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AHTHUTEJA, KOTOPBIE HAILEJTEHBI HA IVIMKOITPOTEHUH GP120 BUPYCA
NIMMYHOAEDOPUIIUTA YEJIOBEKA (BUY), 1 CITIOCOBbI UX TPUMEHEHHWA

CCBIJIKA HA POJACTBEHHBIE 3AABKHU

[0001] Hacrosimas 3asBka ucnpaiinbaeT NPUOPUTET B COOTBETCTBUU CO cTaTbed 35 §
119(e) Crona 3axonoB CIIIA Ha ocHOBaHWH IpeaBapuUTENbHON 3asBKU Ha nmateHT CIIIA
Ne 62/693642, nopannoii 3 urons 2018 r., u npeaBapuTenpHON 3asBKu Ha nateHT CIITA
Ne 62/810191, nomannoit 25 ¢espans 2019 r., comep’kaHHs KOTOPBIX HACTOSIIUM

MOJIHOCTBIO BKJIFOUEHBI B IAHHYIO 3as1BKY IMOCPEACTBOM CCBIIKH BO BCEX OTHOLUEHUSX.
ITEPEYEHbG ITOCJIEJIOBATEJILHOCTEM

[0002] B Hacrosmyro 3asBky BxoauT IlepedeHp mocnenoBaTenbHOCTEH, KOTOPBIH ObLI
nonaH B 3JekTpoHHOM Buae B (¢opmare ASCII um HaCTOSIIUM TMOJHOCTHIO BKIIIOYEH B
JaHHYIO 3asBKy mocpeactBoM cchUIKU. YkazaHHas korusi ASCIL, co3mannas 10 uroHs

2019 r., masBana 1232 P2F SL.txt, u ee pasmep coctasisier 899216 Oaiir.
OBJIACTb TEXHUKHU

[0003] Hacrosiinee u3o0peTeHne OTHOCUTCS K AHTHTENAM U MX aHTHTCHCBSI3BIBAIOLIMM
¢dparmMeHTaM AN JledeHWsT  W/WIM  NPENOTBpAIleHHMs  HMHPEKIMH  BUPYCOM

ummyHoneduunra uenosexa (BUY).
YPOBEHb TEXHUKHU

[0004] Wndexkuns Bupycom ummynoneduura yenoseka (BUY) u cxoxue 3aboaeBanus
SBJIIIOTCSL  TJIABHOW  BCEMHUPHOH MpoOJeMoil  OOIIECTBEHHOTO  3PaBOOXPAHEHMUS.
Bonbinasi 4acte U3 ONOOpPEHHBIX HA CETONHSINHUN JeHb METONOB JiedeHuss BIY-
UH(EKIH HaleJeHa Ha OOpaTHYI TPaHCKPUITA3y, (PEPMEHThI MPOTeasbl U UHTErpasy
Bupyca. J1o cux mop ¢ JaHHBIMU METOAAMU JieUueHHs ObUTH CBSI3aHbl ycToiunBocTh BUYU
K TaKUM CYIIECTBYIOIIHUM JIEKAPCTBEHHBIM CPEICTBAM, TOKCUYHOCTb NPHU AJUTEIBHOM
NPUMEHEHUH M OTCYTCTBHE COOJIFOECHUS MALMEHTOM CXEeM €XKEIHEBHOTO IMpHeMa J103.
CrnenoBarenbHO, BaKHO HaXOAWUTh M pa3padaThiBaTh HOBble aHTHTENa mpotuB BUY c

npeaAnOYTUTEIIbHBIMU CBOfICTBaMPI, NMOAXOAAINMU JIA TEPANICBTUYCCKOTO IMPUMEHCHM .

[0005] B WO 2012/158948 onucanbl dejoBeueckne aHTUTeNa mnporus BUY,
npoucxomsamue w3 B-knerok mnamstn BHY-mHQUUMPOBaHHBIX JOHOPOB, KOTOpBIE
crocoOHbl MHrHOMpoBaTh HH(pUUUpoBaHHe BumamMu BHY-1 u3 MHOXecTBa Kiaj.
Anturena mnporuB BHWY Takke onmcanbl, Hampumep, B WO  2005/058963,
WO 2013/090644, WO 2014/063059 u EP 0690132B1. TepaneBrudeckoe NpUMeHEHNE

YKa3aHHBbIX AHTUTCIT MOXKET OBITh OrpaHU4YC€HO BCJICACTBUE OXBaTa BUPYCOB OAHOIO
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nanueHTa,  (papMakOKMHETUKH,  IOJUCHEUU(PUIHOCTH W JAPYTHX  CBOMCTB.
COOTBETCTBEHHO, CYyLIECTBYET MOTPEOHOCTh B HOBBIX aHTHUTeNax nporus BUY s

TEPANeBTUYECKOrO NPUMEHEHHUSL.
KPATKOE OITMCAHME U30bPETEHUA

[0006] B Hacrosimem wH300peTeHMH TPEUIOKEHbI KOMIO3MLIMU /ISl JICYCHUS WU
npenotepauienuss BHY. B uacTHOCTH, B HOaHHOM 3asBKE MPEIJIOKEHBI AHTUTENA,
KOTOpble CBA3BIBAIOT riamkonporenH gpl20 (gpl20) obomouku (Env) Bupyca
ummyHonedunnra yenoseka (BIY). B Hacrosimem n3o0pereHnn npensiokKeHbl aHTUTENa
nporue BUY u ux aHTUreHCBs3bIBarol[ue (parMeHThl, BKIIOUYAs HEHTpaIM3yIOIIHe
anturena nporus BHY mupokoro cnexkrpa AEHCTBUS M UX AHTUICHCBA3BIBAKOLLNE
¢dparmenTsl, (apMaLeBTHUYECKHE KOMIIO3ULUM, COJAEpIKalue TaKhe aHTHTeNa M HX
(parMeHThl, U CIOCOOBI MPUMEHEHUs! TAaHHBIX AHTHTEN U UX (PPAarMEHTOB JUIS JICUSHUS

npenorspauiennss BUU-undexunn.

[0007] B omHOM acmekTe, B HACTOSIIIEM M300pPETEHHU MPEIIOKEHO aHTUTENO WM €ro
AHTUTEHCBSI3BIBAIOIINI (DparMeHT, KOTOPBIN CBSI3BIBAETCS C TJIMKONpPOTEMHOM gpl20
o0oyiouku BHpyca uMMyHonedurnura uenoBeka-1 (BHY-1). Aunrureno wumm ero
AHTUTeHCBS3BIBAIOIINI (PparMeHT conmeprkar BapuabeNbHYK O0JIACTh TSDKENION Lienu
(VH), comepxkamyw  onpenenstoomue  KomiuieMeHTapHocTh — obmactu  (CDR,
runepsapuadenbubie yyactku) VH, u BapuabenbHyro oOmacte nerkod nermu (VL),
conepskamyto oonmactu CDR VL. B Hekotopbix Bapuantax peanusauuu odmactu CDR
VH u obnactu CDR VL umeroT nocnenosarenbHocTH, npeacrasientbie B: SEQ ID NO:
137, 138, 139, 140, 141 u 142, coorBerctBenno, SEQ ID NO: 159, 138, 139, 140, 141 u
142, coorBerctBenHo; SEQ ID NO: 137, 160, 139, 140, 141 u 142, COOTBETCTBEHHO,
SEQ ID NO: 137, 161, 139, 140, 141 u 142, coorBerctBenno; SEQ ID NO: 137, 162,
139, 140, 141 u 142, coorBercrBernHo; SEQ ID NO: 137, 163, 139, 140, 141 u 142,
cootrBerctBeHHO; SEQ ID NO: 137, 138, 164, 140, 141 u 142, coorBercrBenHo; SEQ ID
NO: 159, 138, 164, 140, 141 u 142, coorBercrBenno; SEQ ID NO: 137, 138, 139, 140,
165 wu 142, coorserctBenHo, SEQ ID NO: 137, 138, 139, 140, 166 u 142,
cootrBerctBeHHO; SEQ ID NO: 137, 138, 139, 140, 167 u 142, coorBercrBenHo; SEQ ID
NO: 137, 138, 139, 140, 168 u 142, coorBercrBenno, SEQ ID NO: 137, 138, 154, 140,
141 u 142, coorBercTBeHHO, MUtk ocaenoarensHocTu SEQ ID NO: 137, 138, 139, 570,

141 wu 142, coorBercTBEHHO. B  HEKOTOpPBIX Cily4dasx aHTUTENO WU  €ro
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AHTUTeHCBS3BIBAIOIINNA (PparMeHT copepkaT B kapkacHou oOmactu 3 (FR3) VH B

NOJIOXKEHNUHY, COOTBEeTCTByIOIeM 74a, 74b, 74c u 74d (mymepaumss mo Kalary),



MOCJIEIOBATEIbHOCT aMUHOKHUCTIOT, TipeactasieHHyo B SEQ ID NO: 453 unu SEQ ID
NO: 627. B nekoropex ciaydasix obmactu CDR VH u obmactu CDR VL wmmeror
nocienoBareabHocTH, npeactasieHHbie B: SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBCHHO, TIPHUYEM QAHTUTCIIO WU €TI0 aHTI/IFeHCBﬂSI)IBaI-OH_[I/Iﬁ (I)paFMeHT
comepkat B kapkacHoi obmactu 3 (FR3) VH B monoskeHnu, COOTBETCTBYIOLIEM 74a,
74b, 74c, m 74d (mymepamms mno Kalary), mnocnenoBaTenbHOCTh aMHUHOKHCIIOT,
npenctasieHHyro B SEQ ID NO: 627. B HeKOTOpbIX ciy4asx aHTUTENO WU €ro
aHTUTeHCBs3bIBatoIul  (parmeHT coxepskar FR3 VH, copepkamyro clenyromyro
MOCJIEA0BATEIbHOCTD AMUHOKHCJIOT:
RVSLTRHASWDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 628) wmu
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629) B
HEKOTOPBIX BAPUAHTAX PEaM3aLUU AHTUTEJIO WK €r0 AHTUI'€HCBSI3bIBAIOLINN (parMeHT
conepxkatr FR3 VH, copepxainyro cleqyrmyr MNOCIEN0BATEIbHOCTh aAMUHOKHUCIIOT:
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629) B
HeKOoTOpbIXx ciy4asx obmactru CDR - VH u  obmacru  CDR VL  wumeror
nocnenoBaTenbHOCTH, npencrasieHssie B: SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, NPUYEM AaHTUTEJIO WJIM €ro AaHTUTeHCBSA3BIBAIOINUN (parMeHT
conepxkar FR3 VH, copepxainyro creqyromyr MOCIEA0BATEIbHOCTh AMUHOKHUCIIOT:

RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629).

[0008] B napyrom acnekte ob6mactu CDR VH u obmacru CDR VL wumeror
nocienoBaTeapbHoCTH, npeactasierHbie B. SEQ ID NO: 137, 138, 139, 140, 141 u 142,
cooTBeTCTBeHHO; mun nocienosarenbHocTr SEQ ID NO: 153, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO. B HekoTopbIX ciy4asx VH naHHOro aHturtena COXEPKUT OIUH WU
Oonee W3 CIENYIOUINX: THCTUAMH B MOJIOKEHUH 3, CEPHH B TOJIOKEHUH S5, TJIYyTAMHH B
MOJIOKEHUU 72, TUPO3UH B MOJOXKEHUM 76, BaJIMH B MOJOXKEHUU 82C, M30JEULUH B
nonioskeHnu 89 (Hymepauus nonoskeHuii cornacHo Kabary). B Hekoropbx ciyvasx VL
JaHHOTO aHTHUTEJIA COAEPIKUT OOUH WM OoJiee M3 CIEAVIOIIUX: apIHHUH B TOJOXKECHUN
14, amanuH B monoxkeHuu 60, BaJWH B MOJIOKEHUU 83 M M30JEUIIMH B TOJOXKEHUU 98
(mymepanust nojoxenuii cornacHo Kabary). B HEKOTOpBIX Cilydasix aHTUTENO WU €ro
AHTUTeHCBS3BIBAIOIINN (pparMeHT copepkaT B kapkacHou obOmactu 3 (FR3) VH B
NOJIOXKEHNUH, COOTBETCTByIOLIeM 74a, 74b, 74c u 74d (mymepauuss mo Kabaty),
MOCJIEIOBATEIbHOCT aMUHOKHUCTIOT, TipeactasieHdyo B SEQ ID NO: 453 unu SEQ ID
NO: 627. B HEKOTOpBIX CIy4asx aHTUTEJO WM €ro aHTHUIE€HCBS3bIBAOLIUI (hparMeHT

coaep:kat FR3 VH, cozepxamyro cCleayrmyw TOCIEA0BATEIbHOCT AMUHOKHUCIIOT!



RVSLTRHASWDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 628) wmu
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPBIX BAPUAHTAX PeaM3alUH AHTHTEJIO WA €r0 AHTUT€HCBSI3bIBAIO LN (PparMeHT
coaepkat FR3 VH, coxepamyro Cleayromyr TOCIEA0BATEIbHOCT AMUHOKHUCIIOT!
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPBIX BAPUAHTAX PEaM3alUH AHTUTEJIO I €r0 AHTUT€HCBSI3bIBAIOLINHA (PparMeHT
conepxkat obnactu CDR VH u obmactu CDR VL, umeromue mocienoBaTeIbHOCTH,
npencrasiendslie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U
comepkat B kapkacHoi obmactu 3 (FR3) VH B monoskeHuu, COOTBETCTBYIOLIEM 74a,
74b, 74c u 74d (mymepaums mno Kabary), nocnenoBaTenbHOCTb aMHUHOKHCIIOT,
npencrasieHHyo B SEQ ID NO: 627. B HEKOTOpbIX BapHaHTaxX peaju3alliil aHTUTENO
WJIN €ro aHTUTeHCBsI3bIBarOIUil pparmenT comepskar obiactu CDR VH u obnactu CDR
VL, umeromue nocienosareabHocTy, npencrasierssie B SEQ ID NO: 137, 138, 139,
140, 141 u 142, coorBercTBeHHO, U coxepxkar FR3 VH, comepxkamyro crenyrouryro
MOCJIEA0BATEIbHOCTD AMUHOKHCIIOT:
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPBIX BAPHAHTAX PeaM3alMyi AHTUTEJIO WK €r0 aHTUIeHCBSI3bIBAKOLINIA (PparMeHT
conepkat obnactu CDR VH u obmactu CDR VL, umerorue mocieaoBaTeIbHOCTH,
npencrasiendsie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U
coaepkatr FR3 VH, coxepskainyro CleAyrOIyK IOCIEA0BATEIbHOCT AMUHOKHUCIIOT:!
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629), u
comepxxaT VL, conmep:kalnyro MOCIeA0BaTEIbHOCTh aMUHOKHUCIIOT, NMPEICTaBICHHYIO B
SEQ ID NO: 278 B HeKOTOpbIX BapuaHTaX peaju3alyyd AaHTUTEIO WU €ro
aHTHreHCBs3bIBatOIMi (parment comepxkat obmactu CDR VH u obmactu CDR VL,
UMeroIue nocienoBaTenbHoCcTH, npenacrasieHusie B SEQ ID NO: 137, 138, 139, 140,
141 u 142, coorBercTBeHHO, U coaepxkat VH, koropast mo menbiieit mepe Ha 80%, 1o
MeHblel mMepe Ha 85%, nmo meHbiieit mepe Ha 90%, mo meHbluell mMepe Ha 91%, mo
MeHblel Mepe Ha 92%, nmo MeHblieil Mepe Ha 93%, mo meHbluell Mepe Ha 94%, no
MeHblel Mepe Ha 95%, nmo MeHblieil Mepe Ha 96%, o meHbluell mepe Ha 97%, no
MeHblIeld Mepe Ha 98%, no MeHblieil Mepe Ha 99%, Hanmpumep, Ha 100%, uaeHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKUCIOT, mnpeacTtaBieHHor B SEQ ID NO: 477, u VL,
KOTOpas no MeHblieil Mepe Ha 80%, mo MeHblIel Mepe Ha 85%, Mo MeHblIEH Mepe Ha
90%, o menbiei Mepe Ha 91%, mo MeHbIne Mepe Ha 92%, o MeHbIuel mepe Ha 93%,
1o MeHblIel Mepe Ha 94%, no MeHblel Mepe Ha 95%, no meHbiuel Mepe Ha 96%, o

MeHblIed Mepe Ha 97%, nmo MeHblieil mepe Ha 98%, mo meHbinell Mepe Ha 99%,
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Hanpumep, Ha 100%, nneHTuyHa NOCIe10BaTENbHOCTH aMUHOKUCIIOT, NIPECTaBIeHHON
B SEQ ID NO: 278, u comepxar FR3 VH, cozepxaiyio Clenyrouy
MOCJIEA0BATEIbHOCTD AMUHOKHCJIOT:
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPBIX BAPUAHTAX PeaM3alUH AHTHTEJIO I €r0 aHTUT€HCBSI3bIBAIOLINHA (PparMeHT
conepxkat obnactu CDR VH u obmactu CDR VL, umeromue mocienoBaTeIbHOCTH,
npencrasiendsie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U
conepxar VH, koropas mo menbiueir mepe Ha 80%, mo Menbiuei mepe Ha 85%, mo
MeHblied Mepe Ha 90%, no meHblieil mepe Ha 91%, mo meHbluell mepe Ha 92%, no
MeHblied Mepe Ha 93%, no MmeHblieil Mepe Ha 94%, mo meHbluell mepe Ha 95%, no
MeHblIed Mepe Ha 96%, nmo MmeHblieil Mepe Ha 97%, mo meHbluell mepe Ha 98%, mo
MmeHbliell mepe Ha 99%, Hampumep, Ha 100%, uAEHTHYHA IOCIENOBATEIBHOCTH
amuHokucoT, npencrasiaeHHol B SEQ ID NO: 477, u congepxkar FR3 VH, conepkatryo
CIEAYIOLLYIO NOCJIEI0BATENbHOCTD AMUHOKHCJIOT:
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629), u
comgepxxaT VL, conmep:kallyl0 MOCIEAOBATEIbHOCTb aMUHOKHUCIIOT, NMPEACTABICHHYIO B

SEQ ID NO: 278.

[0009] VYkazaHHbI€ BbIII€ aHTUTEJIA MOTYT JOTMOJHUTENBHO conep:katb VH ¢ onHol win
Oonee (mampumep, 1, 2, 3, 4,5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17 wnu 18) u3
CIEAYIOIIMX AaMHHOKHCJIOT B VKA3aHHBIX TMOJIOKEHHUSX (HyMepalusi IOJIOKEHH
coriacHo Kabary): BaJMH B TOJIOXKEHUHU S5, TIIyTaMHUHOBAsl KUCJIOTa B MoyioskeHuu 10,
JIM3VH B MOJOXEHUH 12, MTU3UH B MOJOKEHUH 23, acraparud B MOJIOXKEHUH 28, aprUHUH
B NOJI0keHUU 30, TUPO3MH B MOJOKEHUU 32, TPEOHUH B MOJOXKEHUH 68, METHOHUH B
MOJIO’KEHUU 69, TUCTUIMH B TIOJIOKeHUU 72, (eHnIaJaHuH B TOJNIOKEHUH 76, allaHUuH B
NOJIOXKEHUN 78, CepUH B TOJOXEHHH 82a, apTUHUH B IOJIOKEHHH 82b, TPEOHHH B
noyiokeHuu 89, TUPO3UH B MOJOKEHUH 99, rmyTaMuH B nosnoxkeHuu 105 uiam METHOHUH
B nojoxeHnn 108. B HEKOTOpBIX BapuaHTax pead3alUyd AHTUTEIO MOXKET
JOMOJIHUTENBHO coaep:xkaTb VH co crepyromumy aMHUHOKUCIOTAMH B YKAa3aHHBIX
NOJIOXKEeHUSAX (HyMepauus nojoxenuii cornacHo Kabaty): acnaparus B mosoxxeHun 28,
APrUHUH B MOJIO)KeHUHU 30, TUPO3UH B MOJOKEHUU 32, TUCTHUAWH B MOJOXEHUU 72 U
TUPO3UH B TMOJOXKEHHH 99 (Hampumep, acrmapardH B TOJIOKEHHH 28, apruHUH B
nonoxeHuu 30, TUPO3UH B MOJIOKEHUU 32, TUCTUAUH B NOJIOKEHUU 73 U TUPO3UH B
MOJIO’KEHUH 98, MpuueM MOJIOKEHUsT AMUHOKHUCIIOT COOTBETCTBYIOT TakoBbIM B SEQ ID

NO: 477). B HeKkOTOpbIX BapUaHTaX peaM3alMd  AHTUTEJO WJIH  €ro



aHTUreHcBs3bIBatOIMi (parment comepxkat obmactu CDR VH u obmactu CDR VL,
UMeEIoIINe TocyenoBaTeabHOCTH, npenacrasieHusie B SEQ ID NO: 137, 138, 139, 140,
141 u 142, cOOTBETCTBEHHO, U coaep:kaT VH co cienyromuMu aMHUHOKHUCIOTAMHU B
YKa3aHHBIX TMOJIOKEHUAX (Hymepauusi TMoyiokeHuil coriacHo Kabary): acmaparuH B
MOJIOKeHUU 28, apruHUH B MOJOKeHUU 30, TUPO3UH B MOJIOKEHHH 32, TUCTUAUH B
NOJIOXKEHUN 72 W TUPO3HMH B MOJOXEHUU 99 (Hampumep, acrmapardH B IOJIOKEHUH 28,
APrUHUH B NOJIO)KeHUHU 30, TUPO3UH B MOJOKEHUU 32, THCTUAWH B MOJOXEHUHU 73 U
TUPO3UH B MOJIOKEHUU 98, MpUUYeM MOJIOKEHUS] aMUHOKHUCIIOT COOTBETCTBYIOT TaKOBBIM
B SEQ ID NO: 477). B HeKoTOpbIX BapHaHTaxX pealM3allid AaHTUTEJIO WA €ro
aHTUreHcBs3bIBaroIMi (parment coxepxkat obmactu CDR VH u obmactu CDR VL,
HMeEIOIIUE TNocienoBaTenbHOCTH, npeacrasieHusie B SEQ ID NO: 137, 138, 139, 140,
141 u 142, coorBercTBeHHO, U coxaepxkar VH co cienyrolmuMu aMUHOKHCIOTAMU B
YKa3aHHBIX TOJIOKEHUsIX (Hymepauusi mnojioxkeHuil cornmacHo Kabaty): acmaparvH B
NnoyIokeHuu 28, apruHuH B MoJjokeHuu 30, TUPO3UH B MOJOXKEHUHM 32, TUCTHUAUH B
noJjoxkeHnu 72, (QeHWIaJaHUH B NOJOXKEHHMH 742 M TUPO3HH B IOJNOXKEHHH 99
(HampuMep, acmaparuH B TOJOXeHuH 28, apruHMH B mojiockeHHH 30, THPO3HH B
NOJIOKEHUHU 32, TUCTHAMH B MOJIOXKEHUH 73, (heHUIIAIaHNH B ITOJIOXKEHUH 76 U THPO3UH B
MOJIO’KEHUHU 98, MpuveM MOJIOKEHUsT aMUHOKHUCIIOT COOTBETCTBYIOT TakoBbiM B SEQ ID
NO: 477). B HeKOTOpbIX BapuUaHTax peaJu3alMd  AHTUTEJO WM  €ro
aHTUreHCBs3bIBatrOIMid (parment coxepxkat obmactu CDR VH u obmactu CDR VL,
UMeroIue nocienoBaTeabHoCcTH, npenacrasienusie B SEQ ID NO: 137, 138, 139, 140,
141 u 142, coorBeTcTBeHHO, U coaepxkaT VH, koropast mo menbineii Mmepe Ha 80%, 1o
MeHblel Mepe Ha 85%, mo meHbiieit mepe Ha 90%, mo menbluedl mMepe Ha 91%, mo
MeHblel Mepe Ha 92%, mo MeHblieil Mepe Ha 93%, mo meHbluell Mepe Ha 94%, mo
MeHblel Mepe Ha 95%, mo MeHblieit Mepe Ha 96%, mo meHbluell Mepe Ha 97%, mo
MeHblel mepe Ha 98%, no MeHblieil Mepe Ha 99%, Hanmpumep, Ha 100%, uaeHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKHUCIOT, mnpeacTtasieHHorn B SEQ ID NO: 477, u VL,
KOTOpas nmo MeHblieil Mepe Ha 80%, mo MeHblIel Mepe Ha 85%, Mo MeHblIEH Mepe Ha
90%, o menbiel Mepe Ha 91%, o MeHbIne Mepe Ha 92%, o MeHbIuel mepe Ha 93%,
1o MeHblIel Mepe Ha 94%, no MeHblel Mepe Ha 95%, no meHbluel mepe Ha 96%, no
MeHble Mepe Ha 97%, no MeHblieil mepe Ha 98%, mo meHbiuell Mepe Ha 99%,
Hanpumep, Ha 100%, nneHTuyHa NOoCae0BaTENbHOCTH aMUHOKUCIIOT, NIPECTaBIeHHON
B SEQ ID NO: 278, u conepxxar VH co cieayroummyu aMUHOKHCIOTAMU B YKa3aHHbBIX
NOJIOXKEHUSAX (HyMepauus nojoxennii cornacHo Kabaty): acnaparus B mosoxxeHun 28,

APrUHUH B MOJIO)KeHUHU 30, TUPO3UH B MOJOKEHUU 32, THCTUAWH B MOJOXKEHUU 72 U



TUPO3UH B TOJOXKEHHH 99 (Hampumep, acmapardH B TMOJIOKEHHHM 28, aprUHUH B
nosnoxeHuu 30, TUPO3UH B MOJIOKEHUU 32, TUCTUAUH B INOJIOKEHUU 73 U TUPO3UH B
MOJIO’KEHNHU 98, MpuveM MOJIOKEHUsT AMUHOKHUCIIOT COOTBETCTBYIOT TakoBbIM B SEQ ID
NO: 477). B HeKOTOpbIX BapUaHTaX peaM3alMd  AHTUTEJO WJIH  €ro
aHTUreHcBs3bIBaroIMi (parment coxepxkat obmactu CDR VH u obmactu CDR VL,
UMeEIoINEe TocaenoBaTeabHOCTH, npenacrasieHusie B SEQ ID NO: 137, 138, 139, 140,
141 u 142, coorBeTcTBEHHO, U coaepkaT VH, koropas mo menbuieit Mmepe Ha 80%, mo
MeHblie Mepe Ha 85%, nmo menblieil mepe Ha 90%, mo meHbluell mepe Ha 91%, no
MeHblIed Mepe Ha 92%, nmo meHblieil Mepe Ha 93%, mo meHbluell mepe Ha 94%, no
MeHblIed Mepe Ha 95%, nmo MmeHblieill Mepe Ha 96%, mo meHbluell mepe Ha 97%, no
MeHblIeld Mepe Ha 98%, no Mmesblieill Mepe Ha 99%, Hanmpumep, Ha 100%, uaeHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKHUCHOT, mnpeacTtaBieHHot B SEQ ID NO: 477, u VL,
KOTOpas 1o MeHblueil Mepe Ha 80%, o mMeHblIel Mepe Ha 85%, MO MeHblIeH Mepe Ha
90%, o menbleit Mmepe Ha 91%, mo MeHblIeit Mmepe Ha 92%, o MeHblel Mepe Ha 93%,
1o MeHble Mepe Ha 94%, no MeHbineil Mepe Ha 95%, o MeHbLIeH Mepe Ha 96%, 1o
MeHbleil Mepe Ha 97%, mo meHblied Mepe Ha 98%, mo MeHblueld Mepe Ha 99%,
Hanpumep, Ha 100%, uneHTHYHA NOCIEeN0BATENIbHOCTH aAMUHOKHUCIIOT, MPEACTABICHHOM
B SEQ ID NO: 278, u conepxxar VH co crneayroummmMu aMUHOKHCIOTAMH B YKa3aHHbBIX
NOJIOKEHUSAX (HyMepauusi nojoxenuii cornacHo Kabaty): acnaparud B mojioskeHun 28,
apruHUH B nojioxkeHUU 30, TUPO3UH B MOJIOKEHUH 32, TUCTUAMH B TOJIOKEHUH 72,
(eHnnaNaHuH B MOJOXKEHUH 74a M TUPO3UH B MOJIOXKeHHH 99 (Hampumep, acrapariH B
MOJOXKeHUU 28, apruHUH B MOJOKeHUU 30, TUPO3UH B MOJIOKEHUH 32, TUCTUAUH B
NOJIOXKEeHUU 73, (PeHWIAJaHUH B MOJIOKEHUH 76 M THPO3UH B MOJOXKEHUU 98, mpuyem

TIOJIOXKEHUSI aMUHOKHUCIIOT COOTBETCTBYIOT TakoBbIM B SEQ ID NO: 477).

[0010] B HekoTOpBIX BapuaHTax peanu3auuu VL comepkuT oaHy wiu Oojiee (Hanmpumep,
1,2, 3,4,5,6,7, 8,9, 10) u3 ciaenyrmux aMHHOKHCIIOT B YKA3aHHBIX MOJIOKEHUSIX
(mymepanmst monokeHuil cornmacHo Kabaty): aprusmH B monokeHuwn 18, nu3uH B
nonoxeHuu 39, mponuH B nojoxkeHun 40, TPEOHMH B NOJOXKEHUM S50, CEpUH B
MOJIOKEHUU 65, TPDEOHHH B MOJIOKEHUU 72, CEPUH B MOJIOXKEHUU 76, CEPUH B MOJIOKEHUU
77, TPEOHUH B MOJIOKEHUH 99, IMULMH B MOJOXEHUU 99, acnaparuH B nojokeHuu 103,
WU u3ojenuuH B nojoxxeHnuu 106. B pgpyrux BapuaHTtax peanuszauuu VL copepskur
onuy wiu 6onee (Hampumep, 1, 2, 3,4, 5,6, 7, 8, 9, 10) u3 cienyrImux aMHHOKUCIIOT B
YKa3aHHBIX TOJIOXKEHUsIX (HyMmepalusi ToJioskeHud corjacHo Kabaty): apruHuH B

MOJIOXKEHUU 18, anaHuH B mMonoXkeHUHu 19, cepuH B MOJOXKEHHH 05, TPEOHUH WU



TMCTUAVH B MOJIOXKEHUHU 72, TU3UH B MOJOXKEHUU 74, CEpUH B MOJOXKEHUU 76, CEpUH B
noyiokeHnu 77, (eHUNANAaHUH B TMOJOXeHWuW 98 wim riaunuH B moyiokeHuun 99. B
HEKOTOPBIX BapHaHTax peanu3auud VL comepkuT anaHuH B NOJOXKeHUH 19 (Hymeparus
no Kabary). B apyrux nomoJHUTENbHBIX BapHaHTax peanuzauuu VH conmepxuT onHy
wii Oojiee M3 CIEAYIOLIMX aMHUHOKHCIOT B YKA3aHHBIX MOJOXKEHUAX (HyMeparus
noyioskeHnii coriacuo Kabary): ructuane B nmonoxeHnn 72, GeHUIaANIaHUH B TTOJIOKEHUU
76 unm (¢eHwnanaHWH B MOJOXkeHWW 74a. B mpyrux BapuaHTtax peanmsauuu VL
comepkuT oxHy wuiam Oonee (Hampumep, 1, 2, 3, 4, 5, 6, 7, 8) u3 cuenyromux
AMHHOKHUCJIOT B YKa3aHHBIX MOJOXEHUSAX (HyMepauus mojoxeHuil corimacHo Kalary):
aprUHMH B MOJIOXKEHUU 18, anaHuH B nosnoxeHuu 19, cepuH B MONOXKEHUU 65, TPEOHUH B
MOJIOXKEHUN 72, CEpUH B IOJIOKEHUHM 76, CEpUH B TMOJOXEHUU 77, (peHUJaNaHUH B
NOJIOKEHNU 98 nnM rMUuH B NOJokeHuu 99. B HEKOTOpBIX BapHaHTaxX pealu3aluu
AHTUTENIO WM ero aHTUIeHCBs3bIBarOLMi (parmeHT comepkar obmactu CDR VH wu
obnactu CDR VL, umeromue nocnenoBatenbHOCTH, npeacrasiennsie B SEQ ID NO:
137, 138, 139, 140, 141 u 142, cooTBETCTBEHHO, U coaep:kat VH, koTopasi o MeHbIuen
mepe Ha 80%, mo meHbIuel Mepe Ha 85%, o MeHbIuell Mepe Ha 90%, o MeHbLIel Mepe
Ha 91%, no meHbLIel Mepe Ha 92%, no MeHbluell Mepe Ha 93%, Mo MeHblIEH Mepe Ha
94%, no Mmenbleit Mepe Ha 95%, mo MeHblIel Mepe Ha 96%, o MeHblIel Mepe Ha 97%,
1o MeHblueil Mmepe Ha 98%, no meHbIuel Mepe Ha 99%, Hanpumep, Ha 100%, uneHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKUCTOT, mnpeacTtasieHHorn B SEQ ID NO: 477, u VL,
KOTOpas mo MeHbleil mepe Ha 80%, mo MeHbIell Mepe Ha 85%, Mo MeHblIel Mepe Ha
90%, o menbiel Mepe Ha 91%, mo MeHbInel Mepe Ha 92%, o MeHbIel Mepe Ha 93 %,
1o MeHblIel Mepe Ha 94%, o MeHbluel Mepe Ha 95%, no meHbiuel Mepe Ha 96%, 1o
MeHbIIel Mepe Ha 97%, nmo MeHblieil mepe Ha 98%, mo meHbiuell mepe Ha 99%,
Hanpumep, Ha 100%, uneHTuyHa NoCae0BaTeIbHOCTH aMUHOKUCIIOT, NIPECTaBICHHON
B SEQ ID NO: 278, u conepxxar VH co cneayroummyu aMUHOKHCIOTAMH B YKa3aHHbBIX
NOJIOXKEHUSIX (HyMepauus nojoxeHuii cornacHo Kabaty): acnaparusa B mosioxkeHun 28,
apruHUH B MoOJokeHUU 30, TUPO3UH B MOJIOKEHHH 32, TUCTUAMH B TOJIOKEHUH 72,
¢deHnnanaHuH B TOJOXKEHUH 76, W (peHWITaTaHWH B TOJIOKEHUH 74a, U THPO3HH B
nojiokeHn 99 (Hampumep, acmaparvH B TMOJOXeHHH 28, apruHuH B mojoxeHuu 30,
THUPO3UH B MOJIOKEHUH 32, THCTHIWH B MOJIOKEHNH 73, (PeHMITAIaHUH B TIOJIOKEHUH 76 U
TUPO3UH B MOJIOKEHUHU 98, MpHUUeM IMOJOKEHUS] aMUHOKHUCIIOT COOTBETCTBYIOT TaKOBBIM
B SEQ ID NO: 477). B HeKkoTOpbIX BapHaHTaxX peAM3aldd AHTHUTEJIO WA €ro
aHTUreHCBs3bIBatOIMi (parment comepxkat obmactu CDR VH u obmactu CDR VL,

UMeEIoIINEe TocyenoBaTeabHoCTH, npeacrasieHusie B SEQ ID NO: 137, 138, 139, 140,



141 u 142, coorBercTBeHHO, U coaepkaT VH, koropast mo menbiieii Mmepe Ha 80%, 1o
MeHble Mepe Ha 85%, nmo meHnblieil mepe Ha 90%, mo meHbluell mepe Ha 91%, no
MeHble Mepe Ha 92%, nmo MeHblieil Mepe Ha 93%, mo meHbluell Mepe Ha 94%, no
MeHblIe Mepe Ha 95%, nmo meHblieil Mepe Ha 96%, mo meHbluell Mepe Ha 97%, no
MeHblel Mepe Ha 98%, no Menbleill Mepe Ha 99%, Hanpumep, Ha 100%, uaeHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKUCIOT, mnpeacTtaBieHHot B SEQ ID NO: 477, u VL,
KOTOpas nmo MeHbuieil Mepe Ha 80%, mo MeHblIel Mepe Ha 85%, MO MeHblIEH Mepe Ha
90%, no menblel Mepe Ha 91%, no MeHbIel Mepe Ha 92%, o MeHbluel Mepe Ha 93 %,
1o MeHblIel Mepe Ha 94%, no MeHbluel Mepe Ha 95%, no meHbluel mepe Ha 96%, no
MeHblIed Mepe Ha 97%, nmo MeHblieil mepe Ha 98%, mo meHblnel Mepe Ha 99%,
Hanpumep, Ha 100%, naeHTuyHa NoCaen0BaTENbHOCTH AMUHOKUCIIOT, NIPECTaBICHHON
B SEQ ID NO: 278, u conmepxxatr VL ¢ anannHoMm B mosnoxeHuu 19 (Hymepauus o
Kabary). B  HekOTOppIX  BapHaHTax  peaju3aldyd  aHTUTEJIO  HJIH  €ro
aHTUTeHCBsI3bIBAOIMI (parmeHT comepxkat obmactu CDR VH u obmactu CDR VL,
UMeIoLIe nocienoBarenbHocTy, npeacrasienusie B SEQ ID NO: 137, 138, 139, 140,
141 u 142, coorBercTBeHHO, U comepxkar VH, kotopas mo mensiueii mepe Ha 80%, mo
MeHblIell Mepe Ha 85%, nmo menblieil Mepe Ha 90%, mo meHblel mepe Ha 91%, o
MeHblell Mepe Ha 92%, no meHblieil Mepe Ha 93%, nmo meHblel mepe Ha 94%, 1o
MeHbIel mMepe Ha 95%, mo meHblieit mepe Ha 96%, mo meHbluell mepe Ha 97%, mo
MeHblel mepe Ha 98%, no MeHblieil Mepe Ha 99%, Hampumep, Ha 100%, uneHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKHUCTOT, mnpeacTtasieHHorn B SEQ ID NO: 477, u VL,
KOTOpas o MeHbleil mepe Ha 80%, mo MeHbIel Mepe Ha 85%, Mo MeHblIel Mepe Ha
90%, o menbiel Mepe Ha 91%, o MeHbInel Mepe Ha 92%, o MeHbIel Mepe Ha 93%,
1o MeHblIel Mepe Ha 94%, no MeHblel Mepe Ha 95%, no meHbiuel Mepe Ha 96%, 1o
MeHble Mepe Ha 97%, nmo MeHblieil mepe Ha 98%, mo meHbinell Mepe Ha 99%,
Hanpumep, Ha 100%, upeHTuyHa NOoCIe0BaTENIbHOCTH aMUHOKUCIIOT, NIPECTaBIeHHON
B SEQ ID NO: 278, u conepxxar VH co cieayroummmyu aMUHOKHCIOTAMU B YKa3aHHbBIX
NOJIOXKEHUSAX (HyMepauus nojoxenuii cormacHo Kabaty): acnaparusa B mosoxkeHun 28,
apruHUH B NoJokeHUU 30, TUPO3UH B MOJIOKEHUH 32, TUCTUAMH B TOJIOKEHUH 72,
(deHnnanaHuH B TOJOXKEHUH 76, W (peHWIaTaHWH B TOJNIOKEHUH 74a, U THPO3HH B
nonoxeHuun 99, u comepxar VL co creayromuMu aMHUHOKUCIOTAMH B YKa3aHHBIX

NOJIOXKEHUSIX (HyMepauus nojoxeHni cornacHo Kabaty): ananus B nonoxenuu 19.

[0011] B HexoTOpeIX BapuaHTax peanuzanuud VL comepkuT mMoCnenoBaTeIbHOCTb

AMUHOKUCJIOT, TIPEICTABICHHYIO B JIE0O0M u3 mocnenosatenpHocTeit SEQ ID NO: 332 -



342. B HekoTOpBIX ciy4asx aHTtuTesno comepkutr Fc-obmacte IgGl uenoseka. B
HEKOTOpBIX BapuaHTax peanusauuu Fc-obmacte IgGl uenoBeka mpencramisier coboit

IgG1m17 (SEQ ID NO: 348).

[0012] OnucaHHOe BBINIE AHTUTEO WU €ro AaHTHIEHCBS3BIBAIOMINN  (parMeHT
nornojgHuTebHO comepkar Fc-oOmacte IgGl uenoBeka, comepskamyro (TIOJOKEHUS
poHyMepoBaHbl coryacHo Hymepauuu EU): (1) acmapariHOBYIO KUCJIOTY B TOJIOKEHUU
239, rmyTaMHUHOBYIO KHUCJIOTY B NOJIOK€HUU 332, aJlaHUH B MOJIOKEHUM 236, JEHLHUH B
nojoxxennn 330; (i1) acmaparuHOBYIO KHCIOTY B NOJOXEHMH 239, TIIyTaMUHOBYIO
KUCJIOTY B TOJIOXKEHUHU 332, NeHIH B MOJokeHnu 428 u cepuH B nosnoxeHuu 434; (iii)
acraparvHOBYIO KUCJIOTY B MOJIOXKEHUU 239, IrIyTaMUHOBYIO KUCJIOTY B IOJIOKEHUH 332,
aJlaHUH B TOJIOKEHUM 236, JEeHLUH B MOJOXKEHUH 428 U cepuH B monoxeHuu 434; (iv)
acraparvHOBYIO KUCJIOTY B MOJIOXKEHUU 239, rIyTaMUHOBYIO KUCJIOTY B IOJIOKEHUH 332,
JeduuH B nojoxeHuu 330, NeHuH B MOJIOXEeHUU 428 U cepuH B MOJNOKeHUH 434; (V)
acraparuHOBYHO KHUCJIOTY B MOJIOKEHUH 239, ITyTaMUHOBYIO KUCJIOTY B MOJOXEHUH 332,
aJlaHuH B MOJIOKeHUM 236, neiiuimH B mojoxkeHnu 330, JeWnuH B moyokeHun 428 u
CepuH B MOJOXKEeHUU 434; umm (Vi) JNeWIuH B TMOJOKEHUU 243, MPOJHH B MOJIOKEHUH
292, nevinuH B nonoxkeHun 300, u3oneluuH B mojioskeHuu 305, JEHIHUH B MOJOKEHUU
396, neiiuuH B nosiokeHUH 428 U cepuH B moJiokeHuu 434. B HEKOTOpbIX BapHaHTax
peanu3ali AHTUTEJIO WM €ro AaHTUTCHCBS3BIBAIOIMUN (ParMEHT JONMOJHHUTEIBHO
cogepxar Fc-obmacte IgGl uenoseka, coxmepskamyro (TOJIOKEHUS TPOHYMEPOBAHBI
corjacHo Hymepauuu EU): acmapariHOBYIO KHCJIOTY B MOJIOKEHUH 239, TITyTAMUHOBYIO
KUCJIOTY B TOJIOK€HUHM 332, ajaHuH B MOJIOKeHUW 236, nelunH B nojoxkeHuu 330,
JeHUUH B mnojiokeHuu 428 u cepuH B nonoxkeHuu 434. B HEKOTOPBIX BapuaHTax
peanu3ali aHTUTEJIO WIM €r0 aHTUT'eHCBS3BIBAIOIIMN (PparMeHT comeprkar oOiacTH
CDR VH wu obxactu CDR VL, umeromue mocienoBaTeIbHOCTH, MPEACTABICHHBIE B
SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO U JOIOJHUTEIHHO
conepxatr Fc-obmacte IgG1 uenoBeka. B HEKOTOPBIX BapuaHTaxX peajn3aldd aHTUTEJO
WIN €r0 aHTUTeHCBsA3bIBAOIINN (parmeHT conepkar odmactu CDR VH u obnactu CDR
VL, umeroue nocnenosarenbHocTH, npenacrasieHHbie B SEQ ID NO: 137, 138, 139,
140, 141 wu 142, COOTBETCTBEHHO, W IOMOJHHUTENBHO coxepxkar Fc-obmacte IgGl
YeJOBEeKa, Copepkamyr (MOJNIOKEHHsT MPOHYMepOoBaHbl cornacHo Hymeparmu EU):
acCraparvHOBYIO KUCJIOTY B MOJIOKEHUU 239, rMyTaMUHOBYIO KUCJIOTY B MOJIOKEHUH 332,
allaHuH B mojoxkeHuu 236, neiiunH B mojoxkennu 330, medruH B monoxkeHun 428 u

cepuH B nosioxkeHuu 434. B HEKOTOpPBIX BapHAHTAX PEATM3ALUU AHTUTENO WU €ro
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aHTUreHcBsi3bIBatoIMid (parment comepxkat obmactu CDR VH u obmactu CDR VL,
UMeEIoIINe TocyenoBaTeabHOCTH, npenacrasieHusie B SEQ ID NO: 137, 138, 139, 140,
141 u 142, coorBeTcTBEeHHO, U coaepkaT VH, koropast mo menbiieii Mmepe Ha 80%, 1o
MeHblei Mepe Ha 85%, nmo menblieil mepe Ha 90%, mo meHbluell Mepe Ha 91%, no
MeHble Mepe Ha 92%, nmo MeHblieil Mepe Ha 93%, nmo meHblueill Mepe Ha 94%, no
MeHblIe Mepe Ha 95%, nmo MeHblieil Mepe Ha 96%, mo meHbluell mepe Ha 97%, no
MeHbled Mepe Ha 98%, no MmeHblueil Mepe Ha 99%, Hanmpumep, Ha 100%, uaeHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKUCHOT, mnpeacTtasieHHort B SEQ ID NO: 477, u VL,
KOTOpas no MeHbuieil Mepe Ha 80%, mo MeHblIel Mepe Ha 85%, MO MeHblIEH Mepe Ha
90%, no Menbluel Mepe Ha 91%, no MeHbiuel Mepe Ha 92%, o MeHbluel Mepe Ha 93 %,
1o MeHblIel Mepe Ha 94%, o MeHbluel Mepe Ha 95%, no meHbluel mepe Ha 96%, no
MeHblell Mepe Ha 97%, mo meHblied Mepe Ha 98%, mo MeHbluel Mmepe Ha 99%,
Hanpumep, Ha 100%, uneHTHYHA NOCIEeNOBATENIbHOCTH aMHUHOKHUCIIOT, NIPEACTABICHHOM
B SEQ ID NO: 278, u pononnurtenbHo conepxkar Fc-obmacte IgG1l denoseka. B
HEKOTOPBIX BapUAHTAX Peajn3aLii aHTHTEJIO WIH €r0 aHTUTe€HCBS3bIBAOLINN (parMeHT
cogepxar obmactu CDR VH wu obnactu CDR VL, umeromue mocienoBaTebHOCTH,
npencrasiennsie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, U
comepxxat VH, kortopas mo menbiueli Mepe Ha 80%, mo MeHblueil mepe Ha 85%, mo
MeHblel mepe Ha 90%, mo meHblieit mepe Ha 91%, mo menbluedt Mepe Ha 92%, mo
MeHbIel mMepe Ha 93%, mo MeHblieit Mmepe Ha 94%, mo meHbluedl Mepe Ha 95%, mo
MeHblel Mepe Ha 96%, mo MeHblieit mepe Ha 97%, mo meHbluell mMepe Ha 98%, mo
MeHbliei mepe Ha 99%, Hampumep, Ha 100%, waeHTHYHA NOCIENOBATENBHOCTU
aMuHOKHCNOT, npeactasieHHoit B SEQ ID NO: 477, u VL, kotopasi mo MeHbIIel mMepe
Ha 80%, mo menbineit mepe Ha 85%, mo MeHbInel Mepe Ha 90%, Mo MeHbIIel Mepe Ha
91%, no menbiIel Mepe Ha 92%, mo MeHbInel Mepe Ha 93%, mo MeHbIel mepe Ha 94%,
1o MeHblIel Mepe Ha 95%, no mMeHblel Mepe Ha 96%, no meHbluel mepe Ha 97%, mo
MeHblel mepe Ha 98%, no MeHblieill Mepe Ha 99%, Hanmpumep, Ha 100%, uneHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKUCHOT, mnpencrasieHHoit B SEQ ID NO: 278, wu
AonoNHUTENbHO conepkar Fc-obmacte IgG1l uenomeka, comep:kamyro (TIONOXKEHUS
NPOHYMepOBaHbl cornacHo Hymepauuu EU): acnapardHOBYIO KHCJIOTY B IOJIOKEHHH
239, rIyTaMHUHOBYK KHCJIOTY B MOJIOKEHUHU 332, aJaHUH B MOJIOXEHUU 236, NEHLUH B

nonioxxeHuu 330, TeHIHH B OJOKEHUN 428 1 CepUH B NOJIOXKEeHUH 434.

