u351 cor 1
no 10 3ameH B mocienoBareabHOCTH aMuHOKHCIOT SEQ ID NO: 348 w/umm 351. B
HEKOTOPBIX BapUaHTax peanu3auuu aHtuTeno copepxxut VH u VL, copepxamiue
MOCJIEIOBATEIbHOCTU aMHMHOKHUCIOT, mpenctrasieHHele B. SEQ ID NO: 477 u 278,
COOTBETCTBEHHO, M COIEPKHUT TMOCJIEAOBATEIBHOCTh AMUHOKUCIIOT, TIPEICTABICHHYIO B
nociaenopareabHocTIX SEQ ID NO: 348 u 351 ¢ or 1 go 10 3amMeH aMHUHOKHCJIOT B
nocinenosarenbHocTU SEQ ID NO: 348. B HEKOTOpPBIX BapuaHTax peaiu3alii aHTUTENO
comepxxuT VH u VL, conepskarue nocienoBaTeIbHOCTH aMUHOKHUCIIOT, TIPEACTABIEHHbIE
B: SEQ ID NO: 477 u 278, COOTBETCTBEHHO, U COIEPKUT IOCIICIOBATEIHHOCTD
aMUHOKHUCIIOT, TIPEACTaBlIeHHy0 B mocienoateapHOCTAX SEQ ID NO: 348 u 351, co
crnenyromumu 3ameHamu amuHOKUCIOT B SEQ ID NO: 348: S239D, I332E, G236A,
A330L, M428L, N434S. B HeKOTOpBIX BapuaHTax peaju3alid aHTuTeno cofep:xut VH
u VL, comep:xamue mocienoBaTeIbHOCTH aMUHOKHUCIIOT, mpenctasieHHbie B. SEQ ID
NO: 477 wu 278, COOTBETCTBEHHO, U TPEACTABISET COOOW AaHTUTENO 4YeJIOBeKa
IgGm17/Km3. B HEKOTOpBIX BapUaHTaxX peanu3auuu aHTuTesno conepxkut VH m VL,
coleprKalue MmocjaeI0BaTeIbHOCTH aMUHOKUCIIOT, npeacTasieHHbie B. SEQ ID NO: 477
u 278, COOTBETCTBEHHO, M AaHTUTEJIO CONEPKUT JIETKYK) LENb Kamnma 4YesIOBeKa,
COZIEPIKAINYIO MOCIENOBATEIbHOCTh AMHHOKHUCIIOT, npeacTasienHyo B SEQ ID NO: 351,
u Tsokenyro  uenb IgGl  ammotuna ¢ MOCHEAOBATENLHOCTBIO  AMUHOKHUCIIOT,

npencrasyieHHoN B SEQ ID NO: 348.
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[0100] B HekoTOpBIX BapHaHTax peaju3alud aHTUTENO, KOTOpoe cBsA3biBaeTcs ¢ gpl20,
COIEPKUT MOCAEAOBATEIBHOCTD AMUHOKHCIIOT TSIKEJION LieNu aHTuTena nportus gpl20,
OMMCAaHHOIO B JIaHHOM 3asiBKE, W JIETKOW LieNU aHTuTena npotus gpl20, onucanHOro B
naHHOM 3asBKe. [Ipumepsl mocnenoBaTeNbHOCTEN TSKEIOW LENH U JIETKOHM LIETH aHTUTEeNa
npoTuB gp120 BKIHOYAIOT MOCIEN0BaTENbHOCTH, NipencTasieHHble B SEQ ID NO: 2 u 49,
coorBercTBeHHO, SEQ ID NO: 2 m 100, coorBerctBenno; SEQ ID NO: 42 u 101,
coorBercTBeHHO, SEQ ID NO: 2 u 103, coorBerctBernHo;, SEQ ID NO: 517 u 101,
coorBercTBeHHO, SEQ ID NO: 518 u 101, coorBercrBenno, SEQ ID NO: 2 u 542,
coorBercTBeHHO, SEQ ID NO: 517 u 542, cootrBercTtBenHo, SEQ ID NO: 2 u 117,
coorBercTBeHHO, SEQ ID NO: 518 u 542, coorBercTtBenHo, SEQ ID NO: 2 u 544,
coorBercTBeHHO, SEQ ID NO: 2 u 567, coorBerctBenHo, SEQ ID NO: 2 u 568,
cootBercTBeHHO;, SEQ ID NO: 529 u 49, coorerctBeHHo;, SEQ ID NO: 529 u 103,
coorBercTBeHHO, SEQ ID NO: 529 1 117, COOTBETCTBEHHO;, U mocjaeaoBareabHocTH SEQ
ID NO: 530 u 101, coorBeTcTBeHHO. B HEKOTOpPBIX BapHaHTaX peaju3alUd aHTUTEINO,
KOTOpoe CBsi3biBaeTcss ¢ gpl20, cOmepKUT TSKENYH0 LEMb C IMOCIENOBATENbHOCTBIO
ammHOKuCIOT, mnpencrasneHHod B SEQ ID NO: 529, u nerkyro uemns ¢

MIOCJIEIOBATEIbHOCTBIO aMUHOKHUCIIOT, npencrasieHHoi B SEQ ID NO: 103.

[0101] AHTHUTENA WK aHTUT€HCBS3bIBAKOIHE (PpAarMEeHThI, OMTMCAHHbIE B JAHHOM 3asBKeE,
MOXHO IMOJYYHTb, HAIIPHUMEDP, MYTECM IMOJIYUYCHUA U SKCIIPECCUU HYKJICMHOBBIX KHCJIOT,

KOTOPBIC KOAHUPYIOT MOCJIICA0OBATEJIbHOCTH AMUHOKUCIOT aHTUTEIIA.

MynpTucnenuduueckue aHTUTENA.

[0102] B APyromM aCIIeKTe HAaCTOSALLErO n300peTeHus MIPEAJIOKEHbI
MyJIbTUCTIELU(UUECKHE aHTHTENa. MyJbTUCIEHUpUUECKHe AHTUTENA MPEIACTABISIIOT
cobol aHTUTENa, KOTOpPbIE CBSA3BIBAIOT JIBA UJIH OOJIee Pa3JIMYHBIX SIHUTONOB (HAIPUMED,
oucneunpuvecKue aHTUTENA, TPEXBAJIEHTHBIC AHTUTENA, YEThIPEXBAJICHTHBIE AHTHTENA).
AnTutena npotuB  gpl20, omnucaHHBle  BbIIE, MOIYT COCTAaBJSITb  4YacThb
MYJIbTUCTIELU(UUECKUX aHTUTEIN. Y MYJIbTUCTICHU(PUIECKUX AHTHTE MOTYT ObITh CAThI
CBA3BIBAHMS C IO MEHbLIEH Mepe OJHUM JPYIMM AaHTUI€HOM WIH OJHHMM JIPyrUM
SMUTONOM, KOTOPBIA HE CBSI3bIBAETCS CAWTOM CBs3bIBAaHUs aHTUTENa npotus gpl20
mynbTucienuduueckoro  anturena.  Copepskamee  aHtuteno  npotuB  gpl20
MYJIbTUCTIELM(UUECKOE AHTUTENIO MOXKET COAEpIKaTh JOMEH AUMEPHU3ALNH U TPH WU
Oonee (HampuMep, TPH, YETHIPE, MSITh, IECTh) CAUTOB CBS3bIBAHUS AHTUTeHA. T UITHYHBIN
JOMEH nuMmepu3anmu comep:kut Fc-obmacte (mmm cocrout u3 Hee). Copepikariee

aHTuTeNno TpoTuB gpl20 MynbTUCHEUM(UYECKOE AHTUTENO MOXKET COAep)kKaTh (WU
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COCTOSITh U3) OT TPEX 10 MPUOIU3UTEBHO BOCHMH (T.€., TPH, YETHIPE, MSATh, MECTh, CEMb,
BOCEMb) CaWTOB  CBSI3bIBAHUS  aHTHIeHAa.  MynbTUCTIEHU(PUIECKOE  AHTUTEIO
Heo0s3aTeIbHO COAEPIKUT IO MEHBIIEH Mepe OIHY MOIHIENITUAHYIO [eTb (HarpuMep, ABe
NOJMNENTUAHbIE LeNW, TPU TOJUNENTUAHbIE LEeNnu), TNpPHYeM yKa3aHHasi(-ble)
nonunenTuaHas(-ble) Henb(-1) conepkut(-aT) Tpu Wi Oosee BapuabeIbHbIX JTOMEHOB.
Hanpumep, nonunentuanas(-pie) 1enb(-M) MOKET(-TyT) comepkarh, Hampumep, VDI1-
(XDn-VD2-(X2)p-Fc, wmm  VDI1-(X1)n-VD2-(X2)p-VD3-(X3)n-Fc, rme VDI
npeAcTaBisieT coO0H mepBblil BapuadenbHbIi JoMeH, VD2 npencrasisier OO0l BTOPOi
BapuabenbHbI noMeH, VD3 mpencraBiser coOoil TpeTuil BapuaOenbHbIi 1oMeH, Fc
npeacrapisieT coboit moyunentuaHyro Henb Fc-obmactu, X1, X2 u X3 npencrasisier
co0olf aMUHOKHMCIIOTHBIN WM MIENTUHBIN crieiicep, U n npexacTasnseT codoit 0 mu 1. B
HEKOTOPBIX CIyYasX KaKObli M3 BapHaOeNbHBIX JOMEHOB MOXKET MPEACTaBIsATh COOOM
scFv.  MynpTucnenmupuyeckie  aHTUTENA  MOXHO  JIETKO  MOJY4YUTh  IyTeM
PEKOMOMHAHTHOW 3KCIIPECCUH HYKJIEWHOBOW KHCIIOTBI, KOAMPYIOIIEH MOJHIIENTHAHBIE

LIENH AaHTUTENA.

Bucneuuduyeckue anturena.

[0103] B onmHOM acmekte MynbTHCHEM(pHUYIECKOE AHTHTENIO TMPENCTaBiIseT COOOH
Oucneunpuveckoe aHTHTENO. bucnermpuyeckue aHTHTENa NPEACTABISIIOT COOOM
aHTUTENA, KOTOpPble OOJANar0T CMEeLU(PUUHOCTSIMH CBSI3BIBAHHUS C JIByMs Pa3IHMYHBIMU
snuTonaMH. bucnenuduueckoe aHTHTENO comepkuT naBa “‘tuieda’. OgHO TUIEHO
Oucnenn(puIecKoro aHTUTENA CBSA3bIBAET OJUH 3TUTOIL, & JPYTOe IUIEHUO - APYTOH STTUTOM.
B oxgHOM BapuaHTe peanu3anyy OJHO TUIEHO OHCTEIM(HYECKOro aHTHTENA CBS3bIBAET
NEePBBIA AHTUTEH, & JPYroe IUe4o Oucnenn(uyeckoro aHTUTENa CBSI3bIBAET BTOPOI
aHTUreH. B apyrom BapuaHTe peajM3aluy JBa IUleda OuCTIeHU(UYECKOro aHTHTENA
CBSI3bIBAIOTCS C ABYMsSI PA3JITYHBIMU 3MTUTONAMH OJTHOT'O M TOT'O XK€ aHTHTeHa (Harpumep,
gp120).

[0104] B omHOM acrmiekTe HacToOsIIEro W300peTeHHs! MPenJioskeHO Oucnermduyeckoe
aHTUTEJO, KOTOPOe crielupuyHO CBsi3biBaeTcs ¢ gpl20 u cnenu(puvHO CBA3BIBAETCS CO
BTOPBIM AaHTUT€HOM. B HEKOTOPBIX BapHaHTaX pean3alii BTOPO aHTUIeH MPENCTABIISIET
coOOH TPUTTEPHYIO MOJIEKYJy Ha JeHKouuTe, 4TOoOBl CHOKYCHpOBaTb W HAIPAaBHUTH
MEXaHU3Mbl KJIETOUYHOW 3aIUThl Ha MHQUIIMPOBAHHYIO KJIETKY. B HEKOTOpBIX cCirydasix
BTOPOH aHTUTEH MpeAcTaBisieT coboit Monekyny T-kimerouHoro peuenropa (Harmpumep,
CD3, CD4); Fc-peuenrtops! anst IgG (FcyR), takue xak FcyRI (CD64), FeyRIT (CD32),
FcyRIII (CD16); CD89; anturen BUY-1 (mampumep, gp4l); CCRS; mpencraButens
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cemeiicrBa KIR, Takoii kak UMMYHOTJIOOYJIHMH-TIOAOOHBIN PELENTOP KJIETOK-KUJUIEPOB C
TpeMsi nomMeHamMu Ig u jamuHHBIM nwroruiasMatideckuMm xBoctoM 1 (KIR3DL1),
UMMYHOTJIOOYIMH-TIONOOHBI PEelenTop KJIETOK-KUJUIEPOB C TpeMsi JOMeHaMmH Ig u
IUMHHBIM 1ToriasMatndeckuM xBoctoM 1 (KIR3DL1), umMMmyHOrnoOyauH-mogo0HbIiH
peLenTop KJIETOK-KMJUIEPOB € IByMs IOMEHaMH Ig M JIMHHBIM IMTOMJIA3MAaTHYECKUM
xBoctoM 1 (KIR2DL1), ummyHOrnoOyauH-MoJOOHBINH PELEnTop KIETOK-KHIUIEPOB C
oByMsi noMeHamu Ig W uMHHBIM nwmToriasMatudeckuMm xBoctoM 2 (KIR2DL2),
UMMYHOTJIOOYJIMH-TIONOOHBIH peLenTop KJIETOK-KWUIEPOB C ABYMsl JOMeHamu Ig u
IUIMHHBIM 1ToruiazmMatudeckum xBoctoM 3 (KIR2DL3); peuenrop cemetictea NKG2,
TakoM kak JsekTuH-nofoOHel peuentop C1 knerok-kmuepoB (KLRC1), nexTun-
nogoOHeii perenrop C2 kinerok-kmuiepos (KLRC2), nekrun-nogoOHseiit perenrop C3
kierok-kmutepoB  (KLRC3), nextun-nomoOHbiii pernentop C4  KIETOK-KUILIEPOB
(KLRC4), nextun-nomoOubni peuentop D1 xnerok-kmmiepos (KLRDI1), nextus-
nonoOHbiit penenrop K1 xnerok-kmwmiepo (KLRK1); 3amyckaromuii ecTeCTBEHHYIO
LIUTOTOKCUYHOCTh PELIETITOP, TAKOH KaK 3aIyCKalOIIUi €CTECTBEHHYIO LIUTOTOKCUYHOCTD
peuenrop 3 (NCR3 wmun NKp30), 3anyckaromuii €CTECTBEHHYIO LIUTOTOKCHMYHOCTD
peuentop 2 (NCR2 mnmu NK-p44), 3amyckarommuii €CTECTBEHHYIO IIMTOTOKCHYHOCTb
peuentrop 1 (NCR1 wmu NK-p46), CD226 (DNAM-1), MONeKyJly LIUTOTOKCHYECKUX U
peryastopubix T-knetok (CRTAM wunmu CD355); mpencraButenb cemeiictBa SLAM,
TAKOHM KaK MpPeACTAaBUTENb | CeMeiCTBa CUTHAJBHBIX MOJIEKYJI aKTHUBALMH JIMM(OLIUTOB
(SLAMF1), CD48 (SLAMF2), anturex mumdoruros 9 (LYY wniu SLAMF3), CD244
(2B4 wmu SLAMF4), CD84 (SLAMFS), npencrasutens 6 cemeiictea SLAM (SLAMF6
win NTB-A), npencrasurens 7 cemeiictea SLAM (SLAMF7 wiu CRACC), CD27
(TNFRSF7), cemadopun 4D (SEMA4D wm CD100), mmun CD160 (NK1). B HekoTopsix
BapUAHTAX peaJU3aldd BTOPOE IUIEYO OUCTIeNU(PUUECKOrO aHTUTENIA CBSI3bIBAET

OTan4HbIN snuTon gpl120.

[0105] B nomonHWTENHHOM BapuUaHTE peau3alidd  MOJieKyJia Oucnenuduaeckoro
aHTUTENIa COIJIACHO HACTOSIIEMY H300PETEeHHI0 BKJFOYAET AHTUTENO C JIBOMHBIM
BapuabenpHbIM IoMeHOM (DVD-Ig), raoe kasknas jierkasi nemnb 1 TsDKeJast Helb COAePKUT
IBa BapuadENbHBIX JIOMEHA, PACIIOJIOKEHHBIX TIOCJIEOBATEIbHO Yepe3 KOPOTKYIO
nenTuaHyko cBsizb (Wu u ap., Generation and Characterization of a Dual Variable Domain
Immunoglobulin (DVD-Ig™) Molecule, B Antibody Engineering, Springer Berlin
Heidelberg (2010)). B HekOTOpBIX BapuaHTaxX peajn3aluy OucCHenn(pUIecKoe aHTUTEIIO

npencraBiseT coOOil CBA3aHHBIH XMMHYECKOH CBs3bIO Oucnenmduuecknii pparmeHnt
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(Fab")2. B npyrux BapmaHTax peanu3any OUCrenu(uIecKkoe AHTHTENO BKIFOYAET
TaHAeMHble auarena TaHgad (tandab, T.e., ciusHUE NBYX ONHOLETIOYEHUHBIX TUATEN C
NOJTy4eHHUEeM YeThIPEX BAJIEHTHOTO OMCTIELM(PUIECKOro aHTUTENA, KOTOPOE CONEPIKUT J1BA
caliTa CBSI3bIBAHUS C KaXXAbIM U3 LECJICBbBIX aHTI/IFeHOB). B HEKOTOPBIX BapHUaHTAX
peanu3anuu oucnenupuieckoe aHTUTENO npencrasisier coboit duekcureno (flexibody),
KOTOpPOE MpencTaBisieT co0oit koMOnHaIuIO pparMeHToB sCFv ¢ auarenom ¢ monyueHuem
NOJIBAJICHTHONH MOJIEKyJbl. B emme ofHOM BapuaHTe peanmu3auuu Oucneruduyeckoe
aHTHTeNO conmepkut mojiekyny “dock and lock” Ha ocHoBe “momMena auMepuzanuu U
CTBIKOBKHM B MPOTEHMHKUHA3e A, KOTOpas, KOrjma ee HUCHoib3yiT ¢ (pparmentamu Fab,
MOXET TO3BOJIUTH IMOJIYYUTh TPEXBAJIECHTHbIN Oncnenuuaeckuii CBA3bIBAIOLINI OEJOK,
COCTOSIIINN U3 ABYX MAEHTUUHBIX (pparmeHToB Fab, CBA3aHHBIX ¢ OTIMYHBIM (PparMeHTOM
Fab. B npyrom mnpumepe Oucnenuduyeckne aHTHTENAa COTJIACHO HACTOSIIEMY
U300peTeHNI0 CcomepskaT “Mojiekysy Scorpion”, COAepiKallyro, Hampumep, asa ScFv,
cIUThIX ¢ obonmMu KoHamu Fab-mieua yenoseka. B eme oqHOM BapuaHTe peain3aLiiu

OucnennpuIeckoe aHTUTEJIO COTJIACHO HACTOSLIEMY N300PETEHHUIO BKJIIOYAET AUATENO.

[0106] [Tpumepb! kJ1accOB OHCTIEUPUUECKUX AHTUTEN BKJIIOYAIOT, HO HE OrPAHUYEHBI
nepeuyncieHHbIMU: IgG-nonoOHbIe MONEKysbl ¢ KOMIUIeMeHTapHbIMU aoMeHamu CH3,
YTOOBI YCKOPUTh TeTePOAMMEpU3aLNI0;, CauTbie C IgG  MOJEKyJbl, B KOTOPBIX
nojHopasMepHeie aHtutena IgG cnuThl ¢ nomojHHUTENbHBIM (parmenToM Fab wim
yactsimu (pparmenra Fab, ciuteie ¢ Fc Monexysbl, B KOTOPBIX OJHOLETIOYEYHBIE
MOJIeKyJbl Fv mnm ctabunu3upoBaHHBIE AHATeNia CIUTHI ¢ KOHCTAHTHBIMH JTOMEHAMH
TsDKeNoN ueru, obnactamu Fc wnmm ux yactsimu; ciauteie ¢ Fab Mosekynsl, B KOTOPBIX
pasnmuunble Fab-pparmeHTsl cnutel Apyr ¢ apyrom; pekomOmHaHTHblE 1gG-nogoOHbIe
MOJIEKYJIbI C IBOHHOH CIIELU(UIHOCTBIO, B KOTOPBIX KaX/1asi U3 JBYX CTOPOH MOJIEKYJIbI
comepxut (pparment Fab wmnm wacte ¢parmenta Fab u3 mo meHbineii mepe aByx
Pa3IMYHBIX AHTUTEN, AaHTHTENA HAa OCHOBE SCFV 1 inaTena u aHTUTENA U3 TSOKENBIX Henei
(HanpuMep, TOMEHHbIE aHTUTENA, HAHOTENA), B KOTOPBIX Pa3IMYHbIE OJHOLETIOUEYHBIE
MoJIeKyJbl Fv, wnn pa3nuuHble nuatena, WA pa3IndHbIe aHTUTEIA U3 TSKEIBbIX Lenei
(HanmpuMep, TOMEHHbIE AHTUTENA, HAHOTEJA ) CIIUTHI IPYT C APYTOM HITH C APYTUM OEITKOM

WJIA MOJIEKYJION HOCHUTEJIS.

[0107] ITpumepsr Fab-ciuteix  Oucnennduyecknx aHTUTEN BKIIOYAOT, HO HE
orpaHn4eHbl mnepeuncieHHbiMu.  F(ab), (Medarex/ AMGEN), aHTHTEena ABOWHOTO

nevictBust (Dual-Action) wnm 6uc-Fab (Bis-Fab) (Genentech), Dock-and-Lock (DNL)
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(ImmunoMedics), OmBanentHeie Oucnenmnpuueckue anrutena (Biotecnol) m Fab-Fv

(UCB-Celltech).

[0108] IIpumepel anTUTEN HA OCHOBE SCFV, Ha OCHOBE AMATeN U NOMEHHBIX AHTHUTEN
BKJIFOYAIOT, HO HE OrPaHWYEHbl NEPEUNCIEHHBIMH. TMpUBJIEKaOmui T-KieTku
oucneunduueckuii axrusarop (BITE) (Micromet), tanmemHoe nuareno (Tanmal)
(Affimed), TeXHONMOTHIO MEPEOPUESHTUPYIOIIETOCS AHTUTENA C JBOMHON apPUHHOCTHIO
(DART) (MacroGenics), oapsouenoueunoe auateno (Academic), TCR-momoOHbie
antutena (AIT, PeuenrropLogics), cnuTsiii G€M0K CBIBOPOTOYHOrO aibOyMHHA YeJIOBEKA
u ScFv (Merrimack) u COMBODY (Epigen Biotech), nHaHoTena c¢ nBoiHOI
cnenuduaHOCTHIO (Ablynx), 1 TOMEHHbIE aHTUTENA, COEePIKALINE TOJIBKO TSIKENYIO LeTb,

C IBOMHOM CrIeI(pUIHOCTHIO.

AHTHUTre HCBS3BIBAIOIIHE d)DaFMeHTbI.

[0109] B o0bem Hacrosiero n3o0peTeHusi BXOAAT aHTUTEHCBS3BIBAIOIINE (parMeHTbI
anTuTen npotuB gpl20, omucaHHBIX B JAHHOW 3asBKe. AHTUIE€HCBS3BIBAIOLINE
¢dparmentsl antuten (Hanpumep, scFv, sc(Fv),, Fab, F(ab),, Fab’, F(ab’),, Facb u Fv)
MOKHO TIOJIY4YHTh, HANpPHUMeEp, C IMOMOINBI) PEKOMOWHAHTHBIX CIOCOOOB WJIM IyTEM
NPOTEONIUTUYECKOTO PACIIEIUICHUs] HMHTAKTHBIX aHTuTen. Hampumep, ¢parmeHTsI
AHTUTEJIa MOYKHO MOJIYYHUTh MyTeM 00pabOTKU MOJHOPA3MEPHOTO aHTUTENA (PEPMEHTOM,
TaKMM KakK IIallanuH, ICNICUH HIN IUIa3MHUH. B pe3yabTaTe pPACHICIICHUA IMallanHOM
TIOJTHOpPAa3MepPHBIX aHTUTEN oOpasyrorcst ¢parmentsl F(ab)2 wnm Fab; paciernnenue
NIETICHHOM TIOJIHOPa3MEPHBIX aHTUTEN MPUBOAMT K oOpaszoBaHmo F(ab’), mmm Fab’; u
pacuieryieHHe IUIa3MHHOM TOJTHOPa3MEPHbIX AaHTUTE MPUBOAUT K OOpPa30OBaHHIO

¢dparmentos Facb.

[0110] B kauectBe anpTepHAaTHBbL, (PArMEHTHl AHTUTENA MOXHO  IOJNyYUTb
pekoMOMHAHTHBIM criocoboM. Hampumep, HYKJIEMHOBBIE KHCIOTBL, KOAUPYIOIIUE
UHTEpECyIoIHe (PparMeHThl aHTUTEJ, MOXHO CKOHCTPYHPOBAaTh, BHEIPHUTb B BEKTOP
SKCIPECCUH U HKCIIPECCHPOBATh B MOAXOMAIINX KileTKax-xo3sieBax. Cm., Hanpumep, Co,
M.S. u np., J. Immonol., 152:2968-2976 (1994); Better, M. u Horwitz, A H., Methods in
Enzymology, 178:476-496 (1989); Plueckthun, A. u Skerra, A., Methods in Enzymology,
178:476-496 (1989), Lamoyi, E., Methods in FEnzymology, 121:652-663 (1989);
Rousseaux, J. u np., Methods in Enzymology, (1989) 121:663-669 (1989); u Bird, RE. u
ap., TIBTECH, 9:132-137 (1991)). ®@parMeHTbI aHTUTEN MOTYT 3KCIPECCHPOBATHCS B F.
coli M CeKpeTUpoOBaThCS U3 Hee, TAaKUM 00pa3oM, MO3BOJISAS JIETKO MOJy4aTh OOJbLINE

KOJIMYECTBa JaHHBIX (I)paFMeHTOB. q)paFMeHTbI AHTUTEJIA MOXHO BBIACJIUTH U3 (I)aFOBbIX
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Oonbmmorex anTHTen. B kadectBe ambrepHaTtuBbl, (parmentel Fab'-SH mosxHO
HETIOCPENICTBEHHO BBIAENUTh W3 F. coli M XUMHYECKUM CIOCOOOM COEOUHHTBH C
nonyueHueM ¢parmenros F(ab), (Carter u np., Bio/Technology, 10:163-167 (1992)). B
COOTBETCTBMHM C JpyruM moxaxoxoM, ¢parmentsl F(ab'), MOXHO BBIIENUTH
HETIOCPENICTBEHHO M3 KYJIBTYPbl PEKOMOMHAHTHBIX KJIETOK-X03sieB. @parmenter Fab u
F(ab'), ¢ yBenudeHHBIM BpeMeHEM TONYKHU3HU i1 Vivo, COIeprKalue OCTATKH SIUTOIA

CBSI3BIBAHUS peLieNTOpa peyTuin3anuy, onvucanbl B nateHTe CIIIA HOMep 5869046,

Mununanturena.

[0111] Taxxe B 00BbeM HACTOSILIETO H300pETEHUS BXOMAT MHHHAHTUTENA, KOTOPBIE
cBsi3bBalOT gpl20. MuHHMaHTHTENa BKIIIOYAIOT AuaTena, omgHouernoudedHoe (scFv) u

onnouenoueqHoe (Fv), (sc(Fv)z).

[0112] “Jlnateno” mpexactaBiseT coOoil OMBaJIEHTHOE MHHHTENO, CKOHCTPYHPOBAHHOE
nyTeM ciusiHust reHoB (cM., Harpumep, Holliger, P. w np., Proc. Natl. Acad. Sci. U. S. A.,
90:6444-6448 (1993); EP 404097, WO 93/11161). [/lnarena mnpeacTaBistoT coOoi
IMMEpHl, cocTosve W3 AByX nonunentuaHelx ueneil. [lomensl VL m VH xaxpon
NOJUNENTUAHON LENU AuaTenaa CBsi3aHbl JIMHKepamMHu. KoaMuecTBO aMHHOKHCIOTHBIX
OCTaTKOB, KOTOpbIE COCTAaBJISIIOT JIMHKEP, MOXET COCTaBJAThH OT 2 10 12 ocraTtkoB
(manpumep, 3 - 10 OCTaTKOB WIH MATh WM NPUOJIH3UTEBHO MSATh OCTATKOB). JIMHKEpHI
NOJIMMNENTHOB B AHaTeNle OOBIMHO CJIMIIKOM KOpPOTKHE, 4ToOBbl mo3Bonuth VL u VH
cBsizaTbCsl npyr ¢ npyrom. Takum obpasom, VL u VH, komupyembie B BHIE OIHOM
NOJMIENTAAHON Lenw, He MOryT o0pa3oBbIBaTh OIHOLEMOYEUHBbIH (pparmMeHT
BapuabenbHON 00JacTH, HO BMECTO 3TOro o00pa3ylT JauMmep C OTJIMYHBIM
OIHOILIETIOUueYHbIM (pparmMeHTOM BapuabenbHOW oOnactu. B pesynbrate, amareno

COOCPNKUT ABC aHTUT'CHCBA3bIBAIOIINEC obyacTu.

[0113] scFv mpencrasnsier coOOil aHTUTENO W3 OMHOLETIOYEYHOTO TOJHIENTHAA,
nojiydeHHoe nmyreM coequnernsi VH u VL ¢ momorsio nrHKepa (cM., Hanpumep, Huston
u np., Proc. Natl. Acad. Sci. U. S. A., 85:5879-5883 (1988); u Plickthun, “The
Pharmacology of Monoclonal Antibodies” Tom 113, pen. Resenburg u Moore, Springer
Verlag, Heio-Hopk, crp. 269-315, (1994)). Ilopsnox VH u VL, koTopele GymyT
COEMHSATh, 0CO00 HE OTPAaHUYEH, U MX MOXKHO pacrojarath B Ir0OoM nopsinke. IIpumepsr
pacnionoskenuii Bkyro4aroT: [ VH] munakep [VL]; wnm [ VL] nunkep [VH]. O6nacts V nenu
H u obnacte V nenu L B scFv MoxeT mpoucxoauTts U3 IFOOOTO aHTHTENA IpoTHB gpl20

WJIN €10 aHTUI'CHCBA3BIBAKOIIECTO (I)parMeHTa, OIMMCAaHHOI'O B I[aHHOfI 3asBKCE.
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[0114] sc(Fv), mpencrapnsier codoii MmuHuTeso, B kotopoM n8a VH u nBa VL cBsi3aHbI
JUHKEPOM ¢ o0pazoBanueM ogHol uenw (Hudson u np., J. Immonol. Methods, (1999), 231:
177-189). sc(Fv)2 MOXKHO MOJTyYNTh, HAIPUMED, IMyTeM coenuHeHus: pparmeHToB scFv ¢
nomotipio JuHKepa. sc(Fv), corimacHo HacTosmemMy H300pETEHUIO BKIIFOYAIOT AHTUTENA,
B KOTOpBIX npeanodrutesibHo 8¢ VH u aBe VL pacrionoskeHsl B CIEAYIOIEM MOPSIIKeE:
VH, VL, VH u VL ([VH] nunkep [VL] munkep [ VH] nmunkep [VL]), Hauunas ¢ N-KoHIa
OJHOLICNIOYEYHOTO MOJUMNENTUAA, TeM He MeHee, nopsaok nByx VH u nByx VL He
OrpaHHMYeH YKa3aHHBIM BBIIIE PACIIONOKEHHEM, U OHU MOTYT PacloyiaraTtbCs B JEFOOOM

nopsigke. IIpuMepe! pacnonokeHul NEPEeUnCICHbl HIKE:

[VL] munkep [VH] nmunkep [ VH] nunkep [VL]
[VH] muukep [VL] munkep [VL] nunkep [VH]
[VH] muukep [VH] nmunkep [VL] nunkep [VL]
[VL] muukep [VL] munakep [ VH] muukep [VH]
[VL] muukep [VH] nunkep [ VL] munkep [ VH]

[0115] OObIUHO, HEOOXOAMMO TPU JIMHKEpA, €CIM COCIUHSIOT YeTbIpe BapuadesbHbIe
o0NlaCTH aHTUTENA, HCIOJNb3yeMble JIMHKEPbl MOTYT OBITh MACHTUYHBIMHU  HJIH
pasnuuHbIMH. HeT ompeneneHHOro OrpaHUYeHHUs] HAa JIMHKEPbL, KOTOPbIE COEAHMHSIOT
oomactu VH u VL wmuHuanTuTen. B HEKOTOpBIX BapuaHTaxX peau3alud JIHHKED
NPEACTABJISIET COOOM MenTUIHBbIA JIMHKep. JIr00O0W MPOUZBOJBHBIN OTHOLETOYEUHbIH
MEeNTU, COAEeP KU MPUOU3UTEBHO OT TpeX 10 25 ocTaTKoB (Hampumep, S5, 6, 7, 8, 9,
10, 11, 12, 13, 14, 15, 16, 17, 18), MOXKXHO NPUMEHSATb B KauecTBe JIMHKepa. [Ipumepbl
TaKWX MeNTUIHBIX JTuHKepoB BKroUatoT: Ser; Gly Ser; Gly Gly Ser; Ser Gly Gly; Gly Gly
Gly Ser (SEQ ID NO: 427); Ser Gly Gly Gly (SEQ ID NO: 428); Gly Gly Gly Gly Ser
(SEQ ID NO: 429); Ser Gly Gly Gly Gly (SEQ ID NO: 430); Gly Gly Gly Gly Gly Ser
(SEQ ID NO: 431), Ser Gly Gly Gly Gly Gly (SEQ ID NO: 432); Gly Gly Gly Gly Gly
Gly Ser (SEQ ID NO: 433); Ser Gly Gly Gly Gly Gly Gly (SEQ ID NO: 434), (Gly Gly
Gly Gly Ser), (SEQ ID NO: 435), rae n npeacraBisieT coOOH Lieoe YUCiIO0, paBHOE
enunnne win 6onee; u (Ser Gly Gly Gly Gly). (SEQ ID NO: 436), rue n npeacrassier

co00ii L1eJIoe YUCII0, pABHOE eUHUIIE UK DoJiee.

[0116] B HeKOTOpBIX BapuUaHTAaX pealn3aliy JIMHKEP MPENCTaBisieT cCOOOH JTHUHKEp Ha
OCHOBE CHHTETHYECKOTO COEAMHEHHUS (XMMUYECKUN MEePEKPECTHO CIIMBAIOIINN areHT).
ITpuMepbl MEPeKpeCcTHO CIINUBAOIINX aAr€HTOB, KOTOPBIE JOCTYITHBI HA PBIHKE, BKIIFOUAIOT
N-ruapoKCUCYKLIMHUMUTL (NHS), OUCYKLIMHUMHIMICYOepat (DSS),

ouc(cynpdocykuunumuaui))cyoepar  (BS3),  auTnoOuc(CyKUMHUMUAHITIPOITHOHAT)
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(DSP), aUTHOOUC(CYIb()OCY KUMHUMHIMIITIPOITHOHAT ) (DTSSP),
Onc(CyKIMHUMUIUIICY KITUHAT) STUJIEHTJIUKOJIS (EGS),
ouc(cy b ocy KIMHUMUAUICYKLIHAT) STUJICHTJIUKOJIS (cympdo-EGS),
mucyknpaumupuraprpar  (DST), mucynedocykuuammuaunraptpat (cyiabdo-DST),
ouc|2-(cykumaumunookcukapoonmwiokcn)stui|cyibpon  (BSOCOES) wu  Ouc|2-

(cynbdocykHIMHIO0KCHKapOOHMITOKCH )3 THI |cyiibdoH (cyapdo-BSOCOES).

[0117] ITocnenoBatenbHOCTh aMUHOKUCIOT VH wniu VL B MHUHMaHTUTENaX MOXKET
copepKaTh MOAM(PUKALNY, TaKWe KaK 3aMEHBI, AeJeLuH, N0OaBIEeHUS W/WIM BCTaBKH.
Hanpumep, mogudukaims mMoxer ObITh B ogHOM miu Oosnee obnactax CDR anTuTena
npotuB gpl20 wnm ero aHTUIeHCBSA3BIBAIOINETO (parMeHTa. B HEKOTOpBIX BapHaHTax
peanu3annu Moan(UKaIMs BKIIOYAET OJHY, IBE MM TPHU 3aMEHbI AMUHOKHCJIOT B OTHOM
wu 6onee CDR nomena VH w/unu VL munuTena nporus gp120. Takue 3aMeHbI BBOIAT,
4TOOBI YJIYUIINUTh CBSA3bIBAHHE W/WIHM (YHKLHOHAIBHYIO aKTUBHOCTb MHHUTENA MPOTUB
gp120. B npyrux BapuaHTax peaju3aluy OIHY, ABE WIH TPH aAMUHOKHCIIOTHI B 00J1aCTsIX
CDR antutena mpotuB gpl20 mim ero aHTHIeHCBSI3bIBAIOINErO (parMeHTa MOXKHO
yIAJIUTh WIN BCTABUTH NPH YCIOBUHU, YTO MPUCYTCTBYET aKTUBHOCTD CBs3bIBaHUA gp 120

n/nnn GyHKIUOHAIBHAS aKTUBHOCTD, koraa VH u VL coenmHeHs!.

[0118] B HekoTOpBIX BapuaHTax peanu3aluyd aHTUTENIAa U UX AHTUIEHCBS3bIBAIOIINE
(bparMeHTbI, ONMUCAHHBbIE B JAHHOW 3asiBKE, HE CONEpPKaT CHUTCHAJbHBIA mentua. B
HEKOTOPBIX BAPHAHTAX peajiM3allld aHTUTENIa U UX aHTUTEHCBSI3bIBAIOLINE (PparMeHTsl,
OMHCAaHHbIE B JAHHOU 3asiBKe, copepskaT N-KOHIIEBOW CUTHAJIbHBIN menTuy. CUrHaIbHbIN
NENTHI MOXKET TPENCTaBIsATh COOOH HSHIOTCHHBIH CHUTHAJBbHBIA MenTua (Hampumep, H3
HATUBHOTO O€JKa MMMYHOTJIOOYJIMHA HITH OelTka UMMYHOTJIOOYJIMHA AUKOTO THIA), UIH
U3 reTepOJIOrMYHOrO MONUNENTHAA (HAPUMEp, OTJIUYHOTO OT IMMYHOIOOY TiHA Oelka).
B HEKOTOpBIX BapHaHTaX peaju3allii FeTePOIOTUYHbIA CUTHAIBHBIA NENTH/ IOy YeH U3
cekperupyemoro Oenka, Hampumep, Oeflka CbIBOPOTKH, HMMYHOIJIOOYJIMHA WU
LINTOKMHA. B HEKOTOPBIX BapHAaHTaX peau3allid CHUTHAJIBHBIA MENTHA MOJIYyYeH H3
CHUTHAJIBHOTO MENTHIa CBIBOPOTOYHOTrO aTbOyMHUHA (HAIIPUMED, C MOCIIEIOBATENbHOCThIO
amuaokucior KWVTFISLLFLFSSAYS (SEQ ID NO: 620). B HekoTOpbIX BapuaHTax
peaNu3aliy CUTHAJIBHBIA TENTHA COIEPXKUT IOCIEeOBATENbHOCTb, BBHIOPAHHYIO H3
rpymmel, cocrosimerd u3 MDPKGSLSWRILLFLSLAFELSYG (SEQ ID NO: 621),
MSVPTQVLGLLLLWLTDARC (SEQ ID NO: 622), METDTLLLWVLLLWVPGSTG
(SEQ ID NO: 623), MKWVTFISLLFLFSSAYS (SEQ ID NO: 0624),
MRCLAEFLGLLVLWIPGAIG (SEQ ID NO: 625), u
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MDPKGSLSWRILLFLSLAFELSYG (SEQ ID NO: 626). CurnanbHbIi MENTHI MOXHO
paspaboraTh TakUM 00pa3oM, YTOOBI OH OTLICIUUICS, HANPUMEp, IMOCIE CEKPEeIMd M3
KJIETKH, ¢ O0pa3oBaHMEM 3pesioro ciutoro Oenka. MomuduuupoBaHHbBIA CHTHAJBHBIN
HENITU/T CBIBOPOTOYHOTO alTbOYMIHA YeJIOBeKa Ul CEKPELH OEITKOB U3 KJIETOK, KOTOPbIE
MOTYT HAWTH TPUMEHEHHUE ISl 3KCIIPECCUU CIUTBHIX OEJKOB COINIACHO HACTOSIIEMY
n300peTeHnto, onucansl, Hanpumep, B Attallah u np., Protein Expr Purif. (2017) 132:27-
33. JIomOSHUTENBHOE PYKOBOACTBO MO BBHIOOPY IOCIENOBATENbHOCTEH CHIHAJIBHBIX
NENTUOB ISl IPUMEHEHUs! JJIs1 SKCIIPECCUU ONMCAHHBIX B JAHHOH 3asBKE aHTUTEN U UX
AHTUT€HCBSA3BIBAIOIIMX (PparMeHTOB OmucaHo, HampuMmep, B Kober u np., Biotechnol
Bioeng. (2013) 110(4):1164-73; Gibson u np., Biotechnol Bioeng. Centsiops 2017 r.;
114(9):1970-1977, Lin wu gp., Biotechnol J. Centsi6pp 2017 r1.;12(9). dot:
10.1002/b10t.201700268 (PMID 28727292), Ramezani u np., Protein Expr Purif. Uonb
2017 r.; 135:24-32; u Haryadi u np., PLoS One. 23 ¢despansa 2015 r.; 10(2):e0116878.
Ilpu HeoOXxomuMoOCTH, TsXKENash Lemb U Jierkas LeMlb, MM MX aHTUT€HCBS3bIBAIOLINE
(parMeHTBl, MOTYT COAEpKaTh OAMHAKOBBIE WM Pa3jIMYHbIE CHTHAJBHBIE MENTHABI,

KOraa OHHM SKCIPECCUPYHOTCsA B BUAEC OTHACIIbHBIX OENKOB.

Monudukanuu Fe.

[0119] B HexoTOpBIX BapuaHTax peaju3allMd aHTUTENAa COIVIACHO HACTOALEMY
U300pETeHHI0 ConmepykaT OaHy WM Oojiee MOAU(HUKALMN IMOCIEIOBATEIbHOCTH
AMUHOKHCIIOT B KOHCTaHTHOW oOyactu Tspkeno uenu (Fc) mo cpaBHEHUIO C
NOCJIeIOBATEIbHOCTHIO aMUHOKUCIIOT IgGIm17 (t.e., SEQ ID NO: 348). B HekoTopbIx
BapUAHTAX PeajM3alru aHTHTEAa COMIACHO HACTOSIIEMY M300PETEHUI0 COEpIKaT OIHY
wii Oosiee MOIM(MUKALIUIA MTOCIEOBATEIbHOCTH AMHHOKUCIIOT B KOHCTAHTHOW 00JIacTH
Tspkesor nerm (Fc) mo cpaBHeHUIO ¢ apyrumu antutenamu npotus BUY, takumu kak
aHTUTeN0 A Wi aHTHTENO B. B HEKOTOpBIX BapuaHTaX pealn3aliy TaHHbIC
MOAU(HUKAIMYA TOBBINAIOT CTAOMJIBHOCTh WM TOBBIIAKOT apPUHHOCTD CBS3BIBAHHS
MOAU(PHUIMPOBAHHOTO aHTHTEJA O CPABHEHHUIO C aHTUTENIOM A miH aHtutesiom B. B
HEKOTOPBIX BapHAHTAX pPEATM3aLMU JaHHblE MOAU(HUKAIMH TMOBBINAIT CTAOMIIBHOCTH
WUTH TIOBBIIAIOT 3P PEKTOPHYIO PYHKIHMIO MOAU(PHUIMPOBAHHOTO AHTHUTEJIA TT0 CPABHEHHIO
c aHTUTENOM A M aHTUTeNoM B. B HEKOTOPBIX BapmaHTax peanu3alui HEKOTOpPbIE 3
OaHHBIX MOAM(HUKAIMK yIy4IIAT (PapMaKOKMHETHKY AaHTUTENA IO CPAaBHEHHIO C
aHTUTENIOM A WM aHTUTENIOM B. B HEKOTOpBIX BapHaHTAX peajn3alii HEKOTOPhIE M3
TaHHBIX MOAM(HKAIMN YBETUYHMBAIOT BPEeMs MMOJYKM3HH AHTHUTENA O CPABHEHHIO C

aHTUTENIOM A unu aHtutesioM B. B ipyrux BapuaHrax peajaus3alii HEKOTOpbIE U3 JaHHbBIX
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MOAU(HUKAIMKA TOBBINAIOT 3(PPEeKTOpHYI0 (QYHKUMIO aHTHTENa H  YJIYYIHaroT
(bapMaKOKMHETHKY aHTUTEJA [0 CPABHEHUIO C aHTUTENIOM A wiH anTtutesioM B. B npyrux
BapUAHTAX pPeajiN3alii HEKOTOPbIE U3 TAaHHBIX MOAM(UKALUH MOBBIIAOT 3P PEKTOPHYIO
(YHKUMIO aHTHUTENAa M YBEJIMYUBAIOT BpPEeMs IONY>KH3HU AHTUTENA 10 CPABHEHHUIO C
aHTUTEeNIOM A uinu aHtuTenoM B. B HeKOTOpBIX BapuaHTax peajau3alid aHTUTENO
conepxxut VH, cogepxamyro obmactu CDR 1 -3 VH, u VL, conepskamyro obmactu CDR
1 - 3 VL, npuuem obmactu CDR 1 - 3 VH u obmactru CDR 1 - 3 VL wumeror
nociieoBarenbHOCTH, npeactasnennbie B: SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, U CONEPKUT KOHCTAHTHYIO 00JIacTh TSXKEJION LEeNH ¢ OAHOM miu Oonee
MOAN(PUKALUAMH ITOCIE0BATENbHOCTH aMUHOKHUCIOT 1o cpaBHeHuto ¢ SEQ ID NO: 348.
B HexoTOpBIX BapuaHTax peain3anuy anturesa npotus gpl20 unu ceaseiBaromue gpl20
¢dparments! comepxkat VH, koropas nmo MeHbluel mepe Ha 80%, mo MeHblIel mepe Ha
85%, o meHbIeit Mepe Ha 90%, 1o meHbInei Mepe Ha 91%, o MeHbIeH Mepe Ha 92%,
1o MeHblel Mepe Ha 93%, no MeHblel Mepe Ha 94%, o MeHbIuel Mepe Ha 95%, mo
MeHblell Mmepe Ha 96%, mo MeHblieil Mepe Ha 97%, mo MeHbluell mepe Ha 98%, mo
MeHbllell Mepe Ha 99%, Hampumep, Ha 100%, umeHTHYHA MOCIENOBATEIbHOCTU
amuHokucnot, npeacrasineHHol B SEQ ID NO: 477, u VL, koropast o MeHblIeH Mepe Ha
80%, no menb1eil Mmepe Ha 85%, o MmeHbLIel Mepe Ha 90%, o MeHblel mepe Ha 91%,
no MeHbInel Mepe Ha 92%, o MeHblel Mepe Ha 93%, mo MeHblIel Mepe Ha 94%, mo
MeHbIel mepe Ha 95%, mo meHsluell mepe Ha 96%, mo MeHbiuei mepe Ha 97%, mo
MeHbIel mepe Ha 98%, mo meHbiuell Mepe Ha 99%, Hanpumep, Ha 100%, uneHtTuyHa
MOCJIEIOBATEIbHOCTU aMUHOKHUCIOT, npenctasieHHo B SEQ ID NO: 278. B HekoTopbIx
BApUaHTax peanusauuu  aHtuteno comepxxutr VH wuw VL,  cogpepxkamue
MOCIEIOBATEIbHOCTH aMUHOKHUCIOT, mipeactasienHbie B. SEQ ID NO: 477 u 278,
COOTBETCTBEHHO, U CONIEPKUT KOHCTAHTHYIO 00JIaCTh TSKEJION LENH ¢ OAHOM mik Oonee
MOAU(HUKAIUAMH MTOCIIEIOBATEILHOCTH aMUHOKHUCIIOT 110 cpaBHeHuto ¢ SEQ ID NO: 348.
B HeKoTOpBhIX BapHaHTaxX peaM3alUH JaHHbIE 3aMeHbl YIydmarT 3(deKTopHyo
¢yHKUMIO. B HEKOTOPBIX BapHaHTax peajv3aliil JaHHbBIC 3aMEHbl YBEIUYHBAIOT BPEMs
MOJY>XKU3HU. B HeKOoTOphIX BapuaHTax peanu3aluy [aHHblE 3aMEHbl YIy4llaloT

3¢ dexTopHYIO PYHKINIO U YBETMINBAIOT BPEMsI ITOJTYKU3HH.

[0120] B HekoTOpBIX BapHaHTaX pean3alud OaHa WK Oojiee MomuduKkanuii BRIOpaHBI
U3 crenyromux 3ameH amuHokucnot Fe (aymepanust EU) mmn nx komOunaumm: L234F;
L235E; G236A; S239D; F243L; D265E; D265A; S267E; H268F; R292P; N297Q;
N297A; S298A; S324T; I332E; S239D; A330L; L234F; L235E; P331S; F243L; Y300L;
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V305I; P396L; S298A; E333A; K334A; E345R; L235V; F243L; R292P; Y300L; P396L;
M428L; E430G; N434S, G236A, S267E, H268F, S324T, u 1332E; G236A, S239D, u
I332E; S239D, A330L, I332E; L234F, L235E, u P331S; F243L, R292P, Y300L, V3051,
u P396L; G236A, H268F, S324T, u I332E; S239D, H268F, S324T, u I332E; S298A,
E333A, u K334A; L1235V, F243L, R292P, Y300L, u P396L; S239D, I332E; S239D,
S298A, u I332E; G236A, S239D, I332E, M428L, u N434S; G236A, S239D, A330L,
I332E, M428L, u N434S; S239D, 1332E, G236A u A330L; M428L u N4343S; M428L,
N434S; G236A, S239D, A330L, u I332E; u G236A u I332E. B HekoTOpBIX BapuaHTax
peanu3aluu OfHy, 1B€, TPH, YeThIpe UK OoJiee 3aMeH aMUHOKUCIIOT BBOIAT B Fc-00macTs,
YTOOBI U3MEHHUTH (HAaIpuMep, MOBBICUTH) 3 ekTopHyIo QyHKLMIO anTuTena. Hanpumep,
TaHHBIE 3aMEHBbl HAXOIATCS B TOJNIOKEHMSIX, BBIOPAHHBIXU3 TPYIMIbL, COCTOSINEH U3
AMMHOKHCIIOTHBIX OCTaTKOB 236, 239, 330 u 332 (cornacHo Hymepauuu EU). B nanHbIX
MOJOXKEHUSIX ~ MOXKHO ~ 3aMEHUTb  AMUHOKHCIOTHBI  OCTATOK HAa  OTJIMYHBIA
AMHUHOKHCJIOTHBIH OCTaTOK, TaK YTO Yy aHTHTeNa yaydmurcs 3¢exropHas pynkuus. B
HEKOTOPBIX BApHAHTAX peaiM3alliy aHTuTeNo conepkut VH, conepxamyro obmactu CDR
1 -3 VH, u VL, conepxamyto odnactu CDR 1 - 3 VL, npuuem obmactu CDR 1 -3 VH u
obnactu CDR 1 - 3 VL umeroT nocnenosarenbHocTH, peactasieHHbie B SEQ ID NO:
137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U COIEPKUT KOHCTAHTHYI OOJACTh
TSDKEJION Lieru co cneayomumMu Mmonudukammsmu (Hymepanus EU) o cpaBrermo ¢ SEQ
ID NO: 348: S239D, 1332E, G236A, A330L, M428L, N434S. B HEeKOTOpbIX BapHaHTax
peanu3aiuu anTutenaa npotuB gpl20 wmm cesisbiBaroinue gpl20 pparmMeHTHI ComepkaT
VH, xotopast no mensiueii Mepe Ha 80%, o MeHblIeil Mepe Ha 85%, MO MeHblIel Mepe
Ha 90%, mo meHbIuelt Mepe Ha 91%, o MeHbInel Mepe Ha 92%, MO MeHbIIEH Mepe Ha
93%, no meHblel mepe Ha 94%, o MeHbIIeH Mepe Ha 95%, no MeHbiel mepe Ha 96%,
no MeHblell mepe Ha 97%, no meHbluell Mepe Ha 98%, mo meHblieil mMepe Ha 99%,
Harpumep, Ha 100%, uaeHTUYHa OCIeA0BaTeIbHOCTH aMUHOKHUCIIOT, IPECTaBICHHON B
SEQ ID NO: 477, u VL, koropast no Mmenbinei mepe Ha 80%, mo Menbineit mepe Ha 85%,
no meHbinel mepe Ha 90%, o MeHblIel Mepe Ha 91%, mo MeHbLIel Mepe Ha 92%, o
MeHblel mepe Ha 93%, mo meHbluell mepe Ha 94%, mo MeHbleil mepe Ha 95%, mo
MeHblel mepe Ha 96%, mo meHblueill mepe Ha 97%, nmo MeHblieil mepe Ha 98%, mo
MeHblle Mepe Ha 99%, nHampumep, Ha 100%, wugeHTHYHA NOCIENIOBATENbHOCTU
amuHOKHCIOT, npencrasieHHoi B SEQ ID NO: 278, u conep:kaT KOHCTAaHTHYIO 00JIacTh
TSDKEJION ey co cneayomumu Monudukanmsmu (Hymepanus EU) no cpasrermto ¢ SEQ
ID NO: 348: S239D, I332E, G236A, A330L, M428L, N434S. B HeKOTOpBIX BapuaHTax

peanuszauuu a"HTuTeNno comepxut VH um VL, copepkamme mnocienoBaTeNbHOCTH
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aMuHOKUCIOT, mpencrasiaeHHble B: SEQ ID NO: 477 u 278, cOOTBETCTBEHHO, U COAEPIKUT
KOHCTAHTHYIO OOJIaCTh TSKEJION LIEMU CO CISAYIOIUMUA MOAN(PUKAIUSMEI (HyMeparws
EU) no cpasuenuro ¢ SEQ ID NO: 348: S239D, I332E, G236A, A330L, M428L, N434S.
B HekoTOphIX BapuaHTaxX peaM3aldd AaHHbIE 3aMEHbl YIy4ImarT 3¢ eKTOPHYIO
¢byHKuI0. B HEKOTOPBIX BapUaHTAX peaM3alluH JaHHBIC 3aMEHBI YBEJIMYHBAIOT BPEMsI
MONY>KU3HU. B  HEKOTOpBIX BapuUaHTax pealu3aliyd JaHHbIE 3aMEHbl YIIYYIIAlOT

3P PeKTOpHYIO PYHKIMIO U YBETUYHUBAIOT BPEMS IOy KU3HU.

[0121] B HEKOTOpBIX Cilydasix aHTUTEJIA COrJIACHO HACTOSALLIEH 3asiBKE COAEPIKAT My TALIUH,
KOTOpbIE TOBBIUIAIOT WM YIAYYIIAT 3(PeKTopHy0 (QYHKLUIO TNyTeM YCHISHUs
ceaspiBanus Fc ¢ axtusupyromumu FcyR. B HEKOTOpBIX Cily4asix aHTHUTENa COIJIACHO
HACTOsILIEeN 3asBKE COMEPKAT MYTALMH, KOTOPbIE YBEIUUUBAIOT (papMaKOKHHETHYECKOE

BpPEM: IIOJTY ) KMU3HU aHTUTEIIA.

[0122] MyTauuu, KOTOpbIE YBEIMYMBAIOT BpPEeMsl MOJY>KU3HU AHTUTENA, U3BECTHBI B
naHHON oOnactu. B omHOM BapmaHTe peanM3aldy KOHCTaHTHAas OOJIaCTh AHTUTENA,
ONUCaHHAsl B NAHHOH 3asBKE, COACPXKUT 3aMEHYy METHOHHMHA Ha THUPO3UH B MOJIO)KEHUU
252 (nymepanust EU), 3ameHy cepuHa Ha TpeoHUH B nonokeHun 254 (aymepauns EU) n
3aMeHy TPEOHWHA Ha TIyTAMUHOBYIO KUCIIOTY B nmonokeHuu 256 (aymepanus EU). Cwm,
Hanpumep, nareHT CIIIA Ne 7658921. JlaHHbIH THI MyTaHTa, Ha3BaHHBIN ‘‘MyTaHTOM
YTE”, nposiBisieT B ueTbipe paza Oobliee BpeMst Oy KU3HHU M0 CPABHEHUIO C BAPUAHTOM
aukoro tuna toro ke antutena (Dall” Acqua u np., J Biol Chem, 281: 23514-24 (2006);
Robbie u np., Antimicrob Agents Chemotherap., 57(12):6147-6153 (2013)). B HekoTOpbIX
BapUAHTaX peajM3alMyi aHTUTEJIO COAEPKUT KOHCTaHTHBIM aomeH IgG, comepskammuit
OIIHY, NIBe, Tpu Wiu Oojiee 3aMeH aMUHOKHUCJIOTHBIX OCTATKOB B MOJIOXKeHHsIX 251 - 257,
285 - 290, 308 - 314, 385 - 389 u 428 - 436 (mymepauus EU). B npyrux BapmanTax
peanu3aluy aHTUTENO, OMMCAHHOE B JAHHOW 3asBKe, comepkur MmyTauuu 1250Q u
M428L (mymepaums EU). B apyrux BapuaHTax peaju3aliyd aHTHTENO, ONMHCAHHOE B
IaHHOM 3asiBke (Harmpumep, ayorena (Duobody®)), coneprxut myraunu H433K u N434F
(aymepauus EU).

KoHbOrupoBaHHbBIE AHTUTEIA.

[0123] JIroboe u3 aHTHTEN, OMUCAHHBIX B JAHHOMW 3asBKe, MOXET MPEACTABISATh COOOM
KOHBIOTMPOBAHHOE AHTUTEJNO, KOTOPOE CBSI3aHO C PA3JIMYHBIMU MOJIEKYJIAMHU, BKJIFOYasi
MaKpOMOJIEKYJIIPHbIE BEINECTBA, TAKHE KaK MOJIMMEPHI (HAIpUMep, MOJHITHIIEHTIIMKOJb
(II3r'), nomustunennmuH  (IIOH), wmonmmpunuposanneni IO (IIDU-IIDD),

MOJUTTyTAMHUHOBAs KHCJIOTa (II'K) (comonmumepsl c N-(2-
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ruapokcunponuin)merakpriamunoM (I'TIMA)), ruanypoHoBast KUCIIOTa, PaiOAKTHBHBIE
marepuansl (Hampumep, UY, B 1231 38, SH, 2In, ®Tc ), payopecLeHTHBIE BellecTsa
(manpumep, ¢ayopecuenH W poJaMHH), JFOMHHECIICHTHBIE BelIecTBA (HAIpHUMeED,
JEIOMUHOJI), KBaHTOBBIC TOUKH, TanTeHbl, (pepMeHTHI (HampuUMep, TIIFOKO300KCHAa3a),

X€JIaThl MCTAJIJIOB, 6I/IOTI/IH, ABUIWH U JICKAPCTBCHHBIC CPEACTBA.

[0124] B HEKOTOpBIX BapHaHTax pealu3alidd aHTUTENIA WM UX AHTUTEHCBS3BIBAIOLINE
(dparMeHTBl, OMHUCAaHHbIE B MAHHOW 3asBKE, KOHBIOTHPOBAHBI C LIUTOTOKCHYECKUM
areHToM, Hampumep, i J0CTaBKM K uHpuuupoBanHbiM BHUY kmetkam u ux
YHUYTOXKEHHUs. B  pasnuuHbpIX BapuaHTax pealu3alid LUTOTOKCHYECKHH areHT
npencraBisieT  coOOH  HU3KOMOJIEKYJIIDHOE  OPraHMYeCKOE€  COEAMHEHHE WM
MHMMOMTOPHYIO HYKJIEMHOBYIO KHCIOTY, HampuMmep, KOpoTkyro uHruouropryro PHK
(MuPHK), mukpoPHK. B HekOoTOpbIX BapHaHTax peanu3alMd aHTHTeNa WIH HX
AHTUTEHCBA3BIBAIOLINE (PArMEHTBI, OMMCAHHBIE B JAHHOH 3asBKE, KOHBIOTHPOBAHBI C
LIUTOTOKCUYECKIM  areHTOM,  BbIOPAaHHBIM W3 TIPYyNIbl,  COCTOsIEH U3
moHoMmetunaypuctatuia E  (MMAE), wmonomerunaypucrtatuna F  (MMAF),
KaJIMXEaMHIMHA, AHCAMUTOLIMHA, MAaWTaHCMHA WIM WX aHajora (Hampumep,
mepTaH3uHa/smTan3uHa (DM1), paBransuHa/copaBTansuHa (DM4)), aHTpanmiuHa
(HampuMep,  JOKCOpYyOWIMHA, HayHOPYOWIMHA, SMUPYOHIMHA, HaapyOHIIMHA),
nuppoobensonuasenutia (PBD), nepekpectHo cumBaromero JIHK arenrta SC-DR002
(D6.5), nyokapmununa, WHrHOMTOpoB MHKpoTpyOouek (MTI) (Hampumep, TakcaHa,
ankanouna OapBUHKA, 3TMOTHIIOHA), nupposiodensoauazenuua (PBD) wnmu ero aumepa,

nyokapmununa (A, B1, B2, C1, C2, D, SA, CC-1065) u sk30tokcuna Pseudomonas.

[0125] OrnucaHHble BBIIIE KOHBIOTUPOBAHHBIE AHTUTEJA MOXKHO TOJYYUTb IyTEeM
OCYIIECTBJICHUS] XUMHYECKOH MOIU(UKAIMU aHTUTE] WK OoJiee HU3KOMOJIEKYJIIPHBIX
ux (opM, ONMHUCAHHBIX B NaHHOH 3asBKe. CrocoObl MOAM(UKALNHM AHTHTENT XOPOIIO

U3BECTHBI B JaHHON oOnactu (Hanpumep, US 5057313 u US 5156840).

HVKJ'IeI/IHOBbIe KHMCJIOTHI.

[0126] B HacrosiimeM M300peTeHHMM TaKkKe TMPEAJIOKEH TOJUHYKICOTHI WU
MOJTUHYKJICOTUABI, KOAWPYIOIIHME AHTUTENIO WM aHTHIEHCBSI3BIBAIOIIMN (hparMeHt,
OMUCAHHBIN B JAHHOM 3as1BK€, BEKTOPbI, COJIEPIKALLNE TAKUE MOJUHYKJICOTUIbI, U KJIETKHU-
X03sieBa (HAarpuMep, KJIETKA MJICKOMHTAOIINX, BKJIFOUAsl KJIETKA XOMsKA WU KJIETKU
4eJIOBeKa, KJIETKH PACTeHUH, KJIIETKH IPOOKeH, OaKTepraIbHbIE KIETKU, BKIIFOYAs KJIETKU
E. coli), conepxamue Takue MONUHYKJICOTHIbI WM BEKTOPBI SKCIpeccuu. B maHHOM

3asBKE€ TPEAJIOKEHBl  IOJUHYKJICOTHUIBI, COXEp)KaIlhe IMOCIEeNOBATENIbHOCTh(-H)
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HYKJICOTH/IOB, KOOUPYIOIIYIO(-1€) JI000€e U3 aHTUTEI, MPEIUIOKEHHBIX B JTAHHOW 3asIBKE,
a Takke BeKTOp(bl), Comep KalIHii(-e) TaKie MOJUHYKICOTHIHBIE TOCIEAOBATEIbHOCTH,
HaMpUMep, BEKTOPbI SKCIIPECCUH IS X 3((PEKTHUBHOM KCIIPECCHH B KJIETKaX-X035€BaXx,

HalpuMeEp, KIIETKaX MIICKOIMUTAO HX.

[0127] B npyrom acrniekre HacTosIIEro H300 peTeH s MPENJIOKEHbI OJTHHYKJICOTH IbI HITH
MOJIEKYJIbI ~ HYKJIEMHOBBIX  KHCJOT, KOAUPYIOLIUE  AHTUTENIO WIM  €ro
AHTUTECHCBA3BIBAIOIINI (PPArMEHT COTJIACHO HACTOSIIEMY H300peTeHHr0. B HekoTopbIx
BAPUAHTAX pEaM3allid MOJIEKYJIbl HYKJIEHMHOBBIX KHUCJIOT KOAUPYIOT JIETKYyI LEIb
aHTuTeNa (UM ee (PparMeHT) WM TSDKENYIO Lielb aHTHTeNa (W ee (parMeHT), uim ooe,
COTJIACHO HACTOsIeMy H300pereHuto. B npyrux BapuaHTax peanusalii HyKJIEHHOBas
kucnota npeacrasiser coooit JJHK, k/IHK nnun MPHK. B HekoTOpBIX ApYrUX BapuaHTax
peanu3anuu MOJIEKYJla HYKJIEMHOBOU KUCJIOThHI KOJOH-ONTUMU3UPOBAHA JUIsl TOBBIIEHUS

OKCIIPECCUU B KJICTKC-XO3UHE.

[0128] B omHOM acnekre HACTOSLIEro M300pETEeHHs NMPEeNJIoKEHbI MOJUHYKJIEOTHIBI,
cofieprKallue MOCIe0BaTeIbHOCTU HyKIeoTuaoB, kogupyromue VH, VL umu VH u VL
AHTUTEJ WIM aHTHICHCBS3BIBAIOIINX (parMeHTOB, KOTOpbIe CBsi3biBatoTcs ¢ gpl20. B
HekoTopbIx ciydasix VH wu VL copepkaT aMMHOKHCIOTBI, IPECTABJICHHBIE,
COOTBETCTBEHHO, B nocyienoBaTebHOCTAX SEQ ID NO: 182 u275; 182 u 278; 182 u 279,
182 n280; 182 m 281; 182 m 282; 182 1 292; 182 u 304; 182 n 307; 182 u 309; 220 u 310;
wm 220 u 311.

[0129] B npyrom acniekte B JaHHOM 3asiBK€ MPEJI0KEHBI OJUHYKJIEOTH b, COACPIKAIINE
TNIOCJIEIOBATEIbHOCTh HYKJIEOTHIOB, Komupyoomy obmactu CDR, nerkyro nemnbs wiu
TSDKEJYIO LeTlb aHTHTENa, OMMCAHHOTO B JIAHHOW 3asBKE. YKa3aHHBIE MOJIHHYKIEOTUIBI
MOTYT COZEPKaTh MOCIENOBATEIBHOCTH HYKJICOTH/IOB, KOAUPYIOLIHNE JIETKYIO LeTb WU
BapuabesbHBI JTOMEH Jierkoil wmemnu, coxepkamuii obmactu CDR VL  anTHTen,
ONMMCAaHHBIX B JAaHHOW 3asBKe (CM., HampuMmep, TaOJWIbl BbIIIE). YKa3aHHbIE
MOJIMHYKJIEOTHIbI MOTYT COAEPIKaTh MOCIEAOBATENbHOCTH HYKJIEOTHIOB, KOTUPYIOIIUE
TSDKENYIO LeNb WA BapHaOeNbHBIA TOMEH TSDKEJoHN nemnu, conepskamuii odmacta CDR
VH aHTHTEN, ONMUCAHHBIX B JAHHOM 3asBKE (CM., HampuMep, Tabyuiel Beie). B ogaOM
BapUAHTE peajJn3alyy TMOJHHYKJIEOTH A, ONHCAHHBIA B JAHHOW 3asBKE, KOOHPYET
BapradebHYyI0 00JIaCTh JIETKOW Lemd WM Jierkyko nermb ¢ obmactsmu CDR VL,
cofiep KallluMu MIOCJIEIOBATEIBHOCTD AMHUHOKHCJIOT, MPEACTABICHHYIO B
nocnenosarenbHocTAX SEQ ID NO: 140, 141 u 142, coorBercTBeHHO. B ipyrom Bapuanre

peanv3aluny MOJUHYKJIEOTH ], ONMCAHHBIN B NAHHOH 3asBKE, KOIUPYET BapHUadEIbHYIO
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o0nacTh TKENON 1enu WM Tsokenyio nenb ¢ odmactsasmu CDR VH, comeprxammpmu
MOCJIeI0BATENbHOCTh AMUHOKHCIIOT, TIPEACTABIEHHYIO B nocienosarenpHocTsax SEQ 1D
NO: 137, 138 u 139, cootBeTcTBeHHO. B 01HOM BapuaHTe peanu3anuy MOJUHYKJIEOTU],
OINUCaHHBIN B JAHHOM 3asBKe, KOAMPYeT NoMeH VL, comepskaliuil nociueaoBaTebHOCTh
aMUHOKUCIIOT, TipeacTasiaeHHyo B SEQ ID NO: 275, 278, 279, 280, 281, 282, 292, 304,
307,309, 310 wnu 311. B gpyroMm BapuaHTe peaju3aluy MOJUHYKJICOTH I, ONMCAHHBINA B
JAHHOW 3asiBKe, KOAUPYeT noMeH VH, conmep:kaiinii mocaenoBaTeIbHOCTh aMUHOKUCIIOT,
npeacrasneHHyo B SEQ ID NO: 182 unu 220. B ewme oqHOM BapuaHTe peanu3aluu
NOJIMHYKJIEOTU, ONMUCAHHBIN B JAHHOW 3asBKE, KOAUPYET JIETKYIO LIeTb, COAEPKALIYIO
MOCIEA0BATEIbHOCTh AMUHOKHUCIIOT, nipeacTasieHHyo B SEQ ID NO: 49, 100, 101, 103,
104, 105, 106, 107, 117, 129, 132, 134, 135 unu 136. B apyrom BapuaHre peanusanuu
NOJUHYKJIEOTH, ONUCAHHBIN B TaHHOW 3as1BKe, KOAUPYET TSXKENYIO LEeMb, COAEPKALIYIO
NIOCJIEI0BATEIbHOCTh AMUHOKUCIIOT, npeacTasneHHyo B SEQ ID NO: 2 unu 42. B onHom
BapUAHTE peaN3alUy NOJUHYKICOTUA, ONMCAHHBIN B JaHHOU 3asiBKE, KOAUPYET TOMEH
VL, comep:xamiuii mocieaoBaTeIbHOCTh aMUHOKHUCIIOT, npenctasieHHyo B SEQ ID NO:
278. B npyroMm BapuaHTe peaJu3aliy MOJUHYKJICOTU I, OMHCAHHBIM B JAHHOW 3asBKE,
kogupyeT goMeH  VH, cozepxammii  NOCIEAOBATENBHOCTb  aMHHOKHCIIOT,
npeacrasieHHytro B SEQ ID NO: 477 B eme OnHOM BapuaHTe peaTu3aliu
MOJTUHYKJIEOTH, ONMUCAHHBIA B JAHHOW 3asBKE, KOAUPYET JIETKYIO LIETb, COAEPIKALIYIO
MOCJIEIOBATEIbHOCTh AMUHOKHUCIOT, npeactasieHHyo B SEQ ID NO: 103. B gpyrom
BapUaHTE peaju3allii T[OJUHYKJIEOTHU], OINMCAHHBIM B MaHHON 3asBKe, KOIUPYET
TSDKENYIO 11eTlb, COAEPIKAILYI0 MOCIeN0BATENbHOCTh AMUHOKHCIIOT, MPEACTABICHHYIO B

SEQ ID NO: 529.

[0130] B HexoTOpBbIX BapHaHTax peajnu3allid HYKJIEMHOBAas KUCJIOTa UM HyKJIEHUHOBBIE
KUCJIOTBI KOAUPYIOT VH, BBIOPaHHYIO U3 IPYMIIbI, COCTOSIIEH M3 MOCIIEI0BATENbHOCTEH
SEQ ID NO: 181 - 221 u 465 - 478, u ugeHTU4HyO 1Mo MeHbluel mepe Ha 80%, mo
MeHbIel mepe Ha 85%, mo menblueill mepe Ha 90%, mo mMeHbiueil mepe Ha 91%, mo
MeHbIel mepe Ha 92%, mo meHbluell mepe Ha 93%, mo MeHbieil mepe Ha 94%, mo
MeHbIel mepe Ha 95%, mo meHbluell mepe Ha 96%, mo MeHbleil mepe Ha 97%, mo
MeHblel Mepe Ha 98%, no meHblell Mepe Ha 99% unu Ha 100% nocnenoBaTeabHOCTH
HYKJIEMHOBOH KHCJIOTBI, BBIOPAHHOM M3 TPYIIBI, COCTOSIIEH W3 MOCIEIOBATENbHOCTEH
SEQ ID NO: 572 - 581; u xkomupyroT VL, BBIOpaHHYIO W3 TPYIIIBI, COCTOSILICH W3
nocnepoBarenbHocTedt SEQ ID NO: 222 - 311, 479 - 516 u 569, u uAEHTUYHYIO MO

MeHble mepe Ha 80%, mo MeHblueil Mepe Ha 85%, mo MeHbiieil mepe Ha 90%, mo
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MeHble mepe Ha 91%, no menblueil mepe Ha 92%, mo MeHnbiieil mepe Ha 93%, mo
MeHble mepe Ha 94%, no menblueill mepe Ha 95%, mo MeHblueil mepe Ha 96%, mo
MeHblel Mepe Ha 97%, no MeHblIeld Mepe Ha 98%, no meHblueil Mepe Ha 99% umu Ha
100% mocienoBaTeIbHOCTH HYKJIEHHOBOW KUCJIOTBI, BRIOPAHHOW M3 TPYIIIBI, COCTOSIIIEH

u3 nocnenosarenbHocTe SEQ ID NO: 582 - 595.

[0131] B HexoTOpBIX BapHaHTax peaanu3allid HYKJIEMHOBAash KUCJIOTa WU HyKJIEHMHOBBIE
kucinotsl koaupytroT HC, BeIOpaHHYIO W3 TPyNIbI, COCTOSIIEH U3 MOCIEA0BATENbHOCTEMH
SEQ ID NO: 1 -47u517 - 530, u uneHTU4IHYyO 1o MeHbliel mepe Ha 80%, 1Mo MeHbIeH
Mepe Ha 85%, no meHbluel Mepe Ha 90%, 1o MeHbluel Mepe Ha 91%, o MeHblIel Mepe
Ha 92%, no meHblueil Mepe Ha 93%, o MeHbluel Mepe Ha 94%, MO MeHblIelH Mepe Ha
95%, o meHblIel Mepe Ha 96%, 1o MeHbLIel Mepe Ha 97%, no MeHblueil Mepe Ha 98%,
no MeHb1elt Mepe Ha 99% unu Ha 100% mnocnenoBaTeNbHOCTH HYKJIEHHOBOW KUCJIOTBI,
BBIOPAHHOM U3 rpymIel, coctosmeit u3 nocnenosarensHocteir SEQ ID NO: 596 - 605; u
xomaupytoT LC, BBIOpaHHYIO M3 IPYHIIbIL, COCTOAIEH u3 mocienosarenbHocTedr SEQ ID
NO: 48 - 136 u 531 - 567, u ugeHTUUHYIO 10 MeHbIuel Mepe Ha 80%, O MeHblIeH Mepe
Ha 85%, mo meHblIei Mepe Ha 90%, o meHbinei Mepe Ha 91%, Mo MeHbIeH Mepe Ha
92%, no MeHb1uel Mepe Ha 93%, 1o MeHbIel Mepe Ha 94%, 1o MeHbInel Mepe Ha 95%,
1o MeHbiner mepe Ha 96%, nmo meHbinel Mepe Ha 97%, o MeHbluel Mepe Ha 98%, o
MeHbIel Mepe Ha 99% wmm Ha 100% mnocnenoBaTeNbHOCTU HYKJIEHMHOBON KHCIOTBI,

BBIOpAHHOW M3 IPyIIBL, cocTosimel 3 nocnenosareiabrocteid SEQ ID NO: 606 - 619.

[0132] B HexoTOpbIX BapHaHTax peau3alii B MOJIEKYJIE WM MOJIEKYJIaX HYKJIEHHOBBIX
KUCJIOT CMELICHBl KOIOHBI, YTOOBI TOBBICUTH SKCIPECCHIO B JKEJIATENIbHOW KJIETKe-
XO3s5IMHEe, HAIIPUMED, B KJIETKaX YeJIOBeKa, KJIeTKax MIJIEKOIUTAIOMINX, KJIeTKaX IPOAOKeH,
KJIETKaX PACTeHMH, KJIETKAX HACEKOMOro WM OaKTepHaJbHBIX KJIETKaX, HaIpHMeD,
kaerkax F. coli. COOTBETCTBEHHO, MPEIUIOKEHBI IOJUHYKJICOTHIbI, KOIHUPYIOIIHE
AHTUTEJIO WM AHTUTE€HCBS3BIBAIOINUIN (DPAarMeHT, ONMMCAHHBIN B JAHHOW 3asiBKE, MPUYEM
B YKa3aHHbIX [OJMHYKJIEOTHIAX CMELIeHbl KOIOHBI, COJEp)KaTcsi  3aMeHbI
I€TEePOJIOTHYHBIX CUTHAJIBHBIX IIOCJIENOBATEIPHOCTEH W/WIM YAAJNCHBI 3JIEMEHTBI
HectabunbHOCTH MPHK. CriocoObl mosydeHus! HyKJIEHHOBBIX KHUCJIOT CO CMEIEHHBIMU
KOJIOHAMH MO>KHO OCYIIECTBHUTH ITyTEM MOAU(PHUKALIIH CIIOCOOOB, ONMMCAHHBIX, HATPHMED,
B nateHTax CIIIA Ne 5965726, 6174666; 6291664; 6414132 1 6794498. Hcnonp3oBaHue
NPEATIOYTUTEIbHBIX KOJOHOB JJIi SKCIIPECCUM aHTUTENa WM AHTUIEHCBSA3bIBAIOLINX
(dparMeHTOB B JKEJNATENbHBIX KJIETKax-XO03si€Bax NPENJIOKEHO, HampuMep, Ha

kazusa.or.jp/codon/ u genscript.com/tools/codon-frequency-table.
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[0133] IIpumepe! nonuHykaeoTHR0B, kKonupyromux VH u VL antuten nporus gpl20 u
AHTUT€HCBSA3BIBAIOIINX (DparMEeHTOB, ONMHMCAHHBIX B JAHHOH 3asBKE, CO CMEIEHHbIMU
KOJOHAMH MJIl YJY4YIIEHHOM 3KCIPECCHUU B KIETKE-XO35IMHE W3 MIIEKONMTAOLIEro,
npencrasieHsl B Tabmax XII u XIII. ITpumeps! momuaykieotnaos, kogupyomux HC u
LC anTturen npotus gpl20 1 aHTUTeHCBA3BIBAIOIINX (PPArMEHTOB, ONMCAHHBIX B TAHHON
3asiBK€, CO CMELIEHHbIMA KOAOHAMHU JIsl YIY4YLIEHHOU 3KCIPECCUH B KJIETKE-XO35IMHE U3

MJIEKOIIMTAIOIIET 0, peacTaBieHnl B Tabmnax XIV u XV,

[0134] IIpuy HEoOXOAMMOCTM B HEKOTOPBIX BapHUaHTaX pealn3alud 3'-KOHel
MNOJIMHYKJICOTH A WJIn MOJMHYKJICOTHAOB, KOOAUPYIOLIHUX AHTHUTCJIA I
AHTHUTI'CHCBA3bIBAIOIIIHEC (I)paFMeHTbI, OIMMCAHHBIC B Z[aHHOI‘/'I 3as1BKE, COACPIKUT MHOKECTBO
NIOCJIEIOBATENIbHO  PACIOJOKEHHBIX  CTON-KOAOHOB, HalpuMmep, ABa WM Oonee
MOCJIEIOBATENIbHO PacroioskeHHbIX cromn-konoHa TAG (“surapp’), TAA (“oxpa”) umm
TGA (“oman” wmm “ymOpa”). MHOKECTBO MOCJEIOBATENILHO PACIONOKEHHBIX CTOII-
KOJIOHOB MOTYT OBITh OAMHAKOBBIMU WJIM PA3jIM4HbIMU. B BapmanTtax peanusauuu, B
KOTOPBIX MOJUHYKJIeoTH  npeacTtasisier codoit MPHK, 3’-koHel MoIuHyKIeoTHaa MOXET

comep:kaTh MoJK(A)-XBOCT.

[0135] Takke B o00beM HacTOSALIEr0O W300pEeTEHHs BXOMST MOJHUHYKJICOTUIBL,
KOIUPYIOIIKUE aHTUTENO NpoTuB gpl20 WM ero aHTHreHCBS3BIBAOIIMI (PparMeHT,
antuTenno npotuB CD3 wim ero aHTUreHCBSI3bIBAKOLINN (DPArMEHT, aHTUTEJIO MPOTHB
CD16 wunu ero aHTUreHCBSI3bIBAKOIINN (parMeHT wiu antuteno npotus CD89 wnu ero
AHTUTCHCBS3BIBAIOIIMN (PpParMeHT, KOTOpble ONTHMH3UPOBAHBI, HATPHMEp, IyTeM
ONTUMM3ALUHN KOJOHOB, 3aMEHbI CUTHAJIbHBIX MOCE10BATEIbHOCTEN HAa FeTEPOJIOTUYHBIE
u  ynameHuss anemeHTtoB  HectabuimbHocTh  MPHK.  CrnocoObl  monyueHws
ONTHUMMU3UPOBAHHBIX HYKJIEHWHOBBIX KHCJIOT MOXXHO OCYIIECTBUTb C IOMOLIBI)
mMonupukanuii crnocoOOB, OmucaHHBIX, Hampumep, B mateHrax CIIA Ne 5965726;

6174666, 6291664, 6414132 n 6794498.