[0013] B HexOoTOpBIX BapuUaHTax peaju3aluyd aHTUTEIO COAEPKUT KOHCTAHTHYIO

o0NacTh JIErKOil Lenu Kamma 4YeloBeka. B HEeKOTOpPBIX Cilydasx KOHCTaHTHas OONacTb
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JIETKOW Wenmu Kamma d4ejoBeka mpexacrasysier codoit Km3 (SEQ ID NO: 351). B
HEKOTOPOM BapHaHTE pean3alii KOHCTAHTHAs OOJACTh JIETKOW LIEMH Karla 4ejIOBEeKa
npexncrasisier cobolr Km3 (SEQ ID NO: 351). B HEKOTOpBIX BapHaHTax pean3aliu
AHTHUTEJIO WJIM €ro aHTUIeHCBs3bIBAOIINI ¢parmeHT conepkar obmactu CDR VH nu
oboimactu CDR VL, umeromue nocnenosarenbHoCTH, npeacrasieHHsie B SEQ ID NO:
137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U [OINOJHUTEIBHO COIEPIKAT
KOHCTaHTHYIO 00JjiacTh Jierkoi memum kamma dvenoseka Km3 (SEQ ID NO: 351). B
HEKOTOPBIX BAPUAHTAX PeaM3alUM AHTUTEJIO WK €r0 aHTUTeHCBSI3bIBAIOLINNA (PparMeHT
conepxkar obnactu CDR VH u obmactu CDR VL, umeromue mocienoBaTeIbHOCTH,
npencrasiendble B SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U
conepxar VH, koropas mo menbiueir mepe Ha 80%, mo Menbluei mepe Ha 85%, mo
MeHblIell Mepe Ha 90%, no meHblieil Mepe Ha 91%, mo meHbiuel mepe Ha 92%, 1o
MeHblIell Mepe Ha 93%, nmo meHblieil Mepe Ha 94%, mo MeHbluel mepe Ha 95%, 1o
MeHblIell Mepe Ha 96%, no meHbliedl Mepe Ha 97%, mo MeHbluel mepe Ha 98%, 1o
MeHbliell mepe Ha 99%, Hampumep, Ha 100%, uAeHTHYHA MOCIENOBATEIbHOCTH
amuHOkuCHOT, npencrasiaeHHol B SEQ ID NO: 477, u VL, koropasi mo MeHbIIeH Mepe
Ha 80%, no meHblIel Mepe Ha 85%, no meHbluell Mmepe Ha 90%, Mo MeHbLIEH Mepe Ha
91%, no Mmenbleit Mmepe Ha 92%, o MeHblIeil Mepe Ha 93%, o MeHblIel Mepe Ha 94%,
1o MeHblIel Mepe Ha 95%, mo MeHbIel Mepe Ha 96%, no meHbIuel mepe Ha 97%, mo
MeHblel mepe Ha 98%, no MeHblieil Mepe Ha 99%, Hampumep, Ha 100%, uneHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKUCTOT, mnpenctasieHHoir B SEQ ID NO: 278, wu
JOTOJHUTEIBHO COJEPKAT KOHCTAHTHYIO OOJIaCTh JIETKOW Lenmu Kamma 4enoBeka Km3
(SEQ ID NO: 351). B HEKOTOpbIX BapuUaHTaX peATH3ALMU AHTHUTEIO WJIH €ro
aHTHreHCBs3bIBatOIMi (parment comepxkat obmactu CDR VH u obmactu CDR VL,
UMeroIue nocienoBaTenbHoCcTH, npenacrasieHusie B SEQ ID NO: 137, 138, 139, 140,
141 u 142, coorBercTBeHHO, U coaepxkat VH, koropast mo menbiieit mepe Ha 80%, 1o
MeHblel mMepe Ha 85%, nmo meHbiieit mepe Ha 90%, mo meHbluell mMepe Ha 91%, mo
MeHblel Mepe Ha 92%, nmo MeHblieil Mepe Ha 93%, mo meHbluell Mepe Ha 94%, no
MeHblel Mepe Ha 95%, nmo MeHblieil Mepe Ha 96%, o meHbluell mepe Ha 97%, no
MeHblIeld Mepe Ha 98%, no MeHblieil Mepe Ha 99%, Hanmpumep, Ha 100%, uaeHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKUCIOT, mnpeacTtaBieHHor B SEQ ID NO: 477, u VL,
KOTOpas no MeHblieil Mepe Ha 80%, mo MeHblIel Mepe Ha 85%, Mo MeHblIEH Mepe Ha
90%, o menbiei Mepe Ha 91%, mo MeHbIne Mepe Ha 92%, o MeHbIuel mepe Ha 93%,
1o MeHblIel Mepe Ha 94%, no MeHblel Mepe Ha 95%, no meHbiuel Mepe Ha 96%, o

MeHblIed Mepe Ha 97%, nmo MeHblieil mepe Ha 98%, mo meHbinell Mepe Ha 99%,
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Hanpumep, Ha 100%, nneHTuyHa NOCIe10BaTENbHOCTH aMUHOKUCIIOT, NIPECTaBIeHHON
B SEQ ID NO: 278, u nonomuurensHo copepxkar Fc-obmacte IgGl denoseka,
comep Kalyro (TOJIOKEeHHs TPOHYMEPOBaHbI coryiacHo HyMeparuu EU): acnaparnHoByro
KHCJIOTY B MOJIOK€HUU 239, TIIyTaMHUHOBYIO KHUCJIOTY B INOJIOXKEHUU 332, ajaHUH B
noyioxkeHuu 236, neruuH B nojoxxeHuu 330, jeduuH B noyiokeHuu 428 U CepuH B

NOJIOXKEHNUHU 434, 1 KOHCTaHTHYIO 00yacThb Jierkoi nenu kammna yenoseka Km3 (SEQ ID

NO: 351).

[0014] B  HexOoTOpBIX  BapMaHTax peaJnu3aLUuu YKa3aHHOE  aHTUTEJIa WU
AHTUTeHCBA3BIBAIOIINM (PPAarMEHT HMEIOT YJIYULIEHHOE, IPOIJICHHOE, YBEIHUEeHHOEe HIIH
NOBBIIIEHHOE BPEMsI TOJTY>KU3HHU B CBIBOPOTKE MJIEKOIUTAIOLIETO (HAIIPUMED, OTJIIMYHOTO
OT YeJIOBEKa MpHMaTa, 4eJloBeka) 10 CPaBHEHHUIO ¢ APYTrUMH aHTUTenaMu npotus BUY,
TAaKMMH Kak aHTUTeNO A. B HEKOTOpPBIX BapuaHTax peaju3aluyd  aHTUTEIO WIH
AHTUTEHCBSI3BIBAIOIIUI (PArMEHT HMMEIOT BpeMsl IOJY’)KU3HH B CHIBOPOTKE 4YeJIOBEKa,
KOTOpO€ COCTaBJIIET MO MEHbIIEH Mepe NPHONIU3UTENBbHO 3 CYTOK, HAmlpHMep, IO
MEeHbIIeH Mepe MPUOIU3UTENIBHO 4 CYTOK, IO MEHbIIeH Mepe MPUOIU3UTENIBHO 5 CYTOK,
IO MEHbIIeH Mepe NpPUOMH3UTENbHO O CYTOK, IO MEHbIIeH Mepe NPHONU3UTEIBHO
7 CyTOK, MO MeHbLIeHl Mepe NpUOIM3UTEPHO 8 CyTOK, MO MeHbIIeH Mepe
npUOIM3UTENBHO 9 CYTOK, MO MEHbIIeH Mepe nmpuOnu3uTensHo 10 CyTOK, MO MeHbIIek
Mepe TpUOIU3UTENbHO 12 CYTOK, MO MeHbIeld Mepe NpUOIH3UTENbHO 14 CyTOK, IO
MeHbLIeH Mepe NpUOMU3UTENbHO 16 CYyTOK, O MEHbIIeH Mepe MpHOIM3HTENbHO 18
CYyTOK, TIO MeHblIel Mepe mnpudbausutenbHo 20 CYTOK, MO MEHbLIEH Mepe
npubIu3uTeNbHO 21 CyTKH, MO MeHbIIEH Mepe MpUONU3UTENbHO 24 CYTOK, IO MEHbLICH
Mepe MpHONMU3UTETBHO 28 CYTOK, MO MeHbLIeH Mepe NmpuOmM3uTeapbHO 30 CYTOK HIIH
Oonbie. B HEKOTOpBHIX BapHAaHTAX pEANM3ALMHM AHTUTENIO WM AHTHUTE€HCBSI3BIBAIOLIHIA
bparmMeHT 00JaNAIOT YJNYYINEHHOW, YCHJIEHHOW WM TIOBBIIIEHHOH aKTUBHOCTHIO
yHHUYTOXKEeHU MHPUIupoBaHHEIX BUY KJIeTOK MO CpaBHEHHIO C APYTUMH aHTHTEJIAMHU
npotuB BUY, Takumu kak aHtutesno A. B HEKOTOpBIX BapHaHTax peanu3alii aHTUTENO
WIN €0 aHTUTEeHCBs3bIBAIOIINH (pparmeHT comepkat obmactu CDR VH u obnactu CDR
VL, umeromue nocnenosarenpHocTy, npencrasnennsie B SEQ ID NO: 137, 138, 139,
140, 141 wu 142, COOTBeTCTBEHHO, H OOJANAIOT YJYYIIEHHBIM, MPOAJICHHBIM,
YBEJIMYEHHBIM WU NOBBIIEHHBIM BPEMEHEM IOJY>KU3HHU B CBIBOPOTKE MIJIEKOMUTAOLIETO
(HarmpuMep, OTJIMYHOIO OT YeJIOBEKa NMPUMAaTa, YeJOBeKa) MO CPABHEHHUIO C APYTHMH
antutenamu mnpotus BUY, Takumu kak aHTuTeno A. B HEKOTOpBIX BapHaHTax

peanu3aliyu aHTUTEJIO WM €ro aHTHIeHCBSI3BIBAIOIINKA (pparMeHT comepikaT o0iacTH
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CDR VH u obnactu CDR VL, umerommue nocienoBaTeIbHOCTH, npeacTabieHHbie B SEQ
ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, W OOJIANAIOT YJIyYIIEHHOM,
YCHJIEHHOH WJIM TOBBIIIEHHONW AKTUBHOCTBKO YHHYTOXKEHHUS WHPUUUpOBaHHBIX BHY

KJICTOK ITO CPAaBHCHUIO C APYTUMU aHTUTCIIAMUA ITPOTHUB BHq, TaKUMH KaK aHTUTENO A.

[0015] B nmpyrom acrmekte HacTosmero M300peTeHHs MPEIJIOKEHO aHTUTENO, KOTOPOe
cBsi3bIBaeTCs ¢ TrimKomnporenHoM gpl20 obomoukn BHY-1. Yka3anHoe aHTUTENO
comepxxut VH, conmepskamyro obmactu CDR 1 - 3 VH, u VL, conepxamyto obnactu
CDR 1 - 3 VL, npuyem obmactu CDR 1 - 3 VH u obnactu CDR 1 - 3 VL umeror
nocienoBaTeabHoCcTH, npeactasieHHele B: SEQ ID NO: 137, 138, 139, 140, 141 u 142,
cooTBeTCTBeHHO; niu nocienosarenbHocTu SEQ ID NO: 153, 138, 154, 140, 141 u 142,
cooTBeTCTBEHHO. AHTHUTENno coxepxkut Fc-obmacte IgGl uenoseka, comepkainyro
(monoxeHust mpoHyMepoBaHsbl cornacHo Hymepaunu EU): (1) acaparnHOBYIO KHCJIOTY B
MOJIO’KEHUU 239, rIIyTaMHUHOBYIO KHCJIOTY B MOJIOKEHUH 332, ajlaHuH B MOJIOKEHUHU 2306,
aediuuH B monoxeHun 330; (i) acmaparMHOBYK KHCJIOTY B TOJNOKeHMH 239,
[JIyTAMUHOBYIO KHUCJIOTY B MOJOXE€HUU 332, JNeHUUH B MNOJOXeHUU 428 U CepuH B
nojoxxeHnu 434; (iil) acrmaparuHOBYIO KHCJIOTY B TOJIOKEHUH 239, IIyTaMHUHOBYIO
KUCJIOTY B MOJOKEeHUM 332, allaHWH B MOJOXKeHUU 236, neduunH B nojokeHuu 428 u
cepuH B nonokeHuu 434; (1v) acmaparHOBYKO KHUCJIOTY B TMojoxkeHun 239,
IIYTAMUHOBYIKO KHUCJIOTY B ToJiockeHuH 332, neiiuuH B mnosioxkenuu 330, neliuuH B
noJioxkeHUU 428 1 cepuH B NOJOXKeHUU 434; (V) acnaparuiHOBYIO KHUCJIOTY B MOJIOKEHUH
239, rIyTaMUHOBYIO KHUCJIOTY B TMOJIOK€HUHU 332, alaHWH B MOJIOKEHUM 236, JeHUUH B
nojioxkeruu 330, eHuH B nojoxkeHnu 428 1 cepuH B nosokeHnu 434; umm (vi) JeHuH
B MOJIOKEHUU 243, NPOJIUH B MOJOKEHUH 292, neiiuH B noyuoxxeHnu 300, u30ieiuH B
nonoxeHun 305, neduH B NMojoxxeHuu 396, JeluuH B NOJoXeHUuU 428 U CepuH B
nonoxeHun 434. B HEKOTOpPBIX BAapHUAHTAX peATM3ALUM AHTUTENO copepxutr VH,
conepskamyro odimactu CDR 1 - 3 VH, u VL, comepsxkamyro obmactu CDR 1 - 3 VL,
npuuem odyactit CDR 1 -3 VH u o6mactu CDR 1 - 3 VL uMeroT nociieioBaTebHOCTH,
npencrasiendsie B. SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO,
npudeM aHtuteno comepxut Fc-obmacte IgGl wenoBeka, comepskamyro (IOJIOKEHHS
POHYMEPOBaHbI coriacHo Hymepauun EU): acmaparuHOBYIO KHCJIOTY B IOJIOKEHUH
239, rIyTaMHUHOBYKO KHUCJIOTY B MOJIOKE€HUU 332, aJlaHWH B MOJIOKEHUM 236, JeHLHUH B

nonioxeHuu 330, TeHIHH B OJOKEHUN 428 1 CepUH B NOJIOXKEeHUH 434.

[0016] B HeKOTOpBIX BapuaHTax peaNu3aluy AHTUTEIO COMAEPXKUT JIETKYH LeMb,

CoZep KalIyl0 ajaHuH B nojoxkeHuun 19 (mymepammst mo KabGary). B HekoTopsIx
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BApUAHTAX peaNM3alil aHTUTENO COAepKUT B kapkacHoW obmactu 3 (FR3) VH B
NOJIOXKEHUSX, COOTBETCTBYIOIUX 74a, 74b, 74c m 74d (mymepammss mo Kalaty),
MOCJIEIOBATEIbHOCTE aMUHOKHUCTIOT, TipeactasieHHyo B SEQ ID NO: 453 unu SEQ ID
NO: 627. B HexOoTOpBIX BapuaHTax pealu3alMd aHTUTENO COJEPKUT B KapKacHOM
oomactu 3 (FR3) VH B mnonoxkeHusx, COOTBETCTBYROIIHMX 74a, 74b, 74c u 74d
(aymepaumst o Kabaty), mocnenoBaTelbHOCTh aMUHOKHUCIIOT, MpeacTapieHHyo B SEQ
ID NO: 627. B HexkoTOpbIX BapuaHTax peanusauuu aHtureno cozepxkur FR3 VH,
COJIEPIKALIYIO CJIEYIOIIYIO MOCJIEIOBATENBHOCTD AMUHOKHCIIOT:
RVSLTRHASWDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 628) wmmu
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPbIX BapHaHTax peanusauuu aHtuTeno coxepxxur FR3 VH, copep:xamyro
W (914%:0113% MOCJIEI0BATENbHOCTD AMUHOKHCJIOT:
RVSLTRHASFDFDTFSFYMDLKALRSDDTAVYFCAR (SEQ ID NO: 629). B
HEKOTOPBIX BApUAHTAX peaJu3alud AHTUTENO COAEPKUT IOCIeN0BATENIbHOCTD
AMHUHOKUCJIOT, TIPEICTaBIeHHYIO B JII0OOH u3 mocienosaresbuoctelt SEQ ID NO: 332 -
342. B HexoTOpbIX ciydasx aHTuTeno copepxkur VH u VL ¢ mocnenoBaTenbHOCTBHEO
amuHOkuCHOT, mnpencrasienHoir B SEQ ID NO: 182 u 223, coorBercrBenHo. B
HEKOTOpBIX ciy4asx aHtutesno coxepxur VH u VL ¢ mnocrnenoBarenbHOCTBIO
aMuHOKHCIOT, mnpeactaBiaeHHor B SEQ ID NO: 220 u 276, coorBercTBeHHO. B
HEKOTOpPBIX  BapuaHTax peanmu3auuu aHtuteno coxepxkur VH wu VL ¢
MOCJIEIOBATEIbHOCTRID aMHUHOKHUCTIOT, npeacTtaBieHHor B SEQ ID NO: 477 u 278,
COOTBETCTBEHHO. B nmpyrux BapuanTax peanuszanuu Fc-obmacte IgGl desnoBeka
npeacrasisier coborr IgGlm17 (SEQ ID NO: 348). B HEKOTOpBIX BapHaHTax
pean3ai aHTUTEJIO COAEPIKUT KOHCTAHTHYIO OOJIACTh JIETKOW LIENH Karlla YelOBeKa.
B HekoTOpBIX CiydasXx KOHCTaHTHas oOOJacTh JIETKOH LeNM Kamma 4YeJoBeKa

npexncrasisier codort Km3 (SEQ ID NO: 351).

[0017] B HekoTOpBIX BapumaHTax peanusaluu YKa3aHHOE aHTUTEJIO  WUJIH
AHTUTCHCBS3BIBAIOIINNA (PPAarMEHT UMEIOT YJIYYLIEHHOE, POUICHHOE, YBEIMYSHHOE WU
NOBBIIIEHHOE BpeMsl TMONY)XKM3HH B CBIBOPOTKE MIIEKOMMUTAIOIIEro (Hampumep,
OTJMYHOIO OT YeNIOBeKa MpHMaTa, YeIOBEKa) MO0 CPABHEHMIO C APYTUMH aHTUTEJIaMHU
npotuB BUY, Takumu kak aHtuteno A w/uimm aHtuteo B. B HekOTOphIX BapuaHTax
peanusanuu AHTUTEJIO WJIM AHTUTCHCBSA3BIBAIOIIEHH (PAarMEHT HMEIT BpeMs
MOJNy’KU3HU B CBIBOPOTKE 4YEJIOBEKa, KOTPOE COCTaBJsI€T [0 MEHbIIEH Mepe

NpUOIU3UTENBHO 3 CYTOK, HAalpHMep, 10 MEHbIIeH Mepe MPUOIM3UTENbHO 4 CYTOK, IO
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MEHbLIEH Mepe MPUOIU3UTENIBHO 5 CYTOK, 10 MEHbIIEH Mepe MPUOIM3UTEIBHO 6 CYTOK,
N0 MEHbLIEH Mepe NPUOIU3UTENBHO 7 CYTOK, IO MeHbIIeH Mepe MpUOIH3UTEThHO 8
CYTOK, [0 MeHbIIEH Mepe NMPUOIM3UTEIBHO 9 CYTOK, O MEHbINEH Mepe MPUOIN3UTENBHO
10 cyrok, mo MeHblIeH Mepe NpPUOIM3UTENBPHO 12 CYTOK, MO MeEHbIIEH Mepe
npubIU3NTENBbHO 14 CyTOK, IO MEHbIIEH Mepe NMPUOIH3UTENbHO 16 CYTOK, 10 MEHbLIEH
Mepe npuOIM3UTENbHO 18 CyTOK, Mo MeHbLed Mmepe mpuOau3uTenpHO 20 CYTOK, IO
MeHblIeH Mepe mpuOMM3uTeNnbHO 21 CYyTKH, IO MEHblIeH Mepe NpUOIM3UTENnbHO 24
CYTOK, IO MeHbIIeH Mepe mNpuUOIM3UTENbHO 28 CYTOK, IO MEHbLIEH Mepe
npubnusuTensHo 30 cyTok uin Gosbine. B HEKOTOPBIX BapHaHTax peaju3aluy aHTUTENO
oOnajaer yay4IleHHOW, YCHJIEHHON WJIM TOBBIIEHHOW AKTUBHOCTBIO YHHYTOXKEHHS
uHpuuUpoBaHHEIX BHMY KI€TOK MO CpaBHEHHIO C APYTHMH aHTUTesnaMu npotus BHIY,
TAaKUMHU Kak aHTuTesNo A w/munu aHtureno B. B HeKOTOpBIX BapuaHTax peanu3aluu
AHTUTENIO WM ero aHTUIeHCBs3bIBarOLMi (parmeHT comepkar obmactu CDR VH wu
obnactu CDR VL, umeromue nocnenoBatenbHOCTH, npeacrasiennsie B SEQ ID NO:
137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, MPUYEM AHTUTENO coaep:kutr Fc-
obnmacte IgGl denoBeka, copepkamyr (IOJOXKEHUs HPOHYMEPOBAHbI COIJIACHO
Hymepauuu EU): nefiunH B monokennu 428 u cepuH B nonokeHuu 434, u obnamaer
yJIy4LIE€HHBIM, IPOJJICHHBIM, YBEINYEHHBIM WM MOBBIIIEHHBIM BPEMEHEM IONTYKU3HU B
CBIBOPOTKE MJIEKOMUTAIOLIETO (HAMPUMEp, OTIIMYHOTO OT YeJIOBEKA MPUMATa, YeIOBEeKa)
N0 CPABHEHUIO C APYTHUMH aHTUTeNaMu npotuB BMY, TakuMu Kak aHTHTENO A W/ HIH
aHtuTeno B. B HeKOTOpBIX BapuaHTax peanu3alliyd  aHTUTENO WU €ro
aHTHreHCBs3bIBatOMiA (parment comepxkar obmactu CDR VH u obmactu CDR VL,
UMeroIue nocienoBaTeabHoCcTH, npencrasienusie B SEQ ID NO: 137, 138, 139, 140,
141 u 142, coOTBETCTBEHHO, puyeM aHTUTeNo conep:kut Fc-obmacte IgG1 denoeka,
comep Kaityro (TOJIOKEeHHs MPOHYMEPOBaHbI coryiacHo Hymeparuu EU): acnaparnHoByro
KHCJIOTY B NOJIOK€HUU 239, TrIyTaMHUHOBYIO KHUCJIOTY B NOJIOXKEHUU 332, ajaHuH B
noJioskeHuu 236, neuuH B nojioskeHuu 330, u 001a1ar0T yIyYIIeHHOH, YCUICHHOW T
MOBBIIIEHHOH AaKTUBHOCTBIO YHHUTOXKEeHHsT HWHpuImpoBaHHeIx BHY kierok 1o
CPAaBHEHHIO C IpyrUMH aHTUTenamMu npotuB BUY, Takumu kak aHTUTENO A W/HIH

antureo B.

[0018] B npyrom nOMONHUTETHPHOM aCMeKTe HACTOSIIEro H300pEeTeHUs MPEMIOKEHO
AHTHUTEJIO WM €r0 AaHTUICHCBS3BIBAIOIIMHA (PAarMeHT, COAep’Kallue BapHaOeNbHYIO
obnacte Tspkenoi nenn (VH) u BapnabenbHyro obnacts serkoii nenu (VL), mpuuem VH

u VL CoAcpKaT MOCJICAOBATCIbHOCTU AMHWHOKUCIIOT, TMPEACTABJIICHHBIC OaJICC

16



coorBerctBeHHO: (1) mocnemoBatempHOcTH SEQ ID NO: 184 u 223, (2)
nocnenosatenbHocTd SEQ ID NO: 185 u 223; (3) nmocnenosarensHocTi SEQ ID NO:
182 u 225, (4) nocnenosarenpHocTH SEQ ID NO: 185 1 225; (5) mocnenoBarenbHOCTH
SEQ ID NO: 186 u 223; (6) mocnemoBatenbHoctd SEQ ID NO: 187 u 223; (7)
nocnenoBarenbHocTd SEQ ID NO: 188 u 223; (8) mocnenosarensHoctu SEQ ID NO:
189 u 223; (9) nocnenosarenpHoctu SEQ ID NO: 190 u 223; (10) mocnenoBaTeIbHOCTH
SEQ ID NO: 191 u 223; (11) mocnenoBarensHoctu SEQ ID NO: 192 u 223; (12)
nocnenoBarenbHocTd SEQ ID NO: 193 u 223; (13) nocnenosarensuocta SEQ ID NO:
194 wu 223; (14) mnocnemoBatenpHOocTH SEQ ID NO: 195 wu 223; (15)
nocnenoBareabHocTd SEQ ID NO: 196 u 223; (16) nmocaenosarensroctu SEQ ID NO:
197 wn 223; (17) mnocnemoBatenpHocTu SEQ ID NO: 198 wu 223; (18)
nocnenoBareapHocTd SEQ ID NO: 199 u 223; (19) nmocaenosarensroctu SEQ ID NO:
200 wm 223; (20) mnocnemoBarenbHocTH SEQ ID NO: 201 wu 223; (21)
nocnenoBareabHocTd SEQ ID NO: 202 u 223; (22) nmocaenosarensroctd SEQ ID NO:
203 wu 223; (23) mnocnemoBarenpHocTH SEQ ID NO: 204 wu 223; (24)
nocnenoBareapbHocTd SEQ ID NO: 205 u 223; (25) nmocaenoBarensroctu SEQ ID NO:
206 wu 223; (26) mocnemoBarenpHocTH SEQ ID NO: 207 wu 223; (27)
nocnenoBareapHocTH SEQ ID NO: 208 u 223; (28) mocaenosarensroctu SEQ ID NO:
209 wu 223; (29) mnocnemoBatenpHocTd SEQ ID NO: 182 wu 226; (30)
nocnenoBareapbHocTH SEQ ID NO: 182 u 227; (31) mocaenosarensuoctu SEQ ID NO:
182 wu 229; (32) mnocnemoBatenpHocT SEQ ID NO: 182 wu 230; (33)
nocnenosatenbHocTd SEQ ID NO: 182 u 231; (34) nocnenosatensuoct SEQ ID NO:
182 wm 232; (35) mnocnemoBatenpHOocTH SEQ ID NO: 182 wu 233; (36)
nocnenosatenbHocTd SEQ ID NO: 182 u 234; (37) nocnenosatensuoctu SEQ ID NO:
182 wm 235; (38) mnocnemoBatenmpHOocTH SEQ ID NO: 182 wu 236; (39)
nocnenosatenbHocTH SEQ ID NO: 182 u 237; (40) nocnenoatensroct SEQ ID NO:
182 wu 238; (41) mnocnemoBatenmpHOocT SEQ ID NO: 182 wu 239; (42)
nocnenosarenbHocTH SEQ ID NO: 182 u 240; (43) nocnenosatensroctu SEQ ID NO:
182 wu 241; (44) mnocnemoBatenpHOocT SEQ ID NO: 182 u 242; (45)
nocnenosarenbHocTH SEQ ID NO: 182 u 243; (46) nocnenosatensuoctu SEQ ID NO:
182 wu 244; (47) mnocnemoBatenpHOocTH SEQ ID NO: 182 wu 245, (48)
nocnenosarenbHocTH SEQ ID NO: 182 u 246; (49) nocnenoarensuoctu SEQ ID NO:
182 wu 247, (50) mnocnemoBatenmpHOcTH SEQ ID NO: 182 wu 248; (51)
nocnenosatenbHocTH SEQ ID NO: 182 u 249; (52) nocnenoarensuoctu SEQ ID NO:
182 wm 250; (53) mnocnemoBatenpHOcTH SEQ ID NO: 182 wu 251, (54)
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nocnenosatenbHocTu SEQ ID NO: 182 u 252; (55) nocnenosarensuoctu SEQ ID NO:
182 wm 253; (56) mocnemoBatenpHOcT SEQ ID NO: 210 wu 238; (57)
nocnenosarenbHocTH SEQ ID NO: 211 u 238; (58) nocnenosarensuoctu SEQ ID NO:
212 wu 238; (59) mnocnemoBatenpHOcTH SEQ ID NO: 210 u 240; (60)
nocnenoBarenbHocTH SEQ ID NO: 211 u 240; (61) nocnenoarensuoctu SEQ ID NO:
212 wm 240; (62) mnocnemoBatenpHOocTH SEQ ID NO: 213 u 223; (63)
nocnenoBarenbHocTd SEQ ID NO: 214 u 223; (64) nocnenosatensuocta SEQ ID NO:
215 wm 223; (65) mnocnemoBatenpHOocTH SEQ ID NO: 216 u 223; (66)
nocnenoBarenbHocTd SEQ ID NO: 217 u 223; (67) nocnenosatensuocta SEQ ID NO:
218 wu 223; (68) mocnemoBatenpHocTH SEQ ID NO: 182 u 254; (69)
nocnenoBareabHocTd SEQ ID NO: 213 u 254; (70) nmocaenosarenshoctu SEQ ID NO:
214 wu 254; (71) mnocnemoBarenbHOocTH SEQ ID NO: 215 u 254, (72)
nocienoBareabHocTd SEQ ID NO: 216 u 254; (73) nmocaenoBarensroctu SEQ ID NO:
217 wn 254; (74) mnocnemoBatensHocTH SEQ ID NO: 218 u 254, (75)
nocnenoBareabHocTd SEQ ID NO: 182 u 255; (76) nmocaenosarensroctu SEQ ID NO:
213 wu 255, (77) mnocnemoBatenbHoctd SEQ ID NO: 214 wu 255, (78)
nocienoBareapHocTH SEQ ID NO: 215 u 255; (79) nmocnenosarensroctu SEQ ID NO:
216 wu 255; (80) mocnemosatenvHocT SEQ ID NO: 217 wu 255, (81)
nocienoBareapbHocTH SEQ ID NO: 218 u 255; (82) mocnenosarensuoctu SEQ ID NO:
182 u 256; (83) mnocnemoBatenmpHocT SEQ ID NO: 213 u 256; (84)
nocnenosatenbHocTd SEQ ID NO: 214 u 256; (85) nocnenoarensuoctu SEQ ID NO:
215 wu 256; (86) mocnemoBatenpHocTH SEQ ID NO: 216 u 256; (87)
nocnenosarenbHocTd SEQ ID NO: 217 u 256; (88) nocnenosarensuoctu SEQ ID NO:
218 wu 256; (89) mocnenoBatenpHocTH SEQ ID NO: 182 wu 257, (90)
nocnenosatenbHocTd SEQ ID NO: 213 u 257; (91) nocnenosatensroct SEQ ID NO:
214 w257, (92) mocnemoBatenpHOocTH SEQ ID NO: 215 wu 257, (93)
nocnenosatenbHocTu SEQ ID NO: 216 u 257; (94) nocnenosarensroctu SEQ ID NO:
217 w257, (95) mocnemoBatenpHOocTH SEQ ID NO: 218 u 257, (96)
nocnenosarenbHocTH SEQ ID NO: 182 u 258; (97) nocnenosarensuoctu SEQ ID NO:
213 wu 258; (98) mocnemoBatenpHOocTH SEQ ID NO: 214 u 258, (99)
nocnenosarenbHocTH SEQ ID NO: 215 u 258; (100) mocnenosarensHoctu SEQ ID NO:
216 u 258; (101) mocnemomarensHOcTH SEQ ID NO: 217 u 258; (102)
nocnenosatenbHocTH SEQ ID NO: 218 u 258; (103) mocnenosarensHoctu SEQ ID NO:
182 wu 259; (104) mnocnemoBarenpHocTH SEQ ID NO: 213 u 259; (105)
nocnenosatenbHocTH SEQ ID NO: 214 u 259; (106) nmocnenosarensHoctu SEQ ID NO:
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215 wm 259; (107) mnocnemosarenpHOcTH SEQ ID NO: 216 uw 259; (108)
nocnenosarenbHocTd SEQ ID NO: 217 u 259; (109) nmocnenosarensHoctu SEQ ID NO:
218 wm 259; (110) mocnemoBarenpHOcTH SEQ ID NO: 182 wu 260; (111)
nocnenosarenbHocTH SEQ ID NO: 182 u 261; (112) mocnenosarensHoctu SEQ ID NO:
182 wm 262; (113) mnocnemoBarenspHocTH SEQ ID NO: 182 wu 263; (114)
nocnenosarenbHocTd SEQ ID NO: 182 u 264; (115) mocnenosarensHoctu SEQ ID NO:
182 wm 265; (116) mnocnemoarenpHocT SEQ ID NO: 182 wu 266; (117)
nocnenoBarenbHocTd SEQ ID NO: 182 u 267; (118) mocnenosarensHoctu SEQ ID NO:
182 wu 268; (119) mnocnemoarenspHocT SEQ ID NO: 182 wu 269; (120)
nocnenoBareabHocTd SEQ ID NO: 182 u 270; (121) nocnenoarensnocta SEQ ID NO:
182 wu 271; (122) mnocnemoBarensbHocT SEQ ID NO: 182 wu 272; (123)
nocnenoBareapHocTd SEQ ID NO: 219 u 273; (124) nocnenoarenpHocta SEQ ID NO:
191 wu 274; (125) mnocnenoBarenbHocTn SEQ ID NO: 182 wu 275; (126)
nocnenoBareabHocTd SEQ ID NO: 220 u 277; (127) nocnenoarensnocta SEQ ID NO:
182 wu 278; (128) mocnenoBarenbHoct SEQ ID NO: 182 wu 279; (129)
nocienoBareabHocTH SEQ ID NO: 182 u 280; (130) nocnenoarenpnocta SEQ ID NO:
182 wu 281; (131) mnocnemoBarenpHocT SEQ ID NO: 182 wu 282; (132)
nocnenoBareapbHocTH SEQ ID NO: 221 u 228; (133) nocnenoarensHocta SEQ ID NO:
221 wu 283; (134) mnocnemoBarenpHocT SEQ ID NO: 182 wu 284; (135)
nocnenoBareapbHocTH SEQ ID NO: 221 u 285; (136) nocnenoarensHocta SEQ ID NO:
182 wu 286; (137) mnocnemoBarenprocT SEQ ID NO: 221 wu 287, (138)
nocnenosatenbHocTd SEQ ID NO: 221 u 288; (139) nmocnenosarensHoctu SEQ ID NO:
221 wu 289; (140) mnocnemoBarenpHocTH SEQ ID NO: 182 wu 290; (141)
nocnenosatenbHocTd SEQ ID NO: 221 u 291; (142) nocnenosarensHoctu SEQ ID NO:
182 wu 292; (143) mnocnemoBarenpHocT SEQ ID NO: 221 wu 293; (144)
nocnenosatenbHocTH SEQ ID NO: 221 u 294; (145) nocnenosarensHoctu SEQ ID NO:
221 wu 295; (146) mnocnemoarenspHOcTH SEQ ID NO: 182 wu 296; (147)
nocnenosarenbHocTH SEQ ID NO: 221 u 297; (148) nmocnenosarensHoctu SEQ ID NO:
182 wu 298; (149) mnocnemoBarenpHocT SEQ ID NO: 221 u 299; (150)
nocnenosarenbHocTH SEQ ID NO: 221 u 300; (151) mocnenosarensHoctu SEQ ID NO:
221 wu 301; (152) mnocnemoarenpHOcTH SEQ ID NO: 182 wuw 302; (153)
nocnenosarenbHocTH SEQ ID NO: 221 u 303; (154) mocnenosarensHoctu SEQ ID NO:
182 wu 304; (155) mocnemoBarenprocT SEQ ID NO: 221 wu 305; (156)
nocnenosatenbHocTH SEQ ID NO: 182 u 306; (157) mocnenosarensHoctu SEQ ID NO:
182 wu 307; (158) mocnemoBaremprocT SEQ ID NO: 182 wu 308; (159)
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nocnenosarenbHocTd SEQ ID NO: 182 u 309; (160) mocnenosarensHoctu SEQ ID NO:
220 wm 310, (161) mnocmemoBarenpHocT SEQ ID NO: 220 u 311, (162)
nocnenosarenbHocTH SEQ ID NO: 182 u 228; (163) mocnenosarensHoctu SEQ ID NO:
465 wu 276; (164) mnocnenoarenpHOcTH SEQ ID NO: 466 u 276; (166)
nocnenosarenbHocTH SEQ ID NO: 182 u 479; (167) nmocnenosarensHoctu SEQ ID NO:
465 u 479; (168) mnocnenoarenpHOCTH SEQ ID NO: 466 u 479; (169)
nocnenoBarenbHocTH SEQ ID NO: 182 u 480; (170) mocnenosarensHoctu SEQ ID NO:
465 wu 480; (171) mnocnenoarenpHOocTH SEQ ID NO: 466 u 480; (172)
nocnenoBarenbHocTd SEQ ID NO: 182 u 481; (173) mocnenosarensHoctu SEQ ID NO:
182 wu 482; (174) mnocnenosarenbHocT SEQ ID NO: 465 wu 482; (175)
nocnenoBateabHocTH SEQ ID NO: 466 u 482; (176) nocnenoarenapHoctd SEQ ID NO:
182 wu 483; (177) mnocnenoBarenpbHocT SEQ ID NO: 182 wu 484; (178)
nocienoBareabHocTH SEQ ID NO: 465 u 484; (179) nocnenoarenpHoctu SEQ ID NO:
466 u 484; (180) mnocnenosarenpbHocTH SEQ ID NO: 182 wu 485; (181)
nocienoBareabHocTH SEQ ID NO: 182 u 486; (182) nocnenoarensnocta SEQ ID NO:
465 wu 486; (183) mnocnenoBarenpHocT SEQ ID NO: 466 u 486; (184)
nocienoBateabHocTH SEQ ID NO: 182 u 487; (185) mocnenoarensnoctu SEQ ID NO:
182 u 488; (186) mocnemoBarenpbHocT SEQ ID NO: 465 wu 488; (187)
nocnenoBareabHocTH SEQ ID NO: 466 u 488; (188) mocnenoarensnoctu SEQ ID NO:
182 wu 489; (189) mnocnemoBarenprHocT SEQ ID NO: 465 wu 489; (190)
nocnenosatenbHocTH SEQ ID NO: 466 u 489; (191) nmocnenosarensHoctu SEQ ID NO:
182 wu 491; (192) mnocnemoarenprocT SEQ ID NO: 465 wu 491; (193)
nocnenosatenbHocTd SEQ ID NO: 466 u 491; (194) nocnenosarensHoctu SEQ ID NO:
182 wu 492; (195) mnocnemoarenprHocT SEQ ID NO: 465 u 492; (196)
nocnenosatenbHocTH SEQ ID NO: 466 u 492; (197) nocnenosarensHoctu SEQ ID NO:
182 wu 493; (198) mocnenoarenprHocT SEQ ID NO: 182 u 494; (199)
nocnenosatenbHocTH SEQ ID NO: 465 u 494; (200) nmocnenosarensHoctu SEQ ID NO:
466 u 494; (201) mnocnemomarenpHOcTH SEQ ID NO: 182 wu 277, (202)
nocnenosarenbHocTH SEQ ID NO: 465 u 277; (203) nmocnenosarensHoctu SEQ ID NO:
466 wu 277,(204) mnocnenosarenbHocth SEQ ID NO: 182 wu 495; (205)
nocnenosarenbHocTH SEQ ID NO: 465 u 495; (206) nmocnenosarensHoctu SEQ ID NO:
466 u 495; (207) mnocnemomarenpHOcTH SEQ ID NO: 182 u 496; (208)
nocnenosatenbHocTH SEQ ID NO: 465 u 496; (209) nmocnenosarensHoctu SEQ ID NO:
466 u 496; (210) mnocnemomarenpHOcTH SEQ ID NO: 182 wu 497, (211)
nocnenosatenbHocTH SEQ ID NO: 465 u 497; (212) nmocnenosarensHoctu SEQ ID NO:
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466 wu 497, (213) mnocnemosarenpHOcTH SEQ ID NO: 182 u 498; (214)
nocnenosarenbHocTH SEQ ID NO: 182 u 499; (215) mocnenosarensHoctu SEQ ID NO:
465 wm 499; (216) mnocnenosarenpHOCcTH SEQ ID NO: 466 u 499; (217)
nocnenosarenbHocTH SEQ ID NO: 182 1 500; (218) mocnenosarensHoctu SEQ ID NO:
182 wm 501; (219) mnocnenosarensprHocT SEQ ID NO: 465 wu 501; (220)
nocnenoBarenbHocTH SEQ ID NO: 466 u 501; (221) nmocnenosarensHoctu SEQ ID NO:
182 wm 502; (222) mnocnemoBarenpHOocTH SEQ ID NO: 182 wu 503; (223)
nocnenoBarenbHocTd SEQ ID NO: 182 u 504; (224) nocnenosarensHoctu SEQ ID NO:
182 wu 505; (225) mnocnemoBarensHocT SEQ ID NO: 182 wu 506; (226)
nocnenoBareabHocTd SEQ ID NO: 182 u 507; (227) nocnenoarenapnocta SEQ ID NO:
182 u 508; (228) mocnemoBarenpHocT SEQ ID NO: 182 wu 509; (229)
nocnenoBareapbHocTd SEQ ID NO: 182 u 510; (230) nocnenoarensnocta SEQ ID NO:
182 wu S511; (231) mnocnenosarensbHocTn SEQ ID NO: 182 wu 512; (232)
nocienoBareabHocTH SEQ ID NO: 182 u 513; (233) nocnenoarenpHocta SEQ ID NO:
182 wu 514; (234) mnocnenmoBarenbHoct SEQ ID NO: 182 wu 515; (235)
nocnenoBareabHocTH SEQ ID NO: 467 u 223; (236) nocnenoarenpbHoctd SEQ ID NO:
468 wu 223; (237) mnocnemoBarenbHocT SEQ ID NO: 469 wu 223; (238)
nocnenoBareabHocTH SEQ ID NO: 470 u 223; (239) nocnenoarenpHocta SEQ ID NO:
471 wm 223; (240) mnocnemoBarenpHocTH SEQ ID NO: 472 wu 223; (241)
nocnenosatenbHocTd SEQ ID NO: 473 u 223;(242) nocnenosarenbHoctu SEQ ID NO:
474 w 223; (243) mnocnenoarenpHocTH SEQ ID NO: 475 wu 223; (244)
nocnenosatenbHocTd SEQ ID NO: 476 u 223; (245) nocnenosarensHoctu SEQ ID NO:
182 wu 516; (246) mnocnenoBarenprHocT SEQ ID NO: 182 wu 276; (247)
nocnenosarenbHocTd SEQ ID NO: 182 u 569; (248) nocnenosarensHoctu SEQ ID NO:
477 w 223; (249) mnocnenoarenpHOocTH SEQ ID NO: 477 u 278; (250)
nociaenosarenbHoctd SEQ ID NO: 477 u 292 nnu (251) nocnenosarensroctu SEQ ID
NO: 478 u 276.

[0019] B HexotopeIx BapuanTax peannsauuu VH u VL comep:xar nocnenoBaTeabHOCTH
aMUHOKHCIIOT, TIpeACTaBjieHHbIe B mocheaosarenbHocTax SEQ ID NO: 182 u 275,
COOTBETCTBEHHO. B  npyrux Bapuwantax peammsaumu VH u VL comepxkar
MOCJIEI0BATENBHOCTD AMUHOKHCIIOT, MIpecTaBieHHble B nocienosatenbHocTsx SEQ ID
NO: 182 u 278, coorBercTBeHHO. B HekoTopeix BapuaHTtax peanuzauuu VH u VL
cozxepkaT MOCJIEIOBATEIbHOCTD AMUHOKHCIIOT, IIpeJCTaBJICHHbIE B

nocnenosatenbHocTax SEQ ID NO: 182 u 223, coorBercTBeHHO. B Apyrux BapuaHtax
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peanuzauuu VH u VL conep:kar mocienoBaTreabHOCTh aMUHOKHCIIOT, NPeCTaBIeHHbIE
B nocinenosarenpbHocTsix SEQ ID NO: 182 u 292, coorBercTBeHHO. B HekoTOpBIX
BapuaHtax peamusauuu VH u VL copepxar mnocnenoBaTenbHOCTh aMUHOKHUCIIOT,
npencrasieHHbie B nocienoBareapbHOCcTsIX SEQ ID NO: 465 u 276, coorBercTBeHHO. B
npyrux Bapuantax peanusauuu VH u VL copep:xaTt nmociaeaoBaTeabHOCTh AMUHOKHUCIIOT,
npencrasieHHble B nocienoBareabHOCTsIX SEQ ID NO: 466 u 276, coorBeTcTBeHHO. B
HEKOTOpBIX BapuaHtax peamuzauuu VH u VL copepxar mnocienoBaTenbHOCTb
aMUHOKHCJIOT, TpeAcTaBjieHHble B mnocieaosarenbHocTAx SEQ ID NO: 182 u 491,
COOTBETCTBEHHO. B HekoTopbIx BapuaHtax peamusauuu VH u VL  copepxar
MOCJIEI0BATENBHOCTD AMUHOKHCIIOT, NIPeCTaBIeHHble B nocaenosaTenbHocTsX SEQ ID
NO: 465 u 491, coorBercTBeHHO. B npyrux Bapuanrax peamusauuu VH u VL conepxar
MOCJIEI0BATENBHOCTD AMUHOKHCIIOT, NIPeACTaBIeHHble B nocaenosaTenbHocTsIX SEQ ID
NO: 466 u 491, coorBercTBeHHO. B HekoTopeix Bapmantax peanuzaunu VH um VL
coaepIkaT MOCJIEI0BATEIBHOCTD AMHUHOKHCIIOT, NPEICTABJICHHbIE B
nocnenoBarenbHOcTAX SEQ ID NO: 182 u 493, coorBercTBeHHO. B HeEKOTOpPBIX
BapuaHtax peamusauun VH u VL coxmepxar mnocnenoBaTeapHOCTb AMUHOKHUCIIOT,
npezacrasieHHble B nocienosatenbHocTsaX SEQ ID NO: 220 u 276, coorBercTBeHHO. B
npyrux Bapuantax peamusauuu VH u VL copep:kat nociaenoBaTenbHOCTh aMUHOKHCIIOT,
npencrasieHHbie B nocienoBareabHocTsIX SEQ ID NO: 182 u 516, coorBercTBeHHO. B
npyrux BapuaHTtax peanusanuu VH u VL copepkaT nociaeaoBaTeIbHOCTh aMUHOKHUCIIOT,
npencrasieHHbie B nocienoBareabHocTsIX SEQ ID NO: 182 u 276, coorBercTBeHHO. B
npyrux BapuaHTtax peanusanuu VH u VL copepkaTt nociaeaoBaTeIbHOCTh aMUHOKHUCIIOT,
npencrasieHHbie B nocienoBareabHOCcTsIX SEQ ID NO: 182 u 569, coorBercTBeHHO. B
HEKOTOpBIX BapuaHTax peanmuzaumu VH wu VL copepxxar mnocienoBaTenbHOCTD
aMUHOKHCIIOT, TIpeAcTaBjieHHble B mocheaosatenbHOCcTx SEQ ID NO: 477 u 223,
COOTBETCTBEHHO. B HekoTopbix Bapuantax peammsauuu VH u VL  copepxar
MIOCJIEI0BATENBHOCTD AMUHOKHCIIOT, MIpe/cTaBIeHHble B nocienosatenbHocTsx SEQ ID
NO: 477 u 278, coorBercTBeHHO. B HekoTopeix BapuaHTax peanuzauuu VH u VL
CoZlepIKaT MOCJIEI0BATENbHOCTD AMUHOKHCIIOT, MPEACTABICHHBIC B
nocnenoBatenbHocTaX SEQ ID NO: 477 u 292, coorBercTBeHHO. B Apyrux BapuaHtax
peanuzauuu VH u VL conep:kar nmocienoBaTeabHOCTh aMUHOKHCIIOT, MIPeCTaBIeHHbIE

B nocnenoBarenbHOCTIX SEQ ID NO: 478 u 276, COOTBETCTBEHHO.

[0020] B HexOoTOpBIX BapHaHTax pealn3alyy aHTUTENO WIM €r0 AaHTUTCHCBSI3bIBAIOIIUN

¢dbparmenT comepxkar VH, xoropas mo menbineii mepe Ha 80%, Mo MeHbIIEH Mepe Ha
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85%, o MeHb11el Mepe Ha 90%, o MeHblel Mepe Ha 91%, no meHbIel Mepe Ha 92%,
1o MeHblIel Mepe Ha 93%, no MeHblel Mepe Ha 94%, no meHbluel Mepe Ha 95%, no
MeHblIe Mepe Ha 96%, nmo MeHblieil Mepe Ha 97%, mo meHbluell Mepe Ha 98%, mo
MeHbled Mepe Ha 99% unu Ha 100% upgeHTHYHA MOCIEA0BATENIbHOCTH AMUHOKHUCIIOT,
BBIOpaHHOW M3 rpymmel, cocrosimed u3 nocaenosarenbHocteil SEQ ID NO: 181 - 221 u
465 - 478, u VL, koropas no menbiuei mepe Ha 80%, mo meHblueit mepe Ha 85%, mo
MeHble Mepe Ha 90%, no meHblieil Mepe Ha 91%, mo meHbluell mepe Ha 92%, no
MeHblIed Mepe Ha 93%, nmo MmeHblieil Mepe Ha 94%, mo meHbluell mepe Ha 95%, no
MeHblIed Mepe Ha 96%, nmo MmeHblieil Mepe Ha 97%, mo meHbluell mepe Ha 98%, no
MeHblied mepe Ha 99% unmu Ha 100% upgeHTHYHA MOCIEAOBATEIbHOCTH AMUHOKHUCIIOT,
BbIOpaHHOW W3 rpymnmel, cocrosmeii u3 nocienosarensHocteil SEQ ID NO: 222 - 311,
479 - 516 u 569. B HEKOTOPbIX BapUaHTaX pealu3alUd AaHTUTEJIO WU €ro
AHTUTEHCBSI3BIBAIOIINI (pparmMeHT comepskaT VH, kotopas mo mensiiei mepe Ha 80%, 1o
MeHblIell Mepe Ha 85%, mo menblieilt mepe Ha 90%, mo meHbluel mepe Ha 91%, o
MeHblIell Mepe Ha 92%, no meHbliedl Mepe Ha 93%, mo meHbluel mepe Ha 94%, 1o
MeHblIell Mepe Ha 95%, no meHbliel Mepe Ha 96%, mo MmeHbluel mepe Ha 97%, 1o
MeHblel mepe Ha 98%, mo MmeHblieil Mepe Ha 99%, Hanmpumep, Ha 100%, uneHTUYHA
MOCJIEIOBATENIbHOCTH aMUHOKUCIOT, TpenctasieHHoir B SEQ ID NO: 477, u VL,
KOTOpasi mo MeHbleil mepe Ha 80%, mo MeHblel Mepe Ha 85%, Mo MeHblIeH Mepe Ha
90%, o menbiel Mepe Ha 91%, o MeHbIel Mepe Ha 92%, o MeHbIelr Mepe Ha 93 %,
o MeHblue Mepe Ha 94%, o meHblei mepe Ha 95%, no meHblnel mepe Ha 96%, Mo
MeHblel Mepe Ha 97%, nmo MeHblieil mepe Ha 98%, mo meHbiuell mepe Ha 99%,
Hanpumep, Ha 100%, uneHTuyHa NOCIeN0BaTENbHOCTH aMUHOKUCIIOT, NIPECTaBICHHON

B SEQ ID NO: 278.

[0021] B HEKOTOpBIX BapHaHTax peaju3aliy aHTUTEJIO NONOJHUTENBHO coaep:kut Fc-
obmacte IgGl wuenmoexka. B Hekoropeix cnywasx Fc-obmacte IgGl dyenmoseka
npeacrasisier coborr IgGlm17 (SEQ ID NO: 348). B HEKOTOpBIX BapHaHTax
peanmsaryu aHTHTENO conepkuT Fe-o0macte IgG1 uenoseka, copeprkamyro (ONOKEHUs
poHyMepoBaHbl coryacHo Hymepauuu EU): (1) acmapariHOBYHO KUCJIOTY B TOJIOKEHUU
239, rmyTaMUHOBYKO KHUCJIOTY B MOJIOK€HUHU 332, aJlaHWH B MOJIOKEHUM 236, JeHLHUH B
nojoxxeann 330; (i1) acmaparuHOBYKO KHCIOTY B TOJOXEHHH 239, TIyTaMHHOBYIO
KUCJIOTY B TOJIOXKEHUHU 332, eHIUH B MOJ0XeHnU 428 1 cepuH B nonoxeHuu 434; (iii)
acraparvuHOBYIO KUCJIOTY B MOJIOXKEHUU 239, rMyTaMUHOBYIO KHUCJIOTY B MOJIOKEHUH 332,

aJlaHUH B TOJIOKEHNH 236, JEWLUH B MOJIOKEHUH 428 U cepuH B monokeHuu 434; (iv)
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acraparuHOBYIO KUCJIOTY B MOJIOXKEHUU 239, ryTaMUHOBYIO KHUCJIOTY B MOJIOKEHUH 332,
JeWLrH B nojoxennu 330, JIeHH B MOJIOKEeHNU 428 U cepHH B MONOKeHUH 434; (V)
acraparvHOBYIO KUCJIOTY B MOJIOXKEHUU 239, ryTaMUHOBYIO KHUCJIOTY B MOJIOKEHUH 332,
allaHuH B MOJOXkeHuu 236, neiiuuH B nojoxkeHuu 330, nediuH B mojoxkeHun 428 u
CepHUH B MOJIOKEHUH 434 vuu (Vi) JeHUKH B OJOXKEHUU 243, IPOJIUH B MOJIOKEHUH 292,
JeniH B nojioxkenun 300, uzoneniud B nojioxkeHuu 305, nediuuH B mojoxeHuu 396,
JeHUUH B MOJOXeHuH 428 u cepuH B nonoxeHuu 434. B HEKOTOPBIX BapuaHTax
peanu3aly aHTUTEJIO COAEPKUT KOHCTAHTHYIO OOJIaCTh JIETKOM LIENMH Karlla 4eloBeKa.
B HexkoTOpBIX CiyuasX KOHCTaHTHas oOOJacTh JIETKOH LeNM Kamnma 4YeloBeKa

npenctasisier codoit Km3 (SEQ ID NO: 351).

[0022] B HexkoTOphIX BapuaHTax peanu3alud y YKAa3aHHOIO aHTUTEeNa WM
AHTUIeHCBA3BIBAIOIIEr0 (parMeHTa yJydIIeHHOE, IPOJJIEHHOE, YBEIMYEHHOE WIIH
NOBBIIIEHHOE BpeMsl TMOJNY)XM3HU B CBIBOPOTKE MJIEKOMMUTAIOIIEro (Hampumep,
OTJIMYHOIO OT YeJIOBeKa MpHMaTta, YeIOBeKa) 10 CPABHEHUIO C APYTUMH aHTUTEJIaMHU
nporus BUY, Takumu kak aHtuteno A w/win antuteno B. B HekoTOphIX BapuaHTax
peanu3aluy y aHTHTeNa WM aHTHUTe€HCBS3BIBAIOLIETO (pparMeHTa BpeMs MONYKU3HH B
CBIBOPOTKE YEJIOBEKAa COCTaBJIIET II0 MEHbIIEeH Mepe NPUOIU3UTENBHO 3 CYTOK,
HampuMep, 1O MEHbIIeH Mepe NPUOIU3UTENPHO 4 CYTOK, 1O MeEHbIIeH Mepe
NPUOTU3UTENIBHO 5 CYTOK, 1O MEHbIIEH Mepe MPUOIU3UTENBHO O CYTOK, MO MEHbLICH
Mepe TPUOTU3UTENIbHO 7 CYyTOK, MO MEHbIIeH Mepe NPUOJM3UTENbHO 8 CYTOK, IO
MEHbLIEH Mepe MPUOIU3UTENBHO 9 CYTOK, MO MEHbIIEH Mepe mpubm3uTenbHO 10 CyTOK,
1O MeHbINeH Mepe MPUOTU3UTENbHO 12 CyTOK, MO MEHbLIeH Mepe mpudnm3uTenbHo 14
CYyTOK, IO MeHbIIeH Mepe MNpUOIM3UTENbHO 16 CyTOK, N0 MEHbLIEH Mepe
npuOIM3UTENLHO 18 CyTOK, O MEHbLIeH Mepe MpUOInu3nTeNbHO 20 CYTOK, 10 MEHBIIEH
Mepe MpHONMM3UTENbHO 21 CyTKH, MO MEHbLIeH Mepe MPUOIH3UTENbHO 24 CYTOK, IO
MeHbILIeH Mepe NpUONM3NTENbHO 28 CYTOK, MO MEHbLIeH Mmepe npuOmm3uTenbHo 30
CyTOK wmiau Oosybine. B  HEKOTOpBIX BapHaHTaxX peajH3aldyd AaHTUTENO WM
AHTUTCHCBS3BIBAIOIINN (PparMeHT o0sazaeT yay4YIeHHON, YCUIIEHHON MITH TIOBBILICHHOM
AKTUBHOCTBIO YHUYTOXKEeHUsI HHPULIMpPOoBaHHBIX BMY KI€TOK MO CpaBHEHUIO C APYTUMH

aHTuTenaMu npotuB BIY, TakuMu kak aHTUTENO A W/WM aHTUTENO B.

[0023] B nmpyrom acmekte HAcTOSAIEro W300peTeHHs] MPEAJIOKEHO AaHTUTENO,
coeprKalllee THKENYKO LENb U JIETKYH LeNb, NMPUYEeM YyKa3aHHas TsDKenas Lenb U
yKa3aHHasl JIeTKas Lenb COAepKaT JIOOYI M3 IOCIeNOBATEIbHOCTEH aMHUHOKHCIIOT,

npencTaBieHHbX B Tabmuie X u X1, COOTBETCTBEHHO.
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[0024] B HeKkoTOpBIX BapHaHTax peaqu3aluy TspKeNas Lenb U JIerkas Lenb HMEIT
MOCJIEI0BATENBHOCTD AMUHOKUCIIOT, MPEACTaBIeHHYIO B nociuefosarenbHoct SEQ ID
NO: 2 u 49, cooTBeTcTBEHHO. B HEKOTOpBIX BapHaHTax peanu3alMM Tsokenas Lenb U
Jerkass Lelb HUMEKT IOCIEAOBATENIbHOCTh AMHHOKHUCIIOT, MPEACTABICHHYIO B
nocnenoBatenbHocTAX SEQ ID NO: 2 u 100, cooTBeTcTBEHHO. B HEKOTOPBIX BapHaHTax
peanusaluy TsDKeNasi LeNb U JIerkasi Lelb UMEKT MOCIEA0BATENbHOCTh AMUHOKHUCIIOT,
npencrasieHHyo B nocienoatenbHOCTAX SEQ ID NO: 42 u 101, coorBerctBeHHO. B
HEKOTOPBIX BapHaHTax pealu3aluu TsDKenas Lenb M Jierkas Lelb HMEHT
MOCJIEI0BATENBHOCTD AMUHOKHCIIOT, MPEACTABIEHHYIO B nocienosarenbHocTX SEQ ID
NO: 2 u 103, cooTBeTcTBEHHO. B HEKOTOPBIX BapHaHTax pealu3aliu TsXkKenas Lelb U
Jerkass Lelb HUMEKT IOCIEAOBATENIbHOCTh AMUHOKHUCIIOT, IPEACTABICHHYIO B
nocnenoBatenbHOcTAX SEQ ID NO: 2 u 117, cooTBeTcTBEHHO. B HEKOTOPBIX BapHaHTax
peanusaluy TsDKeNasi LeNb U JIerkasi Uelb UMEOT MOCJIEA0BATENbHOCTh AMUHOKHUCIIOT,
npencraBieHnyo B nocienoBatenbHOCTsIX SEQ ID NO: 517 u 101, coorBercTBeHHO. B
HEKOTOPBIX BapHaHTax pealusaluu TsDKenas Lenb M Jierkass Lelb HMEIT
MIOCJIEIOBATEIbHOCTh AMUHOKHUCIIOT, MPECTaBIEHHYIO B rocyenoBaTenbHocTsX SEQ ID
NO: 518 u 101, coorBeTcTBEHHO. B HEKOTOPBIX BapUaHTax peaau3aluy TshKesast Lelb U
Jerkass Lenb MMEIT MOCIEAOBATEIbHOCTb AaMUHOKHUCIOT, NPEACTABIEHHYIO B
nocnenoBatenbHOCTAX SEQ ID NO: 2 u 542, cooTBeTcTBeHHO. B HEKOTOPBIX BapraHTax
peanusaluy TsDKeNasl LeNb U JIerkasi Lelb UMEKT MOCIEA0BaTENbHOCTh AMUHOKHCIIOT,
npencraBieHHyto B nocienosarenbHOCTAX SEQ ID NO: 517 u 542, coorBercTBenHo. B
HEKOTOPBIX BapHaHTax pealu3aluyd TsDKenas Lenb M Jierkas ILenb HMET
MOCJIEI0BATENBHOCTD AMUHOKHCIIOT, MPEACTABIEHHYI0 B nocnenosarenbHocTaX SEQ ID
NO: 518 u 542, cooTBeTcTBEHHO. B HEKOTOPBIX BapHaHTax peanu3aluu TshKenas Lernb U
Jerkas Lenb UMEKT [OCIEA0BATENbHOCTh AMHHOKHUCIIOT, MPEACTABICHHYIO B
nocnenoBatenbHocTX SEQ ID NO: 2 u 544, cooTBeTcTBeHHO. B HEKOTOPBIX BapuaHTax
peanusaluy TsDKenasl LeNb U JIerkasi Lelb UMEKT MOCIEA0BATENbHOCTh AMUHOKHCIIOT,
npencraBieHHyo B nocnenoaTenbHocTsx SEQ ID NO: 2 u 567, coorBercTBenHo. B
HEKOTOPBIX BapHaHTax pealusaluyd TsDKenas Lenb M Jierkas Lenb HMET
MIOCJIEI0BATENBHOCTD AMUHOKUCIIOT, MPEACTABIEHHYIO B nocnenosarenbHocTax SEQ ID
NO: 2 u 568, cooTBeTcTBEHHO. B HEKOTOPBIX BapHaHTax pealu3alliy TsKenas Lelb U
Jerkass Lenb HUMEKT IOCIEAOBATENIbHOCTh AMHHOKHUCIIOT, MPEACTABICHHYIO B
nocnenoBatenbHocTax SEQ ID NO: 529 wu 49, coorBerctBeHHO. B HekoTOpbBIX
BApUAHTaX peaju3alliyd TsDKesas LeNb M Jlerkas Lelb HUMEIT IOCIEN0BATENIBHOCTD

aMUHOKHCJIOT, TIpencTaBieHHyl B mnochenosarenbHOCcTXx SEQ ID NO: 529 u 103,
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COOTBETCTBEHHO. B HEKOTOpBIX BapUaHTaxX peanu3alu TsbKesasl Lelb U Jerkas Lenb
UMEIOT TOCJe0BATENbHOCTh AMUHOKHUCIIOT, MPEACTABIEHHYIO B IOCJIEA0BATEIbHOCTAX
SEQ ID NO: 529 u 117, cooTBeTcTBEHHO. B HEKOTOpBIX BapuaHTax pealnu3aluu
TsbKeJash Lelmb M Jierkas 1Lelb HMEKT IOCJIEA0BAaTEIbHOCTh  aAMUHOKHCIOT,
npencrasieHHyro B nocienosarenbHocTAX SEQ ID NO: 530 u 101, coorBercTBenHo. B
HEKOTOPBIX BapUAHTAX pean3allii aHTUTeNo comepxut Tspkenyro nenb (HC), kotopas
1o MeHblie Mepe Ha 80%, no MeHbluel Mepe Ha 85%, no meHbiuel mepe Ha 90%, no
MeHblIed Mepe Ha 91%, no meHblieil Mepe Ha 92%, mo meHbluell mepe Ha 93%, no
MeHblIed Mepe Ha 94%, nmo MeHblieil Mepe Ha 95%, mo MmeHbluell mepe Ha 96%, no
MeHblIeld Mepe Ha 97%, no meHbluel mepe Ha 98%, no meHbiuel Mepe Ha 99% unu Ha
100% waeHTHYHA TMOCIEAOBATEIPHOCTU aMHUHOKHCIIOT, BBIOPAaHHOW W3 TPYIIIIHI,
cocrosimen u3 nocnenosarenbHocTedl SEQ ID NO: 1 - 47 u 517 - 530, u nerkyro Lenb
(LC), xoropas no menbLiel Mepe Ha 80%, 1o MeHbLIel Mepe Ha 85%, 1o MeHbLIeH Mepe
Ha 90%, no meHbLIel Mepe Ha 91%, nmo meHbluell Mepe Ha 92%, Mo MeHblIEH Mepe Ha
93%, o MeHblIel Mepe Ha 94%, o MeHblIeil Mepe Ha 95%, o MeHblel Mepe Ha 96%,
1o MeHblIel mepe Ha 97%, o meHsleil Mepe Ha 98%, no MeHbIuell Mepe Ha 99% uiu
Ha 100% wuAEHTUYHA MOCIENOBATEIBbHOCTH AMHUHOKHCIIOT, BBIOPAHHOW W3 TPYIIbI,
cocrosuiei u3 nocnenosareapHocTet SEQ ID NO: 48 - 136 u 531 - 567. B HekoTopbIX
BapUAHTAX pear3aliy aHTUTEJO coaepkut Tsukenyro nernb (HC), koTopasi mo MeHbIueit
mepe Ha 80%, o meHbIuel Mepe Ha 85%, o MeHbIuel Mepe Ha 90%, o MeHblIeH Mepe
Ha 91%, mo menbineit mepe Ha 92%, O MeHbIIeH Mepe Ha 93%, Mo MeHbIel Mepe Ha
94%, no MeHblell Mepe Ha 95%, o MeHblIeil Mmepe Ha 96%, o MeHblIel Mepe Ha 97%,
1o MeHblueil mepe Ha 98%, no meHbIuel Mepe Ha 99%, Hanpumep, Ha 100%, nneHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKUCITOT, mpenactasieHHoll B SEQ ID NO: 529, u nerkyro
uens (LC), koTopast mo MeHbleit mepe Ha 80%, mo MeHbInel Mepe Ha 85%, 1Mo MeHbInekH
Mmepe Ha 90%, o meHbiel Mepe Ha 91%, no MeHbIel Mepe Ha 92%, o0 MeHblIel Mepe
Ha 93%, mo menbieit mepe Ha 94%, Mo MeHbIelH Mepe Ha 95%, Mo MeHbIel Mepe Ha
96%, no MenbiIel Mepe Ha 97%, o MeHbInel Mepe Ha 98%, mo MeHbIel Mepe Ha 99%,
Hanpumep, Ha 100%, nneHTuyHa NoCcae0BaTeNbHOCTH aMUHOKUCIIOT, NIPECTaBIeHHON
B SEQ ID NO: 103. B HexkoTOpBIX BapHaHTax peanusanuu 1no meHiunei mepe 50%, mno
MeHblei mMepe 60%, no mesbiueill mepe 70%, no MeHnbiieil mepe 80%, 1Mo MeHblel
mepe Ha 85%, mo MeHpmedr Mepe Ha 90% wumm Oomee caliToB N-CBS3aHHOTO
rnuko3unupoBanuss B VL cuanunupoBaHbl. B HEKOTOpPBIX BapuaHTax pealu3alid B
caiitax N-CBA3aHHOIO TIJIMKO3UIUPOBaHUs B VL 3aHATOCTD CHANIOBOM KUCJIOTOU

(HampuMep, TIMKaHA, COAEPIKAIIEero OAWH WJIM IBAa OCTaTKa CHAJOBOH KHCJIOTHI Ha
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KOHIIE) COCTaBJIsIeT 1Mo MeHbIneil mepe 40%, mo menbeit mepe 50%, Mo MeHbLIEH Mepe
60%, no menbiueii Mmepe 70%, nmo MeHnbuieil mepe 80%, no MmeHblueil mepe 85%, mo

MmeHblIei mepe 90% i Oonee.

[0025] B cxonHOM acmekTe MOpenyioKEHO AHTUTENO WIM €r0 aHTUIE€HCBS3bIBAIOLLMI
¢dparMeHT, KOTOpBII CBs3bIBa€TCS C TriMKoNpoTenHoM gpl20 obonouku Bupyca
ummyHonepuuura  yenmoseka-1  (BMY-1), yka3aHHOe  aHTUTENO  WIM  €ro
AHTUTEHCBS3BIBAIOINUN ()parMeHT coxep:kar (1) BapuadeapHyI0 00NacTh TSKENION LU
(VH), comepkammyro onpenesnsitomue komruieMeHTapHocts oonactu 1 - 3 VH (CDR 1 -
3), u (i1) BapuabenpHyto obsacts jerkoi nemu (VL), comepxamyro obmactu CDR 1 - 3
VL, npuuem obmactru CDR 1 - 3 VH u obmacru CDR 1 - 3 VL wumeror
MOCJIEIOBATEIbHOCTH, TpeAcTaByieHHbIe B: (1) mocnenoBarenbHOCTIX SEQ ID NO: 159,
138, 139, 140, 141 u 142, coorBercTBeHHO; (i1) nmocnenoBareapbHocTsX SEQ ID NO: 137,
160, 139, 140, 141 u 142, coorBerctBeHHO; (iii) mocnenoBareabHOCcTsIX SEQ ID NO:
137, 161, 139, 140, 141 u 142, coorBercTBeHHO; (V) mocnenoBareabHOCTsIX SEQ ID
NO: 137, 162, 139, 140, 141 u 142, cooTBeTcTBeHHO; (V) mocienoBareapbHOCcTsIX SEQ ID
NO: 137, 163, 139, 140, 141 u 142, coorBeTcTBEHHO, (Vi) mocaenoBaTebHOCTIX SEQ
ID NO: 137, 138, 164, 140, 141 u 142, cooTBeTCTBEHHO, (Vii) MOCIENOBATEIbHOCTSIX
SEQ ID NO: 159, 138, 164, 140, 141 wu 142
nocaenoBarenbHocTsXx SEQ ID NO: 137, 138, 139, 140, 165 u 142, COOTBETCTBEHHO;
(ix) mocnenoBarenpHOcTsix SEQ ID NO: 137, 138, 139, 140, 166 wu 142
COOTBETCTBEHHO; (X) mocienoBarenbHocTsx SEQ ID NO: 137, 138, 139, 140, 167 u 142,

COOTBETCTBEHHO, (Viii)

2 >

2

COOTBETCTBEHHO; (Xi) mocnenoBatenpHOcTsIX SEQ ID NO: 137, 138, 139, 140, 168 u
142, cootBeTcTBeHHO, (Xi1) mochenoBatenbHOcTsX SEQ ID NO: 137, 138, 154, 140, 141
u 142, coorBercTBeHHO, Win (Xiil) nmocnenosarenbHocTsx SEQ ID NO: 137, 138, 139,
140, 141 u 142, COOTBETCTBEHHO, U MpUUeM Mo MeHbluel Mepe 50%, mo MeHblIel Mepe
60%, nmo menbiueit mepe 70%, mo menbineir mepe 80%, mo meHbineit mepe 85%, mo
meHbleil Mepe 90% wumm Oosee caiiToB N-CBSI3aHHOTO TUJIMKO3WJIMpOBaHUs B VL
CHATMJTUPOBAHbI. B HEKOTOPBIX BapUaHTAX peaM3alrd MPEIOKEHO aHTUTENIO WU €ro
AHTUTCHCBS3BIBAIOIINNA (PPArMEHT, KOTOPBIH CBSI3BIBAETCS C TIHKOMpoTenHOM gpl20
obonouku Bupyca nMMmyHoneduuura yenoeka-1 (BHMU-1), ykazaHHOE aHTUTEJO WU €r0
AHTUTEHCBS3BIBAIOINUN (hparMeHT comep:kat (1) BapuadeapbHYI0 00NaCTh TSKEION LIemu
(VH), conepskamyro onpenenstomue komruieMeHTapHocts obnactu 1 - 3 VH (CDR 1 -
3), u (i1) BapuabenbHyto obnacte jerkoi nemu (VL), comepxamyro odnactu CDR 1 - 3

VL, npuuem obmactru CDR 1 - 3 VH u obmacru CDR 1 - 3 VL wumeror
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nocienoBareapbHocTH, npeactasieHHbie B: SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, U IpuyeM Mo MeHbulell Mepe 50%, mo menblieil mMepe 60%, no
MeHbiei Mepe 70%, no mesbiueill mepe 80%, no MeHbiieil mepe 85%, 1o MeHblIeH
mepe 90% wmm Oonee caiiToB N-CBS3aHHOTO TIIMKO3MIMPOBaHUA B VL cHanuanpoBaHsbL.
B  HexkoTOpbIX  BapuaHTax peaju3alUy  MOPEJIOKEHO  aHTUTEJNO MM €ro
AHTUTeHCBSA3BIBAIOIINNA (DPAarMeHT, KOTOPBIM CBSI3BIBAETCS C TIIMKOMpoTenHoM gpl20
o0oiouku BUpyca nMMmyHonedunuura yenoseka-1 (BHMU-1), ykazaHHOE aHTUTEJIO WK €r0
AHTUTEHCBS3BIBAIOINUIN (hparMeHT coxep:kat (1) BapuadeapbHYyI0 00NacTh TSKEION LU
(VH), conepkamyto onpenenstomue komruieMeHTapHocts oonactu 1 - 3 VH (CDR 1 -
3), u (i1) BapuabenpHyto obyacte jerkoi nemu (VL), comepxamyro obdnactu CDR 1 - 3
VL, mpuuem obmactu CDR 1 - 3 VH u obmacru CDR 1 - 3 VL wumerr
nocyienoBaTeapbHocTH, npeactasieHHele B: SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, mpuueM coxepxkaT VH co crnenyomuMu aMHUHOKUCIOTaMH B
YKa3aHHBIX MOJIOKEHUsIX (Hymepauus mnojioxkeHud cornmacHo Kabaty): acmaparuH B
MoJIOKeHUU 28, apruHuH B MOJokeHUW 30, TUPO3UH B MOJOXKEHUM 32, TUCTUAUH B
NoJOXKeHUH 72, (peHmnanaHuH B MOJNIOXKEHUU 76, U (PeHUIIAaHUH B MOJOXKEHHH 74a U
TUPO3UH B TMOJIOKeHWH 99 (Hampumep, acmapardH B IIOJIOKEHUH 28, apruHuH B
noJjioxkeHuu 30, THPO3UH B MOJIOKEHUH 32, TUCTUANH B MOJIOKeHUU 73, (PeHUNIAJaHuH B
MOJOKEHUU 76 U TUPO3UH B TMOJOXKEHUM 98, mpUYeM TMOJOXKEHUS aMUHOKHUCIOT
cootBeTcTBYIOT TakoBeiM B SEQ ID NO: 477), u npuuem no menblueii mepe 50%, mo
MeHble mepe 60%, no menbiueil mepe 70%, no menbiueir mepe 80%, 1Mo MeHblei
mepe 85%, no menbinel Mepe 90% wm Gojiee caiiToB N-CBSI3aHHOTO TJTHKO3UTUPOBAHUS
B VL cuanunupoBanbl. B HEKOTOPBIX BapHaHTax pealu3alid B caiiTax N-CBSA3aHHOTO
TJIMKO3WINPOBaHKs B VL 3aHITOCTh CHAJIOBOM KUCIOTOH (HApUMeEp, OTHUM WJIH JBYMSI
KOHLIEBBIMH OCTaTKaMM CHAJIOBOH KHCJIOTBI) COCTaBJIIET MO MeHbined mepe 40%, mo
MmeHblei mepe 50%, no menbiueill mepe 60%, no MeHbiieil mepe 70%, 1Mo MeHblIe
mepe 80%, mo meHbiuel Mepe 85%, nmo menbliel Mepe 90% wm Gonee. B HEKOTOPBIX
BapUaHTaxX peaju3aluu acnapardd B VL B MOJIOKEHUM aMHUHOKHCJIOTHI 72 COTJIAaCHO
Hymepamu no Kabarty (N72) cuanunmupoBaH. B HEKOTOpPBIX BapuaHTaX pear3aliu
CHAJIMIMPOBaHHbIE CalThl N-CBA3aHHOIO INIMKO3WIMpoBanus B VL coxep:xar ot 1 10 5
OCTaTKOB CHAJIOBOM KHMCJOTBIL, Hampumep, OT 1 10 4 OCTaTKOB CHAJIOBOW KHCJIOTBHI,
HampuMmep, oT 1 10 3 OCTaTKOB CHAOBOM KMCIJIOTBI, Hampumep, OT 1 A0 2 OCTaTkoB
CHAJIOBOM KMCJIOTHL. B HEKOTOpBIX BapuaHTax peanu3zauuu VL cuanunupoBaHbl N-
anerniaaeripamuHoBoii  kucnoroi (HAHK). B HEKOTOpBIX BapHaHTax peau3aliu

OCTAaTK! CHAJIOBOM KHMCJIOTBbI IPUCYTCTBYIOT B ABYXaHTEHHBIX CTPYKTypax. B HEKOTOPBIX
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BapuaHTax peajn3aluni OCTAaTKU CHAJIOBOM KHCJIOTBI NPUCYTCTBYKOT B CJIOXKHBIX
CTPYKTypax N-cBs13aHHBIX TJIMKAaHOB. B HEKOTOPBIX BapHUaHTaxX pean3alun OCTATKU

CHAJIOBOH KHCJIOTBI MPUCYTCTBYIOT B THOPUIHBIX CTPYKTYPax N-CBS3aHHBIX ITMKAHOB.

[0026] B nmomomHUTENTBHOM acmekTe MpemJiosKeHO Oucnenupuyeckoe aHTUTENO,
cozepkallee. NMEePBOE AHTUIECHCBS3BIBAIOLIEE IUIEYO, KOTOpPOE CBsA3biBaeTcsa C¢ gpl20,
yKa3aHHOE NIepBOE aHTHIeHCBsI3bIBaroLIee ruiedo coaepxkur: (1) odmactu CDR 1 -3 VHu
obmactu CDR 1 - 3 VL mmu (ii)) VH u VL no mobomy u3 nyHkToB 1 - 63; u BTOpOE
AHTUT€HCBSA3BIBAIOIIEE IUIEHO, CBS3BIBAIOLIEECS CO BTOPHIM AHTUTEHOM. B HEKOTOpPBIX
BApUAHTAX peaJn3aluf MpeIoKeHO Oucnermduueckoe AaHTUTENOo, CoAeprKaliee:
II€PBOE AHTUTEHCBS3bIBAKOILEE JIEU0, KOTOPOE CBsA3bIBaETCs ¢ gpl20, ykazaHHOE nepBoe
aHTUTeHCBs3bIBatoIee miedo comep:kut odmactu CDR 1 -3 VH u obmactu CDR 1 - 3
VL, npencrasnennsie B nocaenosarenpHocTsax SEQ ID NO: 137, 138, 139, 140, 141 u
142, COOTBETCTBEHHO, M BTOPOE€ AHTUIECHCBSA3BIBAIOLIEE IUIEYO, CBSA3BIBAIOLIEECS CO
BTOPbIM  QHTUIEHOM. B HEKOTOpBIX  BapuaHTax  peanus3alMu  IPeIoKEHO
Oucneunduueckoe aHTHUTENO, COJAEepIKallee. IePBOe AHTUI'CHCBSI3BIBAIOIIEE ILIEYO,
KOTOpOe CBsi3biBaeTCsi ¢ gpl20, yka3saHHOE IEPBOE AHTUIEHCBSI3bIBAIOLIEE IIIEUO
comepxxut VH u VL, coxmepxamue  MOCIEIOBAaTENIbHOCTH  AMUHOKHUCIOT,
npencraBiendble B SEQ ID NO: 477 wu 278, COOTBETCTBEHHO, U BTOpPOE
AHTUTCHCBS3BIBAIOIIEE TUIEYO, CBSI3bIBAIOLIEECS CO BTOPBIM AHTUTEHOM. B HEKOTOpPBIX
BapUAHTAX peajM3alyy BTOPOH aHTUTeH BBIOpaH u3 rpymnmsl, cocrosimeii u3: CD3, FcyRI
(CD64), FeyRII (CD32), FeyRIII (CD16);, CD89, CCRS, CD4, gp41, ummyHOrI00yJTUH-
noJOOHOTO  pelenTopa KJIETOK-KHJUIEPOB € TpeMsi JOMEHaMH Ig ¥ JJIMHHBIM
nuroruiazmMaTuaeckuM xsoctoM 1 (KIR3DL 1), iMMyHOTIOO0YIHH-TOOOHOTO penenTopa
KJIETOK-KWJUIEPOB C TPeMsl TOMEHaMH Ig M IJIMHHBIM LUTOILIA3MATUYECKUM XBOCTOM 1
(KIR3DL1), uMMyHOrIOOYIMH-TIOAOOHOTO peLenTopa KJIETOK-KHJUIEPOB C IBYMs
noMeHamu Ig u  jumHHBIM - nuTormuiasmatuueckuM  xBoctom 1 (KIR2DL1),
UMMy HOTJIOOYJTMH-TIONOOHOTO pelenTopa KIETOK-KHJLIEPOB C JBYMsl AOMEHamu Ig u
JUTMHHBIM TUTOoIiasMarudeckuM xBoctoM 2 (KIR2DL2), uMmmMyHOrI00y IuH-I0100HOTO
peuenTopa KJIETOK-KHJUIEPOB € IByMsI IOMEHaMH Ig M JUIMHHBIM LIUTOIUIA3MATHYECKUM
xBoctoM 3 (KIR2DL3), nekrun-nogobnoro perentopa Cl knerok-kusmiepos (KLRC1),
nekTuH-nmopoOHoro penentopa C2 kierok-kuiuiepoB (KLRC2), nexktuH-momoOHOro
pernenropa C3 knerok-kmuiepoB (KLRC3), nexkrun-nonodHoro penenropa C4 KieTok-
kuepoB (KLRC4), nekrun-nogobnoro penenropa D1 kierok-kmmiepos (KLRD1),

nektuH-nogoOHoro peuenropa K1  kimerok-kmmiepor (KLRK1), 3amyckaromero
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€CTeCTBeHHYI0 LUTOTOKCHYHOCTh pereniropa 3 (NCR3 wmmu NKp30), 3amyckaromiero
€CTeCTBEHHYI0 LUTOTOKCHYHOCTh peuentopa 2 (NCR2 wmmm NK-p44), 3anyckaromiero
ecrecTBeHHYIO LUTOTOKCHYHOCTH perieniropa 1 (NCR1 mmm NK-p46), CD226 (DNAM-
1), Monexkynpl UTOTOKCHYEeCKUX U peryssTopHbix T-kinerok (CRTAM wmm CD355),
npencraBuTens | cemeiicTBa CUTHAJNBHBIX MOJIEKyJT akTuBalun auMdoruros (SLAMF1),
CD48 (SLAMF2), anturena nmumdouutoB 9 (LY9 nmum SLAMF3), CD244 (2B4 unn
SLAMF4), CD84 (SLAMFYS), npencrasurens 6 cemeiictea SLAM (SLAMF6 wiu NTB-
A), npencrasurens 7 cemeiictBa SLAM (SLAMF7 unu CRACC), CD27 (TNFRSF7),
cemaopuna 4D (SEMA4D unu CD100) u CD160 (NK1), u Broporo snutona gp120.

[0027] B  Hacrosimem u3o0peTeHHMH  Takke IpemiokeHa  (apmMarieBTHUeCKas
KOMIIO3UIIHS, COIep Kalasi aHTUTEJIO WM aHTUTeHCBS3BIBAIOLINH (pparMeHT, OMUCAHHbIT

B JAHHOM 3asBKE, U (l)apMaI_IeBTI/ILIeCKI/I HpI/IeMJIeMbIﬁ HOCHUTCIIb.

[0028] B HekOTOpbIX BapWaHTaxX peaju3auuud (apMaleBTHYECKas KOMIO3HULIHS
JONOJHUTENIBHO CONEPKHUT BTOPOH areHT (HampuMep, OAUH Wi 0oJiee JOMOTHUTEIbHBIX
areHroB) mus jedeHns: BUYU-undexumun. B HekoTOpbIX ciyyasx ¢apmaneBTHUECKast
KOMITO3UIUS AOTIOJHUTEIBHO CONEPIKUT OOpalaronue JaTeHTHOCTh areHThl (LRA) uu
UMMYHOCTUMYJIMPYIOLIMI areHT, Hampumep, aroHuct Toll-mogobGHoro penenTopa
(TLR), nanpumep, aronuct TLR1, TLR2, TLR3, TLR4, TLRS, TLR6, TLR7, TLRS,
TLRY9 w/unmu TLR10. B HekoTopeix BapuaHTax peanuszauuud LRA mnpexncrasisier coboii
aronuct TLR7 unm aromuct TLR8. B HekoTopsix ciy4asx aronuct TLR7 BeiOpan u3
IPYNIbI, COCTOSIIEH M3 BECATOJIMMOAA, MUMHXUMOJAa M pe3uKBUMOna. B HekoTophix
BapUAHTaX peanu3auuu (papManeBTUyeckass KOMIO3HMLHUS JONOJHHUTENIBHO CONEPIKUT
AHTHUTEJIO WJIM  AHTHICHCBSI3BIBAIOIINKA (PparMeHT aHTUTeNa, KOTOPOE CBS3BIBAET,
uHruoupyer w/mnm HeWtpamusyer BHY. B  HEKOTOpBIX BapHaHTax peau3aLliu
dapmarieBTHUECKasT KOMIIO3HMLIUS OTMOJHUTEIBHO CONEPKUT BTOPOE AHTHUTENO WIIH
AHTUTCHCBS3BIBAIOIINKA (PParMeHT AHTHUTENA, KOTOPOE CBSI3bIBAET, MHTHOUPYET W/HUIIH
Heltpamusyer BHY, npuueM BTOpOE aHTUTENO WJIM €ro aHTUICHCBSA3BIBAIOIINN
(dparMeHT He KOHKYPUPYIOT C aHTUTEJIOM WM AHTHICHCBS3BIBAOIINM (HparMeHTOM,
ONMMCAaHHBIM B JAHHOW 3asBKe, 3a CBs3biBaHue ¢ gpl20. B HEKOTOpBIX BapuaHTax
pean3ay BTOPOE aHTUTENIO WJIH AHTUTE€HCBSA3bIBAOINUI (ParMEHT aHTHTENA, KOTOPOe
CBsI3bIBACT, MHIUOMpyeT n/unn Hewrpamusyer BUY, comepikaT BapradenbHbIe TOMEHBI
VH u VL HeliTpanusyromiero antuTena mupokoro crekrpa nedctsust (bNAb) mporus
BUY nnu KOHKYpHUpYET C HUMH. B HEKOTOPBIX BapuaHTax pean3aluy BTOPOE aHTUTENIO

WIA aHTUTCHCBS3bIBAOINUI ()parMeHT aHTUTeNa, KOTOPOE€ CBS3BIBACT, HHTHOUpPYyeT
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w/wm  HeWrpamuzyer BUY, CBA3BIBAIOTCS € 3MUTONOM HIM  y4acTkoM  gpl20,
BBIOPaHHBIM W3 TPYIIBL, cocTosimeil u3: (1) Tperbeil BapuabenpHOM neriu (V3) w/umm
00JIacTH ¢ BBICOKMM CONIE€P’KAaHHEM MAaHHO3bI, COAEpIKalleld TNIMKAaH OJMTOMaHHO3HOTO
Tuna B nojoxennn N332; (ii) Bropoit BapuabenbHONW mernu (V2) /iy BepXyLIKH
tpumepa Env; (iii) creika gpl20 u gp41 umm (iv) OGe3monBHON moBepxHocTH gpl20. B
HEKOTOPBIX BapUaHTAX pealu3alid BTOPOE AHTHUTENO WM AaHTUIEHCBS3bIBAIOLIUI
¢dparMeHT aHTHTENa, KOTOpPOE CBS3bIBAET, WMHIUOMpyeT W/wiu Heitpamuzyer BUUY,
CBSI3BIBAIOTCS C SMUTOINOM WM ydacTkoMm gpl20 B Tperbeli BapuabenbHol metrie (V3)
u/unn  ob;macTM € BBICOKMM  COZEP’)KAaHHMEM MAaHHO3bL, COAep)Kalled TIJINKaH
OJIMTOMAaHHO3HOTO Tuma B mnojoxeHun N332, u copmepkar obmactu VH m VL u3
aHTHUTEJa, BBIOPAHHOTO U3 rpynmbl, cocrosimei u3 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, 354BG18, 354BG42, 354BG33, 354BG129, 354BG188,
354BG411, 354BG426, DH270.1, DH270.6, PGDM12, VRC41.01, PGDM21, PCDN-
33A, BF520.1 u VRC29.03, unu KOHKYpPHPYIOT ¢ HUMH. B HEKOTOpBIX BapuaHTax
peanu3aly BTOPOe aHTUTENO MIIM AHTUTEHCBS3BIBAIOLINN (PParMEeHT aHTHUTENa, KOTOPOe
CBsI3bIBaeT, MHruOuMpyer w/wim Heiirpanusyer BUY, CBA3BIBAIOTCS C SMUTONOM WM
yuacTkoM gp120 Bo BTopoii BapuabenpHol netne (V2) u/unu Bepxyuike Tpumepa Env, u
cogepxut obnaactu VH u VL u3 anTUTeNa, BRIOPAHHOTO U3 IPYMIbI, cocToswiei u3 PGY,
PGl6, PGCl14, PGGl4, PGT-142, PGT-143, PGT-144, PGT-145, CHO1, CHS9,
PGDM1400, CAP256, CAP256-VR(C26.08, CAP256-VR(C26.09, CAP256-VR(C26.25,
PCT64-24E u VRC38.01, mnu KOHKYpUPYIOT C HUMHU. B HEKOTOpBIX BapuaHTax
peanu3alu BTOPOE AHTHTENO WM AHTUTCHCBS3BIBAIOIIMN (PparMeHT CBS3BIBAIOTCS C
smUTONoM WM ydactkoM gpl120 Ha creike gpl120 u gp41, u cogepxar odbnactu VH u VL
U3 aHTUTeNa, BBIOpaHHOTrO W3 rpymmbl, cocrosimeit u3 PGT-151, CAP248-2B, 35022,
8ANC195, ACS202, VRC34 u VRC34.01, nnu KOHKYpUPYIOT C HUMU. B HekoTophIx
BApUAHTAX peajiM3allid BTOPOE AHTUTEJIO WINM AHTHICHCBS3BIBAIOIIMNA (PparMeHT
aHTHTENA, KOTOPOE CBS3bIBAET, HHIHOUpPYeT W/min Heirpanusyer BHUY, cBs3bIBatOTCS €
SMUTONOM WJTH Y4acTKOM Oe3MoNiBHOM moBepxHocTu gpl20, u comepskar odmactu VH u
VL w3 aHTuTena, BeIOpaHHOro w3 rpymmbl, cocrosimeir u3 VRC-PGOS u SF12, wm
KOHKYPUPYIOT C HMMH. B HEKOTOpBIX BapHaHTax peaju3allyl BTOPOE aHTUTENO WU
AHTUTCHCBS3BIBAIOIINNA (PParMeHT aHTHTENA, KOTOPOE CBSI3bIBAET, MHTHOUPYET W/HUIIH
Helrpanusyer BUY, cBsI3bIBa€TCs ¢ SMUTONOM HIIH Y4aCTKOM gp41 B OKOJIOMEMOpaHHOM

peruone (MPER). B HekoTOphIX BapuaHTax peaju3alill BTOPOE AHTUTENIO WU
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AHTUTeHCBS3BIBAIOIINNA (PParMeHT aHTHUTENA, KOTOPOE CBSI3bIBAET, MHTHOUPYET W/HUIH
HenTpamusyer BHY, cBsa3piBatOTCS € 3OUTONOM WM ydacTkoM  gp4l B
okosnomembOpanHoMm pernoHe (MPER), u comepxar obmactu VH u VL u3 anTtutena,
BbIOpaHHOrOo u3 rpymmbl, cocrosimeirt w3 10E8, 10E8v4, 10E8-5R-100cF, 4E10,
DHS511.11P, 2F5, 762 u LNOI1, unu KOHKYpUPYIOT ¢ HUMH. B HEKOTOpBIX BapHaHTax
peanu3ay BTOPOE aHTUTENIO WM AHTUTE€HCBA3bIBAIOINUI (ParMEHT aHTHTENA, KOTOPOe
CBsI3bIBa€T, MHruOupyer w/mnu Heirpanuszyer BUY, cBA3BIBAIOTCS C SMUTONOM WM
yuacTKoM nentupa ciaustaus gp4l um comepxkar obmactu VH u VL u3 aHtHTena,
BbIOpaHHOTO U3 rpymmbl, cocrosimed 3 VRC34 u ACS202, i KOHKYPUPYIOT ¢ HUMU.
B HexoTOpBIX BapHaHTax peaju3alliyd BTOPOE AHTUTENO WJIM AHTHUIEHCBA3bIBAIOIIUN
(dparMeHT aHTHTENa, KOTOpPOE CBS3bIBAET, WMHIUOMpyeT w/mnm Heltpamuzyer BUUY,
cogepxxaT VH u VL u3 PGT121.60 unu PGT121.66. B HEKOTOpBIX Ciy4asx aHTUTEJO
WIN QHTUTCHCBS3BIBAIOINUI (parMeHT aHTHTeNa, KOTOpPOEe CBSI3bIBAET, HHIHOHPYET
w/mmm Heirpamuzyer BUY, comepsxar VH u VL ¢ nocnenosarensHocTeio SEQ ID NO:
443 w/um SEQ ID NO: 447. B npyrux ciaydasix aHTUTENO MM AHTHI€HCBSI3bIBAIOIINH
¢dparmMeHT aHTHTENa, KOTOpPOE CBsI3bIBAET, MHruOMpyeT w/mim HeWTtpamusyer BUY,
cogepxat VH B cocraBe SEQ ID NO: 454 u VL B coctaBe SEQ ID NO: 455. B npyrux
JOMIOJHUTENBHBIX CIIyYasiX aHTUTEJO WM aHTUICHCBS3BIBAIOLUIMN (pparMeHT aHTHUTeNa,
KOTOpOe CBsI3bIBaeT, MHTUOUpyeT u/unn Hewrpamusyer BUY, comep:katr VH B coctase

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

[0029] B npyrom acnekte HAcTOSINEro W300pETEHUs MPENIOKEHb HYKJIEHHOBbBIE
KUCJIOTBI, HYKJIEOTHABl WM TOJUHYKJIEOTHUABl, KOAMPYIOIIUE AaHTUTENO WU
AHTUTCHCBS3BIBAIOIINKA (DparMeHT, ONHMCAHHBIE B JaHHOH 3asBKe. B HEKOTOPBIX
BapHaHTaxX peajnu3alii HyKJIEHHOBAsl KHUCIOTa WIM HYKJIEHHOBBIE KHCJIOThI BKJIHOYAIOT
JHK, x/IHK nnu MPHK. B HexOTOpbIX BapuaHTax pealu3aliy HYKJIEUHOBas KUCIOTA
WIA HYKJIEWHOBBIE KHUCJIOTHI KOAMPYOT VH, BBIOpaHHYIO M3 TPYIIIBL, COCTOSINEH U3
nocnenosatenbHocTeil SEQ ID NO: 181 - 221 u 465 - 478, 1 uAEHTUYHYIO IO MEHbLIEeH
Mmepe Ha 80%, o meHbiel Mepe Ha 85%, no MeHblel Mepe Ha 90%, o MeHblIel Mepe
Ha 91%, no meHbiuell mepe Ha 92%, no meHbluell Mepe Ha 93%, 1Mo MeHblIEH Mepe Ha
94%, no Menbleil Mmepe Ha 95%, o MeHblIell Mepe Ha 96%, o MeHblIel Mepe Ha 97%,
no wMmenblieli Mepe Ha 98%, mno wmeHbuieilt mMepe Ha 99% wumum Ha 100%,
MIOCJIEIOBATEIbHOCTH HYKJIEMHOBON KHCJIOTHI, BBIOPAHHOW W3 TPYIIBI, COCTOSIIIEH U3
nociaenosarenbHoctd SEQ ID NO: 572 - 581; u kogupyroT VL, BEIOpaHHYIO U3 TPYIIIBL,
cocrosited 3 mocnenosarenbHocTelr SEQ ID NO: 222 - 311, 479 - 516 u 569, u
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UAEHTUYHYIO TI0 MeHbluel Mepe Ha 80%, o MeHblieil mepe Ha 85%, o MeHblleld Mepe
Ha 90%, no menbieit mepe Ha 91%, mo MeHbIuel Mepe Ha 92%, MO MeHbIIel Mepe Ha
93%, no MeHbleil Mepe Ha 94%, o MeHblIeil Mepe Ha 95%, o MeHblIel Mepe Ha 96%,
1o MeHblel mepe Ha 97%, no meHbluell Mepe Ha 98%, o MeHblIeil Mepe Ha 99% unu
Ha 100% mocnenoBaTeIbHOCTH HYKJIEHMHOBOW KHCJIOTHI, BBIOPAaHHOW W3 TPYIIIbI,
cocrosimei u3 nocienosarenbHocT SEQ ID NO: 582 - 595. B HeKOTOpBIX BapuaHTax
peanu3allud HYKJIEMHOBAs KHCIOTAa WM HYKJIEMHOBble KHUCIOTBI koaupyoor HC,
BBIOpPAaHHYIO U3 IpymnIbl, cocrosmeit u3 nocnenosarenpbHocTd SEQ ID NO: 1-47 u 517 -
530, n uneHTH4HYIO N0 MeHblIel Mepe Ha 80%, no MeHbIuel Mepe Ha 85%, O MeHbLIeH
Mmepe Ha 90%, no menbiuel Mepe Ha 91%, no MeHbel Mepe Ha 92%, O MeHbLIeH Mepe
Ha 93%, no meHbluel Mepe Ha 94%, no meHbluel Mepe Ha 95%, Mo MeHblIeH Mepe Ha
96%, o meHbIel Mepe Ha 97%, o MeHbInel Mepe Ha 98%, o MeHbLel Mepe Ha 99%
win Ha 100% mOCnenoBaTeNbHOCTH HYKJIEMHOBOW KHCJIOTBI, BHIOPAHHOH W3 TIPYIIIBL,
cocrosme u3 mnociaenosarenbHocteit SEQ ID NO: 596 - 605, u kommupyror LC,
BBIOPAHHYIO U3 IPYMIIBL, cocTosuel u3 nocienosarenbHocteil SEQ ID NO: 48 - 136 u
531-567, u uneHTHuHY no MeHbluel Mepe Ha 80%, mo MeHbluell Mepe Ha 85%, mo
MeHblIell Mepe Ha 90%, no meHblieil Mepe Ha 91%, nmo meHbluel mepe Ha 92%, 1o
MeHblell Mepe Ha 93%, no meHblieil Mepe Ha 94%, mo meHbluel mepe Ha 95%, 1o

MeHblel Mepe Ha 96%, mo meHblieit Mmepe Ha 97%, mo meHbluedl mMepe Ha 98%, mo

>
MeHblel mMepe Ha 99% wunu Ha 100% mocnenoBaTenbHOCTH HYKJIEHMHOBON KHCIOTSI,
BBIOpPAHHOMW M3 rpymmsbl, cocrosimei u3 nocienosarenaprocreir SEQ ID NO: 606 - 619. B
APYIOM AacleKTe HACTOSLIer0 M300peTeHHs MPEIJIOKEH BEKTOP HKCIPECCHU WU
BEKTOPBI 3KCIIPECCUH, COAEPKALNE HYKIEUHOBYIO KHUCJIOTY WM HYKJIEMHOBBIE KUCIIOTHI,
(PYHKIMOHAJIBHO CBSI3aHHBIE C PErYJIATOPHOM TMOCJENOBATENbHOCTBIO. B HEKOTOPBIX
BAPUAHTaX peaJu3allii BEKTOP HKCIPECCUU WU BEKTOPBl 3KCHPECCUU BKIIOYAOT
MJIa3MHUIHBIA BEKTOP MM BUPYCHBIM BEKTOp. JIONMONHUTENBHO MPENIOKEHBI
dapmarnieBTHUECKHE  KOMITO3WIMH, COAEpPIKAlIHe HYKJICHHOBYK)  KHCIOTY  WJIH
HYKJIEMHOBBIE KHCJIOTBI, WJIH BEKTOP 3KCIPECCUM WM BEKTOPBI S3KCIPECCUH, ONUCAHHbBIE
B JAaHHOW 3asiBKe, M (HapMaLEBTUUECKU NPUEMIIEMBbIi HOCUTENb. JlOMOIHUTENBHO
MIPEMJIOKEHDl JINMUHBIE HAHOYACTHULIBL, COAEpKAIUE HYKIECHHOBYK) KHCIOTY WU

HYKJIEUHOBBIC KUCJIOTBI, UJIN BEKTOP SKCIPECCHUU UJIU BEKTOPBI SKCIIPECCHUN, ONMMCAHHBIC

B IaHHOM 3asIBKE.