[0136] B HeKoTOpBIX BapHaHTaX peaNn3alMd ONWH WIH OoJiee IOJMHYKJIEOTH/IOB,
KOIUPYIOIINX aHTUTENA WM aHTHICHCBS3BIBAIOIINE (PPArMEHTHI, OMHCAHHBIE B JTAHHOU
3asBKe, HAXOMATCS] B COCTABE MJIM WHKAIICYJIMPOBAHBI B TUMHUIHYIO HaHoUacThuy (JIHY).
B nanHOI 3asBKEe TEpMHUH “JNUMUIHAS HAHOYACTHLA OTHOCHTCS K OOHON miu Oonee
cepuuecknx HAHOYACTHI CO CPEAHMM JHAMETpPOM OT mnpuOmusutensHo 10 1o
npubmsureabHo 1000 HAHOMETPOB, KOTOPBIE COAEPIKAT TBEPAbIH MATPUKC JMITHAHOM
CEpALIEBUHBI, KOTOPBbII MOJKET PAcTBOPATh JHMOPWIBbHBIE MOJEKYIbl. B HEKOTOPBIX

BapHUaHTax peajan3alnu JUNnruaHas CEpALCBUHA CTa6I/I.]'II/ISI/IpOBaHa MOBEPXHOCTHO-
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AKTUBHBIMH BELIECTBAMH (HaNpUMeEp, 3MYJIbraTOPaMu), ¥ MOXKET COAEPKaTb OAMH WJIH
Oonee TpUrIMUEPUAOB (HAMpUMEp, TPHUCTEAPUH), JUDIHLEPUIOB (HAIPUMED,
TIIMLEPUHOETeHAT), MOHOTJIMLIEPHIOB (HAMpUMEp, TJIMLEPUHMOHOCTEAPAT), >KHUPHBIX
KUCJIOT (HAamnpUMep, CTEAPUHOBYIO KHCIOTY), CTEPOHMAOB (HANPHUMEpP, XOJECTEPUH) H
BOCKOB (HampuMep, LETHJINAIbMHUTAT), BKJIOUas UX KoMOwmHaiuu. JlunmupHble
HaHOYACTHUIBI onucanbl, Harpumep, B Petrilli u ap., Curr Pharm Biotechnol. 15:847-55,
2014; u B matentax CIIA Ne 6217912; 6881421; 7402573; 7404969; 7550441; 7727969;
8003621, 8691750; 8871509; 9017726, 9173853; 9220779; 9227917 u 9278130, xaxblii
U3 KOTOPbIX TIOJHOCTBIO BKJIOYEH B JAHHYK 3asBKy IIOCPEACTBOM CCBUIKH.
Huxkancynuposansbie B JIHU wmonexkynet MPHK, xonupyromue HeWrpanusyroouiee
AHTUTEJIO IIUPOKOTO CIIEKTPa AEUCTBHSI, ONUCaHbI, Hanpumep, B Pardi u np., Nat Commun.
(2017) 8:14630. B HeKOTOpPBIX BapHaHTaX peajM3alul OAMH Wi  Oosee
HOJIMHYKJIEOTHIOB, KOAWPYIOLIMX AaHTHUTENA WIM aHTUT'€HCBS3BIBAIOLINE (PparMeHTsl,
OIMCaHHbIE B JAHHOH 3asBKE, HAXOIATCS B COCTaBe WIM HHKarcyiauposansl B JIHY,
COCTOSIIYIO u3 HMOHHU3UPYEMOTO KaTHOHHOT'O
manuna/pocharunmnxomna/xonecrepuHa/[10-nmununa, Hampumep, B MOJSPHBIX

COOTHOLIEHUSX, MPUOIU3UTENLHO paBHbIX 50:10:38,5:1,5 monb MOJb"!, COOTBETCTBEHHO.
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TABJINIA

XIT. NOJUHYKIEOTHUIBI, KOIUPYIOLUE BAPUABEJIBLHBIE OBJIACTHU TSIKEJION LIEON (VH)

SEQ ID
NO:

NormHyKJIeoTOHAsI TTOCJIeOOBATENIEHOCTE, KoaMpymlast VH

572

CAGGTGCAGTTGTTGCAGTCTGGCGCCGCTGTTACARAGCCTGGCGCTTCTGTTAGAGTGTCCTGCGAGGCCTCCGGCTACAACAT
CAGAGACTACTTCATCCACTGGTGGCGGCAGGCTCCAGGACAGGGATTGCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGC
CTAACAACCCTAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCTCTTGGGACTTCGACACCTTCAGCTTCTACATGGAC
CTGAAGGCCCTGAGATCCGACGATACCGCCGTGTACTTCTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGATGTGTGGGGCTC
TGGCACCCAAGTGACCGTGTCCTCT

573

CAGGTGCAGCTGCTGCAGTCTGGCGCCGCTGTGACARAAACCAGGCGCTTCTGTGCGGGTGTCCTGCGAGGCCAGCGGCTACAACAT
CCGGGACTACTTCATTCACTGGTGGCGCCAGGCCCCTGGACAGGGACTGCAGTGGGTGGGATGGATCAACCCCAAGACCGGCCAGC
CCAACAACCCCAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCAGCTGGGACTTCGACACCTTCAGCTTCTACATGGAC
CTGAAGGCCCTGCGGAGCGACGATACCGCCGTGTACTTCTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGACGTGTGGGGCAG
CGGCACCCAAGTGACCGTGTCATCT

574

CAGGTGCAGTTGTTGCAGTCTGGCGCCGCTGTTACAAAGCCTGGCGCTTCTGTTAGAGTGTCCTGCGAGGCCTCCGGCTACAACAT
CAGAGACTACTTCATCCACTGGTGGCGGCAGGCTCCAGGACAGGGATTGCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGC
CTAACAACCCTAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCTCTTTCGACTTCGACACCTTCAGCTTCTACATGGAC
CTGAAGGCCCTGAGATCCGACGATACCGCCGTGTACTTCTGCGCCAGACAGAGAAGCGACTACTGGGACTTCGATGTGTGGGGCTC
TGGCACCCAAGTGACCGTGTCCTCT

575

CAGGTGCAGCTGCTGCAGTCTGGCGCCGCTGTGACAARACCAGGCGCTTCTGTGCGGGTGTCCTGCGAGGCCAGCGGCTACAACAT
CCGGGACTACTTCATTCACTGGTGGCGCCAGGCCCCTGGACAGGGACTGCAGTGGGTGGGATGGATCAACCCCAAGACCGGCCAGC
CCAACAACCCCAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCAGCTTCGACTTCGACACCTTCAGCTTCTACATGGAC
CTGAAGGCCCTGCGGAGCGACGATACCGCCGTGTACTTCTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGACGTGTGGGGCAG
CGGCACCCAAGTGACCGTGTCATCT

576

CAGGTCCACTTGTCTCAATCTGGCGCCGCTGTGACAAAGCCTGGCGCTTCTGTCAGAGTGTCTTGCGAGGCCTCTGGCTACAAGAT
CCGGGACCACTTTATCCACTGGTGGCGACAGGCTCCAGGACAGGGATTGCAGTGGGTCGGATGGATCAACCCTAAGACCGGCCAGC
CTAACAACCCTAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCTCTTGGGACTTCGACACCTTCAGCTTCTACATGGAC
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TABJINIA

XIT. NOJUHYKIEOTHUIBI, KOIUPYIOLUE BAPUABEJIBLHBIE OBJIACTHU TSIKEJION LIEON (VH)

SEQ ID
NO:

NormHyKJIeoTOHAsI TTOCJIeOOBATENIEHOCTE, KoaMpymlast VH

CTGAAGGCCGTGCGGAGCGACGACACCGCTATCTACTTTTGCGCCAGACAGAGATCCGACTACTGGGATTTCGATGTGTGGGGCTC
TGGCACCCAAGTGACCGTGTCCTCT

577

CAGGTCCACCTGTCTCAATCTGGCGCCGCTGTTACARAACCAGGCGCCTCTGTTAGAGTGTCTTGCGAGGCCAGCGGCTACAAGAT
CAGGGACCACTTTATTCACTGGTGGCGCCAGGCTCCAGGACAGGGACTTCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGC
CTAACAACCCCAGACAGTTCCAGGGCAGAGTGTCTCTGACAAGACACGCCAGCTGGGACTTCGACACCTTCAGCTTCTACATGGAC
CTGAAGGCCGTGCGGAGCGACGACACCGCCATCTATTTTTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGATGTGTGGGGCAG
CGGCACCCAAGTGACAGTCTCTTCT

578

CAGGTCCACTTGTCTCAATCTGGCGCCGCTGTGACAAAGCCTGGCGCTTCTGTCAGAGTGTCTTGCGAGGCCTCTGGCTACAAGAT
CCGGGACCACTTTATCCACTGGTGGCGACAGGCTCCAGGACAGGGATTGCAGTGGGTCGGATGGATCAACCCTAAGACCGGCCAGC
CTAACAACCCTAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCTCTTTCGACTTCGACACCTTCAGCTTCTACATGGAC
CTGAAGGCCGTGCGGAGCGACGACACCGCTATCTACTTTTGCGCCAGACAGAGATCCGACTACTGGGACTTCGATGTGTGGGGCTC
TGGCACCCAAGTGACCGTGTCCTCT

579

CAGGTCCACCTGTCTCAATCTGGCGCCGCTGTTACAAAACCAGGCGCCTCTGTTAGAGTGTCTTGCGAGGCCAGCGGCTACAAGAT
CAGGGACCACTTTATTCACTGGTGGCGCCAGGCTCCAGGACAGGGACTTCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGC
CTAACAACCCCAGACAGTTCCAGGGCAGAGTGTCTCTGACAAGACACGCCAGCTTCGACTTCGACACCTTCAGCTTCTACATGGAC
CTGAAGGCCGTGCGGAGCGACGACACCGCCATCTATTTTTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGATGTGTGGGGCAG
CGGCACCCAAGTGACAGTCTCTTCT

580

CAGGTCCACTTGTCTCAATCTGGCGCCGCTGTGACAAAGCCTGGCGCTTCTGTCAGAGTGTCTTGCGAGGCCTCCGGCTACAACAT
CCGGGACTACTTTATCCACTGGTGGCGGCAGGCTCCAGGACAGGGATTGCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGC
CTAACAACCCTAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCTCTTGGGACTTCGACACCTTCAGCTTCTACATGGAC
CTGAAGGCCGTGCGGAGCGACGACACCGCTATCTACTTTTGCGCCAGACAGAGATCCGACTACTGGGATTTCGATGTGTGGGGCTC
TGGCACCCAAGTGACCGTGTCCTCT

581

CAGGTCCACCTGTCTCAATCTGGCGCCGCTGTTACAAAACCAGGCGCCTCTGTTAGAGTGTCTTGCGAGGCCAGCGGCTACAACAT
CCGGGACTACTTTATTCACTGGTGGCGCCAGGCTCCAGGACAGGGACTTCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGC
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TABJIMIOA XITI. HNOJUHYKIEOTHUIBI, KOIUPYIOLUE BAPHUAEEJIBLHBEIE OEJACTHU TSTXEJION LUEONU (VH)

SEQ ID | [lomHykJIeOTMOHAasI lMocJiefoBaTeJIbHOCTL, Koaupywumass VH

NO:

CTAACAACCCCAGACAGTTCCAGGGCAGAGTGTCTCTGACAAGACACGCCAGCTGGGACTTCGACACCTTCAGCTTCTACATGGAC
CTGAAGGCCGTGCGGAGCGACGACACCGCCATCTATTTTTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGATGTGTGGGGCAG
CGGCACCCAAGTGACAGTCTCTTCT

TABJIMOA XIII. NOJMHYKIEOTHUIBI, KOIOUPYIQIME BAPHUAEEJIBHBEIE OBJIACTHU JIETKOM OEON (VL)

SEQ ID | [loymHyKkJIeOTMOHAasI IocjiefoBaTeJIbHOCTL, kKoaupyomass VL

NO:

582 GACATCCAGATGACCCAGAGCCCTTCCTCTTTATCCGCTAGCGTCGGCGATACCGTGACCATCACATGCCAAGCTAACGGCTACCT
CAACTGGTACCAGCAGCGGAGGGGAAAGGCCCCCAAGCTGCTGATCTACGACGGCTCCAAGCTGGAGAGGGGAGTGCCTTCCCGGT
TCAGCGGAAGGAGGTGGGGACAAGAATACAATTTAACCATCAACAATTTACAGCCCGAGGACATCGCTACCTACTTCTGCCAAGTT
TACGAGTTCGTGGTGCCCGGCACTCGTCTGGATCTGAAG

583 GACATCCAGATGACCCAGAGCCCTAGCAGCCTGAGCGCCAGCGTGGGCGATACCGTGACCATTACCTGCCAGGCCAACGGCTACCT
GAACTGGTATCAGCAGCGGAGAGGCAAGGCCCCCAAGCTGCTGATCTACGACGGCAGCAAGCTGGAAAGAGGCGTGCCCAGCAGAT
TCAGCGGCAGAAGATGGGGCCAGGAGTACAACCTGACCATCAACAACCTGCAGCCCGAGGATATCGCCACATACTTTTGCCAGGTG
TACGAGTTCGTGGTGCCCGGCACACGGCTGGACCTGARAA

584 GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCTCTGTGGGCGATACCGCTACCATCACCTGTCAGGCCAACGGCTACCT
GAACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCAAACTGGAAAGAGGCGTGCCCTCTCGGT
TCTCTGGCAGAAGATGGGGCCAAGAGTACAACCTGACCATCAACAACCTGCAGCCTGAGGATATCGCCACATACTTTTGCCAGGTG
TACGAGTTCGTGGTGCCTGGCACAAGACTGGACCTGAAG

585 GATATTCAGATGACACAGAGCCCCAGTAGCCTGAGCGCCAGCGTGGGCGACACCGCAACCATCACCTGTCAGGCCAACGGCTATCT

GAACTGGTATCAACAGAGGAGGGGCAAGGCCCCCAAGCTCCTGATATACGACGGCAGCAAGCTGGAGAGGGGCGTTCCCAGCCGCT
TCAGCGGCAGGAGGTGGGGCCAGGAGTACAACCTTACAATCAACAACCTGCAGCCCGAGGACATCGCCACCTATTTCTGCCAAGTT
TACGAGTTCGTGGTGCCCGGCACCAGGCTGGACCTGAAG
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TABJINIA

XITITI. NOJMHYKIEOTUIB, KOIMPYIOIUE BAPHUABEJIBHBIE OBJIACTHU JIETKOW LENM (VL)

SEQ ID
NO:

NormmHyKJIeoTUOHAsT MMOCNIEHOBATENEHOCTE, KoaMpyolas VL

586

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCTCTGTGGGCGACAGAGCTACCATCACCTGTCAGGCCAACGGCTACCT
GAACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCAAACTGGAAAGAGGCGTGCCCTCCAGAT
TCTCCGGCTCTAGATGGGGCCAAGAGTACAACCTGACCATCTCCAGCCTCCAGCCTGAGGATATCGCCACATACTTTTGCCAGGTG
TACGAGTTCTTCGGCCCTGGCACCAGACTGGACCTGAAG

587

GATATTCAGATGACACAGAGCCCCAGTAGCCTGAGCGCCAGCGTGGGCGACAGAGCAACCATCACCTGTCAGGCCAACGGCTATCT
GAACTGGTATCAACAGAGAAGGGGCAAGGCCCCCAAGCTCCTGATATACGACGGCAGCAAGCTGGAGAGGGGCGTTCCCAGCCGCT
TCAGCGGCTCAAGGTGGGGCCAGGAGTACAACCTTACAATCTCATCCCTGCAGCCCGAGGACATCGCCACCTATTTCTGCCAAGTT
TACGAGTTCTTCGGACCCGGCACCAGGCTGGACCTGAAG

588

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCAGAGTGGGCGACACCGTGACAATCACCTGTCAGGCCAACGGCTACCT
GAACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCAAACTGGAAAGAGGCGTGCCCGCTAGAT
TCTCCGGCAGAAGATGGGGCCAAGAGTACAACCTGACCATCAACAACCTGCAGCCTGAGGACGTGGCCACATACTTTTGCCAGGTG
TACGAGTTCATCGTGCCCGGCACCAGACTGGACCTGAAG

589

GATATTCAGATGACACAGAGCCCCAGTAGCCTGAGCGCCCGCGTGGGCGACACCGTGACCATCACCTGTCAGGCCAACGGCTATCT
GAACTGGTATCAACAGAGGAGGGGCAAGGCCCCCAAGCTCCTGATATACGACGGCAGCAAGCTGGAGAGGGGCGTTCCCGCACGCT
TCAGCGGCAGGAGGTGGGGCCAGGAGTACAACCTTACAATCAACAACCTGCAGCCCGAGGACGTCGCCACCTATTTCTGCCAAGTT
TACGAGTTCATCGTGCCCGGCACCAGGCTGGACCTGAAG

590

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCTCTGTGGGCGATACCGCTACCATCACCTGTCAGGCCAACGGCTACCT
GAACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCAAACTGGAAAGAGGCGTGCCCTCTCGGET
TCTCTGGCAGAAGATGGGGCCAAGAGTACACCCTGACCATCAACAACCTGCAGCCTGAGGATATCGCCACATACTTTTGCCAGGTG
TACGAGTTCTTCGGCCCTGGCACCAGACTGGACCTGAAG

591

GACATCCAGATGACACAGAGCCCTAGCAGCCTGTCTGCCAGCGTGGGAGATACCGCCACAATTACCTGTCAGGCCAACGGCTACCT
GAACTGGTATCAGCAGCGGAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCAGCAAGCTGGAAAGAGGCGTGCCCAGCAGAT
TCAGCGGCAGAAGATGGGGCCAAGAGTACACCCTGACCATCAACAACCTGCAGCCTGAGGATATTGCCACATACTTTTGCCAGGTG
TACGAGTTCTTCGGCCCTGGCACCAGACTGGACCTGAAG
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TABJIMIOA XIITI. OOJMHYKIEOTUIBRI, KOIOUPYIAIME BAPHUAEEJIBHEE OBJIACTHU JIETKOM LOEON (VL)

SEQ ID | [lomHyKkJIeOTUMOHAasI [ocJiefoBaTeNIbHOCTL, kKoaupyomass VL

NO:

592 GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCTCTGTGGGCGACAGAGCTACCATCACCTGTCAGGCCAACGGCTACCT
GAACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCAAACTGGAAAGAGGCGTGCCCTCCAGAT
TCTCCGGCTCTAGATGGGGCCAAGAGTACACCCTGACCATCTCTAGCCTGCAGCCTGAGGATATCGCCACATACTTTTGCCAGGTG
TACGAGTTCTTCGGCCCTGGCACCAGACTGGACCTGAAG

593 GACATCCAGATGACACAGAGCCCTAGCAGCCTGTCTGCCTCTGTGGGCGATAGAGCCACAATCACCTGTCAGGCCAACGGCTACCT
GAACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCAGCAAACTGGAAAGAGGCGTGCCAAGCAGAT
TCAGCGGCTCTAGATGGGGCCAAGAGTACACCCTGACCATCTCTAGCCTGCAGCCTGAGGATATCGCCACATACTTTTGCCAGGTG
TACGAGTTCTTCGGCCCTGGCACCAGACTGGACCTGARAA

594 GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCAGAGTGGGCGATACCGCTACCATCACCTGTCAGGCCAACGGCTACCT
GAACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCAAACTGGAAAGAGGCGTGCCCGCTAGAT
TCTCCGGCAGAAGATGGGGCCAAGAGTACACCCTGACCATCAACAACCTGCAGCCTGAGGACGTGGCCACATACTTTTGCCAGGTG
TACGAGTTCATCGTGCCCGGCACCAGACTGGACCTGAAG

595 GATATTCAGATGACACAGAGCCCCAGTAGCCTGAGCGCCCGCGTGGGCGACACCGCGACCATCACCTGTCAGGCCAACGGCTATCT

GAACTGGTATCAACAGAGGAGGGGCAAGGCCCCCAAGCTCCTGATATACGACGGCAGCAAGCTGGAGAGGGGCGTTCCCGCACGCT
TCAGCGGCAGGAGGTGGGGCCAGGAGTACACCCTTACAATCAACAACCTGCAGCCCGAGGACGTCGCCACCTATTTCTGCCAAGTT
TACGAGTTCATCGTGCCCGGCACCAGGCTGGACCTGAAG
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TABJIMLA

XIV. NOJMHYKJIEOTUIOB, KOIOUPYIOUME TAXEJYIO UENOB (HC)

SEQ ID
NO:

[NOJIMHYKJIEOTUIOHAA I[IOCJIENOBATEJIBHOCTEL, KOIMPYIOULAA HC

596

CAGGTGCAGTTGTTGCAGTCTGGCGCCGCTGTTACAAAGCCTGGCGCTTCTGTTAGAGTGTCCTGCGAGGCCTCCGGCTACAACATC
AGAGACTACTTCATCCACTGGTGGCGGCAGGCTCCAGGACAGGGATTGCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGCCT
AACAACCCTAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCTCTTGGGACTTCGACACCTTCAGCTTCTACATGGACCTG
AAGGCCCTGAGATCCGACGATACCGCCGTGTACTTCTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGATGTGTGGGGCTCTGGC
ACCCAAGTGACCGTGTCCTCTGCTTCTACCAAGGGACCCTCTGTGTTCCCTCTGGCTCCTTCCAGCAAGTCTACCTCTGGTGGAACC
GCTGCTCTGGGCTGCCTGGTCAAGGATTACTTTCCTGAGCCTGTGACAGTGTCCTGGAACTCTGGTGCTCTGACCTCCGGCGTGCAC
ACATTTCCAGCTGTGCTGCAGTCCTCCGGCCTGTACTCTCTGTCCTCTGTCGTGACCGTGCCTTCTAGCTCTCTGGGCACCCAGACC
TACATCTGCAACGTGAACCACAAGCCTTCCAACACCAAGGTGGACAAGAAGGTGGAACCCAAGTCCTGCGACAAGACCCACACCTGT
CCTCCATGTCCTGCTCCAGAACTGCTGGCTGGCCCCGATGTCTTTCTGTTCCCTCCAAAGCCTAAGGACACCCTGATGATCTCTCGG
ACCCCTGAAGTGACCTGCGTGGTGGTGGATGTGTCTCACGAGGATCCCGAAGTGAAGTTCAATTGGTACGTGGACGGCGTGGAAGTG
CACAACGCCAAGACCAAGCCTAGAGAGGAACAGTACAACTCCACCTACAGAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGATTGG
CTGAACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGCCTCTGCCTGAGGARAAGACCATCTCTAAGGCTAAGGGCCAG
CCTCGCGAGCCTCAGGTTTACACACTGCCTCCATCTCGGGAAGAGATGACCAAGAACCAGGTGTCACTGACCTGCCTCGTGAAGGGC
TTCTACCCTTCCGATATCGCCGTGGAATGGGAGTCCAATGGCCAGCCTGAGAACAACTACAAGACAACCCCTCCTGTGCTGGACTCC
GACGGCTCATTCTTCCTGTACTCCAAGCTGACAGTGGACAAGTCTCGGTGGCAGCAGGGCAACGTGTTCTCTTGTAGTGTGCTGCAC
GAGGCCCTGCACTCCCACTATACCCAGAAGTCTCTGTCTCTGAGCCCCGGCAAA

597

CAGGTGCAGCTGCTGCAGTCTGGCGCCGCTGTGACAAAACCAGGCGCTTCTGTGCGGGTGTCCTGCGAGGCCAGCGGCTACAACATC
CGGGACTACTTCATTCACTGGTGGCGCCAGGCCCCTGGACAGGGACTGCAGTGGGTGGGATGGATCAACCCCAAGACCGGCCAGCCC
AACAACCCCAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCAGCTGGGACTTCGACACCTTCAGCTTCTACATGGACCTG
AAGGCCCTGCGGAGCGACGATACCGCCGTGTACTTCTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGACGTGTGGGGCAGCGGC
ACCCAAGTGACCGTGTCATCTGCTAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCCCCTAGCAGCAAGAGCACATCTGGCGGAACA
GCCGCCCTGGGCTGCCTCGTGAAGGACTACTTTCCCGAGCCCGTGACCGTGTCCTGGAACTCTGGCGCTCTGACAAGCGGCGTGCAC
ACCTTTCCAGCCGTGCTGCAGAGCAGCGGCCTGTACTCTCTGAGCAGCGTCGTGACAGTGCCCAGCAGCTCTCTGGGCACCCAGALCC
TACATCTGCAACGTGAACCACAAGCCCAGCAACACCAAGGTGGACAAGAAGGTGGAACCCAAGAGCTGCGACAAGACCCACACCTGT
CCCCCTTGTCCTGCCCCCGAACTGCTGGCTGGCCCTGACGTGTTCCTGTTCCCCCCAAAGCCCAAGGACACCCTGATGATCAGCCGG
ACCCCCGAAGTGACCTGCGTGGTGGTGGATGTGTCCCACGAGGACCCTGAAGTGAAGTTCAATTGGTACGTGGACGGCGTGGAAGTG
CACAACGCCAAGACCAAGCCTAGAGAGGAACAGTACAACAGCACCTACCGGGTGGTGTCCGTGCTGACAGTGCTGCACCAGGACTGG
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TABJIMLA

XIV. NOJMHYKJIEOTUIOB, KOIOUPYIOUME TAXEJYIO UENOB (HC)

SEQ ID
NO:

[NOJIMHYKJIEOTUIOHAA I[IOCJIENOBATEJIBHOCTEL, KOIMPYIOULAA HC

CTGAACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGCCCCTGCCCGAGGARAAGACCATCTCTAAGGCCAAGGGACAG
CCCCGCGAGCCCCAGGTGTACACACTGCCTCCAAGCCGGGAAGAGATGACCAAGAACCAGGTGTCCCTGACCTGTCTCGTGARAAGGC
TTCTACCCCAGCGACATTGCCGTGGAATGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGC
GACGGCTCATTCTTCCTGTACAGCAAGCTGACCGTGGACAAGTCCCGGTGGCAGCAGGGCAACGTGTTCAGCTGTAGCGTGTTGCAT
GAGGCTCTGCACAGCCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTARAA

598

CAGGTGCAGTTGTTGCAGTCTGGCGCCGCTGTTACAAAGCCTGGCGCTTCTGTTAGAGTGTCCTGCGAGGCCTCCGGCTACAACATC
AGAGACTACTTCATCCACTGGTGGCGGCAGGCTCCAGGACAGGGATTGCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGCCT
AACAACCCTAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCTCTTTCGACTTCGACACCTTCAGCTTCTACATGGACCTG
AAGGCCCTGAGATCCGACGATACCGCCGTGTACTTCTGCGCCAGACAGAGAAGCGACTACTGGGACTTCGATGTGTGGGGCTCTGGC
ACCCAAGTGACCGTGTCCTCTGCTTCTACCAAGGGACCCTCTGTGTTCCCTCTGGCTCCTTCCAGCAAGTCTACCTCTGGTGGAACC
GCTGCTCTGGGCTGCCTGGTCAAGGATTACTTTCCTGAGCCTGTGACAGTGTCCTGGAACTCTGGTGCTCTGACCTCCGGCGTGCAC
ACATTTCCAGCTGTGCTGCAGTCCTCCGGCCTGTACTCTCTGTCCTCTGTCGTGACCGTGCCTTCTAGCTCTCTGGGCACCCAGACC
TACATCTGCAACGTGAACCACAAGCCTTCCAACACCAAGGTGGACAAGAAGGTGGAACCCAAGTCCTGCGACAAGACCCACACCTGT
CCTCCATGTCCTGCTCCAGAACTGCTGGCTGGCCCCGATGTCTTTCTGTTCCCTCCAAAGCCTAAGGACACCCTGATGATCTCTCGG
ACCCCTGAAGTGACCTGCGTGGTGGTGGATGTGTCTCACGAGGATCCCGAAGTGAAGTTCAATTGGTACGTGGACGGCGTGGAAGTG
CACAACGCCAAGACCAAGCCTAGAGAGGAACAGTACAACTCCACCTACAGAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGATTGG
CTGAACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGCCTCTGCCTGAGGAARAGACCATCTCTAAGGCTAAGGGCCAG
CCTCGCGAGCCTCAGGTTTACACACTGCCTCCATCTCGGGAAGAGATGACCAAGAACCAGGTGTCACTGACCTGCCTCGTGAAGGGC
TTCTACCCTTCCGATATCGCCGTGGAATGGGAGTCCAATGGCCAGCCTGAGAACAACTACAAGACAACCCCTCCTGTGCTGGACTCC
GACGGCTCATTCTTCCTGTACTCCAAGCTGACAGTGGACAAGTCTCGGTGGCAGCAGGGCAACGTGTTCTCTTGTAGTGTGCTGCAC
GAGGCCCTGCACTCCCACTATACCCAGAAGTCTCTGTCTCTGAGCCCCGGCAAA

599

CAGGTGCAGCTGCTGCAGTCTGGCGCCGCTGTGACAAAACCAGGCGCTTCTGTGCGGGTGTCCTGCGAGGCCAGCGGCTACAACATC
CGGGACTACTTCATTCACTGGTGGCGCCAGGCCCCTGGACAGGGACTGCAGTGGGTGGGATGGATCAACCCCAAGACCGGCCAGCCC
AACAACCCCAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCAGCTTCGACTTCGACACCTTCAGCTTCTACATGGACCTG
AAGGCCCTGCGGAGCGACGATACCGCCGTGTACTTCTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGACGTGTGGGGCAGCGGC
ACCCAAGTGACCGTGTCATCTGCTAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCCCCTAGCAGCAAGAGCACATCTGGCGGAACA
GCCGCCCTGGGCTGCCTCGTGAAGGACTACTTTCCCGAGCCCGTGACCGTGTCCTGGAACTCTGGCGCTCTGACAAGCGGCGTGCAC
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TABJIMLA

XIV. NOJMHYKJIEOTUIOB, KOIOUPYIOUME TAXEJYIO UENOB (HC)

SEQ ID
NO:

[NOJIMHYKJIEOTUIOHAA I[IOCJIENOBATEJIBHOCTEL, KOIMPYIOULAA HC

ACCTTTCCAGCCGTGCTGCAGAGCAGCGGCCTGTACTCTCTGAGCAGCGTCGTGACAGTGCCCAGCAGCTCTCTGGGCACCCAGALCC
TACATCTGCAACGTGAACCACAAGCCCAGCAACACCAAGGTGGACAAGAAGGTGGAACCCAAGAGCTGCGACAAGACCCACACCTGT
CCCCCTTGTCCTGCCCCCGAACTGCTGGCTGGCCCTGACGTGTTCCTGTTCCCCCCAAAGCCCAAGGACACCCTGATGATCAGCCGG
ACCCCCGAAGTGACCTGCGTGGTGGTGGATGTGTCCCACGAGGACCCTGAAGTGAAGTTCAATTGGTACGTGGACGGCGTGGAAGTG
CACAACGCCAAGACCAAGCCTAGAGAGGAACAGTACAACAGCACCTACCGGGTGGTGTCCGTGCTGACAGTGCTGCACCAGGACTGG
CTGAACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGCCCCTGCCCGAGGARAAGACCATCTCTAAGGCCAAGGGACAG
CCCCGCGAGCCCCAGGTGTACACACTGCCTCCAAGCCGGGAAGAGATGACCAAGAACCAGGTGTCCCTGACCTGTCTCGTGAAAGGC
TTCTACCCCAGCGACATTGCCGTGGAATGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGC
GACGGCTCATTCTTCCTGTACAGCAAGCTGACCGTGGACAAGTCCCGGTGGCAGCAGGGCAACGTGTTCAGCTGTAGCGTGTTGCAT
GAGGCTCTGCACAGCCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTARAA

600

CAGGTCCACTTGTCTCAATCTGGCGCCGCTGTGACAAAGCCTGGCGCTTCTGTCAGAGTGTCTTGCGAGGCCTCTGGCTACAAGATC
CGGGACCACTTTATCCACTGGTGGCGACAGGCTCCAGGACAGGGATTGCAGTGGGTCGGATGGATCAACCCTAAGACCGGCCAGCCT
AACAACCCTAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCTCTTGGGACTTCGACACCTTCAGCTTCTACATGGACCTG
AAGGCCGTGCGGAGCGACGACACCGCTATCTACTTTTGCGCCAGACAGAGAT CCGACTACTGGGATTTCGATGTGTGGGGCTCTGGC
ACCCAAGTGACCGTGTCCTCTGCTTCTACCAAGGGACCCTCTGTGTTCCCTCTGGCTCCTTCCAGCAAGTCTACCTCTGGTGGAACC
GCTGCTCTGGGCTGCCTGGTCAAGGATTACTTTCCTGAGCCTGTGACAGTGTCCTGGAACTCTGGTGCTCTGACCTCCGGCGTGCAL
ACATTTCCAGCTGTGCTGCAGTCCTCCGGCCTGTACTCTCTGTCCTCTGTCGTGACCGTGCCTTCTAGCTCTCTGGGCACCCAGACC
TACATCTGCAACGTGAACCACAAGCCTTCCAACACCAAGGTGGACAAGAAGGTGGAACCCAAGTCCTGCGACAAGACCCACACCTGT
CCTCCATGTCCTGCTCCAGAACTGCTGGCTGGCCCCGATGTCTTTCTGTTCCCTCCAAAGCCTAAGGACACCCTGATGATCTCTCGG
ACCCCTGAAGTGACCTGCGTGGTGGTGGATGTGTCTCACGAGGATCCCGAAGTGAAGTTCAATTGGTACGTGGACGGCGTGGAAGTG
CACAACGCCAAGACCAAGCCTAGAGAGGAACAGTACAACTCCACCTACAGAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGATTGG
CTGAACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGCCTCTGCCTGAGGARAAGACCATCTCTAAGGCTAAGGGCCAG
CCTCGCGAGCCTCAGGTTTACACACTGCCTCCATCTCGGGAAGAGATGACCAAGAACCAGGTGTCACTGACCTGCCTCGTGAAGGGC
TTCTACCCTTCCGATATCGCCGTGGAATGGGAGTCCAATGGCCAGCCTGAGAACAACTACAAGACAACCCCTCCTGTGCTGGACTCC
GACGGCTCATTCTTCCTGTACTCCAAGCTGACAGTGGACAAGTCTCGGTGGCAGCAGGGCAACGTGTTCTCTTGTAGTGTGCTGCAC
GAGGCCCTGCACTCCCACTATACCCAGAAGTCCCTGTCTCTGTCCCCTGGCAAA
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TABJIMLA

XIV. NOJMHYKJIEOTUIOB, KOIOUPYIOUME TAXEJYIO UENOB (HC)

SEQ ID
NO:

[NOJIMHYKJIEOTUIOHAA I[IOCJIENOBATEJIBHOCTEL, KOIMPYIOULAA HC

601

CAGGTCCACCTGTCTCAATCTGGCGCCGCTGTTACAAAACCAGGCGCCTCTGTTAGAGTGTCTTGCGAGGCCAGCGGCTACAAGATC
AGGGACCACTTTATTCACTGGTGGCGCCAGGCTCCAGGACAGGGACTTCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGCCT
AACAACCCCAGACAGTTCCAGGGCAGAGTGTCTCTGACAAGACACGCCAGCTGGGACTTCGACACCTTCAGCTTCTACATGGACCTG
AAGGCCGTGCGGAGCGACGACACCGCCATCTATTTTTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGATGTGTGGGGCAGCGGC
ACCCAAGTGACAGTCTCTTCTGCTAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCCCCTAGCAGCAAGAGCACATCTGGCGGAACA
GCCGCCCTGGGCTGCCTCGTGAAGGACTACTTTCCCGAGCCCGTGACCGTGTCCTGGAACTCTGGCGCTCTGACAAGCGGCGTGCAC
ACCTTTCCAGCCGTGCTGCAGAGCAGCGGCCTGTACTCTCTGAGCAGCGTCGTGACAGTGCCCAGCAGCTCTCTGGGCACCCAGALCC
TACATCTGCAACGTGAACCACAAGCCCAGCAACACCAAGGTGGACAAGAAGGTGGAACCCAAGAGCTGCGACAAGACCCACACCTGT
CCCCCTTGTCCTGCCCCCGAACTGCTGGCTGGCCCTGACGTGTTCCTGTTCCCCCCAAAGCCCAAGGACACCCTGATGATCAGCCGG
ACCCCCGAAGTGACCTGCGTGGTGGTGGATGTGTCCCACGAGGACCCTGAAGTGAAGTTCAATTGGTACGTGGACGGCGTGGAAGTG
CACAACGCCAAGACCAAGCCTAGAGAGGAACAGTACAACAGCACCTACCGGGETGGTGTCCGTGCTGACAGTGCTGCACCAGGACTGG
CTGAACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGCCCCTGCCCGAGGARAAGACCATCTCTAAGGCCAAGGGACAG
CCCCGCGAGCCCCAGGTGTACACACTGCCTCCAAGCCGGGAAGAGATGACCAAGAACCAGGTGTCCCTGACCTGTCTCGTGARAAGGC
TTCTACCCCAGCGACATTGCCGTGGAATGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGC
GACGGCTCATTCTTCCTGTACAGCAAGCTGACCGTGGACAAGTCCCGGTGGCAGCAGGGCAACGTGTTCAGCTGTAGCGTGTTGCAT
GAGGCTCTGCACAGCCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

602

CAGGTCCACTTGTCTCAATCTGGCGCCGCTGTGACAAAGCCTGGCGCTTCTGTCAGAGTGTCTTGCGAGGCCTCTGGCTACAAGATC
CGGGACCACTTTATCCACTGGTGGCGACAGGCTCCAGGACAGGGATTGCAGTGGGTCGGATGGATCAACCCTAAGACCGGCCAGCCT
AACAACCCTAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCTCTTTCGACTTCGACACCTTCAGCTTCTACATGGACCTG
AAGGCCGTGCGGAGCGACGACACCGCTATCTACTTTTGCGCCAGACAGAGAT CCGACTACTGGGACTTCGATGTGTGGGGCTCTGGC
ACCCAAGTGACCGTGTCCTCTGCTTCTACCAAGGGACCCTCTGTGTTCCCTCTGGCTCCTTCCAGCAAGTCTACCTCTGGTGGAACC
GCTGCTCTGGGCTGCCTGGTCAAGGATTACTTTCCTGAGCCTGTGACAGTGTCCTGGAACTCTGGTGCTCTGACCTCCGGCGTGCAC
ACATTTCCAGCTGTGCTGCAGTCCTCCGGCCTGTACTCTCTGTCCTCTGTCGTGACCGTGCCTTCTAGCTCTCTGGGCACCCAGACC
TACATCTGCAACGTGAACCACAAGCCTTCCAACACCAAGGTGGACAAGAAGGTGGAACCCAAGTCCTGCGACAAGACCCACACCTGT
CCTCCATGTCCTGCTCCAGAACTGCTGGCTGGCCCCGATGTCTTTCTGTTCCCTCCAAAGCCTAAGGACACCCTGATGATCTCTCGG
ACCCCTGAAGTGACCTGCGTGGTGGTGGATGTGTCTCACGAGGATCCCGAAGTGAAGTTCAATTGGTACGTGGACGGCGTGGAAGTG
CACAACGCCAAGACCAAGCCTAGAGAGGAACAGTACAACTCCACCTACAGAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGATTGG
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TABJIMLA

XIV. NOJMHYKJIEOTUIOB, KOIOUPYIOUME TAXEJYIO UENOB (HC)

SEQ ID
NO:

[NOJIMHYKJIEOTUIOHAA I[IOCJIENOBATEJIBHOCTEL, KOIMPYIOULAA HC

CTGAACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGCCTCTGCCTGAGGARAAGACCATCTCTAAGGCTAAGGGCCAG
CCTCGCGAGCCTCAGGTTTACACACTGCCTCCATCTCGGGAAGAGATGACCAAGAACCAGGTGTCACTGACCTGCCTCGTGAAGGGC
TTCTACCCTTCCGATATCGCCGTGGAATGGGAGTCCAATGGCCAGCCTGAGAACAACTACAAGACAACCCCTCCTGTGCTGGACTCC
GACGGCTCATTCTTCCTGTACTCCAAGCTGACAGTGGACAAGTCTCGGTGGCAGCAGGGCAACGTGTTCTCTTGTAGTGTGCTGCAC
GAGGCCCTGCACTCCCACTATACCCAGAAGTCCCTGTCTCTGTCCCCTGGCARAA

603

CAGGTCCACCTGTCTCAATCTGGCGCCGCTGTTACAAAACCAGGCGCCTCTGTTAGAGTGTCTTGCGAGGCCAGCGGCTACAAGATC
AGGGACCACTTTATTCACTGGTGGCGCCAGGCTCCAGGACAGGGACTTCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGCCT
AACAACCCCAGACAGTTCCAGGGCAGAGTGTCTCTGACAAGACACGCCAGCTTCGACTTCGACACCTTCAGCTTCTACATGGACCTG
AAGGCCGTGCGGAGCGACGACACCGCCATCTATTTTTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGATGTGTGGGGCAGCGGC
ACCCAAGTGACAGTCTCTTCTGCTAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCCCCTAGCAGCAAGAGCACATCTGGCGGAACA
GCCGCCCTGGGCTGCCTCGTGAAGGACTACTTTCCCGAGCCCGTGACCGTGTCCTGGAACTCTGGCGCTCTGACAAGCGGCGTGCALC
ACCTTTCCAGCCGTGCTGCAGAGCAGCGGCCTGTACTCTCTGAGCAGCGTCGTGACAGTGCCCAGCAGCTCTCTGGGCACCCAGACC
TACATCTGCAACGTGAACCACAAGCCCAGCAACACCAAGGTGGACAAGAAGGTGGAACCCAAGAGCTGCGACAAGACCCACACCTGT
CCCCCTTGTCCTGCCCCCGAACTGCTGGCTGGCCCTGACGTGTTCCTGTTCCCCCCAAAGCCCAAGGACACCCTGATGATCAGCCGG
ACCCCCGAAGTGACCTGCGTGGTGGTGGATGTGTCCCACGAGGACCCTGAAGTGAAGTTCAATTGGTACGTGGACGGCGTGGAAGTG
CACAACGCCAAGACCAAGCCTAGAGAGGAACAGTACAACAGCACCTACCGGGTGGTGTCCGTGCTGACAGTGCTGCACCAGGACTGG
CTGAACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGCCCCTGCCCGAGGAARAGACCATCTCTAAGGCCAAGGGACAG
CCCCGCGAGCCCCAGGTGTACACACTGCCTCCAAGCCGGGAAGAGATGACCAAGAACCAGGTGTCCCTGACCTGTCTCGTGARAAGGC
TTCTACCCCAGCGACATTGCCGTGGAATGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGC
GACGGCTCATTCTTCCTGTACAGCAAGCTGACCGTGGACAAGTCCCGGTGGCAGCAGGGCAACGTGTTCAGCTGTAGCGTGTTGCAT
GAGGCTCTGCACAGCCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

604

CAGGTCCACTTGTCTCAATCTGGCGCCGCTGTGACAAAGCCTGGCGCTTCTGTCAGAGTGTCTTGCGAGGCCTCCGGCTACAACATC
CGGGACTACTTTATCCACTGGTGGCGGCAGGCTCCAGGACAGGGATTGCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGCCT
AACAACCCTAGACAGTTCCAGGGCAGAGTGTCCCTGACCAGACACGCCTCTTGGGACTTCGACACCTTCAGCTTCTACATGGACCTG
AAGGCCGTGCGGAGCGACGACACCGCTATCTACTTTTGCGCCAGACAGAGAT CCGACTACTGGGATTTCGATGTGTGGGGCTCTGGC
ACCCAAGTGACCGTGTCCTCTGCTTCTACCAAGGGACCCTCTGTGTTCCCTCTGGCTCCTTCCAGCAAGTCTACCTCTGGTGGAACC
GCTGCTCTGGGCTGCCTGGTCAAGGATTACTTTCCTGAGCCTGTGACAGTGTCCTGGAACTCTGGTGCTCTGACCTCCGGCGTGCAC
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TABJIMLA

XIV. NOJMHYKJIEOTUIOB, KOIOUPYIOUME TAXEJYIO UENOB (HC)

SEQ ID
NO:

[NOJIMHYKJIEOTUIOHAA I[IOCJIENOBATEJIBHOCTEL, KOIMPYIOULAA HC

ACATTTCCAGCTGTGCTGCAGTCCTCCGGCCTGTACTCTCTGTCCTCTGTCGTGACCGTGCCTTCTAGCTCTCTGGGCACCCAGACC
TACATCTGCAACGTGAACCACAAGCCTTCCAACACCAAGGTGGACAAGAAGGTGGAACCCAAGTCCTGCGACAAGACCCACACCTGT
CCTCCATGTCCTGCTCCAGAACTGCTGGCTGGCCCCGATGTCTTTCTGTTCCCTCCAAAGCCTAAGGACACCCTGATGATCTCTCGG
ACCCCTGAAGTGACCTGCGTGGTGGTGGATGTGTCTCACGAGGATCCCGAAGTGAAGTTCAATTGGTACGTGGACGGCGTGGAAGTG
CACAACGCCAAGACCAAGCCTAGAGAGGAACAGTACAACTCCACCTACAGAGTGGTGTCCGTGCTGACCGTGCTGCACCAGGATTGG
CTGAACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGCCTCTGCCTGAGGARAAGACCATCTCTAAGGCTAAGGGCCAG
CCTCGCGAGCCTCAGGTTTACACACTGCCTCCATCTCGGGAAGAGATGACCAAGAACCAGGTGTCACTGACCTGCCTCGTGAAGGGC
TTCTACCCTTCCGATATCGCCGTGGAATGGGAGTCCAATGGCCAGCCTGAGAACAACTACAAGACAACCCCTCCTGTGCTGGACTCC
GACGGCTCATTCTTCCTGTACTCCAAGCTGACAGTGGACAAGTCTCGGTGGCAGCAGGGCAACGTGTTCTCTTGTAGTGTGCTGCAC
GAGGCCCTGCACTCCCACTATACCCAGAAGTCCCTGTCTCTGTCCCCTGGCARAA

605

CAGGTCCACCTGTCTCAATCTGGCGCCGCTGTTACAAAACCAGGCGCCTCTGTTAGAGTGTCTTGCGAGGCCAGCGGCTACAACATC
CGGGACTACTTTATTCACTGGTGGCGCCAGGCTCCAGGACAGGGACTTCAATGGGTCGGATGGATCAACCCTAAGACCGGCCAGCCT
AACAACCCCAGACAGTTCCAGGGCAGAGTGTCTCTGACAAGACACGCCAGCTGGGACTTCGACACCTTCAGCTTCTACATGGACCTG
AAGGCCGTGCGGAGCGACGACACCGCCATCTATTTTTGCGCCAGACAGAGAAGCGACTACTGGGATTTCGATGTGTGGGGCAGCGGL
ACCCAAGTGACAGTCTCTTCTGCTAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCCCCTAGCAGCAAGAGCACATCTGGCGGAACA
GCCGCCCTGGGCTGCCTCGTGAAGGACTACTTTCCCGAGCCCGTGACCGTGTCCTGGAACTCTGGCGCTCTGACAAGCGGCGTGCACL
ACCTTTCCAGCCGTGCTGCAGAGCAGCGGCCTGTACTCTCTGAGCAGCGTCGTGACAGTGCCCAGCAGCTCTCTGGGCACCCAGACC
TACATCTGCAACGTGAACCACAAGCCCAGCAACACCAAGGTGGACAAGAAGGTGGAACCCAAGAGCTGCGACAAGACCCACACCTGT
CCCCCTTGTCCTGCCCCCGAACTGCTGGCTGGCCCTGACGTGTTCCTGTTCCCCCCAAAGCCCAAGGACACCCTGATGATCAGCCGG
ACCCCCGAAGTGACCTGCGTGGTGGTGGATGTGTCCCACGAGGACCCTGAAGTGAAGTTCAATTGGTACGTGGACGGCGTGGAAGTG
CACAACGCCAAGACCAAGCCTAGAGAGGAACAGTACAACAGCACCTACCGGGTGGTGTCCGTGCTGACAGTGCTGCACCAGGACTGG
CTGAACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGCCCCTGCCCGAGGARAAGACCATCTCTAAGGCCAAGGGACAG
CCCCGCGAGCCCCAGGTGTACACACTGCCTCCAAGCCGGGAAGAGATGACCAAGAACCAGGTGTCCCTGACCTGTCTCGTGAAAGGC
TTCTACCCCAGCGACATTGCCGTGGAATGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCTGTGCTGGACAGC
GACGGCTCATTCTTCCTGTACAGCAAGCTGACCGTGGACAAGTCCCGGTGGCAGCAGGGCAACGTGTTCAGCTGTAGCGTGTTGCAT
GAGGCTCTGCACAGCCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA
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TABJIMLA

XV. NOJMHYKIEOTHUIOE, KOIWPYIOLME JIETKYI0O LOENOB (LC)

SEQ ID
NO:

[NOJIMHYKJIEOTUIOHAA I[IOCJIENOBATEJIBHOCTEL, KOIMPYIOIAA LC

606

GACATCCAGATGACCCAGAGCCCTTCCTCTTTATCCGCTAGCGTCGGCGATACCGTGACCATCACATGCCAAGCTAACGGCTACCTC
AACTGGTACCAGCAGCGGAGGGGAAAGGCCCCCAAGCTGCTGATCTACGACGGCTCCAAGCTGGAGAGGGGAGTGCCTTCCCGGTTC
AGCGGAAGGAGGTGGGGACAAGAATACAATTTAACCATCAACAATTTACAGCCCGAGGACATCGCTACCTACTTCTGCCAAGTTTAC
GAGTTCGTGGTGCCCGGCACTCGTCTGGATCTGAAGAGGACCGTGGCCGCCCCCTCCGTGTTCATCTTTCCCCCTTCCGACGAGCAG
CTGAAGTCCGGCACCGCCTCCGTGGTGTGTTTACTGAACAACTTCTACCCTCGTGAGGCCAAGGTGCAGTGGAAGGTGGACAACGCT
TTACAGTCCGGCAACTCCCAAGAATCCGTGACCGAGCAAGATAGCAAGGACTCCACCTACTCCCTCTCCAGCACTTTAACTTTATCC
AAGGCCGACTACGAGAAGCACAAGGTGTACGCTTGTGAGGTGACCCACCAAGGTCTGTCCTCCCCCGTGACARAGTCCTTCAATCGG
GGCGAGTGT

607

GACATCCAGATGACCCAGAGCCCTAGCAGCCTGAGCGCCAGCGTGGGCGATACCGTGACCATTACCTGCCAGGCCAACGGCTACCTG
AACTGGTATCAGCAGCGGAGAGGCAAGGCCCCCAAGCTGCTGATCTACGACGGCAGCAAGCTGGAAAGAGGCGTGCCCAGCAGATTC
AGCGGCAGAAGATGGGGCCAGGAGTACAACCTGACCATCAACAACCTGCAGCCCGAGGATATCGCCACATACTTTTGCCAGGTGTAC
GAGTTCGTGGTGCCCGGCACACGGCTGGACCTGARACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAG
TTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCC
CTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGC
AAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGG
GGAGAGTGT

608

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCTCTGTGGGCGATACCGCTACCATCACCTGTCAGGCCAACGGCTACCTG
AACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCAAACTGGAAAGAGGCGTGCCCTCTCGGTTC
TCTGGCAGAAGATGGGGCCAAGAGTACAACCTGACCATCAACAACCTGCAGCCTGAGGATATCGCCACATACTTTTGCCAGGTGTAC
GAGTTCGTGGTGCCTGGCACAAGACTGGACCTGAAGAGAACCGTGGCCGCTCCTTCCGTGTTCATCTTCCCACCATCTGACGAGCAG
CTGAAGTCTGGCACCGCTTCTGTCGTGTGCCTGCTGAACAACTTCTACCCTCGGGAAGCCAAGGTGCAGTGGAAGGTGGACAATGCC
CTGCAGTCCGGCAACTCCCAAGAGTCTGTGACCGAGCAGGACTCCAAGGACTCTACCTACAGCCTGTCCTCCACACTGACCCTGTCT
AAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAAGTGACCCATCAGGGACTGTCTAGCCCCGTGACCAAGTCCTTCAACAGA
GGCGAGTGT

609

GATATTCAGATGACACAGAGCCCCAGTAGCCTGAGCGCCAGCGTGGGCGACACCGCAACCATCACCTGTCAGGCCAACGGCTATCTG
AACTGGTATCAACAGAGGAGGGGCAAGGCCCCCAAGCTCCTGATATACGACGGCAGCAAGCTGGAGAGGGGCGTTCCCAGCCGCTTC
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TABJIMLA

XV. NOJMHYKIEOTHUIOE, KOIWPYIOLME JIETKYI0O LOENOB (LC)

SEQ ID
NO:

[NOJIMHYKJIEOTUIOHAA I[IOCJIENOBATEJIBHOCTEL, KOIMPYIOIAA LC

AGCGGCAGGAGGTGGGGCCAGGAGTACAACCTTACAATCAACAACCTGCAGCCCGAGGACATCGCCACCTATTTCTGCCAAGTTTAC
GAGTTCGTGGTGCCCGGCACCAGGCTGGACCTGAAGCGGACCGTGGCCGCCCCCAGCGTGTTCATCTTCCCTCCCAGCGACGAGCAG
CTGAAGTCTGGCACCGCCAGCGTGGTGTGCCTGCTGAACAACTTCTACCCCCGCGAGGCCAAGGTGCAGTGGAAGGTGGACAACGCC
CTGCAGAGCGGCAACAGCCAGGAGAGCGTGACCGAGCAGGACTCCAAGGACAGCACCTACAGCCTGAGCAGCACCCTGACCCTGAGC
AAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAGGTGACCCACCAGGGACTGTCTAGCCCCGTGACCAAGAGCTTCAACCGG
GGCGAGTGC

610

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCTCTGTGGGCGACAGAGCTACCATCACCTGTCAGGCCAACGGCTACCTG
AACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCARAACTGGAAAGAGGCGTGCCCTCCAGATTC
TCCGGCTCTAGATGGGGCCAAGAGTACAACCTGACCATCTCCAGCCTCCAGCCTGAGGATATCGCCACATACTTTTGCCAGGTGTAC
GAGTTCTTCGGCCCTGGCACCAGACTGGACCTGAAGAGAACAGTGGCCGCTCCTTCCGTGTTCATCTTCCCACCATCTGACGAGCAG
CTGAAGTCTGGCACCGCTTCTGTCGTGTGCCTGCTGAACAACTTCTACCCTCGGGAAGCCAAGGTGCAGTGGAAGGTGGACAATGCT
CTCCAGTCCGGCAACTCCCAAGAGTCTGTGACCGAGCAGGACTCCAAGGACTCTACCTACAGCCTGTCCTCCACACTGACCCTGTCT
AAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAAGTGACCCATCAGGGACTGTCTAGCCCCGTGACCAAGTCCTTCAACAGA
GGCGAGTGT

611

GATATTCAGATGACACAGAGCCCCAGTAGCCTGAGCGCCAGCGTGGGCGACAGAGCAACCATCACCTGTCAGGCCAACGGCTATCTG
AACTGGTATCAACAGAGAAGGGGCAAGGCCCCCAAGCTCCTGATATACGACGGCAGCAAGCTGGAGAGGGGCGTTCCCAGCCGCTTC
AGCGGCTCAAGGTGGGGCCAGGAGTACAACCTTACAATCTCATCCCTGCAGCCCGAGGACATCGCCACCTATTTCTGCCAAGTTTAC
GAGTTCTTCGGACCCGGCACCAGGCTGGACCTGAAGCGGACCGTGGCCGCCCCCAGCGTGTTCATCTTCCCTCCCAGCGACGAGCAG
CTGAAGTCTGGCACCGCCAGCGTGGTGTGCCTGCTGAACAACTTCTACCCCCGCGAGGCCAAGGTGCAGTGGAAGGTGGACAACGCC
CTGCAGAGCGGCAACAGCCAGGAGAGCGTGACCGAGCAGGACTCCAAGGACAGCACCTACAGCCTGAGCAGCACCCTGACCCTGAGC
AAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAGGTGACCCACCAGGGACTGTCTAGCCCCGTGACCAAGAGCTTCAACCGG
GGCGAGTGC

612

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCAGAGTGGGCGACACCGTGACAATCACCTGTCAGGCCAACGGCTACCTG
AACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCARACTGGAAAGAGGCGTGCCCGCTAGATTC
TCCGGCAGAAGATGGGGCCAAGAGTACAACCTGACCATCAACAACCTGCAGCCTGAGGACGTGGCCACATACTTTTGCCAGGTGTAC
GAGTTCATCGTGCCCGGCACCAGACTGGACCTGAAGAGAACAGTTGCCGCTCCTTCCGTGTTCATCTTCCCACCTTCCGACGAGCAG
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TABJIMLA

XV. NOJMHYKIEOTHUIOE, KOIWPYIOLME JIETKYI0O LOENOB (LC)

SEQ ID
NO:

[NOJIMHYKJIEOTUIOHAA I[IOCJIENOBATEJIBHOCTEL, KOIMPYIOIAA LC

CTGAAGTCTGGCACAGCTTCTGTCGTGTGCCTGCTGAACAACTTCTACCCTCGGGAAGCCAAGGTGCAGTGGAAGGTGGACAATGCC
CTGCAGTCCGGCAACTCCCAAGAGTCTGTGACCGAGCAGGACTCCAAGGACTCTACCTACAGCCTGTCCTCCACACTGACCCTGTCT
AAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAAGTGACCCATCAGGGACTGTCTAGCCCCGTGACCAAGTCCTTCAACAGA
GGCGAGTGT

613

GATATTCAGATGACACAGAGCCCCAGTAGCCTGAGCGCCCGCGTGGGCGACACCGTGACCATCACCTGTCAGGCCAACGGCTATCTG
AACTGGTATCAACAGAGGAGGGGCAAGGCCCCCAAGCTCCTGATATACGACGGCAGCAAGCTGGAGAGGGGCGTTCCCGCACGCTTC
AGCGGCAGGAGGTGGGGCCAGGAGTACAACCTTACAATCAACAACCTGCAGCCCGAGGACGTCGCCACCTATTTCTGCCAAGTTTAC
GAGTTCATCGTGCCCGGCACCAGGCTGGACCTGAAGCGGACCGTGGCCGCCCCCAGCGTGTTCATCTTCCCTCCCAGCGACGAGCAG
CTGAAGTCTGGCACCGCCAGCGTGGTGTGCCTGCTGAACAACTTCTACCCCCGCGAGGCCAAGGTGCAGTGGAAGGTGGACAACGCC
CTGCAGAGCGGCAACAGCCAGGAGAGCGTGACCGAGCAGGACTCCAAGGACAGCACCTACAGCCTGAGCAGCACCCTGACCCTGAGC
AAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAGGTGACCCACCAGGGACTGTCTAGCCCCGTGACCAAGAGCTTCAACCGG
GGCGAGTGC

614

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCTCTGTGGGCGATACCGCTACCATCACCTGTCAGGCCAACGGCTACCTG
AACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCAAACTGGAAAGAGGCGTGCCCTCTCGGTTC
TCTGGCAGAAGATGGGGCCAAGAGTACACCCTGACCATCAACAACCTGCAGCCTGAGGATATCGCCACATACTTTTGCCAGGTGTAC
GAGTTCTTCGGCCCTGGCACCAGACTGGACCTGAAGAGARACAGTGGCCGCTCCTTCCGTGTTCATCTTCCCACCATCTGACGAGCAG
CTGAAGTCTGGCACCGCTTCTGTCGTGTGCCTGCTGAACAACTTCTACCCTCGGGAAGCCAAGGTGCAGTGGAAGGTGGACAATGCC
CTGCAGTCCGGCAACTCCCAAGAGTCTGTGACCGAGCAGGACTCCAAGGACTCTACCTACAGCCTGTCCTCCACACTGACCCTGTCT
AAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAAGTGACCCATCAGGGACTGTCTAGCCCCGTGACCAAGTCCTTCAACAGA
GGCGAGTGT

615

GACATCCAGATGACACAGAGCCCTAGCAGCCTGTCTGCCAGCGTGGGAGATACCGCCACAATTACCTGTCAGGCCAACGGCTACCTG
AACTGGTATCAGCAGCGGAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCAGCAAGCTGGAAAGAGGCGTGCCCAGCAGATTC
AGCGGCAGAAGATGGGGCCAAGAGTACACCCTGACCATCAACAACCTGCAGCCTGAGGATATTGCCACATACTTTTGCCAGGTGTAC
GAGTTCTTCGGCCCTGGCACCAGACTGGACCTGAAGAGAACAGTGGCCGCTCCTAGCGTGTTCATCTTCCCACCTTCCGACGAGCAG
CTGAAGTCTGGCACAGCCTCTGTCGTGTGCCTGCTGAACAACTTCTACCCCAGAGAAGCCAAGGTGCAGTGGAAGGTGGACAACGCC
CTGCAGAGCGGCAATAGCCAAGAGAGCGTGACCGAGCAGGACAGCAAGGACTCTACCTACTCTCTGAGCAGCACCCTGACACTGAGC
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TABJIMLA

XV. NOJMHYKIEOTHUIOE, KOIWPYIOLME JIETKYI0O LOENOB (LC)

SEQ ID
NO:

[NOJIMHYKJIEOTUIOHAA I[IOCJIENOBATEJIBHOCTEL, KOIMPYIOIAA LC

AAGGCCGACTACGAGAAGCACAAAGTGTACGCCTGCGAAGTGACCCACCAGGGCCTTTCTAGCCCTGTGACCAAGAGCTTCAACCGG
GGCGAGTGT

616

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCTCTGTGGGCGACAGAGCTACCATCACCTGTCAGGCCAACGGCTACCTG
AACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCARACTGGAAAGAGGCGTGCCCTCCAGATTC
TCCGGCTCTAGATGGGGCCAAGAGTACACCCTGACCATCTCTAGCCTGCAGCCTGAGGATATCGCCACATACTTTTGCCAGGTGTAC
GAGTTCTTCGGCCCTGGCACCAGACTGGACCTGAAGAGAACAGTGGCCGCTCCTTCCGTGTTCATCTTCCCACCATCTGACGAGCAG
CTGAAGTCTGGCACCGCTTCTGTCGTGTGCCTGCTGAACAACTTCTACCCTCGGGAAGCCAAGGTGCAGTGGAAGGTGGACAATGCC
CTGCAGTCCGGCAACTCCCAAGAGTCTGTGACCGAGCAGGACTCCAAGGACTCTACCTACAGCCTGTCCTCCACACTGACCCTGTCT
AAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAAGTGACCCATCAGGGACTGTCTAGCCCCGTGACCAAGTCCTTCAACAGA
GGCGAGTGT

617

GACATCCAGATGACACAGAGCCCTAGCAGCCTGTCTGCCTCTGTGGGCGATAGAGCCACAATCACCTGTCAGGCCAACGGCTACCTG
AACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCAGCARACTGGARAGAGGCGTGCCAAGCAGATTC
AGCGGCTCTAGATGGGGCCAAGAGTACACCCTGACCATCTCTAGCCTGCAGCCTGAGGATATCGCCACATACTTTTGCCAGGTGTAC
GAGTTCTTCGGCCCTGGCACCAGACTGGACCTGAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAG
TTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCC
CTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGC
AAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGG
GGAGAGTGT

618

GACATCCAGATGACCCAGTCTCCATCCTCTCTGTCTGCCAGAGTGGGCGATACCGCTACCATCACCTGTCAGGCCAACGGCTACCTG
AACTGGTATCAGCAGAGAAGAGGCAAGGCCCCTAAGCTGCTGATCTACGACGGCTCCAAACTGGAAAGAGGCGTGCCCGCTAGATTC
TCCGGCAGAAGATGGGGCCAAGAGTACACCCTGACCATCAACAACCTGCAGCCTGAGGACGTGGCCACATACTTTTGCCAGGTGTAC
GAGTTCATCGTGCCCGGCACCAGACTGGACCTGAAGAGAACAGTTGCCGCTCCTTCCGTGTTCATCTTCCCACCTTCCGACGAGCAG
CTGAAGTCTGGCACAGCTTCTGTCGTGTGCCTGCTGAACAACTTCTACCCTCGGGAAGCCAAGGTGCAGTGGAAGGTGGACAATGCC
CTGCAGTCCGGCAACTCCCAAGAGTCTGTGACCGAGCAGGACTCCAAGGACTCTACCTACAGCCTGTCCTCCACACTGACCCTGTCT
AAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAAGTGACCCATCAGGGACTGTCTAGCCCCGTGACCAAGTCCTTCAACAGA
GGCGAGTGT
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TABJIMLUA XV. [NOJMHYKJIEOTWUIOBI, KOIOUPYIOUME JIETKYIO LIENB (LC)

SEQ ID | DOJMHYKJIEOTHUIHAS I[NOCJIENOBATEJILHOCTL, KOIOMPYIOUASI LC
NO:

619 GATATTCAGATGACACAGAGCCCCAGTAGCCTGAGCGCCCGCGEGTGGGCGACACCGCGACCATCACCTGTCAGGCCAACGGCTATCTG
AACTGGTATCAACAGAGGAGGGGCAAGGCCCCCAAGCTCCTGATATACGACGGCAGCAAGCTGGAGAGGGGCGTTCCCGCACGCTTC
AGCGGCAGGAGGTGGGGCCAGGAGTACACCCTTACAATCAACAACCTGCAGCCCGAGGACGTCGCCACCTATTTCTGCCAAGTTTAC
GAGTTCATCGTGCCCGGCACCAGGCTGGACCTGAAGCGGACCGTGGCCGCCCCCAGCGTGTTCATCTTCCCTCCCAGCGACGAGCAG
CTGAAGTCTGGCACCGCCAGCGTGGTGTGCCTGCTGAACAACTTCTACCCCCGCGAGGCCAAGGTGCAGTGGAAGGTGGACAACGCC
CTGCAGAGCGGCAACAGCCAGGAGAGCGTGACCGAGCAGGACTCCAAGGACAGCACCTACAGCCTGAGCAGCACCCTGACCCTGAGC
AAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAGGTGACCCACCAGGGACTGTCTAGCCCCGTGACCAAGAGCTTCAACCGG
GGCGAGTGC
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BekTophl U KJIETKU-X03€BA.

[0137] B obbem Hacrosimero M300peTeHUs TaKKe BXOAST BEKTOPBI, COAEpIKAIIue
HYKJIEMHOBYIO(-bl€) KHCIJIOTY(-bI), ONMHCAHHYIO(-ble) B JNaHHOW 3asBKe. BexkTop MokeT
ObITH JIFOOOTO THIA, HATIPUMEDP, PEKOMOMHAHTHBINA BEKTOP, TAKOH KaK BEKTOP SKCIIPECCHUH.
BekTophl BKJIIOHWAIOT, HO HE OrPaHUYEHBbl MEPEUNCIEHHBIMH: IUIA3MUIbI, KOCMHIBL,
OakTepuanbHble HCKycCTBeHHbIE xXpomocoMbl (BAC), nposkkeBble HCKYCCTBEHHBIE
xpomocombl (YAC) 1 BEKTOPBI, MOJy4YeHHbIE U3 OakTeprnodaroB WiIM BUPYCOB PACTEHUIN
WIN JKUBOTHBIX (BKJIFOYAs deNOBeKa). BEKTOoppl MOIryT coxepkaTh TOYKY Hadana
peIUIMKALNK, Y3HABAEMYIO NPEAIONaraeMoi KJIETKONH-XO35IMHOM, U, B CIy4ae BEKTOPOB
SKCIPECCUH, TPOMOTOP M JPYrue peryJsTOpHble OONACTH, Y3HABAaE€Mble KIETKOM-
XO3MHOM. B  JOMONHUTENPHBIX BapUaHTAX  pEATU3aLMU  BEKTOP  COAEPIKUT
NOJIMHYKJICOTH], KONUPYIOLIMH AHTUTENO COIJIACHO HACTOSIIIEMY H300pETeHHIo,
(PYHKIIMOHAJBHO CBSI3aHHBI C MPOMOTOPOM, U HEOOS3aTEJIbHO IOMOJHHUTENbHBIE
peryasTopHble 3J1eMeHThl. HeKoTopble BEKTOPbI CHOCOOHBI K aBTOHOMHOM PEIUIMKALIUU B
XO35IMHE, B KOTOPOrO MX BHEIPUIM (HAIpHMep, BEKTOPBI, COeprKane OakTepHalbHYO
TOYKY Hayaja PEeIuIMKald{, MOTYT PeIUIMLHPOBATbCA B OakTepusx). [lpyrue BEKTOPBI
MOKHO BCTPOHUTD B T€HOM XO35IMHA ITOCJI€ BHEAPEHHUS B XO38HHa, U, Oarofapsi 5ToMy, OHH
PETUTULIUPYIOTCS BMECTE C TEHOMOM XO3sIMHA. BEKTOPBI BKJIIOYAIOT, HO HE OrPaHUYECHBI
BEKTOPAMH, MOIXOASLIUMH JUJISI PEKOMOMHAHTHOTO TOJYyYEHUs] AHTHTEJ, ONMUCAHHBIX B

NAHHOI 3asIBKE.

[0138] BpiOop BekTOpa 3aBUCHUT OT TOrO, KakMM pPEKOMOWHAHTHBIM TMPOIEIypaM
CJIEAVIOT, U OT UCTIONIb3yEeMOro X03sIMHA. BHEIpeHne BEKTOPOB B KJIETKH-X0351€Ba MOJKHO
OCYIIECTBUTh IyTEM, CPEIU Mpouero, Kaimbuui-pocdarHoil TpaHCHEKIHH, BUPYCHOU
uapexkunn, onocpenoanHol DEAE-nekctpanom — TpaHchekumu, TpaHCHEKIUH
MMO(GEKTAMUHOM  WJIM  3JIEKTPOTNOpauud. Bekropbl MOryT ObITh  aBTOHOMHO
PETUTULIUPYIOIIUECS HITH MOTYT PETUTUIIHPOBATHCS] BMECTE C XPOMOCOMOH, B KOTOPYIO HX
BCTPOWJIM. B HEKOTOPBIX BapHaHTAaX peaU3alli BEKTOPbI COAEpPIKAT ONUH WK Oojee
CEeJIEKTHBHBIX MapKepoB. BbIOOp MapkepoB MOXKET 3aBHCETb OT BBIOPAHHBIX KJIETOK-
x03s1eB. OHU BKIIFOYAKOT, HO HE OrpaHMYEHbl EPEYHCICHHBIMU . KAHAMULIMH, HEOMHIIMH,
NyPOMHIIMH, TUTPOMHLIMH, 3€OLIH, I'eH THMHUIMHKUHA3bI U3 BHUpPYyCa MPOCTOrO repreca
(HSV-TK) u ren nurunpodonatpenykrassl u3 Mbimu (dhfr). Bektopsl, conep:kainue onHy
Wi 0ojiee MOJNEKYJT HYKJICWHOBBIX KHCJIOT, KOAHMPYIOIIUX AHTHTENA, OMHCAHHBIE B
OaHHOW 3asiBKe, (YHKIHMOHAIBHO CBS3aHHBIX C ONHOW wWiu Ooliee MOJEKYJIaMH

HYKJIEMHOBBIX KHUCJIOT, KOAUPYHOIIUMHA OeIKy WiIn NENTUABL, KOTOPBIC MOXHO MPUMCHATDH
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IUISL BBIEJICHUS] aHTUTEN, TAKKe BXOAAT B 00BEM HaCTOsIIero m3odpereHus. JlaHHbie
OeNKy WM MEenTUAbl BKJIIOYAIOT, HO HE OTPAHUYEHBI MMEPEUHCIICHHBIMH. TJyTaTHOH-S-
Tparcdepasy, CBSI3bIBAIOINUN MaIbTO3y OEJIOK, CBS3BIBAKOIIMNA METaJl MOJTHTHCTUINH,

3eJieHbId (hIIyOopeCceHTHbIN OeNoK, Monudepasy u OeTa-rajakTo3uaasy.

[0139] B npyrux BapuaHTax peanu3aluud BEKTOP, KOTOPBIA MPUMEHSIOT, MPEACTABIIAET

coboit pcDNATM3 1+ (ThermoFisher, MaccauyceTtc).

[0140] B nacrosimem u3o0peTeHnH TakKe MPeIyIoKeHbl KJIETKH-X0351eBa, CONep Kalue
HYKJIEMHOBYIO KHCJIOTY WJIM BEKTOp, ONMHCAHHBIA B NaHHOHN 3asBKe. MOXXHO NMPUMEHATH
moOyI0 U3 Pa3NUYHBIX KJIETOK-X035€B. B OHOM BapmaHTe peannzaluu KJIeTKa-XO35SHH
IpenCTaBiIseT cOOON MPOKAPUOTHUECKYIO KIIETKY, Hanpumep, L. coli. B npyrom Bapuanre
peann3alny KJIeTKa-X0351H MPEACTaBIsieT cOO0N SYKapUOTHUECKYIO KIIETKY, HalpuMep,
KJIETKY JpOJOKeH, KJIeTKy pacTeHMH (Hampumep, KJIeTKy Tabaka) WIH KJIETKY
MJIEKOTIUTAIOIIETO, TAKYIO KaK KjIeTKa stuuHuKa kutaiickoro xomsuka (CHO) (manmpumep,
CHO-S®, CHO-K1, CHO-K 1a, CHO DG44, ExpiCHO™), xnerxu COS, xnerku BHK,
kjetku NSO umu kietku menaHombl Bowes. IIpuMepsl denoBeueckux KIIETOK-XO35€B
NPEeNCTaBIsIOT COO0M, cpenu mpounx, kiaetku Hela, 911, AT1080, A549, 293 u HEK293
(manpumep, HEK293E, HEK293T, Expi293™). Kpome Toro, antutena (Hanpumep, scFv)
MOKHO 3KCIPECCUPOBATh B KJIETKE APOsKKer, Takoi kak Pichia (cm., Hanpumep, Powers
u ap., J Immunol Methods. 251:123-35 (2001)), Hanseula wma Saccharomyces.
[MonyyeHune aHTUTENA B TPAHCTEHHBIX PACTEHMSIX Ta0aka U KYJbTHBHPOBAHHBIX KJIETKAX
pactenuii onucano, Hanpumep, B Sacks u np., Plant Biotechnol J. (2015) 13(8):1094-105;
Klimyuk u np., Curr Top Microbiol Immunol. (2014) 375:127-54 u Cramer u np., Curr
Top Microbiol Immunol. (1999) 240:95-118.

[0141] B HEKOTOpBIX BapuaHTax pean3alUd KJIETKa-XO3UH MPEUMYLIECTBEHHO
cHAIIpyeT caiThl N-CBSI3aHHOTO TIJIMKO3MJIMPOBAHUS B BapualOebHBIX 00JaCTsIX
AHTUTCHCBS3BIBAIOIETO JIOMEHa MMMYHOMIOOyiMHA. B HEKOTOphIX  BapHaHTax
peanu3aLuy MOJMHYKJIEOTH IbI, KOAUPYIOIIHE aHTUTEJO WM €r0 aHTUINE€HCBS3bIBAIO LU
(bparmMeHT, ONMUCAHHBIN B JAHHOH 3as1BKE, SKCIIPECCHPYIOTCS B KIIETKE-XO35IMHE, KOTOpast
cuanuiupyer no MeHbiel Mepe 50%, no menblieil mepe 55%, no mensblieit Mepe 60%,
no mMeHbleil Mepe 65%, no Menbleil Mmepe 70%, no MeHbliel Mepe 75%, MO MeHbLIEH
Mmepe 80%, no meHbluei mepe 85%, no MeHblIel Mepe 90%, o MeHsblel Mepe 91%, no
MeHblel Mepe 92%, o MeHblueil Mepe 93%, no MeHbiuel Mepe 94%, 10 MeHblLIeH Mepe
95% unu Gonee caiitoB N-CBSI3aHHOTO TIIMKO3WIMPOBaHUs B BapradeabHbIX JoMeHax (Fv,

ocobeHHO VL) 5BKCIpecCUpPOBAHHBIX AHTUTEN WM WX AHTHUTCHCBS3BIBAIOLINX
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¢parmeHTOB. B HEKOTOPBIX BapHaHTax peaNM3alMU KJIETKA CHAIMINPYET IO MEHbIIECH
Mmepe 50%, o meHblueil Mmepe 60%, no menblieil mepe 70%, no menbleit mepe 80%, 1o
MeHb1el mepe 85%, no MeHblei Mepe 90%, no menblueii Mepe 91%, no MeHblIElH Mepe
92%, mo MeHbIel Mepe 93%, o meHbinel Mepe 94%, o MmenbIei Mepe 95% wu Oonee
caiiToB N-CBSI3aHHOTO TNIMKO3UIMPOBaHusI B VL 5KCHpecCHpOBaHHBIX AHTUTEN WM
AHTHUTEHCBA3BIBAIOINNX (PparMeHTOB. B HEKOTOPBIX BapHaHTax peajiu3auud B caiiTax N-
CBSI3AHHOTO TJIMKO3WIMPOBaHUsI B VL 3aHSITOCTh CHANOBOW KHUCIOTOH (Hampumep,
TJIMKaHa, COAEPIKAIEero OUH WJIH JIBA OCTATKa CHAJIOBON KHCIIOTHI HA KOHIIE) COCTABIISET
no menbleil mepe 40%, no menbliei mepe 50%, no MeHblIel Mepe 60%, MO MeHbLIEH
Mmepe 70%, o mensbiuel mepe 80%, no Menbluel mepe 85%, no mensbiuel Mepe 90% unu
Oonee. B naHHON 3asBKe “3aHATOCTH  OTHOCHUTCSI K IPOLIEHTY BPEMEHH, B TEUEHHUE
KOTOPOrO TIJIMKaH TMPHUCOEAMHEH K TNPEeACKa3aHHOMY CalTy TJIMKO3UIMPOBAHUS
aMHHOKHCJIOTBL. B HEKOTOpBIX BapuaHTax peaju3aluu acnaparuH B VL B monokeHuu
AMHHOKHUCIIOTHI 72 cornacHo Hymepatuu o Kadaty (N72) cuanunuposas. B HeKOTOpbIX
BapUAHTAX peaM3alii CUAJMJIMPOBAHHBIE CAWThl N-CBSI3aHHOTO INIMKO3WJIMPOBAHUS B
VL cognepxat oT 1 10 5 0cTaTKOB CHAJIOBOM KHCIOTHI, HAaIpuMep, OT 1 10 4 OCTaTKoB
CHAJIOBOM KHUCJIOTBL, HAIpUMep, OT 1 10 3 OCTaTKOB CHAIOBON KHUCJIOTBI, HAIpuMmep, OT 1
70 2 OCTaTKOB CHAJIOBOM KUCJIOTHI. UenoBeYeCKne KIETKU-X0351€Ba U KIETKU-X035€Ba U3
XOMsIKa TMPEUMYLIECTBEHHO CHAIMIUPYIOT C TOMOLIbK0 N-aleTHHeHpaMuHOBOMN
kucinotel (HAHK). B HekoTOpbIX BapuaHTax peanuzauvd VL CHANIUIMPOBAHBI WJIH
NPENMYIIECTBEHHO CHAMMINPOBaHbl N-aneruiHedipamunoBoii  kuciaorord (HAHK).
MbiuyHble  KJIETKU-X035i€Ba IMPEUMYILIECTBEHHO CHAIUIMPYIOT C TOMOIbI N-
rinukoymTHeipamuHoBoi kucinotel (HI'HK). B HekoTopsix BapmaHtax peanusanuu VL
CHAIUJIMPOBAHBl WM MPEUMYLIECTBEHHO CHAIUINPOBaHbl N-TIHMKONUIHEHPaMUHOBOMN
kucnoroil (HIHK). B HexkoTOpbIX BapHaHTaxX peajn3allii OCTATKH CHAJIOBOW KUCJIOTHI
NPUCYTCTBYIOT B JIByXaHTEHHBIX CTPYKTypax. B HEKOTOpBIX BapHaHTax peasi3aluu
OCTaTK{ CHAJOBOM KHUCIOTHI HPUCYTCTBYIOT B CIIOXKHBIX CTPYKTypax N-CBsI3aHHBIX
TJIMKAHOB (HAIPUMEpP, MOTYT COAEPIKAaTh MOYTH JIF000E KOJUYECTBO CaXapUIOB APYroro
TUMA, BKJOYas Ooyee 4YeM JBa HMCXOAHBIX N-alleTIINIIOKO3aMUHA). B HEKoTOophIx
BApUAHTAX pPEAJHM3aLMU OCTATKH CHAJOBOH KHCIIOTHI MPUCYTCTBYIOT B THOPHIHBIX
cTpykTypax N-CBsI3aHHBIX INIIKAHOB (HAIPUMEP, MOTYT COZIEPKaTh OCTATKH MaHHO3BI Ha
OJTHOH CTOPOHE BETBH, TOINIAa KaK HAa APYroi CTOpoHe N-alleTHINIIOKO3aMHH Aa€T HA4ano

CJIO’KHOW BETBH).
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[0142] TepMuH “Monekyjia HYKJIEHMHOBOW KHUCJOTHI OTHOCUTCSI K MOJUMEPHOU (opme
HYKJICOTHJIOB, U B €70 00BEM BXOIUT KaK CMBICIIOBasI, Tak M aHTUCMBbICOBast nenu PHK,
k/IHK, renomnuoii JIHK u cuHTETHUECKHX (JOPM M CMEIIAHHBIX MOJIUMEPOB YKA3aHHBIX
BBIILIE MOJIEKYJI. B aHHOI 3asiBKE TEPMUH MOJIEKYJIa HyKJIEMHOBOM KUCIIOTHI MOXKET ObITh
B3aMMO3aMEHSIEMbIM C TEPMHHOM MOJHHYKIEOTH. B HEKOTOPBIX BapuaHTax pean3ariu
HYKJICOTH]T OTHOCHUTCS K puOOHYKJIEOTHAY, N€30KCUHYKJICOTUIY WIIN
MOAN(PHUIMPOBAHHON (popMe TH0O0ro THMA HYKJIEOTHUAA, U UX KOMOMHALMHU. YKa3aHHbIE
TEPMUHBI TaK)X€ BKIIFOYAIOT, HO HE OrPAaHUYEHbI OTHO- U JIByXLEMOYEYHBIMHU (popMamu
JHK. Kpome Toro, nonunykyieorun, Hanpumep, kJIHK nnu MPHK, moxer cogepkath
BCTpEUAIOIINECs B IPUPOAE W/ I MOAU(DULINPOBAHHbIE HYKJICOTUABI, CBA3aHHBIE APYT C
APYroM BCTPEYAIOLIUMKCA B TPHUPOAE W/WIM HE BCTPEYAOLIUMHCA B TMPHPOJE
HYKJIEOTHIHBIMU CBsI3IMU. MOJIEKyJIbl HYKJIEUHOBBIX KHCJIOT MOKHO MOAM(HULHPOBATH
XMUMHUYECKUM M OMOXUMHYECKUM CIIOCOOOM, HJIM OHH MOTYT COZlepIKaTh HETIPUPOIHBIE
WIN JIepUBATU3UPOBAHHbBIE HYKJIEOTHIHBIE OCHOBAHMSI, YTO JIETKO MONMYT CIELIHATUCThI
B faHHOH oOnactu. Takue MoguduKay BKIFOYAIOT, HAPUMEP, METKH, METUIIMPOBAHUE,
3aMEHy OJHOrO WiM 0OoJjiee BCTPEYAIOUIMXCS B MPUPOJE HYKJIEOTHIOB HA AHAJIOT,
MEXHYKJICOTU/IHbIE MOIU(UKALNK, TaKUe KaK He3apsDKeHHbIE CBsI3H (Hampumep,
metuidocdonarsl, pocorpusdupsl, pochopamunarel, kapdamaTsl U T.11.), 3aPKEHHbIE
cBsi3u (Hanpumep, hochopoTroaTsl, HOCHOPOTUTHOATHI U T.11.), TOABEILIEHHbIE MOJIEKYJIbI
(HanmpuMep, TOJMIENTHU/IbI), UHTEPKAISATOPBI (HApUMEp, aKPUIHH, TICOPAJeH U T.I.),
XeJIATOPbI, AJKWIATOPbl M MOIU(PULMPOBAHHBIC CBSI3U (Hampumep, aibhaaHOMEpPHBIE
HYKJICMHOBBIE KHCJIOTBI M T.1.). Ilpenmonaraercs, 4to B O0BEM YKa3aHHOTO BBILIE
TEPMHUHA TaK)ke€ BXOAMT Jiro0as  TOMOJIOTMYECKass KOH(pOpPMALUs,  BKJIOUAs
OIHOILIETIOUYEYHYI0,  JBYXLEMOYEYHYI0, YaCTHYHO AYIUIEKCHYK, TPHIUIEKCHYIO,
IIMWICYHYI0, KOJBIEBYID M 3amepTy0  koHpopmaumu. [lpm  ynmomuHaHUU
MIOCJIEIOBATEIIBHOCTH HYKJIEMHOBOM KHCJIOTBL, B OOBEM W300PETEHUST BXOIOUT e€e
KOMILJIEMEHT, €CJIM He YKa3aHo MHoe. TakuMm o0paszoMm, clenyer MOHMMATh, YTO TPH
YIIOMHHAHUH MOJIEKYJIbI HYKJIEMHOBON KHCJIOTBI C ONPENIETIEHHOH MOCIIeI0BATENIbHOCTBHIO,
B 00BeM H300peTeHHst BXOIUT KOMIUIEMEHTapHash €H Lelb C KOMIUIEMEHTAPHOH e
NIOCJIEIOBATENIBHOCTEIO. B 00beM HaHHOTO TEpMHMHA TaKKe BXOAAT KOAOH-

ONTUMH3UPOBAHHBIC HYKJIICUHOBBIC KUCJIOTHIL.

[0143] TepmuH “pyHKIMOHATBHO CBS3aHHBIH OTHOCHUTCS K ABYM WM OOJiee 3JIeMEeHTaM
TMIOCJIEIOBATEILHOCTH HYKJIEUHOBON KHCJIOTBI, KOTOPbIE OOBIMHO (PM3MYECKH CBS3aHBI U

HAXONmATCA B (DYHKUMOHAJIBPHOW B3aUMOCBS3M APYr ¢ Opyrom. Hampumep, mpomortop
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(YHKUMOHANBHO CBsS3aH C KOAMPYIOLIEH MOCIEAOBATEIbHOCTBIO, €CIH IPOMOTOP
CHOCOOCH HMHULMHPOBATH WM PEryJUPOBaTh TPAHCKPHUIILMI WM  3KCIPECCUIO
KOAUPYIOLIEH MOCIEeN0BAaTEIbHOCTH, B YKAa3aHHOM Cly4ae CleAyeT IOHMMATh, 4YTO

KOAUPYIOIIAs MOCIE0BATEIbHOCTh HAXOAUTCS “TIO KOHTPOJIEM MPOMOTOPA.

[0144] “3amena’ B TaHHOM 3asiBKE O3HAYAET 3aMEHY OTHOU Wi 0oJiee aMHUHOKUCIIOT FITH

HYKJICOTUI0B Ha OTJIUYHBIC aMUHOKUCJIOTBI HUJIM HYKJICOTHABI, COOTBETCTBEHHO.

[0145] “U3onupoBaHHas’ HYKJIEHWHOBAs KHCJIOTAa OTHOCUTCS K MOJIEKYJIE HYKJIEHHOBOMN
KHUCJIOTHI, KOTOpYHO OTACINIIN OT KOMIIOHEHTa €€ MPUpPOIHOro OKPY KCHUA.
HzonmupoBaHHasi HYKJIEMHOBAs KUCJIOTa BKJIIOYAET MOJIEKYJY HYKJIEHHOBOM KHCIIOTBI,
COepKAIIYIOCS B KJIETKAX, KOTOpble OOBIYHO COAEpPXKAT YKA3aHHYI) MOJIEKYITY
HYKJIEMHOBOW KHCJIOTBI, HO YKa3aHHAsl MOJIEKYyJia HYKJIEMHOBOW KUCJIOTHI MPUCYTCTBYET
BHE XPOMOCOMBI HJIU B TIOJIOXKEHHH Ha XPOMOCOME, KOTOPOE€ OTIIMYHO OT €€ MPUPOIHOTO
MOJIOKEHUsT Ha XpomocoMme. “HM3onupoBaHHash HYKJEHMHOBAs KHUCJIOTA, KOAUPYHOLIas
AHTUTEJIO WK €ro PparMeHT”, OTHOCUTCS K OHOM Wi OoJiee MOJIEKYJIaM HYKJIEMHOBBIX
KUCJIOT, KOIUPYIOIIUM TSDKENYK0 M JIETKYHO Lend aHThTeda (MM uX (parMeHThl),
BKJIFOYasi TaKHe(-yI0) MOJIEKYJIbI(-y) HYKJIEHHOBBIX(-OH ) KHCJIOT(bI) B OJHOM BEKTOPE WJIU
B OTHEJbHBIX BEKTOpax, M Takue(-as) MOJEKYJbI(-a) HYKJIEHHOBBIX(-0M) KHCIOT(bI)

NPUCYTCTBYET B OMHOM HJIH OOJiee MOJIOKEHUH B KJIETKE-XO35IHHE.

[0146] Tepmun “BekTOp” B ITAHHOW 3asiBKE OTHOCUTCSI K MOJIEKyJie HYKJICHMHOBOMW
KUCJIOTBI, CIIOCOOHOHM pa3MHOXATh APYTYK0 HYKJIEHMHOBYIO KHCJIOTY, C KOTOPOH OHa
CBsi3aHa. B 00beM MaHHOrO TEPMHMHA BXOOUT BEKTOP B BHUJE CAMOPEILTULUPYIOIIEHCS
CTPYKTYPBI HYKJIEMHOBOH KHCJIOTBI, & TaK)K€ BEKTOP, BCTPOEHHBI B T€HOM KJIETKH-
XO035IMHA, B KOTOPYIO ero BHenpuiii. Hekoropbie BEKTOpPHI MOIXONAT IJISi JOCTABKH
MOJIEKYJIbI HYKJIEMHOBOH KHCJIOTBI WJIM TOJIMHYKJIEOTHIA COTJIACHO HACTOSIIEMY
mo0pereHnto. HekoTopbie BEKTOPBI CITIOCOOHBI HAMPABJIATH SKCIIPECCHIO HYKJIEHHOBBIX
KUCJIOT, C KOTOPHIMU OHHM (PYHKITMOHAJIBHO CBsI3aHbI. TaKkhe BEKTOPbI B JTAHHOU 3asiBKE

Ha3bIBAKOT BEKTOPAMU SKCIIPECCUU.

[0147] TepMuHbl “kieTka-xo3suMH’, “JUHUSA KIETOK-XO035€B M “KyJbTypa KJETOK-
X0351eB” UCIONIb3YIOT B3aMMO3aMEHSIEMO, U OHU OTHOCSTCS K KIIETKaM, B KOTOpbIe
BHEJPWIN DK30T€HHYIO HYKJIEHMHOBYHO KHCJIOTY, BKJFOYasl MOTOMCTBO TaKHX KIJIETOK.
Krnerkun-xo3sieBa BKJIIOYAOT “TpaHCHOpMaHTBI U “TpaHC(POPMHPOBAHHBIE KIETKH
KOTOpPbIE BKJIIOYAIOT TIEPBHYHYIO TPaHCHOPMUPOBAHHYIO KJIETKY W IOTOMCTBO,
NPOUCXOASIIEe U3 Hee, He3aBUCUMO OT KOJIIM4ecTBa maccaskei. [IoToMcTBO MOXeT OBITH

HE TMMOJIHOCTBIO UACHTHYHO I/ICXOI[HOI\/'I KJIETKE MO COACPIKAHHUIO HYKIJIICMHOBBIX KHUCJIOT, HO
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MOJKET COAep kKaTh MyTallii. MyTaHTHOE MIOTOMCTBO, KOTOPOE OCYIIECTBIISIET TAKYIO JKE
(GYHKIUIO Ui OMOJIOTHYECKYH0 aKTUBHOCTb, HA OCHOBAaHUH KOTOPOH MPOILIAa CKPHUHUHT
WIN CEJIEKIUIO0 MCXOIHAsi TpaHC(HOPMUPOBAHHAS KJIETKA, BXOAUT B OOBEM HACTOSIIETO

U300peTeHus.

[0148] “BapuaHT’ NOJMHYKJIEOTHA, KaK JaHHBII TEPMUH HCIIONB3YIOT B JAHHOM 3asIBKE,
NpencTaBiasieT CcOOONW  MONMHYKJIEOTHUA, KOTOPbIH  OOBIMHO  OTJIMYAETCS  OT
MOJIMHYKJIEOTH/1a, KOHKPETHO OMHUCAHHOTO B JAHHOM 3asBKe, OMHOM i Oosee 3aMeHaMH,
nenenusMy, NoOaBIeHUsIMU W/WJIM BCTaBKaMH. Takue BapHaHTbI MOTYT BCTPEYATHCS B
NPUPOJIE MM MOTYT OBITh MOJYYEHBI CHHTETUYECKUM CIIOCOOOM, Hampumep, IMyTeM
Moau(pUKALUK OAHON Min Oojiee MONUHYKJICOTHIHBIX MOCIEA0BATENIbHOCTEH COrIACHO
HACTOSIILEMY M300PETeHHIO U OLEHKHM OJHOH miu Oosiee OMOIOrMYeCKUX aKTHBHOCTEH
KOJMPYEMOTO MOJIUIENTH A, OTUCAHHOTO B JAHHOM 3asiBKe, W/HJIM C IPUMEHEHHEM JIF00 Ol

N3 MHOXKECTBAa METOAUK, XOPOIIO U3BECTHBIX B JIaHHOM oOJacTu.

[0149] Tepmun “BapuaHT’ TakkKe MOXKET OTHOCUTBCS K JIFOOOH BCTpedarowieics B
NPUPOJIEe UM CKOHCTPYHUPOBAHHON MOJIEKYJIe, CONEpIKalleil OqHy Win OoJiee MyTaruii

HYKJI€OTH A U aMUHOKUCJIOTBI

[0150] JIONIOJTHUTENBHO —TPENJIOkeH XuMepHblii aHtureHHslii  peuentop (CAR),
copepKalui aHTUTeHCBA3BIBAIOIIMI (pparMeHT aHTHTE A, ONTMCAHHBINA B TAHHOW 3asIBKeE.
B nekoropeix BapuanTtax peanmsanuun CAR skcrpeccupoBan Ha T-knetke wmmum NK-
kietke. [lonomnurensHo npemanoxkena CAR-T-knerka, conepskamast CAR, onmucaHHbIN B
TaHHOW 3asiBKe. B HEKOTOPBIX BapuUaHTaxX peaiusaluu T-KJIeTKa MpeacTaBisieT coOoi
CD4+ T-xnerky, CD8+ T-knerky wim ux KOMOMHAIMIO. B HEKOTOpBIX BapHaHTax
peanu3alnnu KIETKy BBOAST CyOBEKTy. B HEKOTOpBIX BapHaHTaX pealn3alud KIeTKa

ayToJIorn4Hasi. B HEKOTOPBIX BapUaHTaX pean3aliy KJIeTKa aJUJIOTeHHas.

CnocoOBbl TIOJIVYEHUS] AaHTUTEIL.

[0151] MoHocrierduyeckiie  aHTUTENa, KOTOpbIe CBs3bBatOTCS ¢ gpl20, w
Oucneunpuveckne aHTHTENA, KOTOpble cBssbBatroTcss ¢ gpl20 m CD3 denoseka
(manpumep, CD3¢ uenoseka nmm CD36 uenoseka) wim ¢ gp120 u CD89 MOKHO MONy4YuThH
C MOMOIIBK JO00ro crnocoba CHHTE3a aHTHTEN, M3BECTHOTO B JaHHOW O0NacTH,
HarpuMep, MyTeM XHUMHUYECKOrO CHHTE3a MM C TIOMOLIBI0 METOINK PEKOMOWHAHTHOM

SKCTIPECCHH.
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[0152] CriocoObl ony4eHust MOHOCTIEM(UIECKUX aHTUTEN OYE€Hb XOPOLIO M3BECTHBI B
nanHoM obnactu. CiocoObl moTy4eHus: OucTieupUUECKUX aHTUTEI ONMCAHBI, HATIPUMED,
B mareHTax CIIA Ne 5731168; 5807706, 5821333 u myOnmuKkanusx 3asiBOK Ha MMAaTE€HT
CIOA Ne 2003/020734 wm 2002/0155537. bucnemmdpudeckrne UeThIpEXBaJICHTHbIC
aHTHTENA U CrOCOOBI MX TONY4eHHsl OmucaHel, HampuMmep, B WO 02/096948 u WO
00/44788, ommcanuss 00EMX M3 KOTOPHIX MOJHOCTBIO BKJIIOYEHBI B JIAHHYIO 3asBKY
NOCPEACTBOM CChUTKU. Kpome Toro, apyrue myOnMKaIuy, OTHOCSINUECS K IOJNYYEHUIO
oucrnierupudeckux anturen, Bkirodaror WO 91/00360, WO 92/08802, W092/05793 u
WO 93/17715; Tutt u ap., J. Immonol. 147:60-69 (1991); matentsr CIIIA No 4474893
4714681; 4925648, 5573920; 5601819 u 9212230; u Kostelny u np., J. Immonol.
148:1547-1553 (1992).

[0153] JIpyruM TUIHYHBIM CIIOCOOOM MOJTydeHHsl OUCTIeU(DUIECKUX aHTUTEIN SIBJISIETCS
cnocod ¢ MPUMEHEHHWEeM TEeXHOJOTMH BBICTYIBI-BO-BiaauHbl (Ridgway wu np., Protein
Eng., 9:617-621 (1996); WO 2006/028936). IIpobGaema OmuUOOYHOrO CHAPUBAHUS
TsDKENbIX Lenedl Ig, koTopast sBsieTCs IVIaBHBIM NPENATCTBUEM IPU IMOJYyYEHUU
OucnennuyecKuX aHTUTEN, YMEHBINAETCS NMPU HCIONB30BAHUM IAHHOH TEXHOJOTUH
IIOCPEICTBOM MYyTHPOBAHMs BBIOPAHHBIX AMMHOKHUCIOT, OOpasyIOIIUX MOBEPXHOCTb
koHTakTa nomeHoB CH3 B IgG. B nonoxenusix B nomerne CH3, B KOTOPBIX [1BE TSKEJbIE
LIeTH HAMPsIMYIO B3aUMOZEHCTBYIOT, B ITOCJIEA0OBATEIbHOCTD OJTHOM TSKEJION LeTH BBOAST
AMHHOKHCJIOTY C MaJIoii OOKOBOM eTIbIO (BIIAUHON) M B TIOJIOKEHHE COOTBETCTBYIOLIETO
B3aUMOJZICUCTBYIOLETO OCTaTKa HA JPYrol TsKEJNOH LeNu BBOIAAT AMHHOKHCIOTY C
Oonbiioii OOKOBOW Liembl0 (BBICTYNOM). B HEKOTOpBIX Cily4yasix aHTHTENA COTJIACHO
HACTOSILIIEMY U300PETEHHIO CONepIKaT e MIMMYHOMIOOYJIMHA, B KOTOPBIX foMeHbl CH3
ObUTH MOAM(HULUMPOBAHBI MyTEM MYTHUPOBAHHS BbIOPAHHBIX AMUHOKHCIIOT, KOTOpPBIE
B3aMMOJIEMCTBYIOT Ha MOBEPXHOCTHU KOHTAKTa MEXAY ABYMs MOJUMENTHIAMU, sl TOTO
9rOObl ~ TNPENMYLIECTBEHHO  OOpa3oBBIBAJIOCH  OUCTIENU(PHYECKOE  aHTHUTEIO.
bucnemmguyeckne aHTUTENa MOTYT COCTOATh M3 LeTneld MMMYHOIJIOOYJHMHA OJHOTO
MOZIKJIACCA WITK PA3JIMYHBIX MMOIKJIACCOB. B omHOM ciyuae Oucnennduyeckoe aHTHTENO,
kotopoe cBsizbiBaercs ¢ gpl20 u CD3, comepxut myrauuto T366W (mymepauus EU) B
“nenu BeicTynoB” u mytaunu T366S, L368A, Y407V (aymeparwms EU) B “nenu Bmagus”.
B  HekoTOpBIX  BapuaHTax  peau3alvd  JOMOJHUTENBHBI  MEXLENOUYEeYHbIN
IUCYIb(UIHBI MOCTHK BBOIAT Mexxay nomeHamu CH3, Hampumep, myTeM BBEIECHHS
myTauuu Y349C B “nenu Boictyno” U mytaumu E356C wnu myramuu S354C B “nenu

BraauH’. B HexoTophIx BapuaHTax peanusauuu Mmytauuu R409D, K370E BBoasT B “uenb
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BoicTynioB” u Mmytauuu D399K, E357K - B “uens Bmagun’. B apyrux BapuaHTax
peanuzauuu Myrauuu Y349C, T366W BBoasaTr B oaHy u3 nenedl u myrauuun E356C,
T366S, L368A, Y407V - B MNpOTUBOMONOXHYK LieNb. B HEKOTOpBIX BapuUaHTax
peanuzanuu myrauud Y349C, T366W BeoasT B onHy uenb u mytauuu S354C, T366S,
L368A, Y407V - B mpOTHUBOMOJNIOXHYIO LieTlb. B HEKOTOPBIX BapHaHTaxX pealu3aluu
myTauuu Y349C, T366W BBomsT B onHy Lenb u MyTatmu S354C, T366S, L368A, Y407V
- B IPOTUBOMNOJIOKHYIO Lenb. B Jpyrux AOMNONHHUTENBHBIX BapUaHTaX peaJu3aluu
myTauun Y349C, T366W BBomsT B onHy Lenb u MyTaumu S354C, T366S, L368A, Y407V

- B IPOTUBOTOJIOXKHYIO LieTb (Bce ¢ Hymepanmeit EU).

[0154] JpyruM THMUYHBIM CIIOCOOOM MONy4YeHHs] OMCTIenUpUIeCKUX aHTHTEN SBIISETCS
NpUMeHeHNe I1aThOpMbl NPUBJIEKAOMNX T-KJIeTkn OHCIenupUUecKux aKTHBATOPOB
(BITE®). BiTE nonyuaroT nyremM reHeTH4eckoro coeinHeHus nepsoii scFv (Harnpumep,
scFv, xoropas cBszbiBaeT gp120) co BTopoii scFv (Hanpumep, scFv, koropasi cBsizbiBaeT
CD3 uyenoBeka) nocpenctTsoM rudkoro nentuaHoro jguHkepa (Hampumep, GGGGS (SEQ
ID NO: 429)). Cm., Hanpumep, Staerz u np., Nature, 314:628-631 (1985); Mack u np.,
PNAS, 92:7021-7025 (1995); Huehls u np., Immunol. Cell Biol., 93:290-296 (2015).

[0155] JIpyriM TUIMHYHBIM CIIOCOOOM TONTy4YeHHsT OMCTenpUyIecKiux aHTUTEN SBJSIETCS
NpUMEHEHHEe TIATGOPMbI MEPEOPHUESHTUPYIOLIETOCsS aHTUTENA C JBOWHON addHUHHOCTBIO
(DART). JanHas TeXHOJOTHsI OCHOBaHA Ha ¢opmate nuarena mo Holliger u mp. (PNAS,
90:6444-6448 (1993)) 1 HONOTHUTENBHO YJIyULIeHA JJIsi CTAOMIBHOCTH M ONTHMAJIbHOTO
cnapuBanus ueneit VH u VL (Johnson u np., J Mol. Biol., 399:436-449 (2010); Sung u
ap., J Clin Invest., 125(11): 4077-4090 (2015)).

[0156] Eme apyrum TUnmudHbIM CriocoOOM moONyueHHs] Oucnenn(pu4ecKux aHTUTEN
ABJsieTCsT TpuMeHeHue 1aTGopmbl  TpUYHKIHOHAIBPHBIX THOPUIHBIX AHTHTEN -
Tpruomad®. B nanHo¥ miatgopMe HCIONB3YIOT XUMEPHYIO KOHCTPYKIUIO, COCTOSIIIYIO U3
TIOJIOBHHBI IBYX MOJTHOPA3MEPHBIX aHTHUTEJ Pa3IMUHbIX M30THIOB IgG2a mbimum u IgG2b
KpbICbl.  JlaHHAs TEXHONOTWS OCHOBaHA HA BUAOCHEUU(UYHOM CHAPHUBAHUH

Tsokenoit/nerkoit ueneii. Cm., Lindhofer w np., J Immunol., 155:219-225 (1995).

[0157] JIOTIOTHUTENTbHBIM THUITHYHBIM CITOCOOOM MONTydeHust Oucnennpuueckux aHTUTE
ABNsieTcss npuMeHeHne 1UiaTopmbel TaHmaO®. JlaHHAas TEXHOJNOTHS OCHOBAaHA Ha
KOHIICTILIH TUaTea, HO pa3paboTaHHOro B BHAE OAHOHN nonunentuanoi nenu VH1-VL2-
VH2-VLI1, conepxaieli KOPOTKHUE JIMHKEPbI JJIs MPEAOTBPALICHUS MEKLENOYEUHOrO

cnapuBaHus. JluMepusaums TojOBAa-K-XBOCTY [JAaHHOW OJHOM LENM NPUBOAUT K
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obpa3oBaHuI0 yeTblpexBasieHTHOro romoaumepa (Kipriyanov u ap., J Mol. Biol., 293:41-

56 (1999)).

[0158] Eme oxgHum crocoboM monyudeHus: Oucnennuueckux aHTUTET SIBJISIETCS
texHosnorust CrossMab. CrossMab mpexacraBimsstor coboif  XMMeEpHbIE aHTUTENA,
COCTOSIIIME U3 TIOJIOBUH JIBYX ITOJIHOPa3MEPHBIX aHTUTEN. /il MpaBUIIbHOTO CIIapUBAHHS
Herneii B HHUX OOBEOUHWIM [(B€ TEXHOJOTHH: (1) BBICTYN-BO-BHAAMHY, KOTOpas
CIOCOOCTBYET NMPABUIIBHOMY CITAPHBAHUIO MEXKY IBYMS TSDKEJIBIMH LIETISIMU; | (11) 0OMeH
MEXAy TSDKEJION M JIeTKOW LeMsMH OZHOro u3 1Byx Fab, 4To0ObI BBECTH acCHMMETpHIO,
KOTOpasi MO3BOJISIET N30ekaTh OUIMOOYHOTO crapuBanus Jerkux uneneii. Cm., Ridgway u
ap., Protein Eng., 9:617-621 (1996); Schaefer u np., PNAS, 108:11187-11192 (2011). B
CrossMab MoxxHO OOBETUHMTH IBa WIN OOJiee aHTHIE€H-CBS3BIBAIOINUX JOMEHOB JUIS
HALIeIMBAHUS HA J1B€ WK OoJiee MUIIEHEH WK i1 BBeIeHHsI OMBAJIEHTHOCTH K OJHOM

MHIIEHH, Kak B popmare 2:1.

[0159] AHTHTENAa COTrJIACHO HACTOSIIIEMY HM300PETEHHMIO MOXHO TOJIYYUTh B
OakTepHaJbHBIX I SYKAPUOTHYECKUX KJIETKAaX. AHTUTENa TaK)Ke MOXKHO IMOJYYUTH B
HYKapPUOTUYECKHUX KJIETKAX, TAKUX KaK JIMHUHU TPaHC(HOPMHUPOBAHHBIX KJIETOK (HApHMep,
muHuM KJetok Ha ocHoBe CHO wmmu npoucxopsiue u3z CHO (nanmpumep, CHO-S, CHO
DG44, ExpiCHO™, CHOZN® ZFN-monuduimposansas muaus knerok GS-/- CHO,
CHO-K1, CHO-K1a), 293E, 293T, COS, NIH3T3). Kpome Toro, antutena (BKJIFO4as
(dparmeHTHl aHTUTENa, Hanpumep, ¢parmeHtsl Fab, scFv) mMoxHO 3KcnpeccupoBath B
KJIETKE OPOsXKel, Takoi kak Pichia (cm., Hanpumep, Powers u np., J Immunol Methods.
251:123-35 (2001)), Hanseula wma Saccharomyces. B omHOM BapuaHTe pea3aLU
aHTUTENA, OMMCAHHBbIE B JAHHOW 3asBKe, Moiy4aroT B JuHuU Kietok CHO, Hampumep,
mannn kiaerok CHO-S, CHO DG44, ExpiCHO™, CHOZN®, CHO-K1 umu CHO-K 1a.
JUIsl TOJNy4eHUsi MHTEPECYIOIIEero aHTHTENA MOJHUHYKICOTH T, KOTUPYIOIUN aHTHUTEJIO,
KOHCTPYHPYIOT, BHEAPSIIOT B BEKTOP IKCIIPECCHH, & 3aTEM SKCIPECCUPYIOT B TIOXO IS LITHX
KJIeTKax-X03seBax. [IpUMEHSIFOT CTaHIAPTHBIE METOIUKH MOJIEKYJAPHON OMONIOTHH IS
TMIOJTyYEHHs] PEKOMOMHAHTHOTO BEKTOPA SKCIIPECCUH, TPAHCPHUIIMPOBAHUS KIIETOK-X035IEB,

CCJICKIIMU TpaHC(I)OpMaHTOB, KYJIbTUBHUPOBAHHSA KIIETOK-XO034€B U BbIACIICHUA aHTUTETIA.

[0160] Ecnu anTHTENO HYKHO SKCIPECCHPOBATh B OaKTEPHANIbHBIX KJIeTKaX (Hampumep,
L. coli), BekTOp 3KCHpeccuu IOJDKEH O0JIafaTh CBOWCTBAMHM, KOTOpbIE MO3BOJIIOT
aMIUTUUKAIMIO BEKTOpa B OakTepHaNbHBIX KieTkax. Kpome Toro, ecim B KadecTBe
xo3sinHa ucnonp3yioT F. Coli, Takyro xak JM109, DHSa, HB101 wmu XL1-Blue, o

BEKTOP JAOJDKEH COAepKaTh MPOMOTOp, Hanpumep, mpomotop lacZ (Ward u np., 341:544-
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546 (1989), mpomorop araB (Better u ap., Science, 240:1041-1043 (1988)) nnu nmpomoTtop
T7, koTopbIil MOXET MO3BOIUTH 3(dekTuBHYIO 3Kcnpeccuto B F. coli. TIpumeps! Takux
BEKTOPOB BKJIIOUAIOT, HanpuMmep, BekTopsl cepun M13, Bexktopsl cepuu pUC, pBR322,
pBluescript, pCR-Script, pGEX-5X-1 (Pharmacia), “QIAexpress system” (QIAGEN),
pEGFP u pET (mpm wucnomp30BaHMM MAHHOTO BEKTOPAa SKCIPECCHUH  XO3SHMHOM
npennouTuTenbHo sBisieTcst BL21, skenpeccupytromas PHK-nommepasy T7). Bexrop
SKCIPECCUH MOXKET COAEpKaTb CHUTHAJNBHYIO IOCJIENOBATENbHOCTD JJI  CEKPEeLu
aHtuTena. i MpOAYyKLMHU B MEpUILIasMy fi. coli, MOKHO HCIIONIb30BaTh CUTHAJBHYIO
nocnenosarenbHocTh pelB (Let u np., J. Bacteriol., 169:4379 (1987)) B kauectse
CUTHAJIbHOM MOCJIEIOBATEIbHOCTH AJIsl CEKpeLuu aHTuTena. s skenpeccuu B OaKkTepusix
MOKHO HCIIOJIb30BaTh CHOCOOBI C TNPUMEHEHHEM XJIOPUAA KajbLUA WIH CIIOCOOBI

AIIEKTPOIIOPALIUH, YTOOBI BBECTH BEKTOP SKCIPECCHH B OAKTEPHATIBbHYIO KIIETKY.

[0161] Ecnu anTHTEN10 HYKHO 3KCIPECCUPOBATH B KJIETKAX JKUBOTHOT'O, TAKUX KaK KJIETKU
CHO, CHO-S, CHO DG44, CHOZN®, ExpiCHO™, CHO-K1, CHO-Kla, COS wu
NIH3T3, BeKTOp SKCIPECCHH COAEPXKUT MPOMOTOpP, HEOOXOAMMBIN Uil SKCIPECCUU B
JAHHBIX KJIeTKax, Harmpumep, npomotop SV40 (Mulligan u np., Nature, 277:108 (1979)),
npomorop MMLV-LTR, npomorop EF la (Mizushima u np., Nucleic Acids Res., 18:5322
(1990)) unu nmpomorop CMV. BnobaBok K MoCaen0BaTeIbHOCTH HYKJIEHHOBOM KUCIIOTHI,
KOIUPYIOIIEH UMMYHOTJIOOYJIH WJIH €r0 IOMEH, PeKOMOWHAHTHBIE BEKTOPBI SKCIIPECCUH
MOTYT HECTH IOIOJIHUTEJIbHbIE MOCIEeI0BATEIbHOCTH, TAKUE KaK IOCJIEA0BATEIbHOCTH,
KOTOpbIE PEryJIMPYIOT PEIUTMKALMIO BEKTOpa B KJIETKaX-X03seBaxX (HAMpUMEp, TOYKH
HayaJia perUIMKaLiH ), U TeHbI CEJIEKTUPYEMbIX MapKepoB. [ eH ceeKTupyeMoro Mapkepa
o0Jieryaer CeNeKIUI0 KJIETOK-X035eB, B KOTOpPbIe BHEIPHJIHM BEKTOpP (CM., HarpuMmep,
nareHTel CIIIA Ne 4399216, 4634665 wu 5179017). Hampumep, OOBMHO TIeH
CEeJIEKTHPYEMOr0 MapKepa IMpUIAeT YCTONYMBOCTD K JIEKAPCTBEHHBIM CPEICTBAM, TAKUM
kak G418, rTHrpOMHUIINH WK METOTPEKCAT, KIIETKE-XO035UHY, B KOTOPYIO BHEIPHIIH BEKTOP.
IIpumepsl BEKTOPOB C CeleKTHpyeMbIMU Mapkepamu BkiodaroT pMAM, pDR2, pBK-
RSV, pBK-CMV, pOPRSV u pOP13.

[0162] B onHOM BapuaHTe peanu3aliy aHTUTENA NOJYYArOT B KJIETKaX MJICKOMUTAOLIHX .
IIpuMepsl KJIETOK-X0351€B U3 MIEKOMUTAIOIIUX JJIsl SKCIIPECCUM AHTHUTeNa BKIJIIOYAIOT
KJIETKU sIMYHUKA kuTahickoro xomsiuka (kjerku CHO, Bximrouast, Hanpumep, kietkun CHO-
S, CHO DG44, ExpiCHO™, CHOZN®, CHO-K1 umu CHO-K 1a) (xmouas dhfi~ kneTku
CHO, omucannbie B Urlaub u Chasin (1980) Proc. Natl. Acad. Sci. USA 77:4216-4220,

UCTIONB3yeMble C cenekTupyembiM Mapkepom DHFR | Hanpumep, kak orncano B Kaufman
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u Sharp (1982) Mol. Biol. 159:601-621), kieTku 5MOPHUOHANBHON MOYKH YeoBeka 293
(marmpumep, 293, 293E, 293 T), knerku COS, kinerku NIH3T3, B-kiieTku uenoBeka, TMHAN
TMM(OIMTAPHBIX KIETOK, HApuMep, kieTku MuenoMbl NSO u knetku SP2, u kieTky u3
TPAHCTEHHOTO »XKMBOTHOTIO, HalpuMep, TpaHCTeHHOro muekonuraroiero. Hanpumep, B
HEKOTOPBIX BAPUAHTAX PEAM3alNU KJIETKA MPECTABIsIET COOON SMUTENNANBHYIO KIETKY

MOJIOUHOH JKeJIE3bI.

[0163] B TunmuHON cucTeMe SKCIPEeCCMH aHTUTEN PEKOMOMHAHTHBIE BEKTOPBI
SKCIIPECCUHU, KOJUPYIOLINE TSDKEYH0 LeNb aHTUTENA U JIETKYIO LIeNb aHTUTENa COTJIaCHO
HacTosIeMy u300peTeHuro, BHeApsitoT B kKieTku dhfi~ CHO ¢ moMoImbio orocpeioBaHHOM
docdarom kanpLus TpaHchekuuu. B KOHKpETHOM BapuaHTe peanu3aluu KIeTku dhfi—
CHO mnpencrasnsror coboit knerku quHun DG44, takue kak DG441 (cMm., Hampumep,
Derovaz wu np., Biochem Biophys Res Commun., 340(4):1069-77 (2006)). B
PEKOMOMHAHTHBIX BEKTOpPAaX JKCIPECCHM KaXIbIH U3 T'€HOB TSDKENON M JIETKOH Lenn
aHTUTENa (PYHKIMOHAIBHO CBS3aH C HHXAHCEPHBIMU/TIPOMOTOPHBIMH PEryJIsITOPHBIMH
sneMeHTaMu (Hanmpumep, nojay4yeHHsiMu u3 SV40, CMV, aneHoBupyca U TOMy MOI00HBIX,
HaIlpuMep, C PEryJATOpPHbIM 3yeMeHToM 3HxaHcep CMV/mpomorop AAMLP wmm c
perynsTopHbIM 3yeMeHTOM sHxaHcep SV40/mpomorop AdMLP), utoObl 3amyckatb
BBICOKHE YPOBHH TPAHCKPHIILIUU FeHOB. PeKOMOMHAHTHBIE BEKTOPBI SKCIIPECCUH TaKXKe
MoryT Hectd TeH DHFR, kotopblii o3Bosisier cenekuuio kjaerok CHO, koropsie Obum
TPaHC(HUIMPOBAHBI BEKTOPOM, TMyTeM CEJIEKIUH METOTPEKCATOM/aMILTH(PUKALHH.
[pomenmue ceaekyo TpaHCHOPMHUPOBAHHBIE KIETKU-XO0351€Ba KYJIbTHBUPYIOT, YTOOBI
MO3BOJIUTH SKCIPECCUIO TSXKEJION U JIETKON LieTIel aHTUTENA U BbIJEICHUE aHTUTENA U3

KyJIbTYpPaJbHOU CpPEeAbL

[0164] AHTHTENIA TaKK€ MOXKHO TMOJYYUTh C TOMOINBIO TPAHCTEHHOTO »KHBOTHOTO.
Hanpuwmep, B marente CIIIA HOMep 5849992 ommcaH crmocod 3KCIpecCHU aHTUTENa B
MOJIOYHOH >KeJle3€ TPAHCTEHHOro Milekonuraromero. KoHCTpyupyroT TpaHCreH, KOTOPbIi
COZEPIKUT Criel(UYHBIA IJIs1 MOJIOKA TPOMOTOP M HYKJIEMHOBBIE KUCIIOTHI, KOIUPYOIIHE
MHTEPECYIOLIEe aHTUTENIO U CUTHAIBHYIO MOCIEA0BATEIBHOCTD A1 CeKpennu. Monoko,
NPOAYLUMPOBAHHOE CaMKaMM TAaKMX TPAHCTEHHBIX MJICKONUTAIOLIUX, COHAEPXKUT
CEKpPETHPOBAHHOE C HHUM HHTEPECYIOLee AHTUTEJO. AHTUTENO MOXHO OUYHUCTUTh U3
MOJIOKA WM, JUI1 HEKOTOPbIX IPUMEHEHWMN, WCIHONb30BaTh HampsMyr.  Takske
NPENJIOKEHbl JKUBOTHBIE, COIEpKallue ONHY WM Ooee HYKJIEHHOBBIX KHCJIOT,

ONUCAHHBIX B JJAHHOU 3aIBKE.
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[0165] AHTHUTENIA COTTACHO HACTOSIIEMY U300 PETEHUIO MOKHO BBIIEIUTh U3 BHYTPEHHEH
WIN HAPY>KHOU Cpelbl (TaKol Kak KyJbTypalibHasl Cpeia) KIETKH-XO3sIMHA U OYHCTHTD C
MOJMYYCHHUEM IO CYLIECCTBY YUCTBIX WM T'OMOICHHbBIX AHTUTEJL CHOCO6I:>I BBIACJICHHUA H
OYUCTKH, O6I:;ILIHO NPUMEHACMbBIC JIA OYHUCTKU AHTUTEIA, MOXKHO TNPUMCEHATH JIA
BBIACJICHUA W OYUCTKHU AHTUTEJ, W OHU HE OTIPAaHUYCHDbI KaKI/IM-J'II/I6O KOHKPCTHBIM
CHOCO6OM. AHTHUTENa MOXKHO BbIACIIUTD U OUHUCTHUTD C IIOMOIIBIO HOI[XOI[;IHIeﬁ CCJICKIINHU
U KOMOWHHUpPOBAaHHUS, HAamnpuUMep, KOJOHOYHOH Xxpomarorpaduu, ¢uisTpanumy,
yanpa(bI/mprauI/m, BbICAJIMBAHUs, NPEHUNHUTALUN PACTBOPUTECIIEM, SKCTPArupOBaHUA
PacTBOPUTEIEM, TUCTUJUISILIAH, MMMYHOIIPELUITUTALIUH, anexkTpodopesa B
nonuakpmwiamuaHoMm rene ¢ JICH, u3osnekrpudeckoro (hOKyCHpPOBAaHUs, OHANIH3A U
nepekpucTam3auuy.  Xpomarorpadus — BKIIFOUAET, Harpumep, apdunHYIO
xpomarorpaduio, HOHOOOMEHHYH xpomarorpaduro, ruapodobHyr Xpomarorpaduto,
resib-QUIIBTpaluo, XpoMarorpaduio ¢ oOpalneHHbIMH (aszaMu U ancopOLMOHHYIO
xpomarorpaduto (Strategies for Protein Purification and Characterization: A Laboratory
Course Manual. Pen. Daniel R. Marshak u gp., Cold Spring Harbor Laboratory Press,
1996).  Xpomarorpagur0  MOXHO  OCYLIECTBUTb, IPUMEHSS  JKUAKO(AZHYIO
XpomaTorpaduro, Takyro Kak BeICOKO3(dekTrBHas xxuakocTHas X pomarorpadus (BOXX)
W KU IKOCTHast X pomatorpadusi Ovictporo paspewmenus (QKXBP). Kononku, npumensieMble
st aprHHOM Xpomarorpad Uy, BKIIIOUAIOT KOJIOHKY C OelTkoM A U KOJIOHKY ¢ Oenkom G.
ITpumeps! KOJIOHOK ¢ TpuMeHeHueM Oenka A BiirouarotT Hyper D, POROS u cedaposy FF
(GE Healthcare Biosciences). B 06bem HacTosiero n300peTeHus Takke BXOIAT aHTUTENA,
KOTOpPBIE OUUCTHUIIN OO BBICOKOH CTENEHW YHUCTOTHI C NMPUMEHCHUEM JaHHBIX CHOCO6OB

OYHCTKH.

dapmalieBTHUECKHE KOMITO3UIINH.

[0166] B o0wvem Hacrosimero wu300peTeHUs TaKke BXOOIT (hapmaneBTHYECKUE
KOMTIO3UIINH, COIEPIKALIUE AHTUTEIIO, OMMMCAHHOE B JAHHOM 3as1BKE, HJIH TIOJTUHYKJICOTHUI,
KOAHUPYIOIUH aHTUTEJIO, OTIUCAHHOE B JAHHOH 3asiBKe, U (hapMarleBTHUECKU MPUEMITEMBbII
pa3baBuTEIb, HOCUTENb HJIM BCIIOMOTATEJIbHOE BEIIECTBO. B HEKOTOPBIX BapHaHTaX
peanu3anuu hapManeBTUUECKass KOMITO3HLIUSI COAEPKUT TeparneBTuIecku 3(h(HeKTHBHOE

KOJIMYCCTBO aHTUTEJIA WU MMOJIMHYKJICOTHUA.

[0167] Paznmunble  ¢dapmaneBTHUYeCKH TpUeMiIeMble  pa30aBUTENH, HOCUTEIH U
BCTIOMOTaTEJIbHbIE BEIIECTBA U METOAMKH MOJYYESHUSI U IPUMEHEHHU s (papMarieBTHIEeCKUX
KOMITO3ULIMH OyIyT M3BECTHBI CIEUAINCTAM B JAHHOH OOJIACTH B CBETE HACTOSIIETO

ormucanusi. Ilpumepsl  (dapMaleBTUYECKHMX KOMIO3WLMH U  (papManeBTHUECKU
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NMPUEMJIIEMBIX pa36aBI/ITeJ'IeI\/'I, HOCHUTEJIEH U BCIIOMOIraTeIbHBIX BCIIIECCTB TAKXKE OITMCAHBI B
Remington: The Science and Practice of Pharmacy, 20o0e usn. (Lippincott, Williams &
Wilkins 2003); Loyd V. Allen Jr (penakrop), “Remington: The Science and Practice of
Pharmacy,” 22°° uznganme, 2012 r., Pharmaceutical Press; Brunton, Knollman u Hilal-
Dandan, “Goodman and Gilman’s The Pharmacological Basis of Therapeutics”, 130e
mnanne, 2017 r., McGraw-Hill Education/Medical; McNally u Hastedt (pemakropst),
“Protein Formulation and Delivery”, 2oe m3nanue, 2007, CRC Press; Banga, “Therapeutic
Peptides and Proteins: Formulation, Processing, and Delivery Systems”, 3e uznanue, 2015
r., CRC Press; Lars Hovgaard, Frokjaer u van de Weert (pemaxropsr), “Pharmaceutical
Formulation Development of Peptides and Proteins”, 2oe uzganue, 2012 r., CRC Press;
Carpenter u Manning (pemaxropsl), “Rational Design of Stable Protein Formulations:
Theory and Practice”, 2002 r., Springer (Pharmaceutical Biotechnology (kxuwura 13));
Meyer (penmaktop), “Therapeutic Protein Drug Products: Practical Approaches to
Formulation in the Laboratory, Manufacturing, and the Clinic”, 2012 r., Woodhead
Publishing; u Shire, “Monoclonal Antibodies: Meeting the Challenges in Manufacturing,
Formulation, Delivery and Stability of Final Drug Product”, 2015 r., Woodhead
Publishing.

[0168] B HeKOTOpbIX BapuaHTaX peaNu3alfu KaXIblii HOCUTENb, pa3OaBUTENb WU
BCIIOMOTATEJIbHOE BELIECTBO SIBJISIETCS “TIPUEMJIEMBIM B TOM CMBICJIE€, YTO OH COBMECTUM
C IPYTUMH UHTPeNUeHTaMu (papMarieBTHYeCKONH KOMITO3UIIUU U HE BPEIEH ISl CYObeKTa.
Yacto (apmarieBTHUECKH TMPUEMJIEMbI HOCHUTENb TMPENCTaBjsieT co0oiM BomHbIA pH-
Oydepubiii pactBop. HekoTopble MpuUMepbl MaTE€pPHANOB, KOTOpPbIE MOTYT CJYKHTh B
KauecTBe (bapMareBTUYeCKH-TIPUEMIIEMBIX HOCUTEJIEH, pazbaBuTeneli  wiH
BCIIOMOTaTEJIbHBIX BEIIECTB, BKJIIOYAIOT, CTEPUJIbHYKO Boay, Oydepbl, Hampumep,
dochaTHo-coneBoli Oy epHbIN pacTBOpP, caxapa, TAKUE KaK JIAKTO3a, TJIF0K03a, TPErauio3a
U caxapos3a; KpaxMalibl, TaKHe KaK KyKYpPY3HBbIH KpaxMall U KapTo(esbHBIA Kpaxmal,
LEJUTFOJIO3Y W €€ TMPOU3BOAHBIE, TaKHWe Kak KapOOKCHMETWIILEIUTF0IO3a HATPHs,
STHIILIENJIIONIO03a U alleTaT LEeJUTIOJIO3bl;, U3MEJIbUeHHBIH B MOPOLIOK TPAarakaHT, COJIOJ;
JKEJIaTHH, TAJIbK; BCTIOMOTaTeJIbHbIE BEIECTBA, TAKUE KaK MACJIO KAKa0 U CYMITO3UTOPHBIE
BOCKH, Macjia, TaKHe KaK apaxHhCOBOE MAacCJO, XJIOIKOBOE MAacio, caiopoBOe Macio,
KYH)XyTHO€ MAacJo, OJMBKOBOE MAacjo, KyKypy3HOE€ MacjO U COEBOE€ Maclo, TJIMKOIH,
TaKhe KakK TMPOIMWICHINIUKOJb, TOJHONbI, TaKHe KaK TJIHIEPUH, COPOUT, MaHHUT U
MOJTMA TUJICHTJIMKOJIb, 3(UPBI, TaKhe Kak STHJIONeAT W JITWUIAypar, arap, OydepHble

BEIIECTBA, TAKHUEC KAK THAPOKCUA Mardus U THAPOKCUT aJTIOMUHUA, aJIbIT'MHOBYHO KUCJIOTY,
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ANMPOreHHYI0 BOJAY, M30TOHHYECKUI COJIEBOM pPacTBOpP, pacTBOp PuHrepa; 3TUIOBBIN
cnupt; pactBopbl (ocdarHoro Oydepa, aMUHOKHCIOTHI (HANPUMEpP, 3aPsDKEHHbIE
AMHMHOKHCIIOTBI, BKJIFOYasi, 0e3 OrpaHMYEHHs, acTiapTaT, aclaparty, IiyTamar, IIyTaMyH,
TUCTUIINH, JIN3UH), U IPyTHe HETOKCUYHbIE COBMECTHMBIC BELIECTBA, HUCIOJIb3YEMbIE B
¢dapmanepTuueckux cocraBax. CMayMBaIOIUE areHTbl, 3MYJbIaTOPbl M JyOpPUKAHTBHI,
TaKMe Kak JaypwicynbdaT HAaTpUs M CTeapaT MarHus, a TaKKe Kpacsllhe areHTH,
pa3enuTenbHble areHThl, MOKPBIBAKOLIINE areHTBhl, MOJCIALIUBAOLIHE,
apoOMaTU3UPYIOIINE U OTAYIINBAIOLINE areHTbl, KOHCEPBAHTHI U AHTHOKCHUIAHTBI TaKKe

MOT'YT IPUCYTCTBOBATb B KOMITO3ULIUSIX.

[0169] CocraB u crocoObl AOCTaBKU (PapMarieBTHUECKUX KOMIIO3HMLIMMA, KaK IPaBHIIO,
Oynyr npucnocoOneHbl A MecTa U 3a0oieBaHusi, OT Kortoporo Jjedar. Ilpumepsr
COCTaBOB  BKJIOYAIOT, HO HE OrPaHHWYEHbl COCTABAMH, MOAXOMSLIMMHU  JJIs
NAPEHTEPAJbHOTO  BBENEHHs, HANpPUMEpP, BHYTPUBEHHOIO, HHTPAAPTEPUAIBHOTO,
BHYTPUMBILIEYHOTO W TIOZIKOXKHOTO BBE/ICHUS, BKJIFOUasi COCTaBHI,
WHKAICYJIMPOBAaHHbIE B MHLEIUIBL, JIUIIOCOMBI WJIM KamnCyjbl Ui BBICBOOOXKIEHHS
JIEKaPCTBEHHOT'O CpPEeACTBAa (AKTHBHBIE areHThl COAEPIKATCs BHYTPU OHOCOBMECTHMOTO
HOKPBITUS, Pa3pabOTaHHOrO JUI MEIJIEHHOTO BBICBOOOXIEHHMS), NPOIJIaThIBAEMbIE
COCTaBbI, COCTaBbI JJIsI TOMMYECKOTO MPUMEHEHUs, TAKHe KaK KPEeMbl, Ma3u U TeJH; U

APYyru€ COCTaBbl, TAKHC KaK HHIaJIATOPBI, a3PO30JIU U CITPEU.

CnocoObl IPUMEHEHUSL.,

[0170] B  mHacrosiieM  M300peTEHHMH  TPEUIOKEHbI  CIMOCOOBI  JICYEHUS  WJIH
npenorspamiennss BUYU-uHpeknmyu mnu CXOAHBIX 3a00N€BaHUN WM PACCTPOUCTB Y
HY KIAIOIIErocs B 3TOM CyObekTa (HarmpuMep, 4elIOBeKa), BKIIIOYAOLIHE MPEIOCTABICHHIE
HY KIAOIIEMYCSl B 3TOM CYObeKTy 3(()EeKTHBHOIO KOJUYECTBA AHTUTENA WUJIH aHTHTE],
ONHUCAHHBIX B JIAHHON 3asBKE, WJIM TOJHHYKJIEOTHUIA, KOOUPYIOIIETO AHTUTENO WM
aHTuTena. B maHHON 3asBKe TepMHH “3(PEeKTHBHOE KOJMUYECTBO B KOHTEKCTE BBEICHUSI
Teparmuu CyOBEKTY OTHOCHUTCSI K KOJHWYECTBY TEpPalu{, KOTOPOE NPUBOOUT K
JKEJATeTbHOMY NPOPUIAKTHIECKOMY HITH TepaneBTrHueckoMy 3¢ dexty. Ilommuykneorun
MOXET TMPUCYTCTBOBATh B BEKTOpPE, HAMPUMEpP, BHPYCHOM BeKTOpe. B HEKOTOpBIX
BapHAHTAaX PeaJH3alru CXOMHOe 3a00JieBaHNE WM PACcCTPOICTBO BbI3BAHO MH(peKunei
BUY. B gpyrux BapuaHTax peaju3alyd OHO MPENCTaBysier co0Oi  CHHAPOM
npuodperennoro nmmyHoneduimra (CITHM/]). B HekoTOphIX BapHaHTaX peau3alyu
CyOBEKT NpencTaBisieT COOOH BHPYCOJNOTHYECKH yrHeTeHHoe uH(uiupoBanHoe BIY

MIJICKOIMUTAOIIECC, TOTAd KaK B APYIrMX BapUaHTax pEain3aliun CY6’beKT npeaACTABIICT
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co0oii He TojTy4aBIee jJeueHue nHpupposannoe BUY muekonuraromiee. B HekoTOphIX
BApUAHTAX peajn3alMd y HE IOJNyYaBIIEro JieYeHHE CYOBEKTa BHPYCHAs Harpyska
coctapiasser or 10° mo 10° komuii/My, U B HEKOTOPHIX BAPUAHTAX PEATU3ALUU Y
BUPYCOJIOTHYECKH YTHETEHHOro CyOBeKTa BHpYCHas Harpy3ka cocrtaBimier < 50
konuii/mi. B gpyrom BapuaHTe peanm3alMM CyObEKT MpPEACTaBIsieT COOOMH
MJIEKONIUTAOIIIEE, HATIPUMED, YeJOBEeKa. B HEKOTOPBIX BapHaHTax peajn3aluy y CyObeKTa
Obuta nmuarHoctuposana nHpexkuus BUY, nanpumep, BUY-1 nnu BUY-2, nmm cxomHoe
3aboneBaHue win pacctpoiictBo, Hanpumep, CITU], wiu CUUTArOT, YTO Y HErO €CTh PUCK
passutus nHpexkuun BUY, nanpumep, BUY-1 nnu BUY-2, unn cxonHoro 3aboneBaHus
win paccrporictsa, Hanpumep, CITM]]. CyObekTsl, IMeroIue pUCK Pa3BUTUS CBI3aHHBIX
¢ BHY 3aboneBanuii unm pacCTpONCTB, BKIFOYAIOT MALIMEHTOB, Y KOTOPBIX ObUT KOHTAKT
¢ MHQUIMPOBAHHBIM HHAMBUAOM HIIH KOTOpBIe KOHTakTUpoBaiu ¢ BUY npyrum obpazom.
BBenenne mnpoduIaKTHYECKOrO areHta MOXKET TNPOUCXOAHNTh TMepen MpOsIBICHHEM
CHMIITOMOB, XapakTepHbIX AJis cBsizanHoro ¢ BUU 3aboneBanus mim paccTpoiicTBa, Tak
41O 3200J1€BaHIE UM PACCTPONUCTBO MPEAOTBPALIAETCS WIH, B KAYECTBE aJIbTEPHATUBEI,
3aJI€P;KUBAETCS €ro MPOrpeccupoBaHue. B HEKOTOPBIX BapHaHTaX pealnu3aluyd aHTUTEIIO
WIH €r0 aHTHIeHCBsI3bIBaroIIuil hparmeHt comepsxut obmacta CDR VH u obmactu CDR
VL, umeroiue nocnenosaTenbHoCcTH, npeactasieHHble B SEQ ID NO: 137, 138, 139, 140,
141 u 142, cooTBeTCTBEHHO. B HEKOTOpBIX BapuaHTaxX pealu3ali aHTUTENIO WIH €ro
aHTUTeHCBs3bIBAIOIMEH (pparmeHT comepxkut obmactu CDR VH u obmactu CDR VL,
UMEIO LI MocienoBaTebHOCTH, peacTasiaeHHbie B SEQ ID NO: 137, 138, 139, 140, 141
u 142, coorBercTBeHHO, U comepxkut VH, xotopass mo menbweidi mepe Ha 80%, 1o
MeHbIel mepe Ha 85%, mo menblueil mepe Ha 90%, mo mMeHbiueil mepe Ha 91%, mo
MeHbIel mepe Ha 92%, mo meHbluell mepe Ha 93%, mo MeHbiueil mepe Ha 94%, mo
MeHbIel mepe Ha 95%, mo meHbluell mepe Ha 96%, mo MeHblueil mepe Ha 97%, mo
MeHbluel mepe Ha 98%, mo menbiel mepe Ha 99%, Hanpumep, Ha 100%, uneHTUYHA
MOCJIEA0OBATEIbHOCTH aMHUHOKHCIIOT, nipenctasienHoi B SEQ ID NO: 477, u VL, koropast
no meHbinel mepe Ha 80%, nmo MeHbluel Mepe Ha 85%, mo MeHblIel Mepe Ha 90%, mo
MeHblel mepe Ha 91%, mo menslneill mepe Ha 92%, nmo mMeHbieil mepe Ha 93%, mo
MeHblel mepe Ha 94%, no menblueill mepe Ha 95%, mo MeHbleil mepe Ha 96%, mo
MeHbluel Mepe Ha 97%, mo menblel mepe Ha 98%, Mo MeHbiel Mepe Ha 99%, Hanpumep,
Ha 100%, uneHTHYHA MOCIENOBATEIbHOCTH aMUHOKHUCIIOT, nipeactasienHon B SEQ 1D
NO: 278. B HEeKOTOpBIX BapHaHTaX PeaTU3alNHi AHTUTEJIO HJIH €10 AHTUTEHCBS3bIBAIO UM
(dbparMeHT comepskuT nocienosarenbHOCTh VH, mpencrasneHnyro B SEQ ID NO: 477, u

nocienosarenbHocTh VL, npeacrasnennyto B SEQ ID NO: 278. B HeKOTOpbIX BapuaHTax
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peanu3alyy aHTUTENIO WM €r0 aHTHIeHCBS3BIBAIOIINN (DParMeHT CONEPKUT OOJacTH
CDR VH u obnactu CDR VL, umeromre mocieaoBaTeIbHOCTH, pencTaBieHHbie B SEQ
ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U CONEPKUT TIKEJYIO LIETb,
KOoTOpas o MeHblueil Mepe Ha 80%, no meHblel Mepe Ha 85%, MO MeHbIIEH Mepe Ha
90%, no meHblueit mepe Ha 91%, no MenbIIel Mepe Ha 92%, no MeHbLel Mepe Ha 93 %,
no MeHbluell Mepe Ha 94%, no MeHblIel Mepe Ha 95%, mo MeHblIeld Mepe Ha 96%, nmo
MeHblLIel Mepe Ha 97%, no meHblel mepe Ha 98%, o MeHbLel Mepe Ha 99%, Hanpumep,
Ha 100%, uneHTHYHA MOCIENOBATENbHOCTH aMUHOKUCIIOT, npeacTaBienHon B SEQ 1D
NO: 529, u nerxyo nens, koropas o MeHblueil Mepe Ha 80%, o MeHblel Mepe Ha 85%,
no meHbiueil mepe Ha 90%, no MeHbuIel Mepe Ha 91%, mo MeHblIel Mepe Ha 92%, no
MeHbled mepe Ha 93%, mo menbluell mepe Ha 94%, mo MeHbleil mepe Ha 95%, mo
MeHblIell mepe Ha 96%, mo MeHblueil Mepe Ha 97%, mo MeHblueill Mepe Ha 98%, mo
MeHbllell Mepe Ha 99%, Hampumep, Ha 100%, umeHTHYHA MOCIENOBATEIbHOCTU
ammuHokucnot, npexncrasieHHod B SEQ ID NO: 103. B HekoTOpBIX BapuaHTax
peanM3alMM  AQHTUTENO WIM €ro aHTUICHCBSA3bIBAIOIIMN  (parMeHT COHEepPKUT
NOCJIEIOBATENbHOCTh  TsDKENIOW 1enu, npeacrasieHHyto B SEQ ID NO: 529, u

MOCJIEIOBATENbHOCTD JIETKOM 1emnu, npeacrasieHHyo B SEQ ID NO: 103.

[0171] Taxke TpensioKeHbl CIMOCOOBI  MPENOTBPALICHUS WA HWHCUOMPOBAHMSI
NOBBILIEHUsT TUTpa BUpyca BUY, penmkanmu Bupyca, nponudepanud BHPyCa WIH
xonnvectBa JIHK Bupyca BUY, JTHK nposupyca BHUU mnu Genka Bupyca BUY y
cyObekTa (Hampumep, y 4desioBeka). B ogHOM BapuaHTe peaiusaiuu Crocod BKJIFOYAET
NPENOCTABICHUE HYKIAIOMIEMYCsl B 3TOM CYOBEKTYy HEKOTOPOTO KOJMYECTBA AHTHTEJNA
WM QHTHUTEN (UM MX aHTUTeHCBS3bIBAIOINNX ()PArMEHTOB), OTIMCAHHBIX B JAHHOU 3asIBKE,
WIH TOJHMHYKJIEOTHIA, KOAWUPYIOIIErO0 AaHTHTENO WM  aHTUTena (WM UX
AHTUTEHCBs3bIBAIOINNE (pparMeHThl), 3PpHEKTUBHOrO ISl MPEIOTBPALLIEHHS MOBBIIIEHHS
tutpa BUY, perumkaimu Bupyca win konmdectsa Oenka BUY omHoro wmm Gonee
mraMMoB 1H u30ssiToB BUU y cyObekTa. B HEKOTOPBIX BapHaHTaxX peav3aiuy Crocod
JONOJIHUTENIbHO BKJIFOYaeT u3Mepenue konmmdectBa JIHK wim Oenka Bupyca wim
nposupyca BUY B ogmH wim Ooee MOMEHTOB BPEMEHH, HANPUMEpP, O U IOCTe
NPENOCTABIICHUS CYOBEKTY aHTUTEINA HIIH AHTHTEN COTJIACHO HACTOSIIIEMY H300PETEHHIO.
CrniocoGer 1 Guomapkeps! anst onpenenenust koimnuectsa JJHK wmm Genka Bupyca uim
nposupyca BHUY y cyObpekTa M3BECTHBI U AOCTYIHBI B JAHHOW OOJACTH W OMHCAHBI,
Harpumep, B Siliciano, J.D. u ap., Curr Opin. HIV AIDS, 5(6):491-7 (2010), u Rouzioux,
C. u np., Curr Opin HIV AIDS, 8(3):170-5 (2013).
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[0172] B HexkoTOpOM acmekre aHTUTENO WM aHTUTENa COIVIACHO HAaCTOSILIEMY
M300PETeHNI0 MOKHO MPHUMEHSITh, HANPUMEp, B CIIOCO0AX WHTUOMPOBAHHSI HEKOTOPBIX
BHUPYCOB, TakuX Kak u3onsitel BUY, omucaHHbIe B TaHHOH 3asiBKe, MPO(PIIIAKTUIECKOTO
WHrUOUPOBAHMS WJTH MPENOTBpaIeHsT NHOEKIMiI HEKOTOPBIMHI BUPYCaMH, TAKAMH KaK
n3onsaTel BUY, onucanHbple B JaHHOW 3asiBKE, JETEKTUPOBAHMUS HEKOTOPBIX BHUPYCOB,
TaKUX Kak Kak u3oisitel BUY, onucaHHble B JaHHOW 3asiBKe, B 00pasiie, UHrHONPOBaHUS
HEKOTOPBIX BHUPYCOB, TakuxX Kak u3ossATbl BUY, onucaHHble B NaHHOW 3asiBKE, WIIU
JUArHOCTUKHU HEKOTOPBIX BUPYCOB, TaKMX Kak Kak u3onATel BUY, onucannbie B JaHHON

3asABKEC.

[0173] Jlns neueHust in Vivo MJIEKOITUTAIOLIETO CyObeKTa, HalpuMep, JoaeH, CyObeKTy
MO>KHO BBOJAWTH WJIM MPENOCTABUTH (PapMAIEBTHUECKYI0 KOMIIO3HLIMIO, COAEPIKALIYIO
AHTUTEJIO WU AHTUTENA, OMTMCAHHbIE B JaHHOU 3asiBke. [Ipu npuMeHnenuu A1 Tepanuu in
VIVO aHTUTENIO WIM AHTHTENa, OMHCAHHBbIE B MAHHOW 3asiBKE, OOBIYHO BBOAST WU
NPENOCTABISIIOT TMALMEHTY B TEpaneBTHYeCKH J(PQPEKTUBHBIX KojudyecTBax (T.e.,
KOJINYECTBAX, KOTOPBIE YCTPAHSIOT WK CHUKAIOT BUPYCHYIO HArpy3Ky W/HIIH pe3epByap
BUpyCa y TMalMeHTa). AHTUTeNa BBONAT WIM NPEIOCTABISIIOT MIIEKOMHUTAKOIEMY
CyOBEKTY, HAIIPUMED, YEIOBEKY, B COOTBETCTBUH C U3BECTHBIMU CITOCOOAMU, TAKMMH KaK,
HO HE OrpaHMYMBAsCb BHYTPUBEHHBIM BBEICHUEM, HANpUMep, B Buae OOM0OCa WM
HETIPEPBIBHON MH(Y3UU B T€YEHHE HEKOTOPOIrO MEPHUOIa BPEMEHH, BHYTPUMBIIICYHBIM,
HMHTpanepuTOHEAbHbIM, BHYTPUCIIMHHOMO3IOBBIM, TOAKOKHBIM, BHYTPHUCYCTaBHBIM,
BHYTPUCHHOBHUAJIbHBIM,  HMHTPATEKaJbHbIM,  ME€POpPajbHbIM,  TOMHYECKUM WU
WHTAJIIUOHHBIM TyTSAMH. AHTUTENAa MOXXHO BBOAUTH TAPEHTEPAbHO, KOrAa 3TO
BO3MOJKHO, B 00JacTh LENEeBOH KJIETKU, WIM BHYTPUBEHHO. B OmHOM BapuaHTe
peaj3aliy BBeISHE aHTUTENIA W aHTHTE CyOBEKTY OCYINECTBJISIFOT BHYTPUBEHHBIM
nyreM. B apyrom BapuaHTe peain3allud BBEIEHUE AHTHUTENA WA AHTUTENT CYOBbeKTy
OCYLUECTBJIAKOT MOJAKOXXHBIM MNyTeM. B JOMOJHUTENBbHBIX BapuUaHTax peaju3aluiu
(hapMareBTHYECKIe KOMITO3UIIUK COTJIACHO HACTOSIIEMY U300PETEHUIO BBOMSIT CYOBEKTY

CUCTEMHO, NAPCHTEPAJIbHO UM MECTHO.

[0174] B HekoTOphIX BapuaHTax peain3alliid B HACTOSIIEM H300pPETeHHH MPeNJIOoKeH
cnocod neuenus BUYU-uH(pekmu, BKIIOYAIOIIUN BBEISHUE HYKIAIOMIEMYCS B 3TOM
YeJIOBeKy TepamneBTHUeCKH 3(P()EeKTUBHOrO KOJUYECTBA AHTUTENA WM aHTHUTE],
ONMCAHHBIX B JAHHOW 3asBKe. B HEKOTOpPBIX BapHaHTaxX peaM3allii B HACTOALIEM

M300peTeHnU TpeUIoKeH crnocod mnpenorspamenns BUY-unexkunn, BKITFOUAROLIUH
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BBCACHUE HYKAAOIIEMYCs B 5TOM HEJIOBCKY TCPANICBTUYCCKU 3(1)(1)6KTI/IBHOFO KOJIM4YECTBA

AHTUTECIIA WM aHTUTECII, OIMMCAHHBIX B HaHHOﬁ 3asBKE.

KoMOuHupoBanHas Tepamnusi.

[0175] B HekoTOphIX BapuaHTax peai3allid B HACTOSIIEM H300pPETeHHH MPeNyIOoiKeH
crnoco0 eueHus (HampuMep, BKIIIOYasi JUTUTENbHOE WIH MPOAOJIKUTEIBHOE MOABICHHUE )
wn npenotepamenns BUYU-ungexuun y cyObekTa-dyenoBeka, y kotoporo ecte BIU-
uHpekuns wim puck ee passutus. Criocod BKIIOYAET BBEAEHHE CYOBEKTY-UEOBEKY
TepaneBTHYeCKH 3P (EKTUBHOrO KOJIMYECTBA AHTUTENA WM AHTUTEJN, OMHCAHHBIX B
IaHHOW 3asBKe, WIM HX (PapMaLEeBTUUYECKOH KOMIIO3ULMH, B KOMOHMHAaLUH C
TepaneBTHYeCkd 3PPEKTUBHBIM KOJIMYECTBOM OIHOTO MM Oosee (Hampumep, OAHOTO,
IBYX, TPeX, ONHOTO WM JBYX, WIH OT OAHOTO JO TpeX) MAOMOJHHUTEIbHBIX
TEpaneBTUYECKUX areHTOB. B HEKOTOpPBIX BapHaHTaxX peaju3allid aHTUTENO UM €ro
aHTUreHcBs3bBatonmi parment coxepxkur odnactu CDR VH u obmactu CDR VL,
UMeIoIIMe ocieoBarebHocTy, penctasneHHble B SEQ ID NO: 137, 138, 139, 140, 141
u 142, coorBercTBeHHO. B HEKOTOPBIX BapuUaHTaxX pealu3alud AHTUTENO WU €ro
aHTUreHcBs3bBatonmi parment coxepkur odnactu CDR VH u obmactu CDR VL,
UMero1Ie rocyieaoBaTeabHocTH, npeacrasneHHble B SEQ ID NO: 137, 138, 139, 140, 141
u 142, coorBercTBeHHO, U comepxkutr VH, koropas mo menbineii mepe Ha 80%, 1o
MeHbIel mepe Ha 85%, mo meHbliell mepe Ha 90%, mo meHbiuei mepe Ha 91%, mo
MeHbIel mepe Ha 92%, mo meHbluell Mepe Ha 93%, mo MeHbluei mepe Ha 94%, mo
MeHbIel mepe Ha 95%, mo meHblueill mepe Ha 96%, mo MeHbluei mepe Ha 97%, mo
MeHbIel mepe Ha 98%, mo meHbiuell Mepe Ha 99%, Hanpumep, Ha 100%, uneHTudHa
MOCJIEA0OBATEIbHOCTH aMUHOKHCIIOT, nipeactasiernno B SEQ ID NO: 477, u VL, koropasi
no meHbinell mepe Ha 80%, no MeHbiuel Mepe Ha 85%, mo MeHblIel Mepe Ha 90%, o
MeHbIel mepe Ha 91%, mo menslneidi mepe Ha 92%, nmo MeHbiueil mepe Ha 93%, mo
MeHbIel mepe Ha 94%, no meHblueill mepe Ha 95%, mo MeHbluell mepe Ha 96%, mo
MeHblLIel Mepe Ha 97%, mo meHbluel mepe Ha 98%, Mo meHbiel Mepe Ha 99%, Hanpumep,
Ha 100%, uneHTHYHA MOCIENOBATEIPHOCTH aMUHOKHUCIIOT, nipeacTtasienHon B SEQ 1D
NO: 278. B HEeKOTOpBIX BapHaHTaX PeATU3aNHi AHTUTEJIO HIJIH €10 AaHTUTEHCBS3bIBAIO UM
(dbparMeHT comepskuT nocienosatenbHOCTh VH, mpencrasnennyo B SEQ ID NO: 477, u
nocinenosarenbHocTh VL, npencrasnennyto B SEQ ID NO: 278. B HeKkoTOpbIX BapHaHTax
peanu3alny aHTUTENIO WM €r0 aHTHICHCBSA3BIBAIOIINN (PPArMEHT CONEpPKUT O0NIacTH
CDR VH u obnactu CDR VL, umeromre mocieqoBaTeIbHOCTH, ipeAcTaBiieHHbie B SEQ

ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U CONEPKUT TKEJYIO LIEIb,
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KOTOpas o MeHblueil mepe Ha 80%, no meHbluel Mepe Ha 85%, Mo MeHbIIel Mepe Ha
90%, no meHbleit mepe Ha 91%, o meHbIel Mepe Ha 92%, no MeHbLuel Mepe Ha 93 %,
no MeHbilell Mepe Ha 94%, o MeHblIel Mepe Ha 95%, mo MeHblIeld Mepe Ha 96%, mo
MeHblLIel Mepe Ha 97%, no menblel mepe Ha 98%, o MeHbLel Mepe Ha 99%, Hanpumep,
Ha 100%, uneHTHYHA MOCNENOBAaTEIbHOCTH aMUHOKHUCIIOT, nipeacTasienHon B SEQ 1D
NO: 529, u nerkyro 1ens, Koropas no MeHblueil Mepe Ha 80%, o MeHbliel Mepe Ha 85%,
no meHbiueil mepe Ha 90%, o MeHblIel Mepe Ha 91%, mo MeHblIel Mepe Ha 92%, mo
MeHbled mepe Ha 93%, mo menblueill mepe Ha 94%, mo MeHbliei mepe Ha 95%, mo
MeHbled mepe Ha 96%, no menbluell mepe Ha 97%, nmo MeHblieil mepe Ha 98%, mo
MeHblIed Mepe Ha 99%, nampumep, Ha 100%, wuaeHTHYHA ©OCIENOBATENBHOCTH
amuHOKUcCHoT, npeacrasieHHoi B SEQ ID NO: 103. B HekOTOphIX BapHaHTax
peanu3aliy  AaHTUTEJIO WM €ro AaHTUIeHCBS3BIBAIOIIUN  (PAarMeHT  CONEPIKUT
MOCJIeIOBATEIbHOCTh TsDKENoW 1ernu, mnpeactrasieHHyro B SEQ ID NO: 529, u
NIOCJIeIOBATENbHOCTD JIETKOM Lernu, npeacrasieHHyo B SEQ ID NO: 103. B oxHom
BApUAHTE peaNu3aluy mnpemioxkeH crnocod nedeHuss BHUU-undexkumn y cyObekra-
4eoBeKa ¢ MH(EKIMeH WM PUCKOM pa3BUTHs MH(EKLMH, YKa3aHHBIHA CIOCO0 BKIIOYAET
BBEJICHHE CYOBEKTY-4elOBEKY TepaneBTHYeCKH >(PQPEeKTHBHOrO KOJINYECTBA AHTHUTENA
VI aHTHUTEJI, ONTMCAHHBIX B IAHHOM 3asiBKe, WM UX (hapMalleBTHYEeCKH PUEMIIEMOH COJIH
B KOMOMHAIIMM C TepamneBTUYECKU SPPEKTUBHBIM KOJIHUYECTBOM OFHOTO WK Oojee
(HampuMep, OIHOTO, IBYX, TPeX, OAHOTO WJIH JBYX, HJIA OT OJHOTO JO Tpex)
JOTIOJTHUTENIbHBIX TEPaleBTUYECKUX areHTOB. B HEKOTOphIX BapuaHTax peanu3aluu
nocjie OAHOrO WM Oojiee BBEIEHHH AHTHTENAa WJIM €ro aHTUTCHCBSI3bIBAIOIIIX
(parmMeHTOB, HEOO3aTENILHO C OJHIM WK OOJIee TOTIOTHUTEIbHBIMHI TEPATIEBTHUECKUMHU
areHramy, cyOwpekr He mnposiBisier cumntombl BUY wmm CIIMJ B orcyrcTBHE
antuperposupycHoii tepanun (APT) B TeueHne mo MeHbIned Mepe © MecCsLeB, MO
MeHbLIel Mepe 1 roga, mo MeHelIel Mepe 2 JieT, o MeHblned Mepe 3 siet win Oojee. B
HEKOTOPBIX BAPHAHTAX PEAM3aLMU TOCJIe OJHOrO WK OoJiee BBENEHHUI CBSI3bIBAIOLICH
MOJIEKYJIbI, Y CyOBEKTa BUPYCHAsI Harpy3Ka B KOMUSX/MIT KPOBH cocTaBjsier MeHee 500,
Haripumep, meHee 400, menee 300, menee 200, menee 100, menee 50 B oTCyTCTBHE
antuperposupycHoii teparun (APT) B TeueHne mo MeHbIned Mepe O MecCsLEB, IO

MeHbLIeH Mepe 1 rona, mo MeHbIel Mepe 2 JIeT, o MEeHbIIel Mepe 3 neT uim dosee.

[0176] MHO)€CTBO KJIMHUYECKUX HMCCJIENOBAHWUN HAa JAHHbIM MOMEHT MOKa3ajiH, 4TO
JeueHre nHUIMPOBaHHBIX BY MHIMBUIOB OTIENBHO HEUTPATM3YOIIUME aHTUTEIAMU

mupokoro crektpa paedicteusi (bNAb) mnpuBomMT K BpPEMEHHOMY TIONABJICHHIO
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YyBCTBHUTEJIbHBIX BUPYCOB C TIOCIENYIOIIUM OBICTPBIM Pa3MHOXXEHHEM YCTOWYHBBIX
BUPYCOB, MHOXECTBO U3 KOTOPBIX OKAa3aJUCb pPEIKUMH MPEACYLIECTBYIOIUMHU

BapUaHTaMU BUpPYyCa.

[0177] Panee ObUTO MOKa3aHO, YTO aHTUTENO A U aHTHTENO B Helrpanusyrot 96% u3 118
BUPYCOB M3 Pa3HbIX KJaj, uTo uccienosanu in vitro (Scheid u ap., Science, 333: 1633-
1637 (2011)). KunuHuueckne HCCIEAOBAHUS IOKA3ajd, 4YTO Yy MHOXKECTBA
uHpuIpoBaHHbIX BUY nanieHToB, KOTOPBIE MOTYyYa0T JIEYEHUE aHTUTEIIOM, BbISBIISIIH
penKHUe U NPEeACYLIECTBYIOIIME YCTOMYMBBIE KJIOHBL Aaxe eciau ux u3onsatel BUY u3
TUIa3Mbl OKa3aJluch 4yBCTBUTENbHBIMU K aHTUTeNy (Caskey u np., Nature, 522:487-491
(2016); Scheid u np., Nature, 535:556-560 (2016)). JlaHHBIE pe3yNbTaThl NPUBENU K
NPENIONIOKEHNIO, YTO AHTUTEIO A MOXET OBIThb MIMPOKOro NEHCTBUS, KOIZa ero
UCCIIENYIOT NMPoTUB M30JsiToB BHUY, cOOpaHHBIX M3 pa3MYHBIX MALMEHTOB (LIMPUHA Y
Pa3HbIX MALMEHTOB), HO HECMOTPsI Ha 3TO, OHO HE MOXKeT HelTpanuzoBaTh 100% u3onaTos

BUpPYCa BHYTPU OJHOTO Mal[MeHTa (IIUPHUHA Y OAHOTO MALUEHTa).

[0178] AmnTureno, uzsectHoe kak 10-1074, vacts munuu PGT121, u nonydeHHOE U3 TOTO
)K€ JOHOpPa M C AaHAJOTMYHON ULIMPUHON HEHUTpalIM3alMH, TAaKKe WCCIEeNOBAIN B
KknHuueckux ucnbiraHusax (Mouquet u ap., PNAS, 109:E3268-3277 (2012); Caskey u
ap., Nature Medicine, 23:185-191 (2017)). HsnawanpHO mnokasamu, yro 10-1074
HelTpanusyeT npuoan3uTesHo 66% u3 60 uccnenoBanHbXx BUPYCcoB ¢ ICS50 Hmke 50
Mkr/min (Mouquet u nap., PNAS (Beime)). Ucnbrranus 10-1074 mnokasanu, 4to y
MHO)X€CTBA MAaLMEHTOB, NONy4YuBIINX Tepanuio 10-1074, mpucyTCTBOBAIN yCTONYUBBIE
KJIOHBL, naxe koraa wuszonsatel BUY u3 mmasMbl Oka3anuch YyBCTBUTENBHBIMU K
ykazanHomy antuteny (Caskey m np. Nature Medicine (Bbiine)). JlaHHBII pe3yibTatT
yKa3blBa€T Ha TO, YTO Yy OOJBIIMHCTBA MAIMEHTOB MOIYT MPUCYTCTBOBATb PEIOKUE
NPEACYIIECTBYIOIME BapUaHThl BUpPyca, KOTOpble ycroiuuBel k 10-1074. ¥V nanHBIX
ycronuuBbIX K 10-1074 BapuaHTOB BBIIBUIM CONOCTABUMYK) YCTOMYMBOCTD PA3HBIX KJaJ
k PGTI121, uyto coriacyercsi ¢ OMM3KUM 3BOJFOLHMOHHBIM poacTBOM Mexay 10-1074 u
PGTI121. Tem He MeHee, MOYTH BCE U3 YCTONMYMBBIX BUPYCOB, BbIIEJIEHHBIX BO BpeMs
KIMHUYEeCKOro ucrbitanus 10-1074, ObuH 4yBCTBUTENBHBI K HEUTPATH3ALUHA AHTHTEIOM
A (Caskey u ap. (Bbite)). JlaHHBII pe3yJbTaT yKa3bIBaE€T HA TO, YTO KOMOMHUPOBAHHASI
TEpaIus aHTUTENAMH C IPUMEHEHNEM KOMITJIEMEHTapHbIX bNAb MoskeT mo3BoiHTh Ooee

TMOJIHBIM OXBAT BUPYCOB OAHOIO MaLlUEHTA.

[0179] IMpumensisi komOuHarmu bNADb, MOXHO NOOWUTBHCS TIOJHOTO OXBaTa BHPYCOB

OIHOTO ManMeHTa. B HEeKOTOpBIX BapHaHTaX pealn3alud KOMOMHUPOBAHHAS Teparvs
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BKJIFOYAET aHTHUTENO, copepxkatnee Takue ske CDR, VH, VL, VH u VL, Tsixenyto, erkyio,
WUTH TSDKEJTYEO M JIETKYIO LIETTH JIF0OOTO M3 aHTUTEI, OITUCAHHBIX B JAHHOU 3as1BKE, U APYTOe
anTuteno bNAb nporus BUY (T.e., HeliTpanu3yrolee aHTUTENO, KOTOPOe HEUTPaTu3yeT
MHOKeCTBO mTaMMoB Bupyca BUU-1). Pazmumunbie bNAb u3BecTHBI B aHHOH 00acTH, U
UX MOXKHO TPUMEHATh B HACTOsIEeM wu300pereHuH. lIpumepsl BKIIIOYWAIOT, HO HE
OTrpaHUYEHbI aHTUTENIaMH, oncaHHbIMU B aTeHTe CLIIA Ne 8673307, 9493549, 9783594,
WO02014/063059, WO02012/158948, WO2015/117008, u PCT/US2015/41272 wu
WO02017/096221, Bkmouas anturena 12A12, 12A21, NIH45-46, bANC131, 8ANC134,
1B2530, INC9, 8ANC195, 8ANC196, 10-259, 10-303, 10-410, 10- 847, 10-996, 10-1074,
10-1121, 10-1130, 10-1146, 10-1341, 10-1369 u 10-1074GM. JlononHUTEIbHbIE
NpUMephl BKJIIOYAIOT aHTUTeNa, onucanuele B Klein u np., Nature, 492(7427): 118-22
(2012), Horwitz u np., Proc Natl Acad Sci U S A, 110(41): 16538-43 (2013), Scheid u np.,
Science, 333 : 1633-1637 (2011), Scheid u np., Nature, 458:636-640 (2009), Eroshkin u
ap., Nucleic Acids Res., 42 (nHomep B 0aze manHbix): DI 133-9 (2014), Mascola u 1p.,
Immunol Rev., 254(1):225-44 (2013), takue xax 2FS, 4E10, M66.6, CAP206-CH12,
10E81 (Bce mu3 xoropeix ces3piBator MPER m3 gp4l), PG9, PG16, CHO1-04 (Bce u3
KOTOPBIX CB3bIBAIOT V1V2-rnukan), 2G12 (koTOpoe CBA3BIBAETCS C IIIMKAHOM BHEIITHETO
nomena); b12, HJ16, CH103-106, VRC01-03, VRC-PG04, 04b, VRC-CH30-34, 3BNC62,
3BNC89, 3BNC91, 3BNC95, 3BNC104, 3BNC176 u 8ANCI131 (Bce M3 KOTOPBIX

CBSI3BIBAIOTCS C CaliTOM cBsi3biBanust CDA4).

[0180] B HEKOTOpBIX BapHaHTax pealu3alyy AHTUTENA WM UX AHTUTCHCBS3BIBAIOLINE
(bparMeHTBI, OMICAHHBIE B JAHHOH 3asiBKE, KOMOMHHMPYIOT HJIM BBOIST COBMECTHO CO
BTOPBIM aHTUTEJIOM HJIH €r0 aHTUTCHCBSI3bIBAIOIIMM (DparMeHTOM (HampuMep, BTOPHIM
HEKOHKYPHUPYIOIIUM HEUTPAJM3YIOLUIMM aHTUTEJIOM IIHPOKOrO CIEKTpa JAeHCTBHS
(bNAD)), xoTOpO€ CBS3BIBAETCS C SMUTONOM WM y4acTKoM gpl20, BbIOpaHHBIM H3
IPYIBL, cocTosAe u3: (1) TpeTbeit BapuadbenpHol ety (V3) u/umm o01acTy ¢ BBICOKHM
comepKaHUEM MAaHHO3bI, COAEprKaIlel TNIMKAaH OJMIOMAaHHO3HOTO THIIA B TIOJIOKEHHU
N332; (i1) Bropoii Bapuadenbroii et (V2) u/unu Bepxymkn Tpumepa Env; (ii1) cTpika
gp120 u gp41 wmu (iv) 6e3monBHOI noBepxHOCTH gp 120. OnUCaHHbIE BBIIIE STTHUTOIbI HITH
obnactu gpl20, KOTOpBIE CBS3BIBAIOT HEHTPAIM3YIOIINE AHTHUTENA IIHPOKOrO CIEKTpa
neiictBus, onucansl, Hanpumep, B McCoy, Retrovirology (2018) 15:70; Sok u Burton, Nat
Immunol. 2018 19(11):1179-1188; Possas u np., Expert Opin Ther Pat. Hronp 2018 r;
28(7):551-560; u Stephenson u Barouch, Curr HIV/AIDS Rep (2016) 13:31-37, xoTopsie
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HAaCTOAIIUM MOJIHOCTBKO BKIIKOUCHBI B JAHHYIO 3adBKY MOCPEACTBOM CCBUIKUM BO BCEX

OTHOLICHUAX .

[0181] B HEKOTOpBIX BapHaHTaxX pealu3alyy aHTUTENA WIM UX AHTUTEHCBS3BbIBAKOLINE
(dparmMeHTBl, OMICAHHBIE B JAHHOH 3asBKE, KOMOMHHMPYIOT HJIM BBOIST COBMECTHO CO
BTOPBIM AHTUTEJIOM MM €r0 aHTUT€HCBS3bIBAIOIINM (pparMeHTOM (HarpuMep, BTOPhIM
HEKOHKYPHPYIOIIUM HEUTPAJIMU3YIOLIUM aHTUTEJOM LIMPOKOrO CHeKTpa JeHCTBUs
(bNAD)), xoropoe CBSI3BIBAE€TCS C OBOUTONOM WM ydacTkoM gpl20 B TpeThei
BapuadenpHol memie (V3) w/mimmu o0nacTé ¢ BBICOKMM CONEpP>KaHHEM MAaHHO3BI,
copep:kaliell IIMKaH OJJMTOMAHHO3HOTO TUMA B nojioxkeHnu N332, u comepxut obnactu
VH u VL u3 anTturena, BbIOpaHHOro U3 rpymmsl, cocroseit uz GS-9722, PGT-121.60,
PGT-121.66, PGT-121, PGT-122, PGT-123, PGT-124, PGT-125, PGT-126, PGT-128,
PGT-130, PGT-133, PGT-134, PGT-135, PGT-136, PGT-137, PGT-138, PGT-139, 10-
1074, VRC24, 2G12, BGI18, 354BG8, 354BG18, 354BG42, 354BG33, 354BG129,
354BG188, 354BG411, 354BG426, DH270.1, DH270.6, PGDM12, VRC41.01,
PGDM21, PCDN-33A, BF520.1 wu VRC29.03, wumu KOHKypuUpyeT C HUMHU.
JlononHuTENbHBIE HENTPAIU3YIOIINE AHTUTENA IIUPOKOrO CIEKTpa AEHCTBUSA, KOTOPbIE
cBsi3bIBatoTCs ¢ gpl120 B Tperbeli BapuadenvHOM netiie (V3) u/uiu 00aacTi ¢ BBICOKUM
CoZlep’)KaHUEM MAaHHO3bI, COIEepiKallel TIMKAaH OJIMTOMAaHHO3HOIO THUIA B TOJOKEHHUU
N332, u KOTOppIE MOXHO IPUMEHSATH B KadecTBe BTOPOIO AaHTHUTENA WIH €ro
AHTUTEHCBS3BIBAIOLIETO (parMeHTa, ommcaHbl, Hampumep, B WO 2012/030904, WO
2014/063059; WO 2016/149698; WO 2017/106346; WO 2018/075564, WO 2018/125813
u WO 2018/237148, conepkaHuUs1 KOTOPBIX HACTOSIIIMM MTOJTHOCTHEO BKJIFOYEHBI B JAHHYIO

3a4BKY NOCPEACTBOM CCBIJIKK BO BCEX OTHOLICHUAX.

[0182] B HekoTOphIX BapuaHTaxX peau3alid KOMOWHUPOBAHHAS Teparusl BKJFOYAET
antuteno, comepxamee takue ske CDR, VH, VL, VH u VL, Tspkenyro, JNerkyro uiu
TSDKENYIO M JIETKYIO LT, KaK U JII00Oe M3 aHTHTEJN, OMHCAHHBIX B JAHHOW 3asiBKE, U
apyroe anrureno nporus BUY (manpumep, GS-9722, PGT-121.60, PGT-121.66, PGT-
121, PGT-122, PGT-123, PGT-124, PGT-133 umu PGT-134), conepxainee Takue ke
CDR, VH, VL, VH u VL, TspKeNyt0, JIETKYIO WU TSDKEYIO U JIETKYIO IIeTH, KakK U JI0oe
u3 anturen w3 tabmun 1 m 2 B US2017/0190763A1. [lanHble yIy4IIEHHBIE WIIH
onTUMU3UpoBaHHble BapuaHTel PGT121 obOnamaroT  yiydlIeHHBIMH —MOZOOHBIMU
JEKapCTBEHHbIM  CPEICTBaM  CBOMCTBaMM,  IOHMXXEHHOW  HMMMYHOI€HHOCTBIO,
nobiieHHod A3KL] u mopxomsmumu (papMakOKWHETHYECKHUMH CBOMCTBaMHU. bbuio

MOKA3aHO, YTO TaKWe AHTHTENA CBS3bIBAOTCS C TIIMKOMPOTEMHOM oOosnouku BHY,
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SKCIIPECCHPOBAHHBIM HA IMOBEPXHOCTH BHUPHUOHA MM WH(HUIUPOBAHHBIX KJIETOK, U
OIOCPENYIOT KaK HENMOCPENCTBEHHYI HEHTpaiu3aluio BUpyca, Tak H 3(p¢eKkTusHOe
YHUYTOKEHUE AaHHbIX KieTok nocpeactBoM NK, monommtoB u MKIIK. [lanHoe
CBOWMCTBO MO3BOJISIET aHTHUTENaM JieunTh BUU-uH(peKnu myteM HeWTpau3alii BUPYCa,
U TaKkKe YHUYTOXKEHHUs W YCTpaHeHHus JaTeHTHO uHpuuupoBaHHbXx BHY kieTok y
UH(UIMPOBAHHBIX MHAWBUAOB, MOTEHLHUAIBHO MPHUBOIS K CTEPWIHM3YIOLIEMY JICUYSHHIO

BHUY.

[0183] B onHOM BapuaHTe peann3zanny KOMOWHHUPOBAHHAS TEPATUS BKIIFOYAET aHTHTEJIO,
conepxaiee takue ke CDR, VH, VL, VH u VL, Tskenyro, Nerkyro WiIn TSKENYH U
JIETKYIO0 LT, Kak M JIFo0Oe U3 aHTUTEN, ONMHMCAHHBIX B JAHHOM 3asBKE, U AHTUTEIO,
copepxawee takue ke CDR, VH, VL, VH u VL, Tsixenyro, Nerkyro WiIn TSKENYH U

JICTKYIO ICIH, KaK U aHTHUTEJIO C YKAa3aHHBIMH HHUXKE MMOCTICAO0BATCIIbHOCTAMM !