[0030] B napyrom nomoOJTHUTENTPHOM acHeKTe HACTOSIIEr0 HM300peTeHUsl MPEemioKeHa

KJICTKA-XO3sWH, W MNOMYJIALUsA KIJIETOK-X034€B, COACPKAIINX HYKJICUHOBYHO KUCJIOTY
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WIM HYKJIEUHOBBbIE KHCIOTBHI, WJIM BEKTOP OKCIPECCHUM WIM BEKTOPbl 3KCIPECCHUH,
ONMCaHHbIE B JAHHOW 3asiBKe. B HEKOTOpPbIX BapuaHTax peaju3alUu KIeTKa WU
MOMYJISILMS KJIETOK BKJIKOYAeT 3YKapPUOTHYECKYIO KIJEeTKy. B HeKOTOpbhIX BapHaHTax
peanu3zaliud KjeTKa WM TOMyJsALMsA KJIETOK BKIIOYAeT KIETKY MIIEKOMUTAIOLIETro,
KJIETKY 4eJIOBEKa, KJIETKY XOMsKa, KJIETKYy HAaCEeKOMOTO, KJIETKY PAcCTeHUs WUJIM KIETKY
Apoxoked. B HEKOTOpbIX  BapuaHTax peajqu3alid  KJIeTKa  MIIEKONUTAIOLIEero
npeacTaBisier coOOi KIeTKy su4yHMKa kutaiickoro xomsiuka (CHO) wmm  xietky
4ejoBeKa, HampuMep, SMOPHOHAJBHYIO KIETKY TIIOYKH 4YeJlOBeKa WM B-xierky
4yeloBeka. B HEKOTOpbIX BapuaHTax peaju3aluy KJIeTKa [pPerMyIlleCTBEHHO
CHAMINpyeT caliThl N-CBSI3aHHOTO TJIMKO3MJIMPOBAaHUS B BapualenbHbIX nomeHax (Fv)
3KCIPECCUPOBAHHBIX AHTUT€HCBS3BIBAIOIIUX MOJIEKYJ, HaIpUMep, SKCIPECCUPOBAHHBIX
AHTUTEJ UM AHTUTE€HCBA3bIBAIOIUX (PparMeHTOB. B HEKOTOPBIX BapHaHTaxX pealn3aliu
KJIeTKa CHAJIMJIUpPYeT 1o MeHblued mepe 50%, mo MeHbiuneit mepe 55%, mo MeHbLiei
mepe 60%, o menblIeit Mepe 65%, no MeHbiueil mepe 70%, no MeHblIel Mepe 75%, no
MmeHbleil Mepe 80%, no MeHbinel mepe 85%, nmo menbliel Mepe 90%, mo MeHbluei
mepe 91%, no menblIeit Mepe 92%, no MeHbineil mepe 93%, no meHblIel Mepe 94%, no
MeHbleli Mepe 95% wunm  Oomee caiitoB N-CBS3aHHOTO TJIMKO3WJIMPOBAHUSI B
BapuadenpHbIX foMeHax (Fv) skcnpeccHpOoBaHHBIX aHTUTEN WM AHTHICHCBSA3bIBAIOIINX
(dparMeHTOB. B HEKOTOPBIX BapHaHTaX peaJU3alUU KJIETKA CHAJHIUPYET IO MEHbLICH
mepe 50%, nmo meHbIeit mepe 60%, no menbiueii Mmepe 70%, no mMeHbleit mepe 80%, mo
MeHblel mepe 85%, mo menbiueil mepe 90%, no meHbiueir mepe 91%, o meHbluei
mepe 92%, no meHblueit mepe 93%, no meHblel Mepe 94%, o Mmenbiuel mepe 95% wnu
Oonee caliToB N-CBA3aHHOTO TJIMKO3WJIMPOBaHHUA B VL 3KCIPECCHPOBAHHBIX AHTHTEJ
WIA aHTUTCHCBS3BIBAIOIIMX (parMeHTOB. B HEKOTOPBIX BapUaHTaX peaTu3aLiu
acrmaparud B VL B IOJIOKEHHMH aMHHOKHCJOTHI 72 corylacHO Hymepaumu rno Kabary
(N72) cuanunupoBaH. B HEKOTOpPBIX BapHaHTaX peau3aldd CUAJMIIUPOBAHHBIE CANTHI
N-cBsizanHOro rnukosunuposanuss B VL copepkatr or 1 10 5 OCTaTkoB CHaOBOHN
KHCJIOTBI, Hampumep, oT 1 1o 4 OCTaTKOB CHAJIOBOW KUCIOTBHI, Hampumep, oT 1 1o 3
OCTaTKOB CHUAJIOBOW KHUCJIOTBI, Hampumep, OT 1 A0 2 OCTaTKOB CHAJOBOM KHUCJOTHL. B
HEKOTOpBIX BapWaHTax peanusauuu VL cuanunupoBadbl N-aleTUIHEHPaMUHOBON
kucyoroii (HAHK). B HekoTOphIX BapHaHTaxX peajr3allid OCTATKU CHUAJIOBOW KHCIIOTHI
IIPUCYTCTBYIOT B JIBYXaHTEHHBIX CTPYKTypax. B HEKOTOpBIX BapuaHTax peaju3aliu
OCTAaTKU CHaJIOBOW KHCIIOTHI MPHUCYTCTBYIOT B CIIOXKHBIX CTPYKTypax N-CBA3aHHBIX
IJIMKaHOB. B HEKOTOpbIX BapuaHTax pealu3aldyd OCTaTKH CHAJOBON KHUCIOTbI

NPUCYTCTBYIOT B THOPUAHBIX CTPYKTYpax N-CBSI3aHHBIX INTUKAHOB.
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[0031] B napyroMm [AONOJHUTENBHOM AacleKTe B JAHHOW 3asBKE€ MPEIJIOKEHBI
AHTUIeHCBS3BbIBAIOIINE (pParMeHThl AHTUTEN, OINWCAHHBIX B JaHHOH 3asBke. B
HEKOTOPBIX BapHaHTAaX peajM3allli AaHTUTEHCBS3bIBAIOINE (PPAarMEHThl BBIOpAHBI U3
rpynmbl, cocrositei u3 pparmenrta scFv, sc(Fv),, Fab, F(ab),, Fab', F(ab')., Facb umm
Fv. JlonmonaurenbHO TmpensiokeH xuMmepHbId aHTureHHeli penentop (CAR),
COZEPIKALITNI aHTUT€HCBI3bIBAIOIINI (PparMeHT aHTUTeNa, ONMCAHHBINA B JAHHOM 3asIBKeE.
B nexoropsix Bapuantax peamusauun CAR skcnpeccupoBaH Ha T-kierke, B-kietke,
makpodare miu NK-knerke. Jlonomaurensno npeanoxena CAR-T-kneTka, conepskarmast
CAR, omnucanHblil B 1aHHOH 3asBKe. B HEKOTOpBIX BapuaHTax peanu3auuu T-KjeTka
npeacrasisier coboit CD4+ T-knerky, CD8+ T-kmerky wnm ux kxomOuHaumwoo. B
HEKOTOPBIX BapUaHTaX peajn3aliy KJIETKy BBOIAT CyOBeKTy. B HeKOTOpBIX BapuaHTax
peanu3allud KJIETKAa ayTOJIOTM4YHas. B HEKOTOpBIX BapuaHTaxX pealnu3allud KIeTKa

AJIJIOTCHHAA.

[0032] B npyroMm nOMONHUTENEHOM aCMEKTe, B HACTOSIIEH 3asiBKE MPEMJIONKEH CIoco0
MOJIyYeHUS] aHTUTENa WM €ro AaHTUTeHCBS3bIBAIOINEro (pparmMeHTa, OINMHMCAHHOTO B
naHHOHN 3asiBKe. Crnoco0 BKJIIOYAET KYJIbTHMBHPOBAHHE KIIETKHU-XO3SIMHA B KYJIBTYpe
KJIETOK U BbIIEJICHUE aHTUTENIAa MJIH aHTUTCHCBS3bIBAIOIIErO (pparMeHTa M3 KyJbTYphbI
KJIETOK. B HEKOTOPBIX Ciy4asix Crocod MOMOJHUTENBHO BKIIIOYAET BKIIOUEHHE aHTUTEa
WM AHTUTE€HCBS3BIBAIOINETO (pparMeHTa B COCTAB CTEPUIIBHONM (hapMalleBTHYECKOMH

KOMITO3HLINH, HOHXOHSILLIeﬁ AJis1 BBEACHUS YCJIOBCKY.

[0033] B npyrom acrniekte HacTOSIIIEro M300pEeTEeHUs MPENJIOKEH CIOCO0 JIeUEHUsT MU
npenotepamernss BUY y Hyxkparomerocss B 5ToM uenoBeka. Crocod BKIIOYaET
BBEJICHHE YKa3aHHOMY CyObeKTy 3((EKTUBHOrTO KOJIMYECTBA AHTUTENIA WK €ro
AHTUTeHCBS3BIBAIOIIEro (hparmMeHTa, Win (papMareBTUIeCKOH KOMIO3HMLWH, OMUCAHHOM

B IaHHOM 3asIBKE.

[0034] B HEKOTOpBIX BapHaHTaX peaJu3alUd CIOCO0 JOMOJHUTENBHO BKJIOYAET
BBEJICHHE YKA3aHHOMY CYOBEKTYy BTOPOro areHra (Hampumep, OIHOro wWin Ooiee
JOTOJIHUTENbHBIX areHToB) aisi JjedeHnss BUY-uHpexknmm. B HEKOTOpPBIX clydasx
croco0 BKIIOYAET BBEIEHHE YKa3aHHOMY cyObekTy aroHmcrta TLR7. B HekoTOpbIX
ciydasix aroHuCT TLR7 BbIOpaH U3 rpynmsl, COCTOSIIEN U3 BECATONMMOA, UMHUXUMOA
U PE3UKBUMOJA. B HEKOTOpPhIX BapHaHTax peaIH3alUUd CHOCOO JIOMOJHHUTENBHO
BKJIFOYAET BBENEHHE YKa3aHHOMY CYOBEKTY aHTUTENla WM AHTHI€HCBS3BIBAIOLIETO
¢dparmenTa aHTHTENA, KOTOPOE CBS3BIBAET, MHIHOUpPYeT n/nin HenTpammsyer BUY. B

HEKOTOPBIX BapHUaHTax pealn3alu criocod JOIIOJIHUTECJIIBHO BKJIIHOYAa€T BBCIACHUC
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BTOPOTO AaHTHUTEJNAa WM  aHTUTCHCBS3BIBAIOIIErO (pparMeHTa AaHTUTENa, KOTOpOe
CBsI3bIBACT, MHTUOMpPYET W/ mian HelTpammsyeT BIY, npuuem BTOpOE aHTUTENO WM €ro
AHTUIeHCBS3BIBAIOIIMKA ~ ()parMeHT  HE  KOHKYPUPYIOT C  aHTUTEJIOM  WJIH
AHTUTeHCBS3BIBAIOIINM (PParMeHTOM, ONHMCAHHBIM B JAHHOW 3asBKE, 32 CBS3BIBAHUE C
gpl20. B  HEKOTOpPBIX  BapuUaHTax  pealu3aluuud  BTOPOE  AHTUTENO  WIH
AHTUTeHCBSA3BIBAIOIINN (PPArMEHT AaHTUTENA, KOTOPOE CBSI3bIBAET, HHIUOUPYET H/HUIH
Helrpanuzyer BUY, conepxar BapuabenpHble nomeHsl VH u VL HeliTpanusyromiero
aHTUTeNa mupokoro crekrpa aeiictBus (bNAb) mporus BUY wmimm KOHKYypHPYIOT C
HUMH. B HeEKOoTOpBIX  BapuaHTax  pealu3alMd  BTOPO€  AHTUTENO  WJIHU
AHTUTeHCBA3BIBAIOIINM (PpAarMEHT AaHTUTENA, KOTOPOE CBSI3bIBAET, HHIHOUPYET /UK
Helrpanuzyer BUY, cBs3bIBatOTCA € 3MUTONOM WM y4acTkoM gpl20, BeIOpaHHBIM U3
rpynnsl, cocrosimei u3: (1) Tperbed BapuabenbhHoi meriu (V3) w/mnmm obmactu ¢
BBICOKMM COZAEpKaHUEM MAaHHO3bI, COAEp’Kalled IJHMKaH OJMIOMAaHHO3HOIO THMNA B
nojoxkeaun N332; (ii) Bropoit BapuabenbHoil merTnu (V2) w/uiu BepXyIIKH TpUMeEpa
Env; (iil) creixa gp120 u gp41 wm (iv) 6e3monBHON mosepxHocTH gpl20. B HEKOTOpPBIX
BapUAHTAX pEAIM3ALHM BTOPOE AHTUTENO WM AaHTUTCHCBSA3BIBAOLIMNA (parMeHT
aHTHUTENA, KOTOPOE CBSI3bIBAET, HHIMOUpYeT n/nnu Herrpanusyer BUY, cBa3bIBaroTCs €
SMUTONOM WK ydacTkoM gpl20 B Tperbeli BapuabenpHOl metie (V3) w/unu obnactu ¢
BBICOKMM COZIEpKAaHHEM MAaHHO3bI, COZAep’Kallel IJIHKaH OJUIOMAaHHO3HOIO THMA B
nojioxkernn N332, u congepxart obnactu VH u VL u3 antutena, BHIOPAaHHOTO U3 TPYIIIbI,
cocrosimeit uz 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, BGI18, 354BG8,
354BG18, 354BG42, 354BG33, 354BG129, 354BGI188, 354BG411, 354BG426,
DH270.1, DH270.6, PGDMI12, VRC41.01, PGDM21, PCDN-33A, BF520.1 wu
VRC29.03, unu KOHKYpPUPIOET ¢ HUMU. B HEKOTOPBIX BapHaHTaX peajn3allid BTOPOE
AHTHUTEJIO WJIM aHTUTEHCBS3bIBAOINUI (parMEHT aHTUTENa, KOTOPOE  CBSI3BIBAET,
UHruoupyeT u/mnu Herrpanuzyer BUY, CBA3BIBAIOTCS ¢ S3MTUTONOM WIIH y4acTKoM gp120
BO BTOpOW BapuabenbHOl merne (V2) w/uimm Bepxyuike Tpumepa Env, u comepskar
obimactu VH u VL u3 aHTuTeNa, BRIOPAaHHOTO M3 rpymmbl, cocrosmeit u3 PGY, PG16,
PGC14, PGG14, PGT-142, PGT-143, PGT-144, PGT-145, CHO1, CH59, PGDM1400,
CAP256, CAP256-VR(C26.08, CAP256-VR(C26.09, CAP256-VRC26.25, PCT64-24E u
VRC38.01, unu KOHKYpUPYIOT C HUMU. B HEKOTOpBIX BapHaHTax peanus3aliy BTOPOe
AHTHUTEJIO WM AHTHICHCBSA3BIBAIOIIMNA (DPArMEHT CBSI3BIBAIOTCS C SMHTONOM  HIIH

yuactkoM gpl120 nHa creike gpl20 u gp41, u comepkar obnmactu VH u VL u3 anturena,
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BbIOpaHHOTO W3 rpymmbl, cocrosimeir w3 PGT-151, CAP248-2B, 35022, 8ANCI195,
ACS202, VRC34 u VRC34.01, unu KOHKypUPYIOT C HUMU. B HEKOTOpBIX BapuaHTax
peanu3any BTOPOE aHTUTENIO WJIM AHTUTE€HCBSI3bIBAIOINUI (PArMEHT aHTHTENA, KOTOPOe
CBsI3bIBACT, MHruOMpyer w/wnm Heirpanmuzyer BUY, CBA3BIBAIOTCS C SMUTONOM HIIH
ydacTKkoM Oe3mosBHOW moBepxHOCTH gpl20, u comepkat obmactu VH u VL wu3
aHTtuTena, BblOpaHHOro wu3 rpynmsl, cocrosmeit w3 VRC-PGOS u SF12, umm
KOHKYPUPYIOT ¢ HMMH. B HEKOTOpBIX BapHaHTax peaqu3ald BTOPOE AHTUTENO WU
AHTUTeHCBA3BIBAIOIINN (PparMeHT aHTUTENA, KOTOPOE CBS3BIBAET, MHIHOUPYET W/UIH
HenTpamusyer BHY, cBa3bBaOTCST € 3OUTONOM MM y4dacTkoM  gp4l B
okonoMemOpanHoM peruoHe (MPER). B HekoTOpbIX BapuaHTax peann3alifl BTOPOE
AHTUTEJIO WJIM AHTUIeHCBSA3BIBAIOIIMN (DparMeHT aHTUTeNa, KOTOpOe CBSA3BIBAET,
uHruoupyet u/unu Heirpanuzyer BUY, cBsI3bIBatOTCA C SMIUTONOM MIIM Y4acTKOM gp41 B
oxkonomembpanHoMm peruoHe (MPER), u conmepxar obmactu VH u VL u3 anTurena,
BbIOpaHHOro M3 rpymmbl, cocrosimmerd u3 10E8, 10E8v4, 10E8-5R-100cF, 4E10,
DHS511.11P, 2F5, 7b2 u LNO1, miu KOHKYpHPYIOT ¢ HUMH. B HEKOTOpBIX BapuaHTax
peanusany BTOPOE AHTUTENIO WJIM AHTHI'CHCBS3bIBAIOINMH (parMEHT  aHTHUTENa,
KOTOpPO€ CBSI3bIBAaeT, MHIHOMpyeT n/nnu Helirpamusyer BUY, CBSI3BIBAIOTCS ¢ SNIUTOIIOM
WIN y4acTKOM mentunaa ciusiHus gp4l u comepskar obmact VH u VL u3 antutena,
BbIOpaHHOTO U3 rpymimbl, coctosimel 3 VRC34 u ACS202, v KOHKYPUPYIOT ¢ HUMH.
B HexoTOphIX BapHaHTax peaju3alliid BTOPOE AHTUTENO WJIM AHTHUIC€HCBS3bIBAIOIIUN
(parMeHT aHTHTENa, KOTOPOE CBS3bIBAET, MHruOMpyer w/wnm Hewrtpammsyer BUY,
cogepxkat VH u VL u3 PGT121.60 unu PGT121.66. B HEKOTOPBIX Ciydasx aHTUTEJO
WIA aHTUTCHCBS3BIBAIOIIUN (PpAarMEeHT aHTHTENa, KOTOPOE  CBSI3bIBACT, HMHTHOMpPYyeET
n/wmm wewrpammsyer BUY, conep:xar VH u VL ¢ nocnenosarensuoctio SEQ ID NO:
443 w/um SEQ ID NO: 447. B npyrux ciaydasix aHTUTENO HJIN AHTUI€HCBSI3bIBAIOIN I
(dparMeHT aHTUTENa, KOTOPOE  CBs3bIBAET, MHruOMpyeT w/mim Hewrpamuzyer BUY,
comgepxxat VH BuHyTpu SEQ ID NO: 454 u VL BuyTtpu SEQ ID NO: 455. B apyrux
JOTOJIHUTENBHBIX CIy4asiX aHTUTENIO WIM AaHTUTCHCBSA3BIBAIOIIUN (pparMeHaHTUTENA,
KOTOpOE CBS3BIBAET, MHTHOUpYyeT u/mnu Heiirpanuzyer BUY, conepxar VH u3 SEQ ID
NO: 454 u VL u3 SEQ ID NO: 456. B HeKOTOpbIX BapHaHTax peaju3allii aHTUTEJIO WU
AHTUTeHCBS3BIBAIOIINE ()PArMEHTBI, OMHCAHHBIC B IAHHOW 3asiBKE, BBOIST YEJIOBEKY
COBMECTHO ¢ BakuMHON npotus BHUY. B pa3nuyHbIX BapuaHTax peanu3alliy BaKL[MHA
nporus BUY BkimrodaeT BUPYCHYIO BakLuHy. B HEKOTOPBIX BapHUaHTax peanu3aluu
BUpPYCHAsl BaKLIMHA TOJIyY€HA HA OCHOBE BHUPYCa, BBIOPAHHOTO U3 TPYIIIBI, COCTOSIIECH U3

apeHaBUpyca, aIeHOBHPYCa, OKCBUpPYCa U pabIoBHpyCa.
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[0035] B npyrom acmekre HacTosmero - M300peTEHHs  NPEMIOKEH  CIocod
uHrnouposanuss BUU y Hyxnaromerocst B 3ToM desnoBeka. Criocod BKIFOYAET BBEICHUE
yKa3aHHOMY  CcyObekTy  3(dexTHBHOro  Konu4yecTBa  aHTHTENa  WJIH  €r0
AHTUTEHCBSI3bIBAIOLIErO (hparMeHTa, win (HapMaleBTHUYECKOW KOMITO3ULIMH, OMHCAHHOM

B IAHHOM 3asIBKE.

[0036] Ecnu Her npyrux omnpeneneHui, TO BCE TEXHUYECKUE U HAay4HbIE TEPMHUHBI,
UCTIONb3yeMble B JAHHOW 3asiBKE, UMEIOT T€ K€ 3HAYEHUsI, KOTOPble OObIYHO IMOHHMAET
CpeIHUH CrennajucT B 00JIACTH, K KOTOPOH OTHOCUTCSI HAacToOsiIee n3o0pereHue. XOoTs
IUI OCYLIECTBIICHHSI WM TECTUPOBAHMS HACTOSILIErO M300pPETeHUs MOXHO NPHUMEHSTh
CHIOCOOBI U MaTepHajbl, CXOAHbIE MM SKBUBAJCHTHbIE ONMHUCAHHBIM B JAHHOH 3asBKe,
TUMUYHBIE CIIOCOOBI M MaTepHalbl ONUCAHbI HIDKE. Bee myOnukanny, 3asBKU Ha MATEHT,
NaTeHThl U APYTUe CChIJIOYHBbIE MaTepUalbl, YIOMSIHYTbIE B JaHHOH 3asiBKE, MOJHOCTBIO
BKJIFOUEHBl TOCPEACTBOM CCBUIKM. B ciyuae npoTuBOpedMsi, HACTOALIAs 3asBKa,
BKJIIOYAst OrpeneneHus, OyieT UMeTh NMPEeUMYINEeCTBeHHYIO Crly. MaTepuaisl, CriocoObI
U TpUMEpbl SBJSIFOTCS JIMIIb WJUIFOCTPUPYIOLIMMH W HE IPEJHA3HAYEeHbl IS

OTpaHUYEHUs.

KPATKOE OITMCAHUE ©OUT'YP

[0037] Ha  durype 1 TOKAa3aHbI pe3yJbTaTBl  PENOPTEPHOTO aHaiau3a
AHTUTENIO3aBUCUMOM  KJIeTouHOH  1utoTokcudHocTH  (A3KL[), mnpoBemeHHOro ¢
anTuTenioM A-l mocie CTPECCOBBIX HCHBITAHUN (HMCCIENOBAHUS CTa0MJIBHOCTH) B
Pa3NIUYHBIX YCIIOBHUsX. Y 00pasia, KOTOPbIi MOABEPrajid CTPECCOBBIM UCIBITAHHUSAM TPH
37 °C B Oydepe nnst cocrasa mpu pH 5,9 B TeueHue mecTy Henenb, BBIABUIH OOJbIIEe

CHW)KEHUE aKTUBHOCTH IO CPABHEHUIO C IPYTUMU 00pa3amMu.

[0038] Ha ¢urype 2 nokaszana xunetuka okuciaenuss W74a B quHaMuKe, U3MEPEHHas B
CTPECCOBBIX HCITBITAHUSAX B Pa3IM4YHBIX ycioBusx. PomO: antureno A-1, 25°C, pH 5,9.
HezamtpuxoBanueii kpyr: anrtureno A-1, 37°C, pH 5,9, HesamTpuxoBaHHBIN
tpeyroipHuk: anturenao A-1, 37°C, pH 7,4. Ctenenb okucjeHus Obuia HaUOOJbIIEH B
obpasue mpu pH 5,9, monBepraHyToM cTpeccoBbIM HcTbITaHUAM 1pHu 37°C B TedeHue 6
HeJeJb, O3BOJISISI MPEATIONOKHITh, UTO OKUCIIeHne W74a MOXKeT ObITh MPUUUHON YTPATHI
s¢pexTuBHOCTH, HAOMIOMAEMOW TpPU JAHHOM  YCJOBUHU. JOMOJHUTENBHO K
3HAYUTEIPHOMY OKHUCIeHHI0 B W74a Tspkenol nenu, HaOmomaeMoMy npu yenoBusix pH

5,9, Habnronanu CTaOWJIbHBIN TPOIEHT J€3aMHUIUPOBAHUS B TMOJOKEHUU N26 Jerkoi
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LHEMU B KOHCTPYKIUAX, MPOUCXOAAINUX U3 KYJIBTYPbl KJICTOK, U OH JOMOJIHUTCIBHO

TIOBBIIIAJICS B YCJIOBUSIX MHKyOarmu npu pH 7.4,

[0039] Ha ¢urype 3 nokasaHa KuHETHKa [e3aMUAMpPOBaHus N26 B JHMHAMUKE,
U3MEPEHHAs! B CTPECCOBBIX HCIIBITAHUSX B PA3JIUYHBIX YCIOBUAX (BKIIOYAIOT OKHCIICHUE
O  acrmaparvHOBOM  KHUCJIOTBI, HW30aCMapariHOBONM  KHUCJIOTBI M aclapTHII-
CYKUMHUMHUIHOrO  uHTepMenuata). PomO: antmreno A-1, 25°C, pH 509.
HesamrpuxoBannbiii kpyr: antureno A-1, 37°C, pH 5,9. HesawmTpuxoBaHHbIH
TpeyronbHuk: antureno A-1, 37°C, pH 7.4. Crenenp nesamuaupoBaHusi Obuia
HanOosbIel B oOpasue npu pH 7,4, nogBeprayToM CTpecCOBBIM HCIbITaHUSAM 1pu 37°C

B TedyeHue 6 Henelb.

[0040] Ha ¢urype 4 nokazaHo npencraBieHe B BUAE TOYSUHOU AUArpamMmbl Mpodus
Helrpanusamuun cemMu BapuaHtoB MAT. AHTHUTENna mnoaBepragyd CKPUHUHTY
OTHOCHUTEJILHO NaHeJIu IIPOUCXOISALIIUX u3 152 NaLUEeHTOB BHY-1,
nceBAOTUNIMPOBaHHBIX Env u3 kioHOB (n=133) u usomnsatos (n=19) u3 mia3mel BUpyca
nonruna B. Kaxnas touka mpencrasmsier IC95 wHelTpanusauuu opHoro supyca. B
ckoOkax (wmpuna/cpenmuHas  1C95). Illmpuna mnpexncraBisier %  BHUPYCOB,
HelTpanmuzoBaHHelx ¢ IC95 <50 mr/mn. Cpenunnble 3HaueHust [C95 paccumTsiBay,
ucnonb3ys BUpychl ¢ [C95 <50 mr/mi. (1) Artuteno A-1 (89%/2,66 mxr/mi); (2) 1.1.90-
1 (86%/2,59 mxr/mn); (3) 1.1.64-1 (92%/2,25 mxr/mn); (4) 1.1.10-1 (86%/1,93 mkr/min);
(5) 1.52.1-1 (83%/3,66 wmxr/mn);, (6) 1.52.90 (78%/4,42 wxr/mn), (7) 1.1.138-1
(82%/2,59 mkr/mi).

[0041] Ha ¢urype 5 nokasaHo mpencraBjieHue B BUIE TOYSUHOU AUArpamMmbl Mpodus
HeliTpanuzanuu Tpex MAT. AnTuTena noasepraiu CKPUHUHTY OTHOCHUTENBHO MaHEIU
142 m3onsroB u3 mnasmel BUU-1, ncesnotunuposanseix Env u3 noaruna B. B ckoOkax
(wupuna/cpenunanas  IC9S), ompeneneHue aHAIOTMYHO TakOBOMY Uit (urypsr 4.
Kaxxnast Touka npencrasnsier IC95 nelirpanmmzaumu omHoro Bupyca. (1) Axtureno A
(87%/1,72 wmxr/mn), (2) antuteno A-1 (87%/1,09 mxr/mm);, (3) 1.52.64-1 (86%/2,0

MKI/MJT).

[0042] Ha d¢urype 6 mnoxaszano, uro myrauuu B Fc IgGl, xoTtopeie ycunmBaroT
AKTUBHOCTb YHHUTOXEHHs 3(P(EKTOPHbIMU KJIETKaMH (HampuMep, acmaparuHOBast
KHCJIOTA B MOJOXE€HHHM 239, riyTaMHMHOBas KHUCJIOTAa B MOJOXEHMM 332, allaHUH B
nojioxxeHnu 236, nedinuH B nonoxkeHnu 330 cormacHo mymepaunu EU (DEAL)) moryt
yKOpauuBaTb BpeMsl IMOJY>KU3HU B CBIBOPOTKE in7 vivo. Takoe ykopoueHHe BpeMeHHU

MOJIY>KU3HU B ChIBOPOTKE MOXHO YaCTUYHO WUJIU MOJIHOCTBIO O6paTI/ITI:> nNyTeM BBEICHHA
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takke myrtammii B Fc IgGl, xoropwie moBeimaroT ces3piBanue ¢ FcRn (Hanmpumep,
JeiHa B ojioskeHue 428 u cepuHa B nonoxenne 434 cornacHo nymepauuu EU (LS)).
H300pakeHbl HarIsgHbIE HOPMHUPOBAHHBIE HAa 103y (apMaKOKWHETHUYECKHE MPOQIIIN
s PGT121-WT  (xpyr), PGTI121-DEAL (tpeyrompauk), PGT121.60 (xBanmpar),
PGT121-LS (pom0) u A-1 (3amITpUXOBaHHBI KpYr), KOTOpble BBOIWIH B/B
HETPUMHUPOBAHHBIM SIBAHCKUM MakakaM (n=3). Kaxnblii CHMBOJ NpeACcTaBisieT cOOOi

u3MepeHHyro cpenHor (= CO) KOHLIEHTPALUIO B CHIBOPOTKE.

[0043] Ha durype 7 nokasanbl (apMakoKuHeTHUeCKHe Npoduuu g aHTuTena A
(TpeyronbHuk), anturena A-1, maptus 14 (xpyr), anturena A-1, mnaprus 22
(He3alITPUXOBAaHHBIN TPEYTroONbHUK), aHTUTena A-1, maptus 3 (He3alITPUXOBAHHBIN
kpyr), anturena A-1, maprus 10 (xBagpar), u antutena A-1, maptus 7
(He3alITPUXOBAaHHBIN  KBajgpaT) IIOCJHE BHYTPUBEHHOrO (B/B) BBEACHUS JIO3bI
HETNPUMHUPOBAHHBIM CaMLiaM SIBAHCKMX Makak (n=3). Kaxnaplli cMMBON IpencTaBisier

coboii nu3mepeHHyro cpenHior (= CO) KOHLUEHTPALMIO B CHIBOPOTKE.

[0044] Ha d¢urype 8 mnokasanel mpodmin 3aBHCUMOCTH CpeIHEH KOHLEHTPAaLUH B
ceiBopoTke (= CO) or Bpemenu misa Tpex mapruii 1.52.64-1 mocne B/B BBeneHUil
HEMPUMHUPOBAHHBIM CaMLiAM W CaMKaM siBaHCKUX Makak (n=3). Ilapturo 4
(He3alTPUXOBaHHBIN KBagpaT) BBOAWIM mpu 0,5 MI/KI myTeM MENJEHHOro B/B
OomoCHOrO BBeAeHHWs, Torna kak mnapturo 18-PP21 (He3amTpuxOBaHHBIH Kpyr) H
napturo 14525-32 (xpyr) BBommwimu npu 30 Mr/kr nmytem B/B uH(Qy3uu B TeueHue 30
MuHyT. Kaxaplli CUMBOJN TmpencrtaBisieT coOol u3MepeHHyK cpenHor (= CO)

KOHLICHTPALIUIO B CBIBOPOTKE.
ITOAPOBHOE OITMCAHUE U30BPETEHUA

[0045] B HacrosiimeM u300peTeHMH TpPEIJIOKEHbl aHTHUTENA, KOTOpbIe HAIeNIeHbl Ha
BUpyCc mMMyHoxeduuuta denoseka (BUY). AHTuTena, onucaHHbIE B JaHHOW 3asiBKeE,
cBsi3bIBaroTCA ¢ Oenkom gpl20 obonouku (Env) BUY (gp120). B HexkoTOpbIX BapuaHTax
pean3ayy JaHHbIe aHTUTENA MPEACTABISIIOT coboi Helrpanusyromue BUY anturena.
B HeKkOTOpBIX BapuaHTax peaJlu3aluy [aHHbIE AHTUTENAa HEHTPAJIU3YIOT LIMPOKUI

cnextp BUY.

[0046] BUY-1 sBnsiercst rmaBubiM cemeirictBoM BUY u siBnsiercss mpuunnoi 95% Bcex
uHpexkmit BUY mo Bcemy wmmpy. BHUUY-2 mnpenmMymecTBeHHO OOHApYKUBAIOT B
HECKOJIbKMX ~3amagHoapukaHCkux crpaHax. Bupycst BUY  moppaspensior Ha

onpeaenenHblie rpynnsl: M, N, O u P, u3 xoropeix M siBisieTcst “OCHOBHOI I'pynmnoi u

40



oTBevaeT 3a Oonpimyro yacte BUY/CITHM/] Bo Bcem Mupe. Ha OCHOBaHWHM reHETUYECKOM
MOCJIEIOBATENILHOCTU TPYMIy M IOMOJIHUTENBHO TOAPA3AENSIOT HAa MOATHUIBI (TakxkKe
Ha3blBa€Mble  KJIaJaMH) C TpeodsagaHueM B PA3NUYHBbIX  reorpadpuyueckux

MECTOIOJIOKCHUAX.

[0047] “Ilogrun” wnu “knama” rpynnsel M mpexacrasisier cobod moatun rpynmsl M
BUY-1, onpeneneHHplil 0 AAHHBIM O NEHETUYECKON MOCIenoBaTeIbHOCTH. IIpumepnl
noaTunos rpynnel M BkmodaroT noatunbsl A - K. M3BecTHO, YTO HEKOTOpBIE U3
NOATUIIOB Ooyiee BHUPYJEHTHbI MM YCTOHYMBBI K PA3JIUYHBIM JIEKAPCTBEHHBIM
cpeactBaM. Taxke CYIIECTBYIOT “LUPKYJUPYIOLINE PEKOMOWHAHTHbIE (HOPMBI’, WIIH
CRF, mnpoucxopsimue B pe3ynbTaTe PEKOMOMHALMH MEXIY BHUPYCAMH Pa3IHUYHBIX
MOJATUIIOB, Ka)101 U3 koTopeix npucsoeH Homep. CRF12 BF, nanpumep, npencrasiser
coboii pexomOuHanmo mexxay noarunamu B u F. IToatun A mupoko pacnpocTpaHeH B
3anannoii Adpuke. Ilontun B siBasiercst nomunupyromeit popmoii B EBpone, Amepukax,
Anonun, Tamnanne m Acrpamuu. [logrun C sBiseTcs AOMHHUpYOLIEH (GOpMOH B
HOxHoit Adppuke, Bocrounoit Adpuxe, Uunun, Henane u paiionax Kuras. ITogtun D,
KaK IpaBUJIO, BCTpedaroT Tonbko B Bocrounoii m llentpanbHoii Adpuke. ITogrun E
HUKOT/Ia He OOHAPYKUBAJIM B HEPEKOMOWHAHTHOM (hOpMe, TOJIBKO pEKOMOUHUPOBAHHBIM
c moatunoM A B Buge CRFO1_AE. IToxrun F obHapyxusanu B LlenrpansHoii Adpuke,
HOxHoit Amepuke u Boctounoit Espone. Ilogtun G (u CRFO02 AG) obnapyxuBamu B
Adpuke u lLlentpampHoii EBpomne. ITontun H orpanmuen LlenTpanbHoil AQpuKOH.
IToaTun I u3HayanpbHO KCMONB30BANM B KaUE€CTBE HA3BAHMs LITAMMA, KOTOPBIM Tenepb
Ha3piBatoT CRFO04 cpx, rme cpx o3Hauaer “cioxkHyro” (“complex”) pexomMOWHaImiO
HeckoJpkux monTunoB. IToxrtun J, rmaBHeIM oOpasom, oOHapyxkwuBaroT B CeBepHOI,
Ieutpanbuoii u 3anmamuoii Adpuxke, m Ha Kapubckux octpoBax. Ilomtun K
orpaHuueHHb  Jlemokpatuueckoit Pecnybmmkoit Konro m Kamepynom. [lanHble
MOJTHUIIBI HHOTJA TOMOJHUTENBHO MOAPA3AEISIIOT Ha MOAMNOATUIbI, Takue kak Al u A2
wi F1 u F2. B 2015 r. obnapyxwmy, uro mramm CRF19, pekoMOWHAHTHBIA mWTAaMM
noaruna A, nonruna D u noaruna G, ¢ nporeaszoit noaruna D, CUIBbHO aCCOLMUPOBAH ¢

obicTprIM Tporpeccuposanunem no CITH/] Ha Kybe.

[0048] B Hacrosimem u300peTEeHWM TPENJIOKEHbl HEUTPANM3YIOIIHE aHTHUTENa
(manpumep, HelTpamusyromue AT mHUPOKOro crnekTpa NEWCTBUsSI), KOTOPbIE HAIETeHbI
Ha nonunentua gpl20 Ha moBepxHOCcTH MHGUIMpoBaHHBIX BIY kietok. be3 npussazku
K Kakoi-miOo rumorese, HEWTPaNM3YIOLIME AaHTHTENa MPOTHB OENKOB BHPYCHOU

000JIOYKH MOTYT 00€CTIeYNTh MPHOOPETEHHYI0 HMMYHHYIO 3aIIUTY MMPOTHB BO3IEHCTBHS
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BHUUY-1 nyrem OnokupoBaHUs MHOUIUPOBAHUS BOCHPUUMHYMBBIX KieTok. IIIupokuit
CIIEKTP HEUTpamu3aluy CBUAETENBCTBYET O TOM, YTO AHTUTEJIA MOTYT HEUTPaIN30BaThH
usoisitel BUU-1 u3 pasnuusbix kjaa. Takum oOpa3om, aHTHTeNA, BXOISIIUE B O0BEM
HACTOSAIIETO H300peTeHus, O0Jamar0T AaKTHUBHOCTBIO CBS3BIBAHHUS C PA3TUYHBIMU

Ki1agaMu.

T'nukonporeud gpl120 obonouxku BUY.

[0049] I'mukonporenn  obosouku  gpl20 (wmm  gpl20) mpencraBisier  coOoit
MJINKONPOTEUH C MOJIEKYyJsipHOM Maccon 120 k/la, KOTOpBIM SBIAETCA 4YaCTbEO
HapyskHoro cioss BUY. On HaxoguTcs B BUE MIMIOB HA MEMOpaHe BUPYCa, COCTOSIIUX
u3 Tpex Mmojekyn gpl20, cBs3aHHBIX IPYyr C OPYIOM H 3asSKOPEHHBIX B MeMOpaHy
nocpencteoM Oenka gp4l. Gpl20 HeoOxomuMm it BUPYCHOW MH(EKINH, TaK KaK OH
obneruaer npoHukHoBeHne BUY B kieTky-Xxo3sHMHA NMOCPEICTBOM B3aUMOIEHCTBHS C
pernentopamMu MoBepxHOCTH KieTku. JlanHbpie peuenTopsl BkimouaioT DC-SIGN,
renapancyibdar nporeoriukas, peuenrop CD4, peuentop XeMOKHHOB 5 ¢ MoTHBOM C-
C (CCRS5) u peuenrop xemoknHOB 4 ¢ MotuBoM C-X-C (CXCR4). CesizpiBanue ¢ CD4
Ha XEeJMEepHbIX T-KieTKkax BbI3bIBAET HAYAJIO KaCKaaa KOH(OPMALMOHHBIX H3MEHEHUH B

gp120 u gp41, KOTOpbIE MPUBOIST K CIIMSHUIO BUPYCA C MEMOPAHOW KJIETKH-XO3SIHHA.

[0050] Gpl120 xomupyetrcsi reHom env BHUY. I'en env komupyer NpOAYKT TreHa U3
npubnusutenbHo 850 aMHHOKHCIOT. [lepBUYHBIM TPOAYKTOM env sBJseTCs Oesok
gpl60, kortopeiii pacweruisiercs ¢ oOpaszoBanuem gpl20 (mpubmusurenvHo 480
aMUHOKUCIOT) 1 gp41l (mpubnusurenbHO 345 aMUHOKHCIOT) B 3HAOIUIA3MATHYECKOM

PETUKYJIyMe KJIETOYHOH MpOoTea3on (PypHHOM.