Tsokenas uenb QMQLQESGPGLVKPSETLSLTCSVSGASISDSYWSWIRRSPGKGLEWIGY
VHKSGDTNYNPSLKSRVHLSLDTSKNQVSLSLTGVTAADSGKYYCARTLH
GRRIYGIVAFNEWFTYFYMDVWGTGTQVTVSSASTKGPSVFPLAPSSKSTS
GGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVT
VPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPLPEEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVLHEALHSHYTQKS
LSLSPGK (SEQ ID NO: 443)

(VH noguepkHyTa)

CDR1 tspkenon uenun, | DSYWS (SEQ ID NO: 444)
no Kabary

CDR2 1spkenoit uenu, | YYHKSGDTNYNPSLKS (SEQ ID NO: 445)
no Kabary

CDR3 T1skenon yenu, | TLHGRRIYGIVAFNEWFTYFYMDV (SEQ ID NO: 446)
no Kabary

Jlerkasa uenb SDISVAPGETARISCGEKSLGSRAVOQWYQHRAGQAPSLITYNNQDRPSGIP
ERFSGSPDSRPGTTATLTITSVEAGDEADYYCHIWDSRVPTKWVFGGGTTL
TVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADSSP
VKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEK
TVAPTECS (SEQ ID NO: 447)

(VL nog4vepkHyTa)

CDR1 nerkoii uenu, GEKSLGSRAVQ (SEQ ID NO: 448)
no Kabary

CDR2 nierkoii Lenu, NNQDRPS (SEQ ID NO: 449)

no Kabary
CDR3 nierkoii Lemnu, HIWDSRVPTKWYV (SEQ ID NO: 450)
no Kabary
[0184] B onHOM BapuaHTe peanu3anui KOMOMHUPOBAHHAS TEPATHSI BKIIFOUAET AHTUTEIO,

conepxainee takue ke CDR, VH, VL, VH u VL, Tspxenyro, JEerkyro Wid TSHKENYIO U
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JETKYIO0 LeMH, Kak M JFo00oe M3 aHTUTEN, OMHMCAHHBIX B JAHHON 3asiBKE, M AHTHUTEIO,
conepxaiee takue ke CDR, VH, VL, VH u VL, Tsokenyro, Nerkyro Wi TsDKENYH U
JIETKYI0 LeNU, KaKk M Jpyrue NOMNOJHUTeNbHble aHTHTena npotuB BUY, Takue kak
onucannble B US2017/0190763. B HEKOTOPBIX BapHaHTAX peaU3aliy JOMOIHUTEIbHbIE
antuTena nporus BUY Brurogarot antuteno, conepxkamee VH (vmu moxenoit) u VL (unm

JIETKO) 1eTel, MPeaCTaBIeHHBIX HIKE:
[0185] Tsixenast uens (VH moguepkHyTa):

OMOLOESGPGLVKPSETLSLTCSVSGASISDSYWSWIRRSPGKGLEWIGYVHKSGDTNYNPSLK
SRVHLSLDTSKNQVSLSLTGVTAADSGKYYCARTLHGRRIYGIVAFNEWFTYFYMDVWGTGTQV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALT SGVHTEFPAVLOSS
GLYSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVE
LFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSV
LTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWQOGNVESCSVLHEALH
SHYTQKSLSLSPGK (SEQ ID NO: 454)

[0186] Jlerkas uens (VL moguepkuyTa):

SDISVAPGETARISCGEKSLGSRAVOWYQHRAGOAPSLITYNNQDRPSGIPERFSGSPDY
RPGTTATLTITSVEAGDEADYYCHIWDSRVPTKWVEGGGTTLTVLGOQPKAAPSVTLEPPS
SEELOANKATLVCLISDEFYPGAVIVAWKADS SPVKAGVETTTPSKOSNNKYAASSYLSLT
PEQWKSHRSYSCQVTHEGSTVEKTVAPTECS (SEQ ID NO: 455)

[0187] B onHOM BapuaHTe peanu3anuyd KOMOMHUPOBAHHAS TEPATIUSI BKIFOYAET aHTHTEJIO,
conepxainee takue ke CDR, VH, VL, VH u VL, Tspkenyro, NErkyro WIH TSKENYI0 U
JIETKYIO0 LIeTH, KaK M Jro00oe W3 aHTUTEN, OMHCAHHBIX B JAHHOW 3asiBKE, M AHTHUTEJO,
conepxaiee takue ke CDR, VH, VL, VH u VL, Tsbxenyro, Nerkyro Wi TSOKENyI U
JIETKYIO LenH, Kak U apyroe antuteno nporus BUY, Tsokenas nernb KOTOPOro umeer
MOCJIEA0OBATEILHOCTh aMUHOKHCTIOT, ipeacTaBieHHyo B SEQ ID NO: 40, u nerkas nemnb

KOTOPOrO MMEET MOCIIeI0BATEIbHOCTb AMHHOKHCIIOT, TIPEICTABICHHYO HIKE:!
[0188] Jlerkast uens (VL mog4yepkHyTa):

SDISVAPGETARISCGEKSLGSRAVOWYQHRAGOAPSLITYNNODRPSGIPEREFSGSPDFE
RPGTTATLTITSVEAGDEADYYCHIWDSRVPTKWVEGGGTTLTVLGOPKAAPSVTLEPPS
SEELOANKATLVCLISDEYPGAVTVAWKADS SPVKAGVETTTPSKOSNNKYAASSYLSLT
PEQWKSHRSYSCQVTHEGSTVEKTVAPTECS (SEQ ID NO: 4506)

[0189] B onHOM BapuaHTe peanu3alnnyd KOMOWHUPOBAHHAS TEPATIUSI BKIIFOYAET aHTHTEJIO,
conepxamee takue ke CDR, VH, VL, VH u VL, Tsoxenyro, Jerkyro WM TSHKEIYI0 U
JIETKYIO LIeTH, KaKk U JI0OOe M3 aHTUTEJ, OMHCAHHBIX B JAHHOW 3asBKE, U aHTUTEJO,
conepxaiee takue ke CDR, VH, VL, VH u VL, Tspkenyro, JErkyro WIH TsDKENYI U

JICTKYIO ICIMH, KaK U aHTUTEJIA, OTTUCAHHBIC HUXKE!
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Ob6o3HayeHune KnoHa

PGT121.42 higG1/h nambaa

Taxenasa uenb

(VH nogyepkHyTa)

QMQLQESGPGLVKPSETLSLTCSVSGASISDS YWSWIRRSPGKGLEWIGY
VHKSGDTNYNPSLKSRVHLSLDTSKNQVSLSLSSVTAADSGKYYCARTLHG
RRIYGIVAFNEWFTYFYMDVWGKGTQVTVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTV
PSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPD
VFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPLPEEKTISKAKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVLHEALHSHYTQKSL
SLSPGK (SEQ ID NO: 451)

CDR1 Tspxkenoi uenn,
no Kabary

DSYWS (SEQ ID NO: 444)

CDR2 Tspxenoi uenu,
no Kabary

YVHKSGDTNYNPSLKS (SEQ ID NO: 445)

CDR3 T1spxkenon yenn,
no Kabary

TLHGRRIYGIVAFNEWFTYFYMDYV (SEQ ID NO: 446)

Jlerkasa yenb

(VL nogyepkHyTa)

SDISVAPGETARISCGEKSLGSRAVQWYQHRAGQAPSLIIYNNQDRPSGIP

ERFSGSPDSPFGTTATLTITSVEAGDEADYYCHIWDSRVPTKWVFGGGTTL
TVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADSSP

VKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEK
TVAPTECS (SEQ ID NO: 452)

CDR1 nerkon uenu,
no Kabary

GEKSLGSRAVQ (SEQ ID NO: 448)

CDR2 nerkon uenu,
no Kabdary

NNQDRPS (SEQ ID NO: 449)

CDR3 nerkou uenu,
no Kabary

HIWDSRVPTKWYV (SEQ ID NO: 450)

[0190]

B HEKOTOPbIX BapUaHTAxX pe€ain3dalliid aHTHUTEIA WM UX aHTUI'CHCBA3BIBANOIIUEC

(bparMeHTBI, OMICAHHBIE B JAHHOH 3asiBKE, KOMOMHHMPYIOT HJIM BBOIST COBMECTHO CO

BTOPBIM aHTUTEJIOM MU €r0 aHTUT€HCBSI3bIBAIOIIMM (pparMeHTOM (Hampumep, BTOPHIM

HEKOHKYPHUPYIOIIUM HEHUTPAIU3YIOIIUM aHTUTEJIOM LIUPOKOrO CHEKTpa JEHCTBUS

(bNAD)), kOoTOpO€ CBSI3bIBAETCSI C SIHUTONOM MiM y4dactkom gpl20 Bo BTOpOH

BapuadespHOl netie (V2) u/unu Bepxyiuke Tpumepa Env, u conepxur obnactu VH u VL

U3 aHTHTENA, BRIOPAHHOTO U3 rpymmbl, coctrosent u3 PGY, PG16, PGC14, PGG14, PGT-
142, PGT-143, PGT-144, PGT-145, CHO1, CH59, PGDM1400, CAP256, CAP256-
VRC26.08, CAP256-VR(C26.09, CAP256-VR(C26.25, PCT64-24E u VRC38.01, umu

KOHKYPHUPYET C HUMHU. J{ONOJHUTENbHBIE HEUTPAIN3YIOLME aHTUTENA IIIUPOKOTO CIEKTPa

NeNCTBUSA, KOTOpbIe CBsi3bIBAtOTCS ¢ gp120 BO BTOpOIl Bapuabenbhoil netie (V2) u/wmu

BEpXyLIKe TpuMepa Env, u KOTOpbIE MOKHO NPUMEHSTh B Ka4€CTBE BTOPOrO aHTUTENA

WIN er0 aHTHTeHCBsI3bIBAIOLIEro (pparmenra, onucansl, Harpumep, B WO 2010/107939;

WO 2012/030904, WO 2018/075564 u WO 2018/125813, comepxaHus KOTOPBIX
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HAaCTOAIIUM MOJIHOCTBKO BKIIKOUCHBI B NJAHHYHO 3a4BKY MOCPEACTBOM CCBUIKUM BO BCEX

OTHOLICHUAX .

[0191] B HEKOTOpBIX BapHaHTax pealu3ald aHTUTENA WM UX AHTUTCHCBSI3bIBAIOLIUE
(dparmMeHTBl, OMICAHHBIE B JAHHOH 3asBKE, KOMOMHHMPYIOT HJIM BBOIST COBMECTHO CO
BTOPBIM AHTUTEJIOM WM €r0 aHTUT€HCBSI3bIBAIOIINM (pparMeHTOM (HampuMep, BTOPhIM
HEKOHKYPUPYHOLIUM HEUTPAIU3YIOLUM aHTUTEJIOM ULIMPOKOr0 CIEKTpa ACUCTBUs
(bNAD)), koTOpO€ CBA3BIBAETCS C SMUTONOM MK ydacTkoM gp 120 Ha crbike gp120 u gp41,
u conepskut oonactu VH u VL u3 anTHTena, BIOpaHHOro U3 rpymnsbl, cocrosmeit u3 PGT-
151, CAP248-2B, 35022, 8ANCI195, ACS202, VRC34 u VRC34.01, unu KOHKypupyeT
C HUMU. /ONOJHUTENIbHBIE HEUTPAIU3YIOLINUE AHTUTENA LIUPOKOIO CIEKTpa ACUCTBUS,
KOTOpbIE CBsA3bIBAIOTCS ¢ gpl20 Ha cTeike gp120 u gp41 1 KOTOPBIE MOXKHO PUMEHATH B
Ka4eCcTBE BTOPOTrO AHTUTENIA WJIM €r0 aHTHUICHCBS3BIBAIOILIETO (parMeHTa, OIMCAaHBI
Harpumep, B WO 2011/038290; WO 2012/030904 u W02017/079479, conepaHust
KOTOPBIX HAaCTOSLIUM ITOJIHOCTBHIO BKJIFOUEHBI B JAHHYIO 3as1BKY IIOCPEICTBOM CCBUIKH BO

BCCX OTHOLICHUAX.

[0192] B HexoTOpBIX BapuaHTax peanu3alud aHTUTeNla WM UX aHTUTNCHCBS3bIBAKOLIUE
(bparMeHTBI, OMHCAHHBIE B JAHHOH 3asiBKE, KOMOWHHMPYIOT HJIH BBOASIT COBMECTHO CO
BTOPbIM AHTUTEJIOM WJIH €r0 aHTHIEHCBSI3bIBAIOIIMM (hparMeHTOM (HArpHMep, BTOPHIM
HEKOHKYPHUPYIOIMM HEUTPaJIU3yIOUUM aHTHTEJIOM LIMPOKOTrO CIEKTpa AeHCTBUsI
(bNAb)), xoTOpOe CBSI3BIBAETCSI ¢ SMUTOMNOM HJIH Y4aCTKOM O€3MOJIBHOW MOBEPXHOCTH
gp120 u conmepsxkut obnact VH u VL u3 aHTUTENA, BBIOPAHHOTO M3 TPYIIIbI, COCTOSIIIEH
w3 VRC-PGOS5 u SF12, unu xoukypupyer ¢ aumu. Cwm., Hanpumep, Schoofs u ap., “Broad
and Potent Neutralizing Antibodies Recognize the Silent Face of the HIV Envelope”,
Immunity (2019) 14 mas. pii: S1074-7613(19)30194-3 (PMID 31126879).

[0193] B HEKOTOpBIX BapHaHTax pealu3alyy aHTUTENA WM UX AHTUT€HCBS3BIBAIOLINE
(bparmMeHTBI, OMICAHHBIE B JAHHOH 3asiBKE, KOMOMHHPYIOT HJIM BBOIST COBMECTHO CO
BTOPBIM aHTUTEJIOM HJIH €r0 aHTUT€HCBSI3bIBAOIINM (pparMeHTOM (HarpuMep, BTOPhIM
HEKOHKYPUPYHOLIMM HEUTPAIU3YIOLUM aHTUTEJIOM ULIMPOKOrO0 CHEKTpa AeNCTBUs
(bNAD)), koTOpO€ CBS3BIBACTCS C SMUTONOM WJIM Y4acTKOM gp41l B OKoJloMeMOpaHHOM
pernone (MPER). JlonmonHUTENbHBIE HEUTPANU3YIOLIME AHTUTENA IIHPOKOrO CIEKTPa
JeNCTBuUs1, KOTOpble CBs3biBatOTCs ¢ gp4l B MPER u kOTOpble MOXHO NPHUMEHATH B
Ka4eCTBE BTOPOTrO AHTUTENIA WJIM €r0 aHTHUIeHCBS3BIBAIOLIETO (parMeHTa, OINMCAHBI,

Hampumep, B WO 2011/034582; WO 2011/038290; WO 2011/046623 u
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WO 2013/070776, conepkaHUsI KOTOPBIX HACTOSIIIAM IOJHOCTBIO BKIJIFOYEHBI B TAHHYIO

3a4BKY NOCPECACTBOM CCBIJIKH BO BCEX OTHOLICHUAX.

[0194] B HEKOTOpBIX BapHaHTAax pealu3alyy AHTUTENA WM UX AHTUTCHCBSI3BIBAIOLIUE
(dparmMeHTBI, ONMICAHHBIE B JAHHOH 3asiBKE, KOMOMHHMPYIOT HJIM BBOIST COBMECTHO CO
BTOPBIM AHTUTEJIOM WM €r0 aHTUT€HCBSI3bIBAIOIINM (pparMeHTOM (HampuMep, BTOPhIM
HEKOHKYPHUPYIOIIMM HEWTPAJH3YIOLUINM AaHTUTEJIOM INHPOKOrO CHEKTpa JAeHCTBHSA
(bNAb)), koTopoe CBSI3BIBAETCSI C SMUTOINOM WJIM y4acTKOM gp4l B okojloMeMOpaHHOM
perunone (MPER) u conepskur obnactu VH u VL u3 anTHUTENa, BBIOPAHHOTO U3 TPYIIIIHL
coctositeii u3 10E8, 10E8v4, 10E8-5R-100cF, 4E10, DHS511.11P, 2F5, 7b2 u LNO1, unu

KOHKYPHUPYET C HUMHU.

[0195] B HEKOTOpBIX BapHaHTax pealu3alyd aHTUTENa WIM UX aHTUTCHCBSI3bIBAIOLIUE
(pparMeHTHI, ONMCaHHBIE B MAHHOHN 3asiBKe, KOMOMHHUPYIOT WJIM BBOZAST COBMECTHO CO
BTOPBIM AHTUTEJIOM WJIM €r0 aHTHICHCBSI3bIBAIOIINM ()parMeHTOM (HampuMep, BTOPBIM
HEKOHKYPHPYIOLIUM HEUTPAIU3YIOLIUM AHTUTEJIOM ILIMPOKOrO CHEKTpa JeHCTBUs
(bNAD)), KOTOpOe CBS3BIBAETCS] C SMUTONOM MJIM Y4aCTKOM IMenTuaa CiausHusi gp4l u
copepxkut obmactu VH m VL u3 anTHTena, BHIOPaHHOTO M3 TPYMIIBL, COCTOSIIEH W3

VRC34 u ACS202, unu KOHKypUPYET C HUMH.

[0196] JIONONHUTEIbHBIE HEUTPAM3YIOIINE aHTUTEeNa IIHPOKOTO CHEKTpa AENCTBUSA,
KOTOpblE MOJKHO TPHMEHSITh B Ka4eCTBE BTOPOrO TEpANeBTUUECKOrO areHra B
KOMOWHHMPOBAHHON Tepanuu, OmucaHbl, Hampumep, B marteHtax CIIIA Ne 8673307
9493549; 9783594; mu WO 2012/154312;, WO02012/158948; WO 2013/086533; WO
2013/142324; W02014/063059; WO 2014/089152, WO 2015/048462; WO 2015/103549;
WO 2015/117008; WO02016/014484; WO 2016/154003; WO 2016/196975; WO
2016/149710; W02017/096221, WO 2017/133639; WO 2017/133640, conepxaHus
KOTOPBIX HACTOSIIIUM ITOJIHOCTBIO BKJIFOUYEHBI B TAHHYIO 3asIBKY TIOCPEACTBOM CCHUIKH BO
BCEX OTHOIUEHMsIX. J{OTONHUTENbHBIE NMPUMEPbl BKIOYAOT AHTUTENA, ONMUCAHHBIC B
Sajadi u np., Cell. (2018) 173(7):1783-1795; Sajadi u np., J Infect Dis. (2016) 213(1):156-
64; Klein u np., Nature, 492(7427): 118-22 (2012), Horwitz u ap., Proc Natl Acad Sci U
S A, 110(41): 16538-43 (2013), Scheid u np., Science, 333 : 1633-1637 (2011), Scheid u
ap., Nature, 458:636-640 (2009), Eroshkin u np., Nucleic Acids Res., 42 (Homep B Oaze
nanHbIX ): DI 133-9 (2014), Mascola u np., Immunol Rev., 254(1):225-44 (2013), Takue kak
2F5, 4E10, M66.6, CAP206-CH12, 10E8, 10E8v4, 10E8-5R-100cF, DHS11.11P, 7b2 u
LNO1 (Bce u3 xoropsix csazbBaror MPER u3 gp4l), PG9, PG16, CHO01-04 (Bce u3

KOTOPBIX CBs3BIBAIOT V1 V2-rnukan), 2G12 (KOTOpOE CBA3BIBAETCS C TITMKAHOM BHEITHETO
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I[OMeHa), COACPpKaHUA KOTOPBIX HACTOALIUM IMOJIHOCTBHO BKIIFOUYCHBI B JAHHYHO 3a4BKY

NnoCPEACTBOM CCBUIKH BO BCEX OTHOILICHUSAX.

[0197] Tunuunele nocaenoBaTeabHOCTH aMMHOKHUCIOT VH u VL anturena nporus gp 120
COTJIACHO HACTOSIIIEMY HW300PETEeHHIO, KOTOpble INPHUMEHSIOT B KOMOWHHPOBAHHON
Teparnuy, BKJIKOYAKOT MOCaeA0BaTeNbHOCTH, nipeactasieHHbie B SEQ ID NO: 182 u 275,
coorBercTBeHHO, SEQ ID NO: 182 u 278, coorBerctBenHo; SEQ ID NO: 182 u 279,
coorBercTBeHHO, SEQ ID NO: 182 u 280, coorBerctBenHo; SEQ ID NO: 182 u 281,
coorBercTBeHHO, SEQ ID NO: 182 u 282, coorBerctBenHo; SEQ ID NO: 182 u 292,
coorBercTBeHHO, SEQ ID NO: 182 u 304, coorBerctBenHo; SEQ ID NO: 182 u 307,
coorBercTBeHHO, SEQ ID NO: 182 u 309, coorserctBenHo; SEQ ID NO: 182 u 310,
coorBercTBeHHO, SEQ ID NO: 220 u 310, coorBerctBenHo; SEQ ID NO: 477 u 223,
cootBeTcTBeHHO;, SEQ ID NO: 477 u 278, coorBerctBeHHO;, SEQ ID NO: 477 u 292,
cootBerctBeHHO; 1 SEQ ID NO: 220 u 311, cooTBeTrcTBeHHO. B HEKOTOPBIX BapuaHTax
peanusauuu nocienosarenbHocT aMuHOKkuCnoT VH u VL anturena mporus gpl20,
MPUMEHSIEMOT O B KOMOWHHPOBAHHOM Tepanuu, NPEACTABISAIOT coboii
nocaenoBaTenbHOCTH, npenctasieHHbie B SEQ ID NO: 477 u 278, coorBercTBeHHO. B
HEKOTOPBIX BapHUaHTAaX pealn3aly IUiedo OHCIenudryuecKkoro aHTuTeNa, KOTOpoe
cBssbiBaeTcss ¢ gpl20, comepKUT MOCIEeNOBATEIbHOCTE AMUHOKUCIOT TSKEJON LenH
aHtutena nporuB gpl20, omucaHHOrO B JaHHOW 3asiBKe. B HEKOTOpPBIX BapHaHTax
peannzauuu mjedo OucnermuuYeckoro aHTHUTeNa, KOTOpoe CBsi3biBaeTcst ¢ gpl20,
CONEPKUT MOCIENOBATENBHOCTh AMUHOKHUCIIOT JIETKON Lenu aHturtena nporus gpl20,
OMHUCAHHOIO B JAHHOM 3asiBKe. TUMHYHBIEC MOCIEA0BATEIbHOCTH TSKEION LIETH U JIETKOMN
uenu aHtuTena npotuB gpl20 COrjacHO HACTOSIEMY H300PETEHUI0, KOTOpbIE
NPUMEHSIOT B KOMOMHHMPOBAHHOH TEpanuH, BKJIOYAIOT  IOCJEIOBATEIBHOCTH,
npencrasieHHbie B SEQ ID NO: 2 u 49, coorBercrBenno, SEQ ID NO: 2 u 100,
coorBerctBeHHO, SEQ ID NO: 42 u 101, coorBerctBenno;, SEQ ID NO: 2 wu 103,
cootrBeTcTBeHHO, SEQ ID NO: 2 u 104, coorBerctBerHo, SEQ ID NO: 2 u 105,
coorBerctBeHHO, SEQ ID NO: 2 wm 106, coorBerctBenHo, SEQ ID NO: 2 u 107,
cootrBerctBeHHO, SEQ ID NO: 2 wm 117, coorBerctBenHo, SEQ ID NO: 2 u 129,
cootrBerctBeHHO, SEQ ID NO: 2 u 132, coorBerctBenHo, SEQ ID NO: 2 u 134,
coorBerctBeHHO, SEQ ID NO: 2 u 569, coorBercTtBenHo, SEQ ID NO: 42 u 135
cootrBerctBeHHO, SEQ ID NO: 529 u 49, coorBerctBenno, SEQ ID NO: 529 u 103
cootBerctBeHHO, SEQ ID NO: 529 u 117, coorBerctBenHO; 1 SEQ ID NO: 42 u 136

2
2

2

COOTBETCTBEHHO. B HEKOTOPBIX BapUaHTaxX p€ain3daliid MOCICAOBATCIIbHOCTU TSKEJION
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Lend M JIETKOW Ienu aHturena npotuB gpl20, mpuMeHsieMbIX B KOMOWHHPOBAHHOW
TepaIuy, NPeACTaBIBIOT coOON nocnenoBarenpbHoCcTH, npeactasieHHble B SEQ ID NO:

529 u 103, COOTBETCTBEHHO.

[0198] B ogHOM BapuaHTe peann3alii MPEIsIOKEeHbI (PapMaleBTUIECKHe KOMIIO3ULINH,
cofepskallue aHTUTENO, ONMHCAHHOE B JAHHOW 3asiBKe, WIH ero (hapMaleBTUYECKYIO
KOMTIO3HUIMIO, B KOMOMHAIIMU C OJHUM Win Oosiee (HampuMep, OXHUM, JIByMsi, TPeMsl,
OOHUM WM ABYMS, WIH OT OJHOTO O TPEX) JOMOJHHUTEJIbHbIMH TEPANEeBTUICCKUMU
areHramu, W (apMaleBTUYeCKH TMPHEMJIEMbI HOCUTENb, pa3OaBUTENb WM

BCIIOMOTIaTCJIbHOC BECIICCTBO.

[0199] B HekoTophIX BapuaHTax peaii3allii B HACTOSALIEM H300PETEHHH MPEeNJIOoKeH
cnocod neuenuss BUYU-unpexmu, BKIIOYAOIMNN BBEOEHUE HYXIAIOLEMYCS B 3TOM
MALUEHTy TepaneBTHUeCKH 3()PEeKTHBHOTO KOIMYEeCTBA AaHTUTENA, OMMUCAHHOTO B TAHHOMH
3asBKe, WK ero (apMarleBTUYECKON KOMITO3ULIMK, B KOMOWHALIMK C TEPareBTHYECKU
3P EeKTUBHBIM KOJUYECTBOM OJHOTO WM OOJiee TOMONHUTEIbHBIX TEepPareBTUYECKUX

areHToB, KOTOpbIe NOAXOAAT At Jedenuss BUU-undexmu.

[0200] B HexoTOpBIX BapHaHTax pean3allii aHTUTEINO, ONMCAHHOE B TAHHOMU 3as1BKE, UJIH
ero (papMareBTHYEeCKYI0 KOMIO3ULIMIO KOMOMHUPYIOT C OTHUM, IBYMS, TPEMSI, YEThIPbMs
uiu Ooee AONOJIHUTEJbHBIMU TEPANEBTHUUCCKUMH arCHTaMu. B HEKOTOPBIX BapHaHTax
peayM3aluy aHTUTENO, ONMCAHHOE B JIAHHOW 3asBKe, WM ero (apMaleBTHYECKYIO
KOMITO3HUITUEO KOM6I/IHI/IPYIOT C ABYMs1 AOMOJIHUTEIbHBIMU TCPANICBTUYCCKUMU aIr€CHTAMU.
B npyrux BapuaHTax peanu3alid AHTUTENO, OMUCAHHOE B JAHHOW 3asBKE, UM €ro
(I)apMaLIeBTI/ILIeCKy}O KOMITO3HULIUEO KOM6I/IHI/Ipy}0T C TpeMsa HOONOJHUTEIIbHBIMU
TCPANICBTUYCCKUMU arcHTaMU. B AONOJHUTECIbHBIX BapUaHTax pe€aindallid aHTUTEIIO,
OITUCAHHOE B JAHHOM 3as1BKE, WJIH €ro (papMalleBTUYECKYI) KOMITO3ULIIO KOMOMHHPYIOT
C YECThIPbMs NOIIOJHHUTECIBbHBIMH TCPANIEBTUICCKUMU ar€HTaMU. VkazaHHbIE OJUH, ABa,
TpHU, YECTBIPEC HIIN bonee AOIOJIHUTECIBbHBIX  TEPANCBTUYCCKUX Ar€HTOB MOIYT

NPENCTaBIATh COOOW pPa3UYHbIC TEPANEeBTUUECKUE AareHThbl, BBHIOPAHHBIE W3 OIHOTO

KJlacCa TEPANEBTUUCCKUX AI'CHTOB, W/WAIA UX MOYKHO Bbl6paTb U3 Pa3JIMYHbIX KJIACCOB

TEPANICBTUYCCKUX aI'CHTOB.

[0201] B HexoTOpBIX BapuaHTax peaJu3alud aHTUTEJIO, OMMCAHHOE B JAHHOM 3asiBKe,
BBOIOAT C ONHUM WM OOJiee JOMOJHUTENbHBIMH TEPAIeBTUYECKUMH areHTaMH.
CoBMecTHOE BBEIEHHE AHTUTENA, OMHCAHHOTO B JAaHHOW 3asBKe, C OJHHM MM Ooee
JOMOJHUTEIBHBIMUA ~ TEPAaNeBTUYECKUMHM areHTaMHu, Kak [PaBWJIO, OTHOCUTCA K

OOHOBPEMECHHOMY WJIM TOCJICA0OBATCIIBHOMY BBCACHUIO COCAUHCHHS, OIMMCAHHOI'O B
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TAHHOMW 3as1BKE, U OIHOTO MJIM 0OJiee NOMOJHUTENbHBIX TEPANeBTUYECKUX ar€HTOB, TaK
YTO TepaneBTUYeCKH 3(h()EeKTUBHBIE KOJMYECTBA AHTUTENA, ONMMCAHHOTO B JAHHOM 3a5BKE,
U OfgHOro wnu OoJyiee JOTOJHUTENBHBIX TEPANEBTHUECKHNX AareHTOB OIHOBPEMEHHO
NPUCYTCTBYIOT B Opranu3Me nauuenTa. [Ipu nocnenoBareIsHOM BBEEHIH, KOMOMHALHIO

MOXHO BBOAUTDH IBYMS UJIHU oonee BBCIACHHUAMU.

[0202] CoBMecTHOE BBEACHHE BKJIIOUAET BBEACHHE pPA30BbIX JO3UPOBOK AHTHUTEI,
OMHCAHHBIX B JAHHOM 3asBKE, IO WJIM TOCJI€ BBEIEHUS Pa30BBIX JTO3UPOBOK OJHOTO WUJIU
OoJiee OMOTHUTETBHBIX TEPANIEBTUYECKUX areHToB. HampuMep, aHTUTENO, ONHCAHHOE B
JAHHOM 3asiBKe, MOXXHO BBOJAUTb B TEUYEHHE CEKYHI, MUHYT WJM YaCOB C MOMEHTa
BBEJICHHSI OTHOT'O MK O0Jiee TOMOHUTENIbHBIX TePArleBTHUECKHX areHTOB. B HEKOTOpBIX
BapUaHTaX peain3alii Pa3OBYIO 03y aHTUTEJNA, ONMMCAHHOIO B JAHHOW 3asBKE, BBOAST
NIEPBOMH, C MOCJIEAYIOLINM BBEIEHUEM B TEUEHUE CEKYH UJIM MUHYT Pa30BOU A03bI OHOTO
win 0oJjiee JOMONHUTENbHBIX TEepPAalieBTUYECKUX areHTOB. B KauecTBe ajbTepHATHBBI,
Pa30BYIO 103y OOHOTO WM 0OJjiee JOTOJHHUTENbHBIX TEPANeBTHYECKUX Ar€HTOB BBOIST
NEepBOH, ¢ MOCNEAYIOIIUM BBEACHHEM pPa30BOM A03bl aHTUTEJA, OMUCAHHOIO B AAHHOMN
3asBK€, B TEUCHHUE CEKYHJ WM MUHYT. B npyrux BapuaHTax peaju3alyi pa3oBYHO 03y
AQHTUTEJIA, OMUCAHHOIO B TAHHOH 3as1BKE, BBOJST MEPBOM, C MOCIEAYIOLINM BBEICHUEM,
4yepe3 HEeCKOJbKO 4acoB (Hampumep, 1 - 12 4acoB), pa3soBOi 103bl OMHOTO WM Oojee
JOTIOTHUTENIbHBIX TEPAIeBTHYECKUX areHTOB. B Apyrux AOMONHHUTENbHBIX BapHaHTax
peanu3aluu pa3oBYH0 103y OAHOTrO Wi Oojiee IOMOJHHUTENBHBIX TEPaNeBTHUECKIX
areHTOB BBOJST MEPBOH, C TMOCIEAVIOIIMM BBEICHHEM, Yepe3 HECKOJIbKO YacoB

(manpumep, 1 - 12 yacoB), pa30BOil 03Bl AHTUTENA, OMIMCAHHOTO B JTAHHOM 3asIBKeE.

[0203] B HekOTOpBIX BapuaHTax pealu3aly aHTUTENO, OMMCAHHOE B JAaHHOH 3asBKeE,
KOMOWHHUPYIOT C OXHHMM MM OOJiee JOTOJHUTEIbHBIMU TEPAIeBTUYECKUMHU areHTaMH B
€IMHON JIEKapCTBEHHOH (popMe 1Jisi OTHOBPEMEHHOTO BBEIICHHS TTALIMEHTY, HAMIPUMED, B

BUJI€ TBEPAOH JIEKapPCTBEHHOH (DOPMBI JIs1 MEPOPATIBHOTO BBEICHUSL.

[0204] B HeKkOTOpBIX BapuaHTax peaau3alUd AaHTUTENO COIVIACHO HACTOSLIEMY
M300PETEHNIO BKJIFOYAIOT B COCTaB B BHIE JKHAKOCTH, KOTOpasi HEOOS3aTENbHO MOXKET
cofepKaTh AOTMOIHUTEIbHBIN(-bI€) TEpANeBTHYECKHUI(-€) areHT(bl), MPUTOAHBIN(-€) I
neuenuss BUY. B HekOTOpBIX BapuaHTax pealu3aluM yKa3aHHas >KUIKOCTb MOKET
colepkKaTh IPYroll axkTUBHBIM MHrpenueHr s Jjedenuss BUY, Ttakol kak apyroe
aHTuTeNo npotuB BUY mnm ero aHTUreHCBSI3bIBAIOIIMNA (parMeHT, HHIHOUTOP MpoTeas
BUY, HeHyKI€O3WAHBIA WM HEHYKJICOTHIHbIH MHIHOUTOP OOpPaTHOH TPaHCKPUITA3HI

BHY, Hykieo3uaHbIi WM HYKJICOTUIHBIN HHIHOMTOpP 00paTHOH TpaHckpunTasel BUY,
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UHrHONTOp MHTErpassl BUY, HHruOUTOp HEKATAIUTHYECKOTrO y4acTka uHTerpassi BUY
(umm  ayutoctepuyeckuii  UHTUOWTOpP), (ApMaKOKMHETHYECKHMH JHXAaHCEp U HUX

KOMOWHALIUU.

[0205] B HEKOTOpBIX BapuaHTaxX peajnu3alyy JOMOJHUTEIbHBIN TEPANEBTUUECKUI areHT
npencTaBisieT codoi oOpamaronuii mareHTHOCTh areHT (LRA), Hanpumep, aronuct Toll-
nopobHoro peuentopa (TLR), manpumep, aroarct TLR1 (Ne rena B NCBI: 7096), TLR2
(Ne rena B NCBI: 7097), TLR3 (Ne rena B NCBI: 7098), TLR4 (Ne rena B NCBI: 7099),
TLRS (Nerena 8 NCBI: 7100), TLR6 (Ne rena B NCBI: 10333), TLR7 (Ne rena B NCBI:
51284), TLR8 (Ne rena B NCBI: 51311), TLRY (Ne rena 8 NCBI: 54106) w/umu TLR10
(Ne rena B NCBI: 81793). B Hexkoropbix BapuaHTtax peanusaunu LRA mnpencrasiser
coboit aronucr TLR7. B gpyrux BapuaHTax peajqu3aldd JONOJHHUTENbHbINA
TEpaneBTHYECKUI areHT MpeacTaBisier codoi oOparnarouuii taTeHTHOCTh areHT (LRA),
Hanpumep, aroHuct TLRS. Ilpumepsr aronuctoB TLR BkIrOUarOT, HO HE OrpaHUYEHbI
BECATOIUMOAOM. JlOMmoJMHUTENbHBIE MPUMEPHl BKIOYAKOT, HO HE OrPAHUYEHBI
coequHeHusiMU, onucaHHbiMM B mareHte CIIIA Ne 8367670, u CcoemuHEHHSIMU,
ONMUCAaHHbIMU B myOsukaruu 3asBku Ha nateHT CIIA Ne 2016/0289229. B onHom
BAPUAHTE pEATH3aLUN AHTUTEJO COIJIACHO HACTOSIEMY H300PETeHHI0 MOXKHO
KkoMOuHUpoBaTh ¢ aronuctoM TLR7, Takum kak Becatoaumon. B npyrom BapuaHTe
peanu3alny aHTHTEJIO COTJIACHO HACTOSIIEMY M300PETEHHMI0 MOKHO KOMOWHHPOBATH C
aronucrom TLR8, wHampumep, GS-9688. B omHOoM Bapuante peanusanu
JOTNOJHUTENIbHBI TePaeBTUUECKUH areHT mnpenacTasisier coboit monynsitop TLR.
Mogaynaropsr TLR moryTt Bkmouates moayisitopel TLR1, TLR2, TLR3, TLR4, TLRS,
TLR6, TLR7, TLR8, TLRY, TLR10, TLR11, TLR12 u TLR13. IIpumeps! MOTyIATOPOB
TLR3 BrutouaroT punraronumon, nojau-ICLC, RIBOXXON®, Apoxxim, RIBOXXIM®,
IPH-33, MCT-465, MCT-475 u ND-1.1. Tunuunsie moayisitopel TLR7 Brkmouaror GS-
9620, GSK-2245035, umuxumon, pesuksumon, DSR-6434, DSP-3025, IMO-4200, MCT-
465, MEDI-9197, 3M-051, SB-9922, 3M-052, mamron (Limtop), TMX-30X, TMX-202,
RG-7863, RG-7795 u coenunenusi, onucanubie B US20100143301 (Gilead Sciences),
US20110098248 (Gilead Sciences) m US20090047249 (Gilead Sciences). Tunmdnsie
monyssitopbl TLR8 Brimouaror GS-9688, moronumon, pesuksumon, 3M-051, 3M-052,
MCT-465, IMO-4200, VTX-763, VTX-1463 wu coeauHeHWs, OIMCAaHHbIE B
US20140045849 (Janssen), US20140073642 (Janssen), W02014/056953 (Janssen),
WO02014/076221 (Janssen), WO02014/128189 (Janssen), US20140350031 (Janssen),
WO02014/023813 (Janssen), US20080234251 (Array Biopharma), US20080306050
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(Array Biopharma), US20100029585 (Ventirx Pharma), US20110092485 (Ventirx
Pharma), US20110118235 (Ventirx Pharma), US20120082658 (Ventirx Pharma),
US20120219615 (Ventirx Pharma), US20140066432 (Ventirx Pharma), US20140088085
(Ventirx Pharma), US20140275167 (Novira Therapeutics) u US20130251673 (Novira
Therapeutics). Tummanbsie monynsitopel TLRO Brmowaror BB-001, BB-006, CYT-003,
IMO-2055, IMO-2125, IMO-3100, IMO-8400, IR-103, IMO-9200, araronumon, DIMS-
9054, DV-1079, DV-1179, AZD-1419, nedromumon (MGN-1703), murenumon u CYT-
003-QbG10.

[0206] B HEKOTOpBIX BapuaHTax peaanu3aliy JOMOJHUTEIbHBIN TEPANeBTUUECKUN areHT
npencraBisieT coboi aroHuct remukassl 58 ¢ DExD/H-6okcom (DDXS58; Takske
m3BectHoi kak RIG-I, RIGI1, RIGI, RLR-1, SGMRT2; Ne rema B NCBI: 23586).
Tunuynbiii aronuct RIG-1 npencrasisier coboit KIN1148, onucanusiii B Hemann u nip.,
J Immunol, 1 mas 2016 r., 196 (npunoxxenue 1) 76.1. JlononauTenbabie aronuctel RIG-I
onucausl, Hanpumep, B Elion u np., Cancer Res. (2018) 78(21):6183-6195; u Liu u np., J
Virol. (2016) 90(20):9406-19. Aronuctsl RIG-1 nocTynHb! AJist mpuoOpeTeHusi, Harpumep,

y Invivogen (invivogen.com).

[0207] B HeKOTOpBIX BapUaHTax peaan3aliy TaKue COCTAaBbl MOAXOAT AJisl BBEAEHUS Pa3
B JICHb.
[0208] B HeKOTOpBIX BapuaHTax peajnu3alyy JONOJHUTEIbHBIN TePANEeBTUUECKUI areHT

MOXKET TMpencTaBisitb coboit  areHt mnporus BHUY. B HekoTopbIx — ciydasix
JONOJHUTENIbHBIA TEPANEBTUUECKUI areHT MOKET MPEICTABIATh COOOW WHTHOUTOPBI
nporeasbl BHY, HEHyKJI€O3WOHBIE MM HEHYKJICOTHIHbIE HHIHOUTOPBI OOpaTHON
TpaHckpunTassl BUY, Hykjeo3uaHble WIM HYKJIEOTHIHbIE WHTHOMTOPBI OOpaTHOMN
TpanckpunTassl BUY, narnourops! naterpassl BUY, HHruOUTOpPBI HEKATAIMTHIECKOTO
yuactka wuHTerpasel BHY (wim  amiocTepuueckue WHTHOUTOPBI), HHTHOUTOPBI
nporukHoBeHus: BUY, unruburtoper cospesannss BUY, wmuaruburops kancuma BUY,
UHTHONTOPBI Tat 15M051 Rev BUY, MMMYHOMOZY JIATOPbI (Hampumep,
UMMYHOCTHMYJIITOPBI), HWMMYHOTEPANeBTUYECKUE AreHThl, KOHBIOTATHl AHTUTEN C
JIEKapCTBEHHBIMU CPEIACTBAMH, MOAH(UKATOPBI TEHOB, CPEACTBA PENAKTHPOBAHUS T€HOB
(rakne kaxk CRISPR/Cas9, Hykiea3pl ¢ IIUHKOBBIMH TMaJiblIaAMH, XOMHHT-HYKJI€a3bl,
cuHTeTHueckne Hykiaeasb, TALEN), knerounyro Tepanuro (Takyro Kak Ttepamus T-
KJIETKaMH C XUMEpHbIM aHTureHHelM peuentopoM, CAR-T, u T-knerkamu co
ckoHcTpyupoBaHHbIMH T-kierounsiMu perienropamu, TCR-T, Tepanust ayToa0rHuHbIMU

T-knerkamm), oOpalaroIue JaTEHTHOCTh areHThl, COSANHEHNUS, KOTOPbIE HALEIEeHbl Ha
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Karcuz BUY, UMMYHOJIOTUYECKHE METO/IBI JeUeHUs], UHTUOUTOPBI
docharnaununozuTon-3-kuHasel (PI3K), amtutena mporus BUY, Oucnenmnpuueckue
aHTUTENA U “TTIONOOHBIE AaHTUTEaM TEPANEBTHUECKUE OEIKH, MHTHOUTOPBI MATPUKCHOTO
Oenka pl7 BHY, anrtaronuctel IL-13, MoOmymaTOpBl NENTHIMI-TIPONMI-LHC-TPAHC-
u30Mepasbl A, MHIHOUTOPBI MPOTEUHANCYIbQHUAN30MEPas3bl, aHTArOHUCTBI PELENnTopa
C5a xommiementa, uaruourop JJHK-meruntpancdepaspl, monynstopsl resa vif BHY,
aHTAaroHUCThl numepusaimu Vif, narubutops! paxkropa nHdpexmoHHocru supyca BHUU-
1, uaruburops 6enka TAT, mogymnaropsr Nef BUY-1, monynstops! THpo3uHKHHA3b! Hek,
MHTHOUTOPBI KMHA3bl 3 cMewmanHoi nuHuu auddepenuuposku (MLK-3), naruburops
crunaiicuira BHUY-1, unaruburoper Oenka Rev, aHTaroHucrsl MHTErpHUHA, WHTHOUTOPBI
HYKJIEONIPOTEUHA, MOIYJATOpbl (pakropa CrulaficmHra, MomyJsTopbl Oenka |,
conepkamiero nomeH COMM, wunruburopsl pubdonykneasst H BUY, mopymsTopsl
perpoumnknuHa, uHrHOHTOpHl CDK-9, MHrHOMTOpHI CrienuUYHOrO Al JEHAPUTHBIX
kierok 3axsarbiBatomiero ICAM-3 Heunterpuna 1, unruburopsr O6enxka GAG BUY,
uarudutopsl Oenka POL BUY, monyssitope!r ¢gakropa H komriemeHnTa, HHrHOUTOPSI
yOMKBUTHHINIAa3bl, HMHIUOUTOPHI NE30KCHUMTHAMHKUAHA3BI, WHCUOUTOPBI IIMKJIMH-
3aBUCHMBIX KHHA3, CTUMYJIATOPBI IpornporenHkoHsBepTasbl PCO, muruburtopsr ATP-
3apucumori PHK-remukaser DDX3X, MHruOWTOpbl WHHULMHPYIOLUIETO KOMILIEKCA
oOpatHO# TpaHckpunTasbl, HHruOUTOpel GOPD u NADH-okcHmassl, Cpencrsa,
ynydmaromue ¢papMakoKMHETHKY, reHotepanuto BHUY, Bakmmabl or BUYU u wux

KOMOWHALIUH.

[0209] B HeKOTOpBIX BapuaHTax peajnu3alyy JONOJHUTEIbHBIN TEPANEBTUUECKUI areHT
BBIOPAH U3 TPYIIBL, COCTOSIIEH N3 KOMOMHUPOBAHHBIX JIEKAPCTBEHHBIX CpeacTB oT BIY,
OPYrUX JIEKapCTBEHHBIX cpenctB i jedenus BUY, mnruburopor mporteasst BHY,
UHTHOMTOpPOB OOpaTHOW TpaHckpuntassl BUY, wuHruOuropoB wuHrerpassl BHY,
UHTHOMTOPOB HEKATAJIUTHYECKOro ydactka uHTerpasel BUY (wmm amnocrepryecKux
UHTHONTOPOB), WHTUOUTOPOB MpoHMKHOBeHMs (cimumstHms) BWY, uHrHOuTopoB
cospeBanuss BUU, oOpamarommx JaTeHTHOCTb areHTOB, WHTHOWUTOPOB KAarCHJA,
UMMYHOJIOTHYECKHX METONOB JieueHus:, HHruonTopoB PI3K, anturen mpotus BUY, u
Oucneun(puvIecKnx aHTUTEN U “TOJOOHBIX aHTHTENAM TEPAIeBTUYECKUX OENKOB, U HX

KOMOWHALUN.

KOM6I/IHI/IDOBaHHbIe JICKAPCTBCHHBIC CPEACTBA.

[0210] B HeKkOTOpBIX BapuaHTax peaqu3aldd AaHTUTENA WM AHTUTEHCBS3BIBAIOLINE

(dparMeHTBl, ONMUCAHHbIE B JAHHOH 3asBKEe, KOMOMHHPYIOT C KOMOHMHHPOBAaHHBIM
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JexapcTBeHHbIM cpeacTBoM oT BUU. B HekoTOpbIX BapruaHTax peaau3alii aHTUTENO UIU
€ro aHTureHcBsi3bBaromni pparmeHT conepxut odgactu CDR VH u obnactu CDR VL,
HUMEIOLIME MocienoBaTebHOCTH, ipeacTasiaeHHble B SEQ ID NO: 137, 138, 139, 140, 141
n 142, coorBeTrcTBEHHO. B HEKOTOPBIX BapUaHTaX peANU3aLUU AHTUTEJIO WU €ro
aHTUTeHCBs3bIBatOIMI (parmeHT coxepxkut obmactu CDR VH u obmactu CDR VL,
UMEIO1Ie MocienoBaTebHOCTH, peacTasiaeHHbie B SEQ ID NO: 137, 138, 139, 140, 141
u 142, coorBercTBeHHO, U comepxkut VH, koropas mo menbinelr mepe Ha 80%, mo
MeHble mepe Ha 85%, mo mesbluell mepe Ha 90%, mo MeHbiieil mepe Ha 91%, mo
MeHbled mepe Ha 92%, no menbluell mepe Ha 93%, mo MeHnbiueil mepe Ha 94%, mo
MeHbled mepe Ha 95%, mo menblueill mepe Ha 96%, mo MeHbluel mepe Ha 97%, mo
MeHbleld mepe Ha 98%, mo meHbluell Mepe Ha 99%, Hanpumep, Ha 100%, uaeHTuyHa
MOCJIEA0BATEIbHOCTH aMUHOKHCIIOT, nipeactasiieHHol B SEQ ID NO: 477, u VL, xotopas
no MeHblell mepe Ha 80%, o MeHbIueli Mepe Ha 85%, nmo MeHbIueil Mepe Ha 90%, 1o
MeHblIeill mepe Ha 91%, mo MeHblneil Mmepe Ha 92%, mo MeHbleidl Mepe Ha 93%, mo
MeHblIell mepe Ha 94%, no meHbluel mepe Ha 95%, mo MeHblell mMepe Ha 96%, Mo
MeHbl1el Mepe Ha 97%, o MeHbLIel Mepe Ha 98%, o MeHbLeli Mepe Ha 99%, Hanpumep,
Ha 100%, uOeHTHYHA MOCIeI0BaTEIbHOCTH aMUHOKHCIIOT, pencTasieHHoi B SEQ ID
NO: 278. B HeKOTOpBIX BapUaHTaX peaTn3alii aHTUTEJIO HJIU €T0 AaHTUT€HCBSI3bIBAIOLIU T
(bparMeHT comepskuT nocienosatebHocTh VH, mpencrasnennyo B SEQ ID NO: 477, u
nocienoBarenbHOCTh VL, mpencrasnenHyro B SEQ ID NO: 278. B HekOTOpbIX BapuaHTax
peanu3alny aHTUTENIO WM €r0 aHTHIeHCBS3BIBAIOIIMN (DparMEeHT CONEp:KUT 00JacTH
CDR VH u obnactu CDR VL, uMmerorue mocieaoBaTeIbHOCTH, MpencTasiieHHbie B SEQ
ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U CONEPKUT TSKEJIYIO ILIETlb,
KOTOpas o MeHblieil mepe Ha 80%, no meHbIuel Mepe Ha 85%, MO MeHbIIeH Mepe Ha
90%, no meHblueit mepe Ha 91%, o menbInei Mepe Ha 92%, no MeHbLIel mepe Ha 93 %,
no MeHblnel Mmepe Ha 94%, no MeHblIel Mepe Ha 95%, mo MeHblIel Mepe Ha 96%, o
MeHblIel Mepe Ha 97%, mo menblel mepe Ha 98%, Mo MeHbiel Mepe Ha 99%, Hanpumep,
Ha 100%, uneHTHYHA MOCIENOBATEIbHOCTH aMUHOKHUCIIOT, nipeacTasjaeHHon B SEQ 1D
NO: 529, u nerxyro Lenp, koTopas o MeHblueil Mepe Ha 80%, o MeHblielt Mepe Ha 85%,
no meHbineil mepe Ha 90%, o MeHblIel Mepe Ha 91%, mo MeHblIel Mepe Ha 92%, no
MeHbIe mepe Ha 93%, mo meHbluell Mepe Ha 94%, mo MeHblieil mepe Ha 95%, mo
MeHble mepe Ha 96%, mo meHbluell mepe Ha 97%, mo MeHbleil mepe Ha 98%, mo
MeHblle Mepe Ha 99%, nampumep, Ha 100%, wugeHTHYHA MOCIENOBATENLHOCTH
amuHOkHCHoT, mnpencrasieHHoir B SEQ ID NO: 103. B HekoTOpbIX BapuaHTax

peanu3aliy  aHTHTEJIO WJIM €ro AaHTUTCHCBSI3BIBAIOIIUN  (PAarMEHT  CONEpIKUT
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MOCJIEAOBATENIbHOCTD TsDKeNoN wenu, mnpencraieHHyro B SEQ ID NO: 529, u
NOCJIeIOBATEeNbHOCTD Jierkol Lenu, npeacrasieHHyro B SEQ ID NO: 103. Ilpumepst
KOMOWHHUPOBAHHBIX JIEKAPCTBEHHBIX CPENICTB, KOTOPbIE MOXKHO MPUMEHSTH C AHTUTEJIOM
COrNIaCHO  HacrosmeMy  m3o0pereHmio, BKmodaroT  Arpurmia®  (3dasupens,
au3onpokcmipymapar TeHodosupa u sMmrpuunTaduH), Kommepa® (DBuruepa®;
PUINMMBUPHH, AM30Npokcuiapymapar TeHoposupa u smrpuimrabun), Crpubmna®
(omBUTETpaBHp, KOOWIWICTAT, OU3ONPOKCHIPyMapaT TEeHO(POBHpPAa M IMTPULIUTAOUH),
TpyBaga® (amszompokcunpymapar TteHodposupa u smrpunuradbusn; TDF+FTC);
HeckoBu® (amadpenamua teHodosupa u smrpunmradbus), Onedceli® (amadenammn
TeHO(OBHpa, SMTPULIMTAONH W puinuBHpUH), JDkeHBOA® (amadenamun TeHodosupa,
SMTPULNTAONH, KOOULIMCTAT U 3JIBUTETPABUD ), JapyHaBUp, nonydymapar ajadernamuga
TeHo(poOBUpa,  ASMTpULMTAOMH W KoOuuucrar,; 3(aBUpeH3, JAMHBYOUH U
IU30MPOKCHI(pYyMapaT TeHO(POBHpPA, JAMHUBYIUH U AM3OMPOKCHI(PYMapaT TeHOPOBHPA,
TeHO(OBUP ¥ JaMHUBYAUH, anadeHamua TeHO(GOBHpPa U SMTPULUTAOMH; NOnydymapaT
anapeHamuaa TeHooBupa u SMTpULUTAONH; onypymapaT anadpeHamuna TeHOPOBUPA,
SMTpULMTaOMH M pUINMBUpHH, mnoiydymapar  anadpeHamupa  TeHO(OBHUDA,
sMTpuLuTabuH, KoOummcrar u sasurerpasup; KomOusup® (3MI0BYyIUH U JTaMUBYAMH,;
AZT+3TC), Dn3ukom® (Jlusekca®; abakaBupa cyiabdar u jgamuBynuH, ABC+3TC);
Kanerpa® (Anysua®; nonuHaBup 1 putoHaBup);, Tpuymek® (nonyrerpaBup, abakaBup u
gamuBynuH), TpusuBup® (abakaBupa cyabdaT, 3UIOBYAMH U  JIAMUBYIVH,
ABCH+AZT+3TC); arazaHaBup U KOOMLHCTAT, Cyib(ar arazaHaBupa U KOOWMLIUCTAT,
cynbdaT arazaHaBUpa M PHUTOHABUD, AAPYHABUP W KOOWIMCTAT, NOJNyTErpaBHp M
PUINMBUPHH, NOJYTETPABUP M THAPOXJIOPHI PWINHMBUPHUHA, IOJYTErPaBHp, CYyJb(aT
abakaBupa W JIAMUBYIWH, JIAMHBYAHMH, HEBUPANMH W 3HUIOBYIWH, pAITErpaBUp H
JAMUBYIUH, TOPABUPUH, JJAMUBYIUH U AU30NpPOKcHiIdymapaT TeHOPOBUPA, TOPABUPHH,
JAMUBYJIUH M JU30MPOKCUI TEHOPOBHpPA, NOMyTErpaBUp + JIAMUBYIWH, JJAMHBYIUH +
abakaBup + 3UIOBYIUH, JAMUBYIWH + abakaBup, JaMUBYIUH + AH30MPOKCHI(yMapaT
TeHO(OBHpa, JAMUBYIMH + 3HAOBYAWH + HEBUpANWH, JIOMUHABUDP + PUTOHABUD,
JonuHAaBUp + pUTOHaBUp + abakaBup + NAMUBYAWH, JIOMMMHABHDP + PHUTOHABUD +
3UAOBYIMH + JAMHUBYAWH, TEHO(DOBUp + JaMUBYOMH U JAU3OMpoOKcuidymapar
TeHO(OBHpa + SMTPULMTAONH + TUIPOXJIOPUI PHINHMBHPHHA, JIOTIMHABHP, PUTOHABHP,

3UIOBYIMH U JaMuBYAWH; Vacc-4x u pomuaencus; u APH-0812.

Jpyrue nekapcTBeHHble cpeactsa or BUY.
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[0211] IIpumMepe! Apyrux J€KapCTBEHHBIX CPeACTB Ui Jedenus BHY, xoropbie MOXHO
KOMOWHHUPOBATh C AHTUTEJOM COIJIAaCHO HACTOSINEMY H300PETeHHIO, BKIIOYAOT
anleMaHHaH, amucnopusup, BanlLec, nedepunpon, I'amumyH, MereHKedanuH,
HantpekcoH, Ilpomactun, REP 9, RPI-MN, VSSP, Hlviral, SB-728-T, 1,5-
nexaddeomTXHHAYIO (dicaffeoylquinic) KHCJIOTY, rHIV7-shl-TAR-CCRSRZ,
renoteparmuio AAV-eCD4-Ig, renoreparmmto MazF, BlockAide, ABX-464, AG-1105,
APH-0812, BIT-225, CYT-107, HGTV-43, HPH-116, HS-10234, IMO-3100, IND-02,
MK-1376, MK-2048, MK -4250, MK-8507, MK-8591, NOV-205, PA-1050040 (PA-040),
PGN-007, SCY-635, SB-9200, SCB-719, TR-452, TEV-90110, TEV-90112, TEV-90111,
TEV-90113, RN-18, ImmuGlo u VIR-576.

HNuaruburops! nporeas BUY.

[0212] B HexoTOphIX BapMaHTAaX peaju3aliM AHTUTENd WIH AHTHICHCBS3BIBAIOLIHE
(parMeHTBI, ONUCAHHBIE B TAHHOH 3asBKEe, KOMOMHHUPYIOT ¢ UHTHOUTOpOM npoTeas BUY.
ITpumeps! nHrHOUTOpPOB NpoTteas BUY, koTopble MOKHO KOMOMHUPOBATH C AHTUTENIOM
COTJIACHO HACTOSIIEMY N300PETEeHHIO, BKIIIOYAIOT aMIIPEHABUD, aTa3aHaBHp, OpekaHaBUD,
napyHaBup, ¢ocamrpeHaBup, (ocammpeHaBup KaibLUs, WHAWHABUD, CyibdaT
VHAWHABHPA, JIOMUHABU D, HeJ(PUHABHD, ME3WIAT HeN(HHABUPA, PUTOHABUP, CAKBHHABHD,
Me3uJIaT cakBuHaBupa, TunpaHasup, DG-17, TMB-657 (PPL-100), T-169, BL-008, MK-
8122, TMB-607 u TMC-310911.

Huaruburopsl obpaTHOl TpanckpunTassl BUY.

[0213] B HexkoTOpBIX BapuaHTax peaju3alliyd AaHTUTENA WM AHTUTEHCBS3bIBAIOLINE
(bparMeHTBI, ONMUCAHHbIE B JAHHOW 3asBKE, KOMOMHHUPYIOT C HEHYKJICO3UIHBIM WU
HEHYKJICOTUHBIM HHIHOUTOPOM. [IpuMepsl HEHYKIEO3MIOHBIX WIN HEHYKJICOTHIHBIX
UHTHOMTOPOB 0OpaTHOH Tpanckpunrtazbl BUY, koTopple MOXXHO KOMOMHHUpPOBATH C
AHTUTEJIOM COTJIACHO HACTOSIIEMY HM300PETEeHUIO, BKJIFOYAIOT NAMBUPUH, IEITABHPIUH,
Me3WIaT JeNaBUpANHA, IOPaBUPHUH, 3(PaBUpPEH3, STPABUPUH, JICHTUHAH, HEBUPAIIUH,

punmuBupuH, ACC-007, AIC-292, KM-023, PC-1005 u sncynbdasupun (VM-1500).

[0214] B HexkoTOpBIX BapuaHTax peaqu3aldd AaHTUTENA WM AHTUTEHCBS3bIBAIOLINE
(dparMeHTBl, ONHCaHHBbIE B JAHHOH 3asBKEe, KOMOWHHPYIOT C HYKJICO3HIHBIM WIIH
HyKJIeOTHIHBIM HHruoutopoMm BUHY. Ilpumepbl HYKJICO3WAHBIX WM HYKJICOTHIHBIX
UHTHOMTOPOB 0OpaTHOH TpanckpunTazbl BUY, koToppile MOXXHO KOMOMHHpPOBATH C
AHTUTEJIOM COTJIACHO HACTOSIIEMY H300PETEHHIO, BKIIFOUYAOT afe(OBUP, IUIMHBOKCUI

anedoBupa, a3BynuH, SMTpULIUTAONH, TeHOoBHp, anadeHamun TeHodoBHpa, Gymapar
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anadenamuna teHodosupa, momypymapatr amadpeHamuna TeHOPOBHpA, IU3OMPOKCHIT
TeHodoBHpa, auzonpokcwipymapar TeHodoBupa, mOIyPymapar AU3OMPOKCHUIIA
teHodosupa, VIDEX® u VIDEX EC® (aunanosus, ddl), abakasup, cyibdar abakasupa,
AJNIOBYIIUH, ampuUUTAOWH, I[IEHCABYAWH, IUIAHO3WH, OJJBYLUTAOMH, (ecTuHaBHp,
¢ocanBynuna tugokcwin, CMX-157, manuBupuH, nopasupul, 3tpasupus, OCR-5753,
OpoOTaT IU30MpOKCHIa TeHO(poBHpPa, (HO3UBYAMHA THIOKCHWI, JAaMUBYIHH, (docdasun,
CTaBYIWH, 3aJIbLIUTA0WH, 3U10BYIUH, dTanadenamun posadosupa (GS-9131), GS-9148,
MK-8504, MK-8591, MK-858, VM-2500 u KP-1461.

Huaruburops! naTerpassl BUU.

[0215] B HEKOTOpbIX BapHaHTaxX peaau3allid AaHTUTEJA WM AHTUTEHCBA3BIBAIOLINE
(parMeHTHI, ONMUCAHHBIE B NAHHOW 3asBKe, KOMOMHHUPYIOT C MHTHOUTOPOM HHTErpasbl
BUY. Ilpumeps! unruouropos murerpasbl BUY, koTopple MOKHO KOMOMHHPOBAThH C
AHTUTEJIOM COTJIACHO HACTOSALIEMY M300pPETEHHIO, BKIIOYAIOT 3JIBUTETPABUP, KYPKYMHUH,
NPOM3BOAHbBIE KYPKYMHHA, LIUKOPUEBYIO KUCJIOTY, NPOU3BOHBIE [IMKOPUEBON KHUCIIOTBHI,
3,5-nexadHeonIXMHHYIO KHCIOTY, HPOU3BOAHBIE 3,5-nexkaddeorIXuHHON KHCIOTHI,
AyPUHTPUKAPOOHOBYIO ~ KUCIIOTY, HPOU3BOIHBIE AYPUHTPUKAPOOHOBOH  KHCIOTHI,
(eHITHITOBBIN CIOXKHBINH 3(QUp KO(HEHHOBOW KHUCIOTHI, MPOU3BOAHBIE (HEHITUIIOBOTO
CJNOKHOTO 3(¢upa KOPEHHOBOW KHCIOTHI, TUPPOCTUH, TNPOU3BOAHBIE TUP(POCTHHA,
KBEpLIETUH, IMIPOM3BOJHbIE KBEpLETUHA, panTterpasup, aponyrerpasup, JTK-351,
oukrerpaBup, AVX-15567, kaborerpaBup (IIUTEIBHOrO NEHCTBUS, UHBELMPYEMBIN ),
MPOU3BONHbIE TUKETOXHUHONMUHA-4-1, naruourop unrerpaspl-LEDGF, LEDGIN, M-522,
M-532, NSC-310217, NSC-371056, NSC-48240, NSC-642710, NSC-699171, NSC-
699172, NSC-699173, NSC-699174, crunbdenenucyibpoHoByO Kucioty, T-169, VM-
3500 u kaborerpasup.

[0216] B HexkoTOpBIX BapuaHTax peaau3aliyd AaHTUTENA WM AHTUTEHCBS3bIBAIOLINE
(dparmMeHTBl, ONHCAHHBIE B JAHHOW 3asBKe, KOMOHMHUPYIOT C HWHTHOUTOPOM
HEKATAJIUTUYECKOTr0 ydacTka mHTerpasbl BUY (wnm ammoctepryecKuM HMHTHOUTOPOM)
(NCINI). IIpumepsl HHTHOUTOPOB HEKATAJIUTHYECKOrO y4acTka uHTerpassl BUY (wmu
amnocrepuueckux uHrHOUTOpoB) (NCINI), kOTOpBIE MOKHO KOMOWHUPOBAaTH C
AHTHUTEJIOM COTJIACHO HacTosmeMy mu3o0pereHuro, BKIHOYAOT CX-05045, CX-05168 u

CX-14442.

HNuaruburopsl nponrkHosenus BY.
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[0217] B HexkoTOpBIX BapuaHTax peaqu3allid AaHTUTENA WM AHTUTEHCBA3BIBAIOLINE
(dparmMeHTBl, ONHCAHHBIE B JaHHOW 3asiBKe, KOMOMHHPYIOT C HHTHOUTOPOM
nporukHoBeHuss BUY. Ilpumepsl HHrHOMTOpPOB NpOHWKHOBeHHs (cnusiHus)) BUY,
KOTOpBIE MOKHO KOMOWHHUPOBATh C AHTUTEIOM COIJIACHO HACTOSILIEMY H300PETEHUIO,
BKJIFOYAIOT LEHUKpUBUPOK, wuHruomroper CCRS, wunruburtopsr gp4l, uHruOMTOpHI

npucoenunenns CD4, naruburoper gp120 u narudouroper CXCR4.

[0218] B HeKkoTOpbIX BapuaHTax peaqu3aldud AaHTUTEJA WM AHTUTEHCBA3BIBAIOLINE
(dparmMeHTBl, ONMCaHHBbIE B JaHHOH 3asBKe, KOMOMHupyrT ¢ uHruouropom CCRS.
ITpumeps! uarndouropos CCRS, koTopbIe MOKHO KOMOMHHPOBATH C AaHTUTEJIOM COTJIACHO
HACTOSILIIEMY  M300pPETEHHI0, BKIIOYAIOT  AIUIABUPOK, BUKPHBHPOK, MAapaBUPOK,
LIEHUKPHUBUPOK, JepoHanMabd (PRO-140), ananrasup (RAP-101), audpesupox (TD-0232),
oucneundudeckue anrurena npotus GP120/CD4 uiu CCRS, B-07, MB-66, nonunenTia
C25P, TD-0680 u vMIP (xaumuny (Haimipu)).

[0219] B HexoTOpbIX BapuaHTax peaju3alud aHTUTENa WM AHTUICHCBS3bIBAKOLIUE
(parMeHTBI, ONHMCAaHHBIE B MAHHOW 3asBKE, KOMOMHHUPYIOT ¢ HHruouropom gp4l.
ITpumeps UHTUOUTOPOB gp41, KOTOpPBIE MOKHO KOMOWHHPOBATh C AHTHTEJIOM COTJIACHO
HACTOSILIIEMY HM300pETeHHIO, BKJIIOYAIOT anOyBuptua, sSHPyBuptua, BMS-986197,
sH}yBUpTHA Kiacca BioBetter, Onoananor sudyBupTuaa, nHrubuTOph! ciusHus BITU-1

(P26-Bapc), ITV-1, ITV-2, ITV-3, ITV-4, Tpumep PIE-12 u cudpysuptun.

[0220] B HexkoTOpBIX BapuaHTax peaju3aluyd AaHTUTENAa WIM AHTUTEHCBS3bIBAIOLINE
(dbparMeHTbl, OINUCAaHHbIE B JAaHHOH 3asBKe, KOMOWHHUPYIOT C HMHIHOUTOPOM
npucoenunennss k CD4. Ilpumepsl uHrubutopos mnpucoenuHenusi k CD4, koropbie
MOKHO KOMOMHHMPOBAThb C AHTUTEJIOM COTJIACHO HACTOSIIIEMY M300PETEHUIO, BKIIOYAIOT

ubam3ymad u ananoru CADA.

[0221] B HexkOoTOpBIX BapuaHTax pealu3allid AaHTUTENA WIM AHTUTEHCBS3bIBAIOLINE
(parMeHTBl, ONHMCaHHBIE B JAHHOH 3asBKe, KOMOWMHHPYIOT C wuHruouropom gpl20.
ITpumeps! nHrEONTOPOB gp 120, KOTOPBIE MOKHO KOMOMHHPOBATH C AHTHTEJIOM COTJIACHO
HacTosiieMy u300pereHuto, BkimoudaroT Radha-108 (pemenron), 3B3-PE38, BanlLec,
HAHOJIEKAPCTBO HA OCHOBE OEHTOHHUTA, TpoMeTramuH (pocremcasupa, IQP-0831 u BMS-

663068

[0222] B HeKkOoTOpBIX BapuaHTax peaqu3aldid AaHTUTENA WIH AHTUTEHCBS3bIBAIOLINE
(dparmMeHTBl, ONMHMCaHHBIE B NAHHOH 3asBKe, KOMOMHHPYIOT ¢ mHruouropom CXCR4.

ITpumepsr narnoutopoB CXCR4, kOoTOpble MOXHO KOMOWHHPOBATH C AHTHTEIOM
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COTJIACHO HACTOSIIEMY H300peTeHNI0, BKIIFOUaroT iepukcadop, ALT-1188, menrun N15
u vMIP (Haimipu).

[0223] B HeKOoTOpBIX BapuaHTaxX peaau3aldd AaHTUTENA WM AHTUTEHCBS3bIBAIOLINE
(dparmMeHTBI, OMUCAHHBIE B JAHHOH 3asBKe, KOMOMHUPYIOT C HHTHOUTOPOM CO3PEBaHMS

BHUY. Ilpumepsr naruouropos cospesannss BUY, xoropele MOKHO KOMOMHHPOBATH C

AHTHUTEJIOM COTJIACHO HacTosIeMy u3o0peTeHuto, BKmodaror BMS-955176, GSK-

3640254 u GSK-2838232.

Ob6parnarlnue JATEHTHOCTD ar€HThL.

[0224] B HEKOoTOpbIX BapuaHTaxX peaqu3allid AaHTUTEJA WM AHTUTEHCBA3BIBAIOLINE
(bparmMeHTbl, ONUCAHHbIE B TAHHOM 3asBKe, KOMOMHUPYIOT C OOpaIaroIMHU JIATEHTHOCTD
arentamu (LRA). Ilpumepsl oOpalmaroIiqux JATEHTHOCTb AreHTOB, KOTOPbIE MOXKHO
KOMOMHHPOBAaTh C QHTUTEJIOM COIJIACHO HACTOSIEMY HW300pPETEHHIO, BKJIFOYAIOT
aronuctsl Toll-mogo6Horo penentopa (TLR) (Bkitouast aronrctsl TLR7, Hanmpumep, GS-
9620 u aronuctbl TLR8, nampumep, GS-9688), MHruOMTOpHI HeaueTHIa3 T'MCTOHOB
(HDAC), uHruOuTOophl MpoTE€acOMbI, TAKHE KaK BEJKEHI, aKTHBATOPbI MPOTeMHKUHA3bI C
(PKC), unruduropsr Smyd2, wnruburopsr BET-Opomonomen-conepskamero Oenka 4
(BRD4), nonomunus, antaroHuctsl IAP (MHruOuTop OenkoB anonrtosa, Takue kak APG-
1387, LBW-242), mumeruku SMAC (Bxmouas TL32711, LCL161, GDC-0917,
HGS 1029, AT-406), PMA, SAHA (cy0epaHuioruApokcaMoBast KUCJIOTA, HITH CyOepOom,
AQHWINJ ¥ THApOKcaMoBasi kuciora), NIZ-985, moaynmupyromue IL-15 anTuTena (Bkro4as
IL-15, cautbie Genku IL-15 u aronuctsl peuentopos IL-15, nanpumep, ALT-803), JQ1,
mucynbdupam, amdorepunud B u uHruOuTOopel YOMKBHTHHA, TaKHe KakK aHAJOTH
nmaprazona, APH-0812 u GSK-343. Ilpumepsr wunrudturopos HDAC BximouaroT
pommuIencuH, BOpUHOCTaT U maHoOmHoctar. [Ipumeps! aktuBatopoB PKC BrimOuaroT

MHJI0JIaKTaM, pocTpaTuH, nHrenosn B u DAG-nakToHbL

Aronuctsl Toll-monobroro peuenropa (TLR).

[0225] B pasnnuHbIX BapuaHTax peaqu3allid AHTUTENA WM AHTUTEHCBS3BIBAIOLINE
(bparmMeHTBI, ONHUCAHHBIC B TAHHOW 3asiBKe, KOMOMHUPYIOT ¢ aroHucToM Toll-monodnoro
peuenropa (TLR), Hanpumep, aronuctom TLR1 (Ne rena B NCBI: 7096), TLR2 (Ne rena
B NCBI: 7097), TLR3 (Ne rena 8 NCBI: 7098), TLR4 (Ne rena 8 NCBI: 7099), TLRS (Ne
reHa B NCBI: 7100), TLR6 (Ne rena 8 NCBI: 10333), TLR7 (Ne rena 8 NCBI: 51284),
TLRS8 (Ne rena B NCBI: 51311), TLRY (Ne rena 8 NCBI: 54106), w/umu TLR10 (Ne rena

B NCBI: 81793). Ilpumepsr aronucroB TLR7, KOTOpble MOKHO COBMECTHO BBOIHUTH,
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BKJIFOUArOT, Oe3 orpannuenms: AL-034, DSP-0509, GS-9620 (Becatomumon), LHC-165,
TMX-101 (umuxumon), GSK-2245035, pesuxksumon, DSR-6434, DSP-3025, IMO-4200,
MCT-465, MEDI-9197, 3M-051, SB-9922, 3M-052, Jlumtomn, TMX-30X, TMX-202, RG-
7863, RG-7854, RG-7795 wu coemgunenwms, omucanHbie B US20100143301 (Gilead
Sciences), US20110098248 (Gilead Sciences), m US20090047249 (Gilead Sciences),
US20140045849 (Janssen), US20140073642 (Janssen), W02014/056953 (Janssen),
WO02014/076221 (Janssen), WO2014/128189 (Janssen), US20140350031 (Janssen),
WO02014/023813 (Janssen), US20080234251 (Array Biopharma), US20080306050
(Array Biopharma), US20100029585 (Ventirx Pharma), US20110092485 (Ventirx
Pharma), US20110118235 (Ventirx Pharma), US20120082658 (Ventirx Pharma),
US20120219615 (Ventirx Pharma), US20140066432 (Ventirx Pharma), US20140088085
(Ventirx Pharma), US20140275167 (Novira Therapeutics) u US20130251673 (Novira
Therapeutics). Aronuct TLR7/TLRS, KOTOpBIi MOXHO COBMECTHO BBOJHUTH,
npencrasisier codori NKTR-262, tenparonmumon u BDB-001. Ilpumepsl aroHuCToB
TLR8, xoTopble MOXXHO COBMECTHO BBOAWTH, BKJIOUAKOT, 0Oe3 orpannueHus: E-6887,
IMO-4200, IMO-8400, IMO-9200, MCT-465, MEDI-9197, moTronumon, pe3uKBHUMOJ,
GS-9688, VTX-1463, VTX-763, 3M-051, 3M-052 u coequHEHUs, OIIMCAHHBIE B
US20140045849 (Janssen), US20140073642 (Janssen), W02014/056953 (Janssen),
WO02014/076221 (Janssen), WO02014/128189 (Janssen), US20140350031 (Janssen),
WO02014/023813 (Janssen), US20080234251 (Array Biopharma), US20080306050
(Array Biopharma), US20100029585 (Ventirx Pharma), US20110092485 (Ventirx
Pharma), US20110118235 (Ventirx Pharma), US20120082658 (Ventirx Pharma),
US20120219615 (Ventirx Pharma), US20140066432 (Ventirx Pharma), US20140088085
(Ventirx Pharma), US20140275167 (Novira Therapeutics), m US20130251673 (Novira
Therapeutics). Tlpumep aronumcrtoB TLRO, koTOpble MOXXHO COBMECTHO BBOIUTH,
BKJIFOUarOT, Oe3 orpanmderusi: AST-008, koburtomumon, CMP-001, IMO-2055, IMO-
2125, murennmon, MGN-1601, BB-001, BB-006, IMO-3100, IMO-8400, IR-103, IMO-
9200, aratomumon, DIMS-9054, DV-1079, DV-1179, AZD-1419, neduromumon (MGN-
1703), CYT-003, CYT-003-QbG10, tuncoronmumon u PUL-042. Tlpumepsl aroHucra
TLR3 BrutouaroT puntraronumon, noau-ICLC, RIBOXXON®, Apoxxim, RIBOXXIM®,
IPH-33, MCT-465, MCT-475 u ND-1.1. Ilpumeps! aronucra TLR4 Bxmouaror G-100 u
GSK-1795091.

Huaruburopsl neauermwias rucronos (HDAC).
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[0226] B pasnnuHpIX BapuaHTax peaqu3allid AHTUTENA WM AHTUTCHCBSI3BIBAIOLINE
(parmMeHTBI, ONUCAHHBIC B JAHHOH 3asBKE, KOMOMHUPYIOT C MHTHOMTOPOM JlealieThias
THCTOHOB, Hampumep, nearerwnasbl rucrona 9 (HDACY, HD7, HD7b, HD9, HDAC,
HDAC7, HDAC7B, HDAC9B, HDACO9FL, HDRP, MITR; ren ID: 9734). IIpumepsl
unruouropoB HDAC Bkirovarot, 6e3 orpanmuenusi: abekcunocrat, ACY-241, AR-42,
BEBT-908, 6emmunocrar, CKD-581, CS-055 (HBI-8000), CUDC-907 (¢pumenunocrar),
SHTUHOCTAT, TMBHUHOCTAT, MOLIETMHOCTAT, MaHOOMHOCTAT, MPAaLMHOCTAT, KBHU3UHOCTAT
(JNJ-26481585), pecmuHOCTaT, pUKOIMHOCTAT, pomuzencuH, SHP-141, Bampnpoesas

kucnora (VAL-001), BopuHOCTAT, THHOCTAMYCTHH, PEMETHHOCTAT, SHTUHOCTAT.

HNuaruburops! kancuaa.

[0227] B HEKOoTOpbIX BapuaHTaxX peaau3alliyd AaHTUTEJA WM AHTUTEHCBS3bIBAIOLINE
(parMeHTBI, ONMUCAHHBIE B JAHHOW 3asBKe, KOMOMHUPYIOT C HMHCHOUTOPOM KarCHAA.
Ilpumepsl MHrUOWUTOPOB KamcHUia, KOTOPbIE MOXKHO KOMOHMHHUPOBATH C AHTUTEJIOM
COTJIACHO HACTOSIIIEMY M300pETEHHIO, BKIIFOUAIOT HHIHONTOPBI MOJIUMEPH3ALIUH KarCHaa
WIH pa3pyLIAIOIie Karcua COeANHeH s, THruoOuTophl Hykieokarncuna p7 BUU (NCp7),
TaKue Kak a3onukapOOHaMuy, HHrHONTOPHI KancuaHoro oenka p24 BUY, GS-6207, AVI-
621, AVI-101, AVI-201, AVI-301 u cepus AVI-CANI1-15.

HMMYHOJIOTHYECKIE METObI JIEYEHUS.

[0228] B HexkoTOpBIX BapuaHTax peaju3aldyd AaHTUTENA WM AHTUTEHCBS3bIBAIOLINE
(parMeHTBl, OMHCAHHBIE B IOAHHOH 3asBKE, KOMOWHHPYIOT C HMMYHOJOIHYECKUM
METONOM JieueHus. [IpumMepbl UMMYHOJIOIMYECKUX METOJIOB JISUEHUS, KOTOPBhIE MOXKHO
KOMOWHHUPOBATh C AQHTUTEJOM COIJIACHO HACTOSINEMY H300PETeHHIO, BKJIOYAIOT
moxyisatopel Toll-mogobueix peunentopoB (TLR) (Hampumep, aroHHCTBI), TaKHe Kak
arornctel TLR 1, TLR 2, TLR 3, TLR 4, TLR 5, TLR 6, TLR 7, TLR 8, TLR 9, TLR 10,
TLR 11, TLR 12 w/umu TLR 13; moaynsitopsl Oenka 1 3amporpaMMUpOBaHHOMN rudenu
kiaerkn (PD-1); momymsaropel juranpa 1 3amporpammupoBanHoil rubdemn (PD-L1);
aroauctel IL-15 (Hampumep, ALT-803); nepmaBup, WHTEpJNEHKUH-7, TUIAKBEHWI
(ruppokcuxiopoxuH), nponeiikuH (amppecneidikuH, 1L-2); wuHTepdepoH anbda;
uaTepdepon anbda-2b, uaTepdepon anbdha-n3; NmermIMpoOBaHHbIH UHTEP(HEPOH anbda;
uHTep(YEepPOH ramMmMa; rUAPOKCUMOUYeBHHY;, Modernn mukodpeHonmata (MPA) u sdupHoe
npousBonHoe Moderun mukodpeHonata (MMF), pubaBupuH, PUHTATOIUMO, MOJUMED
nojmstuneanmud (PEID); remon; IL-12; WF-10; VGV-1; MOR-22; BMS-936559; CYT-
107, cmuteiii Oenok wHTepnetikuH-15/Fc, AM-0015, ALT-803, NIZ-985, NKTR-255,

HopMm(epoH, neruHrepdepoH anbda-2a, nerunrepdepon anbda-2b, pexkoMOWHAHTHBINH
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unrepneikus-15, RPI-MN, GS-9620, GS-9688, monynsatops! STING, moaynstopsl RIG-
I, monynaropst NOD2, SB-9200 u IR-103.

[0229] B HeKOoTOpBIX BapuaHTaxX peaau3aldd AaHTUTENA WM AHTUTEHCBS3bIBAIOLINE
(dparmMeHTBI, ONMCaHHbIE B JAHHOM 3asBKe, KOMOUHHUPYIOT ¢ aronucTtoM TLR. Ilpumepsr
aronuctoB TLR Bkjro4aroT, 6e3 orpanudenus: Becatonumon (GS-9620), nedpuronumon,
tusicoronumoy, punratonmumon, DSP-0509, AL-034, G-100, xoburomumon, AST-008,
moronumon, GSK-1795091, GSK-2245035, VTX-1463, GS-9688, LHC-165, BDB-001,

RG-7854 u Tenparonumon.

Moy AsTOphI PELIENTOPHOrO Oenka HUMMYHHBIX KOHTPOJIBbHBIX TOYCK.

[0230] B pasnnyHpIX BapuaHTax peaju3allid AHTUTENA WM AHTUTCHCBSI3bIBAIOLIUE
(parMeHThl, ONHMCAaHHbIE B JAHHOW 3asBKe, KOMOMHHMPYIOT C OJHHM wWin Ooiee
OnokaropamMu WM MHIHOUTOPaMH OEJIKOB MJIM PELeNTOPOB MHIHOMTOPHBIX MMMYHHBIX
KOHTPOJIbHBIX TOUEK W/WIM C OFHUM WIH Oojiee CTUMYJSITOPAMHM, aKTHBATOPaMH HIIH
aroOHUCTaMH OJHOTO WM Oollee CTUMYJMPYIOUHMX O€JNKOB MM PELenTOPOB MMMYHHBIX
KOHTPOJIbHBIX TOUeK. blIoKMpoBaHME MM MHTHOMpPOBAHME WHTHOUTOPHBIX MMMYHHBIX
KOHTPOJIbHBIX TOUEK MOJKET MOJIOKUTEJBHO PeryInpoBaTh akTuBanuo T-xietok mmm NK-
KJIETOK M IIPEAOTBPAIIATD YCKOJIB3aHUE OT HIMMYHHOT'O OTBETa MH() MLIMPOBAHHBIX KJIETOK.
AKTHBALHS WITH CTUMYJISILHSI CTUMYJIUPYEOIIHMX UMMYHHBIX KOHTPOJIBHBIX TOYEK MOKET
YCHUIIUTh  JeHCTBHE  WHTHOMTOPOB  MMMYHHBIX ~ KOHTPOJIBHBIX  TOYEK  IPHU
NPOTHUBOMH(MEKIIMOHHON Tepanuu. B pasquyHbIX BapUAHTAX peaiu3alud OeNKd WK
peLenTopbl HMMYHHBIX KOHTPOJIbHBIX TOUEK PEryJUPYIOT OTBETHI T-KJI€TOK (HAampumep,
cM. 0030p B Xu u 1p., J Exp Clin Cancer Res. (2018) 37:110). B pa3nnyHbIX BapuaHTax
peanu3anuy OeJIKU UK PELIETTOPbl UMMYHHBIX KOHTPOJIBHBIX TOUEK PETYJIHPYIOT OTBETHI
NK-knerok (Hampumep, cM. 0030p B Davis u mp., Semin Immunol. (2017) 31:64-75 u
Chiossone u ap., Nat Rev Immunol. (2018) 18(11):671-688).

[0231] [Tpumepbl OETKOB WM PELENTOPOB MMMYHHBIX KOHTPOJIBHBIX TOYEK BKIIFOYAOT,
6e3 orpanmuenus: CD27, CD70; CD40, CDA40LG; CD47, CD48 (SLAMF2),
copepKalni TpaHCMeMOpaHHBIH IOMEH 1 IOMeH UMMyHorio0ynnHa 6enok 2 (TMIGD2,
CD28H), CD84 (LY9B, SLAMFS), CD9%6, CD160, MS4A1 (CD20), CD244 (SLAMF4);
CD276 (B7H3); conepamuii nomeH V-set uarudurop 1 akrusaumu T-xnerok (VICNI,
B7H4); conepxammii V-set ummyHoperyasitopabsiii peuenrop (VSIR, B7HS, VISTA);
npeacraBuTeNb cynepcemeiicrea ummyHornodynuaoB 11 (IGSF11, VSIG3);, nurang 1
perenropa 3 LUTOTOKCHYHOCTH ecTecTBeHHOH kieTku-kmuiepa (NCR3LGI1, B7H6);

HERV-H LTR-cesi3pBatomuii 6enok 2 (HHLA2, B7TH7), uHIyuupyeMsblii KOCTUMYJISITOP
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T-knerok (ICOS, CD278), nuranx naayupyemoro koctumyisitopa T-knerok (ICOSLG,
B7H2), mpencrasutens 4 cymnepcemerictBa peuentopos TNF (TNFRSF4, 0X40),
npencrasurenb 4 cynepcemerictsa TNF (TNFSF4, OX40L); TNFRSF8 (CD30), TNFSF8
(CD30L); TNFRSF10A (CD261, DR4, TRAILR1), TNFRSF9 (CD137), TNFSF9
(CD137L); TNFRSF10B (CD262, DRS, TRAILR2), TNFRSF10 (TRAIL); TNFRSF14
(HVEM, CD270), TNFSF14 (HVEML), CD272 (B- u T-mumdornurapHsiii aTTeHI0ATOP
(BTLA)); TNFRSF17 (BCMA, CD269), TNFSF13B (BAFF), TNFRSF18 (GITR),
TNFSF18 (GITRL); monobtnas monumnentuny MHC 1 kiacca mocienoBaTesibHOCTb A
(MICA); nono6uas monunentuny MHC I knacca nocnenosatensHocts B (MICB); CD274
(CD274, PDL1, PD-L1); 3anporpammupoBanHas rudens kietku 1 (PDCD1, PD1, PD-1);
Oenok 4, accouuupoBaHHbIi ¢ nurotokcnueckumu T-nmumdormramu (CTLA4, CD152);
CD80 (B7-1), CD28; monekyny kierouynoii aaresun HektuH 2 (NECTIN2, CD112);
CD226 (DNAM-1); monekyiy kieTo4HoH aaresun peuenrop nonuosupyca (PVR) (PVR,
CD155); poncteennnlii PVR conepxkamuii jomeH nmmyHoro0yanHa Oenok (PVRIG,
CDI112R), T-xnerounslii ummyHopeuenrtop ¢ gomenamu lg u ITIM (TIGIT), T-
KJIETOUHBIN COAEP AU TOMEH HMMYHOTJIOOY/IMHA U TOMeH MyLirHa Oesiok 4 (TIMD4;
TIM4); knerounsiii peuentop 2 Bupyca renatura A (HAVCR2, TIMD3, TIM3), ranektux
9 (LGALS9); ren axtuBaumu mumbouutoB 3 (LAG3, CD223); npencraBurens 1
CeMeNCTBAa CUTHAIbHBIX MOJIeKyJ1 aktuBanuu umpouutoB (SLAMF1, SLAM, CD150);
antureH umdonntoB 9 (LY9, CD229, SLAMEF3); npencraButens 6 cemeiictea SLAM
(SLAMF6, CD352), mnpencraBurens 7 cemeiictea SLAM (SLAMF7, CD319);
cesspiBatomuii UL16 Genmox 1 (ULBP1); ces3eBarommii UL16 Genok 2 (ULBP2);
cssbiBatomuii UL16 6enok 3 (ULBP3); pannuii Tpanckpunt 1E peTHHOEBOI KHCIOTHI
(RAET1E; ULBP4); pannuii Tpanckpunt 1G perunoesoii kuciorsl (RAET1G; ULBPS);
pannmii Tpanckpunt 1L perunoesoit kucnotel (RAETI1L; ULBP6), reH axkruBauuu
mumpormros 3 (CD223); uMMYHOTrIOOYJINH-TIONOOHBIA PEUEnTOop KIETOK-KHJUIEPOB C
TpeMsi foMeHaMu Ig u pmmHHBIM muroruiasMarmdeckuM xsoctom 1 (KIR, CD158E1);
nexkruH-ionoOHbp  peuentop Cl1 knerok-kumepos (KLRC1, NKG2A, CDI159A);
nexruH-ionoOHbIH perentop K1 knerok-kmmiepos (KLRK 1, NKG2D, CD314); nexTus-
nonobuelii penenrtop C2 kinerok-kmiuiepoB (KLRC2, CDI159¢, NKG2C), nextus-
nofoOHeii  peuentop C3 knerok-kmwuiepos (KLRC3, NKG2E), nekTuH-monoOHbIH
peuenrop C4 xnerok-kuwmiepoB (KLRC4, NKG2F), uMMmyHOrIoOyTHH-TOTOOHBIH
peLenTop KJIETOK-KHJUIEPOB C JBYMsI AOMEHAaMHU Ig M JJIMHHBIM LIUTOIUIA3MATHYECKHM
xgoctoM 1 (KIR2DL1); uMMyHOrIoOyJIHH-IOJOOHBIH PEeLenTop KIETOK-KHIUIEPOB C

OByMsi noMeHamMu Ig u UMHHBIM 1mToruiasMatudeckuMm xBoctoM 2 (KIR2DL2);
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UMMYHOTJIOOYIMH-TIOTOOHBIA peLenTop KJIETOK-KWJUIEPOB C JABYMsI JOMEHaMH Ig u
IUIMHHBIM 1UTorasMatndeckuM xBoctoM 3 (KIR2ZDL3); uMMyHOrno0yaIuH-ogo0HbIH
peLenTop KJIETOK-KIJUIEPOB C TPEeMsl TOMEHaMH Ig M IIMHHBIM LUTOIUIA3MAaTHYECKHM
xBocToM 1 (KIR3DL1); nextur-nogodusIi perenrop D1 knerok-kmmiepos (KLRD1) u

npencrasurenb 7 cemeiicta SLAM (SLAME7).

[0232] B pasnnuHpIX BapuaHTax peajqu3allid AHTUTENA WM AHTUTCHCBSI3BIBAIOLIUE
(dparmMeHTBl, ONHCAHHBIE B MAHHOW 3asBKe, KOMOMHHUPYIOT C OAHMM WM Oojee
OnmokaropamMu WM HMHTHOUTOpaMH ONHOrO wWiM Oonee T-KJIETOYHBIX OENKOB WU
peLenTopoB UHrHOUTOPHBIX MUMMYHHBIX KOHTPOJIbHBIX TOdek. IIpumepnr T-kineTodHbIX
OeJIKOB MIJIH PeLeNTOPOB MHMMONTOPHBIX UMMYHHBIX KOHTPOJIBHBIX TOUEK BKJIIOUYAIOT, €3
orpannuenus: CD274 (CD274, PDL1, PD-L1); nurann 2 6enka 1 3anporpaMMupoBaHHOM
rudemu knerok (PDCDI1LG2, PD-L2, CD273); 6enok 1 3amporpaMMHUpOBaHHON rHOEITH
kiaerok (PDCDI1, PD1, PD-1), Genok 4, acCCOLMHPOBAHHBIA C LUTOTOKCHUECKUMH T -
mumpormramu (CTLA4, CD152);, CD276 (B7H3); conepskaiuii nomeH V-set HHTHOUTOP
1 axtuBaumu T-knerok (VICNI1, B7H4); comepxaumii V-set HUMMyHOperyJIsITOPHbIH
peuentop (VSIR, B7HS, VISTA); npencraButens cynepceMeicTBa IMMYHOTIIOOYIHHOB
11 (IGSF11, VSIG3);,; TNFRSF14 (HVEM, CD270), TNFSF14 (HVEML), CD272 (B- u
T-numdornmrapusiii arrerroarop (BTLA)); poncreensbiii PVR conpepskamuii jomeH
ummyHorsioOynmuHa Oenok (PVRIG, CDI112R); T-kieTO4HbII HMMYHOpPELENTOp C
nomenamu Ig u ITIM (TIGIT); ren aktuBaumm jumdountoB 3 (LAG3, CD223);
kjetouHblii perenrop 2 Bupyca remaruta A (HAVCR2, TIMD3, TIM3), ranextus 9
(LGALS9), wuMMyHOrNOOYJIMH-IOAOOHBIA pPELenTop KJIETOK-KHIUIEPOB € TpeMs
nomeHamu Ig w pumHHBIM 1wmToriazMatndeckuM xBoctoM 1 (KIR, CDI158E1D);
UMMYHOTJIOOYJIMH-TIONOOHBIA PeLenTop KJIETOK-KWJUIEPOB C JABYMsl JOMEHamH Ig u
IUMHHBIM 1ToriasMarndeckuM xBoctoM 1 (KIR2DL1); uMMyHOrIo0yanH-ogqo0HbIH
peLenTop KJIETOK-KHJUIEPOB € IBYMs JOMEHaMH Ig M JIMHHBIM IMTOMJIA3MATUYECKUM
xBocToM 2 (KIR2DL2); uMMyHOTrJIOOYJIHH-IOJOOHBIA PELEnTOp KIETOK-KHIUIEPOB C
nBymsi nomeHamu g w mnmHHBIM nuToriasmarudeckum xsoctoM 3 (KIR2DL3); u
UMMYHOTJIOOYIMH-NIOAOOHBIA PELEenTOp KJIETOK-KUJUIEPOB C TpeMsi JOMeHamH Ig u
IUHHBIM LuToruiasMatideckuM xBoctoM 1 (KIR3DL1). B pasnuuHbIX BapraHTax
peanuzaunu FLT3L-Fc cnutbie Oenku, roMOnIuMepsl, TeTepOANMEPDI, TOJTHHYKICOTHIBI,
BekTophl, JIHY w/mmm QapmaneBTHUECKHE KOMITO3ULMH, ONIMCAHHBIE B JAHHOW 3asBKE,
KOMOWHHUPYIOT C OHUM WK OOJiee arOHNCTaMH HITH aKTUBATOPaMHU OTHOTro 1tk Oosee T-

KJIIETOYHBIX CTUMYJIMPYROIIUX OEeJIKOB WiIn peuenTopOB UMMYHHbBIX KOHTPOJIbHBIX TOYECK.
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ITpumepbl T-KJIETOYHBIX CTHMYJHPYIOLIMX O€NKOB WM PELENTOPOB HMMYHHBIX
KOHTPOJIbHBIX TOYEK BKJIOUAIOT, Oe3 orpanumuenusi: CD27, CD70; CD40, CD40LG;
uHaymupyemblii  koctumyisitop T-kierok (ICOS, CD278), nurann HHOYLUPYEMOTO
koctumyssitopa  T-knmerok (ICOSLG, B7H2), mpencraButens 4 cymepcemeiicTsa
peuenrropoB TNF (TNFRSF4, OX40); npencrasurens 4 cynepcemeiictsa TNF (TNFSF4,
OX40L); TNFRSF9 (CD137), TNFSF9 (CDI137L); TNFRSF18 (GITR), TNFSF18
(GITRL); CD80 (B7-1), CD28; monekyny kierodnoii aaresun HekTuH 2 (NECTINZ,
CD112); CD226 (DNAM-1);, CD244 (2B4, SLAMF4), monekyny KJIETOYHOH aare3uu
peuenrop nonuosupyca (PVR) (PVR, CD155). Cwm., manpumep, Xu u ap., J Exp Clin
Cancer Res. (2018) 37:110.

[0233] B pasnnyHpIX BapuaHTax peaju3allid AHTUTENA WM AHTUTCHCBSI3BIBAIOLINE
(parMeHThl, OMHMCAaHHBIE B JaHHOH 3asBKe, KOMOMHHMPYIOT C OJHUM WM Ooiee
OnokaTtopamu Wi MHrHOMTOpamMu oxHOro wuiau Oonee NK-KJIeTOUHBIX OENKOB WM
perenTopoB HHIMOUTOPHBIX UMMYHHBIX KOHTPOJIBHBIX To4YeK. [Ipumepbl NK-ki1eTouHbIX
0eNKOB MM PeLenTOPOB HHIMOUTOPHBIX MMMYHHBIX KOHTPOJIBHBIX TOYEK BKJIOUAIOT, Oe3
OrPaHUYEHHs. HMMMYyHOIIOOYJIHH-TIONOOHBIH pPEeLenTop KJIETOK-KWUIEPOB C TpeMms
noMeHamu Ig u mmuHHBIM - nurorasmMatudeckum xBoctom 1 (KIR, CDI158ED);
UMMYHOTJIOOYIMH-TIONOOHBIA PeLenTop KJETOK-KWUIEPOB C JABYMsl JOMeHamu Ig u
INIMHHBIM 1ToriasMarndeckuM xBoctoM 1 (KIR2DL1); uMMyHOro0yauH-ogo0HbIH
peLenTop KJETOK-KHJUIEPOB ¢ IBYMsI IOMEHaMH Ig M JJTMHHBIM LUTOIJIA3MATHUYECKUM
xBocToM 2 (KIR2DL2); uMMyHOrJIOOYJHH-MOJOOHBIA PELEnTop KIETOK-KHIUIEPOB C
aByMmsi noMmeHamu g W IIMHHBIM 1uToriasMatmdeckuMm xBoctoM 3 (KIR2DL3);
UMMYHOTJIOOYJIMH-TIONOOHBIA PeLenTop KJIETOK-KUJUIEPOB C TpeMsi JOMeHamu Ig u
IUMHHBIM 1ToriasMarndeckuM XBoctoM 1 (KIR3DL1), nekTuH-mono0HBIH penenTop
C1 xnerok-kumepos (KLRC1, NKG2A, CD159A); u nextuH-nonodHsIi peuentop D1
kierok-kmuiepoB (KLRD1, CD%4). B pasnuunbix Bapuantax peanusammu FLT3L-Fc
cuThle OEJIKH, TOMOIUMEPBI, TeTEPOIUMEPBL, OIUHYKJICOTHAbI, BekTopsl, JIHU n/mmm
(papmanieBTHYECKHE KOMIIO3HLINH, OMTMCAHHBIE B TAHHOW 3asBKE, KOMOUHHUPYIOT C OJHIM
Wi Oolee aroHUCTOM WM aKTUBaTopamMu oOnxHoro uimm Oojee NK-KIeTOUHBIX
CTUMYJIUPYIOIIUX OEJIKOB MJI PELeITOPOB MMMYHHBIX KOHTPOJIbHBIX TOuYeK. IIprumepsr
NK-KJIE€TOUHBIX CTUMYJHPYIOMINX OCJIKOB I PELENTOPOB MMMYHHBIX KOHTPOJBbHBIX
TOYEK BKJIIOYAIOT, 0e3 orpannueHusi: CD16, CD226 (DNAM-1); CD244 (2B4, SLAMF4);
nektuH-ionoOHb  peuentop K1 knerok-kumiepos (KLRK1, NKG2D, CD314);
npencrasurenb 7 cemerictBa SLAM (SLAMEF7). Cm., manpumep, Davis u ap., Semin
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Immunol. (2017) 31:64-75; Fang u ap., Semin Immunol. (2017) 31:37-54; u Chiossone u
ap., Nat Rev Immunol. (2018) 18(11):671-688.

[0234] B HeKOTOpBIX BapHaHTaxX peaji3aly OIUH WIH 0ojiee HHIMONUTOPOB UMMYHHBIX
KOHTPOJIBHBIX TOUEK BKJIIOYAET OEJKOBBIN (HarIpUMep, aHTUTEJIO M €r0 (pparMeHT, uim
mMuUMeTUK aHtutena) wHruourop PD-L1 (CD274), PD-1 (PDCD1) wmu CTLA4. B
HEKOTOPBIX BAapUAHTaX peaJu3alli OJUH MKW Oojee WHrHOMTOPOB HMMYHHBIX
KOHTPOJIbHBIX TOYEK BKJIFOYAET HU3KOMOJIEKYJISIPHBIN oprannveckuii maruourop PD-L1

(CD274), PD-1 (PDCD1) mu CTLA4.

[0235] ITpumepsr unarndburopoB CTLA4, KoTopble MOXHO COBMECTHO BBOJIUTD,
BKJIFOYAIOT, Oe3 orpaHudeHus: unumumyMad, tpemenumymad, BMS-986218, AGEN1181,
AGEN1884, BMS-986249, MK-1308, REGN-4659, ADU-1604, CS-1002, BCD-145,
APL-509, JS-007, BA-3071, ONC-392, AGEN-2041, JHL-1155, KN-044, CG-0161,
ATOR-1144, PBI-5D3HS5, BPI-002, a taxke myiabtucnermduaeckue naruoutops FPT-
155 (CTLA4/PD-L1/CD28), PF-06936308 (PD-1/ CTLA4), MGD-019 (PD-1/CTLA4),
KN-046 (PD-1/CTLA4), MEDI-5752 (CTLA4/PD-1), XmAb-20717 (PD-1/CTLA4) un
AK-104 (CTLA4/PD-1).

[0236] [Mpumeps! uarudburopos PD-L1 (CD274) unu PD-1 (PDCD1), koTopbie MOXKHO
COBMECTHO BBOIWTb, BKJIIOYAIOT, 0€3 OrpaHWYeHHs: MNeMOpoar3yMad, HHUBOJIyMal,
nemuruinMad, numumsymad, AMP-224, MEDIO680 (AMP-514), cnapramusyma0,
ate3onu3ymad, asenymad, aypsanymad, BMS-936559, CK-301, PF-06801591, BGB-
A317 (tucnenuszymad), GLS-010 (WBP-3055), AK-103 (HX-008), AK-105, CS-1003,
HLX-10, MGA-012, BI-754091, AGEN-2034, JS-001 (topunanuma0), JNJ-63723283,
reHomumsymab (CBT-501), LZM-009, BCD-100, LY-3300054, SHR-1201, SHR-1210
(xampenuzymab), Sym-021, ABBV-181, PD1-PIK, BAT-1306, (MSB0010718C), CX-
072, CBT-502, TSR-042 (nocrapiumab), MSB-2311, JTX-4014, BGB-A333, SHR-1316,
CS-1001 (WBP-3155, KN-035, IBI-308 (cuntmnumabd), HLX-20, KL-A167, STI-A1014,
STI-A1015 (IMC-001), BCD-135, FAZ-053, TQB-2450, MDX1105-01, GS-4224, GS-
4416, INCB086550, MAX10181, a taxxe myibTucnenndpnaeckne nHruonropst FPT-155
(CTLA4/PD-L1/CD28), PF-06936308 (PD-1/CTLA4), MGD-013 (PD-1/LAG-3), FS-118
(LAG-3/PD-L1) MGD-019 (PD-1/CTLA4), KN-046 (PD-1/CTLA4), MEDI-5752
(CTLA4/PD-1), RO-7121661 (PD-1/TIM-3), XmAb-20717 (PD-1/CTLA4), AK-104
(CTLA4/PD-1), M7824 (PD-L1/TGFB-EC nomen), CA-170 (PD-L1/VISTA), CDX-527
(CD27/PD-L1), LY-3415244 (TIM3/PDL1) u INBRX-105 (4-1BB/PDL1).
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[0237] B HekoTOpBIX BapHaHTaxX peayn3ali HU3KOMOJEKYJsApHbI uHruoutop CD274
wim PDCD1 BeiOpan u3 rpynmsl, coctosimeit u3 GS-4224, GS-4416, INCB086550 u
MAX10181. B HEKOTOpBIX BapHUaHTaX PEaATU3ALNH HU3KOMOJEKYJSIPHBIH HHTHOUTOD

CTLA4 sxmrouaer BPI-002.

[0238] B pasnnuHpIX BapuaHTax peaqu3allid AHTUTENA WM AHTUTCHCBSI3BIBAIOLINE

(dparmMeHTbl, ONUCAHHBIE B JAHHOH 3asiBKe, KOMOMHUPYIOT ¢ aHTHTenamu ripotus TIGIT,

takuMu kak BMS-986207, RG-6058, AGEN-1307.

AroHucTbl WMJMA aKTUBATOPBLL OpeAcTaBUTeNeld cviepcemericta perenrtopoB  TNF
(TNFRSF).

[0239] B pasnnyHpIX BapuaHTax peaju3allid AHTUTENA WM AHTUTCHCBSI3bIBAIOLIUE

(bparmMeHTbI, ONUCAHHBIE B TAaHHOMH 3asBKe, KOMOMHHUPYIOT C arOHKCTOM OJTHOTO UJTH OoJiee
npexacrasureneit cynepcemeiicrsa perenropoB TNF (TNFRSF), manpumep, ¢ aroHuCTOM
onHoro win 6onee 3 TNFRSF1A (Ne rena 8 NCBI: 7132), TNFRSF1B (Ne rena 8 NCBI:
7133), TNFRSF4 (0X40, CD134; Ne rena 8 NCBI: 7293), TNFRSF5 (CD40; Ne reHa B
NCBI: 958), TNFRSF6 (FAS, Ne rena B NCBI: 355), TNFRSF7 (CD27, Ne rena B NCBI:
939), TNFRSF8 (CD30, Ne rena B NCBI: 943), TNFRSF9 (4-1BB, CD137, Ne rena B
NCBI: 3604), TNFRSF10A (CD261, DR4, TRAILRI, Ne rema B NCBI: 8797),
TNFRSF10B (CD262, DRS, TRAILR2, Ne rena B NCBI: 8795), TNFRSF10C (CD263,
TRAILR3, Ne rena B NCBI: 8794), TNFRSF10D (CD264, TRAILR4, Ne rena B NCBI:
8793), TNFRSF11A (CD265, RANK, Ne rena B8 NCBI: 8792), TNFRSF11B (Ne rena B
NCBI: 4982), TNFRSF12A (CD266, Ne rena 8 NCBI: 51330), TNFRSF13B (CD267, Ne
rena B NCBI: 23495), TNFRSF13C (CD268, Ne rena B NCBI: 115650), TNFRSF16
(NGFR, CD271, Ne rena B NCBI: 4804), TNFRSF17 (BCMA, CD269, Ne rena 8 NCBI:
608), TNFRSF18 (GITR, CD357, Ne rena B NCBI: 8784), TNFRSF19 (Ne rena 8 NCBI:
55504), TNFRSF21 (CD358, DR6, Ne rena B NCBI: 27242) u TNFRSF25 (DR3, Ne rena
B NCBI: 8718).

[0240] ITpumepst anturen nporuB TNFRSF4 (0X40), xotopble MOXXHO COBMECTHO
BBOIHUTh, BKIIIOYWAKOT, ©Oe3 orpannuenus: MEDI6469, MEDI6383, MEDI0OS62
(TaBONMUKCH3YyMa0), MOXR0916,  PF-04518600, @ RG-7888, GSK-3174998,
INCAGN1949, BMS-986178, GBR-8383, ABBV-368 u anTuTena, ONUCaHHbIE B
WO02016179517, WO2017096179, W0O2017096182, W0O2017096281 1 WO2018089628.

[0241] ITpumepst antutren nporuB TNFRSFS5 (CDA40), xotopble MOXHO COBMECTHO
BBOJIUTH, BKIIFOYAIOT, Oe3 orpanndennsi: RG7876, SEA-CD40, APX-005M u ABBV-428.
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[0242] B HexkoTOpBIX BapHaHTax peaJn3aluid COBMECTHO BBOIST AHTUTENO INPOTUB

TNFRSF7 (CD27) Bapmunyma6 (CDX-1127).

[0243] ITpumepst antuten mnporuB TNFRSFO (4-1BB, CDI137), koTopele MOXKHO
COBMECTHO BBOJAWTB, BKJIIOHAIOT, Oe3 orpaHuueHus:: ypemymad, yrommuiymad (PF-

05082566), AGEN2373 u ADG-106.

[0244] ITpumepst antuten nporuB TNFRSF18 (GITR), xoTopble MOXKHO COBMECTHO
BBOIUTH, BKJIIOUArOT, Oe3 orpanuueHus: MEDI1873, FPA-154, INCAGN-1876, TRX-
518, BMS-986156, MK-1248, GWN-323 u anturtena, onucanusie B W0O2017096179,
WO02017096276, WO02017096189 u WO2018089628. B HEKOTOpbIX BapHaHTax
peanu3aliy COBMECTHO BBOJSAT AHTUTENO, WIM €ro (parMeHT, HalleJeHHOe Ha o0a
TNFRSF4 (0X40) u TNFRSF18 (GITR). Takue aHTuTena OmucaHbl, HampuMep, B
WO02017096179 u W0O2018089628.

Ipusnexkaomue ecrecrBeHHble  kieTku-kuwuiepbl (NK) Ou- u  Tpucnenudmyeckue

AKTHUBATOPbL

[0245] B pasnuuHbIX BapuaHTax peaqu3aluy aHTUTENAa WM AHTUICHCBSI3bIBAOLIUE
(bparMeHTBI, ONMCaHHbIE B JAHHOW 3asBKe, KOMOMHUPYIOT C npuBiekaromuM NK-kieTku
oucneunpuveckum  aktuBatopom (BIKE), wmm npusnekarommm — NK-knetku
tpucneimpruecknm aktuBaropoM (TriKE) (mampumep, He comepxammm Fc), wu
oucnenn(puIecKUM aHTHUTEIOM (Hampumep, comepskamum Fc) mpoTHB aKTHBHPYIOLIETO
NK-knetku peuenropa, Hanpumep, CD16A, peuenrtopa nektuna tuna C (CD94/NKG2C,
NKG2D, NKG2E/H u NKG2F), peuenropa ecrectBeHHOM nuroTokcuaHoCcTH (NKp30,
NKp44 u NKp46), peuentopa KIeTOK-KUILIepoB, nonodHoro nektuny tuna C (NKp6S5,
NKp80), Fc-penenrropa FcyR (xoTopblii onocpenyer aHTHUTEN03aBUCUMYEO KJIETOYHYEO
LIUTOTOKCUYHOCTH ), peuentopos cemericta SLAM (nampumep, 2B4, SLAM6 u SLAM7),
UMMYHOTJI00yIMH-NIono0HbIX penenTtopoB kierok-kmmiepos (KIR) (KIR-2DS u KIR-
3DS), DNAM-1 u CDI137 (41BB). Ilpumepsl HampaeineHHbx mnpotus CDI16
oucnienupmnveckux antured, BIKE wmn TriKE, koTopble MOXKHO COBMECTHO BBOJIUTH,
BrimovaroT AFM26 (BCMA/CD16A) u AFM-13 (CD16/CD30). Ilpu HeoOXonuMocTH,
cesi3biBaroriie CD16 Oucnenmduueckie MOJEKyJIbl MOTYT COAEPIKATh MITH HE CONEPIKaTh
Fc. BIKE u TriKE onmcansl, Hanpumep, B Felices u np., Methods Mol Biol. (2016)
1441:333-346; Fang u np., Semin Immunol. (2017) 31:37-54. [Ipumep bl MPUBIIEKAOLIETO
NK-knerku tpucneunpuaeckoro aktusatopa (TRIiKE) Bkmouator OXS-3550 u CD16-
IL-15-B7H3 TriKe.
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Huaruburops! docharnannuaozuron-3-kunassl (PI3K).

[0246] B HEKOTOpBIX BapuaHTaxX peaqu3allid AaHTUTENA WM AHTUTEHCB3BIBAIOLINE
(dparmMeHTBl, ONUCAHHbIE B MAHHOW 3asBKe, KOMOWHHpPYIOT ¢ uHruobutropom PI3K.
ITpumeps! nuarnoutopos PI3K, koTopsie MOXXHO KOMOMHHPOBATH C AHTUTENIOM COTJIACHO
HACTOSILIIEMY M300PETEHUI0, BKJIFOYAT wHuenamucud, ammenucud, Oymapmmcend, CAI
opopar, KOMaHJIUCUO, AyBeancuO, renatonucud, HepaTUHUO, maHyaucud, nepudo3uH,
NUKTUIMCUO, Munapanucud, Me3usaT MyKBUTHHUOA, purocepTud, purocepTud HATpHS,
coHonucuO, tacenucud, AMG-319, AZD-8186, BAY-1082439, CLR-1401, CLR-457,
CUDC-907, DS-7423, EN-3342, GSK-2126458, GSK-2269577, GSK-2636771, INCB-
040093, LY-3023414, MLN-1117, PQR-309, RG-7666, RP-6530, RV-1729, SAR-
245409, SAR-260301, SF-1126, TGR-1202, UCB-5857, VS-5584, XL-765 u ZSTK-474.

AwnTtaronucrsl ajgbda-4/6era-7.

[0247] B HexoTOpbIX BapuaHTax peanu3alud aHTUTENa WM AHTUTE€HCBS3bIBAKOLIUE
(parMeHTHI, ONTUCAHHBIE B JAHHOM 3asiBKe, KOMOMHUPYIOT C aHTArOHUCTOM anb(a-4/0era-
7. Ilpumepsbl aHTAarOHUCTOB UHTErPHHA anbda-4/0era-7, KOTOpble MOKHO KOMOWHHPOBATD
C aHTHTEJOM COTJIaCHO HacTosimeMy u3o0OpereHuro, Bkimouaror PTG-100, TRK-170,

abpunyma0, sTponu3ymad, KapoTerpacT METHII U BeAOIH3yMad.

[0248] [Tpumeps! HanpaBneHHbIX npotuB BUY antuTen, OucnenupuuecKux aHTUTEN U
“NONOOHBIX aHTHTENaM TePaNeBTHYECKUX OEJIKOB, KOTOPbIE MOXKHO KOMOWHUPOBATH C
AQHTHUTEJIOM COTJIACHO HACTOsIeMy n300perenuto, Bkio4daroT DART®, DUOBODIES®,
BITE®, XmAb®, Tanmad®, npoussomnbie Fab, bNAb (HelTpanusyroiiue aHTUTENA
IIUPOKOro crektpa neiictBust mporus BHU-1), BMS-936559, TMB-360 u antuTena,
Hauenennele Ha gpl20 wmm gp4l BHY, npusnexaromue aHTUTENa MOJEKYJIb,
HateneHHele Ha BUY, MoHokinoHanpHble aHTuTena npotuB CD63, aHTHUTENna MpOTUB
Bupyca GB Tuma C, Oucneundpuueckme anturena npotuB GP120/CD4 u CCRS,
OIHOIOMEHHbIe aHTUTena npotuB nef, aHTuTeno mporuB Rev, mpoucxonsmmue u3
BepOmonoB anturena npotus CD18, nmpoucxonsiye u3 BepOMOIOB aHTHTENA TIPOTUB
ICAM-1, DCVax-001, nanenenuele Ha gpl40 aHTuTena, TepamneBTUYECKUE AHTUTENA
npotus gp41 BUY, pexomOunanTHeie MAT uenoseka (PGT-121), ubanmmzymad, Immuglo,
MB-66. Ilpumepsl aHTuTeN, HaneneHHbIXx Ha BHWY Takum o00pa3oM, BKIFOYAKOT
6aButykcumad, UB-421, C2F5, 2G12, C4E10, C2F5+C2G12+C4E10, 8ANC195, 3-BNC-
117, 3BNC117-LS, 3BNC60, D1D2, 10-1074, 10-1074-LS, GS-9722, DH411-2, BG18,
PGT145, PGTI121, PGT122, PGT-151, PGT-133, PGT-134, PGT-135, PGT-128,
MDXO010 (urmumumymab), DHS11, DHS511-2, N6, NOLS, N49P6, N49P7, N49P7.1,
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N49P9, N49P11, N60OP1.1, N60P25.1, N60P2.1, N60P31.1, N60P22, NIH 45-46, PG9,
PG16, 2Dm2m, 4Dm2m, 6Dm2m, PGDM 1400, MDX010 (ummnmymat), VRCO1, VRC-
01-LS, A32, 7B2, 10E8, VRC-07-523, VRCO07-523LS, 10E8VLS, 3810109, 10E8v4,
IMC-HIV, iMabm36, eCD4-Ig, IOMA, CAP256-VRC2625, DRVIA7,VRC-
HIVMABO080-00-AB, VRC-HIVMABO060-00-AB, P2G12, VRCO07 u SF12. IIpumeps!
oucneundpuveckux u tpucnenupuyeckux anturen nporus BUY srmouator MGDO014,
TMB-6ucneungpuueckoe, SAR-441236, VRC-01/PGDM-1400/10E8v4, 10E8.4/iMab,
10E8v4/PGT121-VRCO1. Ilpumep nocraBisiembix in vivo bnAB, takux xak AAVS-
VRCO07; MPHK, xonupytoweit antuteno npotus BUY VRCO1; u ckoncTpynpoBaHHbIX B-
kierok, kopupyromux 3BNC117, onucansl B Hartweger u np., J. Exp. Med. (2019), 1301.

Cpencrsa, yayumaroinye GapMakOKUHETUKY .

[0249] B HexoTOpbIX BapuaHTax peaju3alud aHTUTENa WM aHTUTE€HCBS3bIBAKOLINE
(parMeHTBI, ONMCAHHbIC B TAHHOW 3asiBKE, KOMOUHHPYIOT CO CPEACTBOM, YJIYUIIAFOIIIM
dapmakokusaeTrky. [IpumMepbl cpencTs, yaydmammux (apMaKOKHHETHKY, KOTOpbIE
MO>KHO KOMOMHHPOBATh C AHTUTEJIOM COTJIACHO HACTOSIIEMY H300pETEHHIO, BKJIFOUAIOT

KOOHMIIMCTAT U PUTOHABHUD.

JOnOIHUTEIbHEIE TEPAIIEBTUYECKHE areHThI.

[0250] IIpuMeprl AOMONHUTENBHBIX TEPANEBTUYECKUX AareHTOB, KOTOPbIE MOKHO
KOMOWHHUPOBATh C AQHTUTEJIOM COIJIACHO HACTOSINEMY H300PETeHHIO, BKJIIOYAOT
coennHeHust, omucaHHple B WO 2004/096286 (Gilead Sciences), WO 2006/015261
(Gilead Sciences), WO 2006/110157 (Gilead Sciences), WO 2012/003497 (Gilead
Sciences), WO 2012/003498 (Gilead Sciences), WO 2012/145728 (Gilead Sciences), WO
2013/006738 (Gilead Sciences), WO 2013/159064 (Gilead Sciences), WO 2014/100323
(Gilead Sciences), US 2013/0165489 (VuuBepcurer mrara IlencmnbBanusi), US
2014/0221378 (Japan Tobacco), US 2014/0221380 (Japan Tobacco), WO 2009/062285
(Boehringer Ingelheim), WO 2010/130034 (Boehringer Ingelheim), WO 2013/006792
(Pharma Resources), US 20140221356 (Gilead Sciences), US 20100143301 (Gilead
Sciences) m WO 2013/091096 (Boehringer Ingelheim).

Baxkmunsl or BUY.

[0251] B HeKkOoTOpBIX BapuaHTax peaqu3aldd AaHTUTENA WM AHTUTEHCB3BIBAIOLINE
(dparmMeHTBl, ONHMCAaHHBIE B JAHHOH 3asBKe, KOMOMHHUPYIOT C¢ BakuuHOi or BHUY. B
pa3IMYHBIX BapuaHTax peanusauuu BakuuHa OoT BHUY BbI3bIBaeT T-KJIETOYHBINA OTBET.

ITpumepbl BaKLUMH, KOTOPbIE MOKHO KOMOMHHPOBATh C ONMCAHHBIMH B JTAHHOW 3asBKE
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aHTUTENaMH M UX (pparMeHTaMy, BKIIOYAIOT, 03 OrpaHMYEHUs BAKIMHbI HA OCHOBE
BUPYCHOTO BEKTOpa (Hampumep, AapeHaBHPYCOB, AaJE€HOBHUPYCOB, IOKCBHPYCOB,
paboBHPYCOB), a TaKXKe BAaKLMHBI HA OCHOBE HYKJIEMHOBBIX KucioT (Hampumep, THK,
PHK u camopermmnupyroimeiicss PHK). B HekoTopeIx BapuaHTax peann3aliuil BaKIMHA
npotuB BUY conepxur oguH mnm Oosee MONMUNENTHUAHBIX NMMYHOT€HOB BaKIIMHBI.
ITpumeps! BakimH ot BHUY, KOTOpBIE MOKHO KOMOWHHPOBATH C aHTHTEJIOM COTJIACHO
HACTOSILIIEMY HM300PETEHMIO, BKIIIOYAIOT TNENTHAHBIE BaKIWHBI, PEKOMOMHAHTHBIE
cyObenuHNYHbIE OENKOBblE BaKILUHBI, JKHUBbIE BEKTOpHbIE BakiMHbL JHK-BakiuHsl,
BaKIL[MHBI HAa OCHOBe menTuaoB 3 CD4, xoMOMHALUMK BaKLUWH, BAaKIWHBI Ha OCHOBE
aZIeHOBUPYCHOTO BEKTOpA, BAKIIMHBI HAa OCHOBE a/IEHOBHpYyCa IIMMIAaH3e (Harpumep,
ChAdOX1, ChAd68, ChAd3 u T.11.), BakiuHbI Ha OCHOBE BUPYCOB KOKCcaky, BaKIIMHBI HA
OCHOBE aJICHOBHpPYCa FOPUJUIbI, BaKIMHBI Ha ocHOBe apeHaBupyca (LCMV, muuunne),
BaKLMHY Ha OCHOBE BHPYyCa KOPHU, BAKLMHY Ha OCHOBE BHPYCa BETPSHOM OCIIbI, BAKIIMHBI
Ha ocHoBe BHpyca maparpunma 3 (PIV3) uenoBeka, BakIiHy Ha OCHOBE IMOKCBHpPYyCa
(MonuduumpoBaHHOro BHUpyca Kopobeil ocribl AHkapa (MVA), mrammbl NYVAC u
ALVAC); BakuiiHbI Ha OCHOBE pabaoBupyca, Takoro kak VSV u MmapabaBupycC, BaKLIHbI
Ha OCHOBe ajb(aBupyca, Takoro kak Bupyc jeca CeMIHKH, BHPYC BEHECY3JIbCKOIO
sHuedaura nomaned u Bupyc Cunnduc; (cm. Laver, Clinical and Vaccine Immunology,
(2017), DOI: 10.1128/CV1.00298-16); TepaneBTH4eckue BakuuHbl Ha ocHoBe MPHK B
COCTaBe JIHY,
PHK/camoammmu¢purmpyromerics PHK B coctase JIHY, rgp120 (AIDSVAX), ALVAC
HIV (vCP1521)AIDSVAX B/E (gp120) (RV144), BakimHy Ha OCHOBE MOHOMEPHOTO
gp120 BUY-1 nonruna C, Pemyn, ITV-1, Contre Vir, AdS-ENVA-48 DCVax-001 (CDX-

BaKIMHBI Ha OCHOBE CaMOpEeTUTULHUPYIOLIeHCs

2401), Vacc-4x, Vacc-CS, VAC-3S, peKOMOMHAHTHBIN aIeHOBUPYC S5 C MYJIbTHUKJIATHOM
JHK (rAdS), sakmunay rAdS gag-pol env A/B/C, Pennvax-G, Pennvax-GP, Pennvax-
G/MVA-CMDR, Bakumny HIV-TriMix-mPHK, HIV-LAMP-vax, Ad35, Ad35-GRIN,
NAcGM3/VSSP ISA-51, Bakumubl ¢ aabtoBaHToM monu-ICLC, Tatlmmune, GTU-
multiHIV (FIT-06), gp140[delta]V2. TV1+MF-59, Bakumny Ha ocHoBe gag BHY-1
rVSVIN, Bakiuny SeV-Gag, AT-20, DNK-4, ad35-Grin/ENV, TBC-M4, HIVAX,
HIVAX-2, NYVAC-HIV-PT1, NYVAC-HIV-PT4, DNA-HIV-PT123, rAAV1-PGODP,
GOVX-B11, GOVX-B21, TVI-HIV-1, Ad-4 (Ad4-env knaner C+Ad4-mGag), Paxvax,
EN41-UGR7C, EN41-FPA2, PreVaxTat, AE-H, MYM-V101, CombiHIVvac, ADVAX,
MYM-V201, MVA-CMDR, JTHK-AdS5 gag/pol/nef/nev (HVTNS05), MVATG-17401,
ETV-01, CDX-1401, rcAD26. MOS1 HIV-Env,  Bakumny  Ad26.Mod HIV,
Ad26 Mod HIV + mo3auunas BakimHa MVA + gp140, AGS-004, AVX-101, AVX-201,
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PEP-6409, SAV-001, ThV-01, TL-01, TUTI-16, VGX-3300, IHV-001, u BakuuHel Ha
OCHOBE TMOJOOHOH BHPYCY HYACTHIbl, TaKHe€ KakK IICEBJOBUPHOHHAS BAaKIIMHA,
CombiVICHvac, Bakimny Ha ocHoBe ciutoro LFn-p24 B/C, JIHK-BakiuHy Ha OCHOBE
GTU, JHK-Bakuny Ha ocHoBe gag/pol/nef/env BUY, Bakuuny ot BUUY, HanpaBieHHYO
npotuB TAT, BakuMHy Ha OCHOBE KOHBIOTHPOBAHHBIX TMOJUIENTHUAOB, BAKLUHBI Ha
OCHOBE JICHJPUTHBIX KJIETOK (Harpumep, Takue kak Jlepmasup), JIHK-Bakiiuay Ha OCHOBE
gag, GI-2010, BakuuHy Ha ocHoBe gp41 BHUU-1, Bakuuny or BUY (agproBanT PIKA),
ruOpunHbie nentuaable BakwHbl | i-key/smuron MHC 11 knacca, ITV-2, ITV-3, ITV-4,
LIPO-5, mynbTUKIaqHYIO BakLMHY Ha ocHOBe Env, BakuuHy Ha ocHoBe MVA, Pennvax-
GP, Bakuuny Ha ocHose BekTopa HCMV c ynanennsim pp71 ¢ gag BUY, Bakuuny Ha
ocHoBe pekomOuHanTHOro nenruna (BUY-ungexuus), NCI, Bakunny Ha ocHoBe rgp 160
BUY, Bakmuny or BHY RNactive, SCB-703, Bakuuny Tat Oyi, TBC-M4,
TepanesTuyeckyro Bakuuny or BUY, UBI gp120 HIV, Vacc-4x + pomunencus, BaKLuHy
Ha OCHOBe BapuaHTa nojunentuaa gpl20, BakuuHy Ha ocHOBe TAdS gag-pol env A/B/C,
DNA HTI u MVA HTI, VRC-HIVDNAO016-00-VP + VRC-HIVADV014-00-VP, INO-
6145, JNJ-9220, gp145 C.6980; Bakuuny Ha ocHoBe 60-mepa eOD-GT8, PD-201401,
JHK-Bakuuny Ha ocHoBe env (A, B, C, A/E)/gag (C), BakuuHy Ha ocHOBe Oenka gp120
(A,B,C,A/E), PDPHV-201401, Ad4-EnvCNS54, Bakumny EnvSeq-1 Envs HIV-1 (c
anvtoBanToOM GLA-SE), HIV p24gag pri, BakuuHy Ha ocHoBe ruiasmMuaHoi JIHK me-
boost, BakuMHy Ha OCHOBe apeHaBHpycHoro BekTopa (Vaxwave, TheraT), cxemy
BakuuHoTepamiu MVA-BN HIV-1, UBI gp120 HIV, npodunakriuyeckie BakIHbI HA
ocaose MPHK u TBL-1203HI.

KOM6I/IHI/IDOBaHHa$I Tepanuda ¢ IPOTUBO3a4YaTOYHBIMH CPEACTBAMU (KOHTDaLIeHTI/IBaMI/I).

[0252] B HexkoTOpBIX BapuaHTax peaqu3aldyd AaHTUTENA WM AHTUTEHCBS3bIBAIOLINE
(parmMeHTBl, OIMCAHHBIE B JAHHOH 3asBKE, KOMOMHHUPYIOT CO CXEeMOH npuema
NPOTUBO3a4aTOYHBIX CPEICTB WJIM KOHTPALENTUBOB. TepameBTUYeCKUE areHThl,
NPUMEHSIEMbIE B KAa4eCTBE MPOTHBO3aYaTOYHBIX CPEICTB (KOHTPALENITUBOB), KOTOPBIC
MOXHO KOMOMHHPOBATb C AHTHTEJIOM COTJIACHO HACTOAIIEMY H300PETEHMIO, BKIIFOUAIOT
aueTaT LUNPOTEPOHA, NE€30TreCTpesl, NUEHOIeCT, APOCIMPEHOH, BAJIEPAT 3CTPAaaUOIa,
STUHWJI3CTPAANON, 3TUHOAMOJN, 3TOHOreCTpeN, JieBoMe(]onaT, JIeBOHOPrecTpel,
JIMHECTPEHOJ, MEAPOKCUIIPOTeCTEPOHA ALIETAT, MECTPAHOJI, MH(ENPHCTOH, MH30IPOCTOL,
HOMETECTPOJIa aleTaT, HOPAJITeCTPOMHUH, HOPSTUHAPOH, HOPITUHOIPEJ, HOPreCTHUMAT,

OpPMENIOKCH(EH, alleTaT CereCTep3OHa, aleTaT yIUIPHUCTalia 1 JTF00ble HX KOMOUHAIUH.
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[0253] B onHOM BapuaHTe peanu3alMM aHTUTENO, ONMCAHHOE B JAHHOM 3asBKE, WU
(bapManeBTHUECKN MPHEMIIEMYIO COJIb YKa3aHHOTO COEANHEHHsI, KOMOMHUPYIOT C OTHUM,
IBYMsI, TPEMsl, YETBIPbMsI WIIN OoJiee OTOIHUTEIbHBIMUA TEPAIeBTUYECKUMI areHTaMH,
BbIOpaHHBIMU W3 chenypommx:. Atpuma® (3daBupens, amzonpokcuidymapar
teHodoBrpa u  oMmrpunuraduH), Kommiaepa®  (Oumnepa®;  punnmuBHpHH,
au3orpokcpymapatr TeHoposupa u smrpunutabun), Ctpubuna® (saBUTErpaBup,
koOuImcTaT, AM3OMpoKcuipymapar TeHopoBupa U sSmTpunutabuH), TpysBama®
(mu3onpokcungpymapar teHoposupa u smrpunmradbus; TDF + FTC), [leckoBu®
(amadenamun tenodosupa u smrpunutadbuH), Onedceii® (amadenamun TeHodoBupa,
sMTpULMTaOUH U punnuBupHH), JxeHBosA® (anadenamun TeHooBupa, SMTPULMTAONH,
KOOMIMCTAT W SiBUTErpaBup), anedoBup, IUNUBOKCHI anedoBupa, KOOHIIHCTAT,
SMTpULIMTAOWH; TeHO(OBHP, AMZONPOKCHI TEeHOPOBUpA, AU3OMPOKCHIymapaT
teHo(doBHpa;, anmadeHamua TeHopoBUpa;, mnodydymapar anapeHamuna TeHODOBHPA,
Tpuymex® (nonyrerpaBup, abakaBup U JJAMHUBYAMH), TOJyTErpaBup, Cyibdpat abakaBupa
U JIAMUBYAMH, PaJTErpaBHp, PANTETPaBHpP U JAMHBYIUH, MapaBHPOK, >H(QYBUPTHUL;
Anysna® (Kanerpa®; nonunasup 1 putoHasup); KomOusrp® (3MI0OBYAMH U TAMUBYIUH,
AZTH3TC), Om3ukomM® (Jlusekca®; cynbdar abakaBupa u jgamuBynuH, ABC+3TC);
TpusuBup® (cynpdar abakaBupa, 3umoByauH u jgamuByauH,; ABCH+AZT+3TC);
PUINMBUPHH, THUAPOXJOPHI PHJIMHUBUPUHA, Cyib(aT ara3aHaBUpa W KOOMLIUCTAT,
aTa3aHaBUp M KOOUIMCTAT, TapyHABUP U KOOULIUCTAT, aTa3aHABUP; CYJIb(pAT aTa3aHABUPA;
JOJNyTerpaBup; OSJIBUTETPABHUP, PHUTOHABHD, CyJdb(paT ara3aHaBUpa U PUTOHABHD,
OapyHaBUp, JIAMUBYIWH, TMPOJACTHH, (HocaMnpeHaBup, (HOCAMIIPEHABUP KaJIbIIHSI
sdaBupens; 3TpaBUpHH;, HeIPUHABUD; Me3mIaT HenduHaBUpa, UHTEP(HEPOH; TUIAHO3UH,
CTaBY/IUH, WHIAMHABHD, CyJb(paT WHIWHABHPA, TEHOQOBUDP W JIAMUBYIUH, 3UIOBYAHH;
HEBHPAIIMH, CAKBHHABUD, MeE3WJAT CAKBUHABHPA, QJbJECICHKUH, 3aJbLUTa0NH;
TUTIPAHABHD, aMIPEHABHP; A€IAaBUPINH, Me3mwiaT nenasupauHa; Radha-108 (peuenron);
JaMUBYOUH W 1u3onpokcwidpymapar TeHopoBUpa;, ddaBUpEH3, JAMHBYAUH U
au3onpokcmipymapat TeHoposupa; ¢pochasun, TaAMUBYIUH, HEBUPAIIUH U 3UAOBYINH,

abakaBup u cynbdar abakaBupa.

[0254] B HexkoTOpBIX BapuaHTax peaan3alyy aHTUTEIIO, ONIMCAHHOE B AAHHOMU 3as1BKE, UJIH
ero (apMaleBTUUECKYI) KOMIIO3UIMIO KOMOWHHPYIOT C HYKJICO3HIHBIM  WJIH
HYKJICOTHIHBIM HHTCHOMTOpOM oOpaTtHO# TpaHckpunrtazbl BUU u HeHykiI€03WIHBIM
UHrHONTOpOM oOpaTHOH TpaHckpuntasbl BUY. B npyroMm KOHKPETHOM BapHaHTe

peanm3aliy AaHTUTENIO, ONHCAHHOE B JAHHOW 3asBKe, WIH €ro (apMaleBTHYECKYIO

191



KOMITO3ULIMIO KOMOWHHUPYIOT € HYKJIEO3WAHBIM MM HYKJIEOTHUIHBIM WHTHOUTOPOM
obpatHO#l TpaHckpunTasel BUY, u coenumaenneM, mHrnOupyrommum nporeasy BUY. B
JOTOJHATEIBHOM BAPUAHTE PEeAIN3aLUN AHTUTENIO, ONTUCAHHOE B JAHHOW 3as1BKE, WIN €r0
(bapMaLeBTHYECKYIO KOMIIO3ULIMIO KOMOMHUPYIOT € HYKJIEO3UIHBIM WJIN HYKJIEOTHIHBIM
UHrHOUTOpOM OOpaTHON TpaHckpunTasbl BHWY, HEHYKJIECO3UIHBIM HWHTHOMTOPOM
obpatHoil TpaHckpunTassl BUY u sHxaHcepoMm ¢(apMakOKMHETHKH. B HEKOTOpBIX
BADMAHTAX pEAJIU3alMM  AHTUTEJO, OIMCAHHOE B JAaHHOM 3asBKE, WM €ro
(apMaLleBTUUECKYIO KOMIO3ULIMIO KOMOMHHUPYIOT C IO MeHbIIEH Mepe OXHUM
HYKJIEO3UAHBIM HHTHOUTOPOM 00paTHOM TpaHckpuntassl BUY, nHrubutopoM nHTErpassl
U D3HXaHCepoM (apMakOKMHETUKH. B papyrom BapmaHTe peanu3aliyd aHTHUTENO,
OIMCAHHOE B IAHHOM 3as1BKE, UJIH €ro (papMaleBTUUECKYI0 KOMITO3ULHIO KOMOMHHUPYIOT
C OBYMs HYKJICO3MIOHBIMA WM HYKJIEOTUAHBIMH HHTCHOMTOpamMH  OOpaTHOM

Tpanckpunrtassl BUY.

[0255] B HexoTOpOM BapuaHTe peanu3alyy aHTUTENO, ONIUCAHHOE B JAaHHOM 3as1BKe, MU
ero (apMaLeBTHUECKYI0 KOMIIO3UIMIO KOMOMHHPYIOT ¢ cyibdarom abakaBupa,
TeHO(OBUPOM, AUZOMPOKCHIOM TeHO(POBHPA, IH3OMPOKCHI(PYMapaToM TeHO(OBHUPA,
nonypymapaToM Au3onpokcwia TeHodoBupa, anadpeHamMuaoM TeHO(POBHpA WM

nonyymaparom anapeHamuaa TeHOP OBUpa.

[0256] B npyrom BapuaHTe peanusaluy aHTUTENO, ONMCAHHOE B JAHHOM 3asIBKE, WIH €T0
(bapMaLIeBTUYECKYIO KOMIIO3ULMIO KOMOWHHMPYIOT € TEHO(OBHPOM, IH3OMPOKCHIOM
TeHodoBHpa, au3onpokcuwihymaparom TeHodoBupa, anadeHaMuIoM TEHO(POBHpPA WU

nonydymaparom anapeHamuaa TeHOD OBUpa.

[0257] B eme ogHOM BapuaHTe peanu3ali aHTUTENO, ONMCAHHOE B JTAHHOM 3asiBKE, NN
ero (hapMaleBTUYECKYI0 KOMITO3ULMIO KOMOWMHUPYIOT C TEPBBIM JOMOJHHUTEIHbHBIM
TepaneBTUYECKIM areHTOM, BBIOPaHHBIM 3 IPYIIIbI, COCTOsIIIEH U3 cyibdaTa abakaBupa,
TeHO(OBHpa, IOU3OMpPOKCHWIA TeHOodoBHpa, mau3ompokcuipymapara TeHOPOBHPA,
anadenamuna teHodosupa u mnojydymapara anadeHamuna TeHO(POBHPA, U BTOPHIM
JIOTIOTHUTENIbHBIM TEPANeBTHYECKHM areHTOM, BbIOPAaHHBIM M3 TPYIIIbI, COCTOSINEH M3

3MTpI/ILII/ITa6I/IHa " JJaMHBYJWHA.

[0258] B npyrom BapuaHTe peanu3aluy aHTUTENO, ONMUCAHHOE B JAHHOM 3asiBKE, WIH €70
(bapMaLIeBTUYECKYI0 KOMIIO3MLUIO KOMOHMHHUPYIOT C TIEPBBIM JIOMOJHUTENIbHBIM
TEPANeBTHYECKUM areHTOM, BBIODAaHHBIM W3 TPYINIBL, COCTOSLIEH U3 TEHO(POBHPA,
OU30TMpOKCcHyia TeHodoBUpa, au3ompokcripymapata TeHodoBupa, antadeHamuma

TeHodoBHpa u nojaydymapara anadpeHaMmuaa TeHo(HOBUPA, U BTOPBIM JTOTOTHUTEIEHBIM
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TCPANICBTUYCCKUM ATrCHTOM, MPUYEM BTOpOﬁ I[OHOJIHPIT@J'II)HI)IEI TepaHeBTI/ILIeCKI/Iﬁ arcHr

npencTaBisieT coO0H SMTPUIUTAONH.

[0259] B HeKOTOpBIX BapuaHTax peaau3aliy aHTUTEJIO, OTIMCAHHOE B AAHHOU 3as1BKE, UJIH
ero (apMareBTUYECKyI0 KOMIIO3UIMI0O KOMOMHUPYIOT C TEPBBIM OMOJHUTEIbHBIM
TEPANeBTHYECKUM areHTOM (KOHTPALENTHBAMHU), BBIOPAHHBIM U3 IPYIIIBI, COCTOSALIEH 13
auerara LIAIIPOTEPOHA, NE30NECTPENA, TUEHOTECTA, APOCIIUPEHOHA, BaJIEpaTa SCTPauoa,
STUHUJI3CTPAANONA, 3THHOAUOJA, 3TOHOTeCTpena, JjeBoMe(osaTa, JE€BOHOPIeCcTpena,
JUHECTPEHONa, aleTraTa MeEeAPOKCUIIPOreCTepPOHa, MECTPAaHOJa, MHU(DENPUCTOHA,
MHU30IPOCTOJIA,  aleraTa  HOMETeCTpOja,  HOPSIAreCTPOMUHA,  HOPA3THHIPOHA,
HOP3TUHOZpENA, HOPrecTuMara, OpMENOKCH(EHa, alerata CerecTep3OHa, alerara

yIUNpUCTaja U 000N X KOMOMHALIMN.

I'eHoTepanus ¥ KJIeTOYHAS TEPAMIHS.

[0260] B HexoTOpbIX BapuaHTax peanu3alud aHTUTENa WM AHTUTE€HCBS3bIBAKOLIUE
(parMeHTBl, ONMHMCaHHbIE B IAHHOW 3asBKe, KOMOMHHUDPYIOT C KYpPCOM TI'€HHOW HIIH
KJIETOYHOH Tepanuu. ['eHoTepanus 1 KIeTOYHas Tepamnus BKIFOYAIOT, 0€3 OrpaHHYeHUs:
I€HETHYECKYI0 MOAM(MUKALMIO U BBIKJIOUEHHS I'€HAa, T'€HETUYeCKHe IOAXOIbI IS
HEMOCPENCTBEHHOTO YHUYTOXKEHUs] MH(ULMPOBAHHBIX KJIETOK, MH(QY3HIO HMMYHHBIX
KJIETOK, pa3pabOTaHHBIX MJisi 3aMeIleHUsT OOJbIleld YacTh COOCTBEHHOW WMMMYHHOMN
CHUCTEMBbI TMalMeHTa, YTOObI TIOBBICUTh UMMYHHBIM OTBET Ha WH(HUIIMPOBAHHbIE KJIETKH,
WIN aKTHBUPOBATh COOCTBEHHYIO MMMYHHYI) CHCTEMY MALMEHTa, YTOObl YHUUTOKHUTh
UHQUIMPOBAHHBIE KJIETKH, WM HAWTH W YHUYTOKUTb WH(PUIMPOBAHHBIE KIIETKH,
TeHETHYECKHEe MOIXOABI sl MOTU(DUKALMN aKTUBHOCTH KJIETKH, YTOOBI AOMOJIHUTEIBHO
U3MEHUTh JHIOTCHHYI) HMMYHOJIOTHYECKYK) PEAaKTUBHOCTh TMPOTUB HH(EKLHUH.
Ilpumepsr Tepanmuu AEHAPUTHBIMU  KJeTkamu  BKIO4YaroT AGS-004.  AreHTsI
penaktupoBanus rera CCRS Bkimouaror SB-728T. Murubdurtopsr rena CCRS Bkirouaror
Cal-1. B HekoTopbIxX BapuaHTax peanusanuu skcnpeccupyrompe C34-CCRS5/C34-CXCR4
CD4-nonoxurenpHble T-KJIETKU BBOASIT COBMECTHO C OMHMCAHHBIMU B JAHHOM 3as1BKE
AHTUTENAMH WM WX aHTUTEHCBS3BIBAIOIIUMH (parMeHTaMH. B HEKOTOpBIX BapHaHTax
peanu3alyy aHTUTENIA WIM AHTUTEHCBS3BIBAIOIIHME (PparMeHThl BBOISAT COBMECTHO C
Tepanieil TpaHcayuupoBaHHbIMH AGT-103 ayronmornuneiMu T-kneTkamMu uiaM C

reHotepanueit AAV-eCD4-Ig.
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Cpencrsa pegakTHpOBaHUS TEHOB.

[0261] B HEKOTOpBIX BapuaHTaxX peaqu3allid AaHTUTENA WM AHTUTEHCB3BIBAIOLINE
(bparmMeHTHI, ONMCAHHBIC B TAHHOM 3asiBKE, KOMOMHHUPYIOT CO CPEICTBOM PEAAKTHPOBAHHS
reHoB, Hampumep, ¢ HaueneHHbIM Ha BHMY cpenctBoM pepakTtupoBaHusi reHos. B
Pa3NMUHBIX BapHaHTaxX PeajM3alliyd CUCTEMY PENAaKTUPOBAHMS I'€HOMa MOXKHO BBIOPATh
u3 rpymmbl, cocrosimed u3: komrmiekca CRISPR/Cas9, komruiekca Hykieasbl C
LIUHKOBbIMU Tanbllamu, komruiekca TALEN, komrmuiekca XOMUHI-3HIOHYKJIEa3 U
KOMITIEKCa MeraHykieasbl. Tunumunas HaneneHHas Ha BHY cucrema CRISPR/Cas9

BKJIFOUaeT, 6e3 orpanuuenusi, EBT-101.

CAR-T-kjerouHast TEpAIIsL.

[0262] B HexoTOpbIX BapuaHTax peaju3alul aHTUTENa WM AHTUIE€HCBS3bIBAKOLIUE
(parmMeHTbl, ONMCAHHBbIE B AAHHOW 3asBKE, MO>KHO BBOJUTbH COBMECTHO C IOMYJIAILIUEH
UMMYHHBIX 3(p(PEKTOPHBIX KJIETOK, CKOHCTPYHPOBAHHBIX JUI1 SKCHPECCUH XUMEPHOIO
anturenHoro perenropa (CAR), npuuem CAR conep XUt 1oMeH, CBSI3bIBAIOIIN N aHTUT'€H
BUUY. Anruren BUY Bxumouaer Genok obosouku BUY wmu ero yacte, gpl120 wnu ero
4acTb, calT cBsizbiBaHUs CD4 Ha gpl20, unaynuposanHblii CD4 caliT cBsi3bIBaHUS Ha
gp120, N-rnukan Ha gp120, V2 gp120, okonomeMOpaHHbIii peruoH Ha gp41. UmMmyHHast
a¢dekropHas kjerka npencrapnser coboi T-knerky wimu NK-kieTky. B HekoTopbIx
BapuaHTax peanuzaunu T-kierka npencrasiser codoii CD4+ T-knerky, CD8+ T-kneTky
win ux komOuHaimio. Kierku MOryT ObITh ayTOJOTHUECKUMH WM AJUIOT€HHBIMU.
IIpumeper CAR-T BUY Brmouator VC-CAR-T, CMV-N6-CART, tepanuto CART-
kjerkamu nmpotus CD4, ayTonornyHbpIMU reMaToNno3TUYECKUMU CTBOJIOBBIMH KJIETKAMU,
CKOHCTPYHUPOBAHHBIMH T'eHeTH4YecKuM criocobom st skcnpeccuu CD4 CAR u mentuna

C46.

TCR-T-kJeTouHas Tepamnusi.

[0263] B HexkoTOpBIX BapuaHTax peaqu3alliyd AaHTUTENA WM AHTUTEHCBS3bIBAIOLINE
(bparmMeHTBI, OMUCaHHbIE B TAHHOH 3asBKe, KOMOMHUPYHOT ¢ nonysiuuel TCR-T-kieTok.
TCR-T-kneTkn CKOHCTPYHUPOBAaHBbI [JIsl HALEAMBaHUSA Ha mnpoucxomsmue u3 BUY

NENTUAbI, MPUCYTCTBYHOIINE HA MMOBEPXHOCTU I/IH(I)I/II_II/IpOBa,HHbIX BHUPYCOM KIJIETOK.

B-kierouHas Tepanusi.

[0264] B HexkOoTOpBIX BapuaHTax peaqu3aldd AaHTUTENA WM aHTUICHCBS3bIBAOLINE
(dparmMeHTBl, ONMMCaHHbIE B IAHHOHN 3asBKE, KOMOMHHUPYIOT C MOMyJsIHed B-kierok,

reHeTHYeCKH MOAN(PULINPOBAHHBIX, YTOOBI SKCIPECCUPOBATh HEUTPATH3YIOIIHE AHTUTENA
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IIMPOKOTO crieKTpa neticreus, Takue kak 3BNC117 (Hartweger u np., J. Fxp. Med. 2019,
1301, Moffett u np., Sci. Immunol. 4, eaax0644 (2019) 17 mas 2019 r.)

HaGopbL

[0265] B obvem HacTosimero u300peTeHus] Tak»Ke BXOIST HAOOPBI, COMEpIKAIINe OIHO
win Oojiee aHTUTEN WM AHTUTMEHCBSI3BIBAIOLIMX (DparMeHTOB, OMHMCAHHBIX B JAHHOM
3asBKe, WM WX KOHBIOTaThbl. B ONHOM ciydae, B HACTOsIICH 3asBKE MpemIoKeHa
(papmarieBTHUECKAsT YIAKOBKA WM HAOOp, comep Kaliuii OAMH WK 0ojiee KOHTEHHEpOB
(marpumep, (HJIAKOHOB, aMIy), HANOJHEHHBIX OJHUM WM Oojee UHIrpenueHTaMu
(bapmMalieBTHYECKUX KOMITO3HUIIMH, OMMCAHHBIX B JAHHOW 3asBKE, TAKUMHU KaK OIHO WJIH
Oonee aHTHUTEN, MPEIVIOKEHHBIX B JAHHOHW 3asiBKe. B HEKOTOPBIX ciydasx HaOOpbI
comep:kaT (papmMaleBTUYECKY0 KOMIIO3MIIMIO, OMMCAHHYI0 B JaHHOMW 3asiBke. B omHOM
BApUAHTE peaM3aluy TNPeJIOKeHbl HabOpbl, COAEpIKAaIUe AHTUTENO, OMHCAHHOE B
JAHHOM 3asiBKE, WK ero (hapMaleBTHUECKYI0 KOMIO3HULIUIO, B KOMOMHALIMK C OTHUM WJIH
Oonee (HampuMep, OOHUM, OBYMSs, TPEMs, ONHUM HWJIM IBYMs, WJIH OT OXHOTO O TpeX)
JOTNOJTHUTENIbHBIMU TE€PANEBTHYECKMMU areHTaMu (TaKUMH KaK areHThl, OMHCAHHbBIE

BBIIIIE).

[0266] B HekoTOpBIX BapuaHTax peajn3aiiy Habopbl COnepKaT OAHY WK Oojiee pa3oBbIX
703 AHTUTENl MJIM AHTHICHCBS3BIBAIOIIMX (DPArMEHTOB, WM TOJUHYKICOTHIA WU
NOJIMHYKJICOTHIOB, B OJHOM WM Oojiee KOHTeWHepax. B HEKOTOpBIX BapHaHTax
peanu3aiuu  HaOOpBI COmEpKaT OOHYy WM Oojiee pPasOBBIX 103 AHTHTEN WU
AHTUTECHCBSA3BIBAIOIIMX (PArMEHTOB M BTOPOH areHT (Hampumep, OOWH uiH Oojee
JONOJHUTENIbHBIX areHTOB) Ui Jieuenns BUY-uH(pekunu B oTAenbHbIX KOHTeiHepax. B
HEKOTOPBIX BApHAHTAX pean3aluy HaOOpbI TOMOJHUTENIBPHO CONEPKAT ONHY Win Oonee
pasoBeix 103 aronucra Toll-momobnoro penentopa (TLR). B HexkoTopbIx BapmaHTax
peamu3auu aroHuctT TLR mpencrasnser coboit aronuct TLR7 wnu aronuct TLRE. B
HEKOTOPBIX BapHaHTax peann3anuu aroHucT TLR7 BpIOpaH U3 rpymnmbl, COCTOSIIEH M3
BECATOJMMOJA, WMHUXMMOJAA U pe3UKBUMOJA. B HEKOTOphIX BapuaHTax pealu3aluu
HaOOpBI coepkaT ONHY WM Ooyiee pa3oBBIX 03 AHTHTEN WM AHTHICHCBS3BIBAIOIINX
(bparMeHTOB, OMHUCAaHHBIX B JAHHOH 3asBKE, U OOHY HJIM Oojiee Pa3oBbIX 103 BTOPOTO,
TPeTbero WAM ueTBeproro aHtutena npotus BUY, wnm uX aHTUIEHCBSI3BIBAIOIINX
(dparMeHTOB, MPUYEM BTOpPOE, TPEThE MM 4eTBepTOoe aHTHTena npotuB BUY, mnm nx
AHTUTEHCBS3BIBAIOIINE (DPArMEHTBI, CBS3BIBAIOTCS C SMUTONAMH WM y4acTkamu gpl20,
BBIOpAaHHBIMHU M3 TPYIIIBL, cocTosimelt u3: (1) TpeTbel BapuabenbHoi newiu (V3) w/nnmu

ydaCTKa ¢ BBICOKHMM COACPNKAHUEM MAaHHO3bI, COACPNKAILICTO TIMKAaH OJIMTIOMaHHO3HOTI'O
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Tuna B mojoxkeHun N332; (ii) Bropoil BapmabenpHOW mernu (V2) wW/uiM BEpXyLIKH
tpumepa Env; (ii1) creika gp120 u gp41 wm (iv) GesmonsHO#N nmosepxHOocTH gpl20. B
HEKOTOpPbIX BapHaHTax peanu3allud BTopoe aHtuTeno mnpotus BHUY wmm  ero
AHTUT€HCBA3BIBAIOIINI (DParMEHT CBsI3bIBAETCSI C TpeThel BapuabenpHOH neried (V3)
WWIM Y4acTKOM C BBICOKMM COIEP’KAHMEM MAaHHO3bL, COIEpKaIlUM TJIMKaH
OJINTOMAHHO3HOIO TUMA B MOJOXeHMU N332. B HEKOTOpPBhIX BapHaHTax pealn3alun
BTOpoe antureso npotus BUY conepxur obnactu VH u VL u3 anTHuTeNa, BBIOpaHHOTO
u3 rpymnsl, cocrosueit u3 GS-9722, PGT-121, PGT-122, PGT-123, PGT-124, PGT-125,
PGT-126, PGT-128, PGT-130, PGT-133, PGT-134, PGT-135, PGT-136, PGT-137, PGT-
138, PGT-139, 10-1074, VRC24, 2G12, BG18, 354BG8, 354BG18, 354BG42, 354BG33,
354BG129, 354BG188, 354BG411, 354BG426, DH270.1, DH270.6, PGDMI12,
VRC41.01, PGDM21, PCDN-33A, BF520.1 u VRC29.03, unu koHKypupyer ¢ HuMu. B
HEKOTOPbIX BAapUAHTAax peanu3aluu BTOpoe aHtureno mnporus BHUY wumm  ero
aHTUTeHCBs3bIBatOLMe (parmMeHTsl comepxkar obmactt VH m VL w3 anTuTena,
BbIOpaHHOTO M3 rpymbl, cocTositen u3 GS-9722 u PGT-121, win KOHKypUPYIOT C HUMH.
B HekoTOpBIX BapuaHTax peanu3alvy HaOOpbI COAEPXKAT JBE MM Oojiee pa3oBBIX 03,
IpUdYeM pa3OBble I03bl OAMHAKOBBL. B HEKOTOPBIX BapHaHTaX peajM3allid HaOOpbI

cozepsKat 1Be Win OoJiee pa3oBbIX AO3bI, IPUYEM PA30BbIE 03Bl PA3JIUYHBL

[0267] HeobOsi3atenpHo Kk TakoMy(-UM)  KOHTeWHepy(-aM) MOXET MpUJIaraThbCs
yBemOMJIeHHe B (opMe, TPEeayCMOTPEHHOW  NPAaBUTEIbCTBEHHBIM  OPTaHOM,
PEryJIMPYIOIIMM TIPOU3BOACTBO, TNPUMEHEHHE WU pean3aiuio  (apMareBTUYECKUX
CPenCTB WM OMOJIOTHYECKHUX MPOAYKTOB, YKa3aHHOE YBEIOMJICHHE OTPaskaeT onoOpeHue

YKa3aHHbIM OpPraHoM IIpPpOU3BOACTBA, NPUMEHCHUA HWIIHN peaiu3dallvud i1 BBCACHUA

YEJIOBEKY.
IIpumepsl
[0268] Cnenyromue mnpuMepbl MpPEAJIOKEHBl [N WIUTIOCTPUPOBAHUS  Pa3IUYHBIX

BapHUAHTOB p€aJin3alliid W HE MOOJIKHBI TOJIKOBATbCA KaK OrpaHUYHBAROIIUC o0beM
HacTosiero n3ooperenus. B Tex ciyuasx, Korjaa ymoMHHAIOTCS KOHKPETHBIE MaTEPHAJIbI,
OHU YIOMHWHAIOTCA JIHMIIb C LEJIbKO HWUIOCTPUPOBAHHA W HE MNPEAHA3SHAYCHBI IJIisd
OrpaHMYEHMs] HACTOsIIIEH 3asBKU. CrieLMamuCT B TaHHOH 00JaCTH MOKET pa3padoTarh
SKBUBAJICHTHbBIE CPEJICTBA WM PEaKTHUBBI O3 MpoLenypbl U300 PETATEIbCKOrO CBONCTBA,

U HE OTKJIOHSISICh OT 00BEMa HACTOSLIETO H300PETEHHSI.

TIpumep 1. Aktusaoctb A3KII anturena A.
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[0269] A3KIl wunpuuupoBanueix BHUY  nenesbix CD4"  T-kJI€TOK aHTHTEIaMU
aHaIU3upoBaNu  in  Vitro, npuMmensis ~ uHQuuupoBanHele ~ BHUY  knerku
CEM.NKr.CCR5'Luc®™ wu mnepsuunbie 3pdekropasie NK-kieTku denoBeka U3

HE3aBUCHUMBIX 300POBBIX JOHOPOB.

[0270] B wuccnenoBanuu wucnonp3oBaniu kak dyBcTBUTENbHble K PGTI21, Tak u
ycroiunBble k PGT121 Bupycel u anturena, coxepkamue monudukarmu B Fc (Fc-
moauduuupoBaHHble) aHntuTena A. B Tabmuue 1 kpaTko INpencTaBiIeHbl aKTUBHOCTD
YHUYTOXKEHUA U >(dexruBHOCT, aHTHTEN A, A-1, A-2, A-3, A4, A-5 u A-6 npu
TECTHPOBAHUHM B MPHUCYTCTBUU 5 Mr/mi IgG CHIBOPOTKH 4YeJiOBeKa M C NMPUMEHEHHEM
nepBu4HbIX NK-KJIE€TOK 4YenoBeka U3 TPEeX HE3aBUCHUMBIX IOHOPOB-JIFOAEH U KIJIETOK

CEM.NKr.CCRS5"Luc”, uadpuimpoBaHHbIx u3ojsTamu Bupyca 92US712 wm 92US657.

[0271] Tabmuma 1. AxruaocTs A3KLI

Nupuuuposannsie 92US712

KJIETKH
Ne: A A-2 | A-1 A-3 | A4 | AS | A6
NK, nonop 1 48 76 77 77 78 79 68
Emax (%) NK, nonop 2 7 60 62 59 61 61 54

NK, nonop 3 27 60 62 67 64 66 51

NK, nonop 1 223 | 0,18 | 0,19 | 0,07 | 0,20 | 0,19 | 0,27
NK, nonop 2 >100 | 0,08 | 0,09 | 0,08 | 0,13 | 0,08 | 0,54
NK, noHop 3 3,63 | 0,20 | 0,16 | 0,20 | 0,40 | 0,09 | 0,18
Nudunuposannsie 92US657

ECso

(MKT/MmIT)

KJIICTKH

Ne: A | A2 | A1 | A3 | A4 | A5 | A6
NK, noHop 1 2 59 | 58 | 49 | 52 | 58 | 54
Emax (%) | NK, goHop 2 0 51 50 | 49 | 53 | el 53
NK, noHop 3 0 56 | 52 | 56 | 50 | 6l 52
NK, nonop 1 | >100 | 0,54 | 0,74 | 0,68 | 0,60 | 0,57 | 3,93
NK, noop 2 | >100 | 0,81 | 0,55 | 0,67 | 121 | 0,83 | 1,21
NK, norop 3 | >100 | 1,13 | 037 | 1,39 | 1,64 | 0,76 | 3,21

>

ECso

(MKT/MIT)

ECso o0o3Hauena kak >100 mkr/mi ajist oTBeTOB Ha 103y ¢ Emax < 10%

[0272] Hnsa Fe-monmuuIupoBaHHBIX AHTHTEN BBISBHJIA TOBBIIEHHOE YHHUTOXECHHE

uapuposanHbix BUY-1 nenessix CD4 T-KJ1€TOK MO CPAaBHEHHIO C AHTUTENIOM A 771 Vitro
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nepBu4uHbIMU NK-KJIeTKaMu 4YeloBeKa M3 HE3aBUCHUMBIX JOHOPOB M LEJEBBIX KJETOK,
WHQULPOBAHHBIX PA3JIMYHBIMH HM30JsiTaMu  Bupyca (Tabmmma 1). AHtuteno A
OIoCpenIoBaio MUHIMaJbHOE YHHUTOKeHHE (Emax <10%) nepBuunbiMu NK-kieTkamu
13 HEKOTOPbIX JIOHOPOB, TOrAa kak yHH4YTokeHHne NK-kieTkaMu u3 Apyrux JOHOPOB
nerekTupoBasiock. [1o cpaBHeHUIO ¢ aHTUTENOM A, UT Fe-MOnnUInpoBaHHbBIX aHTUTEN
BBISIBWJIN MOBBILIEHHYIO 3¢ dexruBHOCTh (ECs0) m MakcumanbHoe yHuuToxkeHue (Emax)
uapuumposanHbix BUU-1 knerok, uro nHabmonmamu B aHamse A3KIL], npoBeneHHOM ¢
nepeuuHbIMU NK-kjeTkamMu 4enoBeka U3 TpPeX HE3aBUCHUMBIX 3[0POBBIX JIOHOPOB
(rabmmua 1), Habmonmaemoe moBbilieHHe 3(P(GEKTUBHOCTH  BapbHPOBAJIOCH  OT
npuommsurensHo 10 no 40 pas i TOHOPOB, Y KOTOPBIX aHTUTENO A ObUIO aKTUBHBIM.
INanens wu3 22 KynbTyp UHQHUUMPOBAHHBIX ILIEJEBBIX KJIETOK IMONy4ald IyTeM
nHpuumuposarus CEM.NKr.CCR5 Luc” kneTok 22 yHUKaIbHBIME BUPYCHBIMH KJIOHAMH,
YCTOHUMBBIMU K HEHTpanu3aluu (HarnpuMep, YHUYTOKEHUIO HHPUIIMPOBAHHBIX KJIETOK)
nocpeacreoMm PGT121.60 (cm. WO 2017/106346). Axtusnocts A3KI u mupuny mis
anturena A-1 u anturena PGT121.60 oueHuBamym i TaHHON NMaHe M WHOUIIMPOBAHHBIX
KJIETOK-MHINEHeH, npuMeHss mnepBudHble >(dexropabie NK-kieTku U3 310pOBBIX
JIOHOPOB B OTCyTCTBHE KOHKypupytomero IgG ceiBopotku. 86% (19/22) xynbTyp
UH(ULIMPOBAHHBIX LEJEeBbIX KIeTOK, ycroiuuBbix k A3KL[ mocpeactsom PGT121.60,
yHUYTOKAMUCh aHTUTENIOM A-1 (Emax >30%). Amntureno A-1 omocpenosaio A3KI]
KJIeTOK, nHpuumpoBaHHbIX mrammamu BHY, kotopeie Obutn yecTorumesl Kk PGT121.60.

PesynbTaThl JAaHHON OLIEHKH KPATKO MPEACTaBJICHBI B TAOIMLE 2.

[0273] Tabmuua 2. YHu4TOXKEHIE HHPUITUPOBAHHBIX KJIETOK, yCTounBbIX K PGT121.60,

antutesioMm A-1 u antuteniom PGT121.60. Koymuectsa npencrasisitor cpeqnee Emax (%)

A3KI] anst nBYX TOHOPOB.
Emax (%) A3KI

Bupyc PGT121.60 AnTHTeN0 A-1
VS001 1,0 26,8
VS002 2,0 229
VS003 3,0 444
VS004 4,0 31,7
VS007 9 45
VS008 22 60
VS010 10 69
VS011 8,0 34,6
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VS017 9,0 40,5
VS023 10,0 0,8

VS026 11,0 313
VS029 12,0 1,5

VS030 13,0 393
VS032 14,0 29,1
VS033 15,0 31,1
VS034 16,0 40,6
VS038 17,0 36,1
VS042 18,0 39,6
VS044 19,0 31,4
VS046 20,0 41,9
VS049 21,0 78

VS052 22,0 34,0

[0274] AHTUTENIO-3aBUCHMYIO
npumensis uaguuuposanusie BUY mepuunbie CD4™ T-kjeTku B KaueCTBE KIJIETOK-

MHUINEHeH U ayTOJOrnyHble mnepBUuHble NK-KJI€TKH, MOHOLUTHI U HEHTPO(HIIBI B

KJIIETOUYHYKO HOUTOTOKCHYHOCTDH

Ka4yecTBe dPPEKTOPHBIX KJIETOK.

[0275] NK-knerku, monouutsl 1 CD4" T-knetku Bbigensau u3 MKIIK, noay4eHHbIX U3
3I0POBBIX JOHOPOB, TOTJA KaK HEHTPO(UIBI BBIACISUIA M3 LEJIbHON KPOBU 3IOPOBBIX
noHopoB. Bce CD4™ T-kneTku HHUIMPOBAIU MyTeM HEHTPU(YTUPOBAHHUS B OTCYTCTBHE
aKTUBAIMU T-KJIETOK, 4TOOBI COXPAHUTh HHM3KHE YPOBHU SKCIPECCHH AHTHIE€HAa Ha
MOBEPXHOCTH KJIETOK U MOTEHLHUAIbHO UMUTHPOBATh YPOBHM 3KCIIPECCUM AHTUI€HA HA
nateHTHo uHpuumpoBaHHbx CD4" T-kerkax. Mcnonb3yeMble H30JISThl BUPYCOB ObLIH
cnenyromumu: 8176, 92US076 (4yBCTBUTENBHBIN K HEUTpATH3aLUU aHTHTEIOM A) 1 8398
(yCTOWYMBBIN K HEHTpaIM3aLMH aHTUTEJIOM A). AHAJIMU3 MPOBOAMIM B MPHUCYTCTBUH |
mr/mn  Hecneuuguueckux IgG  CHIBOPOTKM 4YeNOBEKa, KOTOpPbIe KOHKYPHUPOBAIH C
spdexkropapivu MAT 3a cesisbiBanue FcyR. AHTUTENO-3aBUCHMOE YHUYTOKEHHE

U3MEpsUTN MO yMEHbIIEHUIo kKonudectBa p24+ CD4 T-kjeTok, NpuMeHsiss IPOTOYHYIO

LIUTOMETPHUIO.

HAa4YCHUA , 50 (MKI/MJI) 1 Emax 0) IJIs1 YHUYTOXKCHUSA NIPEACTABIICHBI B
0276] 3 AUC, EC / Emax (% y p

Tabmunax 3 - 11.

[0277] Tabmuna 3. AUC yauuroskenust NK-kjeTkamu.
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OLIEHH BAJTH,



AUC (NK)
Bupyc | Jdonop
A A-1 1.52.64-1 PGT121.60
0117 49 108 103 168
8176
3594 18 142 139 205
0117 26 116 78 18
302076
3594 28 76 101 26
0117 20 4 0 203
8398
3594 0 6 15 211
[0278] Tabmuma 4. EC50 yanmuroxenus NK-kierkamu.
ECS50 (NK)
Bupyc | lonop
A A-1 1.52.64-1 PGT121.60
0117 >100 1,101 0,949 0,246
8176
3594 >100 0,518 1,350 0,051
0117 >100 1,701 7,602 100,000
302076
3594 >100 2,613 3,114 72,050
0117 >100 >100 >100 0,339
8398
3594 >100 >100 >100 0,220
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[0279]

[0280]

Tabmuna 5. Emax yanuroxenus: NK-kjieTkamu.
Emax (NK)
Bupyc | Jdonop
A A-1 1.52.64-1 PGT121.60
0117 <20 56 54 65
8176
3594 <20 62 69 62
0117 <20 68 69 20
302076
3594 <20 49 64 45
0117 <20 <20 <20 79
8398
3594 <20 <20 <20 81
Tabmua 6. AUC yHUYTOXKEHHS] MOHOLIUTAMH.
AUC (MoHOUHTBI)
Bupyc | Tonop
A A-1 1.52.64-1 PGT121.60
0117 0 83 87 122
8176
3594 17 141 159 157
0117 24 54 61 24
302076
3594 138 166 158 108
0117 0 0 4 53
8398
3594 0 13 4 186
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[0281] Tabmuma 7. EC50 yHHUYTOKEHUS] MOHOIIUTAMHU.
ECS0 (MoHOLIUTHI)
Bupyc | Jdonop
A A-1 1.52.64-1 PGT121.60
0117 >100 0,402 0,490 0,232
8176
3594 >100 0,309 0,202 0,010
0117 10,570 6,514 7,236 >100
302076
3594 0,006 0,062 0,088 0,019
0117 >100 >100 >100 0,728
8398
3594 >100 >100 >100 0,201
[0282] Tabmuua 8. Emax yHHYTOXKEHUSI MOHOLIUTAMHU.
Emax (MoHOUMTBI)
Bupyc | Tonop
A A-1 1.52.64-1 PGT121.60
0117 <20 34 35 44
8176
3594 <20 47 57 40
0117 24 46 47 20
302076
3594 33 49 54 30
0117 <20 <20 <20 25
8398
3594 <20 <20 <20 67
[0283] Tabmuna 9. AUC yHuuTOXeHUs1 HelTpodrmamu.
AUC (ueviTpoduianr)
Bupyc | donop
A A-1 1.52.64-1 PGT121.60
92132 41 74 89 125
8176
92602 21 47 45 71
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[0284] Tabmuna 10. EC50 yHuuTOXKEeHHSI HEUTPODUIAMU.
ECS0 (neiiTtpodpunr)
Bupyc | donop
A A-1 1.52.64-1 PGT121.60
92132 >100 0,231 0,307 0,012
8176
92602 >100 1,097 0,199 0,232
[0285] Tabmuna 11. Emax yHuuToXeHUsT HerTpodumamu.
Emax (neiiTpodu.ibi)
Bupyc | donop
A A-1 1.52.64-1 PGT121.60
92132 <20 29 37 34
8176
92602 <20 23 <20 25
[0286] Pesynbratel, mpexacraBieHHble B Tabnumax 3 - 11 AeMOHCTpUPYIOT, 4YTO, B

coorBerctBun ¢ omnocpenoBanHoii NK A3KIL[ kmeroxk CEM, mms MAT co
ckoHcTpyupoBaHHbIMH Fe (1.52.64-1, A-1 u PGT121.60) Takske BBIIBUJIM MOBBILIEHHOE

yHuuTo)keHre uHpuimpoBaHHbix BUY mnepBuunbix CD4 T-knerok NK-knerkamu,

MOHOLIUTAMH U HEUTPO(HIaAMU IO CPABHEHHIO C TAKOBBIM JUISI AHTUTENA A.