[0051] IMocnenoBarenbHOCTh AMUHOKHUCIIOT TUIIMYHOTO nounentuaa gplo0 knona BUY
WITO mnpencraBneHa Hiwke (runepBapuadenbHasi meTisi V3  BblAeNE€HA SKUPHBIM
mpudTOM, M MOTEHIHAIBHBIA CalT N-CBS3aHHOTO TIIMKO3WIMPOBaHUs N332 BhiueneH

JKUPHBIM MPUPTOM U OAUEPKHYT):

MKVMGTKKNYQHLWRWGIMLLGMLMMSSAAEQLWVTVYYGVPVWREANTTLFCASDAKA
YDTEVHNVWATHACVPTDPNPOQEVVMGNVTEDENMWKNNMVEQMHEDTI ISTWDQSLKPC
VKLTPLCVTLHCTNVTISSTNGSTANVTMREEMKNCSENTTTVIRDKIQKEYALFYKLD
IVPIEGKNTNTSYRLINCNTSVITOQACPKVSFEPIPIHYCAPAGFAILKCNNKTEFNGKG
PCRNVSTVQCTHGIKPVVSTOQLLLNGSLAEEDITIRSENEFTNNGKNITIVQLKEPVKINC
TRPGNNTRRSINIGPGRAFYATGAIIGDIRKAHCNISTEQWNNTLTQIVDKLREQFGNK
TITENOSSGGDPEVVMHTENCGGEFFYCNSTOLENSTWENNGTSTWNSTADNITLPCRI
KOVINMWOEVGKAMYAPPIRGOIDCSSNITGLILTRDGGSNSSONET FRPGGGNMKDNW
RSELYKYKVVKIEPLGIAPTRAKRRVVOREKRAVTLGAVEFLGFLGAAGSTMGAASLTLT
VOARLLLSGIVOQOSNLLRATEAQOHMLOLTVWGIKQLOARVLATERYLKDQQLLGIWG
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CSGKLICTTTVPWNTSWSNKSYDY IWNNMTWMOWEREIDNYTGFIYTLIEESQONQQEKN
ELELLELDKWASTWNWENITNWLWY IKLEFIMITIGGLVGLRIVCAVLSIVNRVRQGYSPL
SFOTRLPNPRGPDRPEETEGEGGERDRDRSARLVNGEFLATI IWDDLRSLCLESYHRLRDL
LLIVARVVEILGRRGWEILKYWWNLLKYWSQELKNSAVSLLNVTATIAVAEGTDRVIEIV
QRAVRATLHIPTRIRQGFERALL (SEQ ID NO: 343)

[0052] IlocnenoBarenbHOCTE ~ AMHUHOKHMCJIOT — TUIIMYHOIO

nomunentuaa  gpl20

npeacTaBieHa Hke (rumnepBapuadenpHasi meTisi V3 BbIIeNieHa KUPHBIM IMPUPTOM, U
MOTEHUUANIbHBIA CaWT N-CB3aHHOIO INIMKO3WIMPOBaHMUs N332 BbIIENEH >KUPHBIM

mpupTOM U MOTYEPKHYT):

AEQLWVTVYYGVPVWREANTTLFCASDAKAYDTEVHNVWATHACVPTDPNPOQEVVMGNV
TEDFNMWKNNMVEQOMHEDI ISLWDQSLKPCVKLTPLCVTLHCTNVTISSTNGSTANVTM
REEMKNCSEFNTTTVIRDKIQKEYALFYKLDIVPIEGKNTNTSYRLINCNTSVITQACPK
VSFEPIPIHYCAPAGFAILKCNNKTEFNGKGPCRNVSTVQCTHGIKPVVSTQLLLNGSLA
EEDIIIRSENFTNNGKNIIVQLKEPVKINCTRPGNNTRRSINIGPGRAFYATGAIIGDI
RKAHCNISTEQWNNTLTQIVDKLREQFGNKTIIEFNQSSGGDPEVVMHT ENCGGEFFYCN
STOLENSTWENNGTSTWNSTADNITLPCRIKQVINMWQEVGKAMYAPPIRGQIDCSSNI
TGLILTRDGGSNSSONETFRPGGGNMKDNWRSELYKYKVVKIEPLGIAPTRAKRRVVQR
EKR(SEQ ID NO: 344)

[0053] ITocnenoBaTenpHOCT AMMHOKHUCIOT APYrOro TUINWUYHOro mnonunentuaa gpl20

(cm. bioafrica.net/proteomics/ENV-GP120prot.html) IpeACTaBJIeHa HIDKE

(runepBapuabenbHas ety V3 BblAEICHA )KUPHBIM MIPU(TOM, U MOTEHIMAIbHBIN CAUT

N-CBSI3aHHOTO TTUKO3WINPOBaHKs N332 BbICICH JKUPHBIM IIPHGTOM U TOAUYEPKHYT):

TEKLWVTVYY GVPVWKEATT TLFCASDAKA  YDTEVHNVWA  THACVPTDPN
POEVVLVNVT ENFNMWKNDM  VEQMHEDIIS LWDQSLKPCV  KLTPLCVSLK
CTDLKNDTNT NSSSGRMIME KGEIKNCSFEN ISTSIRGKVQ KEYAFFYKLD
ITPIDNDTTS YKLTSCNTSV ITOQACPKVSEF EPIPIHYCAP AGFAILKCNN
KTENGTGPCT NVSTVQCTHG IRPVVSTQLL LNGSLAEEEV ~ VIRSVNFTDN
AKTITIVQLNT SVEINCTRPN NNTRKRIRIQ RGPGRAFVTI GKIGNMRQAH
CNISRAKWNN TLKQIASKLR EQFGNNKTIT FKOSSGGDPE IVTHSFEFNCGG
EFFYCNSTQL FNSTWENSTW STEGSNNTEG SDTITLPCRI KOQIINMWOKV
GKAMYAPPIS GQIRCSSNIT GLLLTRDGGN  SNNESEIFRP GGGDMRDNWR
SELYKYKVVK IEPLGVAPTK AKRRVVQREK R (SEQ ID NO: 345)

[0054] I'eHomHOe  pa3HOOOpaswe  cpean  HE3aBUCHUMBIX  W3OJSITOB  BHpycCa
umMmyHoneuuura dyenoseka 1 Ttuma (BHY-1), B MeHbweidl cremeHu cpenu

MOCJIEAOBATENbHBIX M30JSTOB M3 OJHHUX U TE€X XK€ MALUEHTOB U JaK€ B U30JATE W3
OITHOTO TAaIMeHTa SIBJISIETCS] XOpOoIo u3BecTHOW ocobenHocThrro BUU-1. Xots Takas
reTEPOreHHOCTh IMOCNIENOBATENHbHOCTH PACIPEesieHa M0 BCEMY T€HOMY, OOJIbLIIMHCTBO
TrEeTEPOreHHOCTH  PACMOJIO)KeHO B reHe  env.  (CpaBHEHHE  MPENCKa3aHHBIX
MOCJIEIOBATEIbHOCTE aMMUHOKHUCIOT W3 HECKOJBbKHUX PAa3IMYHBIX H30JSTOB IOKA3aJIo,

4TO reTePOr€HHOCTD NMOCICAOBATCIIbHOCTU KJIIACTEPHU30BaHA B IIATU FI/IHepBapI/Ia6eJ'IbeIX
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yuacTkax (obo3HaueHHbIX V1 - V5) rmukonporenHa nosepxuoctu gpl20. V yuactka V3,
XOTsl €ro JUIMHa COCTaBJsieT JUIIb 35 aMHHOKMCIOT, BBISIBHJIM 3HAUYUTENbHYIO
BaprabeTbHOCTh MOCIENOBaTENbHOCTH. HecMOTpsl Ha Takyro BapuaOeIbHOCTh, YUACTOK
V3 comepKuT OEeTepMHUHAHTBI, KOTOPbIE OMNOCPEAYIOT B3aUMOAECHCTBUS C KJIETKAMHU
CD4". Tloebimenue BapuabensHOCTH gpl20 mMpUBOAUT K 6OJ€e BBICOKMM yPOBHSIM
perIMKalu  BUPYCA, TIO3BOJISAS IPEAINONIOKUTh TOBBIIEHHE MPUCTIOCOOIEHHOCTH
BUpPYCa Y MHIWBUAOB, MHPHUIMPOBAHHBIX pa3HOOOpasHbIMH BapuaHtamu BUY-1. bes
NPUBS3KH K TEOPUH IOJIATAIOT, YTO OOJiee BHICOKHME YPOBHU PEIUTMKALMH BUPYCa MOTYT
ObITH BCJIEICTBHE AABIIEHHs HMMYHHOIO OTBETAa XO3sMHA (HAmpUMeEp, YCKOJIb3aHUS OT
MMMYHHOTO OTBE€Ta) W/WIM ajanTalidd K KaKAOMY OTAEIbHOMY XO3SIMHY, YTOOBI
MaKCUMHM3UPOBATh YPOBEHb PEIUIMKALMU BUpyca. BapnaOenpHOCTh B MOTEHI[UABHBIX
caiitax N-cBszaHHOro raukosunupoBanus (PNGS) Taxoke nmpuUBOAWT K TOBBILIEHHOH
npucnocobnenHoctd  Bupyca. PNGS mno3Bossier CBsi3bIBaHHE AJIMHHOLETIOYEUHBIX
yIJIEBOZIOB € BbICOKOBapHuabenbHbIMU yyacTkamu gp120. Takum 0Opa3om, KOJIUYECTBO U
TouHOe pacnonoxenne PNGS B env MoxeT BIUATh Ha MPUCTIOCOOJIEHHOCT BUPYCA, WIN
Ha CIIOCOOHOCTb K PEIUIMKAIIMK KaXXIOTO BapHaHTa BUpYca, oOecrednBast OONBIIYIO HIIH
MEHBIIYI0 YyBCTBUTEJIBHOCTb K HMMYHHBIM OTBETaM XO35IMHA, B YaCTHOCTH, K

HeﬁTpaHHSYIOLLIHM AHTUTEJIaM.

[0055] KoHceHcycHas mocnienoBarenbHOCTh yuactka V3 gpl120 (Milich u np., J. Virol,
67(9):5623-5634 (1993)) npencrapieHa HIKe:

CTRPNNNTRKSIHIGPGRAFYTTGEIIGDIRQAHC (SEQ ID NO: 346).

[0056] BapuaHTbl aHTUTENa, ONMMCAHHbIC B JAHHON 3asiBKE, CBS3BIBAIOTCS C CalTOM
ces3biBanuss CD4 (CD4bs) gpl120 BUY. Caiit cesspiBanust CD4 (CD4bs) conepxut
CTPYKTYPHO KOHCEPBATHUBHBIE CAMTHI, pacroyioskeHHble BHyTpH B1-al, mernu D, f20-21
(MoctukoBoro jmcra) U P24-05 gpl20, koropele omnpenessitoT cBsizbiBaHHEe CD4 u
BXOZSIT B SMUTOIBI HanpasieHHbIX poTuB CD4bs antuten (Qiao, u ap., Antiviral Res.,
asryct 2016 r.; 132:252-61). CD4bs gp120 oOpasyer KOH(pOPMAMOHHBIE STHUTOIIBIL,
KOTOpble y3HaKTCs aHTHTenamu npotuB CDA4bs, conmepkamumu omuH wim Oonee
AMUHOKUCJIOTHBIX OCTAaTKOB, BhIOpaHHbIX U3 Thr278, Asp279, Ala281, Thr283, Asp368,
Trp427, Glu460, Serd461, Glu462, Leud52, Leud53 u Argd76. AMHUHOKHCIOTHBIE
OCTAaTKU U HyMepauusl NMOJIOKEHUI NMPUBENECHbI OTHOCUTENBHO n3oasata BUY-1 nonruna
B HXB2, koropslii cOOTBETCTBYET OcTaTkaM | - 511 B 3TalOHHON MOCIEN0BATEIbHOCTH
NCBI Ne NP 057856.1, npenctasnennoit Huxe. Ocrtatku Thr278, Asp279, Asn280,
Ala281, Thr283, Asp368, Trp427, Leud52, Leud53, Gly459, Glu464, Serd65, Glud6o,
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lle467, Gly472, Gly473 u Argd76, koropele Moryt yuactBoBath B (CD4bs gpl20,

BbIJIEJIEHBI KUPHBIM IPU(TOM U OAIEPKHYTHL

MRVKEKYQHLWRWGWRWGTMLLGMILMICSATEKLWVTVYYGVPVWKEATTTLFCASDAK
AYDTEVHENVWATHACVPTDPNPQEVVLVNVTENFNMWKNDMVEQOMHEDI ISLWDQSLKP
CVKLTPLCVSLKCTDLKNDTNTNSSSGRMIMEKGEIKNCSENISTSIRGKVQKEYAFEY
KLDIIPIDNDTTSYKLTSCNTSVITQACPRKVSFEPIPIHYCAPAGFAILKCNNKTENGT
GPCTNVSTVQCTHGIRPVVSTQLLLNGSLAEEEVVIRSVNFTDNAKTI IVOLNTSVEIN
CTRPNNNTRKRIRIQRGPGRAFVTIGKIGNMROAHCNISRAKWNNTLKQIASKLREQEFG
NNKTIIFKOSSGGDPEIVTHSENCGGEFFYCNSTQLENSTWENSTWSTEGSNNTEGSDT
ITLPCRIKQIINMWOKVGKAMYAPPISGOQIRCSSNITGLLLTRDGGNSNNESEIFRPGG
GDMRDNWRSELYKYKVVKIEPLGVAPTKAKRRVVQREKR (SEQ ID NO: 571).

[0057] TpexmepHbie MOZENH, n300pakaroIue AMHUHOKHUCJIOTHBIE OCTaTKH,
yuactByrompe B CD4bs gpl20, npencrasnennl, Hampumep, B Canducci u gp.,
Retrovirology. 15 suBapsi 2009 r.; 6:4; Falkowska u np., J Virol., anpens 2012 r,;
86(8):4394-403; u Li u np., J. Virol., oxrsabps 2012 r.; 86(20):11231-41; Gristick u ap.,
Nat Struct Mol Biol., oktsi6ps 2016 r.; 23(10):906-915; Kwon u nap., Nat Struct Mol
Biol., wonb 2015 r.; 22(7):522-31; Liu u np., Nat Struct Mol Biol., anpens 2017 r.;
24(4):370-378; Chen u ap., Science., 20 Hos10pst 2009 r.; 326(5956):1123-7 u Lyumkis u
ap., Science., 20 nexabpsi 2013 r.; 342(6165):1484-90. B HEKOTOpBIX BapUaHTAX
peanu3ali BapUAHThl AHTUTENA, OMUCAHHBIE B JAHHOW 3asBKE, KOHKYPHPYIOT C
antutenamu npotus CD4bs b12, CH103, INC9, 12A12, VRCO1, VRCO07-523, N6,
3BNC117, NIH45-46 w/unu PGV04 (VRC-PGO04) 3a cesasbiBanue ¢ CD4bs gpl120. B
HEKOTOPBIX BapUAHTAX peaI3allii BApUAHTHI AHTUTEJNA, OMMCAHHBIC B JAHHOH 3asBKE,
CBSI3BIBAIOTCSL C ATIMTOIOM, MMEPEKPHIBAIOLINMCS MM UIEHTUYHBIM 3ITUTOIMY, ¢ KOTOPBIM
cBs3bIBaIOTCs aHTHTena nporuB CD4bs b12, CH103, 1NC9, 12A12, VRCO1, VRCO07-
523, N6, 3BNC117, NIH45-46 w/unu PGV04 (VRC-PGO04).

AgTturena opotus gpl20.

[00S8] B HacTosiiem n3o0pereHun npemioKeHbl anTuTena npotus gpl20. B HekoTopbIx
BapHaHTaxX peaju3alud JaHHbIE AaHTUTENA CBA3BIBAIOTCA C aHtureHamu BHY-1,
SKCIIPECCUPOBAHHBIMU HAa TOBEPXHOCTH KIJIETKH, M YHHUYTOXKAKOT WM YOUBAIOT

UHQHUIHUPOBAHHYIO KJIETKY.

[0059] B HEKOTOpBIX BapHaHTaX peaJH3alM{ JAaHHBIE AHTUTENA MPEACTABISIIOT COOOH
HelTpanu3yromue aHturesna (HampUMep, MOHOKJIOHAJBHBIE), KOTOpbIE HAIENEHBbI Ha

BUU-1. “Hefirpanusyromee aHTHTENO MPEACTABIsieT COOOM aHTUTENO, KOTOpOe
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Helrpanusyer crnocobHocts BUY HaunmHaTh W/WIM COXPaHATh MH(PEKLIUIO B XO3SMHE
W/WIM B KJIETKaX-MHUICHSX i1 Vifro. B HacrosmeMm u300peTeHUH TNPensoKeHbI
HENTpaIu3yollie MOHOKJIOHAJIbHbIE AHTUTENA YeJIOBEeKa, MPUYEeM yKa3aHHbIE aHTUTENa
pacnosHaroT antures u3 B4, nanpumep, nomunentun gpl20. B HEKOTOpBIX BapuaHTax
peanuzauny  “‘HEUTpANHM3YIOIIEee AHTUTEIO MOXET WHTHOMPOBATH MPOHUKHOBEHHE
Bupyca BUU-1, nanpumep, SF162 n/unmu JR-CSF, ¢ nagexcom Helrpanuzanuu >1,5 unm

>2,0 (Kostrikis LG u np., J. Virol.,70(1): 445-458 (1996)).

[0060] B HekOoTOpBIX BapHaHTaxX peajM3aliy JaHHbIE aHTUTENA MPEACTaBIIIOT COOON
HEUTpaNu3yrolmue  aHTUTeNa  IIUPOKOrO  CheKkTpa  Jeidcteus  (Hampumep,
MOHOKJIOHAJIbHBIE), KOTOpble HaueneHol Ha BHY-1. Ilog “HeWTpanusyrouUuMu
aHTUTENaMU LIMPOKOTO CHEKTpa [AEWCTBUA  MOAPA3yMEBAIOT AaHTUTENA, KOTOpbIE
HelTpanusytoT Oonee oxHoro Buzma Bupyca BUU-1 (u3 pa3sHOOOpasHBIX Kiang |
Pa3NIMYHBIX INTAMMOB BHYTPU KJaJbl) B aHaju3e Helrpanusauuu. Helrpanusyromee
AQHTUTEJIO IIUPOKOTO CIEKTPa JENUCTBUSA MOXKET HEUTpaIu30BaTh IO MEHbLIEH Mepe 2, 3,
4,5,6,7,8,9 unu Gonee pasnuuHbIx mraMmoB BHU-1, yka3aHHbIe IITAMMBI OTHOCSTCS
K OJHOM WIM pa3IMYHbIM KjajaM. B HEKOTOpbIX BapuaHTax pealu3aluu
HENHTPANIM3YIOLlee aHTUTENIO WIHPOKOrO CIHEKTpa ACUCTBUS MOXKET HEWTPaIu30BaTh
MHOeCcTBO BUA0B BHY-1, oTHOcsAmMxcs kK 1o MeHbinedt mepe 2, 3, 4, 5 unu 6
pa3NIUYHBIM  KJIaAaM. B HEKOTOpbIX BapUaHTAaX pean3alddl  WHTUOUTOpPHAs
KOHLICHTPALIUSl aHTUTEJAa MOXET COCTaBIATh MeHee dYeM mnpuOmusurensuo 0,0001
MKI/MJI, MeHee dyeM npubnusurenbHo 0,001 mkr/mut, menee yem mpubnusutenpHo 0,01
MKI/MJI, MeHee 4deM mpuOausutenbHo 0,1 Mkr/my, Mmenee yem mpubnausutenbHo 0,5
MKI/MJI, MEHee ueM MpuOIu3uTebHO 1,0 MKI/MJT, MEHee YeM MPUOIU3UTETBHO S5 MKT/MJI,
MeHee YeM NMpUuOIU3uTeNbHO 10 MKI/MII, MEHee YeM NMPUOTM3UTENIbHO 25 MKI/MJI, MEHee
yeM npuOIu3uTenpHo S0 MKI/MN WM MeHee 4yeM mnpuOmusutesnbHo 100 MKr/mur s

HelTpanu3anuu npudnusutesibHO 50% BBEIEHHOTO BUPYCa B aHAIN3€ HEUTpaTH3aLUu.

[0061] B HexoTOpBIX BapuaHTax peaju3alyy NaHHbIE AHTUTENA MNPOSBUIU CUJIBHYIO
AKTUBHOCTb IIMPOKOIO CIEKTPa U BXOAST B IPYIIY BBICOKOAKTUBHBIX ArOHUCTHYECKHUX
antuTen npotuB caita cesasbiBaHua CD4 (HAAD). Takwe aHTUTENa HMUTHPYIOT
cBsi3biBaHue Oenka peuenropa CD4 xossmHa ¢ gpl20. B HekoTOpeIX BapuaHTax
peanm3aly aHTUTENAa WIM WX aHTUTCHCBS3bIBAIOINME (pParMeHThl COAep:KaT B CBOEH
BapuabenpbHONH oOnacTh TsDKENOW uenu TpunrodpaH B mojokeHnH S0; acmaparvH B
noJjioxkeHuu 58; apruHuH B nojoxennu 71 u tpunrodan B nonoxernu 100 (Hymeparmst

noyioskeHni cornacHo Kabaty). B HeKOTOpBIX BapHaHTaxX peaiu3aliy aHTHTEJA HITH UX
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AHTUTeHCBS3BIBAIOIINE (PPAarMEHTBI COAEPIKAaT B CBOEH BapHaOeNbHOW OOJACTH JIETKOM
nenu TpunTodaH WM (EHWIANTAHUH B TOJOXKEHWH 67 W TIIYyTAMHHOBYIO KHCIIOTY B
nojoxxeHnn 96 (Hymepauusi nonokeHuil corimacHo Kabary). B HeKoTOpBIX BaphaHTax
peanm3any aHTUTENA WIM WX aHTUTEHCBS3bIBAIOINME (parMeHThl COAep:KaT B CBOEH
BaprabenpbHON 00NacTH Jerkod Henu TpuntodaH B MOJNOXKEHHH 67 U TIyTAMHHOBYIO
KUCJIOTY B MojioxkeHnn 96 (Hymepaiwsi mojioskeHuii cornacHo Kabarty). B HekoTophix
cnyudasix BapuaOenpHass o00macTb JIETKOM LENMM COAEPXKHUT calT N-CBA3aHHOTO
IJIMKO3WIINPOBAaHUA B KapkacHON oOnactu 3. B HEKOTOpPBIX BapHaHTax pearn3aluu
aHTHUTENa WIN UX aHTUT€HCBA3BIBAIOIINE (ParMEHThI COEPKAT B CBOEH BapualenbHOM
oOmacti Tspkenod uenu TpunTodaH B monokeHuu S50; acrmaparvH B MOJOXEHUU 58
apruHuH B mosockeHuu 71 u TpuntodaH B mojoxeHuun 100; um comepxar B CBOeH
BapuabenpbHON 00sacTy JIerkoi Lenu TpuntodpaH Wi (peHuIaNaHuH B MOJOXKEHUU 67 U
IJIyTAMUHOBYIO KHCJIOTY B MOJIOXKeHUH 96 (Hymepauusi monokeHuil coriacHo Kabarty).
B HexoTOpBIX BapuaHTax peaJu3allud aHTUTEeNa WM MX aHTUTEeHCBA3BIBANOILNE
(parMeHTBl comepikaT B CBOeil BapuaOenbHONW 00JacTH TsKENoW menu TpuntodaH B
nojoxxeHnu 50; acaparvH B MOJIOKEHUU S8; aprHHUH B NOJOXKeHHH 71 U Tpuntodax B
nosnoxxeanu 100; u comepskar B cBoel BapuabenbHON 0OsacTu Jerkol nenu Tpuntopan
B TMOJIOXKEHUU 67 U TIYTAMHUHOBYIO KHCJIOTY B MOJOXEHUH 96 (Hymepaiusi MOJIOKEeHUH
cormacio Kabary). B HEKOTOpBIX BapuWaHTaxX peaju3aludyd aHTUTENa WM UX
aHTUreHcBsi3bIBatomre pparmentsl conepxkar obnactu CDR VH u obnmactu CDR VL,
UMeroIue nocienoBaTeabHoCcTH, npenacrasienusie B SEQ ID NO: 137, 138, 139, 140,
141 u 142, COOTBETCTBEHHO, W JOIOJHHUTENBHO COAEpKAaT B CBOEH BapuadeNbHOMN
objacTu TsDKENOW 1enu TpuntodaH B MoyoskeHuu S50, acrmapardH B MOJIOKEHUU 58;
apruHuH B mosokeHnu 71 w TpunrodaH B monoxenun 100; u comepat B CBOEH
BapuabespbHON 00acTH JIerKOH Henu TpunTodaH B MOJIOKEHHH 67 U TIyTAMHHOBYIO
KUCJIOTY B MojioxkeHnH 96 (Hymepaiusi mojioskeHuil coryacHo Kabaty). B HekoTophix
BApUAHTAX PEAJN3aLMU AHTUTENIA WIH UX AaHTHIEHCBS3BIBAIOLINE (PPArMEHTHI CONEPKAT
obmacru CDR VH wu obmactru CDR VL, wuMeromue MOCIEIOBATENbHOCTH,
npencrasiendsie B SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U
JOTOJIHUTENBHO COAEpIKaT B CBOEH BaphadenbHON o0macTu Jerkoi nernu TpuntodaH B
MOJIOXKEHUN 67 W TIIYyTAMHUHOBYIO KHCIIOTY B IOJIOKEHUH 96 (HyMmepaiysi MOJIOKEHHUI
cormacio Kabary). B HekOTOphIX BapHaHTaxX peau3aldd aHTHUTENa WIH UX
aHTUreHcBs3bIBatomne (parmentsl conepxkar obmactu CDR VH u obnactu CDR VL,
UMeEIOINEe TocienoBaTenbHOCTH, npeacrasieHusie B SEQ ID NO: 137, 138, 139, 140,

141 u 142, COOTBETCTBEHHO, W JOMOJHUTENBHO COAEpkKAaT B CBOEH BapuaOelbHON
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obyacTu TspKeNoW 1enu TpuntodaH B moyiokeHnu S50, acmapardH B TMOJIOKEHUU 58,
apruHUH B monokeHnH 71 m TpunrodaH B monoxenuun 100; u comepar B CBOEH
BaprabenpbHON 00NacTH JIerkod enu TpuntodaH B MOJNOXKEHHH 67 U TIyTAMHHOBYIO
KUCJIOTY B TOJIOKeHHH 96 (Hymepauus moyiokeHui corjiacHo Kabaty) u comepkar B
cBoell BapualOenbHON oOnacTu Jierkod wnemu TpuntopaH B TOJNOKEHHH 67 W

TJIyTAMHHOBYIO KHCJIOTY B MOJIOXKeHHH 96 (Hymepauus nojoxeHui cornacao Kabarty).

[0062] IIpumepst HAAD BKJIIOYarOT aHTHUTENA, ONMMCAHHBIE B JAHHOW 3asBKE, a TaKXke
aHTutena, onucanusie B Scheid u np., Science, 333:1633-1637 (2011); u West u ap.,
Proc. Natl. Acad. Sci. USA, E2083-E2090 (2012). HccnemoBaHusl IMOKAa3ajH, HTO
aHTUTENO A U antuTeNno B mpoucxoasT u3 onHoN TuHUU B-KIeTok U3 OAHOro nmanueHTra
U OTJIMYAIOTCSl B YETBIPEX MOJIOKEHHSIX aMHUHOKHCIIOT B CBOUX BapHaOeNIbHbIX 00JIacTsIX
JIETKOM LIeTTH M B JECSTH MOJIOKEHHUSIX aMHHOKHCIIOT B CBOMX BapuaOeNbHBIX 00JIACTSIX
Tsokenoit nerm (Scheid u np., 2011). ITpumeps! aHTHTEN BKJIIOYAIOT, HO HE OrPaHUYEHBI

AHTHUTCIIOM A, aHTUTENIoOM B M AHTUTEIIOM, COACPIKAIIUM TSAXKEIYIHO LE€Nb aHTHUTEIIA An

JIETKYO Liemnb anTurena B.

[0063] B Tabmune [ mpencraBieHbl ONpenensounie KOMIUIEMEHTAPHOCTh 00JacTh
(runepBapuabenpHbie  y4yactku, CDR) BapuabenbHON 007acTH TSDKENOH LeMU |
BapuabenpbHONW O0O0JacTH JIETKOW Liemu aHTUTeNna A W aHTUTeNa B coriacHo

onpenenenusim Kabara, Hotna u MexxayHapoaHOW Oa3bl JAHHBIX 1O MMMYHOTE€HETHUKE

(IMGT).
[0064] Tabmuna I. O6nactu CDR anTuTena A u antutena B.
CDR anrturTena A Kaoar YorTHa IMGT
VH-CDR1 DYFIH GYNIRDY GYNIRDYF
(SEQ ID NO: 137) (SEQ ID NO: 143) | (SEQ ID NO: 149)
VH-CDR2 WINPKTGQPNNPRQFQG PKTG INPKTGQP
(SEQ ID NO: 138) (SEQ ID NO: 144) | (SEQ ID NO: 150)
VH-CDR3 QRSDYWDFDV RSDYWDFD ARQRSDYWDFDV
(SEQ ID NO: 139) (SEQ ID NO: 145) | (SEQ ID NO: 151)
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) (SEQ ID NO: 147) | (SEQ ID NO: 147)
VL-CDR3 QVYEF YE QVYEF
(SEQ ID NO: 142) (SEQ ID NO: 148) | (SEQ ID NO: 142)
CDR anrurtena B Kaoar YorHua IMGT
VH-CDR1 DHFIH GYKISDH GYKISDHF
(SEQ ID NO: 153) (SEQ ID NO: 155) (SEQ ID NO: 157)
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[0066] B

VH-CDR2 WINPKTGQPNNPRQFQG PKTG INPKTGQP
(SEQ ID NO: 138) (SEQ ID NO: 144) (SEQ ID NO: 150)
VH-CDR3 QRSDFWDFDV RSDFWDFD ARQRSDFWDFDV
(SEQ ID NO: 154) (SEQ ID NO: 156) (SEQ ID NO: 158)
VL-CDRI1 QANGYLN NGY GY
(SEQ ID NO: 140) (SEQ ID NO: 146) (SEQ ID NO: 152)
VL-CDR2 DGSKLER DGS DGS
(SEQ ID NO: 141) (SEQ ID NO: 147) (SEQ ID NO: 147)
VL-CDR3 QVYEF YE QVYEF
(SEQ ID NO: 142) (SEQ ID NO: 148) (SEQ ID NO: 142)
[0065] Omnpenemnsirornnie  komruieMeHTapHOCTh obnacti (CDR) TUNMWUYHBIX  aHTUTEN
COrJIaCHO HacTosled 3asiBke mpencraBieHbl Hmke: obmactu CDR  cormacHo

onpenenennto Kabara (tabmuust II u V), onpenenenntro Yorua (tadmuust I u VI) u
onpenenenuto IMGT(tabmuupr IV u VII). Axrtutena, comepxamue obmactu CDR,

NEPEUUCITICHHBIC HUXKE, BXOIAT B o0beM HACTOSIIEH 3asIBKU.

HEKOTOPBIX BapHaHTax peanusauuu aHTturena npotuB gpl20 wunm

cesi3piBatomue  gpl20 wx  (QparMeHThl COMJIACHO  HACTOSIEMY  H300pETEHHIO
JOTIOJHUTEIBHO K TOMY, YTO OHH cofepskaT mectb CDR u3 anTtuTena A unm anrurena B
cornacHo onpenenenusMm Kabarta, Yotna wiu IMGT, npeacTaBieHHbIM HMXKE, TaKXKe
conepkat Tpunrodpan (W) wnu ¢enunananud (F) B monokennn 74a mo Kabary,
acnaparuHoByr kuciotry (D) B monoxkenuun 74b mo Kabary, denunananun (F) B
nojoxernnn 74c mo Kabaty m acmaparuHoByro kuciory (D) B monoxenun 74d mo
Kabary; T.e., mocnenosarenpaocts WDFD (SEQ ID NO: 453) wnum FDFD (SEQ ID NO:
627) B xapkacHoul obiactu 3 cBoedi VH wim nomeHa Tspkenoi mernu. B HEKOTOPBIX
BapuaHTax peanusauuu aHtutena npotuB gpl20 wumm ceaspBaromue gpl20 wux
(parMeHThl COTJIACHO HACTOSIIIEMY H300pPETEHUIO AOIMOJHHUTEIBHO K TOMY, YTO OHH
cogepxar mectb CDR u3 anTuTena A, taxxke conepkar penmnananut (F) B monoskeHnn
74a mo Kabary, acmaparunoByro kuciaory (D) B mnonoxennn 74b mo Kabary,
¢enmnananus (F) B monokenun 74c mo Kabary m acmaparmnoByro kucioty (D) B
nonoxernnn 74d mo Kabary; T.e., nmocnenosarensocts FDFD (SEQ ID NO: 627) B
KapkacHoil obnactu 3 cBoedi VH mim nomena tspxenon nenu. Kpucramnorpaduueckue
UCCIIENIOBAaHMS TOKA3aJId, YTO KapKacHasi 00JacTh 3 B MOJOXKEHHAX C HOMEpPaMH II0
Kabary 74a, 74b, 74c u 74d B VH o0pasyer uHacTh maparomna OMHCAHHBIX B IAHHOH
3asiBK€ BAPHUAHTOB AHTHUTEJN, HEMOCPEACTBEHHO KOHTAKTHPYIOLIYID C  LEJIEBBIM
aaturesom gp120. Cwm., Hanpumep, Lee u np., Immunity (2017) 46(4): 690-702 (durypa

1G, upentnduuumpyromas ocratok W71d); Klein u ap., Cell (2013), 153(1):126-38
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(uryper 4 u S5); u Zhou u nap., (2013) Immunity (2013) 39 245-258 (tabmuua 1);
JIEHTOYHbIE AMarpamMmbl KpUCTaNIM30BaHHBIX CTpykTyp SV8L, S5V8M, 4JPV u 4LSV

MO3KHO ITOCMOTPETH Ha caiiTe rcsb.org.
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Tabmuua II.

Omnpegenenuss (Ka6aT) CDR aHTHUTeN

VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3
DYFIH WINPKTGQPNNPRQFQOG QRSDYWDEDV QOANGYLN 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 WINPKAGQPNNPROFEFQG QRSDYWDEFDV 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 WINPKHGQPNNPROFQG 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 WINPKTGQPNNPRQFQOG 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 WINPKTGQPNNPRQFQOG 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 WINPKTGQPNNPRQFQOG QRSDYWDEDV QANGYLN DASKLER QVYEF
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Tabmauua II.

OmpegeneHuss (Ka6aT) 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 WINPKTGQPNNPRQFQOG QRSDYWDEDV QOANGYLN 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 QRSDYWDEDV 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 QRSDYWDEDV 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 WINPKTGQPNNPROFEFQG QRSDEWDEFDV 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 WINPKTGQPNNPROQFQG QRSDEWDEFDV 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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TabGauua III. OmnpegeneHuss (YoTma) CDR aHTHUTEN

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

GYNIRDY PKTG RSDYWDFED 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 RSDYWDFED 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 RSDYWDFED 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 RSDYWDFED 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 RSDYWDFED 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 RSDYWDFED 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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TabGmuua III.

Onpepgeneuns (Yorma) CDR aHTUTEN

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

GYNIRDH PKTG RSDYWDFED 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 RSDEWDFED 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)
Tabauua IV. Onpegenenust (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 ARQRSDYWDEDV 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.

Onpepgeneunsa (IMGT) CDR aHTUTeN

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. Onpegenenust (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
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Tabauua V. OnpegeneHust (KaBar) CDR aHTUTen

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

DHFIH WINPKTGQPNNPRQFQG QRSDYWDEDV QANGYLN 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
Ta6auua VI. OnpegeneHust (Yorma) CDR aHTUTEN
VH-CDR1 VH-CDR2 VH-CDR3 VL-CDR1 VL-CDR2 VL-CDR3
GYNIRDY PKTG RSDYWDFED 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 RSDYWDFED 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)
TaBauua VII. Onpegmenenust (IMGT) CDR aHTHUTen
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)
GYKIRDHF INPKTGQP ARQRSDYWDEDV 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 Hacrosimmero u3oOpeTeHHs] BXOAAT aHTHTena nporus gpl20 wmm
ces3piBaromque gpl20 mx ¢parmeHThl, KoTOpble coxmepkar mectb CDR kaxmoro us
aHTHTEJ, ONIMCAHHBIX B IAHHOM 3asBKe (cM., HanpuMep, Tadmuusl I - VII). B HekoTopsix
BApUAHTAX peaju3aluy ONHO WM Oojiee M3 NaHHBIX aHTHTEN mNpoTuB gpl20 wmmm
ces3piBatomux gpl20 ux (¢parmeHToB Takke coxpepkar tpunropan (W) wm
¢enmnananud (F) B monmoxkennmn 74a mo Kalaty, acmaparmHoByro kucnotry (D) B
nonoxernun 74b mo Kabary, ¢enmnananun (F) B monokenum 74c mo Kabary u
acnaparuHoByio kucioty (D) B monoxennn 74d mo KaGaty. JIomkHO OBITH OYEBUIIHO,
4TO B 00BEM HACTOSIIErO M300pETeHMs TaKXKe BXOIAT aHTUTena npotus gpl20 wmm
ces3biBaromue gpl20 ux ¢parmentsl, conepsxkamue obnactu CDR cormacHo moGomy
apyromy omnpenenenuto CDR  (mampumep, omnpepenenuro Ownerrep (Honegger),
yIIy4IIeHHOMY onpeaeneHno Yorua, onpeneneHnto AbM, KOHTAKTHOMY OTPEEJIEHHUIO,
cm., Hampumep, www.bioinf org.uk/ATs/#cdrdef) anturen nporus BUY, onucaHHbIX B
JaHHOM 3asBKe. B HEKOTOpBIX ciyuyasx aHTuTena npotusB gpl20 mnm cBsA3BIBArOLINE
gpl20 ¢QparmeHTbl, oOmuCaHHBIE B JAHHOH 3asBKe, OONANAIOT  YJIy4LIEHHOH
CIIOCOOHOCTBIO K YHHUTOKeHUIO MHumupoBanHbx BUU-1 nenesbix CD4 T-knerok mo
CPAaBHEHHIO C aHTUTENIOM A M/uiM aHTUTEJIOM B. B HEKOTOpBIX BapuaHTax peasnu3aliu
aHTutena, conepxamue VH u VL, comepkamue nocnenoBaTebHOCTH aMUHOKHUCIIOT,
npencrasiendbie B SEQ ID NO: 477 u 278, coorBerctBenno, wiu HC u LC,
coneprKallfe MmocjaeI0BaTeIbHOCTH aMUHOKHCIIOT, nipeactasierHbie B SEQ ID NO: 529
u 103, cooTBeTCTBEHHO, OOJANAIOT YJYUYLIEHHOW CHOCOOHOCTBE) K YHUYTOXKEHHIO
uHpuumuposanHbix BUU-1 nenebix CD4 T-KJI€TOK 1O CPABHEHUIO C AaHTUTEJIOM A /MU
antutenoM B. B HekoTOphIX ciywasx y aHTuTen npotuB gpl20 miam CBS3BIBAIOIIMX
gp120 ¢parmeHTOB, OonucaHHBIX B AaHHOM 3asiBke, ECso coctasnsier ot 0,05 1o 2 MKI/mi
B aHamu3ax A3KL] omocpenoBanHoro NK-kieTkamMu yHUYTOKEHUS MH(PHLIMPOBAHHBIX
BUUY knerok (Hampumep, napumupoBanHbix BUU-1-kietok). B HeKoTOpBIX ciiydasx y
antuten npotus gpl20 wim cesspiBaromux gpl20 (parMeHTOB, ONMUCAHHBIX B JAHHOM
3asBke, ECso cocraBmsier ot 0,05 mo 1,5 mkr/mu. B HekoTOphIX ciiyuasix y aHTHTEN
nporus gpl20 mnm ces3bBaromux gpl20 ¢parMeHTOB, OMHCAHHBIX B JAHHOH 3asBKE,
ECso cocraBnser ot 0,05 mo 1,0 MKkr/mi. B HEKOTOpPBIX Cly4asx y aHTUTEN MPOTHB
gpl20 mmm ces3pBarommx gpl20 ¢parMeHTOB, OnmMCaHHBIX B AaHHOW 3asBke, ECso
cocrasysieT ot 0,05 mo 0,85 Mxr/mi. B HekoTOpbIX ciydasx y aHTuTes npotus gpl20
i cesi3piBarox gpl20 ¢pparMeHTOB, onMcaHHBIX B naHHOH 3asiBKe, ECso cocraBnsier
or 0,05 mo 0,75 mkr/mu. B HekOoTOpbIX ciy4asx y aHTHTENd npotuB gpl20 wuim

csi3biBaroIuXx gpl20 ¢pparmeHTOB, ONMMCAaHHBIX B NaHHOW 3asBke, ECso cocTaBiser ot
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0,05 no 0,5 Mkr/mi1. B HEKOTOPBIX ciydasx y aHTHTEN MPOTUB gp 120 min CBA3BIBAIOIINX
gp120 ¢parmenToB, onmcaHHbIX B naHHOW 3asBke, ECso cocraBmser ot 0,05 mo 0,3
MKI/MII. B HEKOTOpBIX ciydasx y aHtuten npotus gpl20 mmm ces3epBatommx gpl20

(dbparMeHTOB, ONMUCaHHBIX B naHHOM 3asiBKe, ECso cocrasmnsier ot 0,07 1o 0,2 MKr/mut.

[0068] ITocnenoBaTenbHOCTH AMHHOKHUCJIOT BapualOeapbHONW OOJNACTH TSDKEJIOW Lenu
(VH) un Bapma®enbHo#l oOmactu nerkoi nemu (VL) TUNWYHBIX AHTUTEN COTJIACHO
HacTosmemMy u3o0pereHnto mpexacrasieHbl B Tadmumax VI u IX, cooTBercTBeHHO.
Taxke BKIIOYEHBl TmOCaenoBaTenbHOCTH amuHOKUCIOT VH u VL xoHTponew,
UCTIONBb3YEMBIX B HEKOTOPBIX CIOCOOaX aHaiMu3a COTJIACHO HACTOSIIEMY H300pETEHHIO

(narmpumep, anturena C u anturena D).

Taoauua VIII. ITocneposateannoctn VH

SEQ | Haseanue | [loc/iexoBaTe/ibHOCTE AMHHOKHCIOT BaApHAOE/bHOM 00JIaCTH TSMKE0¥H

ID uenu (VH)
NO
181 c QVRLSQSGGOMKKPGDSMRISCRASGYEFINCPINWIRLAPGKRPEW

MGWMKPRWGAVSYARQLOGRVTMTRDMY SETAFLELRSLTSDDTAVY
FCTRGKYCTARDYYNWDFEHWGQGTPVTVSS

182 A-1 QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGOQGLOW
VGWINPKTGOPNNPRQFQGRVSLTRHASWDEFDTFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

183 D-1 QVRLSQSGGOMKKPGDSMRISCRASGYEFINCPINWIRLAPGKRPEW
MGWMKPRHGAVSYARQLQGRVITMTRDMYSETAFLELRSLTSDDTAVY
FCTRGKYCTARDYYNWDFEHWGQGTPVTVSS

184 1lv2-1 QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGOQGLOW
VGWINPKTGOPNNPRQFOQGRVSLTRHASWDEDTYSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

185 1.2.1-1 | QVQLLQSGAEVKKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLQW
VGWINPKTGOPNNPRQFOQGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTMVTVSS

186 1.3.1-1 | QVSLLQSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLQW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

187 1.4.1-1 | QVQLVQSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLQW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

188 1.5.1-1 | QVQLVQSGAAVTKPGASVRVSCKASGYNIRDYFIHWWRQAPGQGLQW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

189 1.6.1-1 | QVOQLLOSGAEVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLQW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS
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190

1.7.1-1

OQVOLLOSGAEVKKPGASVRVSCEASGYNIRDY FIHWWROAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

191

1.8.1-1

OVOLVOSGAEVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

192

1.9.1-1

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FIHWWROQAPGOQGLOW
VGWINPKTGOPNNPROQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

193

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FMHWWROQAPGQGLOQW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

194

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FMHWWRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSAYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

195

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FTHWWRQAPGQOGLOW
VGWINPKWGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

196

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOQGLOW
VGWINPKGGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

197

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOW
VGWINPKAGOPNNPRQFOQGRVSLTRHASWDEFDTFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEDVWGSGTQVTVSS

198

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOQGLOW
VGWINPKHGOPNNPRQFOQGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

199

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOQGLOW
VGWINPKTGOPNNPRQFOQGRVTLTRHASWDEFDTFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

200

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVTMTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

201

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVSLTRDASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

202

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVSLTRHASTFSFYMDLKALRSDDTAVY
FCARQRSDYWDEDVWGSGTQVTVSS

203

OQVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROAPGOGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFSMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

204

OQVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FITHWWROAPGOGLOW
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VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLSRLRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

205

OQVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TATYFCARQRSDYWDFDVWGSGTQVTVSS

206

OVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROAPGOQGLOW
VGWINPKTGOPNNPROQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRTDYWDFDVWGSGTQVTVSS

207

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGOQGLOW
VGWINPKTGOPNNPROQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TATYFCARQRTDYWDFDVWGSGTQVTVSS

208

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGQGTQVTVSS

209

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FTHWWROAPGQOGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTMVTVSS

210

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWVRQAPGQOGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

211

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FMHWVRQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

212

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FMHWVRQAPGQGLOW
VGWINPKTGOPNNPRQFOQGRVSLTRHASWDEFDTFSAYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

213

QVOLVQOSGAEVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGOQGLOW
VGWINPKTGOPNNPRQFOQGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TATYFCARQRSDYWDEFDVWGSGTQVTVSS

214

QVOLVQOSGAEVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGQGLOW
VGWINPKTGOPNNPRQFOQGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRTDYWDEFDVWGSGTQVTVSS

215

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FIHWWRQAPGOQGLOW
VGWINPKTGOPNNPRQFOQGRVTLTRHASWDEFDTEFSEFYMDLKALRSDD
TATYFCARQRSDYWDFDVWGSGTQVTVSS

216

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FIHWWRQAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVTLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRTDYWDFDVWGSGTQVTVSS

217

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FMHWWROQAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVTMTRHASWDEFDTEFSEFYMDLSRLRSDD
TATYFCARQRTDYWDFDVWGQGTMVTVSS

218

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FMHWWROQAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVTMTRHASWDEFDTEFSAYMDLSRLRSDD
TATYFCARQRTDYWDEFDVWGQGTMVTVSS

219

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FIHWWROQAPGOQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTYSEFYMDLSRLRSDD
TAVYFCARQRSDYWDFDVWGQGTMVTVSS

220

QVHLSQOSGAAVTKPGASVRVSCEASGYKISDHETHWWROAPGOGLOW
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VGWINPKTGOPNNPRQFOGRVSLTROQASWDEDTYSEFYMDLKAVRSDD
TATYFCARQRSDEWDFDVWGSGTQVTVSS

221

1.41.5-

QVOLVOSGAEVKKPGASVRVSCKASGYNIRDY FIHWWROQAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGQGTMVTVSS

465

QVHLSQOSGAAVTKPGASVRVSCEASGYKIRDHFTHWWROAPGQGLOW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEDTFEFSEFYMDLKAVRSDD
TATYFCARQRSDYWDFDVWGSGTQVTVSS

466

QVHLSQOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGOQGLOW
VGWINPKTGOPNNPROQFOGRVSLTRHASWDEDTFEFSEFYMDLKAVRSDD
TATYFCARQRSDYWDFDVWGSGTQVTVSS

467

QVHLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGQGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

468

QVOLSQOSGAAVTKPGASVRVSCEASGYNIRDY FTHWWROAPGQOGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

469

QVOLLOSGAAVTKPGASVRVSCEASGYKIRDY FTHWWROAPGQOGLOW
VGWINPKTGOPNNPROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

470

QVOLLOSGAAVTKPGASVRVSCEASGYNISDYFITHWWROAPGQOGLOW
VGWINPKTGOPNNPROQFQGRVSLTRHASWDEFDTFSEFYMDLKALRSDD
TAVYFCARQRSDYWDFDVWGSGTQVTVSS

471

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDHFTHWWRQAPGQGLOW
VGWINPKTGOPNNPRQFOQGRVSLTRHASWDEFDTFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

472

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOW
VGWINPKTGOPNNPRQFOQGRVSLTROQASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

474

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOW
VGWINPKTGOPNNPRQFOQGRVSLTRHASWDEFDTFSEFYMDLKAVRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

475

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGOQGLOW
VGWINPKTGOPNNPRQFOQGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TATYFCARQRSDYWDEFDVWGSGTQVTVSS

476

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWRQAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVSLTRHASWDEFDTEFSEFYMDLKALRSDD
TAVYFCARQRSDEWDEFDVWGSGTQVTVSS

477

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDY FIHWWROQAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVSLTRHASFDEDTFSEFYMDLKALRSDD
TAVYFCARQRSDYWDEFDVWGSGTQVTVSS

478

2.4.1-1

QVHLSQOSGAAVTKPGASVRVSCEASGYKIRDHFTHWWROAPGOQGLOW
VGWINPKTGOPNNPRQFOGRVSLTRHASFDEFDTFSEFYMDLKAVRSDD
TATYFCARQRSDYWDFDVWGSGTQVTVSS

Tao6uauua IX. IocaenosaresnbHocTH VL
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222

EIVLTOSPGTLSLSPGETAIISCRTSQYGSLAWYQQORPGQAP
RLVIYSGSTRAAGIPDRESGSRWGPDYNLTISNLESGDEGVY
YCOOYEFFGOGTKVQVDIK

223

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGOQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

224

SLTOSPGTLSLSPGETAIISCRTSQYGSLAWYQQRPGOAPRL
VIYSGSTRAAGIPDRESGSRWGPDYNLTISNLESGDEFGVYYC
QOYEFFGOGTKVQVDIK

225

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQOKPGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYNLTINNLOPEDIATYFEC
QVYEFVVPGTKVDIK

226

EIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGOQEYNLTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

227

DIOMTQSPSSLSASVGDRVTITCQANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFC
QVYEFVVPGTRLDLK

228

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFC
QVYEFVVPGTRLDLK

229

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQORRGKAPKL
LIYDASKLERGVPSREFSGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

230

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKL
LIYDGSNLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

231

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKL
LIYDASNLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

232

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLETGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

233

1.1.10-1

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYTLTINNLOQPEDIATYEC
QVYEFVVPGTRLDLK

234

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYTLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

235

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK

236

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYTLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK

237

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGSGSGTDEFTEFTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

238

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
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LIYDGSKLERGVPSRESGRRWGOQEYNLTINNLOQPEDIATYEC
QVYEFFVPGTRLDLK

239

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYNLTINNLOPEDIATYEC
QVYEFVGPGTRLDLK

240

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYNLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