TIpumep 2. [IukJ 0pOU3BOACTBA AHTUTEIL

[0287]
3apOABILIEBON JIMHUM Y€JIOBEKA U BBIABWIIM HECKOJIBKO MyTALMi, BCTABOK U AEJNELIUN KaK
BHYTpH, Tak U cHapysku obmacteit CDR. Bkpatie, oOHapykuim HEeNpepbIBHBIA yUaCTOK
HECOBIAJCHUS C 3apOABILIEBOH JTMHUEH B KapkacHoM obnactu 3 Tspkenoi nerm (HC FR3)
B nosioskeHmsix 72 - 78 Tsxenoit nerm (HC). OOHapy KuiM BCTABKH YEThIPEX aAMUHOKHCIIOT
mexay nojoskerusimu 74 u 75 8 FR3 HC. Jlenennro OTHOCUTENBHO 3apOIBIIIEBON TUHUU
obnapyxunu B CDR L1 B monoxkenwusix 27 - 30 nerkoii nenu (LC). HenpepwiBHblii
y4aCTOK HECOBIAJIEHUs C 3apOABILIEBON JMHUEH OOHAPYKUIIM B KapKacHOW o0mactu 3
nerkoii nenu (LC FR3) B monoxenusx 65 - 77. Ces3anHbiil ¢ N72 KOHCEHCYCHBIH MOTHB
rnuko3mmpoBanuss obHapyxkuan B FR3 LC B monoxenusx 72 - 74. Jleneumto
OTHOCHUTENIbHO 3apoAbIeBol TMHUN o0Hapyxuiu B CDR L3 B monoxxernu 92 - 95. JIpa

OCTaTKa, KOTOPbIE BHICOKO KOHCEPBATHUBHBI B JieTkux mersix IgG uenoseka (F98 u G99),

ITocnenoBaTenbHOCTH aHTUTENa A W aHTUTENa B CpaBHMIM C TakOBBIMU B

ObLTH MyTHPOBAaHBI KaK B aHTUTENE A, Tak U B aHTUTENE B.
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[0288] IIpoBoguau Macc-CIEKTPOMETPUYECKHE HCCIECAOBAHMS 3KCIPECCUPOBAHHOTO
ExpiCHO antutena A, uto0bl onpenenuTs, ObUIO JIN MINKO3WIMPOBAHKE B TTOJIOKEHHSIX
72 —74 8 LC. IIpoBoanIN YCKOPEHHOE CTPECCOBOE HCTIBITAHNE U aHATN3 3()()EKTUBHOCTH,
9YTOOBI YBUAETD, IPUCYTCTBYET JIM KaKasI-THOO XMMUYECKasi HEYCTOWYMBOCTh (HAampumep,
OKHCJIEHUE, e3aMUANPOBAaHUE U T.J.) Y aHTHTENa A WIM €ro BapuaHToB. Benencrsue
BBICOKOTO YPOBHSI COMAaTMYECKOH TUIepMyTallud, NpPOBOAWIN KapTHUpoBaHue T-
KJIETOUHBIX  SNHUTONOB NEPBUYHOM  IOCIENOBATENIHOCTH, YTOOBI  OMNpPENENHUTH
MOTEHLUAJIBHO UMMYHOT€HHbIE MOTHUBBI. Kpome TOTO, OCYILECTBIISLIN
NPOM3BOACTBEHHBIN [UKJI UTEPALlIOHHON O€NIKOBOM MHXXEHEPHU AJISI, YTOOBI MOJYYHTh
HOBbIE aHTHTeNa 0e3 MOTHBAa IIIMKO3WIMpoBaHus N72 w/uiau ¢ OONbIIUM OOLIUM
COBIIAQZICHUEM C 3apOAbIIIEBON JMHHEH uenoBeka. be3 NpUBA3KM K KakuM-IHOO
KOHKPETHBIM TEOpHUsM, AAHHBIM NPOU3BOACTBEHHBIH LMKJI MOI IO3BOJUTH MONYYHUTb
HOBBIE AHTHTEJA, KOTOpble OONANAIOT JKeJaTeNbHBIMU CBOHCTBAMH, BKJIOYash HO He
OrpaHUYMBASICh NEPEUNCICHHBIMH. CHUYKEHHBIH PUCK UMMYHOT€HHOCTH, 3((PEKTHBHOCTb
U lupuHy Heirpanusauuu BUY, paBHyrO miu JIy4inyro, 4eM y aHTUTesna A Wiy aHTUTeNa

B, w/unu ynydinennsie Ouodu3nyeckue CBOMCTBA U MapaMeTphl pa3pabOTKH.

[0289] B tabmue 12 npencrasnens nocnenoarenbHocT SEQ ID NO ob6nacteit CDR

VH u VL (cornacuo onpenenenuto Kabarta) anturen nporus gp120, OnMCaHHBIX B TAHHON

3asiBKe.
Tabnunua 12. NMocneposatenbHoctn SEQ ID NO o6nactu CDR VH u VL aHTUTeEN

HassaHue aHTuTena | VHCDR1 | VHCDR2 | VHCDR3 | VLCDR1 | VLCDR2 | VLCDR3
A-1 137 138 139 140 141 142
A 137 138 139 140 141 142
1v2-1 137 138 139 140 141 142
1.2.11 137 138 139 140 141 142
1.1.2-1 137 138 139 140 141 142
1.2.2-1 137 138 139 140 141 142
1.3.1-1 137 138 139 140 141 142
1.4.1-1 137 138 139 140 141 142
1.5.1-1 137 138 139 140 141 142
1.6.1-1 137 138 139 140 141 142
1.7.11 137 138 139 140 141 142
1.8.1-1 137 138 139 140 141 142
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Tabnuua 12. NMocneaosatenbHoctn SEQ ID NO o6nactu CDR VH u VL aHTUTEN

HaseaHue aHtutena | VHCDR1 | VHCDR2 | VHCDR3 | VLCDR1 | VLCDR2 | VLCDR3
19.1-1 137 138 139 140 141 142
1.10.1-1 159 138 139 140 141 142
1.11.1-1 159 138 139 140 141 142
1.15.1-1 137 160 139 140 141 142
1.16.1-1 137 161 139 140 141 142
1.17.1-1 137 162 139 140 141 142
1.18.1-1 137 163 139 140 141 142
1.19.1-1 137 138 139 140 141 142
1.20.1-1 137 138 139 140 141 142
1.21.1-1 137 138 139 140 141 142
1.22.1-1 137 138 139 140 141 142
1.24.1-1 137 138 139 140 141 142
1.25.1-1 137 138 139 140 141 142
1.26.1-1 137 138 139 140 141 142
1.27.1-1 137 138 164 140 141 142
1.28.1-1 137 138 164 140 141 142
1.29.1-1 137 138 139 140 141 142
1.30.1-1 137 138 139 140 141 142
1.1.3-1 137 138 139 140 141 142
1.14-1 137 138 139 140 141 142
1.1.5-1 137 138 139 140 141 142
1.1.6-1 137 138 139 140 165 142
11.7-1 137 138 139 140 166 142
1.1.8-1 137 138 139 140 168 142
1.19-1 137 138 139 140 167 142
1.1.10-1 137 138 139 140 141 142
1.1.11-1 137 138 139 140 141 142
1.1.12-1 137 138 139 140 141 142
1.1.13-1 137 138 139 140 141 142
1.1.14-1 137 138 139 140 141 142
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Tabnuua 12. NMocneaosatenbHoctn SEQ ID NO o6nactu CDR VH u VL aHTUTEN

HaseaHue aHtutena | VHCDR1 | VHCDR2 | VHCDR3 | VLCDR1 | VLCDR2 | VLCDR3
1.1.15-1 137 138 139 140 141 142
1.1.16-1 137 138 139 140 141 142
1.1.17-1 137 138 139 140 141 142
1.1.18-1 137 138 139 140 141 142
1.1.19-1 137 138 139 140 141 142
1.1.20-1 137 138 139 140 141 142
1.1.21-1 137 138 139 140 141 142
1.1.22-1 137 138 139 140 141 142
1.1.23-1 137 138 139 140 141 142
1.1.24-1 137 138 139 140 141 142
1.1.25-1 137 138 139 140 141 142
1.1.26-1 137 138 139 140 141 142
1.1.27-1 137 138 139 140 141 142
1.1.28-1 137 138 139 140 141 142
1.1.29-1 137 138 139 140 141 142
1.1.30-1 137 138 139 140 141 142
1.12.15-1 137 138 139 140 141 142
1.13.15-1 137 138 139 140 141 142
1.14.15-1 137 138 139 140 141 142
1.12.17-1 137 138 139 140 141 142
1.13.17-1 137 138 139 140 141 142
1.14.17-1 137 138 139 140 141 142
131.1-1 137 138 139 140 141 142
1.32.1-1 137 138 139 140 141 142
1.33.1-1 137 138 139 140 141 142
1.34.1-1 137 138 164 140 141 142
1.35.1-1 159 138 164 140 141 142
1.36.1-1 159 138 164 140 141 142
1.1.31-1 137 138 139 140 141 142
1.31.31-1 137 138 139 140 141 142
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Tabnuua 12. NMocneaosatenbHoctn SEQ ID NO o6nactu CDR VH u VL aHTUTEN

HaseaHue aHtutena | VHCDR1 | VHCDR2 | VHCDR3 | VLCDR1 | VLCDR2 | VLCDR3
1.32.31-1 137 138 139 140 141 142
1.33.31-1 137 138 139 140 141 142
1.34.31-1 137 138 164 140 141 142
1.35.31-1 159 138 164 140 141 142
1.36.31-1 159 138 164 140 141 142
1.1.32-1 137 138 139 140 141 142
1.31.32-1 137 138 139 140 141 142
1.32.32-1 137 138 139 140 141 142
1.33.32-1 137 138 139 140 141 142
1.34.32-1 137 138 164 140 141 142
1.35.32-1 159 138 164 140 141 142
1.36.32-1 159 138 164 140 141 142
1.1.33-1 137 138 139 140 166 142
1.31.33-1 137 138 139 140 166 142
1.32.33-1 137 138 139 140 166 142
1.33.33-1 137 138 139 140 166 142
1.34.33-1 137 138 164 140 166 142
1.35.33-1 159 138 164 140 166 142
1.36.33-1 159 138 164 140 166 142
1.1.34-1 137 138 139 140 166 142
1.31.34-1 137 138 139 140 166 142
1.32.34-1 137 138 139 140 166 142
1.33.34-1 137 138 139 140 166 142
1.34.34-1 137 138 164 140 166 142
1.35.34-1 159 138 164 140 166 142
1.36.34-1 159 138 164 140 166 142
1.1.35-1 137 138 139 140 166 142
1.31.35-1 137 138 139 140 166 142
1.32.35-1 137 138 139 140 166 142
1.33.35-1 137 138 139 140 166 142
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Tabnuua 12. NMocneaosatenbHoctn SEQ ID NO o6nactu CDR VH u VL aHTUTEN

HaseaHue aHtutena | VHCDR1 | VHCDR2 | VHCDR3 | VLCDR1 | VLCDR2 | VLCDR3
1.34.35-1 137 138 164 140 166 142
1.35.35-1 159 138 164 140 166 142
1.36.35-1 159 138 164 140 166 142
1.1.36-1 137 138 139 140 166 142
1.31.36-1 137 138 139 140 166 142
1.32.36-1 137 138 139 140 166 142
1.33.36-1 137 138 139 140 166 142
1.34.36-1 137 138 164 140 166 142
1.35.36-1 159 138 164 140 166 142
1.36.36-1 159 138 164 140 166 142
1.1.37-1 137 138 139 140 141 142
1.1.38-1 137 138 139 140 141 142
1.1.39-1 137 138 139 140 141 142
1.1.40-1 137 138 139 140 141 142
1.1.41-1 137 138 139 140 141 142
1.1.42-1 137 138 139 140 141 142
1.1.43-1 137 138 139 140 141 142
1.1.44-1 137 138 139 140 141 142
1.1.45-1 137 138 139 140 141 142
1.1.46-1 137 138 139 140 141 142
1.1.47-1 137 138 139 140 141 142
1.1.48-1 137 138 139 140 141 142
1.1.49-1 137 138 139 140 141 142
1.37.51-1 137 138 139 140 141 142
1.8.52-1 137 138 139 140 141 142
1.1.54-1 137 138 139 140 141 142

A-2 137 138 139 140 141 142
B-1 153 138 154 140 141 142
2.1.2-1 153 138 154 140 141 142
1.1.64-1 137 138 139 140 141 142
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Tabnuua 12. NMocneaosatenbHoctn SEQ ID NO o6nactu CDR VH u VL aHTUTEN

HaseaHue aHtutena | VHCDR1 | VHCDR2 | VHCDR3 | VLCDR1 | VLCDR2 | VLCDR3
1.1.67-1 137 138 139 140 141 142
1.1.72-1 137 138 139 140 141 142
1.1.75-1 137 138 139 140 141 142
1.1.78-1 137 138 139 140 141 142

A-3 137 138 139 140 141 142
A-4 137 138 139 140 141 142
A-5 137 138 139 140 141 142
A-6 137 138 139 140 141 142
1.41.5-1 137 138 139 140 141 142
1.41.81-1 137 138 139 140 141 142
1.1.82-1 137 138 139 140 141 142
1.41.83-1 137 138 139 140 141 142
1.1.84-1 137 138 139 140 141 142
1.41.85-1 137 138 139 140 141 142
1.41.86-1 137 138 139 140 141 142
1.41.87-1 137 138 139 140 141 142
1.1.88-1 137 138 139 140 141 142
1.41.89-1 137 138 139 140 141 142
1.1.90-1 137 138 139 140 141 142
141.91-1 137 138 139 140 141 142
1.41.92-1 137 138 139 140 141 142
1.41.93-1 137 138 139 140 141 142
1.1.94-1 137 138 139 140 141 142
1.41.95-1 137 138 139 140 141 142
1.1.96-1 137 138 139 140 141 142
141.97-1 137 138 139 140 141 142
1.41.98-1 137 138 139 140 141 142
1.41.99-1 137 138 139 140 141 142
1.1.100-1 137 138 139 140 141 142
1.41.101-1 137 138 139 140 141 142
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Tabnuua 12. NMocneaosatenbHoctn SEQ ID NO o6nactu CDR VH u VL aHTUTEN

HaseaHue aHtutena | VHCDR1 | VHCDR2 | VHCDR3 | VLCDR1 | VLCDR2 | VLCDR3
1.1.102-1 137 138 139 140 141 142
1.41.103-1 137 138 139 140 141 142
1.1.110-1 137 138 139 140 141 142
1.1.111-1 137 138 139 140 141 142
1.1.112-1 137 138 139 140 141 142
1.1.113-1 137 138 139 140 141 142
2.1.3-1 153 138 154 140 141 142
2.1.4-1 153 138 154 140 141 142
2211 137 138 139 140 141 142
23.1-1 153 138 139 140 141 142
3.1.8-1 137 138 139 140 141 142
2.2.8-1 137 138 139 140 141 142
2.3.8-1 153 138 139 140 141 142
3.1.9-1 137 138 139 140 141 142
2.29-1 137 138 139 140 141 142
2391 153 138 139 140 141 142
1.1.115-1 137 138 139 140 141 142
3.1.10-1 137 138 139 140 141 142
2.2.10-1 137 138 139 140 141 142
2.3.10-1 153 138 139 140 141 142
1.1.116-1 137 138 139 140 141 142
3.1.111 137 138 139 140 141 142
2.2.111 137 138 139 140 141 142
2.3.111 153 138 139 140 141 142
1.1.117-1 137 138 139 140 141 142
3.1.121 137 138 139 140 141 142
2.2.12-1 137 138 139 140 141 142
2.3.12-1 153 138 139 140 141 142
1.1.118-1 137 138 139 140 141 142
3.1.131 137 138 139 140 141 142
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Tabnuua 12. NMocneaosatenbHoctn SEQ ID NO o6nactu CDR VH u VL aHTUTEN

HaseaHue aHtutena | VHCDR1 | VHCDR2 | VHCDR3 | VLCDR1 | VLCDR2 | VLCDR3
2.2.13-1 137 138 139 140 141 142
2.3.13-1 153 138 139 140 141 142
3.1.14-1 137 138 139 140 141 142
2.2.14-1 137 138 139 140 141 142
2.3.14-1 153 138 139 140 141 142

3.1.5-1 137 138 139 140 141 142
2.2.5-1 137 138 139 140 141 142
2.3.5-1 153 138 139 140 141 142
3.1.15-1 137 138 139 140 141 142
2.2.15-1 137 138 139 140 141 142
2.3.15-1 153 138 139 140 141 142
1.1.119-1 137 138 139 140 141 142
3.1.7-1 137 138 139 140 141 142
2.2.7-1 137 138 139 140 141 142
23.7-1 153 138 139 140 141 142
3.1.2-1 137 138 139 140 141 142
2221 137 138 139 140 141 142
23.2-1 153 138 139 140 141 142
3.1.16-1 137 138 139 140 141 142
2.2.16-1 137 138 139 140 141 142
2.3.16-1 153 138 139 140 141 142
3.1.171 137 138 139 140 141 142
2.2.17-1 137 138 139 140 141 142
2.3.17-1 153 138 139 140 141 142
3.1.18-1 137 138 139 140 141 142
2.2.18-1 137 138 139 140 141 142
2.3.18-1 153 138 139 140 141 142
1.1.120-1 137 138 139 140 141 142
3.1.19-1 137 138 139 140 141 142
2.2.19-1 137 138 139 140 141 142
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Tabnuua 12. NMocneaosatenbHoctn SEQ ID NO o6nactu CDR VH u VL aHTUTEN

HaseaHue aHtutena | VHCDR1 | VHCDR2 | VHCDR3 | VLCDR1 | VLCDR2 | VLCDR3
2.3.19-1 153 138 139 140 141 142
1.1.121-1 137 138 139 140 141 142
3.1.20-1 137 138 139 140 141 142
2.2.20-1 137 138 139 140 141 142
2.3.20-1 153 138 139 140 141 142
1.1.122-1 137 138 139 140 141 142
1.1.123-1 137 138 139 140 141 142
1.1.124-1 137 138 139 140 141 142
1.1.125-1 137 138 139 140 141 142
1.1.126-1 137 138 139 140 141 142
1.1.127-1 137 138 139 140 141 142
1.1.128-1 137 138 139 140 141 142
1.1.129-1 137 138 139 140 141 142
1.1.130-1 137 138 139 140 141 142
1.1.131-1 137 138 139 140 141 142
1.1.132-1 137 138 139 140 141 142
1.1.133-1 137 138 139 140 141 142
1.1.134-1 137 138 139 140 141 142
1.1.135-1 137 138 139 140 141 142
1.1.138-1 137 138 139 570 141 142
1.42.1-1 137 138 139 140 141 142
1.43.1-1 137 138 139 140 141 142
1.44.1-1 137 138 139 140 141 142
1.45.1-1 137 138 139 140 141 142
1.46.1-1 153 138 139 140 141 142
1.47.1-1 137 138 139 140 141 142
1.49.1-1 137 138 139 140 141 142
1.50.1-1 137 138 139 140 141 142
1.51.1-1 137 138 154 140 141 142
1.1.104-1 137 138 139 140 141 142
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Tabnuua 12. NMocneaosatenbHoctn SEQ ID NO o6nactu CDR VH u VL aHTUTEN
HassaHue aHTuTena | VHCDR1 | VHCDR2 | VHCDR3 | VLCDR1 | VLCDR2 | VLCDR3
3-1 137 138 139 140 141 142
1.52.1-1 137 138 139 140 141 142
1.52.64-1 137 138 139 140 141 142
1.52.90 137 138 139 140 141 142
24.1-1 153 138 139 140 141 142

[0290] B Tabnune 13 npeacrasnensl nocnenosarenbHocTH SEQ ID NO VH, VL, Tsxenoit

U JIETKOM Lienen aHTUTeN NpoTuB gpl20, ONMMCaHHBIX B JaHHOM 3asBKE.

Ta6auna 13. IlocaenosareabHoctu SEQ ID NO VH, VL, Ta:keoi nenu
(HC) u aerkoii uenu (LC) anTuren nporus gpl120

Hassanue

AHTHTEJIA VH VL HC LC
B 181 222 1 48
A-1 182 223 2 49
A 182 223 3 49
C-1 183 224 4 50
1v2-1 184 223 5 49
12.1-1 185 223 6 49
1.1.2-1 182 225 2 50
12.2-1 185 225 6 50
13.1-1 186 223 7 49
1.4.1-1 187 223 8 49
1.5.1-1 188 223 9 49
1.6.1-1 189 223 10 49
1.7.1-1 190 223 11 49
1.8.1-1 191 223 12 49
19.1-1 192 223 13 49
1.10.1-1 193 223 14 49
1.11.1-1 194 223 15 49
1.15.1-1 195 223 16 49
1.16.1-1 196 223 17 49
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Taoaunma 13. HocaenoBareabHoctu SEQ ID NO VH, VL, Ta:ke10i nenu

(HC) u nerkoii nenu (LC) anTuresn nporus gpl20

Ha3zsanue

aHTHTEJIA VH VL HC LC
1.17.1-1 197 223 18 49
1.18.1-1 198 223 19 49
1.19.1-1 199 223 20 49
1.20.1-1 200 223 21 49
1.21.1-1 201 223 22 49
1.22.1-1 202 223 23 49
1.24.1-1 203 223 24 49
1.25.1-1 204 223 25 49
1.26.1-1 205 223 26 49
1.27.1-1 206 223 27 49
1.28.1-1 207 223 28 49
1.29.1-1 208 223 29 49
1.30.1-1 209 223 30 49
1.1.3-1 182 226 2 51
1.1.4-1 182 227 2 52
1.1.5-1 182 228 2 53
1.1.6-1 182 229 2 54
1.1.7-1 182 230 2 55
1.1.8-1 182 231 2 56
1.1.9-1 182 232 2 57
1.1.10-1 182 233 2 58
1.1.11-1 182 234 2 59
1.1.12-1 182 235 2 60
1.1.13-1 182 236 2 61
1.1.14-1 182 237 2 62
1.1.15-1 182 238 2 63
1.1.16-1 182 239 2 64
1.1.17-1 182 240 2 65
1.1.18-1 182 241 2 66
1.1.19-1 182 242 2 67
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Taoaunma 13. HocaenoBareabHoctu SEQ ID NO VH, VL, Ta:ke10i nenu

(HC) u nerkoii nenu (LC) anTuresn nporus gpl20

Ha3zsanue

aHTHTEJIA VH VL HC LC
1.1.20-1 182 243 2 68
1.1.21-1 182 244 2 69
1.1.22-1 182 245 2 70
1.1.23-1 182 246 2 71
1.1.24-1 182 247 2 72
1.1.25-1 182 248 2 73
1.1.26-1 182 249 2 74
1.1.27-1 182 250 2 75
1.1.28-1 182 251 2 76
1.1.29-1 182 252 2 77
1.1.30-1 182 253 2 78
1.12.15-1 210 238 31 63
1.13.15-1 211 238 32 63
1.14.15-1 212 238 33 63
1.12.17-1 210 240 31 65
1.13.17-1 211 240 32 65
1.14.17-1 212 240 33 65
1.31.1-1 213 223 34 49
1.32.1-1 214 223 35 49
1.33.1-1 215 223 36 49
1.34.1-1 216 223 37 49
1.35.1-1 217 223 38 49
1.36.1-1 218 223 39 49
1.1.31-1 182 254 2 79
1.31.31-1 213 254 34 79
1.32.31-1 214 254 35 79
1.33.31-1 215 254 36 79
1.34.31-1 216 254 37 79
1.35.31-1 217 254 38 79
1.36.31-1 218 254 39 79
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Taoaunma 13. HocaenoBareabHoctu SEQ ID NO VH, VL, Ta:ke10i nenu

(HC) u nerkoii nenu (LC) anTuresn nporus gpl20

Ha3zsanue

aHTHTEJIA VH VL HC LC
1.1.32-1 182 255 2 80
1.31.32-1 213 255 34 80
1.32.32-1 214 255 35 80
1.33.32-1 215 255 36 80
1.34.32-1 216 255 37 80
1.35.32-1 217 255 38 80
1.36.32-1 218 255 39 80
1.1.33-1 182 256 2 81
1.31.33-1 213 256 34 81
1.32.33-1 214 256 35 81
1.33.33-1 215 256 36 81
1.34.33-1 216 256 37 81
1.35.33-1 217 256 38 81
1.36.33-1 218 256 39 81
1.1.34-1 182 257 2 82
1.31.34-1 213 257 34 82
1.32.34-1 214 257 35 82
1.33.34-1 215 257 36 82
1.34.34-1 216 257 37 82
1.35.34-1 217 257 38 82
1.36.34-1 218 257 39 82
1.1.35-1 182 258 2 83
1.31.35-1 213 258 34 83
1.32.35-1 214 258 35 83
1.33.35-1 215 258 36 83
1.34.35-1 216 258 37 83
1.35.35-1 217 258 38 83
1.36.35-1 218 258 39 83
1.1.36-1 182 259 2 84
1.31.36-1 213 259 34 84
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Taoaunma 13. HocaenoBareabHoctu SEQ ID NO VH, VL, Ta:ke10i nenu

(HC) u nerkoii nenu (LC) anTuresn nporus gpl20

Ha3zsanue

aHTHTEJIA VH VL HC LC
1.32.36-1 214 259 35 84
1.33.36-1 215 259 36 84
1.34.36-1 216 259 37 84
1.35.36-1 217 259 38 84
1.36.36-1 218 259 39 84
1.1.37-1 182 260 2 85
1.1.38-1 182 261 2 86
1.1.39-1 182 262 2 87
1.1.40-1 182 263 2 88
1.1.41-1 182 264 2 89
1.1.42-1 182 265 2 90
1.1.43-1 182 266 2 91
1.1.44-1 182 267 2 92
1.1.45-1 182 268 2 93
1.1.46-1 182 269 2 94
1.1.47-1 182 270 2 95
1.1.48-1 182 271 2 96
1.1.49-1 182 272 2 97
1.37.51-1 219 273 40 98
1.8.52-1 191 274 12 99
1.1.54-1 182 275 2 100
A-2 182 223 41 49
B-1 220 276 42 101
2.1.2-1 220 277 42 102
1.1.64-1 182 278 2 103
1.1.67-1 182 279 2 104
1.1.72-1 182 280 2 105
1.1.75-1 182 281 2 106
1.1.78-1 182 282 2 107
A-3 182 223 43 49
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Taoaunma 13. HocaenoBareabHoctu SEQ ID NO VH, VL, Ta:ke10i nenu

(HC) u nerkoii nenu (LC) anTuresn nporus gpl20

Ha3zsanue

aHTHTEJIA VH VL HC LC
A-4 182 223 44 49
A-5 182 223 45 49
A-6 182 223 46 49
1.41.5-1 221 228 47 53
1.41.81-1 221 283 47 108
1.1.82-1 182 284 2 109
1.41.83-1 221 285 47 110
1.1.84-1 182 286 2 111
1.41.85-1 221 287 47 112
1.41.86-1 221 288 47 113
1.41.87-1 221 289 47 114
1.1.88-1 182 290 2 115
1.41.89-1 221 291 47 116
1.1.90-1 182 292 2 117
1.41.91-1 221 293 47 118
1.41.92-1 221 294 47 119
1.41.93-1 221 295 47 120
1.1.94-1 182 296 2 121
1.41.95-1 221 297 47 122
1.1.96-1 182 298 2 123
1.41.97-1 221 299 47 124
1.41.98-1 221 300 47 125
1.41.99-1 221 301 47 126
1.1.100-1 182 302 2 127
1.41.101-1 221 303 47 128
1.1.102-1 182 304 2 129
1.41.103-1 221 305 47 130
1.1.110-1 182 306 2 131
1.1.111-1 182 307 2 132
1.1.112-1 182 308 2 133
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Taoaunma 13. HocaenoBareabHoctu SEQ ID NO VH, VL, Ta:ke10i nenu

(HC) u nerkoii nenu (LC) anTuresn nporus gpl20

Ha3zsanue

aHTHTEJIA VH VL HC LC
1.1.113-1 182 309 2 134
2.1.3-1 220 310 42 135
2.1.4-1 220 311 42 136
22.1-1 465 276 517 101
23.1-1 466 276 518 101
3.1.8-1 182 479 2 531
2.2.8-1 465 479 517 531
2.3.8-1 466 479 518 531
3.1.9-1 182 480 2 532
2.2.09-1 465 480 517 532
2.3.9-1 466 480 518 532
1.1.115-1 182 481 2 533
3.1.10-1 182 482 2 534
2.2.10-1 465 482 517 534
2.3.10-1 466 482 518 534
1.1.116-1 182 483 2 535
3.1.11-1 182 484 2 536
22.11-1 465 484 517 536
23.11-1 466 484 518 536
1.1.117-1 182 485 2 537
3.1.12-1 182 486 2 538
22.12-1 465 486 517 538
23.12-1 466 486 518 538
1.1.118-1 182 487 2 539
3.1.13-1 182 488 2 540
2.2.13-1 465 488 517 540
2.3.13-1 466 488 518 540
3.1.14-1 182 489 2 541
2.2.14-1 465 489 517 541
2.3.14-1 466 489 518 541
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Taoaunma 13. HocaenoBareabHoctu SEQ ID NO VH, VL, Ta:ke10i nenu

(HC) u nerkoii nenu (LC) anTuresn nporus gpl20

Ha3zsanue

aHTHTEJIA VH VL HC LC
3.1.5-1 182 491 2 542
2.2.5-1 465 491 517 542
2.3.5-1 466 491 518 542
3.1.15-1 182 492 2 543
2.2.15-1 465 492 517 543
23.15-1 466 492 518 543
1.1.119-1 182 493 2 544
3.1.7-1 182 494 2 545
22.7-1 465 494 517 545
2.3.7-1 466 494 518 545
3.1.2-1 182 277 2 102
22.2-1 465 277 517 102
2.3.2-1 466 277 518 102
3.1.16-1 182 495 2 546
2.2.16-1 465 495 517 546
2.3.16-1 466 495 518 546
3.1.17-1 182 496 2 547
22.17-1 465 496 517 547
23.17-1 466 496 518 547
3.1.18-1 182 497 2 548
2.2.18-1 465 497 517 548
2.3.18-1 466 497 518 548
1.1.120-1 182 498 2 549
3.1.19-1 182 499 2 550
2.2.19-1 465 499 517 550
2.3.19-1 466 499 518 550
1.1.121-1 182 500 2 551
3.1.20-1 182 501 2 552
2.2.20-1 465 501 517 552
2.3.20-1 466 501 518 552
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Taoaunma 13. HocaenoBareabHoctu SEQ ID NO VH, VL, Ta:ke10i nenu

(HC) u nerkoii nenu (LC) anTuresn nporus gpl20

Ha3zsanue

aHTHTEJIA VH VL HC LC
1.1.122-1 182 502 2 553
1.1.123-1 182 503 2 554
1.1.124-1 182 504 2 555
1.1.125-1 182 505 2 556
1.1.126-1 182 506 2 557
1.1.127-1 182 507 2 558
1.1.128-1 182 508 2 559
1.1.129-1 182 509 2 560
1.1.130-1 182 510 2 561
1.1.131-1 182 511 2 562
1.1.132-1 182 512 2 563
1.1.133-1 182 513 2 564
1.1.134-1 182 514 2 565
1.1.135-1 182 515 2 566
1.1.138-1 182 569 2 568
1.42.1-1 467 223 519 49
1.43.1-1 468 223 520 49
1.44.1-1 469 223 521 49
1.45.1-1 470 223 522 49
1.46.1-1 471 223 523 49
1.47.1-1 472 223 524 49
1.49.1-1 474 223 526 49
1.50.1-1 475 223 527 49
1.51.1-1 476 223 528 49
1.1.104-1 182 516 2 567
3-1 182 276 2 101
1.52.1-1 477 223 529 49
1.52.64-1 477 278 529 103
1.52.90 477 292 529 117
24.1-1 478 276 530 101
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IIpumep 3. AHajn3 METOIOM MAaCC-CIIEKTPOMETPHH.

[0291] AnTrreno A-1 BpemenHo skcrpeccupoBanu B kietkax ExpiCHO u ounmanu Ha

Oenke A, wucmonp3ys CTaHAapTHble crnocoObpl.  OOpasenm AeHATYpUpPOBAIA |

>
BOCCTaHABIMBAJH, npumensist 4 M ryaanauHa ruapoxyopun u S0 MM ITT (koneunsle
KOHIIeHTpalmn) U rpesi B TedeHue 20 munyT npu 60°C. OOpazer odecconuBaiu B pabouem
pPEKUME MO Mepe pa3feseHNss BOCCTAHOBJIEHHBIX TSKEJION U JIETKOW LieNed Ha KOJOHKE
BEH C4 nns obpamenno-(pa3oBoii xpoMarorpaduu nepen BIPbICKUBAHUEM B HCTOYHHUK
rubpunHoro  Bpems-mposneTHoro  Macc-cnektpomerpa  SYNAPT  G2Si  Waters.
OcyIecTBisAaM EKOHBOMIOIMIO TAKETOB IHKOB MHOTO3apsAHBIX OEJNKOB, NMPUMEHS S
anroput™ MakCUMajlbHO SHTPONMMHOW AEKOHBOMIOLUU. Pe3ysnpTaThl MOKa3aiau, 4TO
JerKasi Lenb aHTuTena A Oblia rimko3uinpoBaHa. HaOmomaeMelii Macc-CieKTp JIETKOH
LIeTTN BBISIBUJI NPUCYTCTBHE Monudukauuu GO-rimkana ¢ JOMOJHUTENBHOMN CBSI3aHHON €
IJITMKaHOM T€TePOreHHOCThIO Macc. [laHHOe HaOMIOIeHUe COTrJIacyeTCsi C MPUCYTCTBUEM
KOHCEHCYCHOr0 MoTHBa riuko3uiaupoBanusi N72 B nomeHe VL antutena (NLT) u c
NpeAbIAYIIUMHA ~ KPUCTAJJIMMECKMMU  CTPYKTYpaMHM aHTUTeNna A, BbIABUBIIUMU
TJIMKO3MJIMPOBAHUE B JAHHOM TOJIOXeHuH (Zhou u np., Immunity, 39:245-258 (2013);
Klein u np., Cell, 153:126-138 (2013)).
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IIpumep 4. Bri3paHHasI YCKOPEHHBIM CTPECCOBBLIM MCIBLITAHUEM YTPaTa Bd)d)eKTI/IBHOCTI/I.

[0292] Jis Toro droOBI ONpenelnTh XUMHUYECKYI) HEYCTOHYMBOCTh, MPOBOIUIH
YCKOPEHHOE HCCIIEOBAHNE TEPMHUUYECKONW CTAaOMIBHOCTH (CTPECCOBBIE HCIBITAHUSA B
Pa3MUHBIX YCIOBHAX ) As1 A-1. AHTUTENIO MOBEPralii CTPECCOBBIM HCIIBITAHMSIM Ipu pH
5,9 mpu 25° C u 37° C (cTpecc, monoOHbIi TAKOBOMY IPH MOJYYEHUU cCOCTaBa) U npu pH
74 npu 37° C (ctpecc, mMuTupyroumi ¢usnonorundeckue yciosus). OOpasiel
o0bennHAIM U 3aMopaxkusaiu B TO, momonHutensHO K 2, 4 u 6 Henensm. BeiOpaHHbIe
00pas3Lipl MOIBEPraiv CKPUHHUHIY Ha BBI3BAHHYIO CTPECCOM yTpaTy 3 PeKkTHBHOCTH nepen
OCYIIECTBJICHUEM JPYrux Ccnoco0oB. AHamu3 3()(PEeKTUBHOCTH, HCTHOIB3YEeMbIH IS
NOIBEPTHYTHIX ~ CTPECCOBBIM HCIBITAaHUSAM o0OpasuoB A-1, mpencraBisin  coOoi
penoprepHbiii aHanu3 A3KIL], B KOTOpOM HCIONB30BAIM PEMOPTEPHYIO KIETKY, KOTOpasi
sKcrpeccupyet Jronudepasy, korna perentopsl FcyRIlla Ha moBepxHOCTH yka3aHHOMN
KJIETKH CBSI3bIBAJIUCH MTOCPEACTBOM (pyHKLIMOHANBHBIX ToMeHOB Fc u Fab MAT c neneBoii
kjeTkoi. lleneBas kieTka B aHanmus3e skcmpeccuposana raukonporenH Env BUY, ¢
KOTOpBIM cBsi3biBasiCst Fab A-1. Jlrorudepasa crexnoMeTpuyecky mnpeBparaia H30bITOK
JIOMUHECLIEHTHOTO cyOcTpara ¢ oOpa3oBaHMEM CBETa, KOTOPBIH M3MEpsUIM B JAHHOM

ananmse. Kpusble oTBeTa yka3piBaiu Ha 3 eKTHBHOCTh aHTHTEA.

[0293] Ha ¢urype 1 nokazano, uto Hauboee 3HaYUTETbHbIE YTPAThl 3PP EKTUBHOCTH IJIsI
A-1 npoucxoaunu B ycnousix pH 5,9. 3ateM Mbl mpoBOIWIN NENTUAHOE KAPTHPOBAHUE
IUISl Pa3JIMYHBIX YCJIOBHI CTPECCOBBIX HCIBITAHUM, YTOOBI OMPENESHTh BBI3BAHHYIO
CTPECCOM XUMHYECKYI0 MOIU(DHUKALIHIO, MPUBOISIIYIO K yTpare akTuBHOCTH pH 5,9. MbI
JOMOJHUTENIbHO MOJTyYaid IENTHIHbIE KaPThI UI1 00Pa3LIOB, IOABEPTHYTHIX CTPECCOBBIM
ucnbitanusiM ipu pH 7,4, uToOs! onpenenuTs MOIU(pUKAIMY, K BOSHUKHOBEHHIO KOTOPBIX

Oyner CKJIOHHOCTb NPH MONOOHBIX (PU3HOIOTHYECKUM YCIIOBHSIX .

[0294] OO6pasupl aHTHTENa A-1 Uil Pa3NUYHBIX YCIOBUH CTPECCOBBIX HCIBITAHUN
JeHaTypUpOBak, BOCCTAHABIMBAIM U aJKWIMPOBAIM HOAALIETAMUIOM  Iepen
pacmeruienueM sHpomnenTtunazod Lys-C. T'maposmmsatel  OenKOB  BIOCIENCTBUU
AHATM3UPOBAITN C TTOMOIIBI0 oOpameHHO-(a3oBoi XKX/MC/MC Ha Macc-CrieKTpoMeTpe
Q-Exactive HF Thermo. IlentuaHble KapThl aHATU3UPOBAJIH, MPUMEHSSI MPOrPAMMHOE
obecrieuenne Pepfinder u Xcalibur Thermo, Torna xak nepeyHr HOHOB AOMOJIHUTEIHHO
aHamusupoBann B Microsoft Excel. ITockonbKy pe3ysibTaTel HAIIETO PEOPTEPHOTO
anHam3a A3KL] mokaseiBaiayu Ha HamOoJee 3HAUUTENbHYIO yTpary 3PQeKkTHBHOCTH mpH
ycnoBusix ¢ pH 5,9, MbI mpoBeNH MOMCK B IEPEYHSIX HOHOB MOAU(PHUKALINHN, IPOUCX OIS LITUX

C TEYEHUEM BPEMEHH, HO KOTOpble ObUTH YHUKaJbHBI 1uist yenosuid ¢ pH 5,9. Hanbonee
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3HAYMMOW BBI3BAHHOW CTPECCOM 3aBHCSLICH OT BpeMeHH MoAH(UKaLWel, YHHUKaJIbHON
st yenosuit ¢ pH 5,9, Obwio okucnenne tpuntodana 76 B Tspkenoit neru MAT,
HaOmonaemoe Ha mnentune Ts55GQPNNPRQFQGRVSLTRHASWDFDTFSFYMDLK gg
(T55-K88 ) (SEQ ID NO: 630) xak nobasnenue kuciopoaa (+15,99 Jla), u nanpHeiimee
npeBpatieHue B KunyperuH (+3,99 Jla). J{1st OoTHOCHTENBHOTO KOJTMYECTBEHHOTO aHAJIN3a
JAHHBIX TPEBPAINEHUI WHTEHCUBHOCTHU NUKOB M3 IOJy4eHHbIX B Pepfinder mepeunei
HOHOB AJI IBYX OKMCJICHHBIX BAPUAHTOB CYMMHUPOBAJIY, & 3aT€M CPAaBHUBAJIU C CYMMOU
BCEX MHTEHCHUBHOCTEH MUKOB MOAMDUIPOBAHHOIO U HEMOAMDUIIMPOBAHHOIO MENTHUIA
T55-K88. IlomyueHHbIE CYMMHUPOBAaHHBIE PE3YJbTAThl JJIsI OKUCICHHOIO NENTUAa MpU
Pa3NMUHBIX CTPECCOBBIX YCIOBUSX MpencTaBieHsl Ha purype 2. IMEHHO Ha OCHOBaHUU
JaHHBIX UCCIIENOBAaHUI MbI BBISICHUIIH, uyTO okuciaeHue W 74a (Kabar, scraska FR3) Hecio

NOTEHLMAIBHBIN PUCK 115 hapMaleBTHYECKOH CTa0MIbHOCTH aHTuTeNna A-1.

[0295] JIONOMHUTENPHO K 3HAUYUTEIBbHOMY OKHCIeHHI0 B W74a Tspkenoll uemnwy,
HaOmonaemMomy mpu ycioBusax ¢ pH 5,9, npubnusurtensHo 8 - 9% nesaMunupoBaHus B
noniokeHun N26 Jierkoil nenu HaOMoganyu Ha KOHCTPyKImsix B TO, ¥ mpoLEHT aajee
HOBBIIANICS YCIOBUAX MHKyOarmu ¢ pH 7,4. Yka3aHHBII NMPOLEHT He3aMHAUPOBAHUS
OTpakaeT KOMOWHALIMIO  aclaparuHa, Je3aMUIUPOBAHHOTO ¢  0Opa3oBaHUEM
acniaparuHoBoi kucnotel (+0,98 Jla), nzoacnaparuHoBoi KUCIOTHI (+0,98) u acmapTun
cykimmanmuna (-17,03  Jla), u ero HaOmomaad HAa TNENTHAE JErKOW Lenu
D1 IQMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGK3: (SEQ ID NO: 631).

PesynbTaTel nzodpaxkeHs! Ha Gpurype 3.

[0296] XOTsl OH SIBJISIETCS] 4YaCTbK) KapKaca aHTUTENA, OCTATOK Tsikenon uenu W74a
OOHapY KM BHYTPU HEOOBIYHON BCTABKH B KapKac METIH, KOTOpas oOpasyer 4acTb
rapaTona aHTUTeNa U, CJIEeN0BaTeIbHO, HENOCPEACTBEHHO KOHTakTupyer ¢ gpl20 BHUY
(Lee u np. 2017. Immunity 46: 690-702). OcTatok jnerkoi nernu N26 sBISIETCS YaCThIO
mMotuBa pucka nesamuanposaHuss NG B CDRI, koropsiii 00pa3oBaH HEOOBMHOI
nenernyel B 3apopiieBoil muHNK B aHTUTENE A-1. [Tomo6HO W74a, N26 obpasyer 4acTb
rnaparona, M MNpeACKa3aHo, 4TO OHA KOHTakTupyer ¢ sieMeHramu gpl20 BHMY. Ha
OCHOBAaHUH IOCTYITHBIX CTPYKTYPHBIX MOZENeH Mbl 3aTeM paspaboranu maHenp u3 15
MYTaHTOB, pa3pabOTaHHBIX TaKUM 00pa3oM, YTOOBI yIaiuTh CalT okucieHus W74a u
MOTHUB Ae3aMuanpoBaHus N26. Yka3zaHHbIe MyTalUU MMOABEPrajid CKPUHUHTY B aHAJIU3E
Helitpammzaunu BUY (cm. npumep 10), 4To0BI HAEHTUPHUIMPOBATH BAPUAHT, B KOTOPOM
ynaneH W74a, HO KOTOpPBIil OKa3blBa€T MUHHUMAJIbHOE BIUsIHUE HA 3(PPEeKTHBHOCTD WITN

LIMPUHY HelTpanuzauuu antutena A-1.
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Tpumep 5. Kapruposanue T-KJI€TOYHOI'O SIIUTONA.

[0297] Uro0b! OLIEHUTh IMMYHOTE€HHOCTh U WICHTH(ULIMPOBATH HIMMYHOJIOMHUHAHTHBIE
T-kneTouHble 3MUTONBI, aHANU3 KapTHpoBaHUs T-kjeTouHblx snuTomnoB Epi-Screen
Antitope TpPUMEHSUIM s CKPUHHMHIA TEPEKPBIBAIOLINXCS 15-MEpHBIX MENTHIOB,
nokpbiBaroIux Bcro nocaenosatenbHocTh LC u HC Fv antutena A. ®OHOBBIN ypOBEHb
orBeTa NOHOPOB (n = 50 noHOpPOB) B aHanmu3e coctaBisul 8%, u orBerbl >10% Oynyr
CUMTATh MOJIOXKUTEIbHBIMU B JAHHOM aHanuse. Pe3ynbTaTs! kapTupoBaHus T-KJI€TOUHBIX
snuronoB Ha HC m LC aHTHTeNna A mo3Bonwiy HAEHTU(DUIMPOBATH ONWH TMENTHI,
GDTVTITCQANGYLN (SEQ ID NO: 320), conepsxaummii npenmonaraembiii T-

KJIETOYHBIN 3MUTOII, ¢ YPOBHEM OTBeTa NOHOPOB 18%, B nerkoli enu anturena A.

[0298] BrruucnurenbHOe mpeackazaHue KOpOBOro 9-Mepa C NMPUMEHEHHEM ajropuTMa
iTope Antitope BoisiBiiio VIITCQANG (SEQ ID NO: 321) B kauecTBe MOTEHIUATBHOTO
cesisbiBatoiero MHCII 9-mepHoro xopa B menTuzne, nmpudeM ocrarok V19 mpencrasisin
coboii sikopHoe nonoxkenue P1. C-koHel JaHHOTO 3MUTOMA MEPEKPbIBAETCS C OCTATKAMH
He u3 3apoxbimeBoi juHuM B CDR L1 koropele, kak HM3BECTHO, KOHTAKTUPYIOT C
aHTureHoM gp120, YTO BUAHO MO KOKPUCTAJUIMYECKUM CTPYKTypam. st Toro 4roOsbi
m30exaTh HAPYIIEHWs CBSI3bIBAHMS AHTUIE€HA IIOCPEICTBOM OOpaTHOW MyTalUH K
3aponpbieBoii tuauu CDR L1, nanHblil snuTon yaansiy myTeM BBeieHus Mytauuu VI19A

LC B nonoxxenue sikopsi P1.

TIpumep 6. OnpeneneHue XapakTEPUCTUK AHTUTENA.

[0299] CxaHUpyOMUH 1 KOMOMHATOPHBI MyTareHe3 HMCIOJb30OBATH ST TOJTYYEHHSI
JOTOJTHUTENIbHBIX aHTUTEJ, YTOOBI OLIEHNUTh OHodH3HUecKoe U QyHKIIHOHATbHOE BIIUSTHUE
Ha aHTUTEJO A OOpaTHBIX MyTaUMH K 3apONBIIEBOH JIMHUU W YAAJCHUS TJIMKAHA.
Onnoroueunsiit ananu3 ELISA npu xonuentpaumu ECso nmst antutena A-1 nposonuinu
IUIST K&KAOTO M3 TPEX YHHUKAIBHBIX aHTUreHOB gp 120 BUY B 384-nyHouHOM (hopmare u
HOPMHUPOBAJIA Ha KOHTPOJIM HA JAHHOM IUTAHIIETe. AHAJIN3 METOIOM TU(depeHIHaTbHOIMI
ckanupyromieir ¢puayopumerpuu (JIC®P) npoBommim mapauieNbHO, YTOOBI OLEHUTH
BJIMSIHUE MyTaluii Ha Temnepatypy miasjenus (Tm) Fab. Pesynsrarsl mpenctasieHb! B

Tabnuue 14.

[0300] Tabmuna 14. Onpenenenune xapakTepucTUK aHTUTENA ocpenctsoMm ELISA u
JACO.
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ELISA Eglll;g‘g‘ ELISA | ooion
AHTHUTENI0 gp120 SHIV gp120 BCA AcCo
Bal CAAN Tm Fab
(Asso) SF162 P3 (Asso) (A4s0) C)
(A4s0)

A-1 0,91 0,94 1,06 0,06 79.69
122-1 0,91 0,97 0,80 0,06 79.65
12.1-1 0,93 1,02 1,01 0,07 7935
13.1-1 0,97 1,13 0,94 0,06 77.85
14.1-1 1,04 1,19 0,96 0,06 78.90
15.1-1 0,92 1,15 1,07 0,06 82,02
1.6.1-1 0,95 1,10 0,90 0,06 78,27
1.7.1-1 0,98 1,08 1,04 0,06 79,56
1.8.1-1 0,86 0,94 0,90 0,06 78,77
1.9.1-1 1,08 1,23 0,98 0,06 82,40
1.10.1-1 0,95 1,03 0,94 0,06 78,23
1.11.1-1 0,93 0,57 0.75 0,09 71.14
1.15.1-1 0.87 124 138 0,06 71.14
1.16.1-1 0,92 0,90 0,87 0,07 7277
1.17.1-1 0.84 031 0,70 0,06 7127
1.18.1-1 0,97 136 118 0,07 71.39
1.19.1-1 0.85 0,96 0,93 0,06 80,03
120.1-1 0.89 0,91 0,80 0,06 7778
121.1-1 0.87 0,82 0,77 0,07 7828
122.1-1 1,03 0,78 0,87 0,06 77.15
Iv2-1 1,03 129 1,00 0,08 7928
124.1-1 0,08 1,09 0,90 0,06 75.02
1251-1 1,07 1,03 1,16 0,06 77.16
126.1-1 0.81 0,94 1,00 0,06 78.54
127.1-1 0.86 0,86 0,86 0,07 7528
1281-1 1,05 0,99 0,99 0,06 76.03
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ELISA Eglll;g‘g‘ ELISA | ooion
AHTHUTENI0 gp120 SHIV gp120 BCA AcCo
Bal CAAN Tm Fab
(Asso) SF162 P3 (Asso) (A4s0) C)
(A4s0)

1.29.1-1 1,03 0,98 1,08 0,06 80,04
1.30.1-1 0,81 1,03 1,05 0,06 79,17
1.1.2-1 0,95 1,01 0,93 0,06 78,54
1.1.3-1 0,97 0,97 1,00 0,07 79,29
1.1.4-1 0,96 1,07 1,09 0,06 79,42
1.1.5-1 0,90 0,93 0,90 0,06 78,41
1.1.6-1 0,91 0,41 0,46 0,07 78,92
1.1.7-1 0,95 1,02 1,00 0,06 78,89
1.1.8-1 1,01 0,37 0,50 0,06 79,40
1.1.9-1 0,98 1,09 0,93 0,07 77,81
1.1.10-1 0,94 1,02 1,10 0,06 78,89
1.1.11-1 0,92 0,93 1,03 0,06 78,64
1.1.12-1 1,05 1,13 1,02 0,06 78,52
1.1.13-1 0,94 0,97 1,11 0,06 78,77
1.1.14-1 Huskuii BBIXOI/HET 3KCTIPECCUH
1.1.15-1 0,93 0,79 0,79 0,06 79,02
1.1.16-1 1,06 1,05 0,99 0,06 80,77
1.1.17-1 1,02 1,07 0,90 0,06 85,20
1.1.18-1 0,92 0,94 0,92 0,06 80,66
1.1.19-1 1,03 1,12 1,05 0,06 80,36
1.1.20-1 0,94 1,01 0,95 0,07 77,90
1.1.21-1 0,98 1,03 0,99 0,06 81,78
1.1.22-1 0,88 1,04 1,02 0,06 80,53
1.1.23-1 0,90 1,07 0,95 0,06 81,66
1.1.24-1 0,88 0,97 0,98 0,06 80,15
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ELISA

ELISA ap120 ELISA ELISA

AHTHUTENI0 gp120 SHIV gp120 BCA AcCo
Bal CAAN Tm Fab
(Asso) SF162 P3 (Asso) (A4s0) C)
(A4s0)

1.1.25-1 0,90 1,01 0,92 0,07 78,65
1.1.26-1 0,96 1,09 1,07 0,06 79,03
1.1.27-1 0,97 1,10 0,99 0,06 77,78
1.1.28-1 0,98 1,09 0,93 0,06 77,65
1.1.29-1 0,91 0,90 1,01 0,06 79,17
1.1.30-1 0,90 0,98 0,86 0,06 80,67
1.12.15-1 0,69 0,53 0,63 0,06 78,41
1.13.15-1 0,70 0,52 0,60 0,06 76,41

1.14.15-1 Hu3zkwuii BBIXOA/HET 3KCTIpeccun
1.12.17-1 0,90 0,75 0,84 0,06 82,67
1.13.17-1 1,02 0,69 0,78 0,06 79,04
1.14.17-1 0,89 0,24 0,43 0,10 73,15
1.31.1-1 0,82 0,87 0,92 0,06 79,67
1.32.1-1 0,93 0,91 0,83 0,06 75,03
1.33.1-1 0,88 0,96 0,98 0,06 83,28
1.34.1-1 0,83 0,79 0,90 0,07 79,15
1.35.1-1 0,84 0,80 0,87 0,07 75,77
1.36.1-1 1,13 0,59 0,75 0,18 69,63
1.1.31-1 0,87 0,87 0,96 0,06 78,64
1.31.31-1 0,98 0,97 1,02 0,07 79,15
1.32.31-1 0,95 0,66 0,90 0,07 75,01
1.33.31-1 0,92 0,89 1,18 0,07 82,44
1.34.31-1 0,91 0,77 0,92 0,06 78,64
1.35.31-1 1,05 0,68 0,99 0,07 75,39

1.36.31-1 Huskuii BBIXOI/HET 3KCTIPECCUH
1.1.32-1 0,93 0,89 1,04 0,06 81,07

2

2

2
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ELISA Eglll;g‘g‘ ELISA | ooion
AHTHUTENI0 gp120 SHIV gp120 BCA AcCo
Bal CAAN Tm Fab
(Asso) SF162 P3 (Asso) (A4s0) C)
(A4s0)

1.31.32-1 0,98 0,91 1,04 0,06 81,40
1.32.32-1 0,89 0,70 0,90 0,08 77,52
1.33.32-1 0,98 0,98 1,13 0,07 85,42
1.34.32-1 0,93 0,69 0,97 0,06 81,78
1.35.32-1 0,96 0,58 1,01 0,06 77,27
1.36.32-1 0,96 0,18 0,50 0,07 71,26
1.1.33-1 0,87 0,84 0,94 0,07 78,40
1.31.33-1 0,89 0,74 0,86 0,06 78,27
1.32.33-1 0,93 0,71 0,68 0,06 74,27
1.33.33-1 1,09 0,97 1,06 0,07 81,78
1.34.33-1 1,10 0,82 1,04 0,06 77,15
1.35.33-1 0,90 0,65 0,91 0,06 74,64
1.36.33-1 Huzkuii BBIXOI/HET 3KCTIPECCHH
1.1.34-1 0,90 0,83 0,96 0,06 79,02
1.31.34-1 0,76 0,82 0,86 0,06 79,27
1.32.34-1 0,81 0,71 0,86 0,06 77,15
1.33.34-1 0,95 0,82 0,95 0,06 82,66
1.34.34-1 0,89 0,70 0,88 0,06 80,03
1.35.34-1 1,00 0,58 0,85 0,06 77,27
1.36.34-1 1,01 0,15 0,43 0,07 71,01
1.1.35-1 0,96 0,72 0,75 0,08 77,65
1.31.35-1 0,90 0,61 0,77 0,06 78,14
1.32.35-1 0,89 0,50 0,59 0,06 74,46
1.33.35-1 1,03 0,71 0,81 0,07 82,03
1.34.35-1 0,94 0,56 0,77 0,06 78,02
1.35.35-1 0,88 0,42 0,67 0,06 74,51

2

2

2

2
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ELisA | ELISA 1 prisa
gpl120 ELISA Cd
gp120 gpl20 A
AHTHUTENI0 SHIV BCA
Bal CAAN Tm Fab
(A ) SF162 P3 (A450) (A450) (OC)
0 (A4s0)
1.36.35-1 0,89 0,16 0,36 0,06 66,88
1.1.36-1 0,93 0,72 0,88 0,06 79,02
1.31.36-1 1,06 0,93 0,90 0,06 79,40
1.32.36-1 0,92 0,62 0,64 0,06 75,51
1.33.36-1 0,94 0,88 0,82 0,06 83,15
1.34.36-1 0,94 0,77 0,71 0,07 77,69
1.35.36-1 0,85 0,56 0,67 0,06 75,39
1.36.36-1 1,12 0,14 0,34 0,06 68,38
[0301] [Tony4yeHHbIe pe3ybTaThl CBUAECTEIHCTBOBAIN O TOM, YTO HEKOTOpbIE OOpaTHBIE

MyTalM K 3apOABIIIEBOH JIMHUM ¥ KOMOWHHPOBaHHBIE MOIU(HUKALNU BIMSIM Ha
cBsizbiBaHue gp 120 w/mnu TepMUUecKyr0 cTabmibHOCTh Fv. Ha OCHOBaHMHM MOJTy4eHHBIX
pe3yJbTaTOB MPOBOIUIIA MHOXKECTBO pPAayHIOB KOHCTpywpoBaHus. Myrtamuioo VI9A
(KoTOpast MOXKET YIAIUTh NPEACKA3aHHbIN T-KJI€TOYHBIN 3MUTOM, TTOKA3aHHBIN BBILIE) U
MyTalWH, BBEJEHHbIE B nojioxkeHue N72 (Hymeparmsi no Kabaty) nerkoit uenu (KoTopbie
MOTYT yAanuTh N72-CcBs3aHHbIA MUKaH Fv), KOMOMHUPOBAM C APYTHMU MYTaLUSIMH,
AHTUTEJIO C YJIYYLICHHbBIMU (YHKIHOHAJIBHBIMH |

9TOOBI  MAEHTU(UIIHMPOBATH

onodmmueckumu  cBoiictBamu. [lonydeHHble B pe3yjibTaTe dTOrO  AHTUTENA

XapaKTepPU30BAJIH C TIOMOLIBIO AHAJIH3a TUTPA SKCIIPECCHH, aHATHM3a MOJIUCTIEN(PUIHOCTH

w/unu aHanusa Hewrpanmsauun BHY.

Ilpumep 7. Ananuz TUTPA SKCNPECCHUN aHTUTEIT 0e3 MOTHBA TJIMKO3HUJIMPOBAHMUA.

[0302] ITpu sxcnpeccuu U ounctke Oenka amst nposenenus: ckpuauHra ELISA u JICO,
CHIDKEHHBI TUTP SKCIPECCHHM HAONIOAANM JJisl aHTUTEN, B KOTOPBIX HET MOTHBA
TJIMKO3MIIMPOBaHUS. JIONOTHUTENbHBIE MYTALA BBOJWIIN, YTOOBI ONPEIETUTh aHTUTEA

C YIY4IIEHHOM dKCIpeccuei Oenka.

[0303] AHTHTENa DJKCmpeccupoBaii B KjeTkax Expi293F™, mpumeHsii CcHCTeMy

ExpiFectamine™293, cnenys mnporokony mnpoussomutenst (ThermoFisher Scientific,
Maccauycerc). Tpanchexkumo nposommmm B macmradbe 30 mum B 50 mi SeptaVent™

(Optimal Processing, Kamudopuusi). Bkpariie, mis kakmol peakuun TpaHCHEKInu
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UCMONB30BaIM Bcero 30 MKI IUIa3MMJ, SKCHPECCHUPYIOLIMX TSKENYyK0 W JIErKYIO ILelb
(coornomenne HC:LC cocrassuio 2:3). Paz6asnennyro JIHK B OptiMEM nobasiisimu k
pazbaBnenHOoMy peareHTy ExpiFectamine™293, 49to0bpl mMO3BONUTHL OOpa3OBaHUE
komriekca. Yepe3 20 MUHYT WMHKyOanMl TMPU KOMHATHOH TeMIEepaType KOMILUIEKC
peareat/JJHK nobapmsiim xk 28 ™I KJIETOK, BBICESHHBIX MPU KOHLEHTpauuu 2.5
mintoHa/Mit. Kynetypy nakyOuposanu npu 37°C B 8% CO; npu B36antsiBanmnu mpu 250
0o0/MMH B TeueHHe ueThIpeX CyTOK. OCBETJIIEHHBIH CyNepHaTaHT COOHMpaNu IyTeM
ueHTpudyruposanus npu S00x g B TedeHune 15 MuH. AHTUTENA OYMIIAIH C TIOMOLIBIO
xunkoctHoro ManumnyJssitopa Hamilton STAR (Hamilton, HeBana), npumensisi KoJoOHKH
Phytip (PhyNexus, KamudopHus), npensapuTenpHO HarogHeHHble 160 MK CMOJBI
MaSelectSuRe (GE Healthcare, Hero-/[>xepcu). Kaskapiit u3 30 M TpaHCchUIIMPOBAHHOTO
oObema ouminanu, npumeHsisi 3 konoHku Phytip. Ilocne 3axBara aHTUTENa CMOJTY
npombiBamu 1 x ®BP mnepex smouposanuem 100 MM ameratom Na, pH 3.5.
OmounpoBaHHbIi oOpasern HerTpanuzoBanu 1/10-oit oosema 1 M Tpuc, pH 8,0. O6pasupr
xpanmnmu npu 4°C B Teuenne Houu. [Dl1aHmer ¢ 3IOMPOBaHHBIMH OOpasLaMu
nenrpudyruposanu npu 1000x g B redenne 10 MUHYT, 4TOOBI yAAIUTD NPELUITUTAT, €CITH
oH oOpa3zoBaiics. KOHIEHTpALMIO OCBETJIEHHOTO 3JII0ATa ONMPEAEISUIN MyTeM H3MEPEHHsI
ero noryomenust Ha A280. TuTp kaXqoro U3 aHTUTEN BbIpAXKaJM, KaK OMHCAHO Jajee
(mr/n): [koHueHTpauus (Mr/mi) X oobeM 3mroupoBanus (m) * 1000]/ 30 ma. Myrtauuu B

caiiTe IIIMKO3WINPOBAHUS M TUTP SKCIPECCHH KPATKO MPEeACTaBIeHbI B Tabnuue 15.

[0304] Tabmuna 15. MyTanmu B caiiTe NIMKO3UIIUPOBAHUS U TUTP SKCIIPECCHH.
Turtp
AHTHUTE]I0 (mr/a)
A-1 243
1.1.10-1 148
1.1.37-1 104
1.1.38-1 113
1.1.39-1 93
1.1.40-1 133
1.1.41-1 104
1.1.42-1 158
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Turtp
AHTHUTEJ]I0 (mr/m)
1.1.43-1 124
1.1.44-1 70
1.1.45-1 77
1.1.46-1 136
1.1.47-1 45
1.1.48-1 65
1.1.49-1 27

[0305] PesynbpraTel B Tabmume 15 mokasamy, 4To y BCEX AHTHUTEN, B KOTOPBIX HET
KOHCEHCYCHOrO MOTHBa IiMko3uiaupoBanust “NLT”, BBISBIAIM CHIKEHHBIH THUTP
9KCIPECCUU. IDTO JaeT OCHOBaHHUE IoJjaraTh, 4To ynajneHue N72-CBS3aHHOIO IJIMKaHA
MOXKET OKa3bIBaTh OTPHUILIATENIbHOE BIMSHHUE Ha SKCIpeccuro Oenka. PesynbTaTsl Taroke
NOKa3ajik, 4YTO OoOpaTHas MyTauus K 3apoxbimeBod juHuu L73F cucremarmuecku
cHmkana Tutp skcrpeccun. Cpenn uccnenoBanHbix myTtauui ast N72H, N72T u T74K

BBISIBUJTH HAUOOJIBIIUN TUTP SKCIPECCUH, M C HUIMH TMPOBEJIH JATbHEHIINN aHAU3.

TIpumep 8. Jlucmiell B MIIEKOIIUTAIOIIIEM.

[0306] Jlist TOro 4to0bl ONMpPEAeTUTh MYTAllMU, KOTOpble yCTpaHsroT rmukad Fab, mpu
9TOM coxpaHsisi cesspiBaHue ¢ Env BUY, ynydmias THTp 3KCHpPecCHU W/IIH CHWXKas
NoNMHCTIeNU(PUIHOCTD, pa3padoTaid U CKOHCTPYHUPOBAIM KOMOWHATOPHBIE OMOJIMOTEKH
MyTali JIETKUX LIenel, MpUMeHsisi Ha0op TPUMEPHBIX ONUTOHyKJIeoTuaoB (GenScript),
BapbupyrOLIHeCs B 6 cairtax, Bkmodas R65, W67, E70, N72, L73 u T74.
CunTe3upoBaHHYO OWONMOTEKY JIerkKWxX 1emnei, coxepsxkamyr ~18000 aHTHTEN,
cyOkyionupoBai B MopuduimpoBanHbeli  BekTop pcDNAS/FRT  (Invitrogen),
COIepAINN TSDKENYK0 Lelb aHTUTeNa A, CIUTYI0 C TPaHCMEMOPAaHHBIM JIOMEHOM

PDGFR uenoBeka Ha C-kOHIIE.

[0307] Jins  nucnjes aHTHTE B CTaOWJIBHO  TPAaHC(HUIMPOBAHHBIX  KJIETKAX,
CKOHCTPYHUPOBAaHHBIM BeKTOpOoM 3kcripeccru 1 pOG44 xorpancduimposamu kinetku Flp-
In-CHO, cnenys  uHcTpykumssMm  mpomsBomutens — (R758-07,  Invitrogen).

TpancunmpoBaHHble KIETKH TIOABEPraid CENEKIHM, a 3aTeM IMONIePKUBAIA B
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JOTNOJHEHHON T'MIPOMHULIMHOM KyJbTYpPaJIbHOU cpene. Jlucrieil aHTuTeNna U CBsI3bIBaHUE
¢ Env BUY ananusuposanu ¢ nomoinsto FACS nocie okpalinBaHus aHTUTEIaMU IIPOTUB
IgG uenoseka (Fcy-cnermmpuunsmvu) u BG505.SOSSIP BUY (J. Virol., 89(10):5318-29
(2015)). Knerku, coOpanneie nocne copTupoBku FACS, pasMHOXaMM 1Usl BBIOEJIECHHS
JHK u nocnenyromero anamuza ITL[P/cexBeHnpoBaHneM, 4ToObl MACHTU(PHUIHMPOBATH
U3BJICYEHHBbIE MyTallMu. bonee cTa KIIOHOB OTOMpaH Uil CEKBEHUPOBAHUS 10 U TIOCIIE
coprupoBku FACS. 3arem wuccienoBanu MOCHEAOBATENIbHOCTH, TMOJIYYEHHbIE B

pe3yJibTaTe ABYX MOCJEeN0BaTEIbHbBIX payHAoB copTupoBku FACS.

[0308] PesynbTaThl mokaszamm, 4TO aHTUTENA ¢ MocienoBatenbHocThio TRRGQQYNLT
(SEQ ID NO: 332), RRWGQNYNFT (SEQ ID NO: 333), TRRGQDYTIFS (SEQ ID NO:
334), RRRGQDYILA (SEQ ID NO: 335), RRRGONYTFT (SEQ ID NO: 336),
RRFGQDYILT (SEQ ID NO: 337), TRFGQNYSLQ (SEQ ID NO: 338), wmu
TRRGOQNYTLA (SEQ ID NO: 339), TRRGQQYTLP (SEQ ID NO: 340),
TRRGQDYILA (SEQ ID NO: 341) wnmu SRFGQKYQLS (SEQ ID NO: 342) B yuacrke
FR3 LC mnposBIsiIoT >XelaTenbHble YPOBHU 3KCIPECCHMH M COXPAHSIOT adHUHHOCTD
cesizbiBaHus ¢ BG505.SOSSIP BUY. Mytanuu 8 SEQ ID NO: 334, SEQ ID NO: 337 u
SEQ ID NO: 342 BBenu B antutena 1.1.110-1. 1.1.111-1. 1.1.113-1. 2.1.3-1. 2.1.4-1 u
1.1.112-1.

Ipumep 9. Ouienka nonucrnerd UIHOCTH.

[0309] [MonucneunpuaHOCTh TEPANEBTUUECKUX AHTUTE MOXKET HEONIaronpusiTHO BJIUSITh
Ha (papMakOKMHETUYECKHE CBOWCTBA M TMPEACTABISTh MOTEHUHAIBHYIO MpoOieMy Juis
OezomacHOCTH. bBBUIO TOKa3aHO, YTO aHTUTENO A OBUIO TOJUPEAKTUBHBIM K
nsyxuenoueyHoit [IHK u nunononucaxapuay B ananusze ELISA manenu us3 yerbipex
antureHoB (Science, 333(6049):1633-1637 (2011)). Puck nommucnennpuaHOCTH aHTUTE,
KOTOpBIE OLICHWBAJIM B JAHHOM 3asiBKE, UCCIIEAOBAIN BO MHOKECTBE aHAJIM30B, BKJIIOUAs
ELISA antunykneapHoro anrurena (Genes Immun., 13(5): 399-410 (2012)), antuTena
npotuB KapauonmunuHa (Hum Antibodies, 14(3-4): 59—67 (2005)), aHTUTENna NPOTUB
OakynosupycHoit yactuuel (Proc. Natl. Acad. Sci. USA, 114(5):944-949 (2017)), u ananus
cs3biBanusl Ha ocHoBe FACS kneroxk HEK-293 u HEp2 (J. Virol., 88(21):12669-82
(2014)). Hnsa cpaBHenms mnommcnerpduaHocTH antuteno C wu antureno D, nBa
nonmucnennpudeckux bNAb (J. Virol, 88(21):12669-82 (2014)), ucronap3oBainl B
KaueCTBE MOJIOKUTENIbHBIX KOHTPOJIEH; U KITMHUYeCKui obpaszen putykcumada (Myoderm
Medical  Supply) wucmomb3oBamM B KadeCcTBE  OTAJiOHA  HU3KOIO  pPHUCKa

nojucnenupuyaHocTu. Mccnenyembie oOpasiel pazdasisum 10 1 MkM B ananmmse ELISA,
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u 3HaueHust OIl4so HOpmupoBanmM Ha KOHTpPOJb (Oe3 aHTHTeNa), YTOOBI BBIUUCIIUTH
KPaTHOCTb M3MeHeHus. B ananmuse cBsi3biBaHUsA KieTOK, kjetkn HEK293 nmu HEp2
nepMeadMIIM3UPOBAIA, A 3aTéM HWHKYOMpPOBAIM C CEpUHHBIMH  pa3BENECHUSIMHU
uccienyembix oopasnos. OkparieHHble oOpa3ibl aHamu3upoBaan ¢ nomombio FACS, u
MFI (cpemHIOKO HMHTEHCHUBHOCTH (DIIyOpeCLeHIMH) HOPMHPOBAIM HAa KOHTPOJIb,
OKpallleHHbIl  TONbKO BTOPUYHbIM  aHTuUTesioM npotuB  IgG-Fcy  denoseka.
OrHOCHUTENbHbIE CUTHAJBI CBS3bIBAHMS HAHOCWIM Ha TIpapuk B 3aBHCUMOCTH OT
KOHLIEHTpaLUMl aHTUTeJa M AaNNpOKCUMHUPOBAJIM HEJIWHEHHONW KPUBOH OTBETA.
Hecneunguueckoe cBs3bIBaHHE C KJIETKAMHM KaXKIOrO HCCIEIOBAHHOIO aHTUTENA

npeactassuiy ¢ nomotnsio AUC (miomany mox KPUBO ) CBSI3bIBAHHS.

[0310] Jnst Tpex MyTaHTOB C OJHOM MyTauueld C YAAJIEHHbIM INIMKAaHOM B N72
(OCPeACTBOM TOYEYHOrO MyTareHe3a) BbBIIBIJIM HAWOOJBLUIMHA THTP OKCIPECCUH
(tabmua S). s Toro 4roObl OLEHUTh UX BKJIAJ B MONHCHEIUPUIHOCTD A-1, MyTaHTOB
uccnenosanu B aHanuze ELISA c¢ antunykneapHeiM antutesnioM (ANA) u aHTUTENOM
NPOTHB KapAUOJIMIIMHA, ONMCAHHOM BbllIe. Pe3ynbTaTel ABYX HE3aBHUCHMBIX AHAJIU30B
nokasansl B Tabnuue 16. JlaHHbIe pe3yJbTaThl HO3BOJSIOT IPEAIOIOKUTD, YTO YAAJICHUE
rukaHa B N72 MOXeT NPUBOAUTHL K TMOBbILEHHIO mnonucneuupuanoctu. Cpenu
UCCHenoBaHHbIX MyTauui, mna myTtauuid N72T u N72H BbisiBUIM HauMeHbIIHE

MIOKA3aTeJTH MOIUCTIeHU(UIHOCTH.

[0311] Tabmuna 16. Ouenka noaucneupUIHOCTH.

ANA AHTHTEJIO IPOTHB
KApAHOJIUIHHA

(HopmMupoBaHHAas (HopMupoBaHHAast

MAT (1 mxM) OIlss0) OIlss0)
C 245 26,5 15,6 17,2
A-1 2.3 2,6 1,6 1,5
1.1.10-1 8,3 82 2,5 2,2
1.1.42-1 4,0 3,7 23 2,0
1.1.46-1 11,8 10,1 4.4 3,7
Purykcumad 1,5 1,3

[0312] Anturena ¢ N72T, V19A u npyrumu MyTanusiMH, BIODAaHHBIMA HAa OCHOBaHHHU

(YHKLHMOHANIBHOTO aHANM3a, PeACTaBIeHHOro B Tabmuue 14 u Tabmuue 23, ucciaenoBaiu
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B aHamm3e ELISA ¢ ANA u aHTUTENOM MPOTHB KapAUOJUMHUHA Ui OLEHKHU

nonucnennGUIHOCTH . Pe3ybTaThl JaHHBIX aHAJM30B MOKa3aHbl B Tabnuwe 17.

[0313] Tabmuna 17. Ouenka noymcneunUIHOCTH aHTUTEN ¢ MyTanueit N72T.

AHTHTEJIO IPOTHB
ANA KapAHOJIUNHHA
MAT (1 mxM) | (HopmupoBanHas Ollsso) | (HopmupoBanHasi OlIlaso)
A 1,9 1,2
A-1 2,7 1,4
1.1.10-1 5,7 1,7
1.33.32-1 4,9 7,7
1.1.54-1 3,0 1,6
1.37.51-1 4,0 6,2
1.8.52-1 5,6 1,7
C 22,5 4.4
D-1 14,6 7,7
Putykcumad 1,3 1,0
[0314] Pesynbrarsl B Tabnie 17 mokasanu, 4To s BCEX aHTUTEI, KOTOPbIE HE CONepIKaT

rukaH B N72, BbISBIISJIM TOBBIIEHHYK) TMOJUCTIEHUOUUHOCT IO CPABHEHHIO C
anturenoM A-1. Jlnsa anturena 1.1.54, xoropoe comepxutr mytarmu N72T u VI9A,
BBISIBJSUIM CHIDKCHHYIO TOJNHCIENU(UIHOCTD 1O CpaBHeHUrO ¢ aHtutesom 1.1.10,
KoTopoe conmepxkuT myraiuuo N72T ornenpbHO. DTO AaeT OCHOBAaHME MOJNaraTh, YTO
myTauusi V19A, KOTOPYIO BBEJH, YTOOBI YAAINUTh T-KJIETOYHBIH STHTOI, MOXET J1aBaTh
HEO)KUTAHHOE TPEUMYINECTBO, CHUXKAsI MOJUCTIEHU(PHIHOCTD AHTUTEJ, ONMHMCAHHBIX B

TNAHHOI 3asiBKE.

[0315] Jns  Toro  4toObl  MAEHTH(OUIMPOBATH  AHTUTENA  CO  CHIDKEHHOU
NOHCTIENU(PUIHOCTBIO, UCCIIENOBAIN MaHe b U3 32 KOMOMHATOPHBIX MPEICTABUTENEH,
COCTOSAIMX U3 5 HaOOpoB MyTaumii B aHTUTENe A-1 (Tabnuua 18), B anamize ELISA ¢
ANA, ELISA c a"tutenoM nmpoTuB KapAMONUNUHA, aHanuse cBs3biBaHus HEK293 u

HEp2, onucanHbIX BbILIE.

[0316] Tabmuma 18. Myrtauuu, HCMIONB3yeMble Uil TONYy4YeHUs KOMOHMHATOPHOM

OoubMoTeKH U3 32 MpencTaBUTENeH.

Ha6op myrauui MyTauuu B HC MyTtauuu B LC

Habop 1 Her VI9A
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Habop 2 Her N72H
Habop 3 Her VO8F, VOoG
Habop 4 Her T18R, R65S, N76S, N77S
Habop 5 L5V, A10E, T12K, E23K, S105Q, Q108M | R39K, R40P
[0317] Pesynbrarel  aHANMM30B  CBOOWIM W CPAaBHUBAIHM, HCIONB3YS  Oaljibl

nojucnennduaHocTy (P-0amer), KOTOpbIe PaCCUNTHIBAIN KaK OTHOLICHHUE 3HAYSHUS JJIsI

KaxXaoro ucCCja€a0BaHHOI0 aHTHUTEIA K TAKOBOMY 1JIA pI/ITYKCI/IMa6a B KaXXIOM aHAJIM3€C

(tabnuna 19). Cpennue 3HaueHus P-0ana ncnonb30Bau Ul paHKUPOBAHUS MO PUCKY

HOJ'II/ICHeI_II/I(bI/ILIHOCTI/I HUCCIICAYEMbBIX AHTUTEIL. Z[J'[ﬂ CTaTUCTHYCCKOIrO aHalJlu3a BKJlaJa

KasKmom MyTallUu B KOM6HH8,TOprII>i Ha6op JAAaHHBIX, MPOBOAWIN MOMNAPHBIC CPAaBHECHUA

AT KaXXKa0ro KOM6I/IHI/IpOBaHHOFO AHTUTECJIA B MNMPUCYTCTBUU WU OTCYTCTBHE Ha60pOB

MyTaLH, TepeYnCciIeHHbIX B Tabmuie 19. B koHTekcTe KOMOMHATOPHOH MaHeIn aHTUTEI

u3 32 npeacTaBUTeNel, UCCIEAOBAHHON B IaHHOW 3asBKe, MPOBOAUIM 16 HE3aBUCHMBIX

CPaBHEHUI IS KAYKIIOTO U3 MSTH HCCIIEOBAHHBIX HAOOPOB MYyTaLHI.

[0318] Tabmuua 19. Banne! nonucnermpuyrocty (P-6amibl) KOMOMHATOPHBIX AHTHTE.

IIporus CTaH/.

MAT ANA P — Ces3biBawm | CeszbiBatony | CpenH U

ee HEK293 ee HEp2 ee
Ha H.
A-1 28 [ 32| 13 1.5 37 | 22 35 2.6 1
1.1.17-1 18 18] 12 11 25 | 16 2.7 1.8 0,5
1.1.42-1 H/n | 4,3 H/1 1,9 6 H/1 5 4.3 1,5
1.1.64-1 2 19| 12 ] 1.1 24 | 16 2.5 1.8 0,5
1.1.67-1 23 2512 ] 14 28 | 19 2.6 2.1 0,6
1.1.72-1 wn | 47 | wn | 14 4 H/n 3,9 3,5 12
1.1.75-1 32 133 1,7 17 38 | 23 4.4 2.9 1

1.1.78-1 34 35| 18| 14 29 | 26 34 2.7 0,8
1.41.5-1 wn | S5 | wa | 37 72 | wa 49 5.2 1,3
14181-1 | 43 |45 | 27 | 34 6,1 2 4.6 3,9 13
1.1.82-1 3 29012 ] 12 37 | 16 2.9 2.4 0,9
14183-1 | 42 [ 45 ] 41 | 53 49 | 2.1 3.9 4.1 0,9
1.1.84-1 22 | 24113 12 23 | 17 2 1.9 0,5
141851 | 33 | 35| 33 | 3.2 37 | 16 32 3,1 0,6
14186-1 | 51 | 62 | 3 3.8 41 | 1,8 4 4 13
14187-1 | 33 | 34 | 35 | 3,7 32 | 19 2.9 3.1 0,6
1.1.88-1 16 18] 12 ] 12 37 | 15 2.4 1.9 0,8
14189-1 | 19 | 19 | 19 | 22 63 | 17 4.4 2.9 1.6
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IIporus CTaH/.
MAT ANA - CessbiBawm | CesasbiBaom | CpenH OTKO
ee HEK293 ee HEp2 ee

HA H.
1.1.90-1 LS| 1,2 1,2 0,9 3,7 1 23 1,7 0,9
1.41.91-1 29 | 3,1 | 3,6 6,2 2,5 2,1 2,9 3,3 1,2
1.41.92-1 H/n | 15,7 | #/n 11,2 5,8 H/IT 5,4 9,5 4,2
1.41.93-1 H/n | 9,5 | #/n 9,8 5,1 H/IT 5,4 7,4 2,2
1.1.94-1 62 | 7,7 | 47 4.9 3,4 3,2 3,3 4.8 1,6
1.41.95-1 |10,2|14,8| 89 9,2 6,5 3,8 5,4 8,4 3,4
1.1.96-1 47 | 61 | 24 2,7 2.4 2,8 2,8 3,4 1,3
1.41.97-1 54 | 65 | 54 7,3 4,5 3,9 4,1 5,3 1,2
1.41.98-1 5,9 8 4,6 5,9 3,9 3,3 4 51 1,5
1.41.99-1 6,4 | 69 | 61 9,2 7,8 3,2 4,6 6,3 1,9
1.1.100-1 46 | 4,2 2 2,1 4,7 1,7 2,7 3,1 1,2
1.41.101-1 | 5,6 | 7,2 | 5,5 6,8 8,7 3,2 4,8 6 1,7
1.1.102-1 3,3 4 1,8 1,7 4,5 2,8 2,6 3 1
1.41.103-1 | 3,6 | 46 | 59 53 6,8 4,4 4 5 1
C 17,6 | 14,7 | 3,8 8,3 13,1 8,6 6,9 10,4 4,5
D-1 8,7 1104 1,9 3,3 73 7,1 4 6,1 2,8
Prrykem |y 1 1 1 1,1 1 0
ab

[0319] Jns kaxoit u3 16 monapHbIX KOMOMHALMI cpenHuil P-0amn st ceMu aHaU30B,

NOKa3aHHBIX B Tabmuie 19, cpaBHMBAJIM, MPUMEHSST MAPHBIN t-KpuTepuil. Pe3yabTaThl
MOKa3aJIM TOBBILICHHE TONHUCTIEH(UIHOCTH BCIENCTBHE BBeAeHHs Mytauuud N72H B
JIETKYIO LIETIb, & TAKXKE BCJICACTBUE BBEICHUsI MyTaLlMii U3 HaOopa 5. Pe3ynbTarhl mokasaau
CHIDKEHHE MOTUCTIE(UIHOCTH BCIeACTBHE BBeneHUst MyTauui V19A mimm VOSF+V99G
B JIeTKyro 1enb. HeOonbmmoe, HO CTATUCTUYECKM HE 3HAYMMOE CHIDKCHHE
nonucnennUIHOCTH HaOJIIOAANM NPy BBeNeHHMM MyTauuii u3 Habopa 4. CornacHo
JaHHOMY CTaTUCTHYECKOMY aHAJIN3y, AHTUTENO C HANMEHBbIIUM CPEIHUM Oayiom
NONMUCTIEIU(PUIHOCTH TIPEACTaBIBsIo codoit antuteno 1.1.90, koropoe comepkayio

myTamuo V19A, myrarmu VOSF+V99G u myrauuu u3 Hadopa 4.