241

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFC
QVYEFVSPGTRLDLK

242

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFC
QVYEFVTPGTRLDLK

243

DIOMTQSPSSLSASVGDTVTITCOQANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFC
QVYEFVVPGTNLDLK

244

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFC
QVYEFVGPGTNLDLK

245

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVSPGTNLDLK

246

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVTPGTNLDLK

247

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRVDLK

248

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYNLTINNLOPEDIATYEC
QVYEFVVPGTNVDLK

249

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDIK

250

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRVDIK

251

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYNLTINNLOPEDIATYEC
QVYEFVVPGTNVDIK

252

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVGPGTNVDIK

253

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYNLTINNLOPEDIATYEC
QVYEFVTPGTNVDIK
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254

1.1.31-1

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYTLTISSLOPEDIATYEC
QVYEFVVPGTNLDLK

255

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTLTISSLOPEDIATYEC
QVYEFVTPGTRLDLK

256

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSNLERGVPSREFSGRRWGQEYTLTISSLOPEDIATYFEC
QVYEFVVPGTNLDIK

257

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSNLERGVPSRESGRRWGQEYTLTISSLOPEDIATYFEC
QVYEFVTPGTRLDIK

258

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQKPGKAPKL
LIYDGSNLETGVPSRESGSRWGQEYTLTISSLOPEDIATYFC
QVYEFVGPGTNLDIK

259

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQKPGKAPKL
LIYDGSNLETGVPSRESGSRWGQEYTLTISSLOPEDIATYFC
QVYEFVTPGTNLDIK

260

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTFTINNLOQPEDIATYFC
QVYEFVVPGTRLDLK

261

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYSLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

262

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYSFEFTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

263

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYALTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

264

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGOQEYAFTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

265

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYHLTINNLOPEDIATYEC
QVYEFVVPGTRLDLKR

266

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQOQRRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYHFTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

267

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYQLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

268

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYQFTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

269

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOEYNLKINNLOPEDIATYEC
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QVYEFVVPGTRLDLK

270

1.1.47-1

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYNFKINNLOPEDIATYEC
QVYEFVVPGTRLDLK

271

1.1.48-1

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGOEYNLAINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

272

1.1.49-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYNFAINNLOPEDIATYFC
QVYEFVVPGTRLDLK

273

1.37.51-1

DIOMTOSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKL
LIYDGSKLETGVPSRESGSRWGQEYTLTINNLOPEDIATYFEC
QVYEFFGPGTRLDLK

274

1.8.52-1

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTLTINNLOPEDIATYFC
QVYEFVVPGTRLDLK

275

1.1.54-1

DIOMTQSPSSLSASVGDTATITCQOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTLTINNLOPEDIATYFC
QVYEFVVPGTRLDLK

276

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYNLTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

277

2.1.2-1

DIOMTQOSPSSLSARVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYHLTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

278

.04-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

279

.67-1

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

280

L12-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYHLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

281

.75-1

DIOMTOSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYHLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

282

1.1.78-1

DIOMTOSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYHLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

283

1.41.81-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQOKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

284

1.1.82-1

DIOMTOSPSSLSASVGDRVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK

285

1.41.83-1

DIOMTOSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKL
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LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK

286

1.1.84-1

DIOMTOSPSSLSASVGDRVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

287

1.41.85-1

DIOMTOSPSSLSASVGDRVTITCOANGYLNWYQQKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYFEC
QVYEFFGPGTRLDLK

288

1.41.86-1

DIOMTOSPSSLSASVGDTATITCOANGYLNWYQQKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFC
QVYEFVVPGTRLDLK

289

1.41.87-1

DIOMTOSPSSLSASVGDTATITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYNLTINNLOPEDIATYFC
QVYEFFGPGTRLDLK

290

DIOMTQSPSSLSASVGDRATITCOQANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYFC
QVYEFVVPGTRLDLK

291

1.41.89-1

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYFC
QVYEFVVPGTRLDLK

292

DIOMTQOSPSSLSASVGDRATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

293

1.41.91-1

DIOMTQOSPSSLSASVGDRATITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYNLTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

294

1.41.92-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQOKPGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYHLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

295

1.41.93-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQKPGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYHLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

296

DIOMTQOSPSSLSASVGDRVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK

297

1.41.95-1

DIOMTOSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK

298

DIOMTOSPSSLSASVGDRVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

299

1.41.97-1

DIOMTOSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

300

1.41.98-1

DIOMTOSPSSLSASVGDTATITCOANGYLNWYQQOKPGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYHLTINNLOQPEDIATYEC
QVYEFVVPGTRLDLK
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301

1.41.99-1

DIOMTOSPSSLSASVGDTATITCOANGYLNWYQQKPGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYHLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

302

1.1.100-1

DIOMTOSPSSLSASVGDRATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYEC
QVYEFVVPGTRLDLK

303

1.41.101-

DIOMTOSPSSLSASVGDRATITCOANGYLNWYQQKPGKAPKL
LIYDGSKLERGVPSREFSGSRWGQEYHLTISSLOPEDIATYFEC
QVYEFVVPGTRLDLK

304

1.1.102-1

DIOMTOSPSSLSASVGDRATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSREFSGSRWGQEYHLTISSLOPEDIATYFEC
QVYEFFGPGTRLDLK

305

1.41.103-

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQKPGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYHLTISSLOPEDIATYFEC
QVYEFFGPGTRLDLK

306

1.1.110-1

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGTRRGODYIFSINNLOPEDIATYEFC
QVYEFVVPGTRLDLK

307

1.1.111-1

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRREGODYILTINNLOQPEDIATYFC
QVYEFVVPGTRLDLK

308

1.1.112-1

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGSREGOKYQLSINNLOPEDIATYEC
QVYEFVVPGTRLDLK

309

1.1.113-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSREFSGRREFGODYILTINNLOQPEDIATYEC
QVYEFVVPGTRLDLK

310

2.1.3-1

DIOMTQOSPSSLSARVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRREGODYILTINNLOQPEDVATYEC
QVYEFIVPGTRLDLK

311

2.1.4-1

DIOMTQOSPSSLSARVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRREGODYILTINNLOQPEDVATYEC
QVYEFIVPGTRLDLK

479

3.1.8-1

DIOMTQOSPSSLSARVGDTATITCOQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGOQEYNLTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

480

3.1.9-1

DIOMTQOSPSSLSARVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGOQEYNLTINNLOPEDVATYEC
QVYEFFGPGTRLDLK

481

1.1.115-1

DIOMTOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYILTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

482

3.1.10-1

DIOMTOSPSSLSARVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYILTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

483

1.1.116-1

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYILTINNLOPEDIATYEC
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QVYEFVVPGTRLDLK

484

3.1.11-1

DIOMTOSPSSLSARVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYILTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

485

1.1.117-1

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYILTINNLOPEDIATYFEC
QVYEFFGPGTRLDLK

486

3.1.12-1

DIOMTQOSPSSLSARVGDTATITCOQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYILTINNLOPEDVATYFEC
QVYEFFGPGTRLDLK

487

1.1.118-1

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYILTISSLOPEDIATYFEC
QVYEFFGPGTRLDLK

488

3.1.13-1

DIOMTQSPSSLSARVGDRATITCQANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPARFSGSRWGQEYILTISSLOPEDVATYFEC
QVYEFFGPGTRLDLK

489

3.1.14-1

DIOMTQSPSSLSARVGDTVTITCQANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYTLTINNLOPEDVATYFC
QVYEFIVPGTRLDLK

491

3.1.5-1

DIOMTQSPSSLSARVGDTATITCQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYTLTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

492

3.1.15-1

DIOMTQSPSSLSARVGDTATITCQANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYTLTINNLOQPEDVATYEC
QVYEFFGPGTRLDLK

493

1.1.119-1

DIOMTQSPSSLSASVGDRATITCQANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGSRWGQEYTLTISSLOPEDIATYEC
QVYEFFGPGTRLDLK

494

3.1.7-1

DIOMTQSPSSLSARVGDRATITCOQANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPARFSGSRWGQEYTLTISSLOPEDVATYEC
QVYEFFGPGTRLDLK

495

3.1.16-1

DIOMTQOSPSSLSARVGDTATITCOQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGQEYHLTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

496

3.1.17-1

DIOMTQOSPSSLSARVGDTATITCOQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGOQEYHLTINNLOPEDVATYEC
QVYEFFGPGTRLDLK

497

3.1.18-1

DIOMTQOSPSSLSARVGDRATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGSRWGQEYHLTISSLOPEDVATYEC
QVYEFFGPGTRLDLK

498

1.1.120-1

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGODYILTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

499

3.1.19-1

DIOMTOSPSSLSARVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGODYILTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

500

1.1.121-1

DIOMTOSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKL
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LIYDGSKLERGVPSREFSGRREGOQEYILTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

501

3.1.20-1

DIOMTOSPSSLSARVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRREGOQEYILTINNLOPEDVATYEC
QVYEFIVPGTRLDLK

502

1.1.122-1

DIOMTQOSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYVLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

503

1.1.123-1

DIOMTQOSPSSLSASVGDTATITCOQANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYLLTINNLOPEDIATYFEC
QVYEFVVPGTRLDLK

504

1.1.124-1

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYMLTINNLOPEDIATYFC
QVYEFVVPGTRLDLK

505

1.1.125-1

DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYALTINNLOPEDIATYFC
QVYEFVVPGTRLDLK

506

1.1.126-1

DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYSLTINNLOQPEDIATYFC
QVYEFVVPGTRLDLK

507

1.1.127-1

DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYFLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

508

1.1.128-1

DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGTRWGQEYILTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

509

1.1.129-1

DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQRRGKAPKL
LIYDGSKLERGVPSREFSGRRRGOEYILTINNLOQPEDIATYEC
QVYEFVVPGTRLDLK

510

1.1.130-1

DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRYGOQEYILTINNLOQPEDIATYEC
QVYEFVVPGTRLDLK

511

1.1.131-1

DIOMTQOSPSSLSASVGDTATITCOQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGTRWGODYILTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

512

1.1.132-1

DIOMTQOSPSSLSARVGDTVTITCOANGYLNWYQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

513

1.1.133-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPARFSGRRWGOQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

514

1.1.134-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGQEYNLTINNLOPEDVATYEC
QVYEFVVPGTRLDLK

515

1.1.135-1

DIOMTQOSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYNLTINNLOPEDIATYEC
QVYEFIVPGTRLDLK
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569 1.1.138-1 | DIQMTQSPSSLSASVGDTVTITCQATGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSREFSGRRWGOQEYNLTINNLOPEDIATYEC
QVYEFVVPGTRLDLK

516 1.1.104-1 | DIQMTQSPSSLSASVGDTATITCQANGYLNWYQQORRGKAPKL
LIYDGSKLERGVPSRESGRRWGQEYTLTINNLOPEDIATYEC
QVYEFFGPGTRLDLK

[0069] B HekoTOpBIX BapuaHTax peanuszanuu aHtuTena npotuB  gpl20  wam
cs3biBaromue gpl20 gparmMeHTsl, onucaHHbIe B JAaHHOH 3asBKke, copep:kat VH, kotopas
no MeHbleil Mepe Ha 80%, nmo mMeHbInei Mepe Ha 85%, no meHblIel mepe Ha 90%, 1o
MeHblIell Mepe Ha 91%, no meHblieit mepe Ha 92%, mo MeHbluel mepe Ha 93%, 1o
MeHblIell Mepe Ha 94%, no meHbliedl Mepe Ha 95%, mo MmeHbluel mepe Ha 96%, 1o
MeHblIel Mepe Ha 97%, no MeHbluel Mepe Ha 98%, no MeHbluel Mepe Ha 99% unu Ha
100% wneHTHYHAa TOCIEIOBATENIBHOCTH AMMHOKHCIIOT, BBIODAHHOM W3 TPYIIIb,
cocrosier u3 mocienosarenabHocTer SEQ ID NO: 181 - 221 u 465 - 478, u VL,
KOTOpasi mo MeHbleil mepe Ha 80%, mo MeHbIel Mepe Ha 85%, Mo MeHblIeH Mepe Ha
90%, o menbiel Mepe Ha 91%, o MeHbIel Mepe Ha 92%, o MeHbIel mepe Ha 93 %,
1o MeHblIeil Mepe Ha 94%, no MeHbIel Mepe Ha 95%, nmo meHbIuel Mepe Ha 96%, o
MeHblel Mepe Ha 97%, o MeHbluel mepe Ha 98%, o meHbiuel Mepe Ha 99% unu Ha
100% waeHTHMYHAa TOCHEIOBATEIBHOCTH AaMHUHOKHCIOT, BBIOPAHHOW W3 TPYIIIbI,
cocrosimed u3 mocnenoBarenbHocTeln SEQ ID NO: 222 - 311, 479 - 516 u 569. B
HEKOTOPBIX BapUaHTax peanus3auuu aHtutena npotus gpl20 mnm ceaseiBaromue gpl20
(dparMeHThl, ONMUCaHHBIE B JaHHOH 3asiBKe, comepkaT VH, BbIOpaHHYIO W3 TpyMIIb,
cocrosited u3 mocnenosarenbHocTer SEQ ID NO: 181 - 221 u 465 - 478, u VL,
BBIOpPAHHYIO W3 TPYIIIBI, COCTOsAIeH u3 nmocienosarensHocreid SEQ ID NO: 222 - 311,

479 - 516 n 569.

[0070] Ilpu cpaBHEeHUM NOJUHYKJIEOTUAHOW W MOJUNENTUIHON MOCIENI0BATEIbHOCTEN
JIB€ TIOCJENOBATEIbHOCTH HA3BIBAIOT “HUAEHTHYHLIMHM , €CJIH IIOCJEI0BATEIBbHOCTD
HYKJICOTHIOB WJIM aMHHOKHCJOT B JBYX [OCJIEIOBATEIbHOCTSIX OJMHAKOBA IpHU
BBIPABHUBAHUH JJIsI MaKCHMAJIbHOTO COOTBETCTBHsI, Kak oOmucaHo Hiwke. CpaBHEHHS
MEXIY OBYMsl TOCJIEAOBATEBPHOCTSIMH OOBIMHO TIPOBONSAT TyTEM CpaBHEHHS
MOCJIEIOBATEIPHOCTEN B OKHE CPABHEHUS, YTOObI OMPENENIUTh U CPABHUTH JIOKAJIHHBIE

y4acTKu monoOust mocienosarenbHocTeld. “OKHO CpaBHEHHST B JAaHHOW 3asBKE
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OTHOCUTCSI K (pparMeHTy Hu3 1O MeHblned Mepe mnpudmu3uTeapbHo 20 CMEeXKHBIX
noJjioxkeHu, 00braHO oT 30 no mpubnusurensHo 75, ot 40 no mpubmmsurensHo 50, B
KOTOPOM MOCIEA0BATENBHOCTh MOKHO CPAaBHUTD € 3TAJOHHOU MOCIEA0BATENBHOCTBIO U3
TAKOTO K€ KOJIMYECTBA CMEXKHBIX IOJOXEHUM MOCjae ONTUMAJIbHOTO BbIpABHUBAHUS

JBYX YKa3aHHBIX MOCJIEI0BATENbHOCTEN.

[0071] BripaBHHBaHNHE NOCIENOBATEIBHOCTEW MJi1 CPABHEHHS MOKHO OCYLIECTBUTD,
npuMeHsisi nporpammy Megalign W3 makera MNPOrPaMMHOrO OOeCHedYeHus: sl
onoungpopmaruku Lasergene (DNASTAR, Inc.,, MbsamncoH, BUCKOHCHH), HCHOIB3Ys
nmapaMeTpel MO yMoiuYaHHio. JlaHHas mporpamMma peamu3yeT HECKOJIbKO CXeM
BbIPABHMBAHMUS, OINMCAHHBIX B CJEAYIOIIMX CCbUIOYHBIX Martepuanax: Dayhoft, M.O.
(1978) A model of evolutionary change in proteins - Matrices for detecting distant
relationships. B Dayhoff, M.O. (pen.), A Atlas of Protein Sequence and Structure,
National Biomedical Research Foundation, Bamunrron, okpyr Konym6us, Tom S, 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-Iuero,
Kamngpopuus; Higgins, D.G. u Sharp, P.M. (1989) CABIOS 5: 151-153; Myers, EW. u
Muller W. (1988) CABIOS 4:11-17; Robinson, E.D. (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-®panuucko, Kamudopuus; Wilbur, W.J. u Lipman, D.J. (1983)
Proc. Natl. Acad., Sci. USA 80:726-730.

[0072] B xauecTBe anbTEepHATUBBI, BBIPABHUBAHME IOCIEAOBATENBHOCTEN IS
CPaBHEHHsSI MOXXHO OCYIIECTBUTH C IOMOIIBIO aJrOPUTMA JIOKAJbHOH HIEHTHYHOCTH
Cvura u VYorepmana (1981) Add. APL. Math 2:482, ¢ mnoMmomBbl anroputMma
BbIpaBHHUBaHUs oOnacreit romonorud Humivana u Byrma (1970), J. Mol. Biol. 48:443,
C MIOMOIIBIO crocoba morcka cxoactea no [Mupcony-Jlunmany (1988), Proc. Natl. Acad.
Sci. USA 85: 2444, ¢ noOMOIIBIO KOMITBIOTEPU3HPOBAHHBIX pEATU3aLMi JaHHbBIX
anroputmoB (GAP, BESTFIT, BLAST, FASTA u TFASTA B makere mporpaMMHOTO
obecnieuenust Wisconsin Genetics, Genetics Computer Group (GCG), 575 Science Dr,

Mbnucon, BUCKOHCHH), WK TIyTeM BU3YaJIbHOTO aHAJTN3A.

[0073] OnHuM npUMEpPOM AJITOPUTMOB, KOTOPBIE TTOAXOAST IJIs ONpeneNieH!sl POLIEHTa
UJICHTHYHOCTH TOCNIENOBATEIbHOCTEH M TOAOOMS MOCIEeNOBATEIbHOCTEH, SIBIISFOTCS
anroputmbl BLAST u BLAST 2.0, xotopsie onmcanbl B Altschul u ap. (1977) Nucl.
Acids Res. 25:3389-3402 u Altschul u gp. (1990) J. Mol. Biol. 215:403-410,

71



coorBercTBeHHO. BLAST 1 BLAST 2.0 MOXXHO NPUMEHATb, HAIIpUMep, C NapameTpamy,
ONMMCAaHHBIMH B JIAHHOW 3asBKe, 4YTOOBI OMNpPENEeNUTh TNPOLEHT HIAESHTHYHOCTH
MOCJIEI0BATENBHOCTEN ISl MOJUHYKJIEOTHOB U MOJUIENTUOB, ONUCAHHBIX B AaHHOH
3asiBke. [Iporpammuoe obecriedenne nisi nposenenus: anainma BLAST obmenoctymHo

yepe3 HannonanpHbIH HEHTP OMOTEXHOJIOrHUECKOH HHPOPMALIUH.

[0074] B opHOM HarnmspgHOM mTpuMepe COBOKYMHbIE Oaibl MOXKHO pPacCUUTATh,
NPUMEHSISI, AJI TIOCJIEA0BATEIbHOCTEN HYKJIEOTHAOB, mapaMeTpbl M (IOOIIpHUTETBHBIHN
Oamn s mapbl COBMAJArOIMX octatkoB;, Bcerga >0) m N (wrpadrol Oamn s
HECOBIAAIOLINX OCTaTKOB;, Bcerna <0). YanuHeHHe COBNAIEHUIl CIOB B Ka)IOM
HANpaBJIEHUH  OCTAHABIMBAIOT, KOTAA: KYMYJSITUBHBIM  Oania  BBIPAaBHUBAHHS
YMEHbIIAeTC Ha BeIMYMHY X OT MAaKCHUMajbHO JOCTUIHYTOrO  3HAuU€HHS,
KYMYJISITUBHBIA OaJul CHMJKAETCsl 10 HyJIsl MM HUKE, BCJIEICTBHE HAKOIJICHUS OIHOTO
win Oonee BBIPABHUBAHUN OCTATKOB C OTPHULATENbHBIMHU OajslaMM; WM JOCTHIAETCSI
koHel nociaenosarenbHocTU. [lapamerpsr anroputma BLAST W, T u X onpenensitor
YyBCTBUTENIPHOCTb M CKOPOCTh BbIpaBHUBaHuS. B mporpamme BLASTN (mms
NIOCJIEIOBATENbHOCTEH  HYKJIEOTHJOB) MCIOJNB3YIOT B KauyecTBe IIapaMeTpPoB IO
ymomuanuo JummHy cinoBa (W), paBhyto 11, u oxunanue (E), pasHoe 10, u
BbIPABHMBAHUS C HCHOJMb30BaHMeM Matpuiel BecoB BLOSUMG62 (cm. Henikoff u
Henikoff (1989) Proc. Natl. Acad. Sci. USA 89: 10915), (B), paBaoe 50, oxunanue (E),

paBHoe 10, M =5, N = -4 u cpaBHeHHE 00eHX IEeTeH.

[0075] JInst mocnenoBaTebHOCTE N aMUHOKHUCIOT MAaTPULy BECOB MOYKHO MPUMEHSTD ISl
pacyera KyMyJIATUBHOTO Oayuta. YJIMHEHHE COBMAACHHUN CJIOB B KaXKIOM HANPaBJICHUU
OCTaHABJIMBAIOT, KOTAA. KYMYJSITUBHBIA Oajyl BbIPAaBHUBAHHS YMEHbBINACTCS Ha
BEJINYMHY X OT MAKCUMAJIbHO JOCTUTHYTOTO 3HAYCHHUST;, KyMYJIATUBHBIA OAJUT CHIU)KAETCSI
0 HyJSl WIM HWXKE, BCJIEACTBHE HAKOIUIGHHS OIHOTO WM Oojiee BBIpABHUBAHUH
OCTaTKOB C OTPULIATEJbHBIMHU OaJUlaMH;, WJIM AOCTHIAeTCs KOHEI MOCIEAOBATEIbHOCTH.
ITapamerpso! anroputma BLAST W, T u X onpenessitoT 4yBCTBUTENBHOCTb U CKOPOCTh

BbIpaBHHBAHUS.

[0076] B omgHoM monmxome  “IPOLEHT UACHTHYHOCTH  MMOCJEIOBATEIbHOCTEH
OTpPEeAENAI0T MyTEM CPaBHEHUS JIBYX ONTHMAaJIbHO BBIPOBHEHHBIX MOCIEA0BATEIbHOCTEN
B OKHE CpaBHeHUss U3 0O MeHbulel wmepe 20 TDNONOXKEHUH, NpPUYEM 4YacThb
MOCJIEIOBATENBHOCTH MOJIMHYKJIEOTHA WM TNOJUMIENTHIAa B OKHE CPaBHEHHUS MOXKET
CoIepKaTh BCTABKU HIIM Jiejeunu (T.e., rmbl) 20 MPOLEHTOB WM MeHee, OOBIMHO OT 5

1o 15 mpouentoB mmum or 10 no 12 nmpoueHTOB MO CPAaBHEHUK) C 3TAJOHHBIMU
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MOCJIEIOBATENbHOCTAMU  (KOTOpbIE HE COAEepXKaT BCTABKM WM  JEJELUH) JUIs
BbIpaBHHUBAaHUA ABYX HOCHGI[OBaTeJIbHOCTeﬁ. HpOI_IeHT pacCUUTBIBAOT nyTem
ONpeneNeHns KOJMYECTBA IOJIOXKEHUH, B KOTOPBIX BCTPEYAKOTCA UACHTUYHBIE
OCHOBAaHUAA HYKJIEMHOBBIX KHUCJIOT MHWJIHW aMHHOKHCJIOTHBIE OCTAaTKH B obenx
MOCJIENOBATENBHOCTSX, C MOJyYEHUEM KOJIMYECTBA COBNANAKIINX MOJOKEHUH, NEJIEHUs
KOJIMYECTBA COBMAJAIOLINX MOJOXKEHUH Ha 00IIee KONIUIEeCTBO MOJI0KEHUH B 3TaJOHHOI
NOCJIEIOBAaTENbHOCTH (T.€., pa3Mep OKHA) M YMHOXEHHUs pe3yiapratoB Ha 100 c

MOJIYYCHHUEM NPOUCHTA UACHTUYHOCTU HOCHe,HOBaTeHbHOCTeﬁ.

[0077] B obObem Hactosimero uszoOpeTeHHs BXOASAT aHTUTeNna npoTuB gpl20 wumm
ces3biBaromue gpl20 ux ¢parmeHTsl, KOTOpble conmepkar VH moOoro u3 anTuredn,
ONMCAaHHBbIX B JAAHHOH 3asBKe. B HEKOTOpBIX BapuUaHTaxX peajlu3ald aHTUTEJO MPOTHUB
gpl120 mumm ces3pBarommii gpl20 ero ¢parment coxepxut VH moboro omHoro us
antutena A-1, aarturena 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, aarurena 2.3.5-1, aarurena 1.1.119-1, aHtuTena
1.1.104-1, anturena 1.52.64-1, anturena 2.4.1-1, anturena 1.1.54-1 wim anTutena 2-1.
B HexoTOpBIX BapuaHTax peajqu3aluuu aHTUTENO NpoTuB gpl20 mnam CBA3BIBANOLIUI

gp120 ero ¢pparment copepxxur VH anturena 1.52.64-1.

[0078] B o0bem HacTosmero u300peTeHHs BXOAST aHTUTeNna npoTuB gpl20 wwm
ces3biBatomque gpl20 ux ¢parmenTsl, koTopble comepxkar VL moboro u3 aHTUTElN,
ONMCAHHBIX BbIlIE. B HEKOTOPBIX BapHMaHTaX peajnu3aluy aHTUTENOo npotus gpl20 unu
cs3biBaroiuii gpl20 ero ¢gparmeHT comepkutr VL moboro oxHoro u3 anturena A-1,
antutena 1.1.64-1, aaturena 1.1.90-1, anwturena 2.2.1-1, 2.3.1-1, aaTurena 3.1.5-1,
antutena 2.2.5-1, anturena 2.3.5-1, anturena 1.1.119-1, anturena 1.1.104-1, anturena
1.52.64-1, antutena 2.4.1-1, anturena 1.1.54-1 wnu anturena B-1-1. Takke B oObem
HACTOSIIIEr0 N300peTeHHs BXOIAT aHTUTeNa MpoTuB gp 120 wiu ces3biBaromue gpl20 ux
¢dparmentsl, koTopele coaepxkat VH u VL mo0oro U3 aHTUTEN, ONMUCAHHBIX B JaHHOM
3asBKe. B HEKOTOpPBIX BapHaHTax pealu3aluuu aHTuTesno npotus gpl20 wumm
cs3biBaroIuii gpl20 ero ¢parment comepxutr VH u VL moboro ogHOro u3 anturena
A-1, antmrena 1.1.64-1, antmrema 1.1.90-1, antutema 2.2.1-1, antmrema 2.3.1-1,
antutena 3.1.5-1, aaturena 2.2.5-1, anturena 2.3.5-1, anturena 1.1.119-1, anrurena
1.1.104-1, anturena 1.52.64-1, anturena 2.4.1-1, anturena 1.1.54-1 wnm anturena B-1.
Taxke B 00BbEM HACTOSINEro M300PETEHHs! BXOIAT AaHTUTENA, Coneprkaimue o0nacTu

CDR 06011 13 yka3aHHBIX BbIIIE nocienoBaTenbHocTeil VL n/umn VH.
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[0079] B nexoropbIx ciydasx antuTena npotus gpl20 wnm cessbiBaromme gpl20 mx
(bparMeHTBl conmepiKaT, AOIMOJHHUTEIBHO K IIOCIEAOBATENIbHOCTH aMUHOKHCIOT VH
m000ro M3 aHTUTEJ, ONMHMCAHHBIX B JAHHOW 3asiBKE, KOHCTAHTHYIO O0JACTh TSDKEIOH
LENH, COAEPIKALLYIO NPEACTABIEHHYIO HIKE MOCIEN0BATENbHOCTE AMUHOKHUCIIOT ¢ OT 0

no 10 (manpumep, 1, 2, 3,4, 5, 6,7, 8,9, 10) 3aMeHaMu aMHHOKHCJIOT;

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVVT
VPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVFLEFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKA
LPLPEEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPV
LDSDGSFFLY SKLTVDKSRWQQOGNVESCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO: 437);

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVT
VPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVFLEFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKA
LPLPEEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLY SKLTVDKSRWQQOGNVESCSVLHEALHSHYTQKSLSLSPGK (SEQ ID NO: 438);

ASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALTSGVHTEFPAVLQSSGLYSLSSVVT
VPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPDVEFLEFPPKPKDTLMISRTP
EVICVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKA
LPAPEEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPV
LDSDGSFFLY SKLTVDKSRWQQGNVESCSVLHEALHSHYTQKSLSLSPGK (SEQ ID NO: 439);

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVVT
VPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVFLEFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKA
LPAPEEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPV
LDSDGSFFLY SKLTVDKSRWQQGNVESCSVLHEALHSHYTQKSLSLSPGK (SEQ ID NO: 440);

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVVT
VPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPDVFLEFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKA
LPLPEEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPV
LDSDGSFFLY SKLTVDKSRWQQOGNVESCSVLHEALHSHYTQKSLSLSPGK (SEQ ID NO: 441);

or

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYSLSSVVT
VPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLLPPKPKDTLMISRTP

EVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPPEEQYNSTLRVVSILTVLHODWLNGKEYKCKVSNKA
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LPAPTIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGOPENNYKTTPLV

LDSDGSFFLY SKLTVDKSRWQOGNVESCSVLHEALHSHYTQKSLSLSPGK (SEQ ID NO: 442).

[0080] B HekoTOpBIX BapHaHTax peanu3aluu aHTuTena npotus gpl20 wumm

csi3biBaromnue gpl20 ux pparmMeHTHl ComepKAT MOCIENOBATEIPHOCTh AMUHOKUCIOT VH,
npencrasiennyiro B SEQ ID NO: 477, u KOHCTaHTHYIO OOJIaCTh TSXKEJION eI,
COZlepIKAIIYIO TTOC/IEOBATEIbHOCTE AaMUHOKUCIIOT, TipeacTasiieHHy0 B SEQ ID NO: 438

cor 0 go 10 (manpumep, 1, 2, 3,4, 5, 6,7, 8,9, 10) 3ameHaMl aMUHOKHUCJIOT.

[0081] IlocnemoBaTeIbHOCTH aMUHOKHCIIOT TSDKEJIOM LIENMH U JIETKOM IIEIH TUITMYHBIX

aHTUTEJI COIJIACHO HAcTosImed 3asBKe TmpencrtaBieHsl B Tabmumax X u o X
cooTBeTcTBeHHO. IlociemoBaTeslbHOCTH AaMHUHOKHMCIOT TSDKEJIOM M JIETKOM Ierel
KOHTPOJIbHBIX AHTHUTEN, KOTOpblE MPHUMEHSIOT BO MHOXECTBE CIOCOOOB aHaiW3a B

HacTosLeM onucanuu (Harmpumep, anturena C u antutena D-1), Takke mpeacTaBiIeHbl.

Tabnuita X. locnemoBaTeIBLHOCTU THXEJIONM LIeNr

SEQ
ID NO

Hasre | [loCcnenoBaTENILHOCTE AMMHOKUCIIOT TSIXEJION Lieln
aHnue

c QVRLSQSGGOMKKPGDSMRISCRASGYEFINCPINWIRLAPGKRPEWMGWMKPRWGAVSYA
ROLOGRVTMTRDMYSETAFLELRSLTSDDTAVYFCTRGKYCTARDYYNWDFEHWGQGTPVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTEFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEM
TKNQVSLTCLVKGEFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVEFSCSVMHEALHNHYTQKSLSLSPGK

A-1 QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

A QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVMHEALHNHYTQKSLSLSPGK

D-1 QVRLSQOSGGOMKKPGDSMRISCRASGYEFINCPINWIRLAPGKRPEWMGWMKPRHGAVSYA
ROLOGRVTMTRDMYSETAFLELRSLTSDDTAVYFCTRGKYCTARDYYNWDFEHWGQGTPVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTEFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLA
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Tabauita X. [ociieloOBaTeNIBHOCTHM THXEIJION LISl

SEQ
ID NO

Hase
aHue

[locnenOBaATENILHOCTE aMMHOKMCIIOT TSIXEJION Lienn

GPDVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEM
TKNQVSLTCLVKGEFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVEFSCSVLHEALHSHYTQKSLSLSPGK

1v2-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTYSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

1.2.1

QVQLLOSGAEVKKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOQWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGS GTMVTV S
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

1.3.1

QVSLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

1.4.1

QVQLVQSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

1.5.1

QVOLVQSGAAVTKPGASVRVSCKASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

10

QVQLLOSGAEVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST

76




Tabauita X. [ociieloOBaTeNIBHOCTHM THXEIJION LISl

SEQ
ID NO

Hase
aHue

[locnenOBaATENILHOCTE aMMHOKMCIIOT TSIXEJION Lienn

YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

11

1.7.1

QVOLLOSGAEVKKPGASVRVSCEASGYNIRDYFITHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

12

QVQLVQOSGAEVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHOQDWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

13

QVQLVQOSGAEVKKPGASVRVSCKASGYNIRDYFIHWWRQAPGOGLOQWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEDTFSFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

14

1.10.
1-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFMHWWRQAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

15

1.11.
1-1

QVQOLLOSGAAVTKPGASVRVSCEASGYNIRDYFMHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTEFSAYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NOQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

le

1.15.
1-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKWGQPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
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Tabauita X. [ociieloOBaTeNIBHOCTHM THXEIJION LISl

SEQ
ID NO

Hase
aHue

[locnenOBaATENILHOCTE aMMHOKMCIIOT TSIXEJION Lienn

NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

17

l.1e.
1-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFITHWWROAPGQGLOWVGWINPKGGQPNNP
ROFOGRVSLTRHASWDEDTESFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

18

1.17.
1-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKAGOPNNP
ROFQOGRVSLTRHASWDEDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHOQDWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

19

1.18.
1-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOQWVGWINPKHGQPNNP
ROFQGRVSLTRHASWDEDTFSFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

20

1.19.
1-1

QVOQLLOSGAAVTKPGASVRVSCEASGYNIRDYFITHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVTLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

21

1.20.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVTMTRHASWDEDTESFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

22

1.21.
1-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGOQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRDASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
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Tabauita X. [ociieloOBaTeNIBHOCTHM THXEIJION LISl

SEQ
ID NO

Hase
aHue

[locnenOBaATENILHOCTE aMMHOKMCIIOT TSIXEJION Lienn

VESCSVLHEALHSHYTQKSLSLSPGK

23

1.22.
1-1

QVOQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASTFSFYMDLKALRSDDTAVYFCARQRSDYWDFDVWGSGTQVTVSSAST
KGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYS
LSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGPDVFEL
FPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTKNQVS
LTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESC
SVLHEALHSHYTQKSLSLSPGK

24

1.24.
1-1

QVOQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEDTESFSMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

25

1.25.
1-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEDTEFSFYMDLSRLRSDDTAVYFCARQRSDYWDEFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

26

l1.26.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWRQAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESFYMDLKALRSDDTATYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

27

1.27.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESFYMDLKALRSDDTAVYFCARQRTDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

28

1.28.
1-1

QVQOLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTATYFCARQRTDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK
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Tabauita X. [ociieloOBaTeNIBHOCTHM THXEIJION LISl

SEQ
ID NO

Hase
aHue

[locnenOBaATENILHOCTE aMMHOKMCIIOT TSIXEJION Lienn

29

1.29.
1-1

QVOQLLOSGAAVTKPGASVRVSCEASGYNIRDYFITHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGQGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

30

1.30.
1-1

QVOQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWROQAPGQGLOWVGWINPKTGQPNNP
ROFOQGRVSLTRHASWDEDTESFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGS GTMVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHOQDWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

31

1.12.
15-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWVRQAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDEFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHOQDWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

32

1.13.
15-1

QVOQLLOSGAAVTKPGASVRVSCEASGYNIRDYFMHWVROAPGQGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEDTESFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

33

1.14.
15-1

QVQOLLOSGAAVTKPGASVRVSCEASGYNIRDYFMHWVROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESAYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

34

1.31.
1-1

QVOLVQSGAEVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTATYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

35

QVOLVOSGAEVTKPGASVRVSCEASGYNIRDYFIHWWROAPGOGLOWVGWINPKTGQPNNP
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ID NO
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[locnenOBaATENILHOCTE aMMHOKMCIIOT TSIXEJION Lienn

1-1

ROFOQGRVSLTRHASWDEDTEFSFYMDLKALRSDDTAVYFCARQRTDYWDEFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

36

1.33.
1-1

QVOQLVQSGAEVKKPGASVRVSCKASGYNIRDYFITHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOQGRVTLTRHASWDEDTESFYMDLKALRSDDTATYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

37

1.34.
1-1

QVQLVQOSGAEVKKPGASVRVSCKASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOQGRVTLTRHASWDEDTEFSFYMDLKALRSDDTAVYFCARQRTDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHOQDWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

38

1.35.
1-1

QVQLVQSGAEVKKPGASVRVSCKASGYNIRDYFMHWWRQAPGQGLOWVGWINPKTGQPNNP
ROFOQGRVTMTRHASWDEDTESFYMDLSRLRSDDTATYFCARQRTDYWDEDVWGQGTMVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

39

1.36.
1-1

QVQLVQSGAEVKKPGASVRVSCKASGYNIRDYFMHWWROQAPGQGLOWVGWINPKTGQPNNP
ROFOGRVTMTRHASWDEDTESAYMDLSRLRSDDTATYFCARQRTDYWDEDVWGQGTMVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

40

1.37.
51-1

QVOLVQSGAEVKKPGASVRVSCKASGYNIRDYFTHWWROAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTYSEFYMDLSRLRSDDTAVYFCARQRSDYWDEDVWGQGTMVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

41

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS

81




Tabauita X. [ociieloOBaTeNIBHOCTHM THXEIJION LISl

SEQ
ID NO

Hase
aHue

[locnenOBaATENILHOCTE aMMHOKMCIIOT TSIXEJION Lienn

SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK

42

QVHLSQSGAAVTKPGASVRVSCEASGYKISDHFITHWWRQAPGQGLOWVGWINPKTGQPNNP
ROFQGRVSLTROASWDEDTYSFYMDLKAVRSDDTAIYFCARQRSDEWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

43

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGQGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEDTFSFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPAPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

44

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPAPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

45

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

46

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGP
SVFLLPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPPEEQYNST
LRVVSILTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPLVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

47

1.41.
5-1

QVQLVQSGAEVKKPGASVRVSCKASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGQGTMVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS

82




Tabauita X. [ociieloOBaTeNIBHOCTHM THXEIJION LISl

SEQ
ID NO

Hase
aHue

[locnenOBaATENILHOCTE aMMHOKMCIIOT TSIXEJION Lienn

GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

517

2.2.1

QVHLSQSGAAVTKPGASVRVSCEASGYKIRDHFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESFYMDLKAVRSDDTAIYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

518

2.3.1

QVHLSQSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEDTFSFYMDLKAVRSDDTAIYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHOQDWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

519

1.42.
1-1

QVHLLQSGAAVTKPGASVRVSCEASGYNIRDYFITHWWRQAPGQGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEDTEFSEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

520

1.43.
1-1

QVOLSQSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

521

1.44.
1-1

QVQOLLOSGAAVTKPGASVRVSCEASGYKIRDYFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

522

1.45.
1-1

QVQLLOSGAAVTKPGASVRVSCEASGYNISDYFTHWWROAPGOGLOWVGWINPKTGOPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP

83




Tabauita X. [ociieloOBaTeNIBHOCTHM THXEIJION LISl

SEQ
ID NO

Hase
aHue

[locnenOBaATENILHOCTE aMMHOKMCIIOT TSIXEJION Lienn

DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

523

1.4e6.
1-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDHFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

524

1.47.
1-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOQWVGWINPKTGQPNNP
ROFQGRVSLTRQASWDEDTEFSFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQOSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKS RWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

526

1.49.
1-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFIHWWRQAPGOGLOWVGWINPKTGQPNNP
ROFQGRVSLTRHASWDEDTEFSFYMDLKAVRSDDTAVYFCARQRSDYWDEFDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

527

1.50.
1-1

QVQOLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAIYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

528

1.51.
1-1

QVOLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQOPNNP
ROFOGRVSLTRHASWDEDTESEFYMDLKALRSDDTAVYFCARQRSDEWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGN
VESCSVLHEALHSHYTQKSLSLSPGK

529

1.52.
64-1

QVQLLOSGAAVTKPGASVRVSCEASGYNIRDYFTHWWROAPGQGLOWVGWINPKTGQPNNP
ROFOGRVSLTRHASFDEDTESEFYMDLKALRSDDTAVYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST

84




Tabauita X. [ociieloOBaTeNIBHOCTHM THXEIJION LISl

SEQ Hase | [locienoBaTeILHOCTE aMMHOKMCIIOT TSXEJION Lienu

ID NO | jume
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVLHEALHSHYTQKSLSLSPGK

530 2.4.1 | QVHLSQSGAAVTKPGASVRVSCEASGYKIRDHFIHWWRQAPGQGLOWVGWINPKTGQPNNP

ROFOGRVSLTRHASFDEDTESFYMDLKAVRSDDTAIYFCARQRSDYWDEDVWGSGTQVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLAGP
DVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHODWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSREEMTK
NQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VESCSVLHEALHSHYTQKSLSLSPGK

Tabmnuita XI.

[locneDOBaTENIBEHOCTM JIET'KOM Lienu

SEQ
ID NO

Hasea
H1e

[IocieNOBaTEeNIEHOCTE aMMHOKMCIIOT JII'KOM Lienu

48

C

EIVLTQSPGTLSLSPGETAITISCRTSQYGSLAWYQQRPGQAPRLVIYSGSTRAAGIPDRES
GSRWGPDYNLTISNLESGDFGVYYCQQYEFFGQGTKVQVDIKRTVAAPSVEFIFPPSDEQLK
SGTASVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE
KHKVYACEVTHQGLSSPVTKSFNRGEC

49

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

50

SLTQSPGTLSLSPGETAITISCRTSQYGSLAWYQQRPGOAPRLVIYSGSTRAAGIPDRFESGS
RWGPDYNLTISNLESGDEFGVYYCQQYEFFGQGTKVQVDIKRTVAAPSVEIFPPSDEQLKSG
TASVVCLLNNEFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSENRGEC

51

EIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

52

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQRRGKAPKLLTIYDGSKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

53

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQOKPGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

54

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDASKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

55

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSNLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

56

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLTIYDASNLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV

85




Tabamita XI.

[locenqoOBaATENIBEHOCTHM JISI'KOM LIeIn

SEQ
ID NO

Haszea
HIE

[locnenoBaTENILHOCTE aMMHOKMCIIOT JIST'KOM LIeIM

YACEVTHQGLSSPVTKSFNRGEC

57

DIOMTQSPSSLSASVGDTVTITCOQANGYLNWYQQRRGKAPKLLIYDGSKLETGVPSRESGR
RWGQEYNLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

58

1.1.10-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYTLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

59

1.1.11-

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYTLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

60

1.1.12-

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTISSLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

61

1.1.13-

DIOMTQSPSSLSASVGDTVTITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYTLTISSLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

62

1.1.14-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
GSGTDFTFTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

63

1.1.15-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLOPEDIATYFCOQVYEFFVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

64

1.1.16e-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCOVYEFVGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

65

1.1.17-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCOVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

66

1.1.18-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCOVYEFVSPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

67

1.1.19-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLTIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCOVYEFVTPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

68

1.1.20-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCOVYEFVVPGTNLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

69

1.1.21-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCOVYEFVGPGTNLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

70

1.1.22-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNLTINNLOPEDIATYFCOQVYEFVSPGTNLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV

86




Tabamita XI.

[locenqoOBaATENIBEHOCTHM JISI'KOM LIeIn

SEQ
ID NO

Haszea
HIE

[locnenoBaTENILHOCTE aMMHOKMCIIOT JIST'KOM LIeIM

YACEVTHQGLSSPVTKSFNRGEC

71

1.1.23-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLOPEDIATYFCQVYEFVTPGTNLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

72

1.1.24-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLOPEDIATYFCQVYEFVVPGTRVDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

73

1.1.25-

DIOMTQSPSSLSASVGDTVTITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLOPEDIATYFCQVYEFVVPGTNVDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

74

1.1.26-

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLQPEDIATYFCQVYEFVVPGTRLDIKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

75

1.1.27-

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLQPEDIATYFCQVYEFVVPGTRVDIKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

76

1.1.28-

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLQPEDIATYFCQVYEFVVPGTNVDIKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

77

1.1.29-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLOPEDIATYFCQVYEFVGPGTNVDIKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

78

1.1.30-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLOPEDIATYFCOQVYEFVTPGTNVDIKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

79

1.1.31-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYTLTISSLOPEDIATYFCOVYEFVVPGTNLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

80

1.1.32-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYTLTISSLOPEDIATYFCOVYEFVTPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

81

1.1.33-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLTIYDGSNLERGVPSRESGR
RWGOQEYTLTISSLOPEDIATYFCOVYEFVVPGTNLDIKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

82

1.1.34-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSNLERGVPSRESGR
RWGOQEYTLTISSLOPEDIATYFCOQVYEFVTPGTRLDIKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

83

1.1.35-

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKLLIYDGSNLETGVPSRESGS
RWGQEYTLTISSLOPEDIATYFCOVYEFVGPGTNLDIKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

84

1.1.36-

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKLLIYDGSNLETGVPSRESGS
RWGQEYTLTISSLOPEDIATYFCOQVYEFVTPGTNLDIKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV

87
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YACEVTHQGLSSPVTKSFNRGEC

85

1.1.37-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYTFTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

86

1.1.38-

DIOMTQSPSSLSASVGDTVTITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYSLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

87

1.1.39-

DIOMTQSPSSLSASVGDTVTITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYSFTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

88

1.1.40-

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYALTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

89

1.1.41-

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYAFTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

90

1.1.42-

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYHLTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

91

1.1.43-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYHFTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

92

1.1.44-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQORRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYQLTINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

93

1.1.45-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYQFTINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

94

1.1.46-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLKINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

95

1.1.47-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLTIYDGSKLERGVPSRESGR
RWGOEYNFKINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

96

1.1.48-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLAINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

97

1.1.49-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYNFAINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

98

1.37.51

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKLLIYDGSKLETGVPSRFESGS
RWGQEYTLTINNLOPEDIATYFCOQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV

88
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YACEVTHQGLSSPVTKSFNRGEC

99

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYTLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

100

DIOMTQSPSSLSASVGDTATITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYTLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

101

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARESGR
RWGQEYNLTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

102

DIOMTQSPSSLSARVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPAREFSGR
RWGQEYHLTINNLQPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

103

1.1.64-

DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

104

1.1.67-

DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLQPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

105

1.1.72-

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYHLTINNLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

106

1.1.75-

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYHLTINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

107

1.1.78-

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLTIYDGSKLERGVPSRESGR
RWGOQEYHLTINNLOPEDIATYFCOVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

108

1.41.81

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQOKPGKAPKLLIYDGSKLERGVPSRESGR
RWGOEYNLTINNLOPEDIATYFCOVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

109

1.1.82-

DIOMTQSPSSLSASVGDRVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYNLTISSLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

110

1.41.83

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKLLIYDGSKLERGVPSRESGS
RWGOQEYNLTISSLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

111

1.1.84-

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQQORRGKAPKLLIYDGSKLERGVPSRESGS
RWGOQEYNLTISSLOPEDIATYFCOVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

112

1.41.85

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKLLIYDGSKLERGVPSRESGS
RWGOQEYNLTISSLOPEDIATYFCOVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV

89
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SEQ
ID NO

Haszea
HIE

[locnenoBaTENILHOCTE aMMHOKMCIIOT JIST'KOM LIeIM

YACEVTHQGLSSPVTKSFNRGEC

113

DIOMTQSPSSLSASVGDTATITCOQANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

114

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYNLTINNLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

115

DIOMTQSPSSLSASVGDRATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYNLTISSLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

1lle

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYNLTISSLOQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

117

DIOMTQSPSSLSASVGDRATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYNLTISSLOQPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

118

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYNLTISSLOQPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

119

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQOKPGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYHLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

120

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQOKPGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYHLTINNLOPEDIATYFCOVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

121

DIOMTQSPSSLSASVGDRVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYHLTISSLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

122

DIOMTQSPSSLSASVGDRVTITCQANGYLNWYQOKPGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYHLTISSLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

123

DIOMTQSPSSLSASVGDRVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGOEYHLTISSLOPEDIATYFCOVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

124

DIOMTQSPSSLSASVGDRVTITCOANGYLNWYQOKPGKAPKLLIYDGSKLERGVPSRFESGS
RWGOEYHLTISSLOPEDIATYFCOVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

125

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQOKPGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYHLTINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

126

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQOKPGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYHLTINNLOPEDIATYFCOQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV

90




Tabamita XI.