[0320] Antutena A-1 u B-1 3atem cpaBHuBaM B aHam3ax nonucnenuduanocta. Kpome

TOT0, AaHTHTEJA CO CIEAVIOIMMH MYTALHsIMUA HCCJIEOBAIIN B PA3JIMYHBIX KOMOMHALIMSIX :
N72T, N72H, V19A, VO8F+V99G, myTauu u3 Habopa 4 wim MyTauuu, OOHapY KEHHbIE
B SEQ ID NO: 37. Anrurena uccienosaiu B ELISA Ha ocHOBe 0akyJIOBUPYCHBIX YaCTHIL
(BVP), u mony4eHHbIe pe3yJIbTaThl KPaTKO mpenacTaBieHsl B Tadmuue 20. Mccnenyemble
o0pasLpl aHANM3UPOBAIM TPH KOHIEHTpauun 1 MKM B IBYX MOBTOPaX B KaXIOM
skcnepumente, u Oamn BVP paccumteiBanmum kak otHomeHue OlIl4so k (oHOBOMY

3HaueHuro 0es MAT.
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Tabmuua 20. bayuist BVP.

MAT Cpennee CO n
A 10,9 1,1 2
A-1 9.4 0,7 6
1.1.10-1 13,9 H/11 1
1.1.42-1 9,7 1,1 2
1.1.111-1 221 2.0 4
1.1.113-1 11,9 H/11 1
1.1.90-1 2.5 0,6 2
B-1 2,7 0,9 3
2.1.2-1 47.1 H/1 1
2.1.3-1 8,2 H/I 1
2.1.4-1 7,7 H/1 1
D-1 292 9,7 4
C 442 10,2 4
Putykcumad 4,0 0,5 4

[0322] Pesynbrarel B Tabmuue 20 mokasanu, YTO s aHTUTENa B-1 BbIABISLIM
CHIDKEHHYIO MOIUCTIEL(UIHOCTD 110 CPaBHEHMIO ¢ aHTtuTesoM A-1. [TonoGHO anTHTENTY
A, ynanenue rinukasa B N72 ¢ nomombto mytaimi N72H B anturene 1.1.42 unu anTuTene
2.1.2 TpuUBOAWIO K TOBBIMIEHUIO TOJUCTEUUPUYHOCTH. BBeneHue MyTauuii,
OOHApY’KEHHBIX ¢ MOMOIIBIO TUCIUIES B MjekonurTaromem, B antutesno 1.1.111 mosxker
MOBBIIIATH MOJUCTIEIM(PUIHOCTD, TOTAA KaK BBEIEHUE TeX K€ MyTaluii B aHTUTeNO 2.1.3
MOJKET CHHKATh MOJUCIEU(PUIHOCTh MO cpaBHeHUIO ¢ myTanueir N72H. J{obaBnenue
mytauuu V19A (Hampumep, B antureno 1.1.113 wmum antuteno 2.1.4) moxer

CHUCTEMATHYHO CHMKATb HOJII/ICHGLII/Iq)I/I‘{HOCTb B 000MX CllyJasXx.

[0323] IMony4unnu JONOMHUTENBHYIO TTaHeb 13 96 aHTUTEN, YTOOBI ONPENEIUTh AHTUTENA
C yJy4IIeHHON mupuHON U 3 ()EeKTUBHOCTHIO HeWTpanusanuu, u, B uaeane, 6e3 N72-
CBSI3aHHOTO TNIMKaHa. B maHHOW maHenu uccieqoBaiy BIMsSHUE MyTauuid u3 Habopa 1, 3
u 4 (tabmuma 18), a Takke paznuaHble MyTauud N72 U MyTaliH, TOJTy4YeHHbIE H3 IUCTLICS
B MJICKOITUTAIOIIEM, B KOHTEKCTE BapHaOeIbHbIX JOMEHOB aHTUTENA, IPOUCXOMALINX U3
aHTUTENa A WM KOMOMHHUPOBAHUS 3JIEMEHTOB KaK aHTUTeNa A, Tak W aHTHTEeNa B.
Cosnanne OMOMMOTEKM TaKKe BKIFOYAJIO 3TANl CKAHUPYIOIIEro MyTareHes3a, B KOTOPOM
KQKAYI0 AMUHOKHCIOTY, OTJIMYAIOLIYIOCS MeEXIy aHTUTeIoM A M aHTuTesnoM B,

HCCIIeIOBAJIM OT/I€JIbHO B KOHTEKCTe aHTuTeNna A. J[aHHYIO MaHenb Moiyyaiu, IPUMeHsIs

BBICOKOIPOU3ZBOAUTEIIbHBIC CHOCO6I:>I, u AHAJIM3HUPOBAJIH, MPUMCEHSA
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Boicokonpon3BoautenbHelii  ELISA  BVP ¢ HopMupoBaHueM Ha pa3idyus

KOHLIEHTPALAX 00pa3LoB. Pe3ynpTaTsl JaHHOTO aHANIN3a MOKa3aHbl B Tadmume 21.

[0324]

Tabmuua 21. Bawiet BVP.

Hopmuposanubii
MAT oaaa BVP
A-1 5,5
3-1 3,7
2.2.1-1 5,5
2.3.1-1 3,5
1.1.64-1 7,2
3.1.8-1 3,8
2.2.8-1 13,7
2.3.8-1 10,8
1.1.67-1 5,0
3.1.9-1 8,2
2.2.9-1 15,7
2.3.9-1 9,0
1.1.115-1 15,0
3.1.10-1 6,0
2.2.10-1 25,8
2.3.10-1 13,6
1.1.116-1 27,1
3.1.11-1 14,6
2.2.11-1 34,4
23.11-1 19,1
1.1.117-1 18,7
3.1.12-1 15,2
2.2.12-1 35,7
2.3.12-1 243
1.1.118-1 13,1
3.1.13-1 19,4
2.2.13-1 15,2
2.3.13-1 12,5
1.1.10-1 10,8
3.1.14-1 12,5
2.2.14-1 26,4
2.3.14-1 6,0
1.1.54-1 83
3.1.5-1 7,0
2.2.5-1 13,2
2.3.5-1 6,3
1.1.104-1 7.8
3.1.15-1 8,1
2.2.15-1 253
2.3.15-1 12,2
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HopmuposanHnblii
MAT oaaa BVP
1.1.119-1 12,9
3.1.7-1 8,4
2.2.7-1 15,5
2.3.7-1 9,1
1.142-1 7,7
3.1.2-1 7,4
2.2.2-1 26,0
2.3.2-1 11,3
1.1.75-1 14,6
3.1.16-1 13,4
2.2.16-1 33,9
2.3.16-1 18,0
1.1.78-1 10,4
3.1.17-1 14,4
2.2.17-1 39,6
2.3.17-1 25,6
1.1.102-1 7,4
3.1.18-1 11,9
2.2.18-1 26,5
2.3.18-1 15,4
1.1.120-1 14,2
3.1.19-1 14,1
2.2.19-1 32,1
2.3.19-1 24 4
1.1.121-1 8.4
3.1.20-1 6,7
2.2.20-1 22,7
2.3.20-1 13,2
1.1.122-1 12,5
1.1.123-1 10,0
1.1.124-1 8,9
1.1.125-1 8,6
1.1.126-1 9,8
1.1.127-1 13,9
1.1.128-1 12,0
1.1.129-1 16,8
1.1.130-1 13,8
1.1.131-1 8,3
1.1.111-1 17,1
B-1 7,0
1.1.90-1 7,2
1.1.132-1 12,3
1.1.133-1 12,1
1.1.134-1 7,1
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HopmuposanHnblii
MAT oaaa BVP
1.1.135-1 11,3
1.42.1-1 13,9
1.43.1-1 12,6
1.44.1-1 22,2
1.45.1-1 1,8
1.46.1-1 10,0
1.47.1-1 8,8
1.49.1-1 11,9
1.50.1-1 8,0
1.51.1-1 8,1
A-1 8,1

[0325] PesynpTaTthl 11 ABYX OTHAENbHBIX LUKJIOB MPOU3BOACTBA aHTUTENa A-l,
NIOKA3aHHbIE B MEPBOM M MOCIEIHEM psigax Tabmuubl 21, mpencTaBisut coOoi Oaibl
BVP 5,5 u 8,1. ¥V anruren, copepkaumx myrauuu B N72, ObUIM CHCTEMaTH4YHO Ooee
BoIcOkHe Oamnsl BVP, 4ro cornacyercs C INpuUBENEeHHbIMU BBILIE pe3yJbTaTaMHu,
JEMOHCTPUPYIOIIUMH, 4YTO yaajeHue N72-CBA3aHHOIO TIJIMKaHAa MOXET NPUBOAUTHL K
HOBBIIIEHHUIO MOMUCHENU(pIIHOCTH. J{J1s1 BHIOpAaHHBIX aHTUTEN, He comepxammux N72 u
COlep KAIINX JIETKYIO LIeTIb WIN TsKelNble Lenu (MM MyTaHTbI, TIOJy4YeHHbIE U3 JaHHbIX
uernei) anturena B, Takux kak anturena 3.1.10-1, 2.3.14-1, 1.1.54-1, 3.1.5-1 u 2.3.5-1,

He BbIsiBIIH MOBbIeHus1 6ayuioB BVP ELISA mno cpaBHeHuro ¢ aHTUTENIOM A-1.

[0326] ITony4ynnu 1ONOJHUTENBHYIO NMaHeNb U3 12 anturen ¢ N72-CBA3aHHBIM INTMKAHOM
i 0e3 yKa3aHHOTO TIIMKaHA, YTOOBI TOMOJHUTEIBHO OLIEHUTh POJIb TAHHOTO TJIMKAaHA B
nonucnenupuyHocTH. HekoTopele aHTHTENa monydmid B o0eux kierkax Expi293 wu
CHO-S. MyTtauuu, KOTOpBIE MOTYT CHIXATh MOTUCTIEH(PUIHOCTD,
UIEHTU(DUITMPOBAHHBIE B ONMHMCAHHBIX BBIIIE AHAIHM3AX, BKJIIOYAIA B JAHHYIO MaHENb.
Pe3ynbpTaThl maHHOrO aHanmM3a TOKa3aHel B TaOmuue 22. Y aHTHTEN, B KOTOPBIX
COXpaHWJICST MOTHUB N72-CBI3aHHOTO TJIMKO3WJIMPOBAHHUA B JIETKOW Lenw, ObLIH
OTHOCHUTENBbHO Oojiee Hu3kue Oannsl BVP, uem y antuten 6e3 ykazaHHoro morusa N72-

CBA3aHHOI'O TIMKO3UJIMPOBAHUA.

[0327] Tabmuna 22. bammet BVP. N>=3 nnst kaxkoro aHTUTENA.

N72-
CBSI3AHHBIHN HaszBanue Janus Bbanaa BVP
KJIETOK
[JIMKAH
Expi293 22
A-1 Z
Aa CHO-S 77
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1 eat Expi293 2,0
CHO-S 6.6

1.52.64-1 Expi293 24
CHO-S 2.6

11.90-1 Expi293 1.7
22.101 Expi293 12.8
241-1 Expi293 52
23.1-1 Expi293 53
1.1.104-1 ExpiCHO 8.8
11.119-1 ExpiCHO 6,0
ExpiCHO 33

Her 3.1.5-1 s o
2251 Expi293 32,5
23.5-1 Expi293 3.6

Mpumep 10,AHanms3 HenTpanmszauumumu BUY.

[0328] Jnst Toro 4yToOBI OLEHUTH LIMPHHY PACIO3HABAHUS AHTUIEHA AHTHTENIAMU,
NPOBOAWIM aHanu3 HeWrpanusauuu BUY, npumenss pasnuyHble HU30M8THI U KIJIOHBI
Bupyca. DddexruBHocTh HelTpamm3auuun BUY (BeipakenHas kak ICso B MKr/mun) mis
yKa3aHHbIX AHTHUTE] M3MEPsUId B OCHOBAHHOM Ha KJIETOYHOM CHUCTEME aHaju3e C
penoptrepom CEM-NKr-CCRS5-Luc (Trkola u np., (1999), J. Virol., 73(11):8966-74)
NPOTUB MAHEJN CIIOCOOHBIX PEIUTUIIUPOBATHCS BUPYCOB MOATHIIA B, KOTOpbIE BKIFOYAIH
HU30JIATBhI U KJIOHBI, aMHJII/I(i)I/ILII/IpOBaHHbIe us3 06pa3u013 IUIa3Mbl IIAITUECHTOB (nporpaMMa
NIH npenocranenusi peareHtoB s uccnenosanuss CITUJ] (NIH AIDS Reagent

Program)), u ananTupoBaHHbIH K JlabopaTopHbIM ycinoBusiM mtamm BUU-1 BaL.
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[0329] Tabmuna 23. D¢ dexruBHocTh HelTpamuzauu BIY.

AHTHTENO0 IpPexmusnocmv nedmpanuzayuu supyca (Mx/miu)
CHO77 Bal 92US657 8320
A-1 0,12 0,16 1,31 0,31
1.2.2-1 0,12 0,23 1,38 0,70
13.1-1 0,08 0,26 1,84 0,37
14.1-1 0,04 0,21 1,35 0,28
1.5.1-1 0,14 0,26 0,85 0,50
1.6.1-1 0,10 0,39 1,32 0,62
1.7.1-1 0,10 0,51 1,10 0,54
1.8.1-1 0,09 0,04 1,88 0,59
1.9.1-1 0,17 0,20 1,39 0,50
1.15.1-1 0,10 0,17 1,42 0,31
1.18.1-1 0,10 0,12 1,78 0,33
1.21.1-1 0,17 0,11 2,51 0,59
1.22.1-1 0,95 >20 11,3 13,2
1v2-1 0,07 0,08 0,88 0,28
1.25.1-1 0,12 0,17 1,46 0,23
1.26.1-1 0,11 0,06 0,93 0,38
1.27.1-1 0,13 0,54 0,56 0,58
1.28.1-1 0,10 0,11 1,63 0,38
1.29.1-1 0,09 0,14 1,33 0,41
1.30.1-1 0,06 0,15 0,93 0,39
1.1.2-1 0,14 0,20 0,62 0,78
1.1.4-1 0,12 0,10 1,44 0,35
1.1.5-1 0,12 0,21 1,93 0,63
1.1.10-1 0,07 0,10 0,60 0,33
1.1.11-1 0,13 0,09 1,17 0,39
1.1.12-1 0,12 0,06 1,64 0,50
1.1.13-1 0,09 0,19 1,43 0,45
1.1.17-1 0,10 0,08 1,27 0,52
1.1.19-1 0,12 0,09 0,90 0,34
1.1.26-1 0,13 0,07 1,49 0,45
1.1.27-1 0,10 0,12 1,25 0,53
1.14.15-1 >20 >20 >20 >20
1.33.1-1 0,17 0,11 0,95 0,77
1.33.32-1 0,08 0,09 0,83 0,35
1.34.32-1 0,11 0,31 1,47 0,54
1.36.35-1 0,32 >20 5,37 3,82
1.36.36-1 0,30 >20 2,07 3,84
[0330] JIisi HEKOTOpPBbIX AHTUTEN HE BBIABWIM yTpaThl (yHKium B aHamuze ELISA

(Tabmuna 14), HO BBIIBHIIN CHIDKeHUE 3 (EKTUBHOCTH B aHaNM3e HenTpanuzaunn BUY

(Tabmmma 23). Jns HECKOJBKMX AHTHTEN BBIIBUIM JMOO OTCYTCTBHE W3MEHEHHUS B
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AaKTUBHOCTH HEWTpaIM3alMi BHUpPYyca, JHOO BBIIBUIM HEOONBIIOE TMOBBILICHHE

3¢ EeKTUBHOCTH HEUTPAJIH3ALIH.

[0331] Tabmuna 24. DddextuHocTh HeliTpanuzanuu BUY ans aHTHTEN, COmep KaIux

MyTaLlUH.
IpPexmusnocmv nedmpanuzayuu supyca (Mxz/mi)
Anrtureno | Bal. | 92US727 | 92HTS93 | 92US657 | 92US712 | 302076
A 0,063 | 7,81 0,019 2,63 0,104 0,183
A-1 0,037 | 6,08 0,013 2,160 0,085 0,145
1.1.10-1 0,021 | >20 0,013 1,83 0,088 0,131
1.1.42-1 0,030 | >20 0,046 2,14 0,078 0,157
1.33.32-1 |0,063 | >20 0,010 1,39 0,062 0,077
1.1.54-1 0,062 | 11,4 0,011 1,50 0,076 0,114
1.37.51-1 |0,053 | >20 0,014 2,58 0,149 0,112
1.8.52-1 0,076 | >20 0,015 2,81 0,141 0,202

[0332] B Tabnmuie 24 nokasaHo, 4To Uit aHTHTEN Oe3 riikaHa B N72 BbISIBUIN CHUKEHUE
sdpdexTuBHOCTH HeWTpanuszauuu Bupyca 92US727. Jlns antutena 1.1.54-1 (VI9A +
N72T) BbIsBHIM NOBBILEHHYIO 3(dexkTuBHOCT HeWTpammsanmu Bupyca 92US727 no
cpaBHeHMIO ¢ aHtuTesoM 1.1.10-1 (koropoe comepxkano N72T). Oto maer ocHOBaHHe
nojaratb, 4Yro B KomOuHaumu ¢ wmyrauuedr N72T, VI9A MOkeT CHIKATh

NONMUCTIEU(PUIHOCTD | yIy4IaTh () (HEeKTHBHOCTh HEUTPATN3aLU BEIOPAHHBIX BUPYCOB.

[0333] Tabmuua 25. D¢ dexruBHocTh HeWTpamuzatmu BUY mis anTuTeN, BHISIBJICHHAS C

MPUMEHEHNEeM paclliipeHHON aHeIu BUPYCOB.

Bupyc I pexmuenocmo neimpaiuzayuu supyca
(mK2/m)
A-1 1.1.54-1 | 1.37.51-1 | 1.1.42-1

7467 0,07 0,06 0,06 0,07
302076 0,10 0,08 0,06 0,09
CHO58 0,10 0,14 0,09 0,1

92US712 0,11 0,09 0,13 0,09
9ZHTS93 |41 0,06 0.12 0,05
7015 0,14 0,14 0,10 0,11
Bal 0,15 0,13 0,82 0,07
RHPA 0,16 0,16 0,09 0,15
1489 0,16 0,22 0,26 0,21
WITO 0,26 0,22 0,11 0,07
8176 0,28 0,18 0,18 0,16
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Bupyc I pexmugnocmov nempanuzayuu supyca
(mxa/mi)
A-1 1.1.54-1 | 1.37.51-1 | 1.1.42-1
8318 0,38 0,31 0,37 0,24
7576 0,46 0,32 0,34 0,4
8339 0,52 0,32 0,29 0,39
7051 0,61 0,52 0,49 0,29
8089 0,67 0,57 1,14 0,73
8106 1,03 0,82 0,97 0,92
8359 1,56 1,19 1,51 1,2
92US657 1,81 3,45 3,39 2,97
2UST2T | 4 g9 9,65 50,33 33,7
8117 1.93 1,12 0,92 1,17
CHO77 2,45 1,63 2,29 1,80
CH106 271 3,05 2.8 1,30
REJO 2,88 1,93 3,04 2,82
THRO 3.1 1,81 128 2,33
1413 3,84 2.8 2,45 2,88
8320 4,07 2,61 4,09 2,55
7103 4,82 3,03 2,28 3,23
8134 5,08 7,19 6,97 8,71
7141 535 8,93 51,0 23,2
8110 7,09 5,29 4,14 5,97
7714 8,96 6,78 433 8,71
1003 23,0 15,35 12,6 17,7
7595 24,6 18,9 16,17 18,02
8339 >200 >200 >200 >200
8398 >200 >200 >200 >200
7406 >200 >200 >200 >200
7552 >200 >200 >200 >200
7007 >200 >200 >200 >200
[0334] Cpenu anTHUTEN, OXapaKTEPU30BAHHBIX B JAHHOM aHanu3e, 1y aHturena 1.1.54,

comepxamero myrauuu N72T u VI19A, BeisiBuin HanOonbiyio 3QQeKTHBHOCTD

Helrpanuzaunu (Tabmuma 25).

[0335] Tabmua 26. D¢ dexTuBHOCTH Helirpanuzauin BUY nist BHIOpaHHBIX aHTUTEN.

Bupyc A-1 | 1.1.110-1 | 1.1.111-1 | 1.1.112-1 | 1.1.90-1 | 1.1.64-1

CH106 1,29 | 1,33 1,42 1,31 1,69 0,99

2 2 2 > 2 2

245



Bupyc A-1 | 1.1.110-1 | 1.1.111-1 | 1.1.112-1 | 1.1.90-1 | 1.1.64-1
1413 2,04 |3,69 2,79 2,05 3,55 2,35
Bal 0,05 [0,11 0,13 0,12 0,13 0,08
92HTS93 | 0,34 | 0,50 0,52 0,56 0,68 0,35
92US657 | 0,70 | 0,69 0,79 0,74 1,17 0,79
302076 | 0,13 | 0,25 0,18 0,28 0,16 0,15
7015 0,68 10,77 0,73 0,75 1,03 0,60
8117 1,13 | 1,35 1,09 1,45 1,14 1,13
8339 >50 | >50 >50 31,4 >50 >50
92US8727 | 1,62 | >50 35,19 30,3 3,80 0,79
92US712 | 0,08 | 0,06 0,06 0,07 0,06
7141 2,10 | >50 27,09 2,41 1,99
7007 >50 | >50 >50 >50 >50
8134 0,36 | 1,29 0,87 1,05 0,29
8318 0,15 10,23 0,19 0,21 0,23
7596 159 | 14,9 11,6 11,54 16,19
7103 0,95 | 1,00 0,69 1,13 1,01
8359 0,40 |0,35 0,41 0,58 0,48
8110 2,63 |3,85 2,19 1,65 2,62
7595 438 |3,97 3,59 3,71 4,48
REJO 0,03 |0,03 0,05 0,07 0,04
CHO58 0,04 | 0,04 0,04 0,05 0,03
CHO077 0,03 |0,03 0,05 0,10 0,03
RHPA 0,19 10,20 0,16 0,16 0,09
WITO 0,12 | 0,08 0,06 0,07 0,13
7714 420 |2,65 3,78 3,76 7,48
THRO 6,84 | 6,77 6,20 7,42 9,60
CHO040 | 4,86 |6,86 16,1 9,57 18,59
8089 0,32 | 1,30 0,60 0,47 0,32
1489 0,09 |0,08 0,10 0,24 0,13
7467 0,03 | 0,03 0,04 0,06 0,03
7352 >50 | >50 >50 >50 40,1
8320 0,28 |0,26 0,25 0,39 0,37
1003 1,25 | 1,35 1,17 1,92 1,25
1012 1,24 | 1,65 1,43 1,40 1,40
8398 >50 | >50 >50 >50 >50
7576 0,38 10,50 0,32 0,36 0,41
7051 0,21 |0,25 0,19 0,19 0,23
8176 0,18 0,18 0,19 0,24 0,24
8106 0,57 10,61 0,01 0,89 1,08
7552 27,24 | >50 >50 >50 16,1
[0336] D¢ dexruBHoCTE HelTpanuzamn BUY uccnenoBanu aist BBIOPAaHHBIX aHTUTEN,

UIeHTU(UIIUPOBAHHBIX C TMOMOIIBIO AWCIUiess B MiekonuraromeM (antaren 1.1.110,
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1.1.111 n 1.1.112), u aHTUTEN, Y KOTOPBIX BBIABUIM CHH)KEHHYIO MOJHCIIENU(PUIHOCTD
(aaturen 1.1.90 u 1.1.64). Habmomamu ytpaty 35(()EeKTUBHOCTH NPOTUB BHUPYCOB
92US727 wm 7141 nna aHTUTEN, WASHTU(PUIMPOBAHHBIX C IOMOILIBIO AWCIUIES B

mlekonuTaromeM (tabmmia 26).

[0337] Tabmuma 27. Pesynprars! Heiirpanmm3annn BUY niist BBIOpaHHBIX aHTHUTEI.

Bupyc | B-1 [2.1.3-1]2.1.4-1] A-1 | 1.1.54-1 | 1.1.90-1 | 1.1.111-1 | 1.1.113-1
9208712 0,10 | 020 | 0,11 | 0,10 | 0,07 0,09 0,08 0,07
8318 0,11 | 024 | 021 | 0,11 | 0,32 0,57 0,48 0,14
92HT593| 0,35 | 030 | 033 | 041 | 026 0,39 0,29 0,24
RHPA 0,00 | 0,07 | 0,05 | 0,12 | 0,03 0,15 0,08 0,05
7051 0,41 | 0,42 | 046 | 0,52 | 0,23 0,44 0,32 0,41
8320 027 | 028 | 023 | o042 0,29 0,34 0,30 0,28
7576 0,24 | 0,49 | 0,55 | 034 | 048 0,41 0,26 0,28
7015 1,12 | 08 | 059 | 1,17 | 0,40 0,41 0,48 0,44
9208657 | 0,53 | 042 | 038 | 0,52 | 045 0,48 0,40 0,40
CHI06 | 151 | 1,01 | 091 | 091 | 0090 1,00 0,86 0,59
1413 251 | 278 | 2,16 | 217 | 1,72 1,94 2,33 3,67
7141 167 | 13,76 | 6,78 | 245 | 1,61 2,24 29,81 27,85
02US727 | 2,13 | 1434 | 727 | 2,01 | 11,18 | 2,17 >50 >50
7595 124 | 135 | 1,19 [ 1,73 | 1,62 1,76 1,31 1,78
CH040 | 0,14 | 047 | 036 | 057 | >50 | 22,06 3,71 0,15
THRO | 532 | 6,56 | 497 | 630 | 547 | 10,62 8,58 9,39
7552 26,02 >50 | >50 [16555| 6,22 | 2782 >50 >50
8339 >50 | >50 | >50 | >50 | >50 >50 >50 >50
7007 >50 | >50 | >50 | >50 | >50 >50 >50 >50
8398 >50 | >50 | >50 | >50 | >50 >50 >50 >50
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[0338]

MPEATNIONOKUTh, YTO yAaneHue rimkana B N72 (2.1.3-1, 2.1.4-1, 1.1.54-1, 1.1.111-1 u
1.1.113-1) MOXeT MPUBOIUTH K YTPATE YYBCTBUTEIBHOCTH HEUTPATU3ALIMHU K BEIOPAHHBIM

Bupycam (t.e., 7141, 92US727) no cCpaBHEHUIO C AaHTUTENAMH, B KOTOPBIX COXPAHUICS

rinukald B N72 (anturenamu B-1, A-1, 1.1.90-1).

[0339]

nokazaHHble B Tabnuue 21, mccnenoBanu B aHaimm3e Hewrpanmsaunu BHUY mporus 4

Anturena,

HUCCIIENOBAHHBIC

B BblcokompoussoaurenpHoM ELISA BVP,

Pesynprarel HelTpanmzaunn BUY, npencraBienHsie B Tabnuie 27, MO3BOJSIOT

BUPYCOB. Pe3ynbraThl JaHHOTO UCCNENOBAHMS MTOKa3aHbl B Tabnmme 28.

[0340] Tabmuma 28. Pesynbrarsl Hewrpanuzarmu BUY.
3nauenus ICS0 (MKr/mJj) HeHTpaau3auuu
YKA3aHHbIX BUPYCOB
MAT 92US712 92US727 7141 VS001
A-1 0,13 3,8 3 0,18
3-1 0,11 3,92 4,03 0,1
2.2.1-1 0,05 ~6-11 1,61 0,1
2.3.1-1 0,13 ~4-12 2,65 0,2
1.1.64-1 0,05 0,55 0,64 0,05
3.1.8-1 0,12 1,15 3,51 0,11
2.2.8-1 0,07 3,38 1,6 0,07
2.3.8-1 0,07 1,72 1,64 0,15
1.1.67-1 0,1 8,1 3,76 0,15
3.1.9-1 0,11 3,54 4,35 0,16
2.2.9-1 0,06 13,1 1,75 0,15
2.3.9-1 0,09 11,1 2,56 0,22
1.1.115-1 0,08 >50 10,1 0,75
3.1.10-1 0,34 >50 448 2,24
2.2.10-1 0,05 >50 4,31 0,79
2.3.10-1 0,09 >50 15,3 0,94
1.1.116-1 0,12 >36 14,6 0,44
3.1.11-1 0,07 >44 8,7 0,57
22.11-1 0,04 >50 2,65 0,4
2.3.11-1 0,07 >50 11,2 0,83
1.1.117-1 0,09 >50 16,9 3,03
3.1.12-1 0,11 >41 24.5 2,41
2.2.12-1 0,04 >50 7,08 2,1
2.3.12-1 0,09 >50 23,8 1,92
1.1.118-1 0,18 >50 20,2 2,4
3.1.13-1 0,1 >21 13,2 0,56
2.2.13-1 0,08 >50 3,8 1,48
2.3.13-1 0,14 >38 15,5 1,5
1.1.10-1 0,12 45 5,43 0,17
3.1.14-1 0,12 >27 6,42 0,19
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3navenus ICS0 (Mxr/mJ1) HeliTpanu3auuu

YKA3aHHBIX BUPYCOB

MAT 92US712 92US727 7141 | VS001
2.2.14-1 0,06 >50 226 0,21
2.3.14-1 0,11 353 5.23 0,21
1.1.54-1 0,16 >50 7,08 0,32
3.1.5-1 0,14 >17 98 0,23
22.5-1 0,05 >50 234 0,13
23.5-1 0,05 >50 3,52 0,19
1.1.104-1 0,12 >50 5,13 0,45
3.1.15-1 0,12 >33 9,1 0,49
2.2.15-1 0,03 >50 1,99 0,37
2.3.15-1 0,1 >50 5,93 0,85
1.1.119-1 0,08 >50 6,92 0,39
3.1.7-1 0,09 >50 5,65 0,3
22.7-1 0,04 >50 1,58 0,27
23.7-1 0,07 >50 5,08 0,47
1.1.42-1 0,29 >50 >50 0,9
3.1.2-1 0,09 >50 21,9 0,73
22.2-1 0,04 >50 2,06 0,44
23.2-1 0,1 >50 14,6 0,88
1.1.75-1 0,08 >50 11,3 0,5
3.1.16-1 0,29 >43 39 2,15
2.2.16-1 0,05 >50 3,38 0,78
2.3.16-1 0,09 >50 10,2 0,72
1.1.78-1 0,1 >50) 29.5 3.3
3.1.17-1 0,1 >50 255 221
2.2.17-1 0,05 >50) 6,28 438
23.17-1 0,08 >50 31,3 4,54
1.1.102-1 0,14 >50) 227 3
3.1.18-1 0,24 >0 8 >0 8 3,52
2.2.18-1 0,09 >34 5,04 2,51
2.3.18-1 0,16 >23 >23 237
1.1.120-1 0,2 >32.9 17,8 0,88
3.1.19-1 0,1 >50 23,9 0,57
2.2.19-1 0,06 >50 4,83 1,04
2.3.19-1 0,09 >50 12 0,48
1.1.121-1 0,1 >37 28.7 1,3
3.1.20-1 0,06 >50 22.1 0,95
2.2.20-1 0,05 >50 4,01 125
2.3.20-1 0,08 >50 15,9 1,23
1.1.122-1 0,13 >42 4 6,79 0,32
1.1.123-1 0,09 >43 8 11,2 0,23
1.1.124-1 0,14 >25.4 9,87 0,3
1.1.125-1 0,12 >50 7,69 0,37
1.1.126-1 0,12 >50 6,49 0,35
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3navenus ICS0 (Mxr/mJ1) HeliTpanu3auuu
YKA3aHHbIX BUPYCOB
MAT 92US712 92US727 7141 VS001
1.1.127-1 0,16 >23 5,78 0,18
1.1.128-1 0,17 >28,3 9,5 0,67
1.1.129-1 0,15 >29.7 >29.7 2,09
1.1.130-1 0,21 >27,3 16,7 1,67
1.1.131-1 0,15 >31,9 16,4 0,57
1.1.111-1 0,13 >50 >50 3,24
B-1 0,13 2,57 1,43 0,29
1.1.90-1 0,12 8,72 2,65 0,2
1.1.132-1 0,12 2,26 3,39 0,14
1.1.133-1 0,14 2,27 3,38 0,16
1.1.134-1 0,14 4,23 3,15 0,22
1.1.135-1 0,22 5,61 4 0,31
1.42.1-1 0,13 0,98 2,34 0,11
1.43.1-1 0,08 3,35 2,42 0,1
1.44.1-1 0,06 ~7-12 1,43 0,13
1.45.1-1 9,8 >50 >50 27,6
1.46.1-1 0,17 1,68 2,44 0,24
1.47.1-1 0,11 1,17 2,48 0,24
1.49.1-1 0,14 2,41 2,98 0,26
1.50.1-1 0,08 0,92 2,54 0,14
1.51.1-1 0,1 2,67 3,5 0,22
A-1 0,13 4.8 2,9 0,2
[0341] Jns BCex aHTUTEN, HECYLIMX MyTalMU B TOJIO)KEHUH N72, BBIABWINM yTpaTy

¢bynkumn Bupyca 92US727. AutuTtenom ¢ HauOoJbInel MeauaHHOH 3P QEeKTHBHOCTHIO
obuto anTuTeno 1.1.64. JInd HEKOTOPBIX AHTHTEN BBISBIIHM VIIYYIIEHUS B MEIHAHHOW
s dexTUBHOCTH HeHTpanu3alu Mo CpaBHEHHIO ¢ aHTtuTesioM A-1. Cpenm aHTuTeHm,
conepskammux mytanuo N72T, co cHmwkeHHbiMu Oamnamu ELISA BVP, nns antutena

2.3.5 Tak»Ke BBISBIJIM MOBBIIICHHYIO 3 EeKTHBHOCTh B aHAIN3e HeHTpamm3anuu BUY.

[0342] JIOonONHUTENbHBIE aHAIN3bl HEUTPAIU3alUK MIPOBOAWIN C MAHEIbI0 BAPUAHTOB,
pa3paboOTaHHBIX TaKUM 00pa3oM, 4TOOBI yAAJIUTh MOTHB OKUCIeHUss W74a B TsoKeNnon
Lend ¥ MOTHB Ae3aMuaupoBaHusi N26 B BapualOenbHOM nomeHe A-1 Jierkoil memu.
Pesynbrarsl onenku npencrasiensl B Tabmmiax 29 u 30. PesynbTartel mokasaiu, 4Tto y
MHOKECTBA BAPUAHTOB BBISIBUJIM yTpary (PYHKIMH, TOrJa KaK y BHIOPAHHBIX BapUAHTOB

coxpaHuiach 3¢eKTHBHOCTb, Oojiee cxonHasi ¢ A-1.
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[0343] Tabmuma 29. Pesynprarel  HelTpammzauun BWY  npns BapuantoB  A-1,

pa3paboTaHHBIX TAKHM 00pa30oM, YTOOBI YAAJIUTh XUMUIECKYIO HEY CTOMUHUBOCTb.

Bupyc
Mecto Hassan
XHMHYECKOH ue VS00 | VS04 | VS00 | VS02 | VSO0S | US6S | VS04 | VSO0
HEYCTOMYHBOC | AHTHTEJI 3 6 1 6 2 7 3 4
TH a
Her A-1 0,03 | 0,03 | 0,08 | 0,26 | 0,38 | 0,86 | 1,47 | 3,42

2 2 2 2 2 2 2

1.1.136- | 0,03 | 0,04 | 0,20 | 0,76 | 0,38 | 0,92 | 1,57 | >100

2 2 2 2 2 2

1.1.137- | 0,03 | 0,05 | 0,16 | 0,43 | 0,35 | 0,78 | 1,65 | >100

2 > 2 2 2 2 2

1.1.138- | 0,06 | 0,04 | 0,18 | 0,35 | 0,46 | 0,54 | 1,41 | 39,24

b b 2 2 2 2 2

1.1.139- | 0,03 | 0,05 | 0,36 | 0,94 | 0,51 | 0,54 | 1,37 | >100

2 2 > > > > 2

N26 nerxoi 1.1.140- | 0,03 | 0,04 | 0,17 | 0,56 | 0,47 | 0,51 | 2,82 | 94,28

2 2 2 > > 2 2

Lemnu 1

1.1.141- | 0,02 | 0,04 [ 0,25 | 0,69 | 0,51 | 0,38 | 1,30 | >100

2 2 2 > > 2 2

1.1.142- | 0,02 | 0,03 | 0,20 | 0,48 | 0,56 | 0,44 | 1,42 | >100

2 2 2 > 2 2 2

1.1.143- | 0,05 | 0,05 | 0,40 | 3,85 | 0,92 | 0,82 | 2,05 | 89,88

2 2 2 > 2 2 2

1.1.144- | 0,03 | 0,05 | 0,38 | 1,07 | 0,66 | 0,38 | 1,29 | >100

2 2 2 2 3 2 2

1.52.1-1 | 0,05 | 0,06 | 0,21 | 0,48 | 0,54 | 0,69 | 1,39 | 9,90

2 2 2 2 2 2 2 2

1.53.1-1 | 0,06 | 0,05 | 0,18 | 0,49 | 0,57 | 0,72 | 1,44 | 14,10

2 2 2 3 2 2 2

1.54.1-1 | 0,08 | 0,06 | 0,55 | 0,59 | 0,75 | 1,27 | 1,94 | 36,15

2 2 > 2 2 2 2

W74a tsxenon

e 1.55.1-1 | 0,08 | 0,07 | 0,49 | 0,83 | 1,08 | 1,39 | 2,48 | 34,00

2 2 > > 2 2 2

1.56.1-1 | 0,09 | 0,07 | 0,49 | 0,72 | 0,87 | 1,28 | 1,51 | 21,80

2 2 > 2 2 2 2

1.57.1-1 | 0,06 | 0,09 [ 0,65 | 091 1,21 | 2,43 | 2,47 | 56,68

2 2 > 2 2 2 2
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[0344]

Tabmua 30. PesynbraTe! HelTpammsauny BUY nist BeIOpaHHbIX BapuaHTOB A-1

Ha paCLIMPEHHOM MMaHEeI! BUPYCOB.

CpenH. Axtuteno A- | 1.1.136- | 1.1.137- | 1.1.138- | 1.1.140- | 1.1.142- | 1.521- | 1.53.1-
IC50 1 1 1 1 1 1 1 1
(MKr/mn)

uS657(1) | 0,864 0,92 0,78 0,55 0,55 0,51 0,44 0,73
VS003 0,027 0,03 0,03 0,06 0,03 0,02 0,04 0,06
VS046 0,029 0,04 0,05 0,04 0,04 0,03 0,05 0,05
VS001 0,080 0,20 0,16 0,18 017 0,20 0,21 0,18
VS026 0,259 0,76 0,43 0,35 0,56 0,48 0,48 0,50
VS052 0,381 0,38 0,35 0,45 0,47 0,56 0,54 0,56
VS043 1,466 1,57 1,65 1,41 2,82 1,42 1,39 1,44
VS004 3,419 >100 >100 39,24 >100 >100 9,90 14,10
US657(2) | 0,336 0,30 0,31 0,42 0,46 0,59 0,82 0,65
VS002 0,024 0,02 0,03 0,03 0,03 0,02 0,05 0,05
VS011 0,147 0,19 0,18 0,25 025 0,37 0,33 0,34
VS017 0,443 2,14 1,75 2,02 2,13 2,87 3,01 3,03
VS030 1,614 2,49 2,86 2,81 3,28 3,61 4,86 3,54
VS032 0,256 0,27 0,28 0,25 0,20 0,17 0,27 0,25
VS033 0,207 0,15 0,20 0,19 0,09 0,08 0,27 0,11
VS034 0,358 0,54 0,40 0,45 0,23 0,33 0,28 0,45
VS038 0,210 0,22 0,18 0,12 0,28 0,34 0,40 0,18
VS039 0,121 0,10 0,07 0,07 0,05 0,07 017 0,15
VS042 3171 3,37 2,23 1,73 2,01 1,72 4,54 3,42
VS044 0,312 0,73 0,39 0,36 0,06 0,07 0,16 0,12
VS0583 0,530 1,83 0,88 1,52 1,61 1,17 1,07 0,87
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[0345] 3arem BbIOpaHHBIE BapuaHThl A-1 XapakTepH30BaIM MO BIHMSHUIO MyTalUH Ha
mpuHy U 3(GQEeKTUBHOCTh HEUTpaNIu3aluy, MPUMEHssl aHaau3 Hehrpaimmsanuun BUY
PhenoSense™ (Monogram Biosciences; cm. Takxe, Richman u np., Proc Natl Acad Sci
USA. (2003) 100(7):4144-9, Whitcomb u np., Antimicrob Agents Chemother. (2007)
51(2):566-75), npuMeHssi penopTepHbIe BUPYCHI, INCEBIOTUIIMPOBAHHBIE O0OJIOYKAMH,
MPOUCXOALINMU U3 BUpyca nanuenta (tadmuma 31). Ilanens comeprkana Bcero 152
BekTopa Env (o ogHOMY BekTOpy M3 mamueHTa), mpu 5ToM 133 ObUTH KJIOHAJIbHBIMU
BeKTOpaMH U 19 Obutn m30IsATAMH (MIPEACTABIIFOLIMMEI COOOH KBa3HUBHIBI B 00pasmax
miasmel). BxpaTtme, mceBROBUPYCBI HMHKYOHUpOBaJNM C  S-KpaTHBIMH CEpUNHHBIMU
pasBeneHUsIMH aHTHTeNa B TedueHue 1 waca mpu 37°C, a 3aTeM HCHOJIB30BAIH IS
uHpuumposanus  knerok U87, oskcmpeccupyromux CD4, CCRS u CXCR4
(CD4+/CCR5+/CXCR4+/U87). CrniocoOHOCTh aHTHUTENa HEUTpaIn30BaTh
uHpexmonHocts BUY onieHnBanyu nyrem n3mMepeHust mouuepasHoi akTHBHOCTH depe3
72 4yaca mocie WHKyOauuu KJIeTOK ¢ BupycoM. KoHTpomu Bupyca W aHTHUTENa
UCTIOJIb30BAJN, YTOOBI OTCJIEKUBATH MPOU3BOAUTEILHOCTD OT IUJIAHINETA K TUIAHIIETY B
paMKax OHOTIO 3aIycKa U 4TOOBI TO3BOJIUTH CPABHEHHE 3aITyCKOB C TEYCHUEM BPEMEHH.
Bce Ttectupyemble aHTHTENa MNOABEPrajl CKPUHHHTY INPOTUB KOHTPOJIBHON mNaHenu
BupycoB, cocrosieit u3 BUU-1 NL4.3 (tponsbiii k CXCR4), JRCSF (tponnbiii kK CCRS)
u MLV (xouTtpons 6e3 crnemuduunoctn k BUY). Ob6pazenr BUU+ mnmasmbl mupokoro
CIIEKTpa HENTPATU3YIOLIErO AEHCTBUSA CIYKUJ B Ka4eCTBE KOHTPOJIS A aHTUTeN. Toraa
KaK HEKOTOpbIE MyTAllUM OKAa3bIBAJIH MEHEE SIBHOE BJIMSHHUE HA aKTHBHOCTb, BBI3BIBASI
0o HeOoNbIIOe CHUXKEHHUE, JHOO HeOONbIIOe TNOBBIIIEHUE AKTHBHOCTH, IPYTHE

MyTalll{ BbI3bIBAJM 3aMETHOE YMEHbIICHHE LIHPUHBI Helrpamusaumu (Tadmnua 31 u
¢urypa 4).
[0346] Tabmuua 31. XapakrepmsoBanud 3>(PQPEKTHBHOCTb W LIMPUHY HEUTpPAIH3ALUU

BBIOPAHHBIX AHTUTEJ MPOTHB MPOUCXOASIIUX U3 152 marmeHTOB BUpPYCOB moaTwra B,

MOJTyY€HHBIX 13 Tuia3mel 10 APT.

Ha3Banue HIupuna Cpeaunnas | I'eomerpuueckoe
ICos, cpeanee ICos,
mMKr/mi P MKr/mi P
A-1 89 % 2,66 3,06
1.1.90-1 86 % 2,59 3,01
1.1.64-1 92 % 2,25 2,70
1.1.10-1 86 % 1,93 2,53
1.52.1-1 83 % 3,66 4,33
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1.52.90-1 78 % 4,42 4,56
1.1.138-1 82 % 2,59 2,96

a lupuna npeacrasiaset % BUpycoB, HerTpanuzosaHHbX ¢ [C95 <50 mkr/min

b CpenunHoe u reomeTpuueckoe cpeanee 3HaucHust [C95 paccuuThiBanu, UCHOIb3YS TOJIBKO
Bupycol ¢ IC95 <50 mxr/mn

[0347] Pesynbrarthl ananmm3a HEWTpaU3alUu, MPEACTaBJICHHbIC BBIMIE, OOBEIUHSIH C
pesynpTraTaMM  CKpUHMHra nojucneruduusHoctn (mpumep 9) W CKpUHUHra
UMMyHOTeHHOCTH (npumep 11), uroOpr pazpaborarh maHens u3 12 riaBHBIX BAPUAHTOB.
ITanens u3 12 sxcnpeccupoBanHbix Expi293 anturen, uccnenosanueix B ELISA BVP,
NpeNCTaBIEHHbIX B Tabnuue 22, 3aTeM HCCIeOBald B aHanu3e HedTpanusanuun BUY
IIPOTUB PACIIMPEHHON MAaHEJIU BUPYCOB. Pe3ysbTaThl 111 aHTUTEN, COXpaHUBIIUX N72-
CBSI3aHHBIN TJIMKAaH, MIOKa3aHbl B TaOnLe 32, TOraa Kak pe3ysabTaThl 11t aHTuTen 6e3 N72-

CBSI3aHHOIO [JIMKAaHA MOKa3aHbl B Ta0uLne 33.

[0348] Tabmuma 32, OddexruBHocTs HedTpanuszaimu  BHUY 7  anTuTenamuy,
COXpaHUBLINMU N72-CBsI3aHHBIN INIUKAH, UCCJIEAOBAHHAS C IPUMEHEHUEM PacIMPEHHON

MaHEJIU BUPYCOB.

Ipexmusnocmo neitmpanuzayuu eupyca (MK/mi)
Bupyc
A-1 | 1.1.64-1 | 1.52.64-1 | 1.1.90-1 | 2.2.1-1 | 2.4.1-1 | 2.3.1-1

1003 1,79 | 2,97 3,29 1,17 1,61 3,62 1,87
1012 1,41 | 1,41 1,71 292 3,70 3,38 1,55
1413 531 | 422 7,79 2,07 4,13 5,04 5,28
1489 0,12 | 0,16 0,17 0,22 0,26 0,16 0,18
7015 0,53 | 0,65 0,98 0,63 0,47 0,54 0,63
7051 0,79 | 2,05 0,82 0,83 0,97 1,18 0,52
7103 0,76 | 1,56 1,09 1,75 1,72 1,31 0,94
7141 232 | 1,82 30,02 2,66 3,93 4,82 1,62
7467 0,04 | 0,06 0,07 0,05 0,03 0,05 0,06
7552 12,04 | >80 50,05 >80 39,62 | 37,05 |20,69
7576 0,69 10,39 1,46 1,42 0,70 1,40 0,92
7595 488 | 1,71 7,34 10,46 9,72 5,06 8,50
7714 420 | ND ND ND ND ND ND
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I pexmusnocmv nedmpanuzayuu supyca (Mx/mi)
Bupyc
A-1 | 1.1.64-1 | 1.52.64-1 | 1.1.90-1 | 2.2.1-1 | 2.4.1-1 | 2.3.1-1
8106 2,72 | 3,31 8,15 4,54 2,46 4,25 3,12
8110 3,64 6,74 7,04 3,16 3,62 5,14 3,48
8117 0,86 | 1,77 2,18 1,47 0,94 2,58 2,08
8134 1,57 | 0,60 3,66 3,78 1,52 1,05 2,27
8176 0,26 | 0,66 0,34 0,27 0,30 0,33 0,30
8318 0,27 0,33 0,42 0,39 0,36 0,40 0,31
8320 220 |2,89 3,82 3,22 3,88 6,69 2,88
302076 | 0,08 | 0,08 0,11 0,08 0,07 0,13 0,10
92HTS93 | 0,27 | 0,37 0,25 0,22 0,17 0,37 0,29
92US657 | 0,38 | 0,42 0,48 0,40 0,25 0,34 0,36
92US712 | 0,06 | 0,06 0,13 0,05 0,05 0,07 0,06
92US727 | 2,43 | 1,12 5,47 8,61 4,84 13,74 | 2,02
CHO77 0,04 |0,04 0,12 0,06 0,02 0,08 0,03
REJO 0,01 |0,02 0,02 0,04 0,01 0,02 0,02
THRO 2,80 | 3,87 3,11 2,04 2,17 4,17 3,96
VS001 0,06 | 0,06 0,11 0,10 0,08 0,18 0,07
VS004 2,66 |2,43 4,74 3,21 2,84 6,08 1,92
VS017 0,70 | 0,91 2,01 1,08 0,84 3,91 0,88
VS026 0,11 |0,17 0,23 0,20 0,13 0,27 0,13
VS030 2,04 |2,60 7,98 7,40 2,51 5,20 6,38
VS039 0,12 | 0,09 0,27 0,14 0,03 0,11 0,06
VS042 2,53 2,33 4,44 1,88 0,89 2,00 1,11
VS043 0,79 |0,85 1,30 1,11 1,01 1,16 0,97
VS044 0,18 |0,16 0,38 0,26 0,13 0,25 0,16
VS046 0,04 | 0,04 0,05 0,03 0,03 0,05 0,03
VS049 39,54 | 32,19 >100 >100 2,89 >100 | 4,86
VS052 0,28 | 0,45 0,61 0,64 0,24 0,50 0,33

[0349] Tabmua 33. D¢ dexTuBHoCcTh Helirpanuzanun BUY 5 anTuTenamu Oe3 riavkaHa B

N72 ¢ npuMeHeHneM paClIMPEeHHON NAaHEIU BUPYCOB.
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Ippexmuenocmo neampanuzayuu supyca (Mxz/mi)

Bupyc
1.1.104-1 | 1.1.119-1 | 3.1.5-1 | 2.2.5-1 | 2.3.5-1
1003 1,44 0,91 1,02 0,78 1,06
1012 2,87 1,06 1,19 0,98 1,63
1413 4,34 4,52 4,30 3,62 3,79
1489 0,28 0,17 0,16 0,11 0,14
7015 0,67 1,08 1,16 0,95 1,89
7051 1,32 1,89 1,27 3,51 4,46
7103 1,82 1,16 0,91 0,78 1,05
7141 6,57 4,98 3,31 1,75 2,41
7467 0,06 0,19 0,12 0,07 0,09
7552 >80 >80 >80 >80 >80
7576 1,10 0,60 0,55 0,58 0,61
7595 8,47 3,07 3,56 2,94 3,07
7714 H/71 1,93 1,50 0,80 1,47
8106 2,80 1,44 1,45 0,94 1,44
8110 4,19 237 1,81 1,10 1,82
8117 1,22 1,66 1,02 0,75 1,06
8134 6,07 3,44 2,78 1,74 1,52
8176 0,16 0,27 0,30 0,20 0,33
8318 0,32 0,42 0,36 0,33 0,41
8320 434 1,47 1,33 1,21 1,48
302076 | 0,10 0,08 0,06 0,06 0,06
92HTS93 | 0,28 0,15 0,16 0,11 0,17
92US657 | 0,36 0,30 0,27 0,15 0,24
92US712 | 0,04 0,03 0,06 0,04 0,05
92US727 | 10,55 43,70 11,98 16,74 9,32
CHO77 | 0,03 0,02 0,04 0,02 0,04
REJO 0,02 0,03 0,02 0,01 0,02
THRO 4,27 2,80 2,70 1,22 2,34
VS001 0,34 0,37 0,10 0,10 0,13
VS004 4,80 6,02 1,55 3,22 2,77
VS017 2,33 2,75 1,03 0,77 0,70
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Ippexmuenocmo neampanuzayuu supyca (Mxz/mi)
Bupyc
1.1.104-1 | 1.1.119-1 | 3.1.5-1 | 2.2.5-1 | 2.3.5-1
VS026 0,19 0,14 0,10 0,06 0,10
VS030 7,90 4,96 6,86 4,22 6,23
VS039 0,10 0,13 0,12 0,06 0,15
VS042 233 2,19 1,94 1,21 1,56
VS043 1,49 0,81 0,54 0,41 0,79
VS044 0,28 0,20 0,16 0,12 0,17
VS046 0,03 0,03 0,03 0,03 0,04
VS049 >100 >100 20,37 10,85 36,15
VS052 0,27 0,39 0,31 0,20 0,31

[0350] Pesynbrarel B Tabmuumax 32 m 33 mokaszanM, 4YTO y BCEX HCCIEAOBAHHBIX 12
BAPUAHTOB AHTUTE] CXOAHBIE 3Ha4YeHUs 5((PEKTHUBHOCTH HEHTpaaM3aly BUpyca Ha
paclIMpeHHOW mnaHenu BUpPycoB. IloArpynmy BapHaHTOB TaKXKe XapaKTEPU30Balu B
OTHOLICHUH MWHUPHHBI M 5()(HEKTUBHOCTH HEHTpaNM3alMi C TMOMOIIBI0 aHaJIN3a
Helirpanmuzaunu PhenoSense, mnpumensisi maHens u3 141 penopTepHOro BHpYCa,
TICeBIOTUITPOBAHHOTO 000IOUKaMHU U3 oATUNAa B BUpyca, MPOUCXOASAINEro U3 ManyueHTa
(Tabmuua 34 u purypa S5). Kaxapiii BEKTOp 000JIOUKM COAEPIKAT U3OJISAT, OTOOPAHHBIN M3
OIHOTO MalMeHTa. Y YKa3aHHBIX BAPHUAHTOB BBIIBIISLIM CPaBHUMYHO 3(pPEeKTHBHOCTD U

LIMPUHY HEUTpaAIU3aLUu.

[0351] Tabmua 34. OxapakTepu3oBaHHAs aKTUBHOCTh HEHTpau3auy BapuanToB MAT

npotus BUY-1, ncepnorunuposansbix Env us usonaros noaruna B u3 nnasMel.

A A-1 | 1.52.64-1

HInpuna 2 87 % | 87 % | 86 %

Cpenunnas ICos, mxr/mu ? 1,72 [ 1,93 | 2,00

T'eomerpuueckoe cpeanee ICos, mxr/ma® | 2,26 | 2,23 | 2,94

2 [1lupuna npeacTaBisieT % BUPYCOB, HelTpamu3oBaHHbIX ¢ [C95 <50 Mkr/mn

Y CpeauHHOE M reoMETpHUECKOE cpeaHee 3HadeHus 1C95 paccumThIBaIU, HUCHOIB3YS
TosbKO BHPYCHI ¢ IC95 < 50 Mkr/ma
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Ipumep 11. IMonnomosiekyasipHas npoaudeparys T-kieTok U BeicBoboxkaenue 1L.2 in vitro.

[0352] OtBeTbl aHTHUTEN XO3fMHA NPOTHB JIEKapCTBEHHOro cpexnctsa (ADA) moryr
OTPULATENPHO BIMATh Ha 3(PQPEKTUBHOCTh M (HPAPMAKOKMHETHUKY TEPaNeBTUYECKUX
aHTUTEI, U 00Pa3YIOLINECs B PE3YJIbTATE 3TOrO UMMYHHBIE KOMIUIEKCHI MOTYT BBI3BIBATh
omaceHusi no nosony OesomacHoctu (Pratt KP. 2018. Antibodies. 7:19, Krishna M u
Nadler SG. 2016. Front. Immunol. 7:21). B pe3ynbrare, Obuin pa3paOoTaHbl aHAIU3bI
nposmgepanyu T-kieTok u BeicBoboxkaenus [L2 in vitro, Takue kak EpiScreen™ (Abzena
Ltd.), uToObI oneHNTH OOIMK MMMYHOT€HHBIH pPHCK OMOTepaneBTH4YecKuX cpeacts. C
nomotibto EpiScreen™ u3MepstOT BBI3BAHHOE OHMOTEPANEBTUYECKUMH CPEACTBAMHU
BeIcBOOOKAeHHe IL2 mocpencTBoM aHanmm3a METOAOM HMMMYHO(EPMEHTHBIX IMATEH
(ELISpot) u mnpomudepauuro T-KJIETOK MOCPENCTBOM BKMOYeHUs °H-TMMuMauHa B
KyJbTypbl obenHeHHbIX CD8+ T-xnerkamu nepsuunbix MKIIK, momyuenHsix w3 50
JOHOPOB, BBIOPaHHBIX KaK MpencTaBuTean auioTunos HLA, skcnpeccnpOBaHHBIX Cpenu
MHPOBOTO HaceNeHus. BBICOKOMMMYHOTeHHBIH OeNOK, TaKOH Kak IeMOLIMAaHUH JUM(BbI
yautku (KLH), OGyner Be3bIBaTH Kak BbicBOOOKAeHue IL2, Tak u mpomudepaunto T-
K1eTok y >80% nOHOpPOB, OmOOpeHHBbIE OMOTEparneBTHUECKHE CPEACTBA, TaKHe Kak
aneMTy3ymad 1 MHQIMKCHMA0, ¢ BHICOKUMHU YPOBHSIMH KIMHUYECKOH MMMYHOT'€HHOCTH
OynyT BbI3bIBaTH OTBET ¥ 25% - 40% MOHOPOB, TOrAa Kak OHOTeparneBTUYECKHE CPENCTBA
C HU3KMM MMMYHOT€HHBIM PHCKOM OOBIYHO BBI3BIBAIOT YAaCTOTY OTBETa AOHOPOB <10%.
Bbu10 NOKa3aHO, YTO YacToTa OTBeTa NOHOPOB B EpiScreen™ koppenupyer ¢ ypOBHIMU

xkinHmIeckoro ADA (Baker u Jones 2007. Curr. Opin. Drug Discov. Devel. 10: 219-227).

[0353] B tabnune 35 npencrasnensl pe3ysbTaThl aHau3a Epi Screen™ nuist manenu bNAb
npotuB gpl20, koTOphle OBUTM BPEMEHHO 3KCIPECCUPOBAaHBI B KieTkax Expi293 wu
OYMILEHBI C MPUMEHEHHEM OeJTka A U HKCKITF03HOHHON XpoMarorpadun. Takske moKka3aHbl
antuteno A33 u KLH B kadecTBe MOJOXKHUTENbHBIX KOHTPOJIEH. B MPOTHBOIOIOKHOCTD
UMMYHOTE€HHBIM O€JIKaM IOJIOKUTEJIBHOTO KOHTPOJIS, JJISI MHOJKECTBA HCCIIEIOBAHHBIX
antuten mnpotuB gpl20, Bkimowyas A-1, BBIIBWIM HEOOBIMHO BBICOKHE YPOBHHU
nponmdeparyiy T-KJIETOK, HO OTHOCHUTEJbHO HU3KHE YpPOBHH BBbICBOOOKmeHus IL2.
JIaHHBIN pe3yJbTaT YKa3bIBa€T HAa TO, YTO B OTCYyTCTBHE MHIIeHU A-1 u npyrue bNAb
npoTus gp120 MOryT HaNPsIMy!O CTUMYJIMPOBATh BKIIOUeHHe “H-TUMHANHA B TIEPBUYHbIE
MKIIK genoseka i vifro moCcpeiCTBOM HEU3BECTHOIO MeXaHu3Ma. [[aHHble HEN3BECTHBIE
MEXaHHU3MBbI, KOTOPBIE JIajiee HAa3bIBAIOT “TMOOOYHOIN aKTUBHOCTBIO , MOTYT MPEACTABIISITh

co00i HEeTOCTATOK € TOUKHU 3peHHsl 0€30MaCHOCTH, €CIIH OHU MEePeiayT i Vivo.

258



[0354] Tabmua 35. Pesynprarsl EpiScreen™ nnst 10 skcnpeccupoBansbix Expi293™

AT nporus gp120, uccnenosannsix Ha MKIIK u3 50 noHOpOB.

Bierrouenne BoicsoGoxkaenne | *H +
HaszBanue No JKCnpeccHpyrIAas SH- L2 A L2
AT napTuu JIMHUS KJIETOK THMHIHHA
(%) (%)
(%)

E 3 Expi293™ 16 6 4
A-1 3 Expi293™ 32 6 6
F 4 Expi293™ 60 10 10
G 4 Expi293™ 60 8 8
H 4 Expi293™ 50 14 12

I 3 Expi293™ 56 16 10
J 4 Expi293™ 6 14 4
K 4 Expi293™ 16 6 2
E-7 2 Expi293™ 14 10 2
E-6 2 Expi293™ 10 8 2
A33 H/T H/m 20 22 14
KLH H/T H/T 90 82 80

Uacrtora oreera (%) ykassiBacT Ha mpoueHT oT 50 JOHOPOB, V KOTOPBIX BBISIBUIM OTBETHI B
VKa3aHHBIX aHAIN3AX.

[0355] Tsoxenas w jerkas uerm anturen E, F, G, H, I, J, K, L, L-1, E-6 u E-7

npencraBieHbl B Tabauie 36.
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TABJIMIA 36. COIOCTABUMEIE/KOHTPOJILHEIE AHTUTEJA

HasBaHMn
e AT

[loclegoBaTEeNEHOCTE aMMHOKUCIIOT Tsxeson Lerm (HC)

[NocnenoBaTeNIbEHOCTE AMMHOKMUCIIOT
JIeTKoM Lernu

E

EVOLVESGGGLVKAGGSLILSCGVSNEFRISAHTMNWVRRVPGGGLEWVASISTSST
YRDYADAVKGREFTVSRDDLEDEFVYLOMHKMRVEDTATIYYCARKGSDRLSDNDPEDA
WGPGTVVTVSPASTKGPSVEPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGA
LTSGVHTEFPAVLOSSGLY SLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVK
FNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY KCKVSNKALPA
PIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQOGNVESCSVMHEALHNHY TOQKSLS
LSPGK (SEQ ID NO: 632)

DVVMTQSPSTLSASVGDTITITCRASQSIET
WLAWYQOKPGKAPKLLIYKASTLKTGVPSRE
SGSGSGTEFTLTISGLOFDDEFATYHCQHYAG
YSATFGOQGTRVEIKRTVAAPSVEIFPPSDEQ
LKSGTASVVCLLNNEY PREAKVOWKVDNALQ
SGNSQESVTEQDSKDSTY SLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSEFNRGEC
(SEQ ID NO: 643)

EVOLVQOSGTOMKEPGASVTISCVISGYEFVEILINWVRQVPGRGLEWMGWMNPRGG
GVNYARQFQGKVTMTRDVYRDTAYLTLSGLT SGDTAKY FCVRGRSCCGGRRHCNGA
DCENWDFQHWGQGTLVIVSPASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDY FPEP
VTVSWNSGALTSGVHTFPAVLQOSSGLY SLSSVVTVPSSSLGTQTY ICNVNHKPSNT
KVDKKVEPKSCDKTHTCPPCPAPELLAGPDVFLEFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY KC
KVSNKALPLPEEKT ISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQGNVESCSVLHEALH
SHYTQKSLSLSPGK (SEQ ID NO: 633)

YIGVTQSPAILSVSLGERVTLSCKTSQAITP
RHLVWHRQKGGQAPSLVMTGTSERASGIPDR
FIGSGSGTDFTLTITRLEAEDFAVYYCQCLE
AFGQGTKLETIKRTVAAPSVEIFPPSDEQLKS
GTASVVCLLNNEFYPREAKVOWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSENRGEC (SEQ
ID NO: 644)

EVOLVQSGTOMKEPGASVTISCVTSGYEFVEILINWVRQVPGRGLEWMGWMNPRGG
GVNYARQFQGKVTMTRDVYRDTAYLTLSGLT SGDTAKY FCVRGKSCCAGRRFCGPT
DCYNWDFAHWGQGTLVIVSPASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEP
VTVSWNSGALTSGVHTFPAVLOSSGLY SLSSVVTVPSSSLGTQTY ICNVNHKPSNT
KVDKKVEPKSCDKTHTCPPCPAPELLAGPDVEFLFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKC
KVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDI
AVEWESNGOPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWOOGNVESCSVLHEALH
SHYTQKSLSLSPGK (SEQ ID NO: 634)

EIVLTQSPGTLSLSPGETAIISCRTSQYGSL
AWYQQRPGQAPRLVIYSGSTRAAGIPDRESG
SRWGPDYNLTISNLESGDEFGVYYCQQYEFFG
QGTKVQVDIKRTVAAPSVEIFPPSDEQLKSG
TASVVCLLNNEYPREAKVOWKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADY EKHK
VYACEVTHQGLSSPVTKSENRGEC (SEQ
ID NO: 645)

QOVRLSQSGGOMKKPGDSMRISCRASGY EFINCPINWIRLAPGKRPEWMGWMKPRGG
AVSYARQLOGRVIMTRDMYSETAFLELRSLTSDDTAVY FCTRGKYCTARDYYNWDE
EHWGQGTPVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDY FPEPVTIVSWNS

EIVLTOSPGTLSLSPGETATITISCRTSQYGSL
AWYQQRPGOAPRLVIYSGSTRAAGIPDRESG
SRWGPDYNLTISNLESGDEGVYYCQQYEFFG
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TABJIMIA 36. COIOCTABUMEIE/KOHTPOJILHEIE AHTUTEJA

HasBaHMn
e AT

[loclegoBaTEeNEHOCTE aMMHOKUCIIOT Tsxeson Lerm (HC)

[NocnenoBaTeNIbEHOCTE AMMHOKMUCIIOT
JIeTKoM Lernu

GALTSGVHTFPAVLOSSGLY SLSSVVIVPSSSLGTQTY ICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPELLAGPDVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE
VKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEY KCKVSNKAL
PLPEEKTISKAKGOQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESN
GOPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWOQOGNVESCSVLHEALHSHY TQOKS
LSLSPGK (SEQ ID NO: 635)

QGTKVQVDIKRTVAAPSVFIFPPSDEQLKSG
TASVVCLLNNEYPREAKVOWKVDNALQSGNS
QESVTEQDSKDSTY SLSSTLTLSKADY EKHK
VYACEVTHQGLSSPVTKSENRGEC (SEQ
ID NO: 646)

RVOLVESGGGVVQPGKSVRLSCVVSDEFPEFSKYPMYWVRQAPGKGLEWVAATISGDAW
HVVYSNSVOQGRFLVSRDNVKNTLY LEMNSLKIEDTAVYRCARMFQESGPPRLDRWS
GRNYYYYSGMDVWGQGTTVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQTY ICNVNHKP
SNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVEFLEFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPLPEEKTISKAKGOQPREPOQVYTLPPSREEMTKNQVSLTCLVKGEYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFEFFLY SKLTVDKSRWQOGNVESCSVLHE
ALHSHYTQKSLSLSPGK (SEQ ID NO: 636)

DIVMTQTPLSLSVIPGOQPASTISCKSSESLRQ
SNGKTSLYWYRQKPGOSPOLLVEEVSNRESG
VSDREVGSGSGTDEFTLRISRVEAEDVGEYYC
MQSKDFPLTEFGGGTKVDLKRTVAAPSVETEP
PSDEQLKSGTASVVCLLNNEYPREAKVQWKV
DNALQSGNSQESVIEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSENRG
EC (SEQ ID NO: 647)

QEQLVESGGGVVQPGGSLRLSCLASGEFTFHKYGMHWVRQAPGKGLEWVALISDDGM
RKYHSDSMWGRVTISRDNSKNTLY LQFSSLKVEDTAMFFCAREAGGPTIWHDDVKYY
DENDGYYNYHYMDVWGKGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKD
YFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTY ICNVNH
KPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVEFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPLPEEKTTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGE
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVESCSVL
HEALHSHYTQKSLSLSPGK (SEQ ID NO: 637)

QSALTQPASVSGSPGQTITISCNGTSSDVGG
FDSVSWYQQSPGKAPKVMVEDVSHRPSGISN
RESGSKSGNTASLTISGLHIEDEGDYFCSSL
TDRSHRIFGGGTKVTVLGQPKAAPSVTLEPP
SSEELOANKATLVCLISDEYPGAVTVAWKAD
SSPVKAGVETTTPSKQSNNKYAASSYLSLTP
EOWKSHRSYSCQVTHEGSTVEKTVAPTECS
(SEQ ID NO: 648)

QVQOLVQSGAEVKKPGSSVKVSCKASGNSEFSNHDVHWVROATGOQGLEWMGWMSHEGD
KTGLAQKFQGRVTITRDSGASTVYMELRGLTADDTATIYYCLTGSKHRLRDYFLYNE
YGPNYEEWGDYLATLDVWGHGTAVTVSSASTKGPSVEFPLAPSSKSTSGGTAALGCL
VKDY FPEPVTVSWNSGALTSGVHTFPAVLOSSGLY SLSSVVTVPSSSLGTQTYICN
VNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVEFLEFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW

EVVITQSPLFLPVIPGEAASTL.SCKCSHSLQH
STGANYLAWYLQRPGOTPRLLTHLATHRASG
VPDRESGSGSGTDEFTLKISRVESDDVGTYYC
MOQGLHSPWTEFGQGTKVEIKRTVAAPSVETIEP
PSDEQLKSGTASVVCLLNNEYPREAKVOWKV
DNALQSGNSQESVITEQDSKDSTYSLSSTLTL
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TABJIMIA 36. COIOCTABUMEIE/KOHTPOJILHEIE AHTUTEJA

HasBaHMn
e AT

[loclegoBaTEeNEHOCTE aMMHOKUCIIOT Tsxeson Lerm (HC)

[NocnenoBaTeNIbEHOCTE AMMHOKMUCIIOT
JIeTKoM Lernu

LNGKEYKCKVSNKALPLPEEKT ISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLV
KGEFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFLY SKLTVDKSRWQOGNVESC
SVLHEALHSHYTQKSLSLSPGK (SEQ ID NO: 638)

SKADYEKHKVYACEVTHQGLSSPVTKSENRG
EC (SEQ ID NO: 649)

QVQLVQSGGOMKKPGESMRISCRASGYEFIDCTLNWIRLAPGKRPEWMGWLKPRGG
AVNYARPLOGRVIMTRDVYSDTAFLELRSLTVDDTAVY FCTRGKNCDYNWDEEHWG
RGTPVIVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALT
SGVHTFPAVLOSSGLY SLSSVVITVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSC
DKTHTCPPCPAPELLGGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEY KCKVSNKALPAPT
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSEFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHY TQKSLSLS
PGK (SEQ ID NO: 639)

EIVLTOSPGTLSLSPGETATITISCRTSQYGSL
AWYQORPGOAPRLVIYSGSTRAAGIPDRESG
SRWGPDYNLTISNLESGDEGVYYCQQYEFFG
QGTKVQVDIKRTVAAPSVFIFPPSDEQLKSG
TASVVCLLNNEYPREAKVOWKVDNALQSGNS
QESVTEQDSKDSTY SLSSTLTLSKADY EKHK
VYACEVTHQGLSSPVTKSENRGEC (SEQ
ID NO: 650)

QVQLVQSGGOMKKPGESMRISCRASGYEFIDCTLNWIRLAPGKRPEWMGWLKPRGG
AVNYARPLOGRVTMTRDVYSDTAFLELRSLTVDDTAVY FCTRGKNCDYNWDFEHWG
RGTPVIVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALT
SGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEY KCKVSNKALPAPT
EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLS
PGK (SEQ ID NO: 640)

EIVLTQSPGTLSLSPGETAITISCRTSQYGSL
AWYQORPGQOAPRILVIYSGSTRAAGIPDRESG
SRWGPDYNLTISNLESGDFGVYYCQOQYEFFG
QGTKVQVDIKRTVAAPSVEFIFPPSDEQLKSG
TASVVCLLNNEYPREAKVOWKVDNALQSGNS
QESVTEQDSKDSTY SLSSTLTLSKADYEKHK
VYACEVTHQGLSSPVTKSFNRGEC (SEQ
ID NO: 651)

EVOLVESGGGLVKAGGSLILSCGVSNFRISAHTMNWVRRVPGGGLEWVASISTSST
YRDYADAVKGREFTVSRDDLEDEFVYLOMHKMRVEDTATIYYCARKGSDRLSDNDPEFDA
WGPGTVVTVSPASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGA
LTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELLGGPSVFLLPPKPKDTLMISRTPEVTCVVVDVSHEDPEVK
FNWYVDGVEVHNAKTKPPEEQYNSTLRVVSILTVLHQDWLNGKEY KCKVSNKALPA
PIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWE SNGQ
PENNYKTTPLVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVLHEALHSHYTQKSLS
LSPGK (SEQ ID NO: 641)

DVVMTQSPSTLSASVGDTITITCRASQSIET
WLAWYQOKPGKAPKLLIYKASTLKTGVPSRE
SGSGSGTEFTLTISGLOFDDFATYHCQHYAG
YSATFGQGTRVEIKRTVAAPSVEIFPPSDEQ
LKSGTASVVCLLNNEY PREAKVOWKVDNALQ
SGNSQESVTEQDSKDSTY SLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSENRGEC
(SEQ ID NO: 652)
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TABJIMIA 36. COIOCTABUMEIE/KOHTPOJILHEIE AHTUTEJA

HasBaHu | locnenoBaTeIbHOCTE aMMHOKMCIIOT Tsixesion Lermm (HC) [NocnenoBaTeNIbEHOCTE AMMHOKMUCIIOT
e AT JIeTKoM Lernu
E-7 EVOLVESGGGLVKAGGSLILSCGVSNFRISAHTMNWVRRVPGGGLEWVASISTSST | DVVMTQSPSTLSASVGDTITITCRASQSIET

YRDYADAVKGRFTVSRDDLEDEVYLOMHKMRVEDTATYYCARKGSDRLSDNDPEDA
WGPGTVVIVSPASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGA
LTSGVHTEFPAVLQOSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELVGGPSVEFLLPPKPKDTLMISRTPEVICVVVDVSHEDPEVK
FNWYVDGVEVHNAKTKPPEEQYNSTLRVVSVLTVLHQDWLNGKEY KCKVSNKALPA
PIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGQ
PENNYKTTPLVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVLHEATLHSHYTQKSLS
LSPGK (SEQ ID NO: 642)

WLAWYQOKPGKAPKLLIYKASTLKTGVPSRE
SGSGSGTEFTLTISGLOFDDEFATYHCQHYAG
YSATFGOQGTRVEIKRTVAAPSVEIFPPSDEQ
LKSGTASVVCLLNNEY PREAKVOWKVDNALQ
SGNSQESVTEQDSKDSTY SLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSEFNRGEC
(SEQ ID NO: 653)
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[0356] Jlns Toro 4toObl Jydie MOHSITh HEOKUIAHHYI MOOOYHYIO aKTUBHOCTH A-1, MBI
nposenu Bropoi aHanu3 EpiScreen Ha A-1 u BapuaHTax, ONMMCaHHBIX B TAaHHOH 3asBKe, O€3
yKa3aHHOro MoruBa N72-CBSI3aHHOIO TJIMKO3WJIMPOBaHUSA B jerkoi uenu A-1. Jlng Toro
9TOOBI ONPEAEITUTD, MOTY T JIU HI3MEHEHHUSI 3ABUCUMOTO OT XO3sTMHA SKCIPeCcCHu cocraa N72-
CBSI3aHHBIX TJIMKAHOB (mpumep 14, HIDKE) MOBIUATH HA MOOOYHYIO aKTUBHOCTH A-1, Oenku
st Broporo ananmm3a EpiScreen skcnpeccupoBamu B nunun kietok ExpiCHO™ BmecTo
muHun KieTok Expi293™. PesynbraTel manHoro anamms3a EpiScreen™ npencraBieHbl B
tabnune 37. J{nst anturena A-1, skcnpeccupoBanHoro B tuHuM kietok ExpiCHO, BesiBrmm
Oonee Huszkue yposuu npomudeparuu T-kierok (16%), uem mist A-1, s3KCrIpecCupOBaHHOTO
B KieTkax Expi293 (32%), no3Bounsis MpeAnonoxkuTh, YTO 3KCIIPECCUPYIOIIAsk JIMHUS KIETOK
U CBsA3aHHBIE C HEHl W3MEHEeHHsl cocTaBa N72-CBSI3aHHBIX INIMKAaHOB MOTYT OKa3blBaTh
BIMSHUE Ha MpeArnoyiaraeMyto NoOOYHYK aKTHBHOCTh, Habmomaemyro B EpiScreen™.
Heoxupmanno, nnsi Bcex BapuaHToB aHtutena A-1 0e3 caiita N72-CBsI3aHHOrO
IJIMKO3WJIMPOBAHUS B JIETKOW IIETIM aHTHTENA BBIIBIIM ropasno Ooniee BBICOKHE YPOBHH
nposudepariu T-knerok. ITonydeHHbIE pe3yabTaThl MO3BOJISIOT MPEANOI0KUTh, YTO COCTAB
N72-cBsa3aHHBIX ITUKaHOB Fab MoeT urpath poib B MOAYJSILIMU MOOOYHOH aKTHBHOCTH
nponudeparu T-KJI€TOK, HO 4YTO ynajenue N72-cBsizaHHOro rimkaHa Fab ycunuBaer

NMOOOYHYHO aKTHBHOCTb.

[0357] Tabmuua 37. Pesynbratel Epi Screen™ niist 7 skcnpeccupoBansbix B ExpiCHO™ AT

npotus gpl20, nuccnenosanubix Ha MKIIK 13 50 noHOpoB.

BxuroueHue
BricBoGo:xkaenue | SH +
Ne DKcnpeccupy romas SH-
Hazsanue 112 IL2
napTHu JIUHHUSA KJIETOK THMHMAMHA
(%) (%)
(%)

A-1 6 ExpiCHO™ 16 6 4
1.1.10-1 2 ExpiCHO™ 32 6 6
1.1.42-1 2 ExpiCHO™ 60 10 10

1.33.32-1 3 ExpiCHO™ 60 8 8
1.1.54-1 2 ExpiCHO™ 50 14 12
1.37.51-1 2 ExpiCHO™ 56 16 10
1.8.52-1 2 ExpiCHO™ 6 14 4
A33 v/ /T 16 6 2
KLH H/T1 H/T1 14 10 2
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UYacrora orsera (%) yka3bBacT Ha IPOLEHT OT 50 JOHOPOB, YV KOTOPHIX BBISIBHIN OTBETH B YKA3aHHBIX

aHaIu3ax.

[0358] ITockonbky B ananmu3se Epi Screen™ mmepsiroT BntoueHue 3H-TUMUIHA B KYJIBTYPBI
nepBuuHeix MKIIK, BO3MOXHO, 4TO B OTCyTCTBHE BBICBOOOKAEHMs IL2 moOouHble
aKTUBHOCTH, Habmopmaemble Ui A-1 U €ro BapuaHTOB, MOTYT BKJIIOYATh MPOJIH(EPALHIO
moboro tumna kierok, npucyrcreyromux B MKIIK (Hanpumep, nponudeparuio B-kinerok
Bmecto nponudepannn T-knerok). Jns Toro yToOBI ONpeneNuTh, CTUMYJHUPOBAIN JIH
noiyueHHsle 13 ExpiCHO™ A-1 u ero Bapuantsl 0e3 N72-rmukana nponudepanmo T-
KJIETOK, MBI 3aTeM npoBoamwin aHanmus EpiScreen™, npumensist mubo obennennbie CD8+ T-
kierkamu MKIIK, mi6o obeqnennbie CD8+ u CD4+ T-knetkamu MKIIK, B3siThie U3 TEX ke
10 noHopoB. Jluist oTpULIaTeIbHOrO KOHTPOJIS MblI BBIOpaH nosydenHoe 13 Expi293 antureno
L, anst KOTOpOro paHee BBISIBUIIM HU3KYHO YacTOTy orBeTa AO0HOpOB B EpiScreen™ (cm,,
Haripumep, WO 2017/106346). Pe3dynbTaThl AaHHOTO aHajM3a MOKa3aHel B Tabimie 38.
TlonyueHHbIE PE3yNbTaThl SIBHO TOKA3BIBAKOT, YTO YPOBHM BKJFOYEHMs °H-TuMmmuHa
cHmwkaroTcst B orcytcrBue CD4+ T-knetok. JlaHHbIE pe3ysibTaThl MOKA3bIBAKOT, YTO MOOOYHAST
aKTHBHOCTb, Habmomaemast 1t A-1 ¥ ero BapHaHTOB, 3aBHCUT OT MPUCYTCTBUS T-KJIETOK.
Tak xax BHUY uHpuUUupyeT M CO3MaeT JATEHTHBIH pe3epByap B T-kieTkax, moOo4yHas
BbI3BaHHAsl aHTUTEJOM mpotuB gpl20 mponmudeparnust T-kJIETOK MOTEHIUATBHO MOXKET
pacuupsiTh pesepByap BUU-1, u, cnenoBarebHO, OyIeT HeKeNnaTeIbHa B PAMKAX CTPATEerHu

neuenust BUY, npenHasHaueHHON Ay yMeHblLIeHus pesepByapa BUY-1.

[0359] Tabmuna 38. Pesynbratel EpiScreen™ mnist 3 AT npotus gpl20, uccienoBaHHbIX Ha

MKIIK u3 10 nonopos B npucyrcteun (+CD4) i orcyretue (-CD4) CD4+ T-knerok.

Bkarouenue SH- | BkiroueHue
Ne JKcnpeccHupyomasi
HasBanue THUMH/AHMHA, SH-TumuauHa,
napTuu JHUHHSA KJIETOK
+CD4 (%) -CD4 (%)

A-1 6 ExpiCHO™ 40 0
1.1.54-1 2 ExpiCHO™ 40 10
L 3 Expi293™ 0 0

UYactoTa otBera (%) ykassBacT Ha MPOLEHT 0T 10 JOHOPOB, Y KOTOPHIX BHISIBUIN OTBETH B YKA3aHHBIX

aHaIu3ax.

[0360] Hanee B npuMepe 15 onncano, 4T0 MONEKYJISIPHBINA COCTaB N72-CBA3aHHBIX ITIMKAHOB
nerkoil nermm A-1 u HaOmonmaemast B 3aBUCHMOCTH OT 3TOro (papMakOKHHETHKAa MOTYT
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KapAWHAJIbHO U3MEHATBCS B 3aBUCUMOCTH OT XO35IMHA SKCIPECCUU U UTOTOBOTO COMEPKAHUS
cnamumpoBanus N72-CBA3aHHOTO TiMKaHa Jierkoil nenn Fab. Ha ocHoBaHMM pe3ynbTaToB
anam3os EpiScreen, npeacraBineHHbIX B TaOaHnIax 35 - 38, Mbl BBIABUHYJIH NPENIIONOKEHNE,
YTO MOJIEKYJISIpHBINA cocTaB N72-CBsI3aHHBIX TJIMKAHOB JIETKOM 1ernu A-1 MOKET BHOCUTH
BKJIQ B HaOMIOAaeMyr0 MOOOYHYI0 aKTUBHOCTH mpojudeparmu T-KJI€TOK, ONMUCAHHYIO B
TaHHOM 3asBKe. [yl MpOBEPKU NAaHHOHN MIen Mbl 3aTeM mnposenn aHaimu3 EpiScreen va 10
JOHOpAax, MO3BOJSIFOINUI M3MEPHUTh Mposudepanuio T-KIeTOK, MPUMEHs MPOUCXOASIINE
m6o u3 ExpiCHO, mu6o u3 CHO-S A-1 unm ero Bapuantel. B npumepax 14 u 15 onucaso,
yro y mnpoucxomsimero w3 CHO-S A-1 Obuto 3HaunTeNnbHO OOJbBINEE CONEpIKAHUE
cuanunupoBanus N72-rnukaHa, deMm y npoucxopsmiero n3 Expi293 ™ pmun ExpiCHO™
marepuana. Pesynpratel qannoro EpiScreen mokasanbl B Tabnuie 39. Jlns anturen A-1 u
1.1.90-1, »skcnpeccupoBanHbix B JuHMH kieTok CHO-S, He BbsiBWIM MOOOYHOM
npomudeparnu T-xieTok. XOTs KOJUYECTBO IOHOPOB B JAHHOM CKPUHHUHIOBOM aHAJN3€
ObUIO  MajblM, TOJNyYeHHbIE pPe3yJbTaThl NPHUBEIM K  IPEANOJOKEHHIO,  YTO
sKcnpeccupyromas A-1 JIMHUA KJIETOK U CBS3aHHBIN ¢ Hell cocTaB N72-CBA3aHHBIX INIMKAHOB
JIErKOH LIeTTH MOXKET He TOJBKO MOIYJIHPOBaTh (hapMaKOKMHETHKY, HO TAKXK€ MOAYJIMPOBATh

HaOmonaemyo B ananuse EpiScreen™ noGOYHYO aKTUBHOCTb.

[0361] Tabmuua 39. Pesynpratel  EpiScreen™ mnponudepanuun  T-knetok s 6
skcnpeccupoBanHbix B ExpiCHO™ wmun CHO-S AT npotus gpl20, ucciaeqoBaHHBIX Ha

MKIIK u3 10 noHOpOB.