[locenqoOBaATENIBEHOCTHM JISI'KOM LIeIn

SEQ
ID NO

Haszea
HIE

[locnenoBaTENILHOCTE aMMHOKMCIIOT JIST'KOM LIeIM

YACEVTHQGLSSPVTKSFNRGEC

127

1.1.100

DIOMTQSPSSLSASVGDRATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYHLTISSLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

128

1.41.10

1-1

DIOMTQSPSSLSASVGDRATITCQANGYLNWYQOKPGKAPKLLIYDGSKLERGVPSRFESGS
RWGQEYHLTISSLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

129

1.1.102

DIOMTQSPSSLSASVGDRATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYHLTISSLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

130

1.41.10

DIOMTQSPSSLSASVGDRATITCOANGYLNWYQQKPGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYHLTISSLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

131

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGT
RRGODYIFSINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

132

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
REGODYILTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

133

DIOMTQSPSSLSASVGDTVTITCQANGYLNWYQORRGKAPKLLIYDGSKLERGVPSRESGS
REFGOKYQLSINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

134

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKLLIYDGSKLERGVPSRESGR
REFGODYILTINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

135

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RFGODYILTINNLOPEDVATYFCOVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

136

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFESGR
RFGODYILTINNLOPEDVATYFCOVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

531

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLTIYDGSKLERGVPARFEFSGR
RWGOEYNLTINNLOPEDVATYFCOQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

532

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLTIYDGSKLERGVPARFEFSGR
RWGOQEYNLTINNLOPEDVATYFCOVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

533

1.1.115

DIOMTQSPSSLSASVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYILTINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

534

3.1.10-

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQRRGKAPKLLTIYDGSKLERGVPARFEFSGR
RWGQEYILTINNLOPEDVATYFCOQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV

91
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YACEVTHQGLSSPVTKSFNRGEC

535

1.1.11e

DIOMTQSPSSLSASVGDTATITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYILTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

536

3.1.11-

DIOMTQSPSSLSARVGDTATITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGQEYILTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

537

1.1.117

DIOMTQSPSSLSASVGDTATITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYILTINNLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

538

3.1.12-

DIOMTQSPSSLSARVGDTATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGQEYILTINNLQPEDVATYFCQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

539

1.1.118

DIOMTQSPSSLSASVGDRATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGS
RWGQEYILTISSLOPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

540

3.1.13-

DIOMTQSPSSLSARVGDRATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARESGS
RWGQEYILTISSLOQPEDVATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

541

3.1.14-

DIOMTQSPSSLSARVGDTVTITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARESGR
RWGQEYTLTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

542

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQORRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGQEYTLTINNLOPEDVATYFCOQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

543

3.1.15-

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGOQEYTLTINNLOPEDVATYFCOVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

544

1.1.119

DIOMTQSPSSLSASVGDRATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRFESGS
RWGOEYTLTISSLOPEDIATYFCOVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

545

DIOMTQSPSSLSARVGDRATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFESGS
RWGOEYTLTISSLOPEDVATYFCOVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

546

3.1.16-

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLTIYDGSKLERGVPARFEFSGR
RWGOQEYHLTINNLOPEDVATYFCOQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

547

3.1.17-

DIOMTQSPSSLSARVGDTATITCOANGYLNWYQQRRGKAPKLLTIYDGSKLERGVPARFEFSGR
RWGOQEYHLTINNLOPEDVATYFCOVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

548

3.1.18-

DIOMTQSPSSLSARVGDRATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFSGS
RWGQEYHLTISSLOPEDVATYFCOQVYEFFGPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV

92
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YACEVTHQGLSSPVTKSFNRGEC

549

DIOMTQSPSSLSASVGDTATITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGODYILTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

550

DIOMTQSPSSLSARVGDTATITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFEFSGR
RWGODYILTINNLOPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

551

DIOMTQSPSSLSASVGDTATITCOQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
REFGOQEYILTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

552

DIOMTQSPSSLSARVGDTATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPARFESGR
REGQEYILTINNLQPEDVATYFCQVYEFIVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

553

DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYVLTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

554

DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYLLTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

555

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYMLTINNLOPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

556

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQORRGKAPKLLIYDGSKLERGVPSRESGR
RWGQEYALTINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

557

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLTIYDGSKLERGVPSRESGR
RWGQEYSLTINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

558

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RWGOQEYFLTINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

559

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGT
RWGQEYILTINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

560

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RRGOEYILTINNLOPEDIATYFCOVYEFVVPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

561

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGR
RYGOEYILTINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC

562

DIOMTQSPSSLSASVGDTATITCOANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRESGT
RWGODYILTINNLOPEDIATYFCOQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
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Tabauita XI. [NocaedoBaTelIbHOCTHM JISTKOM LIenu

SEQ
ID NO | Hasepa | [locenoBaTeNlbHOCTE aMMUMHOKMCIIOT JIETKOM Lienu
HHIEe
YACEVTHQGLSSPVTKSFNRGEC
563 [ 1.1.132 | DIQMTQSPSSLSARVGDTVTITCQANGYLNWYQQRRGKAPKLLI YDGSKLERGVP SRFSGR
-1 RWGQEYNLTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC
564 1.1.133 | DIQMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLI YDGSKLERGVPARFSGR
-1 RWGQEYNLTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC
565 | 1.1.134 | DIQMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRFSGR
-1 RWGQEYNLTINNLQPEDVATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC
566 | 1.1.135 | DIQMTQSPSSLSASVGDTVTITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRFSGR
-1 RWGQEYNLTINNLQPEDIATYFCQVYEFIVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC
568 1.1.138 | DIOMTQSPSSLSASVGDTVTITCQATGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRFESGR
-1 RWGQEYNLTINNLQPEDIATYFCQVYEFVVPGTRLDLKRTVAAPSVFIFPPSDEQLKSGTA
SVVCLLNNEYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC
567 1.1.104 | DIOMTQSPSSLSASVGDTATITCQANGYLNWYQQRRGKAPKLLIYDGSKLERGVPSRFSGR

-1 RWGQEYTLTINNLQPEDIATYFCQVYEFFGPGTRLDLKRTVAAPSVEFIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV

YACEVTHQGLSSPVTKSFNRGEC

[0082] B HekoTOppIX BapuaHTax peanu3alud aHTuTena npotuB gpl20 wm

cs3biBatoiue gpl20 ¢parMeHThl, ONMHMCAHHBIE B JAHHOW 3asBKe, CONEPKAT TSKETYIO
uenb (HC), xoropas mo menbiieid mepe Ha 80%, mo MeHbiueld Mepe Ha 85%, mo
MeHblel mMepe Ha 90%, mo meHblieit mepe Ha 91%, mo menbluelt mMepe Ha 92%, mo
MeHblel mMepe Ha 93%, nmo MeHblieil mepe Ha 94%, mo meHbluedl Mepe Ha 95%, mo
MeHblel Mepe Ha 96%, mo MeHblieil Mepe Ha 97%, mo meHbluell mMepe Ha 98%, mo
MeHblel mepe Ha 99% wnu Ha 100% upaeHTHYHA MOCIeA0BAaTENIbHOCTU aMUHOKHUCIIOT,
BBIOpPAHHOMW U3 rpynmbl, cocrosimen u3 nocnenoBatenpbHocTeit SEQ ID NO: 1 -47 u 517
- 530, u nerkyro uens (LC), koropast mo meHbIneii mepe Ha 80%, mo MeHbIIEH Mepe Ha
85%, no menbiuel Mepe Ha 90%, o meHbinel Mepe Ha 91%, no meHbIuelt mepe Ha 92%,
1o MeHblIeil Mepe Ha 93%, no MeHblel Mepe Ha 94%, no meHbiuel mepe Ha 95%, no
MeHblel Mepe Ha 96%, nmo MeHblieil Mepe Ha 97%, mo meHbluell Mepe Ha 98%, mo
MeHblied mepe Ha 99% wunu Ha 100% uaeHTHYHA MOCIEA0BAaTENIbHOCTH aMUHOKHUCIIOT,
BBIOPaHHOW W3 TPYIEL, cocTosmel n3 nocnenosarenbHocTeid SEQ ID NO: 48 - 136 u
531 - 567. B HEKOTOpBIX BAapHaHTAaX pealu3aluu aHTuTena npotus gpl20 wumm
ces3piBaromque gpl20 ¢QparmeHThl, ONMUCaHHBIE B JaHHON 3asBke, coxmepkar HC,

BBIOpPAaHHYIO U3 rpynIsl, cocrosimeii n3 nocaenosarensHocteid SEQ ID NO: 1-47 u 517
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- 530, u LC, BpIOpanHyr0 U3 rpymisbl, cocrosimeii u3 nocienosarensHocteil SEQ ID NO:
48 - 136 1 531 - 567. B HEKOTOPBIX BapUAHTAX peaIU3aLUN aHTUTeNa NPoTUB gpl20 unn
csi3piBaromue gpl20 ¢parMeHThl, OMHMCAaHHBIE B JAHHOW 3asBKE, COMEPKAT TSKEIYIO
nenb (HC), xoropas mo menbiield mepe Ha 80%, mo MeHbluel Mepe Ha 85%, mo
MeHbleil Mepe Ha 90%, nmo MeHblieil mepe Ha 91%, mo meHbluell Mepe Ha 92%, no
MeHblIed Mepe Ha 93%, nmo MeHblieil Mepe Ha 94%, mo meHbluell mepe Ha 95%, no
MeHblIed Mepe Ha 96%, nmo MeHblieil Mepe Ha 97%, no meHbluell mepe Ha 98%, mo
MeHblied mepe Ha 99%, Hampumep, Ha 100%, uaeHTHYHA NOCIENOBATENBHOCTU
amuHOKuCHOT, npexacrasieHHo B SEQ ID NO: 529, u nerkyto nens (LC), kotopast mo
MeHbliei Mepe Ha 80%, mo meHblieil Mepe Ha 85%, mo meHbluell mepe Ha 90%, no
MeHblied Mepe Ha 91%, no meHblieit Mepe Ha 92%, mo meHbluell mepe Ha 93%, no
MeHblIell Mepe Ha 94%, mo meHbliedl Mepe Ha 95%, mo meHbluel mepe Ha 96%, 1o
MeHblell Mepe Ha 97%, mo meHblied Mepe Ha 98%, mo MeHbluel Mepe Ha 99%,
Hanpumep, Ha 100%, uneHTHYHA NOCIeNOBATENbHOCTH aMUHOKHUCIIOT, NIPEACTABICHHOM
B SEQ ID NO: 103. B HEKOTOpbIX BapuaHTax peaju3alluy aHTuTena nporus gpl20 umm
cesi3piBatoIue gpl20 ¢QparmeHTel, onmcaHHbE B JaHHOW 3asBKe, comepxkar HC ¢
MOCJIEIOBATENBbHOCTBI0 aMHUHOKUCIIOT, npexacrasieHHol B SEQ ID NO: 529, u LC ¢

MOCJIEIOBATENBLHOCTBI0 aMUHOKHUCIIOT, npeactasieHHo B SEQ ID NO: 103.

[0083] B oObem HacTosiero u300peTeHHs BXOAST aHTUTeNna npoTuB gpl20 wwm
csi3biBaromque gpl20 ux (hparMeHThbl, KOTOpPBIE COAEPKAT TSKENYI LeMb JIE000ro us3
AHTUTEJ], ONMCAHHBIX B TaHHOMU 3asiBKE. B HEKOTOPBIX BapHaHTaX pealn3allii aHTUTENO
npotuB gpl20 mim cessbBarommi gpl20 ero (parMeHT CONEPKUT TSIKENYH0 Lelb
moboro omHoro u3 anrtureyna A-1, anturena 1.1.64-1, anturena 1.1.90-1, anTurena
2.2.1-1, anrurena 2.3.1-1, anturena 3.1.5-1, anrurena 2.2.5-1, anrurena 2.3.5-1,
antutena 1.1.119-1, antwrena 1.1.104-1, anrtutena 1.52.64-1, anturena 2.4.1-1,
antutena 1.1.54-1 wnu antutrena B-1. B HeKOTOpBIX BapuaHTax pealu3allid aHTUTENO
nporuB gpl20 mnm cesswBarommid gpl20 ero (pparMeHT CONEPKUT TSDKENYH0 Lelb

antutena 1.52.64-1.

[0084] B oObem HacTosimmero u3oOpeTeHHs BXOAST aHTUTeNna npoTuB gpl20 wmm
ces3biBaromque gpl20 ux QparMeHThl, KOTOpPbIE COAEpPIKAT JIETKYI0 LEMb JIF000ro U3
AHTUTEJI, ONUCAHHBIX B TAHHOU 3asiBKE. B HEKOTOPBIX BapHaHTaX pealn3allid aHTUTENO
npotus gp120 unm ces3biBaromii gp120 ero pparMeHT CONEPIKUT JETKYIO LETb JI000ro
onHoro u3 aHrutena A-1, anturena 1.1.64-1, anturena 1.1.90-1, anturema 2.2.1-1,

antutena 2.3.1-1, antutena 3.1.5-1, anturena 2.2.5-1, anturena 2.3.5-1, antutena
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1.1.119-1, antutena 1.1.104-1, anturena 1.52.64-1, anturena 2.4.1-1, anturena 1.1.54-1
unu anturena B-1. B HEKOTOPBIX BapuaHTax peanu3anyu aHTUTeNo npotus gpl20 umum

csi3pIBaroIuii gpl20 ero ¢pparMeHT CONEPIKUT JIETKYIO Lienb anTuTena 1.52.64-1.

[0085] Taxke B 00beM HACTOSIIEro M300pETEeHHs BXOIAT aHTUTeNa npotus gpl20 mmu
cBs3biBaromque gpl20 mx (pparMeHTbI, KOTOPbIE COAEPIKAT TSDKENYIO M JIETKYIO LElb
1r000r0 U3 AHTUTEI, ONMCAHHBIX B JAHHOM 3asiBKe. B HEKOTOPBIX BapHaHTax pealn3alnun
aHTuTeno npotus gpl20 unm cea3eiBarommii gpl20 ero pparMeHT COOEPKUT TSKENYIO U
JIETKYIO L[eMH JI'o0oro ogHoro u3 anturena A-1, anturena 1.1.64-1, aaturena 1.1.90-1,
antutena 2.2.1-1, anturena 2.3.1-1, anturena 3.1.5-1, anturena 2.2.5-1, anturena 2.3.5-
1, anturena 1.1.119-1, anturena 1.1.104-1, anturena 1.52.64-1, anturena 2.4.1-1,
anturena 1.1.54-1 wnu anturena B-1. B HEexKOTOpBIX BapuaHTax peau3alid aHTUTENO
npotuB gpl20 wnu cBasbiBarouuii gpl20 ero GparMeHT COREPIKUT TSDKENYIO U JIETKYIO

uenu aururesnaa 1.52.64-1.

[0086] B of0bvem Hacrosimmero u3oOpeTeHHs] BXOAIT aHTHTena npotuB gpl20 wmm
cesi3biBaroInue gpl20 ux pparMeHThl, KOTOpbIE conepKaT o0y u3 3ameH B VH w/umn

VL aMUHOKHCIIOT, NPECTaBIECHHBIX BBILIE.

[0087] B HekOTOpBIX BapHaHTax peajqu3aluu BapuadenbHas 00JaCTh TSDKENIOH ILenu
ar00oro U3 aHtutes npotuB gpl20 COrNacHO HACTOSINEMY H300PETEHUIO CBSI3aHA C
KOHCTAHTHOH OO0NacThio TspKenoi menwu, comepxkameid nomeH CHI u mapHupHyro
o0sacTb. B HEKOTOpBIX BapHaHTaX peau3aluy BapuadebHas 00JacTb TSHKENON LEenu
arboro U3 aHtutes nmpotuB gpl20 CoracHo HACTOsIEMy H300PETEHUIO CBSI3aHA C
KOHCTAHTHOH O0NacThi0 TsDKEJIOH uenw, conepskamed aomen CH3. B HekoToOpbIX
BapUAHTaX peann3alyu BapualenbHas 00JAacThb TSKENOW Henu Jo00ro M3 aHTHTEN
npotus gpl20 coriacHo HacTosmEeMy H300PETEHHIO CBsi3aHA ¢ KOHCTAHTHOH 00JIacThIO
TsDKEJION nenu, conepxkameit nomen CH1, mapuupHyto obnacts, u nomen CH2 u3 IgG4
u nomed CH3 (mampumep, u3 IgGl, IgG2, IgG3 nmm IgG4). B HEKOTOpBIX Ciyyasx
BapuabenpHast O0NacTh TSKENOW menu JFoOoro u3 aHturen npotuB gpl20 coriacHo
HACTOSIIIEMY HM300PETEHUIO CBs3aHA C KOHCTAHTHOW OOJIACTBIO TSDKEJIOH Iery,
conepskameit nomen CHI1, mapuupnyro obnacts, nomen CH2 u nomen CH3 u3 IgGl,
IgG2, 1gG3 mmu IgG4. B HEKOTOPBIX BapHaHTaxX peajn3allH BapHalenbHas 00JacTh
TSDKEJION [enu JIFo00ro U3 aHTUTelN NpoTuB gpl20 COrmacHO HACTOSAIEMY U300PETEHUIO
CBSI3aHA ¢ KOHCTAHTHOH 00JacThIO TsKeNoH uenw, comepxkamedd momen CHI1, momen
CH2 u nomen CH3 u3 IgG1 (nanpumep, IgG1 uenoseka, Hanpumep, amnoruna IgG1lm3)

U mapHupHyO obnacte IgG3 (Hampumep, “OTKpeITY0” MmapHUpPHYO obmacts 1gG3,
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obozHauennyr “IgG3 C-7 B WO 2017/096221 (cm., Hampumep, ¢ur. 2A naHHOH
nyomukaiuu PCT)). Oskuparot, uto y naHHOW ImmmapHupHOi obnactu IgG3 BhIsSBST
YIIYUIIEHHYIO THOKOCTh Tuieda Fab 1 criocoOHOCTh MPOCTHUPATHCS HA PACCTOSTHHUE CBBIIIE
200A°, KOTOPOTO JOCTATOYHO i B3aHMOJAEHCTBUI BHYTPH TpuUMepa. B HEKOTOpBIX
BApUAHTAX peaJu3alii TaKoe XHMEPHOE AaHTHUTENO COAEPKUT OXHy WU Oornee
JOTOJNHUTENbHBIX MYTAalUi B KOHCTAHTHOH OONACTH TSDKENOW LenH, KOTOpbIe
MOBBIIAIOT CTAOMIBHOCTD XUMEPHOTO aHTUTeNa. B HEKOTOPBIX BapuaHTaxX pearn3aluu
KOHCTAHTHas1 OOJIaCTh TSDKENOH LEenu COAEPIKUT 3aMEHBbl, KOTOpble MOIU(PHUIUPYIOT
CBOWCTBA aHTUTeNa (Hampumep, mMoBbilieHHe 3(dexTopHOl (QyHKIUY, yIydIIeHHe
(apMakOKMHETHKH, TOBBIIEHHE WJIM CHIKeHHe CBs3bBaHuA ¢ Fc-penenropowm,
NOBBIIIEHNE WM CHIDKEHHE TNIMKO3UJIMPOBAHUS AHTHUTENA, MOBBIIIEHUE WJIH CHIDKEHUE

CBsA3bIBAHUA C Clq, YBCIIMYCHUEC BPEMCHU I'IO.]'Iy)KI/ISHI/I).

[0088] B HexoTOpBhIX BapuaHTax peanu3aluu aHTuTesao npotuB gpl20 mpencrasiser
coboii antureno IgG (mampumep, IgGl, IgG2, IgG3, IgG4). B omHom BapuaHTe
peanusanuu aHTHTENO mnpencrasisier coboit IgGl wenosexka. B mpyrom BapuanTe
peanu3anuy aHTUTENIO npeacrasinsier coboil IgG2 uvenoeka. B HEKOTOPBIX BapHaHTax
peanu3aly aHTUTENO COAEPKUT XHUMEPHYK) KOHCTAHTHYIO O0JacTh TSDKENIOH Ienu
(manpumep, conepskainyto oonactu CH1, mapuup u CH2 IgG4 venoseka u obnacts CH3
IgGl denoBeka). B HEKOTOPBIX BapuUaHTaX peajH3alMH AHTUTENO comepkut VH,
conepskamyro obdjgactu CDR 1 - 3 VH, u VL, comepsxkamyr obmactu CDR 1 - 3 VL,
npudem obsactu CDR 1 - 3 VH u obnacti CDR 1 - 3 VL umeroT nocienoBaTeibHOCTH,
npencrasierabie B: SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, U
aHTUTeNo npencrapisier cobor IgG1l yenoBeka. B HEKOTOPBIX BapuUaHTaX peaU3alluu
antutena npotus gpl20 unm cesaseiBaromue gpl20 ¢pparments conepxkar VH, kotopas
no MeHblIe Mepe Ha 80%, o MeHbiel Mepe Ha 85%, no meHbiuel mepe Ha 90%, mo
MeHblel mMepe Ha 91%, nmo meHblieit mepe Ha 92%, mo meHbluell Mepe Ha 93%, mo
MeHblel Mepe Ha 94%, nmo MeHblieil Mepe Ha 95%, mo meHbluell Mepe Ha 96%, mo
MeHblel Mepe Ha 97%, no Menblieil mepe Ha 98%, mo meHbluell Mepe Ha 99%,
Hanpumep, Ha 100%, nneHTuyHa NOoCae0BaTeNbHOCTH aMUHOKUCIIOT, IPECTaBIeHHON
B SEQ ID NO: 477, u VL, xoropast no menbiueit mepe Ha 80%, mo MeHbineli Mepe Ha
85%, o MeHb11eil Mepe Ha 90%, o MeHblel Mepe Ha 91%, no meHbIel Mepe Ha 92%,
1o MeHblIel Mepe Ha 93%, no mMeHblel Mepe Ha 94%, no meHbluel mepe Ha 95%, no
MeHble Mepe Ha 96%, nmo MeHblieil Mepe Ha 97%, mo MmeHbluell mepe Ha 98%, mo

MeHbliel mepe Ha 99%, Hampumep, Ha 100%, uaeHTHYHA NOCIENOBATENbHOCTH
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amMuHOKUCIOT, npeacrasieHHor B SEQ ID NO: 278, u aHTUTENIO MPEACTaBisieT COOOM

IgG1 uenosexa.

[0089] Antutena IgG CyuecTBYIOT B pasIMYHBIX AJUIOTUMNAX U H3oauloTHHax. B
HEKOTOPBIX BAapUAHTaX pealn3aliil aHTHTENA COIJIACHO HACTOSINEMY H300pETeHHIO
conepxxat Tsokenyro uenb IgGl annoruna Glml; nG1m2; GIm3; GIm17.1; GIm17.1.2;
GIm3.1 wmu GIml7. Kaxneii w3 [aHHBIX AJUIOTUIOB WM  H30JJIOTUIIOB
XapakTepu3yeTcs:  CHEAYIOIIMMH  aMHHOKHMCIOTHBIMH  OCTaTKaMM B YKa3aHHBIX
MOJIOKEHUSIX B KOHCTaHTHOHW oOmactu Tspkenoit nemm (Fc) IgGl (mymepaums EU):
GIml: D356, L358; nGlm1: E356, M358; GIm3: R214, E356, M358, A431; GIm17.1:
K214, D356, L358, A431; GIm17.1.2: K214, D356, L358, G431; G1m3.1: R214, D356,
L358, A431; u GIlm17: K214, E356, M358, A431. B HeKOTOpBIX BapuaHTax peaju3aliun
antureno comepxut VH, comepxamnyro obmactu CDR 1 - 3 VH, u VL, conepxariyto
obmactu CDR 1 - 3 VL, npuuem obnactu CDR 1 - 3 VH u obnactu CDR 1 - 3 VL
UMEIOT nocienoBarenbHocTy, npeacrasieHHsie B: SEQ ID NO: 137, 138, 139, 140, 141
u 142, COOTBETCTBEHHO, U AHTUTEJIO CONEPKUT TsKenyro uenb IgGl amnoruna Glml,
nGIlm2; Glm3; Glm17.1; G1m17.1.2; GIm3.1 umu Glm17. B HeKOTOpBIX BapuaHTax
peanuzaruu anturena npotus gpl20 wnm cBsasbiBaromue gpl20 pparmeHTsl comepkaT
VH, koropas no menblueit mepe Ha 80%, o menblueil Mepe Ha 85%, 1o MeHblIel Mepe
Ha 90%, mo menbineit mepe Ha 91%, Mo MeHbIel Mepe Ha 92%, MO MeHbIIel Mepe Ha
93%, o menbiIel Mepe Ha 94%, o MeHbInel Mepe Ha 95%, o MeHbIel Mepe Ha 96%,
no MeHblieil mepe Ha 97%, o meHbluell Mepe Ha 98%, mo meHbiuel mepe Ha 99%,
Hanpumep, Ha 100%, npeHTuyHa NOoCIeN0BaTEIbHOCTH aMUHOKUCIIOT, NIPECTaBICHHON
B SEQ ID NO: 477, u VL, xoropast no menbiueit mepe Ha 80%, mo MeHbinell Mepe Ha
85%, no menbiuel mepe Ha 90%, o menbinel Mepe Ha 91%, no MeHbIel Mepe Ha 92%,
1o MeHblue mMepe Ha 93%, mo meHblueit mepe Ha 94%, mo meHbliel mepe Ha 95%, mo
MeHblIel Mepe Ha 96%, mo MeHblieil mepe Ha 97%, o meHbluell Mepe Ha 98%, mo
MeHblnei mepe Ha 99%, Hampumep, Ha 100%, uaeHTHYHA NOCIENOBATENbHOCTU
aMUHOKHCIOT, npeactaBiaeHHo B SEQ ID NO: 278, u aHTUTENO CONEPKUT TSHKEIYEO
menb IgGl amnoruna Glml; nGIm2; GIlm3; GIm17.1; GIm17.1.2; GIm3.1 wm
Glml7.

[0090] B omHoM BapuanTe peammsanmu Jrobas u3 VH anturena mporme gpl20,
ONKMCAHHOTO B JJAHHOW 3asIBKE, HEMOCPEINCTBEHHO CBsI3aHA MJIM CBS3aHA IOCPEICTBOM

IPOMEKYTOYHOW TOCIENOBATEIbHOCTH aMHUHOKUCIIOT (Hampumep, juHkepa G-S) ¢
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nocienosarenbHOCThi0 [gG1m3  pukoro THma, NpPENCTABIEHHON HIDKE (TUITHYHBIC

OTIPENENSFOIINE AJUIOTUIT OCTATKH 0003HAUEHBI JKUPHBIM MIPU(TOM).
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTY ICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL

MISRTPEVICVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQODWLNGKE
YKCKVSNKALPAPTIEKTISKAKGOQPREPQVYTLPPSREEMIKNQVSLTCLVKGEYPSDIAVEWESNG

QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK(SEQ

ID NO: 347).

[0091] B npyrom BapmanTte peanmmszaumu modas u3 VH anturena nporus gpl20,
OMUCAaHHOTO B JAHHOW 3asBKE, HEMOCPEICTBEHHO CBA3aHAa MWJIM CBS3aHA MOCPEACTBOM
IPOMEXKYTOYHON IOCIEOBATEIbHOCTH AaMUHOKUCIOT (Hampumep, juHkepa G-S) ¢
nocienosarenbHOCThI0 IgGIm17 mukoro THma, MpPEACTABIEHHON HIDKE (TUIIHYHbIE

OIpeAeISIIOLIIE AJIJIOTHIT OCTATKH 0003HAYEHBI KUPHBIM MIPH(TOM).

[0092] IgGlml7:

ASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDY FPEPVTIVSWNSGALTSGVHTEFPAVLQOSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK(SEQ

ID NO: 348).

[0093] B HekoTopbix BapuanTax peanuzauuu VH antutena nporus gpl20, onucaHHOrO
B JaHHOM 3asBKe, HENOCPEACTBEHHO CBs3aHa WM CBsI3aHA IOCPEICTBOM
MPOMEKYTOYHOHW TIOCJIEIOBATEIbBHOCTH aMUHOKUCIIOT (Hampumep, JuHkepa G-S), ¢
nocnenoBatenbHOCTRIO I[gGIm17 ¢ ot 1 no 10 (mampumep, 1, 2, 3,4, 5, 6, 7, 8, 9, 10)
3ameHamu aMuHOKUCIOT B SEQ ID NO: 348 (Hampumep, 3aMeHaMH, CIAENAHHBIMHU IS
ynyumenuss 3QQpexkTopHOH (PYHKUMHM WWINM YBEJIWYCHUS BPEMEHU OJYXKH3HH).
Tunuunbie 3ameHsl aMUHOKUCIOT B Fc-obmactu (mampumep, IgGl, Takoro kak
IgG1lm17) sxmouaroT S239D, I332E, G236A, A330L, M428L, N434S; S239D, I332E,
G236A, A330L; S239D, I332E M428L, N434S; S239D, I1332E, A330L, M428L, N434S;
F243L, R292P, Y300L, V3051, P396L, M428L, N434S; u S239D, I332E, G2306A,
A330L.

[0094] B HEKOTOpBIX BapuaHTax peanu3aluu aHTuTeso npotusB gpl20 mpeacrtaBiseT

coboti anTuteno IgG1 yenoseka/kanma uenoBeka. B HEKOTOPBIX BapHaHTaX peaU3aLiH
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aHTHUTENAa COTJIACHO HACTOSIIEMY H300pPETEHHIO COIepIKaT JIETKYK ILelb Karma
amnorumna, BeiopanHoro u3 Km1; Km1.2 umn Km3. J{ns kaskgoro w3 JaHHBIX aJIJIOTUIIOB
XapakTepHbl CJENyIOIINe AMUHOKHCJIOTHBIE OCTAaTKU B YKa3aHHBIX IOJIOXKEHMSX B
nerkoii nerm (aymepauus EU): Km1: V153, L191; Km1.2: A153, L191; u Km3: A153,
V191. B HeKOTOpBIX BapHaHTaxX pealu3aluu aHTUTENO copepxkuT VH, coxmepxainyro
obiactu CDR 1 - 3 VH, u VL, conepsxxamyto obmactu CDR 1 - 3 VL, npuuem obnactu
CDR 1 - 3 VH u obmactu CDR 1 - 3 VL uMeroT nocyienoBareabHOCTH, IPEICTaBICHHbIE
B: SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U COAEPKUT JIETKYIO
LeTb Karmna aoTuna, BeiopanHoro u3 Km1l; Km1.2 unn Km3. B HekoTopeIx BapuaHTax
peanuzauuu aHtuteno copepkut VH, conmepskamyro obmactu CDR 1 - 3 VH, u VL,
comepsxkamyto odmactu CDR 1 - 3 VL, mpuyem ob6nactu CDR 1 - 3 VH u obnactu CDR
1 - 3 VL umerot nocnenosarenbHOCTH, npeactasieHsbie B: SEQ ID NO: 137, 138, 139,
140, 141 u 142, COOTBETCTBEHHO, U COAEPKUT JIETKYyI0 Lenb kanma autotuna Km3. B
HEKOTOPbIX BapHAHTAX peAJM3alMM aHTHTeNo comepkur VH, conmepxkamyro obiactu
CDR 1 -3 VH, u VL, cogepxautyto ooiactu CDR 1 - 3 VL, npuuem obnactu CDR 1 -3
VH u obnactu CDR 1 - 3 VL umerot nocnenosaTenbHOCTH, npeacrasieHHbie B: SEQ ID
NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U MPEACTABJISIET COOOH aHTUTENO
IgGl wuenoBeka/kanma uenoBeka, Takoe kak IgGl uenoBexka/Km3. B HekoTOpBIX
BapUAHTAX peanu3aluuu aHtutena npotus gpl20 wmu cessbiBaromme gpl20 GpparMeHTsI
conepxkatr VH, koropast mo menbieii mepe Ha 80%, mo Menbluei mepe Ha 85%, mo
MeHblel mMepe Ha 90%, mo meHblieit mepe Ha 91%, mo menbluelt mepe Ha 92%, mo
MeHbIel Mepe Ha 93%, mo meHblieit mepe Ha 94%, mo meHbluedl mMepe Ha 95%, mo
MeHblel Mepe Ha 96%, mo MeHblieil Mepe Ha 97%, mo meHbluell mMepe Ha 98%, mo
MeHbliei mepe Ha 99%, Hampumep, Ha 100%, waeHTHYHA NOCIENOBATENbHOCTU
aMuHOKHCIOT, npeactasieHHoit B SEQ ID NO: 477, u VL, kotopasi mo MeHbIIel mMepe
Ha 80%, mo meHbiei mepe Ha 85%, Mo MeHbluel Mepe Ha 90%, Mo MeHbIIel Mepe Ha
91%, no menbiel Mepe Ha 92%, o MeHbIne Mepe Ha 93%, o MeHbIuel Mepe Ha 94%,
1o MeHblIel Mepe Ha 95%, o MeHblel Mepe Ha 96%, no meHbluel mepe Ha 97%, no
MeHblIel mepe Ha 98%, no MeHblieil Mepe Ha 99%, Hanmpumep, Ha 100%, uaeHTUYHA
MOCJIEIOBATEIbHOCTH aMUHOKUCTOT, mnpenctasieHHoit B SEQ ID NO: 278, wu
npencraBisier coboit antuteno IgGl denmomeka/kamma denoBeka, Takoe kak IgGl

yenoseka/Km3.

[0095] B HekoTOphIX BapuaHTax peaau3aluu aHTuteno npotuB gpl20 cornacHo

HACTOSIIIEMY M300PETEHUIO COAEPKUT JIETKYIO LeMb Kalllla YeJOBEKa, COAEPIKALIYIO
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OIHYy M3 CICAYHOIINUX HOCHGHOB&TGHBHOCTeﬁ AMUHOKHCJIOT, B KOTOPbIX THUIIMYHbBIC

OTIPENEISFOIIIE AJUIOTUIT OCTATKH 0003HAUEHBI YKUPHBIM MIPUPTOM:

Kml:
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVQWKVDNVLQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKLYACEVTHQGLSSPVTKSENRGEC (SEQ ID NO: 349);

Kml,2:
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKLYACEVTHQGLSSPVTKSENRGEC (SEQ ID NO: 350); or

Km3:
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS

LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 351).

[0096] B onHom BapuaHTe peanuzalyy aHTUTENO NpoTUB gpl20 cormacHO HaCTOSALIEMY
n300pEeTeHUIO CONEPIKUT JIETKYIO LieTb Karma 4denoBeka, Km3. B KOHKpeTHOM BapuaHTe
peanmuzauuu VL  antutena mnpotuB gpl20, onmcaHHOrO B AAHHOW  3asiBKE,
HEMOCPEACTBEHHO  CBs3aHa WM CBsi3aHa  IIOCPEACTBOM  IIPOMEKYTOUHOM
MOCJIEIOBATEIbHOCTH aMUHOKHUCIIOT (HampuMmep, uHkepa G-S) ¢ mocienoBaTebHOCTHIO
Km3 uenoseka nukoro tumna (SEQ ID NO: 351). B HEeKOTOpBIX BapHaHTaX pealu3alun
VL antutena nporus gpl20, onucaHHOro B JaHHOH 3as1BKE€, HEMOCPEACTBEHHO CBsI3aHa
WIA CBs3aHA TMOCPEICTBOM IPOMEXKYTOYHOH TOC/IENOBATENIbHOCTH aMHUHOKUCIIOT
(mampumep, amHkepa G-S)) ¢ MyTaHTHOH mocnenoBateabHOCTREO Km3 uenoBeka,

conepskameit ot 1 mo S (te., 1, 2, 3, 4, 5) 3amen amunokuciot B SEQ ID NO: 351.

[0097] B HekoTOphIX BapuaHTax peanu3aluu aHTUTesno npotusB gpl20 mpeacraBiseT
coboit antuteno IgGl yenoBeka/nsiMOna 4enoBeka. Y Ka)IOro OTHENBHOTO 4eJOBeKa
€CTh OT CEeMHU IO ONWHHAAIATH pPA3JIMYHBIX TEHOB JIETKOH Lenu JIIMONa, KOTOpbIE
KOAUPYIOT JIETKWE Lienu, BbiOpaHHbIe U3 jsiMOna 1, nmsmOna 2, msmOna 3, nsmOna 4,
asmMOna 5, nsambna 6 w ysamMOnma 7. B HEKOTOpBIX BapuUaHTAX peaU3aldd aHTUTENa
COTJIACHO HACTOSIIIEMY U300pPETEHHIO COMEpIKAT JIETKYIO LeMb JIIMOAa, BHIOPAHHYIO W3
asmOnma 1, msmbOpa 2, jmsamOpma 3, mssmOpa 4, nsamOpma S5, msmbOpma 6 u jasimOma 7. B
HEKOTOPBIX BAPHAHTAX PeATM3aLN aHTUTEJIO, ONMMCAHHOE B JTAHHOU 3asiBKE, COINEPIKUT
JETKYI0 Lenb JisiMOna, COAep:KAIyK OOHY U3 CIEAYIOMINX MOCIeAOBATEIbHOCTEH
AMUHOKUCJIOT, B KOTOPBIX THUIMYHBIE OMpenesiomue JssMOna OCTaTKH OOO3HAYEHBI

KUPHBIM PHUPTOM:
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nsmbpa 1:

GOPKANPTVTLEFPPSSEELOQANKATLVCLISDEYPGAVIVAWKADGSPVKAGVETTKPSKQSNNKYA

ASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS (SEQ ID NO: 352);
nsmMbpa 2:

GOPKAAPSVTLEFPPSSEELQANKATLVCLISDEYPGAVIVAWKADSSPVKAGVETTTPSKQSNNKYA

ASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS (SEQ ID NO: 353);
nsMbOpaa 3:

GOPKAAPSVTLFPPSSEELOANKATLVCLISDEFYPGAVTIVAWKADSSPAKAGVETTTPSKQS
NNKYAASSYLSLTPEQWKSHKSYSCQVTHEGSTVEKTVAPTECS (SEQ ID NO: 354);

Wi aambna 7:

GOPKAAPSVTLFPPSSEELQANKATLVCLVSDEFYPGAVTVAWKADGSPVKVGVETTKPSKQS
NNKYAASSYLSLTPEQWKSHRSYSCRVTHEGSTVEKTVAPAECS (SEQ ID NO: 355).

[0098] B onmHoMm BapuaHTe peanuzanuu aHTUTENO MpoTuB gpl20 mpexacrasisier coOOH
antureno IgGlm17 yenoseka/Km3 uenoBeka. KoHcranTHbie oOnactu (Jierkow w/wiu
TSDKEJION 1ienu) MoryT comep:xkatb oT 1 mo 10 (Hampumep, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10)
3aMEH aMHUHOKHCJIOT (HarmpuMep, 3aMeHbl, CIOeNaHHbIe I yIydIneHus: 3¢p¢eKTOpHON
GYHKIUU  W/WIM  YBEJIMYEHUST BPEMEHHM TMOJYKU3HU). B HEKOTOpBIX BapHaHTaX
peanu3zanuu aHTUTENa adyKO3WIMPOBAHBL. B HEKOTOPBIX BapUaHTAX peau3aluu
aHTHUTEJIa CONepIKaT OAHY Wi Oojiee METOK. B HEKOTOPBIX BapUaHTAX pPeaU3aliu OJHA
win 0ojiee METOK BKJIFOYAIOT aBUIAMHOBYIO METKY. B HEKOTOpPBIX BapHaHTaX peajnu3aluu
anTuteno comep:xkut VH, conmepskamyro odimactu CDR 1 - 3 VH, u VL, conepskaiyto
obiactu CDR 1 - 3 VL, npuuem obnactu CDR 1 - 3 VH u obnmactu CDR 1 - 3 VL
UMEIOT TocienoBaTenbHoCTH, ipencrasnennbie B. SEQ ID NO: 137, 138, 139, 140, 141
u 142, cooTBeTCTBEHHO, U mpencraBisier codoit antuteno IgGlm17 yenosexa/Km3
4yeoBeKa. B HEKOTOPBIX BapHaHTaxX peam3alii aHTuTeNno coaepxkut VH, comepxamyro
obiactu CDR 1 -3 VH, u VL, conepsxxamyro obmactu CDR 1 - 3 VL, npuuem obnactu
CDR 1 -3 VH u obmactu CDR 1 - 3 VL uMeroT nocieaoBaTeIbHOCTH, IPEICTaBICHHbIE
B: SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U MPENCTABISIET COOOM
aatureno IgGIm17 wenoBexka/Km3 denoBeka, B KOTOPOM KOHCTaHTHasi o00JacThb
TspKeJIoM uenu conxepkut ot 1 no 10 3ameH aMUHOKHMCIOT. B HEKOTOpBIX BapuaHTax

peanuzaunu aHTUTENO comepkut VH, comepskamyro obmactu CDR 1 - 3 VH, u VL,
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conepskamyto oomactu CDR 1 - 3 VL, mpuyem obnactu CDR 1 - 3 VH u obnact CDR
1 - 3 VL umerot nocnenoBatenbHOCTH, nipeactasiennbie B. SEQ ID NO: 137, 138, 139,
140, 141 wu 142, cooTBercTBeHHO, W TmpexactaBisieTr coboi antureno IgGlml7
gyenoBeka/Km3 denoBeka, B KOTOPOM KOHCTaHTHasi 00JaCTh TSDKENOH LENMU COAEPIKUT
cienyroume 3aMeHbl aMUHOKUCIOT oTtHocuTenbHO SEQ ID NO: 348: S239D, 1332E,
G236A, A330L, M428L, N434S. B HEKOTOpPBIX BapUaHTAX peaJu3alUd AHTHUTENA
nporuB gpl20 umm cesseiBaromme gpl20 ¢parmentsr comepxkat VH, koropas mo
MeHbliei Mepe Ha 80%, no MmeHblieil Mepe Ha 85%, mo meHbluell mepe Ha 90%, no
MeHblIed Mepe Ha 91%, no meHblieil Mepe Ha 92%, mo meHbluell mepe Ha 93%, no
MeHblIed Mepe Ha 94%, nmo MeHbliell Mepe Ha 95%, mo MeHbluell mepe Ha 96%, no
MeHblIed Mepe Ha 97%, nmo MeHblieil mepe Ha 98%, mo meHbinel Mepe Ha 99%,
Hanpumep, Ha 100%, uneHTHYHA NOCIeNOBATENbHOCTH aAMHUHOKHUCIIOT, NIPEACTABICHHOM
B SEQ ID NO: 477, u VL, xoropast mo MeHbiueir mepe Ha 80%, MO MeHbIIelH Mepe Ha
85%, o meHb1uel Mepe Ha 90%, o MmeHbLIel Mepe Ha 91%, 1o MeHblel Mepe Ha 92%,
1o MeHblIel mepe Ha 93%, o MeHbIel Mepe Ha 94%, no meHbiuel mepe Ha 95%, o
MeHblell Mepe Ha 96%, no meHblieil Mepe Ha 97%, nmo MmeHbluel mepe Ha 98%, 1o
MeHbliell mepe Ha 99%, nHampumep, Ha 100%, uAeHTHYHA MOCIENOBATEIbLHOCTH
amuHOKuUCNOT, npencrasieHHod B SEQ ID NO: 278, u npeacrasisier co00il aHTUTENO
IgGl 4enoBeka/kanma denoBeka, Takoe kak IgGl wuyenoBeka/Km3, B KkoTOpom
KOHCTAHTHasi OOJIaCTh TSDKEJNOH LeNH COAEPIKUT CIEAYIOLINe 3aMEeHbl aMHUHOKUCIOT
otHocutenbHo SEQ ID NO: 348: S239D, I332E, G236A, A330L, M428L, N434S. B
HEKOTOPBIX BapHaHTAaX peajM3alMd JaHHbIE 3aMEHbl yIydmamT 3(deKTopHyro
¢byHKIMIO. B HEKOTOPBIX BapUaHTaX peaju3aliyl JaHHbIE 3aMEHbI YBEJIUYHBAIOT BPEMsI
NOJY’KM3HU. B HEKOTOpBIX BapHaHTaX peau3ali JaHHbIE 3aMEHbl YIIYYIIAIOT

3¢ GeKTOpHYIO QYHKIHIO U YIYYIIAIOT BPEMS IOy KU3HU.