Hassamme No dxcnpeccupywmas | Briarouenne 3H-
NapTHH JIMHMS KJIETOK TumuauHa (%)

1.1.54-1 6 ExpiCHO™ 40
L-1 2 CHO-S 20
1.1.111-1 2 CHO-S 30
1.1.90-1 3 CHO-S 0
B-1 2 CHO-S 20
A-1 18 CHO-S 0
DKceHaTug H/T H/T 40
KLH H/T H/T 60

UYacToTa otBera (%) ykassBacT Ha OPOLECHT OT 10 JOHOPOB, Y KOTOPBIX BEISIBHIIH OTBCTHI B

YKa3aHHbIX aHa/Inu3ax.
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[0362] Ha ocHOBaHNYM mpenBapUTENBHBIX PE3YJIbTATOB, MPEICTABIEHHBIX B Tabmue 39, Mbl
3arem nposesin aHau3 EpiScreen™ miist 50 noHOpoB Ha maHe T u3 7 aHTUTEN NpoTuB gp 120,
BKJIFOUasi A-1 M €ro BapuaHThl, SKCIpeccupoBaHHbIX B THHUAX KieTok ExpiCHO nnmn CHO-
S. Pe3ynpraThl DAaHHOTO CKPUHMHIOBOTO aHaiW3a MpeacTaBieHbl B Tabiumme 40 wu
MOKa3bIBAIOT, YTO U1 A-1 MPOAEMOHCTPUPOBAIN OUeHb HU3KYIO mpomudepaunto T-kiaeTok
u BeicBOOOkeHue [L.2, korma ero mosyvruty, ucrnonb3yst JuHuu kierok CHO-S, koropbie
NO0aBJISIOT  BBICOKUH  YPOBEHb CHAJIOBOM  KHUCIOTBI B CalT N72-CBSI3aHHOTO
TTIMKO3WIIMPOBAaHUs Jierkod 1enu (cMm. mpumepbl 14 - 15). IlonmydeHHble pe3yJbTaThI
JONOJHUTENIBHO AEMOHCTPUPYIOT, UTO BbIOpaHHBIE BApHAHTHI A-1 JONOJHUTENBHO CHUIKAIN

ypoBHH nponudepanny T-KIeToK, Koraa ux Moxydalid U UCCIeIOBAIA TaKUM ke 00pa3oMm.

[0363] Tabmuna 40. Pesynpratet EpiScreen™ mnist 7 AT npotus gpl20, uccienoBaHHbIX Ha

MKIIK u3 50 noHOpOB.

BoicsoGokaenue | SH +
Ne Okcnpeccupyomas | Bruarouenne 3H -
Ha3Banue IL2 IL2
NApTHH JIMHUSA KJIETOK TumuanHa (%)

() (%)
1.1.64-1 5 CHO-S 36 6 2
A-1 27 CHO-S 10 0 0
1.52.64-1 3 CHO-S 4 4 0
3.1.5-1 3 CHO-S 28 6 4
2.3.5-1 3 CHO-S 28 2 0
1.1.10-1 3 ExpiCHO™ 22 10 4
L-1 7 CHO-S 12 4 2
DKCceHaTuq H/TI H/TI 38 20 10
KLH H/TI H/TI 98 94 92

UYacrota orsera (%) yka3bBacT Ha NpOLEHT OT 50 JOHOPOB, V KOTOPEIX BBISIBHIN OTBETH B YKA3aHHBIX

aHaIu3ax.

TIpumep 12. AHanu3bl CBSI3LIBAHUS i1 VIlTO.

[0364] dapmakokuHetnka (PK) u dapmakomuHamuka (DJI) TepaneBTHUECKHUX AHTHTEN
OIOCpeNOBaHa CIEUU(PUUECKUM CBS3BIBAHHEM C LEJIEBBIMU O€JKaMH TOCPEACTBOM
BaprabeNbHBIX JOMEHOB W/WiH cBsi3biBaHNeM ¢ Fc-ramma penenrropamu (FcyR) Ha knetkax
BPOXKIEHHOTO MMMYHHUTETA, ¢ HeOHaTanbHbIM Fc-penenropom (FcRn) Ha sHpoTenuanbHbIX
kjeTkax u ¢ 6enkom kommiementa Clq B kpoBotoke (Nimmerjahn u Ravetch. 2008. Nat.

Rev. Immunol. 8:34-47, Rogers u ap. 2014. Immunol. Res. 59:203-210, Kuo TT u Aveson
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VG. 2011. MABs 3:422-430). 'enHas uHXeHepuUs1 BapraOebHOro JOMeHa Win foMeHa Fc
AQHTUTEJIA MOXKET BJIMSTH HA CBSI3bIBAHME C JAHHBIMU perentopaMu U BiusATh HAa PK u OJI.
CrnenoBaTenpHO, MBI OLEHUJIM OTHOCHUTENbHYIO a(pQPUHHOCTb BBIOPAHHBIX AaHTUTEI,
OIMCAHHBIX B IAHHOH 3as1BKE, MPUMEHSISI pa3IMIHble OOBIYHbIE AHAJIN3bI CBSA3BIBAHMSA 71 Vitr 0,
BKJIFOYAsE  IOBEPXHOCTHBIH  Iua3MoHHbIM  pe3onanc (IIMIP) wu  TBepmodasnbIit

uMMyHO epMeHTHbIH aHann3 (ELISA).

[0365] Koncranter guccormatmu (KD) cBsi3bIBaHUSI i VifrO BBIOPAHHBIX QHTHTEJ,
OINMUCAHHBIX B TAHHOM 3asiBKe, ¢ Fe-csa3pBatommmu peuenropamu (FcyR, FcRn) uenoseka u
SIBAHCKOTO Makaka (Cyno) onpenensuiy, npuMeHsis 6rnocencop Biacore 4000 moBepxHOCTHOTO
rua3moHHoro pe3onanca (IIITP) u cencopnple uunbl 6o C1, mu6o CM4 (GE Healthcare).
buotnnmnmposansbiii FcRn yenoseka npuobpetanu B Immunitrack. buotnHummpoBanHbie
FcRn siBanckoro makaka u FcyRIIIB-NA1 u FcyRIIIB-NA2 genoseka npuobpetanu B Acro
Biosystems. FcyRIIA-167H, FcyRIIA-167R, FcyRIIA-176F, FcyRIITIA-176V, FeyRIIB/C,
FcyRI uenosexa u FcyRI, FcyRIIA, FeyRIIB u FcyRIII siBancKOro mMakaka npuodOpeTanu B
R&D systems.

[0366] JHnsa  anamu3oB  ces3biBaHMA  FcRn  ugenoseka, 600 RU  crpenraBuanna
UMMOOWMJIM30BAJI 110 aMHUHOTPYIIE ¢ CeHCOpHbIM yunoM Cl, mpuMeHsst CTaHAAPTHYIO
koHbroTanuio ¢ momoinbio NHS/EDC. Bydep mist uMmoOummi3auu npeactaiisii codoii @BP
+ 0,005% TBUH 20, pH 7,4. CTpenTaBuauH Moay4asu npu KoHueHTparmu 50 Mxr/mi B 10
MM NaAc, pH 4,5. Drarmb! akTHBaMKU, KOHBIOTAMA U OJIOKUPOBAHUSI IPOBOAMIIN B TCUCHUE
10 munyT, Kaxnaeii npu 10 Mxia/MuH. buotnanmposanHbiii FcRn denoBeka Obu1 3axBaueH
1o ypoBHsi ipubmsurenbHo 20 otHocuTenbHbIX enunul (RU). UccnenoBanu cBsi3bIBaHMe
obpasuoB MAT A-1, A u 1.52.64-1 ¢ noBepxHOCTBIO ¢ FCRn, mpuMeHsist cepuro IBYKPaTHBIX
pasBeneHnii kKoHUeHTpauuu 10 1 MkM. PesynbraTer cobupamu npu pH 6,0 u pH 7,4 B Tpex
NoBTOpax. Pe3ynbTaTel OTBETa B PaBHOBECHOM COCTOSIHMM ANIIPOKCUMHUPOBAIN MPOCTOU

WU30TE€PMON CBSI3bIBAHUS.

[0367] FcyRIIA u FcyRIIIA uenoBexa MUMMOOMIM30BAJIH 10 aMHUHOTPYIITE TP 4 pa3IMYHbIX
iotHOCTsIX (pudmmsuTensHO 100 RU, mpubmmsurensHo 250 RU, npubmsurensrao 375 RU
u npudbmusutensHo 725 RU) Ha ceHcoprom uurne CM4. HccnenoBanu CBSI3bIBAHHE TPEX
obpasuos MAT B nonsuxxaoM Oydepe ®BP pH 7,4 + tBun 20 (0,005%) B cepuu AByKpaTHBIX
pa3Benenuii konuentpauuu 10 1 MkM. Kaxnyro ceputo konuentpauuii MAT uccnenosanu

IOBAKIbI HA MOBEPXHOCTSX C KaKIOW W3 4 TUIOTHOCTEW pelenTopoB, MOJIyduB 8 HaAOOpOB
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PE3YJIbTATOB JIA KAXKAOTIO BSaPIMOI[efICTBI/IH. PeBy.]'[bTaTbI OTBE€TA B paBHOBECHOM COCTOsHHUU

AMMNpOKCUMHUPOBAIN IPOCTON U30TEPMOI1 CBSA3BIBAHUS.

[0368] FcRIIB/C 4denoBeka MMMOOWIN30BAJIN IO AMUHOTPYIIIE ¢ CEHCOpHBIM ynniom CM4
npu Tpex pasnuuHbXx ypoBHAX (50, 400 u 800 RU). Hccnenosanu tpu MAT, ucnonssyst 2
MKM B KadecTBe HaWOOJbIICH KOHIEHTPALMU B CEPUU ABYKPATHBIX passeneHuil. Cepuro
KOHLICHTpALUi UCCIEAOBAINA B TPEX MOBTOpaxX IUIsl KAXAOr0 aHTUTENA HA MOBEPXHOCTSAX C
HU3KOU, CPEAHEN U BBICOKOHN TUIOTHOCTBIO PELIENTOPOB. Pe3ynbpTaTel OTBETA B PABHOBECHOM

COCTOSAHUU alllIPOKCUMUPOBAIIN HpOCTOfI HSOTepMOﬁ CBsA3bIBaAHHA.

[0369] s Toro urobbel ompenenuth adduuaOocTH CBsizbiBaHUS ¢ FCyRIIIB uenoseka,
KaXJ10€ TECTHPYEMOE aHTHTENO MMMOOMIN30BAIN MO AMUHOTPYIIE C CEHCOPHBIM YUIIOM
CM4 mpu nByx miotHocTsax (mpubmusurensHo 100 RU u npubmusutensuo 800 RU).
HccnenoBanmu ceszbiBanue oOpasnoB FcyRIIIB uenoBeka, MCHONB3ys CEPUI0 ABYKPATHBIX
pasBenenuii koHueHtpauuu A0 0,5 MxM. Pe3ynbTaTel OTBETa B paBHOBECHOM COCTOSIHUU

AnMpOKCUMUPOBAIU MTPOCTON U30TEPMON CBA3BIBAHUS.

[0370] Jnst Toro uroOel onpenenuts apduHHOCTH cBsA3bBaHUs ¢ FCyRI uenoeka, kaxmoe
TECTUPYEMOEe aHTUTEJI0 NMMOOHIIM30BAJIN TI0 aMHHOTPYIIE ¢ CeHCOpHBIM unnoM CM4 npu
aByx mioTHOCTsX (mpubmusurensHo 100 RU u mpubnusurtensao 800 RU). Hccnenosanu
cessbiBanue FcyRI venoBeka, HCTONB3YsI CEPUIO IBYKPATHBIX THTpOoBaHui (3 HM u 30 HM).

OTBeThI anMpPOKCUMHUPOBAIH TPOCTON KUHETUYECKONH MOJEINbIO.

[0371] Jlnst Toro 4toObl onpenenuTh ahGUHHOCTH CBsi3bIBaHMs ¢ FCRn siBAaHCKOro Makaka,
600 RU crpenraBuariHa MMMOOWIM30OBAIN 10 aMHUHOTpPYMIE ¢ CeHCOpHbIM ymmioMm Cl,
NPUMEHsISI CTAHAAPTHYIO KOoHBbroTauio ¢ nomouisbio NHS/EDC. Bydep ans nmmoOuim3anum
npexacrasisi coboit BP + 0,005% teuna 20, pH 7,4. CtpentaBUAMH MOJyYaIH TPH
koHueHtpauu S0 Mkr/min B 10 MM NaAc pH 4,5. Drtanbsl akTUBalUU, KOHBIOTALUU U
OnmokupoBaHUsi mTpoBOMMWIM B TedeHHe 10 MuHYT, Kaxapii npu 10 MKJI/MHH.
buorununupoBanubiii FCRn cyno Obut 3axBadeH no ypoBHsi mpuOmusutenbHo 20 RU.
Hccnenosanu cBA3bIBAHUE aHTUTEI C TOBEPXHOCTBIO ¢ FCRn, npumeHsist cepuo AByKpaTHBIX
pasBeneHnii kKoHUeHTpauuu 10 1 MkM. Pesynbrarer cobupamu npu pH 6,0 u pH 7,4 B Tpex
NoBTOpax. Pe3ynpTaTel OTBETa B PABHOBECHOM COCTOSIHMM aNNPOKCUMHPOBAJIU IMPOCTOM

HU30TE€PMON CBSI3bIBAHUS.

[0372] Jst Toro utoObl onpenenuth adunuocTu cesizbiBanus ¢ FCyRIIA, FcyRIIB, FeyRIIT
u FcyRI sBaHCKOro Mmakaka, Kakgoe TECTUPYeMOe AaHTUTEIO HMMMOOWIHN30BAIN TI0
aMHUHOTPYyIIe ¢ CeHCOpHBbIM ynroM CM4 mipu 1ByX mioTHocTsX (mpubmmsurensao 100 RU

269



[0373]

u npubmmsutensao 800 RU). FcyRITA u FeyRIIB cyno nccnenosanu B cepuy ABYKPATHBIX
koHueHTpauui 10 1 MkM. FcyRIII uccnenoBanu B AByKpaTHbIX KOHLEHTpaUusax 10 S00 HM.
UccnenoBanu cesaszbiBanue FcyRI cyno, ncnons3yst nByxstanHoe tutpoBanue (3 HM u 30
HM). Pesymbratel orBeta ansi FcyRIIA, FcyRIIB, FcyRIII B paBHOBECHOM COCTOSIHUM
uzorepmoit  cBs3piBaHus.  OrtBerel g FcyRI

aNmnpoOKCUMUPOBAIN  MOPOCTOM

anInpOKCUMUPOBAJIH IPOCTON KMHETUYECKOH MOJIENBIO.

TloaHbiin Ha6op KOHCTAHT CBA3bIBAHUA, OIMPEACTICHHBIX C IOMOIIBIO MMOBEPXHOCTHOI'O
wiasMoHHOro pesoHaHca (IIIIP), mokasan B Tabsuue 41. Pe3ynbraThl MOKa3bIBAIOT, YTO
BAapUAHTbl aHTUTECJIA A ¢ reHeruuecku CKOHCTPYUPOBAHHBIMHU OOMCHAMU Fc MPOSABIIAIOT

NOBBIIIEHHYI0 appuHHOCTh cBs3biBaHUA ¢ Oenkamu FcyR m FcRn kak denoBeka, Tak u

ABaAHCKOI'O MaKaka.

[0374] Tabmuua 41. Koncrantel cssbiBanus (KD) ¢ Fc-penenTopom, ompeneneHHbie ¢
nomotsto T1T1P.
Tun/annens Fe-penentopa A A-1 1.52.64-1
FcyRI uenoseka 0,107 £ 0,040 uM | 0,002 = 0,002 1M | 0,0012 + 0,0005 uM
FcyRI Cyno 0,038 £ 0,016 aM | 0,005 £ 0,004 uM | 0,005 + 0,003 kM
FcyRITA-167H uenoBeka 1,8 £0,5 MM 131 +22 uM 221+£21 uM
FcyRITA-167R uenoBeka 3+ 1 MM 130+ 9 uM 199 £21 uM
FcyRITIA Cyno 2000 £+ 1000 aM 1100 + 80 uM 1180 + 60 1M
FcyRIIB uenoseka 11+£0,8 MM 1,6 £ 0,2 MmxM 1,9+ 0,2 MM
FcyRIIB Cyno 895 £ 50 eM 240 £ 9 gM 280+ 32 sM
FcyRIITA — 176V yenoBeka 670 £ 40 kM 59 +4 uM 67 + 6 ’tM
FcyRIITA — 176F uenoBeka 2,3+ 0,6 vkM 52 +4 uM 63 + 5 kM
FcyRIIIB — NA1 genoBeka 2000 + 1000 1M 59 +9 kM 64 + 15 uM
FcyRIIIB — NA2 genoBeka 1500 + 400 uM 56 £ 18 kM 55+ 14 aM
FcyRIII Cyno 200 + 70 uM 7,1£0,7 uiM 8+2uM
FcRn yenoseka, pH 7,4 42 £ 1 MmxM 1,7+ 0,3 mxM 1,12 £ 0,08 MM
FcRn yenosexka, pH 6,0 485 £ 43 uM 38 +3 M 49 + 5 uM
FcRn cyno, pH 7,4 12,8 + 0,4 MkM 43 + 0,4 MM 5,3+0,2 MM
FcRn cyno, pH 6,0 1100 + 100 uM 16 £2 uM 22 +2 M
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[0375] Anamiz ELISA cBsi3pIBaHUS B 3aBUCHMOCTH OT J03bI TPOBOIIIIH, YTOOBI OMPEAETUTD
oTHOCUTENbHYIO adpPuHHOCTD cBsi3biBaHMs C1q aHTUTEN, ONMMCAHHBIX B JAHHOW 3asiBKe. J{Jist
NPOBENCHNUS NAHHOTO aHajn3a 384-IYHOUYHBIH IUIAHIIET Maxisorp MOKpbIBAJIU 25 MKI
pactBopa anTurtena pu S Mxr/mi B @bP pH 7,4 B teuenue Houu nipu 4 °C. ITnanmeTsi 3aTeMm
onoxupoamu 75 Mk 1% BCA B @BP B Teuenue 2 gacos u npombisanu 4 paza @bP + 0,05%
TBUH 20 (OBPT). 3arem 25 MK TpeXkpaTHOro cepuitHOro passenenus oenka C1q yenoseka
B OBP + 5% BCA nobasnsumu B ruianmeTsl. [InaHmeTs! HHKyOHpPOBAIN NPU B30ANTHIBAHUH
npu 600 06/MUH B TedeHHe OAHOrO 4aca, npoMbiBaiu 4 pasa ®bPT, a 3atem nobasmsam 25
MKJI IOJIUKJIOHANbHOrO anturena nporus Clq, konbsroruposanHoro ¢ HRP, B ®BP + 5%
BCA. ITnanmersl nHKYyOupoBanu npu B30anTeiBaHuu npu 600 06/MuH B TeueHue 15 MUHYyT,
npoMbeiBain 8 paz3 DPBPT, a 3arem mposBmsi, npumensst cybctpar 3,3',5,5'-
terpamerwidensuaud (TMB), u racumu HCI. TTornomenue Ha 450 HM CUUTBIBAIH, TPUMEHS S
cnekrpooromMeTp i MPOYTEHUs] IUIAHIIETOB Spectramax mS, u 3HadeHuss ECS50
OIpenessiiv, IPUMEHSs alNPOKCUMALUI0 4-MapaMeTpUdecKOi KpUBOM 3aBUCUMOCTHU A03a-

OTBCT.

[0376] Cpennue 3nauenuss EC50 B ananusze ELISA cBs3biBanust C1q paccuuThIBaIU 110 TPEM

HE3aBHCHMbBIM aHAJIM3aM, U OHH MOKa3aHbl B Ta0mIe 42.

Tabmua 42. 3Hauenus ECS50 cesspiBanus Clq, onpenenennbie ¢ nomombio ELISA (n=3

aHaJM3a).
AntuTeno | ECS50 cesspiBanus Clq (HM)
A 22+12u8M
A-1 > 100 aM
1.52.64-1 | > 100 eM
[0377] PesynbTaThl mokazanan, 4TO BapHAHThI aHTUTENAa A CO CKOHCTpyupoBaHHbIMH Fc

00JIagar0T 3HAYNTENIbHO CHIDKEHHOH ad puHHOCTHIO cBsi3biBaHms C1q.

[0378] Anamm3 cBs3biBaHus ELISA ¢ oTBeroM Ha 03y NPOBOIWJIM, YTOOBI OMPENENUTH
oTHOcUTeNbHbIe ap(PUHHOCTH CBsI3bIBaHUA gpl20 aHTHTEN, OMHCAHHBIX B JAHHOW 3asBKE.
Jns npoBeneHus aHann3a 384-m1yHOUHBIH TUIaHIIET Maxisorp MOKphIBAIM 25 MK 5 MKI/Mi
gp 120 u nakyOuposanu B TeueHue Houn npu 4°C. [Tnanmer npomesanu 4 paza @bP ¢ 0,05%
tBuH 20 1 610kupoBanu 75 mxj @BP ¢ 5% BCA B Teuenue 1 4 npu KOMHATHOM TeMIiepaType

npu B30anTeBaHuK pu 600 06/mMuH. Tlocne GIOKUPOBAHUS JIYHKH aCTUPUPOBAIIN U 25 MKJI
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3-KpaTHOTO CEpUHHOTO pa3BENEHUs IEPBUYHOIO aHTUTENA NOOABISIIN M MHKYOHPOBAIH TIPH
KOMHATHOU TeMmmeparype B TeueHue | 4 mpu B30anTeiBaHuu mpu 600 o6/muH. ITnanmer
3areM npombiBaiy 4 paza @BP ¢ 0,05% tuH 20 1 modaBisiiu 25 MK BTOPUYHOTO aHTUTENA
ko3bl ipotuB IgG (H+L) denoseka, konbtoruposannoro ¢ HRP, paszbasnennoro 1/10000 B
@®BP ¢ 1% BCA, n nnkyOupoBanu npu KOMHATHOH TemriepaType, BCTpsixuBas rnpu 600
00/muH B TeueHne 30 muH. 3ateM uaHmer npomsiBaiu 4 paza ®BP ¢ 0,05% TBuH 20 u
nobasysim 25 MKJ cBexxero cyoctpara TMB. ITnanmer npossisiim B Teuernne 90 cexk npu
B30anTeiBaHuM npu 600 06/mMuH u nepex tem, kak noracuts 25 Mxs 1 M HCI. Tlornomenue

cunThiBaU Ha A450 Ha criekTpooTOMeTpe I MPOUTEHHS IJIAHLIETOB Spectramax mS5.

[0379] Cpennue snauenuss EC50 paccunteiBanu no Tpem He3aBucuMbIM aHanu3aM ELISA u

npeAcTaBuIIn B Tabnuue 43.

[0380] Tabmuua 43. 3navenusi ECS0 cszbiBanust gpl20, ompeneneHHble € MOMOIIBIO
ELISA.

benok gp120 A A-1 1.52.64-1

Bal 0,05+0,028M | 0,06 £ 0,01 eM | 0,07 +£ 0,02 sM

CAAN 1,84+ 0,22 5M | 2,17+ 0,56 1M | 3,79 + 1,26 &M

REJO 221+044 5M | 237+ 0,68 uM | 4,02 £ 0,45 aM

[0381] Pe3ynbTaThl MO3BOJSIIOT MPEANOJOXKHUTh, 4YTO BCE HCCIEIOBAHHBIE aHTUTENA

cBsi3biBatoT Oestok gpl120 BUY co cxonubiMu adGrHHOCTIMIL.

Tlpumep 13. Bausguue myranmii Fc Ha BpeMs ITOJIVKHU3HUA B ChIBOPOTKE.

[0382] B nannom npumepe ouenuBanu Biussaue mytanuii B Fc IgG1, koTopbie moBbIIaroT
YHUYTOKEHUE 3(PPEKTOPHBIMH KJIETKAMU W/ KOTOPbIE MOBBIIAKT cBsi3biBaHUE ¢ FcRn,
Ha BpeMs OJY>KU3HU B ChIBOPOTKE. [IoyueHHbIe pe3ynbTaThl COINACyOTCs C BBIBOJOM, YTO
mytaumu B Fc IgG1, xoTOpble yCHIMBAIOT aKTHBHOCTb YHUUYTOKEHUS 3PPEKTOPHBIMU
KJIETKaMU (HampuMep, acraparuHoBasi KUCIIOTA B MOJNIOKEHUH 239, TIyTaAMUHOBAs KUCIIOTA B
MOJIOKEeHNU 332, aNaHuH B NMOJOKEeHUH 236, NeiuuH B nojoxkeHnu 330 coriacHO HyMeparuu
EU (DEAL)), moryr ykopauuBaTb BpeMsl MOJY)XKM3HH B CBIBOPOTKE in vivo. Takoe
YKOPOYEHHE BPEMEHHU IMOJYXXU3HH B CBIBOPOTKE MOXKHO YaCTUYHO WM MOJHOCTBEO
BOCCTAHOBUTb IIyTeM BBelleHUs MyTaluii Taioke B Fc IgG 1, koTopble NOBBILIAIOT CBS3bIBAHUE
¢ FcRn (manpumep, neiinma B monokeHun 428 u cepuH B mosokeHHH 434 coryiacHO

nymepanun EU (LS)).
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[0383] PGT121-WT, PGT121-DEAL, PGT121.60, PGT121-LS (ommcano, Hampumep, B
WO 2017/106346) u A-1 cormacHO HacTosImedl 3asBKE BBOAWIN SBAHCKHM MaKaKaM
(Covance, Texac) npu koHnenrpauuu 10 mr/kr wim 0,5 mr/kr (A-1) myTeM OTHOKpPATHOM

(8/B)

dapmakokunerndeckue (PK) mpodpumu. OOpasubl CHIBOPOTKH, COOpaHHOW H3 O00e3bsH,

BHYTpHBeHHOfI HNHBECKIIUH, 4TOOBI OXapaKkTepu30OBaTh nux OCHOBHBIC
AHAIM3UPOBAIH, MPUMEHSs] OMOAHAJUTUYECKUI CHOCOO MOCTATOYHOH CENEeKTHBHOCTH H
YyBCTBUTECJIbHOCTH, 4TOOBI OnpeaciinuTb HpO(l)I/IJ'II/I 3aBUCUMOCTU KOHLCHTPALUN B CbIBOPOTKE
OT BpeMEHM U BblUMCIUTHL cpeanrne DK mapamerpbl CBIBOPOTKH € MOMOLIBIO
HekomnaprmenTtHoro aHainm3a @K (NCA). B ykazaHHOM OHOaHaJIMTHYECKOM CIOCOOe
ucrionp3oBanu  aHtured gpl20 kmaasr B (Immune-tech, Kamudopuus) B kadecTse
3aXBaTBIBAIOILETO pPeareHTa M KOHBIOTUPOBAHHOE ¢ OMOTHHOM aHTUTENO Ko3bl mpotus IgG
yenoeka (Southern Biotech, Anabama) B kadecTBe BTOPUYHOIO pPEAreHTa, a MEYEHbIH
SULFO-TAG crpentaBunua (MesoScale Discovery, MbspuieHn) mis AETEKTUPOBAHUS

OJICKTPOXUMHUYCCKUM NECTEKTOPOM.

[0384]
PGT121-WT, PGT121-DEAL, PGT121.60, PGT121-LS u A-1, usobpaskeHHble Ha purype

H3mepenHble npodrii 3aBHCUMOCTH KOHIIEHTPALMH B CHIBOPOTKE OT BPEMEHH IS

6, ucrnonb3oBask st Beruuchenus cpennux (£ CO) @K mapamerpoB, M300pakeHHBIX B
tabnurie 44.
[0385] Tabmuua 44. ®@apmaxkokunernueckue mapamerpsl PGT121-WT, PGT121-DEAL,

PGT121.60, PGT121-LS u A-1 nocne B/B BBeNEHUs HENPHUMHUPOBAHHBIM SIBAHCKUM MaKaKaM

(n=3).

Ho3a Cl
Hccnenyembiii AUCo- Va t12
(mMr/kr B/B)
o0pasen (cyTKH*MKI/Mm1) (Ma/kr) (cyTkm)
(MJ1/CyTKH/KT)

PGTI121-WT 10 1510 +470 70+1,9 105+17,6 | 10,6+ 1,3
PGT121-DEAL 10 1020 + 167 99+1,5 109 +20 77+1,3
PGT121.60 10 1490 + 377 70+£1,9 96 + 19 9,7+0,8
PGT121-LS 10 3540 + 463 29+0,4 82+11 19,9+2/1
A-1 0,5 70+ 7,0 72+0,7 91+ 14 8,7+0,8
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[0386] OK ananu3 nmokaszai, uro BeeneHue myrtanuii B Fc (DEAL) B PGT121-WT okasbisaio
orpuuarensHoe BinusiHne Ha PK, moseimas kmuperc (Cl) mo 9,9 + 1,5 mu/cyTtkw/kr mst
PGT121-DEAL no cpasuenuto ¢ 7,0 = 1,9 mu/cytkw/kr mns PGT121-WT u ymeHbimano
BpeMs1 noayxusau (t1/2) mo 7,7 £ 1,3 cyrok no cpaBHeHmo ¢ 10,6 = 1,3 cyrkamu ams
PGT121-WT. Beenenune myraumii cssbiBanusi FcRn (LS) B amtutena c¢ Fc, xoropwii
conepskan mytaruu DEAL (PGT121.60 u A-1), npusoawio k 3Hauenusim Cl, cocraBistonum
7,0 £ 1,9 u 7,2 + 0,7 mn/cytku/kr, u 3HaueHusm t1/2, cocrapysromum 9,7 + 0,8 u 8,7 + 0,8
CYTOK, COOTBETCTBEHHO, KOTOpbIe conoctaBuMbl ¢ @K PGT121-WT. Ilpu sTom BBenenue LS
ortaensHO B PGT121-WT ymensimano Cl go 2,9 + 0,4 my/cyTkw/kr u yBeuuusaio t1/2 no
19,9+ 2,1 cyrok st PGT121-LS. Ananus ©K noareepskaaer, 4To BBEAEHUE YCUITMBAOLINX
csizbiBaHue Fc myranmit DEAL yxynmaer @K anturena (BeposTHO BCIENCTBHE YCHIICHUS
cBs3biBaHus FcgR), KOTOpYI0O MOXXKHO BOCCTaHOBUTH ITyTE€M BKJIOUEHHs Mytauuii LS

cBs3biBanus FcRn.

Ipumep 14. Ouenka npoduis rvkanos Fab sierkoli nenu.

[0387] JIBe METOIMKH UCTIONIb30BAJIH J1JIsl U30JUPOBAHMS U aHAN3a poduieit rinkanos Fab
JIETKOM Lenu B OTCYTCTBHE MOTEHIHMAJIbHO MELIAIOIUX TJHMKaHOB Fc Tspkenoi uerw.
I'1aBHOW LENBIO TaHHBIX SKCIIEPUMEHTOB OBLIO TIOHSITh OTHOCHTEIbHBIN MMPOLEHT TIMKAHOB
JIErKOW Lenud ¢ OXHOW wmiu Oojiee TPyNIamMH CHAJOBOM KHCIOTHI Ha KOHIE (nmanee
Ha3bIBA€MbII TMPOLIEHTOM cuamwiupoBanusi). [lepsoiii mogxoxn (“crmocod 17) mpencrasiisi
coboii obpameHHO-(Da30BYI0 MacC-CIIEKTPOMETPUIO BOCCTAHOBJIEHHOW MHTAKTHOM JIETKOU
uenu. B paHHON Meronuke HaOJIOAaeMble CIOBUTH MAacC B MAcCC-CIIEKTpE TOCIe
JeKOHBOJIIOLIMN COOTHOCHJIM CO CTPYKTYPOH TIMKaHA, M3BECTHOMH Mo myTsiM OrocuHTe3a N-
TJIHKAHOB, YTOOBI OHA COOTBETCTBOBAJIA CABUIY MacChl. OTHOCHTEJbHBIN KOJMYECTBEHHBIN
aHaJIN3 CHAJHUITHPOBAHHBIX (POPM OCYIIECTBIISLIH IyTEM CYMMHUPOBAHHUSI BHICOT ITHKOB MTOCIIE
JeKOHBOJIIOLIMH JJIs CHAITMITMPOBAHHBIX BUIOB U IEJICHUS MTOJIYY€HHOT'O 3HA4Y€HHsI Ha o01ee
KOJIMYECTBO BBICOT BCEX CHAMIMPOBAHHBIX M HECHAMIIUPOBAHHBIX MUKOB. BTOPOIi crocob
(“crmocob 27) KONMMYECTBEHHOTO OMpENeIeHHs] CHATMINPOBaHUs Ha rinkaHax Fab jerkoi
LIe OCHOBBIBAJICSI HA CEJIEKTHBHOM (DEPMEHTATHBHOM BBICBOOOXKIEHUU TIMKaHOB Fc (B
MOJTHOCTBIO BOAHBIX YCJIOBHSIX) MIePe]] BbIASJICHUEM OCTAJIbHOrO OeJika U BBICBOOOKICHUEM
ocranbHbIX [HKaHOB Fab jerkoit menu. OTaenbHbie aJMKBOTBHL, COOTBETCTBYIOIIHE
rimkanaM Fc u Fab, 3atem ¢nyopecuentno metmmu (Waters RapiFluor) u ananmmsuposany,
UIEeHTU(DUIIUPOBAIM U TMPOBONMIIM KOJMYECTBEHHBIA aHAJNW3 C TOMOIIBIO JKUIKOCTHOMN

xpomarorpadun  ruapodunbabx  B3ammoneiicreuii  (HILIC). 3nauenust mporeHTra
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CUAJTMIINPOBAHUA Fab JJII MHOXKECTBAa AHTHUTEJ, OIIMCAHHBIX B HaHHOﬁ 3a4BKC U
NpOoaHATIU3UPOBAHHBIX C TMOMOIIBIO OZ[HOI71 N3 JaHHBIX METOAUK, NPEACTABJICHBI HUKEC B

Tabmunax 45A u 45B.

[0388] Tabmuma 45A. Ouenka rimukanos Fab yerkoit nernu anturena A-1.

IHapTus 14 10 7
Cucrema 3Kcrpeccun CHO-S Tuna293™ ExpiCHO™
Naentndukauus raukanal % nJiomaan % naowmwaau % nJiomaau

MHKA MHKAa NMHKA

HensBecTHble NUKK? 6,47 3,50 4,16
GO0-GlcNAc 0,00 4,20 4,49

GO 0,91 55,97 52,43

GOF 0,00 1,25 1,52

G1F-GIcNAc 0,00 11,77 0,00

Man5 0,88 4,02 0,00

Gl(a) 0,44 6,50 9,54

G1(b) 0,46 0,43 6,92
G1-GlcNAc 0,00 0,00 11,17

G1F(a) 0,27 0,00 0,00

G1F(b) 0,00 0,00 0,31

G1S 0.00 188 0.87

G2 0,00 7,42 8,59

G2F 6,14 0,00 0,00

G2S(a) 028 179 0.00

G2S(b) 38,65 130 0.00

G2FS 0,67 0,00 0,00

G2S2 39,13 0,00 0,00

G2FS2 0.69 0,00 0,00

G2S + 2 GleNAc 2.60 0.00 0.00
G2S2+2GleNAc(a) 0.82 0.00 0,00
G2S2+2GleNAc(b) 1.60 0,00 0,00

CymMMa cHATHJIMPOBAHHBIX

IIMKAHOBS 84,44 4,97 0,87
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"MpenTndukanys ¥ NPOLEHTHI MUKOB, MOIYYCHHBIE MOCIE CEJEKTHBHOTO BBICBOOOKIEC HUSI
rmukadHoB fab (VL), meuenus m cmocoba >KHAKOCTHOM Xpomartorpaduu THApOQUIbHBIX
pzanmoaeciicteuii  (HILIC). Bes  uaeHTudukaims OCHOBaHA HAa  HAOMIOJACMBIX
MOHOM30TOIHBIX MAacCaxX U U3BECTHBIX OMOCHHTETUUCCKHX MYTSX, TEM HE MCHEE, H30MEPHBIC
BapHAHTHl BO3MOXKHBI JJ151 HEKOTOPBIX SJIEMEHTOB.

’Bce HEM3BECTHBIC, CHCTEMHBIC TIMKH M TIAKH PEarcHTOB.

*CyMMa CHATMITMPOBAHHBIX TIMKAHOB, CyMMa MACHTH(PULHUPOBAHHBIX N-TJIMKAHOB C OJHUM
nnmn 6onee ocTaTkaMu CHaIOBOW KHCHOTH (N-aneTHIHEHPAMHHOBOH KHCIIOTHI) HAa KOHIE

(MO T4EPKHYTEI).

[0389] Tabmuma 45B. CpaBHenue oneHku rinukanos Fab serkoit menu nnst anturen A-1 u

1.52.64-1.

Haszpanue | Ne napTun JIuHus KIeTOK Ipouent cuamunuposanusi | Cnocod
5 Expi293™ 67/52 172
7 ExpiCHO™ 1/1 1/2
A-1 10 Tuna293™ 5 2
14 CHO-S 84 2
22 ITpoucxonsamas u3 CHO 73 1
18-PP21 | Ilpoucxonsmas us CHO 49 1
1.52.64-1
14525-02 | IIpoucxopnsmas uz CHO 83 1

BKXX/MC BocCTaHOBICHHOM JIETKOMH LN

?CenexThBHOE BBICBOOOXK ACHHE, MeueHue U xpomarorpadus HILIC riukana Fab

TTpumep 15. Bausaue mytaumii Fv u npodwuiieli muko3wiuposanus Fv Ha GapMaKOKMHETUKY

AHTHUTEJIA.

[0390] AHTUTENO A U HECKOJBKO CKOHCTPYHPOBAHHBIX AHTUTEN, ONHCAHHBIX B JTAHHOU
3asBKe, BBOIWIM SIBAHCKUM MAaKakaM, 4YTOOBI OXapakTepH3oBaTh (HapMaKOKHHETHYECKUE
(®K) nmpodummm anTuTen. B HEKOTOPBIX Cliydasx BapUaHThI aHTUTeNa A-1 BPEeMEHHO HIIH
CTa0MJIbHO TPOAYLHMPOBAINA B PA3JIMYHBIX JIMHUSIX SKCHPECCHPYIOLINX KIJIETOK, YTOOBI
OLEHUTh BJIMsSHUE CHATWINpPoBaHUsI N72-cBsi3aHHBIX riukaHoB Fab na ®K. IlpoueHt
cnammpoBanus rvkanos Fab onpenensim, npumensis XKX/MC, kak onucano B [Ipumepe
14. OOpa3upl CBHIBOPOTKH, COOpaHHble U3 O00€3bsiH, aHAJU3UPOBAIH, MPUMEHSS
OMOaHAMMTUYECKUH CHOCOO JTOCTATOYHOH CENEKTHBHOCTH W YYBCTBUTENIBHOCTH JUIS
ornpeneneHus npoduiei 3aBUCUMOCTH KOHLIEHTPALUHU B CHIBOPOTKE OT BPEMEHH U CPEIHHX
@K mapameTpoB B ChIBOPOTKE C MOMOINBI HekommapTMmeHTHoro aHaimmsa @K (NCA). B
yKa3aHHOM OMOaHATMTUYECKOM criocobe ncnonb3oBamy antureH gpl120 kmaner B (Immune-

tech, KamndopHusi) B KauecTBe 3aXBaTHIBAIOLIETO peareHTa W KOHBIOTUPOBAHHOE C
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OouotuHOM aHTHTENO KO3bI MpoTHB IgG uenoseka (Southern Biotech, Anabama) B kauectse
BropuuHoro pearenra, a meudenolii SULFO-TAG crpentaBuana (MesoScale Discovery,

MbspusnieHn) Ais IeTeKTUPOBAHUS HJIEKTPOXUMHUYECKUM JIETEKTOPOM.

[0391] Pacnpenenenue in vivo anturena A U HECKOJIbKUX CKOHCTPYHUPOBAHHBIX BAPUAHTOB,
BPEMEHHO 3KCIPECCHUPOBAHHBIX B PA3JIMYHBIX JIMHUSAX KJIETOK, XapaKTepU30BaJlIU I1OCHE
OIHOKPATHOrO BHYTPUBEHHOro (B/B) BBe#EHUS TpeM (n=3) HENMPUMHPOBAHHBIM CaMIaM
apaHckux Makak Ha rpymmy (Covance, Texac). M3mepeHHble cpeqHHMe + CTaHIApTHOE
orkyionenne (CO) mpoduiam 3aBHCUMOCTH KOHIIGHTPAILMM B CHIBOPOTKE OT BpPEMEHH
u3o0pakeHbl Ha ¢urype 7. DapMaKkOKMHETHUECKUH aHAIU3 aHTUTeNa A, BPEMEHHO
skcnpeccupoBanHoro B Expi293™ (ThermoFisher Scientific, Maccauycerc), koTtopoe
BBOJWIM B/B B A03¢ npu KoHueHTparmu 0,5 mr/kr, BbiiBun 3HaueHus kiupenca (Cl),
cocrassiromue 17,9 + 1,0, u cooTBeTCTBYIOLIEE BpeMs MONyku3Hu (t1/2), cocrapisiroinee
8,9 £ 1,7 cyTok, 4TO0 OBLIO COMOCTABMMO CO 3HAYEHHUSIMHU Ui aHTHTeNna A-1, maprtus 3,
sKkcnpeccupoBaHHOro B Expi293™ mpu cxomHbIX yCiaoBusix, cocrapisiromumu Cl 18,7 + 2.3

mi/cytku/kr u t1/2 7,6 + 0,3 cyTok (Tabmmua 46).

[0392] Y antuTen ¢ raukaHamu BapuabenbHOro nomeHa Fab ¢ HM3KUM copeprkaHUEM
CHAJIOBOM KHCJIOTHI HJTH BBICOKHM COZIep KaHUEM MaHHO3bl MOeT ObITh u3Menena @K (Liu
L. 2015. J. Pharm. Sci. 104:1866-1884). CocTaB TJIMKaHOB MOXET HW3MEHHUTHCS B
3aBHCUMOCTH OT YCJIOBHH 3KCIIpeccuu Oelka, 1o 5TOW MPUYHHE, pactipeaeneHue in vivo A-1
OLIGHUBAJM, UCHONb3Yysl JOIMOJHUTENbHbIE BPEMEHHO SKCIIPECCUPOBAHHbIE MAPTHH,
OXapaKTepU30BaHHbBIE MO Yo COMEPKAHUIO CHAMIMpOoBanHus riukaHos Fab, a umenno, CHO-
S (mapruro 14), npoucxonsimyro u3 CHO (mapruro 22) (Sigma-Aldrich, MO) u Tuna293™
(mapturo 10) (LakePharma, Kamudopuus) u ExpiCHO™ (mapturo 7) (ThermoFisher
Scientific, Maccauycerc). AHTUTeNIa XapaKTepU30BAIU TOCE ONHOKPAaTHOM B/B 03kl 0,5
mr/kr (nmaptus 14, 22 u 10) wim 5,0 mr/kr (mapTust 7) HENPUMUPOBAHHBIM CaMIAM SIBAHCKUX
makak (Covance, Texac). Hsmepennnie cpemnnune (+ CO) mnpodwmm 3aBUCUMOCTH
KOHIICHTPALIH B CBIBOPOTKE OT BPEMEHH IS KAXKIOW MapTuu aHTUTeNa A-1 N300 pakeHbI Ha
¢urype 7. Tlaprmro 7 HOpMHpPOBaIM Ha 103y JUII CPABHEHUS  HAMPSIMYIO.
®apMaKOKMHETUYECKUII aHaIu3 WCCIIEAOBAHHbIX MapTuil aHtutena A-1 mnokasan
usmeHunByr0 @K Ha ocHOBaHuM % comepskaHusi cuamwiuposanus Fab (tabmuua 46). s
antutena A-1, maprtust 14, ¢ 84% cuanunupoBanreM riinkaHoB Fab HaOmonamn HauMeHbInee
sHauenne wimperca (Cl), cocraBmsitomee 7,2 + 0,7 m/cyrkw/kr, mpudem Cl Obin
nporpeccupyroine ovicTpee y antutena A-1, maprus 22 (73%), ¢ Cl, cocrapmsiromum 10,7 +

1,7, anturena A-1, maprus 3, ¢ Cl, cocrapnsiromum 18,7 + 2.3 my/cyTku/kr, anTuTena A-1,
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naptusi 10 (5%), ¢ Cl, cocraBmsitomum 68,7 + 19,8 my/cyTkw/kr, u antutena A-1, nmaprus 7
(<1%), ¢ Cl

2

cocrapisitomuM 120 £ 46,7 mu/cytkw/kr. IlonmydeHHbIE pe3yJbTaThI
NOATBEPIKAAIOT, YTO YCJIOBHUS SKCIPEcCHy OeKa MOTYT BJIMSTh Ha COCTaB MIMKaHOB Fab u

utorosyro OK.

[0393] Tabmua 46. PapMakOKMHETHKA aHTHTENA A U HECKOJBKHX CKOHCTPYHPOBAHHBIX

BapUAHTOB TI0CJIE B/B BBEACHUS] HEMPUMHPOBAHHBIM CaAMILIAM SIBAHCKHX Makak (n=3).

B/B %
Hccaenyembrii Cucrema Ao3a a CHAJTHJIUPOB AHUS
o0paseny JIKCIPECCHH IMapTus |(Mr/kr)| (Ma/cyTku/Kr) Fab
A Expi293™ 5 0,5 17,9+ 1,0 H/11
A-1 Expi293™ 3 0,5 18,7+ 2,3 H/11
A-1 CHO-S 14 0,5 72+0,7 84
A-1 Hpolzc’é‘ﬁ‘gma" 2 | % | 107£17 73
A-1 Tuna293™ 10 0,5 68,7 £ 20 5
A-1 ExpiCHO™ 7 5 120 + 47 <1
1.1.54-1 ExpiCHO™ 3 5 12+1 H/IT
1.37.51-1 ExpiCHO™ 3 5 1512 H/1
H/I = HET JaHHBIX
[0394] Jns Toro 4toObl OLIEHUTH BIIMSHUE MOAU(UKALMN Oelika, HAMpaBJIEHHbIX Ha

ynanenne N72-CBS3aHHBIX TJIMKAHOB BapuabeIbHOTO JOMEHAa U MOIHCIeHH(PUIHOCTH,
ouenuBann @K in vivo 1.1.54-1 u 1.37.51-1 (aByx anTuten 6e3 ynaneHus N72-CBs3aHHBIX
rnukaHoB). O0a aHTUTENAa BPEMEHHO SKCHPECCHPOBAIH B CHCTEME SKCIPECCUH B KIIETKAX
mutekonuraromero ExpiCHO™ npu ¢XOIHBIX YCIOBHUSIX, YTO MPUBOIMIIO K MOHMKeHHOH OK
oTHocUTeNIbHO A-1 (maptus 7, Bblle). AHTUTENA XapaKTEPU30BAN MOCIIe OJHOKPATHOH B/B
OONMOCHOM 03Bl 5 MI/KT TpeM HENMPUMHPOBAHHBIM camiaMm siBaHCkux Makak (Covance,
Texac). Ananmusz @K (tabnuua 46) nponemonctpuposai, uto 1.1.54-1 u 1.37.51-1 Obutn
comoctaBumbl o Cl (12 £ 1 u 15 +£ 12 MI/CyTKW/KT, COOTBETCTBEHHO), KPOME TOTO,
3HAYUTENBHO YIIYYLIEHHBIMU N0 cpaBHeHMIO ¢ A-1, maptus 7 (Cl 120 + 47 mn/cyTku/Kr),
NOATBEPIKAast, 4TO MomuduKanuu Oenka, KOTOpble YAAIIOT N72-CBsI3aHHbIE TJIMKAHBI
BaprabeTbHOTO JOMeHa MOryT yiuydmnuTbh @K BapuaHTOB aHTHTENA, OMUCAHHBIX B JAHHOM
3as1BKe. VYpaneHue TriaukaHa He TMPUBOAWIO K TOMY K€ KIHPEHCY, 4YTO U ¥y
BBICOKOCUAIMJIMPOBAHHBIX MAPTUH, MOATBEPkKAAs, 4TO IN72-CBS3aHHBIA TJIMKAH MOXKET

NPUCYTCTBOBATH ISl YMEHBIIEHHUS HECTIEIN(PUIECKUX OSTKOBBIX B3aNMOACHCTBHIA.
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[0395] @K 1.52.64-1 (maprus 4), noay4eHHOro myteM BpeMeHHOH skcrpeccuu B CHO-S,
i 1.52.64-1 u3 crabunpHoro myna npoucxomsamux n3 CHO knerok (maprust 18-PP21) mm
U3 mpoeAmel KIOHaIbHY0 cenekmuto npoucxonsmed 3 CHO nmunum kietok (maprus
14525-32) nccnenoBany mocie OMHOKPATHOTO B/B BBEACHUS HEMPUMHPOBAHHBIM CaMLiaM U
caMkaM siBaHCKMX Makak (n=3). Cpennue + CO npoduim 3aBUCUMOCTH KOHLIEHTPALUU B
CBIBOPOTKE OT BpeMeHHU aisi cyTok O - 14 mpencrasiensl Ha ¢urype 8. Pesymprater NCA
npencrasieHsl B Tabmuue 47. 1.52.64-1 (maptust 4) comepxut npubmusurensHo 75%
cnamunupoBanus Fab. 1.52.64-1, maptus 4, xoropyroo BBOmWwmM B no3e 0,5 mr/kr B/B
MEJIEHHBIM OOJIIOCOM, MPUBOAMIO K KIMPEHCY y SBAHCKUX MakKak, COCTaBisoLeMy 7,8 +
0,6 wmu/cyTkw/kr; oSkBuBaseHTHOMYy A-1, maprus 14 (7,2 £ 0,7 ™Mi/CyTKWKr),

skcnpeccupoBaHHOMy B CHO-S mipu CXOHBIX yCIOBUSIX.

[0396] Tabnuma 47. @apMakoKMHETHYECKHE MapamMeTpbl Tpex maptuit 1.52.64-1 mocie B/B

BBE/ICHUI1 HEMPUMHPOBAHHBIM CaMIIaM M CaMKaM sIBAHCKUX Makak (n=3).

%

Cucrema B/B 103a Cl CHAJIMJIHPOBAHHUS
3KCIpPecCHH Haprusa | (Mr/kr) | (mJa/cyTku/Kr) Fab
Bpemennas Hanrus
TpaHchekius Z 0,5 78+0,6 75
CHO-S
CrabunbHbII
yJI, ITapTus n
MPOUCXONAILUN 18-PP21 30 20895 49
n3 CHO
CrabunbHbII

ITaprus
KJIOH, .| 14525- 30 79+13 84
MPOUCXOOAINH 32
n3 CHO

[0397] 1.52.64-1, maptus 18-PP21, conmepxano wmartepwan ¢ mnpudbmusureapbHo 49%
cuayuypoBanus Fab, Torna kak nmaptust 14525-32 conepskaja Marepua ¢ MpuOIU3HTETBHO
84% cuanmummposanus Fab u3 nmpoucxopsmei u3 cucremsl ctabuibHoil sxcnpeccun CHO.
1.52.64-1, mapturo 18-PP21, u mapturo 14525-32 BBogmnu nocpencrsoM 30 MHUHYTHOH B/B
uapy3uu npu 30 mr/kr. AHanu3 @K BbisiBui, uro maprus 18-PP21 okasbiBama MeHblnee
BO3JEHCTBUE MO CPAaBHEHUIO ¢ mapTueil 14525-32 Benencrsue NoBbIIEHHOrO KiaupeHca 20,8
+ 9,5 mu/cyTku/Kr 1o cpaBHEeHHIO ¢ 7,9 £ 1,3 MuI/CyTKW/KT, COOTBETCTBEHHO. [1OBBITIIEHHBIIH

KJIMPEHC COIJIACYeTCS CO CHIDKEHHbIM % CHANWIMPOBaHUs rymkaHoB Fab (49% mo
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cpaBHeHMIO ¢ 84%). Best COBOKYMHOCTD HOKIMHMYECKHX OnleHOK @K nemMoHcTpupyer, 4to
IUIT  BapUAHTOB aHTUTeNa A, CoAepKallux CTPyKTypy rimkaHa Fab, tpeOyrorcs
KOHTPOJIMPYEMbIE YCJIOBUSI NMPOAYKLUUH Oenka, YTOOBI MONYYUTh AHTUTENA C BBICOKUM
COZlepKaHNEM CHAIMIMpPOBaHMsA TinkaHoB Fab (Hampumep, > 75%), KOTOpBIE MO3BOJISAT

NOOUTBCS JKeIaTeNbHON (PapMaKOKHMHETUKH aHTUTEIL.

TIpumep 16. Cenexiust JMHUN KJIETOK C BLICOKHMM VDOBHEM CHAIMIIUDOBAHMSL.

[0398] Y4ureiBasi ONUCAHHBIE BBIIIE PE3YJIbTATHI U AHAJIMU3bL, Mbl BbIACIUIA JJUHUU KJIETOK
IUISL TIOJTy4eHUsl aHTUTENA C BBICOKMM YPOBHEM cuamuiipoBaHus. Jlnst sToro paspaborka
muann kietok (CLD) Obuta HampaBieHa Ha HIEHTH(HUKALUIO JIMHUM KIETOK, KOTOpbIE
SKCOPECCUPYIOT BHICOKO CHAIMJIMPOBAHHbBIE aHTUTENA NTPOTUB gp 120, onucaHHble B JAHHOU
3asBKke. Bxparue, paspaborannytro Ha ocHoBe CHO nHMHHIO KJIETOK TpaHC(HUIUPOBAIIH
BEKTOPOM, KOAUPYIOLIUM TsIXKEJIble U JIETKHE LIETIH BAPUAHTOB AHTUTEJ, OMTMCAHHBIX B TAHHON
3asBke. Jlost MHOXkecTBa CTAaOWJIBHBIX MYJIOB OLEHMBAIM IPOM3BOIUTEILHOCTH B
OuopeakTope U Ka4yecTBO Mpoxnykra (Bkirovas % cuanunupoBaHusi). CTaOuibHbIE MYJIbI,
SKCIPECCUPYIOLINE aHTUTEIIO, COZlep kalliee BBICOKUN YPOBEHb CUAIMIIMPOBaHUs (HarIpuMep,
CHAIIMIIMPOBAHHOE IO MEHBIIEH Mepe NpHOIN3UTENbHO Ha 75 %), BBIOUpAIH 115 TOTyUeHHs
KJIOHOB. /{7151 TOrO 4TOOBI AOTIOTHUTENIEHO HATIPABUTH BBIJEJICHNE KIIOHAIBHOMN JIMHUN KJIIETOK
Ha TOJy4eHue OoJjiee BBICOKOTO YPOBHS CHAJMJIMPOBAHUS, KJIOHAIbHbIC JIMHUHM KIIETOK,
MOJyYEeHHbIE M3 HCXOMHOTO CTaOWJIBHOTO Tyjia C HAuOOoJbIIUM % CHUATMIMPOBAHUS
(cuanuMpoBaHHBIE MPUOIM3UTENBHO HA 95 %), ObUTM MepenpencTaBieHbl Ha MPOTSKEHUH
TEXHOJIOTUYECKOIr0 TIpolecca MoaydeHuss KJIOHOB. OIeHHMBalu MPOU3BOJUTENBHOCTD
MHOKECTBA KJIOHAJIbHBIX JIMHUN KJIETOK B OMOpEaKTOpe M KauecTBO MPOAYKTa (BKIIFOUAst %o
CHATMJIMPOBAHMS), U KJIOHAJBHYIO JINHUIO KJIETOK, SKCIIPECCUPYIOIIUX aHTHTEJIO C BBICOKUM
ypoBHEM cuamupoBanus (>85 %), BbIOMpaIM B KauecTBE IJIABHOW JIMHUHU KJIETOK JUIS

NPOM3BOACTBA rNIaBHOrO OaHka kierok (MCB).

JPYTHUE BAPUAHTBI PEAJIM3ALIUN

[0399] Xotsi Hacrosiimee u300peTeHHe ObUIO OMHUCAHO B COYETAHHHM C €ro MOIPOOHBIM
OMMCaHHWEM, MPEAUIECTBYIOLIEEe OMUCAHUE NPEIHA3HAYEHO 1 WUIKOCTPUPOBAHUS U HE
OrpaHWYMBAET OOBEM HACTOSAIIETO W300pETEeHUs, KOTOPBIA ompenessiercs 00beMOM
npuyiaraeMoi ¢popmynbl u3o0peTeHus. Jpyrue acnekThl, MPeruMyIIecTBa 1 MOIU(pUKALY

BXOIISIT B 00BEM Clienyromei GopMyibl H300peTeHUsI.
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OOPMYVYJIA U30BPETEHHA

1. AHTUTENI0O WM €ro AaHTUIeHCBS3BIBAOLINN (PAarMeHT, KOTOpbIe CBSI3BIBAIOTCS C
riukonporenHoM gpl20 obomouku Bupyca ummyHoneduuura yenoseka-1 (BHMY-1), ykazanHoe
AHTHUTEJIO WJTH €r0 AaHTUTeHCBS3bIBAIOIINH (hparMeHT conepskar: (1) BapuadebHy 0 00JIaCTh TSIKEJIOH
uerm (VH), conepskamyo onpenessiromue komriemeHrapHocTs odyactu 1 -3 VH (CDR 1 -3), u
(1) BapnabenbHyr0 obmacTh Jerkoi nernu (VL), comepxamyro obmactu CDR 1 - 3 VL, npuuem

obnactu CDR 1 - 3 VH u obnactu CDR 1 - 3 VL umeroT nocaenoBaTebHOCTH, TPEACTaBICHHBIE B!
(1) SEQ ID NO: 159, 138, 139, 140, 141, u 142, COOTBETCTBEHHO;
(1) SEQ ID NO: 137, 160, 139, 140, 141, u 142, cOOTBETCTBEHHO;
(111) SEQ ID NO: 137, 161, 139, 140, 141, u 142, COOTBETCTBEHHO;
(iv) SEQ ID NO: 137, 162, 139, 140, 141, u 142, COOTBETCTBEHHO;
(v) SEQ ID NO: 137, 163, 139, 140, 141, u 142, COOTBETCTBEHHO;
(vi) SEQ ID NO: 137, 138, 164, 140, 141, u 142, COOTBETCTBEHHO;
(vi1) SEQ ID NO: 159, 138, 164, 140, 141, u 142, COOTBETCTBEHHO;
(viii) SEQ ID NO: 137, 138, 139, 140, 165, u 142, COOTBETCTBEHHO;
(ix) SEQ ID NO: 137, 138, 139, 140, 166, u 142, COOTBETCTBEHHO,
(x) SEQ ID NO: 137, 138, 139, 140, 167, u 142, COOTBETCTBEHHO,
(x1) SEQ ID NO: 137, 138, 139, 140, 168, u 142, COOTBETCTBEHHO,
(xi1) SEQ ID NO: 137, 138, 154, 140, 141, u 142, COOTBETCTBEHHO, HJIH

(xiii) SEQ ID NO: 137, 138, 139, 140, 141, u 142, COOTBETCTBEHHO, U MPUYEM IO
MeHb1el Mepe 50%, no Menbiuei Mepe 60%, no MeHbleil Mmepe 70%, o mensleit mepe 80%, mo
MeHbLIel Mepe 85%, mo MenbLIel Mepe 90%, nnu Oonee, caiiToB N-CBI3aHHOTO TNTUKO3MITHPOBAHHMS

B VL cunanunupoBaHbL

2. AHTUTENIO WM €r0 aHTHIE€HCBSI3BIBAOIINN ()parMeHT 1o 1. 1, comeprkamue BapuadebHyo
obmacte Tsokesion nenm (VH) u BapuabenpHyro obnacte jerkoit nemu (VL), mpuuem VH u VL

COACPKAT MOCIENOBATCIIBHOCTH aMUHOKUCIIOT, MPEACTABIICHHBIC, COOTBETCTBEHHO, HUKEC!
(1) SEQID NO: 182 u 223;
(2)  SEQID NO: 184 n 223;

(3)  SEQID NO: 185 n 223;
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)

©)

(©)

(7)

@)

©)

(10)
(11)
(12)
(13)
(14)
(15)
(16)
(17)
(18)
(19)
(20)
1)
(22)
(23)
(24)
(25)
(26)
27)
(28)
(29)

(30)

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

182 1 225;
185 1 225;
186 1 223;
187 1 223;
188 1 223;
189 1 223;
190 1 223;
191 1 223;
192 1 223;
193 1 223;
194 1 223;
195 1 223;
196 1 223;
197 u 223;
198 1 223:
199 1 223:
200 1 223;
201 1 223;
202 1 223;
203 1 223;
204 1 223;
205 1 223;
206 1 223;
207 1 223;
208 1 223;
209 1 223;

182 u 226;
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G
(32)
(33)
(34)
(33)
(36)
(37)
(38)
(39)
(40)
(41)
(42)
(43)
(44)
(43)
(46)
(47)
(48)
(49)
(50)
1)
(52)
(53)
(54)
(53)
(56)
(7)

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

182 1 227;
182 1 229;
182 1 230;
182 1 231;
182 1 232;
182 1 233;
182 1 234;
182 1 235;
182 1 236;
182 1 238;
182 1 239;
182 u 240;
182 1 241;
182 1 242;
182 1 243;
182 u 244:
182 1 245;
182 1 246;
182 1 247;
182 1 248;
182 1 249;
182 1 250;
182 1 251;
182 1 252;
182 1 253;
210 1 238;

211 u 238;
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(58)
(59)
(60)
(©1)
(62)
(63)
(64)
(63)
(66)
(©7)
(68)
(69)
(70)
(71)
(72)
(73)
(74)
(75)
(76)
(77)
(78)
(79)
(80)
@1)
(82)
(83)
(84)

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

210 u 240;
211 u 240;
212 u 240;
213 u 223;
214 n 223;
215 u 223;
216 u 223;
217 n 223;
218 m 223;
182 u 254;
213 u 254
214 u 254,
215 n 254,
216 u 254,
217 u 254,
182 u 255,
213 u 255,
214 u 255,
215 u 255,
216 u 255,
217 u 255,
218 u 255,
182 u 256;
213 u 256,
214 u 256,
215 u 256,

216 u 256;
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(85)
(86)
(87)
(88)
(89)
(90)
©n
(92)
(93)
(94)
95)
(96)
©7)
(98)
(99)
(100)
(101)
(102)
(103)
(104)
(105)
(106)
(107)
(108)
(109)

(110)

(111)

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

217 u 256,
182 u 257,
213 u 257,
214 u 257,
215 u 257,
216 u 257,
217 n 257,
218 u 257,
182 u 258;
213 u 258;
214 u 258;
215 u 258;
216 1 258;
217 u 258;
218 u 258;
182 u 259;
213 u 259,
214 u 259,
215 u 259,
216 u 259,
217 u 259,
218 u 259,
182 u 260;
182 u 261,
182 u 262,
182 u 263;

182 u 264;
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(112)
(113)
(114)
(115)
(116)
(117)
(118)
(119)
(120)
(121)
(122)
(123)
(124)
(125)
(126)
(127)
(128)
(129)
(130)
(131)
(132)
(133)
(134)
(135)
(136)
(137)

(138)

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

182 u 265,
182 u 266;
182 u 267,
182 u 268;
182 u 269;
182 u 270;
182 u 271,
182 u 272,
219 u 273,
191 u 274;
182 u 275,
220 u 277,
182 u 278;
182 u 279,
182 u 280;
182 u 281,
182 u 282,
221 u 228,
221 u 283,
182 u 284,
221 u 285,
182 u 286;
221 u 287,
221 u 288,
221 u 289,
182 u 290;

221 u291;

286



(139)
(140)
(141)
(142)
(143)
(144)
(145)
(146)
(147)
(148)
(149)
(150)
(151)
(152)
(153)
(154)
(155)
(156)
(157)
(158)
(159)
(160)
(161)
(162)
(163)
(164)

(165)

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

182 1 292;
221 1 293;
221 1 294;
221 1 295;
182 1 296;
221 1297,
182 1 298;
221 1 299;
221 1 300;
221 u301;
182 1 302;
221 1 303;
182 u 304;
221 1 305;
182 1 306;
182 1 307;
182 1 308;
182 1 309;
220 u 310;
2201 311;
182 1 228;
465 u 276;
466 1 276;
182 1 479;
465 1 479;
466 1 479;

182 u 480;
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(166)
(167)
(168)
(169)
(170)
(171)
(172)
(173)
(174)
(175)
(176)
(177)
(178)
(179)
(180)
(181)
(182)
(183)
(184)
(185)
(186)
(187)
(188)
(189)
(190)
(191)

(192)

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

465 u 480;
466 u 480;
182 1 481;
182 1 482;
465 1 482;
466 u 482;
182 1 483;
182 1 484;
465 1 484;
466 u 484;
182 1 485;
182 1 486;
465 u 486;
466 u 486;
182 1 487;
182 1 488:
465 w1 488;
466 u 488;
182 1 489;
465 u 489;
466 u 489;
182 1 491;
465 1 491;
466 1 491;
182 1 492;
465 1 492;

466 u 492;
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(193)
(194)
(195)
(196)
(197)
(198)
(199)
(200)
(201)
(202)
(203)
(204)
(205)
(206)
(207)
(208)
(209)
(210)
@11)
212)
213)
(214)
215)
(216)
217)
(218)

(219)

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

182 1 493;
182 1 494;
465 1 494;
466 1 494;
182 1 277;
465 u 277,
466 1 277,
182 1 495;
465 1 495;
466 1 495;
182 1 496;
465 w1 496;
466 u 496;
182 1 497;
465 1 497,
466 1 497,
182 1 498;
182 1 499;
465 w1 499;
466 u 499;
182 1 500;
182 1 501;
465 1 501;
466 1 501;
182 1 502;
182 1 503;

182 u 504;
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(220)
(221)
(222)
(223)
(224)
(225)
(226)
(227)
(228)
(229)
(230)
231)
(232)
(233)
(234)
(235)
(236)
(237)
(238)
(239)
(240)
(241)
(242)
(243)
(244)
(245)

(246)

SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

SEQ ID NO:

182 1 505;
182 1 506;
182 1 507;
182 1 508;
182 1 509;
182 1 510;
182 u 511;
182 1 512;
182 1 513;
182 1 514;
182 1 515;
467 1 223;
468 1 223;
469 1 223;
470 u 223;
471 u 223;
472 w 223;
473 u 223;
474 v 223;
475 u 223;
476 u 223;
182 1 516;
182 1 276;
182 1 569;
477 u 223;

477 u 278,

477 v 292; unu
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(247) SEQ ID NO: 478 u 276.

3. AHTHTENIO WM €r0 aHTUTEHCBSI3bIBAIOIINNA (pparMeHT 1o Jrodomy u3 ni. 1-2, copeprkariye
BapuadespHyr0 oOmacts Tsikenoi uenu (VH) u BapuabenbHyro obnacTs jierkoit uenu (VL), mpuyuem

VH u VL conep:xar nocnenosarenbHOcTH aMUHOKUCIOT SEQ ID NO: 182 u 223, cOOTBETCTBEHHO.

4. AHTHTENO WM €T0 aHTUTe€HCBS3bIBAIOIINN (PparMeHT 1o Jrodomy u3 . 1-3, oTnryaromuecs
TE€M, YTO acraparvd B VL B MOJOXXEHUN aMHUHOKHUCIIOTHI 72 corflacHO HyMmepaunu no Kabary (N72)

CUATUJIINPOBAH.

5. AHTHTEJIO WIN €r0 aHTUI'eHCBA3BIBAOIIUI (pparMenT 1o 1. 1 wim 1. 4, OTIHYaroIIHUecs TeM,
YTO CHAJIMIIMPOBAHHbIE CAaUThI N-CBA3aHHOTO MNIMKO3UIUpoBanus B VL cogepsxkar ot 1 10 5 ocraTtkos
CHAJIOBOM KMCIJIOTBI, Hampumep, OoT 1 10 4 OCTaTKOB CHUAIOBOM KHUCJIOTHI, Hampumep, oT 1 no 3

OCTaTKOB CHAJIOBOM KUCJIOTDBI, HAIIPUMED, OT 1 10 2 OCTaTKOB CHAJIOBOM KHCJIOTHI.

6. AHTUTENIO WJINM €ro aHTHICHCBSI3bIBAIOIMKI (parMeHT mo smobomy w3 mm 1 - 5,

oTnnyarouecs TeM, uto VL cuamuuposanbl N-anerwiHelipamuaoBoi kucioroi (HAHK).

7. AHTUTENIO WJINM €ro aHTHICHCBSI3bIBAIOIMKI (parmMeHT mo mobomy w3 mm. 1 - 6,

OTJINYAOLIHMECS TEM, UTO OCTATKH CHAJIOBOM KUCIIOTBI IPUCYTCTBYIOT B!
a) ABYXaHTEHHBIX CTPYKTYpPax; W/HH

b) B CJIOXKHBIX CTPYKTYypax N-CBsI3aHHBIX IJIMKAHOB WJIM B THOPUIHBIX CTPYKTypax N-

CBA3aHHBIX INIMKAaHOB, IIPUYEM HEOO0s13aTEIbHO TIIMKAHbI CHAJIUIIUPOBAHBI ITO KOHILTY .

8. q)apMaLIeBTI/ILIeCKaﬂ KOMIIO3ULlUA, COACpKallasi aHTUTECIIO WU €r0 aHTI/II“eHCBSIBI::IBa.I-OH_II/Iﬁ

¢dparment no mrobomy u3 m. 1-7, u papManeBTHIECKH TPUEMIIEMBbIH HOCHTEJIb.
0. dapmaLieBTHYECKasi KOMIIO3ULIUA 10 M. 8, JOMOJIHUTENBHO COAEP KaLas:
a) BTopol areHT At ieuenuss BUYU-und exium;

b) aronmct Toll-nogobHoro penenropa (TLR), mpuuém, Heobsi3aTenpHO aroHuct TLR

NPE/ICTaBIISIET COOOM:
(1) aronuct TLR2, aronuct TLR3, aronuct TLR7, aronuct TLRS8 unu aronuct TLRY; wu

(1) arommct TLR7, mpuuém, HeoOs3arenpHO, aroHuct TLR7 BeiOpaH w3 rpymmsl,

COCTO?IH.IG?I H3 BECATOJINMOJA, UMUXHUMOJa U PE3NKBUMO/A,

(1i1) BTOpOE AHTHUTENO WM €r0 aHTUICHCBS3BIBAIOINUI ()ParMeHT, KOTOPbIE CBSI3bIBAIOT,
UHrHOMPYIOT W/ Win Helrpanmu3ytoT BUY, u CBA3BIBAIOTCS C 3TMUTONOM WIIH y4acTKoM gp120

B TpeThell BapuadenpHON netie (V3) u/mmu obnacTu ¢ BBICOKHM COMEP’KaHHMEM MaHHO3BI,
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cozeprKalel ITMKaH OJIMTOMAHHO3HOTO THTIA B TojioxkeHnu N332, u copepskat odnactu VH
u VL u3 anTuTeNna, BRIOPaHHOTO U3 Tpymbl, cocrosimein uz GS-9722, PGT-121, PGT-122,
PGT-123, PGT-124, PGT-125, PGT-126, PGT-128, PGT-130, PGT-133, PGT-134, PGT-
135, PGT-136, PGT-137, PGT-138, PGT-139, 10-1074, VRC24, 2G12, BG18, 354BGS,
354BG18, 354BG42, 354BG33, 354BG129, 354BG188, 354BG411, 354BG426, DH270.1,
DH270.6, PGDMI12, VRC41.01, PGDM21, PCDN-33A, BF520.1 u VRC29.03, unu

KOHKYPHPYIOT C HUMU.

10. HYKJ'IGI/IHOBaH KHCJIOTAa WJIN HYKJICHMHOBBIC KHCJIOTBI, KOTOPBIC KOAUPYIOT AHTUTECJIO WJIN

AHTUTEHCBA3BIBAIOINUI (pparMeHT no jmodomy u3 nim. 1-7.

11. BekTop skcnpeccun Uiy BEKTOPBI SKCIPECCUH, COAEPKALIUE HYKJICHMHOBYIO KHUCJIOTY WU
HYKJIEHHOBBIE KHUCJIOTBI corjacHO 1. 10, (QyHKUMOHANBHO CBSI3aHHBIE C PEryJISTOPHOMN
HIOCJIeIOBATEIBHOCTBIO, MPUYEM, HEOOS3aTeNIbHO, BEKTOP SKCIPECCHU WM BEKTOPbI HKCIPECCHH

cofeprkaT IJIa3MUAHBIN BEKTOP WJIM BUPYCHBIN BEKTOP.

12. a) hapmaueBTHUECKast KOMIIO3ULIHS, COAEPIKAIIast HyKIIEMHOBYEO KUCJIOTY MJIH HyKJICHHOBbIE
KHMCJIOTBI COrJIacHO 1.10 MM BEKTOp 3KCIPECCHUU WM BEKTOPBI 3KCIPECCUU corjacHo m. 11 u

(apmarieBTHHeCKH TPUeMIIEMbIli HOCUTEIIb;

b) KJIeTKa-XO35IMH WM TOMyJSILMs KJIETOK, COAep’Kalasi HYKJIEHHOBYIO KHCJIOTY WIJIH
HYKJIEMHOBbIE KUCIOTHI 1O 1. 10, WK BEKTOP 3KCIPECCUU UITH BEKTOPBI SKCIIPECCUH COTJIACHO

n. 11, npuuem HeoOs13aTeNbHO!
(1) yka3aHHas KJIETKA WU MOMYJISLUS KJIETOK BKIIFOYAET 3YKAPUOTHYECKYIO KIIETKY;

(1)  ykasaHHas KJIEeTKa WM TONYJSIIUS  KJIETOK  BKIIOYAET  KJIETKY

MUIEKOIHUTAIOLIETO, KJIETKY HACEKOMOTO, KJIETKY PACTEHHSI UJIH KJIETKY JPOXKIKEH;
(1i1) yka3aHHasi KJIETKa MJICKOITUTAIOIIErO MPEICTABISIET COOOH:
(I) xnerky ssmuHmKa kutaiickoro xomstaka (CHO); unm

(II) kneTky 4enoBeka, MPUUEM, HEOOS3aTENbHO, YKa3aHHAsI KJIETKA MPEICTABIISET

co00ii KJIeTKYy SMOPUOHAIBHON TMOYKH YeJIOBeKa Wi B-KJIeTKy HesioBeka; u/uim

(lv) ykasaHHasi KJIeTKa MPEUMYIIECTBEHHO CHAIWINPYET CaWThl N-CBSI3aHHOTO
TJIMKO3WIIMPOBAHUS B BapralesbHbIX ToMeHax (Fv) skcmpeccHpOBaHHBIX aHTUTEN

WTH aHTUTEHCBSI3bIBAIOLINX (PparMeHToB, riue, HeoOsA3aTeNbHO:

(Dno mensbiueii mepe 50%, mo mensiieit mepe 80%, o meHbiueii mepe 85%, mo
MeHble mepe 90%, no mesblueli mepe 91%, mo menblieil mepe 92%, mo
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MeHbLIel mepe 93%, mo menbiIel Mepe 94%, o MenbLIel mepe 95% umm 6onee
caiiToB N-CBSI3aHHOTO TJIMKO3WJIMPOBaHUS B BapualenbHbIX noMeHax (Fv)
SKCIPECCHPOBAHHBIX ~ AHTUTEN WM  AHTUTEHCBS3BIBAIOIINX  (PparMeHTOB

CUAJTUIINPOBAHDI,

(II) mo menbieit mepe 50%, no meHbIeit Mepe 60%, Mo Menbluel mepe 70%, mo
MmeHbie mepe 80%, mo mesbluedl mepe 85%, mo Menbuieil mepe 90%, mo
MeHbied mepe 91%, no mesblueidi mepe 92%, nmo menbuieil mepe 93%, mo
MeHblIeil Mepe 94%, o meHbiel Mepe 95% unu H6osee caliToB N-CBsI3aHHOTO

NIMKO3WINPOBaHus B VL cuanuiupoBaHsel,

(IIT) acmaparus B VL B NOJIOKEHUH aMUHOKHCIIOTBI 72 COTJIACHO HyMEpALMH I10

Kabary (N72) cuanunupoBas;

(IV) cuamunmupoBanHble caiiTbl N-CBSI3aHHOTO ITTMKO3MMpoBanusi B VL conepxar
oT 1 10 5 OCTaTKOB CHAIOBON KUCJIOTHI, HAIPUMED, OT 1 10 4 OCTaTKOB CHAJIOBON
KHMCJIOTBI, HalIpuMep, OT 1 10 3 OCTaTKOB CHAJIOBOM KHMCJIOTHI, HAIpUMeEp, OT 1 1o

2 OCTaTKOB CHAJIOBOM KHCJIOTHI,
(V) VL cuamunmuposanbl N-anetunneripamunoBoit kuciotoit (HAHK);
(VI) ocTaTky CHaIOBOW KUCJIOTHI MPUCYTCTBYIOT B ABYXAHTEHHBIX CTPYKTYpPaXx;

(VII) ocraTku CHANOBOW KHCIOTBI MPHCYTCTBYIOT B CJIOXKHBIX CTPYKTypax N-

CBA3aHHBIX I'N'TUKAHOB.

(VII) ocTaTku CHAJIOBOM KHCJIOTHI MPUCYTCTBYIOT B THOPUIHBIX CTPYKTypax N-

CBSI3aHHBIX TNIMKAHOB; W/HITN
(IX) rmukaHbl CHATHIIUPOBAHBI TI0 KOHITY.

13. Crioco0 mony4eHnst aHTHTENA WM €r0 aHTUTCHCBA3BIBAIOIIETO (PparMeHTa, TAe YKa3aHHbIHA

Croco0 BKJIFOYAET:
KYJIbTUBHPOBAHUE KJIETKH-X03siMHA 110 11. 12b) B KyJIbType KIeTOK; u

BBIJIEJIEHHE aHTUTEJIA WK AHTUT€HCBSI3BIBAIOIIETO (PparMeHTa U3 KyJIbTYPbI KJIETOK, TPUIEM,
HEeOOsI3aTeNbHO, YKAa3aHHBIA CIIOCOO JOTIOMHHUTENBHO BKJIFOUAET BKJIOYEHHE AHTUTENA HIIH
AHTUTEHCBSA3BIBAIOIIETO (PparMeHTa B COCTAB CTEPHJIBHOW (hapMaleBTHYECKOH KOMITO3ULIHH,

MOAXONSIIEHN ISl BBEACHHSI CyOBEKTY-YEJIOBEKY.

14. Crocob nedenmst wim mpenorBpamenuss BUY y Hyxknmaromerocss B 3TOM CyOBeKTa,

YKa3aHHBIA CMOCOO BKIIIOYAEeT BBEACHHE YKa3aHHOMY CYOBEKTY 3((EKTHBHOTO KOJHYECTBA
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aHTWTENa WIM €ro aHTUIeHCBs3BbIBAIOIIEro (parMeHta corjacHo moOoMmy u3 mm. 1-7, wumm

(hapMareBTH4YeCKON KOMIO3HLNY 10 1. 12a)
1S. Crioco6 o n. 14, JONOTHUTETFHO BKITFOYAOIIUI BBEICHUE YKA3aHHOMY CYOBEKTY:
a) BToporo arenta ajisi jedennss BUY-ung exumm;

b) aronucra Toll-nogobuoro peuenropa (TLR), rae, HeobsizarenvHo, aronuct TLR npencrasiser

co0oit:
(1) aronuct TLR2, aronuct TLR3, aronnct TLR7, aroruct TLR8 wnn aronuct TLRY; w/nnu

(11) aronuct TLR7, npuuém, HeoOs3aTenpHO, aroHUCT TLR7 BbIOpaH U3 IpymIbl, COCTOSIIEN U3

BE€CATOIMMOA4, UMHUXUMOJa U PE3UKBUMO/A,

l'IpI/I"IéM, HeO6513aTeJ'ILHO, BTOPOC AHTUTECJIIO WJIH €TI0 AHTUTE€HCBSI3bIBAO Ui (bpal"MeHT, KOTOPbIC

CBSI3BIBAIOT, HHTHOUPYIOT /1K HelTpanusyroT BIY, cBsi3piBatoTCs C:

a. SIUTONOM MK y4acTkoM gp120 B Tperbeii BapuabenbHoii netie (V3) w/uiu
o0nacT C BBICOKMM COAEpPKAHHEM MAaHHO3bL, CONIepiKalled TJIMKaH
OJIMTOMAaHHO3HOTO TUMA B moyioskeHn: N332, u conepxkat obmactu VH u VL
U3 aHTUTENa, BBIOPAHHOrO W3 rpymmsbl, cocrosueit uz GS-9722, PGT-121,
PGT-122, PGT-123, PGT-124, PGT-125, PGT-126, PGT-128, PGT-130,
PGT-133, PGT-134, PGT-135, PGT-136, PGT-137, PGT-138, PGT-139, 10-
1074, VRC24, 2G12, BGI8, 354BG8, 354BGI18, 354BG42, 354BG33,
354BG129, 354BGI188, 354BG411, 354BG426, DH270.1, DH270.6,
PGDM12, VRC41.01, PGDM21, PCDN-33A, BF520.1 u VRC29.03, wiu

KOHKYPHUPYIOT C HUMH.

16. Cnocob mo mm. 14 wnm 15, MOMOSHUTENBHO BKIIOYAOIIMN BBEACHUE CyOBEKTY-UEJIOBEKY

BakLMHBI mpoTuB BUY, npuuém, HeoOs13aTebHO:
a) BakuuHa npotus BUY BkirOYaeT BUPYCHYIO BaKLIMHY; W/ HIIH

b) BUpyCHast BakIITHA MOJyYeHA U3 BHPYCA, BBIOPAHHOTO W3 TPYIIIIbI, COCTOSIIEHN 13

apeHaBupyca, aJeHOBUpYCa, MOKCBUpYCca 1 pabaoBupyca.

17. Croco6 unrnbuposanusi BUU y Hyskmaromerocss B 3TOM CyObeKTa-ueIoBeKa, YKa3aHHbBIN
croco0 BKJIFOYAET BBEIEHHE YKA3aHHOMY CYOBEKTY 3(PPEeKTHBHOTO KOJIUYECTBA AHTHTENA HIIH €r0
AHTUTEHCBSA3BIBAIOINETO (pparMeHTa COMIacHO Jrobomy m3 mm. 1-7, win ¢apManeBTHYecKOn
KOMTIO3HIINH 110 1. 12a).

18. Criocob o . 17, HOmOJHUTETFHO BKITFOYAIOLIHIA BBEIEHUE YKA3aHHOMY CYOBEKTY:
294



a) BToporo areHta st euenust BUU-ung ek,

b) aronucra Toll-nogobuoro peuentopa (TLR), rue, HeobsizatenbHo, aronuct TLR npencrasiser

co0oit:
(1) aronuct TLR2, aronuct TLR3, aronnct TLR7, aroruct TLR8 win aronuct TLRY; w/nnu

(11) aronuct TLR7, npuuém, HeoOs3aTenpHO, aroHUCT TLR7 BbIOpaH U3 rpymnmsl, COCTOSIIEN U3

BE€CATOIMMOA4, UMHUXUMOJa U PE3UKBUMOJA,

npu4YEéM, HeoOs3aTeIbHO, BTOPOE AHTHUTENO WM €r0 aHTUTCHCBS3bIBAIOIINN (parMeHT, KOTOPBIE

CBSI3bIBAIOT, MHTHOUPYIOT W/nim HelTpanmsyroT BUY, cBs3siBatoTCs C:

a. BIUTONOM Miu yyactkoM gpl20 B Tperbeit BapuabdenbHoii netie (V3) n/unu
o0nacT C BBICOKMM COAEpPKaHHEM MAaHHO3bL, CcoOnepsKalleld IJIMKaH
OJIMTOMAaHHO3HOTO TUMa B nojioxkeHuu N332, u cogepxar odbmactu VH u VL
U3 aHTHUTeJa, BBIOPAHHOrO M3 rpymmsbl, cocrosimeit uz GS-9722, PGT-121,
PGT-122, PGT-123, PGT-124, PGT-125, PGT-126, PGT-128, PGT-130,
PGT-133, PGT-134, PGT-135, PGT-136, PGT-137, PGT-138, PGT-139, 10-
1074, VRC24, 2G12, BGI18, 354BG8, 354BGl18, 354BG42, 354BG33,
354BG129, 354BG188, 354BG411, 354BG426, DH270.1, DH270.6,
PGDM12, VRC41.01, PGDM21, PCDN-33A, BF520.1 u VRC29.03, wm

KOHKYPHUPYIOT C HUMHU.

19. Cnoco6 mo mm. 17 wnm 18, DONMOJHUTENIbHO BKIIIOYANOINUN BBEIEHHE CYOBEKTY-UEJOBEKY

BakLMHbBI MPOoTUB BUY, npuuém, HeoOs3aTeNbHO:
a) BakuuHa npotus BMY BkrO9aeT BUPYCHYIO BaKLIMHY; H/WIH

b) BupycHas BakLMHA NOJyYeHa M3 BUPYCa, BBIOPAHHOTO U3 TPYIIIIBL, COCTOSINEH U3 apeHaBUPYCa,

alleHOBHpYCa, MOKCBUPYCa 1 pabaoBupyca.
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