[0099] B HekoTOpbIX BapuaHTax peajqu3aluy aHTUTENIO, KOTOpoe cBsi3biBaeTcs ¢ gpl20,
COZIEPIKUT MOCJIEN0BATENbHOCTh aMUHOKUCIOT VH anTuTena nporus gpl20, onucaHHOro
B JaHHOW 3asBke, U VL anTurena nporus gpl20, onmcaHHOro B JAHHOW 3asiBKE.
IIpumeps! nocnenosarenbHOcTeld amuHOKUCAOT VH m VL anturena nporus gpl20
BKJIFOHAIOT TMocienoBaTenbHocT, mnpencrasineHdbie B SEQ ID NO: 182 u 223,
cootrBerctBeHHO;, SEQ ID NO: 182 u 275, coorBerctBenno; SEQ ID NO: 182 u 278,
cootrBerctBeHHO;, SEQ ID NO: 182 u 292, coorBerctBenHno;, SEQ ID NO: 220 u 276,
cootrBerctBeHHO, SEQ ID NO: 465 u 276, coorBerctBeHHO; SEQ ID NO: 466 u 276,
cootrBerctBeHHO;, SEQ ID NO: 182 u 491, coorBerctBenHno; SEQ ID NO: 465 u 491,

103



cootrBerctBeHHO, SEQ ID NO: 466 n 491, coorBerctBenHo;, SEQ ID NO: 182 u 493,
cootrBerctBeHHO;, SEQ ID NO: 182 u 516, coorBerctBenno;, SEQ ID NO: 182 u 276,
cootrBerctBeHHO, SEQ ID NO: 182 u 569, coorBerctBenno; SEQ ID NO: 477 u 223,
cootrBerctBeHHO;, SEQ ID NO: 477 u 278, coorBerctBeHHo; SEQ ID NO: 477 u 292,
COoOTBeTCTBEHHO, U nocnenoBarenbHOcTH SEQ ID NO: 478 u 276, coorBercTBeHHO. B
HEKOTOPBIX BapuaHTax peanu3anuu aHtuteno conepskutr VH u VL, conmepxaiue
MOCJIEIOBATEIbHOCTH aMHUHOKHUCIOT, mnpencrasieHHbie B. SEQ ID NO: 477 u 278,
COOTBETCTBEHHO. B HEKOTOpBIX BapuaHTAaX peanu3alMMi KakJO€ U3 AAHHBIX AHTHUTEN
npencrasisier coboit anturena IgGlm17 uenoseka/Km3 uenoseka. B HekoTOphIX
BapMaHTaX  peaju3aluyd  JaHHble aHTUTeNa  COAepXKaT  IOCJeN0BAaTEeNbHOCTD
aMuHOKHUCHOT, npeacrasieHHyo B SEQ ID NO: 348 u/umu 351. B HekoTopbIX cityuasx
JNaHHBIE aHTUTEeNa coxepxkar nao 10 (mampumep, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10) 3amen
AMHHOKHUCJIOT (HampuMep, 3aMeH, BBEIEHHbIX st yiydieHus 3(pQGeKTopHOoi QyHKIHH
w/um  ysBenudeHuss BpemeHun mnonyxusHu) B SEQ ID NO: 348 w/wm 351,
COOTBETCTBEHHO. B HEKOTOpBIX BapHaHTax peaqu3aluy AaHTUTENO conxepkut VH,
cogepxauryto obnactu CDR 1 - 3 VH, u VL, comepxkamyto obmactu CDR 1 - 3 VL,
npudem obsactu CDR 1 - 3 VH u obnacti CDR 1 - 3 VL umerT nocienoBaTelbHOCTH,
npencrasiennsie B: SEQ ID NO: 137, 138, 139, 140, 141 u 142, cOOTBETCTBEHHO, U
COZIEPIKUT MOCJIEI0BATEIbHOCTD AMUHOKHCJIOT, NPECTAaBJICHHYIO B
nocnenoBarenbHOcTsIX SEQ ID NO: 348 u 351 ¢ or 1 mo 10 3amMeH aMHHOKHUCJIOT B
nocienosarenbHocty SEQ ID NO: 348 w/mimm 351, B HekoTOpbIX BapHWaHTax
peanusauuu aHTUTENO comepkut VH, comepskamyro obmactu CDR 1 - 3 VH, u VL,
conepskamyto oonactu CDR 1 - 3 VL, mpuyem obnactu CDR 1 - 3 VH u obnactu CDR
1 - 3 VL umerot nocnenoBarenbHOCTH, Tipenctasiennbie B. SEQ ID NO: 137, 138, 139,
140, 141 u 142, COOTBETCTBEHHO, U COAEPKUT MOCIEAOBATEIBHOCTD AMUHOKHUCIIOT,
npencrasieHHyro B nocienoarenbHOCTAX SEQ ID NO: 348 u 351 ¢ ot 1 go 10 3ameH B
nocnenoBaTenbHocTH aMuHOKkUCIOoT BHyTpu SEQ ID NO: 348. B HEKOTOpBIX BapHaHTax
peanusanuu aHTUTENO comepkut VH, conmepskamyro obmactu CDR 1 - 3 VH, u VL,
conepskamyto oonmactu CDR 1 - 3 VL, mpudem obnactu CDR 1 - 3 VH u obnactu CDR
1 - 3 VL umerot nocnenoBatenpHOCTH, ipenctasiennbie B. SEQ ID NO: 137, 138, 139,
140, 141 u 142, COOTBETCTBEHHO, U COAEPKUT MOCIECAOBATEIBHOCTD AMUHOKHUCIIOT,
npencraBieHHyo B nocieaoatenbHOCTAX SEQ ID NO: 348 u 351, co crnenyroummu
3ameHamu amuHOKucHoT B SEQ ID NO: 348: S239D, I332E, G236A, A330L, M428L,
N434S. B HeKOTOpBbIX BapHaHTaxX peaju3aluudud aHTuTeno conepxkut VH, comepkarryro

obiactu CDR 1 - 3 VH, u VL, conepsxxamyto obmactu CDR 1 - 3 VL, npuuem obnactu
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CDR 1 - 3 VH u obmactu CDR 1 - 3 VL uMeroT nocienoBareIbHOCTH, IPEICTaBICHHbIE
B: SEQ ID NO: 137, 138, 139, 140, 141 u 142, COOTBETCTBEHHO, U MPENCTABISIET COOOM
aaTuTeno dvenoseka IgGm17/Km3. B HEKOTOPBIX BapHaHTaxX pealu3alill aHTUTENO
conepxkut VH, conmepskamyro obmactu CDR 1 - 3 VH, u VL, conmepxkamyro obnactu
CDR 1 - 3 VL, npuyem obmactu CDR 1 - 3 VH u obmnactu CDR 1 - 3 VL umeror
nocnenoBareabHocTH, npeactasieHHbie B: SEQ ID NO: 137, 138, 139, 140, 141 u 142,
COOTBETCTBEHHO, U aHTUTEJO COJEPKUT JIETKYIO LeMb Kalma 4elIOBeKa, COAEPKalIylo
MOCJIEIOBATEIbHOCTE aMUHOKHCIIOT, npeacTasieHHyo B SEQ ID NO: 351, u mspkenyro
uens IgG1 annotuna ¢ nocnenoBaTeNbHOCTBIO AMUHOKHCIIOT, MPEACTaBlIeHHON B SEQ
ID NO: 348. B HeKkoTOpBIX BapHaHTax peanuzauuu aHtureno comepxutr VH u VL,
cozieprKallife Mocae0BaTEIbHOCTH aMUHOKUCIIOT, nipenacTtasieHHbie B: SEQ ID NO: 477
u 278, COOTBETCTBEHHO, U  COAEPKUT  MOCJIEAOBATENIBHOCTh  AMHHOKHUCIIOT,
npencrasieHnyro B nocaenosaTesbHOCTsIX SEQ ID NO: 348 u 351 c ot 1 o 10 3ameH B
nocnenosarenbHocTH amuHOKucnor SEQ ID NO: 348 w/mnm 351. B HexoTopbIX
BapMaHTax  peaqu3auuu  aHruteno cogepxxutr VH u VL,  coxepxamiue
MOCJIEIOBATENIbHOCTH aMUHOKUCIIOT, mnpencrasieHHsle B. SEQ ID NO: 477 u 278,
COOTBETCTBEHHO, U COAEPKUT MOCIEAOBATENbHOCTh AMUHOKHUCIIOT, MPEACTABIEHHYIO B
nocnenoarenbHocTssx SEQ ID NO: 348 u 351 ¢ or 1 mo 10 3aMeH aMHUHOKHCIIOT B
nocnenoBatenbHocTd SEQ ID NO: 348. B HEKOTOpBIX BapHaHTax peaiu3aliy aHTUTENO
comepxxutr  VH uw VL, copepxamue  MOCHEAOBATENbHOCTH  AMHUHOKHUCIOT,
npencraBiendbie B. SEQ ID NO: 477 wu 278, COOTBETCTBEHHO, W COAEPKUT
MOCJIEIOBATEIbHOCTh AMHUHOKHUCJIOT, TIPEICTABIIEHHYIO B TIocienoBaTeapbHOCTsIX SEQ ID
NO: 348 u 351, co cnenyromumu 3ameHamMu amMmuHOKUCIOT B SEQ ID NO: 348: S239D,
I332E, G236A, A330L, M428L, N434S. B HEKOTOpBIX BapHaHTaX peajn3aldyd aHTUTEIIO
comepxxutr  VH uw VL, copepxamme  MOCAEAOBATEIbHOCTH  AMHHOKHUCIOT,
npencrasienabie B SEQ ID NO: 477 u 278, COOTBETCTBEHHO, U MPEACTABISET COOOH
antureno venoseka IgGm17/Km3. B HEKOTOPBIX BapHaHTaX peau3allll aHTUTENO
comepxxutr  VH uw VL, copepxamue  MOCAEAOBATEIbHOCTH  AMHHOKHUCIOT,
npencrasierabie B. SEQ ID NO: 477 u 278, COOTBETCTBEHHO, U AHTHUTEJIO CONEPIKUT
JIETKYyI0 LieTb Kanma 4YeJoBeKa, COAEep Kally IOCIe0BaTeIbHOCTh aMHHOKHCIIOT,
npenacrasieHHyro B SEQ ID NO: 351, u mokenyro unenb IgGl ammoruna c

MOCJIEI0BATENBHOCTHI0 AMUHOKHCIIOT, NpeacTasieHHol B SEQ ID NO: 348.

[0100] B HEexOTOpBIX BapHaHTax pealnu3ali aHTUTENO, KOTOPOe CBs3bIBaeTcs ¢ gpl20,

COZEPKUT MOCJIEN0BATEIbHOCTD AMUHOKHCIIOT TSDKEJION LIeNH aHTuTena npotus gpl20,
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OMNMCAHHOIO B JTAHHOM 3asiBKe, W JIETKOM Lenu aHTuTesna npotus gpl20, onucaHHOro B
NAHHOW 3asiBke. [IpumMepbl MOCIENOBATENbHOCTEN TSKEJIOW LENUW U JIETKOW Lenu
aHTuTena nmpotuB gpl20 BKIIOYAIOT MOCIENOBATENbHOCTH, MpenacTasieHHbie B SEQ 1D
NO: 2 u 49, coorBerctBenno;, SEQ ID NO: 2 u 100, coorBerctBenno; SEQ ID NO: 42 u
101, coorBercTBerHo;, SEQ ID NO: 2 u 103, coorBerctBenHo; 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, coorBercrBenno;, SEQ ID NO: 2 u 117,
coorBerctBeHHO;, SEQ ID NO: 518 u 542, coorBercrBenHo; SEQ ID NO: 2 u 544,
coorBerctBeHHO;, SEQ ID NO: 2 u 567, coorBerctBeHHO, SEQ ID NO: 2 u 568,
coorBerctBeHHO; SEQ ID NO: 529 u 49, coorsercrBenno; SEQ ID NO: 529 u 103,
coorBercTBeHHO, SEQ ID NO: 529 u 117, cOOTBETCTBEHHO, U MocaenoBareabHocTH SEQ
ID NO: 530 u 101, cooTBeTcTBeHHO. B HEKOTOpBIX BapuaHTax peaju3aliy aHTUTEJIO,
KOTOpOe CBs3bIBaeTCsl ¢ gpl20, cOomepXUT TKENYyH LeNb € MOCIEAOBATEIbHOCTHIO
aMUHOKHUCJIOT, mnpencrtasienHoii B SEQ ID NO: 529, u nerkyro wmemnb C

NIOCJIEIOBATENbHOCTBI0 aMUHOKHUCIIOT, nipeacrasneHHoi B SEQ ID NO: 103.

[0101] AHTHTENA UM AHTUT€HCBSI3bIBAIOIME (DPArMEHTBI, ONIMCAHHbIE B JAHHOM 3asBKe,
MO>KHO IOJIyYUTb, HAIIPUMEp, MyTEeM IMOJIY4EHHUS U HKCIPECCUU HYKJIEHMHOBBIX KHCJIOT,

KOTOPBIC KOAUPYIOT MOCJICAOBATCIIbBHOCTU aMUHOKUCIIOT aHTUTEIA.

MynpTucnennduuecKknue aHTUTENA.

[0102] B IPYyroM acrieKTe HACTOSILIErO N300peTeHwsI MPEJIOKEHBI
MyJbTHCTIEUHUecKue aHTuTeNna. MynbTucnenupUyeckne aHTUTeNa MPEACTABISIOT
co0oli aHTHUTENA, KOTOPBIE CBSI3bIBAIOT JIBA MJIH OOJiee Pa3JIMYHBIX STHTOMNOB (Hampumep,
oucnerpuueckue aHTUTENA, TPEXBAJICHTHbIC AHTUTENA, YEThIPEXBAJICHTHBIE AaHTUTEIA).
AHnTtuTena mpotuB gpl20, omucaHHBIE BbIIE, MOIYT COCTaBJISITb  YacTb
MYJIBTHCTIENU(PHUECKUX aHTUTEL. Y MYJbTUCTICLHU(PUIECKUX AHTUTEN MOTYT OBITh CAUTBI
CBA3BIBAHUS C IO MEHbIIEH Mepe OJHMM JPYIrMM AHTUIE€HOM WMJIA OJHHMM JPYIuM
SMUTOINOM, KOTOPBIM HE CBS3bIBAETCS CAWTOM CBs3bIBAHMs aHTUTeNna npotus gpl20
myabTucnienuduueckoro  antutena.  Copepkamee  aHTHTENO  npotuB  gpl20
MyJIBTHCTIENU(PHUECKOE aHTUTENO MOXKET COAEPIKaThb JAOMEH NUMEPHU3ALMH U TPU WIIH
Oosiee (HarpuMep, TPH, YEThIPE, MATh, MECTh) CANTOB CBSA3BIBAHUS AHTUTEHA. TUMTUYHBIN
JOMEH auMepusauuu comepxkutr Fc-o0macte (wnm coctoutr w3 Hee). Copmepkainee
aHTUTeNo TpoTuB gpl20 mynpTHUCHENU(UUECKOE AHTUTEIO MOXKET COIep:KaTh (WU
COCTOAATh M3) OT TPeX IO MPHOJIHM3UTEIBHO BOCBMHU (T.€., TPH, YETBIPE, IATh, IIECTb,

CeMb, BOCEMb) CaWTOB CBSI3bIBAHUS AHTUT€HA. MyJbTUCIEHU(PUIECKOE AHTUTEIO
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HEeOoOs13aTeNIbHO CONEPIKUT MO MEHBIICH Mepe OAHY MOJUNENTUAHYIO Lenb (Harpumep,
IBE TOJIUMENTHUAHBbIE LENy, TPU TOJUNENTHAHBIE LEMH), MpUYeM yKa3aHHas(-ble)
NOJUNENTHHAsSA(-bIe) 1enb(-1) Conep kuT(-aT) TpU UK OoJiee BapHaOeNbHBIX JTOMEHOB.
Hanpumep, nomunentunHas(-bie) 1enb(-u) MOXKET(-IyT) conxepkarh, Hampumep, VDI1-
(XDn-VD2-(X2)n-Fe, wmmu  VD1-(X1)n-VD2-(X2)n-VD3-(X3)n-Fc, r1me VDI
npencrasisier codoil mepBblil BapuabenbHbI JoMeH, VD2 mpexncrasisier co0oit BTOpoit
BapuabenbHbIi oMeH, VD3 mpencrasnser coboii Tpetuil BapualenbHbI 1oMeH, Fc
npencrasisier coboit nmojumnentuaHyo nenb Fc-obmactu, X1, X2 u X3 npencrapisier
co0o¥ aMUHOKHCIIOTHBIN WIIM NMENTHIHBIN crieiicep, U n npeacrasiser codboi 0 wmm 1. B
HEKOTOPBIX CIIy4asX KaXkKAbIi M3 BapHaOeNbHBIX JOMEHOB MOXET IPENCTaBIATh COOOM
scFv.  Mynprucnerduueckue  aHTUTENAa  MOXKHO  JIETKO — MOJYYHTb  IyTE€M
PEKOMOMHAHTHON 3KCIPECCUU HYKJIEMHOBOH KHCIIOTBI, KOAMPYIOLIEH MOJIUIIENTHIHbIE

LIENY AHTUTEIA.

Bucneundunyeckue agtTurena.

[0103] B onmHOM acmekTe MyJbTHCIEHU(PUUECKOE AHTUTENO MPEACTaBIseT CoOOM
Oucneunduueckoe aHrutTeno. bucnenmduueckne aHTHTENAa MPEACTABISAIOT COOOM
aHTUTENA, KOTOpble OONANaroT CIeU(pUYHOCTSMH CBS3BIBAHUS C JBYMs Pa3JIUYHBIMU
snutonamu. bucnermduyeckoe aHTUTENO COAepkUT aABa “tuieda’. O@HO TUIEHO
Oucneruueckoro aHTUTENA CBS3bIBAET ONWH SIUTOMN, a JIPYyroe IUIeYo - APYrou
snuton. B onHOM BapuwaHTe peanu3zalvu OAHO TUIedo OucnenuUuYecKoro aHTUTeNa
CBSI3bIBACT MEPBBIN AHTUTEH, a APYroe Imiedo Oucnenn(puyeckoro aHTHTENA CBS3BIBAET
BTOpPOH aHTUreH. B JApyroM BapuwaHTe peaiu3aluu JBa Iule4a OHCIEenu(pUIEeCKOro
AHTUTECIIA CBA3BIBAKOTCA C ABYMsS PA3JIMYHBIMHA SMMUTOINAMU OOAHOTO U TOT'O K€ aHTUT'CHA

(marmpumep, gp120).

[0104] B onHOM acmekTe HacTosmiero M300peTeHHsl MPEeNIosKeHO Oucnenuduyueckoe
AHTHUTEJIO, KOoTOpoe cnermduuHo cBsi3biBaeTcs ¢ gpl20 u cnenuuIHO CBA3BIBAETCS CO
BTOPbIM aHTUI€HOM. B HEKOTOpbIX BapHaHTax pealu3allud BTOPOM AaHTHUIeH
NPEACTaBIsieT COOOH TPUITEPHYIO MOJIEKYJy Ha JielkouuTe, 4ToObl CHOKYCHPOBATh U
HAIPaBUTh MEXaHU3MBI KJIETOYHOH 3aIIUThI HA HHQHUIIUPOBAHHYIO KJIETKY. B HEKOTOPBIX
CJIydasix BTOPOH AaHTUTE€H MPENCTaBiIsieT COOOW MOJeKysy T-KJIeTOYHOro penenTtopa
(mammpumep, CD3, CD4); Fc-penenropsr msa IgG (FcyR), takue kax FcyRI (CD64),
FcyRII (CD32), FcyRIII (CD16); CD89; anturen BHUY-1 (mampumep, gp4l); CCRS;
npencrasutenb cemeiictBa KIR, Takoli kak WUMMYHOTJIOOYJIMH-TIOJOOHBIN perenTop

KJICTOK-KUJIJICPOB C TPEMA NJOMCHAMU Ig U MJIMHHBIM HUTOINIaA3MATHYECKHUM XBOCTOM 1
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(KIR3DL1), wuMMyHOrnOOyJUH-TIONOOHBI PELenTop KJIETOK-KHJUIEPOB € TPeMs
noMeHamu Ig wu  gnmHHBIM - muToruasmatuueckuM  xpoctom 1 (KIR3DL1),
UMMy HOTJIOOYJTMH-TIONOOHBIA PELEenTop KJIETOK-KIJUIEPOB € IBYMsI AOMeHaMH Ig u
IUIMHHEBIM LuTorutasMatuaeckuM xBoctoM 1 (KIR2DL1), nMmyHOrnoOyamH-nogo0HbIiH
peuenTop KJIETOK-KUJUIEPOB C IBYMsI JOMEHAMHU Ig M JUIMHHBIM IIUTOIUIA3MaTHYECKUM
xBoctoM 2 (KIR2DL2), uMMyHOrnoOyJUH-TIONOOHBIA PEnenTop KIETOK-KUIUIEPOB C
aByMsi aoMeHamu Ig w pnmHHBIM nuTorUIasmatudeckuM xsoctoM 3 (KIR2DL3);
peuentop cemeiictea NKG2, Takol kak JekTHH-onoOHbIA peuentop Cl kieTok-
kusepoB (KLRC1), nexktun-monoOHbiii penentop C2 knerok-kumiepoB (KLRC2),
nexTuH-nmopoOHe  peuenrop C3  knertok-kmwiepoB (KLRC3), nektuH-nmomnoOHbBIN
peuentop C4 knerok-kmuiepoB (KLRC4), nextuH-monoOHbIi penentop D1 kierok-
xwiepoB (KLRD1), nextun-nomoOueii penentop K1 knerok-kmmiepo (KLRK1);
3aIyCKalOIUNA €CTECTBEHHYIO LIUTOTOKCUYHOCTh PELENTOpP, TaKOH Kak 3aIlyCKaroIlui
ecTecTBeHHYI0 LHUTOTOKCHYHOCTH penentop 3 (NCR3 wumum NKp30), 3amyckarouuii
€CTeCTBeHHYK HUTOTOKCHYHOCTh perentop 2 (NCR2 wumu NK-p44), 3anyckarouimii
ecTecTBeHHYIO LUTOTOKCHYHOCTH perentop 1 (NCR1 um NK-p46), CD226 (DNAM-1),
MOJIEKYJTy LUTOTOKCHYeCKuX u peryistopHbix T-kierok (CRTAM wum CD355);
npencrasuTenb cemeiictea SLAM, Takoil kak mpencTaBUTeNb | ceMelcTBa CUTHAIBHBIX
mogiekyd aktuBauuu JuMmdonuros (SLAMF1), CD48 (SLAMEF2), antures 1umM¢pOLUTOB
9 (LYY umu SLAMEF3), CD244 (2B4 unu SLAMF4), CD84 (SLAMFS), npencraButeb
6 cemeiictrea SLAM (SLAMF6 wmu NTB-A), npencraButens 7 cemeiictBa SLAM
(SLAMF7 umu CRACC); CD27 (TNFRSF7), cemadopun 4D (SEMA4D umu CD100),
wim CD160 (NK1). B HekoTOpbIX BapHaHTax peaju3alli BTOPOE ILIEYO

oucnerpuueckoro aHTHTENA CBSI3bIBAECT OTIIMYHBIN riuTon gp120.

[0105] B nomonHUTENPHOM BapuaHTe pealu3aluud  MOJieKysa Oucrnenuduyueckoro
aHTHUTENa COTJIACHO HACTOSIIEMY H300PETEeHHIO BKIFOYAET AHTHTEJIO C JBOWHBIM
BapuabenbHbIM 1oMeHOM (DVD-Ig), rae kaknas jgerkas Henb U TsDKeIast Helb COAEPIKUT
IBa BapuadENbHBIX JOMEHA, PACIOJIOKEHHBIX MOCIEIOBATENIBHO Yepe3 KOPOTKYHO
nentuaHyo cBs3b (Wu u np., Generation and Characterization of a Dual Variable
Domain Immunoglobulin (DVD-Ig™) Molecule, B Antibody Engineering, Springer
Berlin Heidelberg (2010)). B HekoTOpbIX BapHaHTax peajiu3auuu Oucnenuduyeckoe
AHTHUTENIO TPENCTABISAET COOOHW CBSI3aHHBIH XUMHYECKOW CBSI3bIO OucCrerm(uuecKuii
¢parment (Fab')2. B npyrux BapmanTax peanusanuu Oucnennuyeckoe aHTUTENO

BKJIFOYAET TaHAEMHble auarena TaHmgad (tandab, T.e., ciamsiHME NBYX OJHOLIENOYEUHBIX
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AMaTeNl C TOJYyYeHHEM 4YeThIPEXBAJICHTHOrO OUCTEeLH(pHYECKOro aHTUTENa, KOTOpOe
COIEPKUT JIBA CalTa CBSI3bIBAHUS C KaXKIbIM M3 ILIEJIEBbIX AHTUIE€HOB). B HeKoTOpBIX
BApUAHTAX peajn3aluy OMCrenu(prIecKOe aHTUTENO MPEACTABIsAET cOOOH (ekcuTeno
(flexibody), koTopoe nmpencrasisier codoit komOuHaIHIO pparmeHToB scFv ¢ nuarenom ¢
NOJyYeHHEM TMOJHMBAJICHTHOH MOJIEKYJbl. B elle OIHOM BapuaHTe peaju3aLuu
oucnenuduyueckoe aHTUTENO comepkuT Mosekyy “dock and lock” Ha ocHOBe “nmomMeHa
OUMEpPHU3alMi U CTHIKOBKM B MPOTEUHKHHA3€e A, KOTOpas, KOrja €€ HCIOJb3YIOT C
¢parmentamu Fab, MoxeT MO3BONUTH MOJNYYUTH TPEXBAJCHTHBIA OHCIEIU(PHUECKUIT
CBSI3BIBAIOINUIT O€JIOK, COCTOSIIMI U3 ABYX MIACHTHUYHBIX (pparmeHToB Fab, cBsi3aHHBIX C
otanuHbIM pparmenTom Fab. B npyrom npumepe Oucnennduyeckre aHTUTENA COTIACHO
HACTOSALIEMY U300pETEHHIO Colepkar “MoJieKyJy Scorpion”, COAepsKallylo, Harpumep,
nBa scFv, cauteix ¢ obonmmu koHuamu Fab-rueda uwenoseka. B eme omHoM Bapuante
peanuzanuu  OucrenM(pUUECKOe AaHTHTENO COINIACHO HACTOSIIEMY H300pETeHUIO

BKJIFOYACT JHUATECIIO.

[0106] ITpumeps! knaccoB OUCTEM(PUUECKUX AHTUTEN BKJIIOYAIOT, HO HE OTPaHHUYEHbI
nepeurcieHHbIMU: 1gG-monoOHBIE MONEKyJBl ¢ KOMILIeMeHTapHbIMU noMeHamu CH3,
4yTOOBl YCKOPHUTH TIeTeponuMepHu3auuio, ciutble ¢ IgG  Monekynbpl, B KOTOPBIX
noJiHOpa3MepHble aHTurena IgG ciautbl ¢ gomonHuTeNbHbIM (parmeHToM Fab wmmm
yactamu (¢parmenta Fab; cmuteie ¢ Fc Monekysbl, B KOTOPBIX OJHOLETOYECYHBIE
MoJieKyJibl Fv min cTtabuinn3upoBaHHbIE OUATENa CIUTHI C KOHCTAHTHBIMH JTOMEHAMH
TsDKEJION 1erny, obnactsimu Fc wimm ux yactsmu; ciutble ¢ Fab Monekynbl, B KOTOPBIX
paznmuunble Fab-pparMeHTsl ciiuThl Apyr ¢ npyrom;, pekomOuHaHTHble [gG-nogoOHbIe
MOJIEKYJIbI C ABOWHOM CIEIM(PHUYHOCTBIO, B KOTOPBIX KaJKAAst 3 IBYX CTOPOH MOJIEKYJIbI
cogepxut ¢parmeHt Fab mmm vacte ¢parmenra Fab u3 mo menbmeii mepe aByx
Pa3IUYHBIX AHTHUTEN, aHTUTEJNAa HAa OCHOBe SCFV W nmarena u aHTUTENa U3 TSKEIBIX
nerield (HampuMmep, JOMEHHbIE AHTHTENA, HAHOTENa), B KOTOPBIX PAa3JInYHbIC
OJHOLIETIOYEeUHbIe MOJIEKYJIbI Fv, My pa3nuyHble AuaTena, Wi pa3inyHble aHTUTENA U3
TSDKEJIBIX LeTel (HampuMep, TOMEHHbIE aHTUTENa, HAHOTENA) CIIUTHI IPYT C APYTrOM TN

C IpyruM OEJIKOM WJIM MOJIEKYJIOH HOCUTEJIS.

[0107] IMpumeprr Fab-cnurbix  Oucnennuyecknx aHTUTEN BKIKOYAKOT, HO HE
orpaHudeHbpl nepeuucieHHbIMU.  F(ab), (Medarex/AMGEN), aHTtuTena nBOWHOTO
nevictust (Dual-Action) nmm Ouc-Fab (Bis-Fab) (Genentech), Dock-and-Lock (DNL)
(ImmunoMedics), OuaneHtHble Oucrnenududeckue anturena (Biotecnol) u Fab-Fv

(UCB-Celltech).
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[0108] IIpumeps! anTuTen Ha OcHOBe scFv, Ha OCHOBe nuaTen U AOMEHHBIX AHTUTEN
BKJIFOYAIOT, HO HE OrPaHWYEHbl NEPEUYNUCIICHHBIMU. TpUBJIEKAOINA T-KiIeTku
oucnermduueckuii axtuBarop (BITE) (Micromet), tangemunoe nuateno (Tanpmad)
(Affimed), TEeXHONOTHIO MEPEOPUEHTUPYIOLIETOCS AHTHTENA C ABOWHOW apPUHHOCTHIO
(DART) (MacroGenics), onnonenoudeynoe auareno (Academic), TCR-momoOuble
anturena (AlIT, PenenropLogics), cuTeili OeJI0K CHIBOPOTOYHOTO albOyMHUHA YEJOBEKa
u ScFv (Merrimack) u COMBODY (Epigen Biotech), HaHoTtena ¢ aBOWHON
cneunpuyHOCTHIO (Ablynx), U HOMEHHBIE aHTUTENA, COAEPKAIIHUE TOJBKO TSIKENYIO

L[eTTb, C IBOMHON CIeM(PIUHOCTBIO.

AHTI/IFGHCBHSBIBaIOH_II/Ie d)DaFMeHTbI.

[0109] B 00Bpem Hacrosiimero u300peTeHHs! BXOAST aHTUI€HCBA3BIBAIOIINE (PparMeHThI
anTuten mnpotuB gpl20, omnucaHHBIX B JAHHOW 3asBKE. AHTUI€HCBSI3bIBAIOLIME
¢dparmentsl anturen (Hanpumep, scFv, sc(Fv),, Fab, F(ab),, Fab’, F(ab’),, Facb u Fv)
MOXKHO TIOJIyYHTb, HAIlpUMep, C IMOMOILIBI0 PEKOMOMHAHTHBIX CIIOCOOOB MJIM IyTEM
NPOTEOJUTHYECKOTO PpACLICIUIEHUs] MHTAKTHBIX aHTuUTes. Hanpumep, ¢parMeHThI
AHTUTEJIA MOJKHO IOJIy4HTh IyTeM 00pabOTKH MOJHOPA3MEPHOTO aHTUTeNa (PePMEHTOM,
TAaKUM KaK MarnauH, MEeNCUH WM IUla3MuH. B pesynbraTe paciuensieHus ManaunHoM
NOJTHOpPAa3MepHBIX aHTUTeN oOpasyrorcs (parmentsl F(ab)2 mmm Fab; pacmernnenue
MEeTICUHOM TOJHOPAa3MEPHBIX AHTUTEN MPUBOAUT K obOpasoBanuto F(ab’), wmm Fab’; u
pacuieryieHue IUJIa3MHHOM TOJIHOPAa3MEPHBIX AHTUTEN MNPUBOAUT K OOPa3OBaHUIO

¢dbparmenToB Facb.

[0110] B kauectBe anbTepHATUBBL, (PArMEHTBl AHTHUTEJIA MOXKHO MOJYYHTb
pPEeKOMOMHAHTHBIM criocoOoM. Hampumep, HYKJIEHMHOBBIE KHCJIOTHI, KOZHPYIOLIUE
UHTEpecyroIne (parMeHThl aHTUTEJ, MOXXHO CKOHCTPYHPOBATb, BHEAPUTH B BEKTOP
SKCIIPECCUH U HKCIPECCHPOBATh B MOAXOMALINX KileTKax-xo3seax. Cm., Hampumep, 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 ap., Methods in Enzymology, (1989) 121:663-669 (1989); u Bird, R.E. u
ap., TIBTECH, 9:132-137 (1991)). ®@parMeHTbl aHTHTEI MOTYT 3KCIPECCHPOBATHCS B F.
coli M CekpeTHpPOBaThCS M3 Hee, TAKUM 00pa30M, MO3BOJISAS JIETKO MOJNy4YaTh OOJbIINE
KOJINYECTBA JAHHBIX (PparMeHTOB. PparMeHThl AaHTUTENA MOYKHO BBIIEINUTD U3 (ParoBbIX
Ooubmmuorek antuten. B kadecTBe anmpTepHaTHBBL, (parmeHTel Fab'-SH MoxHO

HEMOCPECACTBCHHO BbLIACIUTE U3 E. coli u XumMu4ecKHMM CIocoooM COCIUHUTL C
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nonyueHueM ¢parmentoB F(ab), (Carter u ap., Bio/Technology, 10:163-167 (1992)). B
COOTBETCTBUM C ApyruMm moxxoxom, ¢parmentel F(ab'), MOXHO  BBIOETUTH
HETIOCPEACTBEHHO M3 KYJbTYpbl PEKOMOMHAHTHBIX KJIETOK-X03sieB. Pparmentsl Fab u
F(ab'); ¢ yBenuueHHbIM BpeMeHEM MOJYXKU3HH 71 ViVo, COIepIKaIlfe OCTAaTKU SIUTOIA

CBSI3BIBAHUS peLenTopa peyTunusanuy, onucansl B nateHTe CIIIA Homep 5869046.

Munuanrurena.

[0111] Takxke B 00BEM HACTOSIIEr0 W300pETEHUS BXOASIT MHUHUAHTHUTENA, KOTOPBIE
cBs3biBatoT gpl20. MuHuaHTHUTENa BKIOYAKOT JAMaTeNa, oxHouernoudedHoe (scFv) u

onnouenoudeuHoe (Fv), (sc(Fv)z).

[0112] “Jlmareno” mpexncraBisieT coOOM OWMBAJEHTHOE MHUHHUTENIO, CKOHCTPYHPOBAHHOE
nyTeM CIusiHUs reHoB (cM., Hanmpumep, Holliger, P. u np., Proc. Natl. Acad. Sci. U. S.
A., 90:6444-6448 (1993); EP 404097, WO 93/11161). luatena npencTasisitoT coOoit
OUMeEpBI, cocTosimuue u3 AByx nomunentunsbix neneidl. Jlomenst VL u VH xaxnoit
NOJIMNENTUIHON LieNM OuaTena CBs3aHbl JUHKepamu. Konn4ecTBO aMHHOKUCIOTHBIX
OCTAaTKOB, KOTOpBIE COCTABJBIFOT JIMHKEP, MOXKET COCTaBJATH OT 2 10 12 ocraTkoB
(Hampumep, 3 - 10 OCTaTKOB WJIH MATh WM MPUOIU3UTENIBHO TISITh OCTATKOB). JIMHKEpBI
MIOJIUTIENITHIOB B JHUaTeNie OOBIYHO CIIMIIKOM KOPOTKHe, 4ToObl mo3Bonuth VL u VH
CBs3aThCsl APYr ¢ apyroMm. Takum obOpasom, VL u VH, xomupyembie B BUAE OIHOI
NOJIUMENTHAHOW IIeMHd, HE MOIyT OOpa3oBbIBaTh OJHOLEMOYEYHBbIH (parmMeHT
BapuabenpbHONW OONACTH, HO BMECTO 3TOro o00pas3ylT auMep C OTJIMYHBIM
OIHOLIETIOYeUHbIM (h)parMeHTOM BapualenbHO obnmactu. B pesyibrare, nuaresno

COACPKUT ABE€ aHTUT'CHCBA3BIBAOIIINE obactu.

[0113] scFv mpencraenser coOOH aHTHTENO W3 OJHOLIETIOYEYHOrO IOJUIMENTHAA,
nosiyueHHoe nyteM coenuHeruss VH u VL ¢ momoinsto nuHKepa (cM., Harpumep, 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, Huio-Hopk, ctp. 269-315, (1994)). IMopspox VH u VL, xoropsle GyayT
COEMHATh, 0COOO0 HE OrpaHHuYeH, M HMX MOXKHO pacrojiaratb B JIOOOM MOpSIKE.
IIpumepsr pacnonoxkenuit BritouaroT: [VH] nmunkep [VL]; wmm [VL] nunkep [VH].
Obnacte V nem H u obnacte V nenu L B scFv mMoxker mpoucxoauts u3 JH000T0
aHTuTeNna npoTuB gpl20 WM ero aHTUIeHCBS3bIBAKOIIETO (PparMeHTa, OMHUCAHHOTO B

NAHHOU 3asIBKE.

111



[0114] sc(Fv), npencrasnsier codoit muaHTENO, B KOTopoM n8a VH u nBa VL cBszaHbI
JuHKepoM ¢ obpasoBanueM oxnoi nenu (Hudson u np., J. Immonol. Methods, (1999),
231: 177-189). sc(Fv)2 MOXHO TOJYyYUTh, HAIPUMEP, MyTEM COENUHEHHs (ParMEHTOB
scFv ¢ momompio nmHKepa. sc(Fv): cormacHo HacTosmemMy U300pETEeHHIO BKJIFOYAIOT
aHTHTENa, B KOTOPBIX NpeanoutuTenbHo 18e VH u ne VL pacnonoskeHsl B ClIeAyOIIeM
nopsinke: VH, VL, VH u VL ([VH] nunkep [VL] muakep [VH] nmunkep [VL]), HaunHas
¢ N-KOHIIa OTHOLIETIOYEUHOTO MOJIMIIENTHAA;, TEM HEe MeHee, mopsiaok AByX VH u aByx
VL He orpaHn4eH yKa3aHHBIM BBILIE PACIIONOKEHHEM, U OHHU MOTYT Pacrojaratbcs B

mobom nopsiake. [IpuMeps! pacnosoKeHUH NepeunciIeHbl HUXKe:

[VL] nunkep [VH] nunkep [VH] nunkep [VL]
[VH] nunkep [VL] nunkep [ VL] nunkep [VH]
[VH] nunkep [VH] munxep [VL] nunkep [VL]
[VL] nunkep [VL] nunkep [ VH] munkep [VH]
[VL] nunkep [VH] nunkep [VL] muukep [VH]

[0115] OObIuHO, HEOOXOAMMO TPHU JIMHKEpA, €CJIM COSNUHSIOT YeThipe BapuabesbHbIe
o0NacTH aHTHUTENA; WCIOJNb3yeMble JIMHKEPhl MOTYT OBbITh HWACHTHYHBIMU  HJIH
paznuuHbIMU. HeT ompeneneHHOro OrpaHUYeHMs] Ha JIMHKEPBI, KOTOPbIE COEOUHSIOT
oomactu VH m VL wmuHuantutesn. B HEKOTOpBIX BapHaHTaX peaU3alllHl JIMHKEP
npeacrasisier coOoil menTuAHbI JUHKep. JIF00OW NPOU3BOJIBHBIN OIXHOLETIOUEYHBbIH
MENTH]I, COOEPKAIINI MPUOTU3UTEBHO OT TPeX A0 25 ocTaTkoB (Hampumep, S5, 6,7, 8, 9,
10, 11, 12, 13, 14, 15, 16, 17, 18), MOXHO NMPUMEHATb B KadyecTBe JHUHKepa. [Ipumepbl
TaKUX MENTUAHBIX JUHKepoB BmodaroT: 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 npencrasisieT coOOM 1eJioe YHUCIIO, PABHOE
enunnie win oonee; u (Ser Gly Gly Gly Gly)a (SEQ ID NO: 436), rae n npencrapisieT

co0o0i1 eyoe YuCIio, paBHOE SAUHUIIE HITH OoJiee.

[0116] B HekoTOpbIX BapHWaHTaxX peau3aliy JIMHKEP MPEACTaBisieT COOOM JMHKEp Ha
OCHOBE CHHTETUYECKOTO COENUHEHUs (XUMUYECKHI MEePEeKPEeCTHO CUIMBAIOLINI areHT).
IMpumepbl TEPEeKPECTHO CINUBAIOLINX AareHTOB, KOTOPbIe JOCTYIHBI HA PBIHKE,
BKouaroT  N-rugpokcucykiumaumun  (NHS),  mucykumaumuamncyoepar  (DSS),

ouc(cympocyknunumuamnn)cyoepar  (BS3),  auTHoOHC(CYKIMHUMUAHITIPOITUOHAT)

112



(DSP), auTHOOUC(Cy b OCY KIIMHIMHIMIIITPOITHOHAT) (DTSSP),
Onc(CyKUMHUMHUIWICYKIIHAT) STUJICHIJIUKOJISA (EGYS),
ouc(cybHOCYKITUHUMUAUIICYKIIHHAT) STUJICHTJTHKOJIS (cynpdo-EGS),
mucykuuHIMummraptpat  (DST), aucynbdocykumanmununraprpar  (cynbdo-DST),
ouc[2-(cykuuanmunookcukapbonmiokcu )atmi|cyiaspon (BSOCOES) wu  Ouc[2-

(cynbpoCcy KUMHUMHUIOOKCUKAPOOHUIIOKCH )3 THIT | CyIb(oH (cynbho-BSOCOES).

[0117] IMTocnenoBarenbHOCT, amMuHOKUCIOT VH wmnu VL B MUHMAHTUTENAaX MOXKET
cofiepKaTh MOAU(UKALNY, TaKHE KaK 3aMEHbl, AeNelnH, NOOAaBIeHHUs W/WIN BCTABKH.
Hanpumep, mopupukauus moxer ObiTb B ofgHON nim Oonee obmactsax CDR antutena
npotuB gpl20 unam ero aHTUreHCBsA3bIBaKOIIEro ¢parmeHta. B HEKOTOpBIX BapHaHTax
peanuzanuy MOIU(pHUKALHs BKIIOYAET OJHY, IBE€ WIN TPU 3aMEHbI AMUHOKHCIIOT B OTHOM
i 6onee CDR nomena VH n/unu VL munutena npotus gpl20. Takue 3aMeHb! BBOIAT,
4yTOOBI YJIYYIINTh CBSI3bIBAHME W/HIH (YHKLHMOHAIBHYK aKTHBHOCT MMHUTEJA MPOTUB
gp120. B npyrux BapuaHTax peaju3aldu OIHY, IBE WIA TPU aMUHOKHCIIOTHI B 00J1aCTSX
CDR anrtutena npotuB gpl20 MM €ro aHTUIeHCBSI3BIBAKOLIETO (parMeHTa MOKHO
YAQJIUTDb WM BCTABUTD MIPHU YCJIOBUHU, YTO MPUCYTCTBYET aKTUBHOCTD CBsA3bIBaHUA gp120

n/mmm QyHKLIHMOHANbHAsI aKTHBHOCTD, koraa VH u VL coenuneHsl.

[0118] B HexkoTOpBIX BapuaHTax peaju3allid AHTUTENa U UX AHTUTCHCBSI3bIBAIOLINE
(dbparMeHThI, ONMUCAHHbIE B JAHHOW 3asiBKE, HE COAEPKAT CHUTHAJbHBIA menTua. B
HEKOTOPBIX BapUAHTAX peaM3aldy aHTUTENA U UX AHTHIEHCBS3BbIBAIOIINE (DParMeHThI,
OTHMCAaHHbIE B TAHHOMU 3asiBKe, copepskaT N-KOHIEBOW CUTHaNbHBIN nenTua. CUrHaibHbINA
NENTH MOKET TPEACTaBIATh COOOH SHIOTEHHBIH CUTHAIBHBIA MEeNTUA (HampuMmep, u3
HATHBHOTO OeJlka MMMYHOTJIOOYJIMHA WK OeJika MMMYHOTJIOOYJIMHA UKOTO TUMA), UIIH
U3 TeTEePOJOTMYHOrO NOJHIeNnTHAA (HAMpUMEp, OTJIMYHOTO OT HMMYHOIJIOOYJIMHA
Oenka). B HEKOTOpPBIX BapuaHTaX peaJH3alUU TeTePOJOTHMYHBIN CHUTHAJBbHBIN NENTHN
NOJIy4eH U3 CEKpeTHpyeMoro Oenka, Harmpumep, Oeslka ChIBOPOTKH, UMMYHOTJIOOYJIHHA
WM LIUTOKWHA. B HEKOTOPBIX BapuaHTax pealu3alliyi CUTHAJbHBIN MEeNTH MOJY4YeH U3
CHTHAJIBHOTO MENTHIA CBIBOPOTOYHOTO aJIb0yMUHA (HAIPUMED, € MOCIE0BATEIbHOCTHIO
amuaOoKncIoT KWVTFISLLFLFSSAYS (SEQ ID NO: 620). B HekoTOpbIX BapuaHTax
peanu3al CUTHAJBHBIA TENTHA COAEPKHUT TOCIEAOBATENIbHOCTb, BBIOPAHHYIO H3
rpymmel, cocrosmet 3 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), 51
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MDPKGSLSWRILLFLSLAFELSYG (SEQ ID NO: 626). CurHaipHbIH MENTHI MOXHO
pa3paboTtath TakuM 00Opa3oM, YTOOBI OH OTLIETUISIICS, HANPHUMEp, MOCTe CEKPEeLHd M3
KJIETKH, ¢ 00pa3oBaHHEM 3peNioro ciuroro Oenka. MonupuIMpOBaHHBIA CHUTHAJIBHBIN
HEeNTU CHIBOPOTOYHOrO ajbOyMHHA dYeNOBeKa Ui CEKpeUuH OENIKOB M3 KIETOK,
KOTOpble MOTYT HAWTH TNPUMEHEHHE Ui SKCIIPECCHU CIHUTHIX OENKOB COTJIACHO
HacTOsIIEMY M300peTeHuI0, ONucaHbl, Hanpumep, B Attallah u np., Protein Expr Purif.
(2017) 132:27-33. JIomOJIHUTENBbHOE PYKOBOACTBO IO BBIOOPY IOCIEAOBATENBHOCTEMH
CUTHAJIbHBIX MENTHIOB Ui MPUMEHEHHUs JJIs1 SKCIIPECCUU ONMHMCAHHBIX B JAHHOH 3asBKe
aHTUTEN U MX aHTUT'€HCBSA3BIBAIOIINX (pparMeHTOB omucaHo, Hanpumep, B Kober u ap.,
Biotechnol Bioeng. (2013) 110(4):1164-73; Gibson u np., Biotechnol Bioeng. Centsa0pb
2017 r.; 114(9):1970-1977; Lin u np., Biotechnol J. Centsbpy 2017 r.;12(9). dot:
10.1002/biot.201700268 (PMID 28727292);, Ramezani u ap., Protein Expr Purif. Uonb
2017 r.; 135:24-32; u Haryadi u np., PLoS One. 23 ¢espans 2015 r.; 10(2):e0116878.
ITpu HEOOXOmMMOCTH, TsDKeNash Lelb M JIerkas Lelb, WM UX aHTHICHCBS3bIBAIOIINE
(parMeHTbl, MOTYT COXEP)KATh OJMHAKOBBIE WMJIM PA3JIMYHbIE CHUTHAJbHBIE MENTHIBI,

KOraa OHU SKCHPECCUPYHOTCs B BUAEC OTACIIbHBIX OeNKOoB.

Moaudukamu Fc.

[0119] B HexOoTOpBIX BapuaHTax peaju3alMi aHTUTeNAa COTJIACHO HACTOSLIEMY
U300pETEHHIO COIepKaT OAHYy Wi Ooyiee MOAUPUKALMEA MOCIENOBATEIHBHOCTH
AMUHOKHUCJIOT B KOHCTaHTHOH oOjactu Tsokenmoi uenu (Fc) mo cpaBHEHUIO C
NOCJIe0BATENbHOCTBI0 aMUHOKHCIIOT IgG1m17 (t.e., SEQ ID NO: 348). B HekoTopbIX
BAPHUAHTAX pEaJM3alii aHTHUTEJA COMIACHO HACTOALIEMY H300PETEHHIO CONEpIKAT OHY
win O6osnee MOTU(UKALIMI MTOCIEIOBATEIFHOCTH AMUHOKHCIIOT B KOHCTAHTHON O0JIacTH
Tspxesion nenu (Fc) mo cpaBHeHuro ¢ Apyrumu aHtutenamu npotuB BUY, Takumu kak
anTuTeNno A wim aHTUTeN0 B. B HEKOTOpBIX BapWaHTax peaju3aliH JaHHbIE
MOMU(UKAIIMN TIOBBIIIAIOT CTAOWJIBHOCTD WJIM TMOBBIMAT aGPUHHOCTH CBSI3bIBAHUS
MOIU(UIIMPOBAHHOTO AHTUTENA TIO CPABHEHUIO C aHTUTEJIOM A wim aHtuteiom B. B
HEKOTOPBIX BapHUAHTAX PEAJN3aLUN JaHHbIE MOIU(UKALMHN TOBBIIAIOT CTAOMIBHOCTB
Wi NOBBIIAT 3((GeKTopHY0 (QYHKUHIO MOAU(GUIMPOBAHHOTO AaHTUTENA 10
CPAaBHEHHIO C aHTUTEJIOM A WM aHTUTENOM B. B HEKOTOPBIX BapHaHTaX pean3aliu
HEKOTOpbIE W3 JaHHBIX MOAU(PUKAIMHA yJIydmarT (apMaKOKUHETHKY AaHTHTENa I10
CPAaBHEHHIO C aHTUTEJIOM A WM aHTUTENOM B. B HEKOTOPBIX BapHaHTaX pean3aLfu
HEKOTOpbI€ M3 NaHHBIX MOJU(UKALMI YBEIUYHBAOT BPEMs IMOJY)KU3HU AHTHTENA IO

CpPaBHEHUIO ¢ aHTUTeJIOM A wunu antutenoM B. B apyrux BapuaHTax peanuzanuu
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HEKOTOpPbIEC U3 JNaHHBIX MOAM(UKALNU MOBHIMAT 3P PEKTOPHYIO (PYHKIMIO aHTUTENA U
yIy4IIaT GapMaKOKHHETHKY aHTUTENA 110 CPABHEHHIO C AHTUTEJIOM A WJIM aHTUTEJIOM
B. B npyrux BapuaHTax peann3aliii HEKOTOPbIE U3 JaHHBIX MOIU(PUKALIUH MOBBIIAIOT
3¢ ¢deKkTopHY0 (QYHKIHMIO aHTUTENA M YBEIMYUBAIOT BPeMsl MOJY)KM3HH AHTHUTENA II0
CPaBHEHUIO C aHTUTEJOM A wiu aHTUTeNOM B. B HEKOTOpBIX BapuaHTax peaju3aluu
anTuteno comep:xkut VH, conmepskamyro odmactu CDR 1 - 3 VH, u VL, conepxkarryto
obmactu CDR 1 - 3 VL, npuuem obnactu CDR 1 - 3 VH u obnmactu CDR 1 - 3 VL
HUMEIOT TOoCyenoBaTeabHOCTH, ipencrasnennbie B: SEQ ID NO: 137, 138, 139, 140, 141
u 142, COOTBETCTBEHHO, U COAEPIKUT KOHCTAHTHYIO 0O0JIaCTh TSDKEJION LENU C OJHOU TN
Oonee MonupUKaLUAMHU MOCIENOBATENBHOCTH aMUHOKHUCIOT 1o cpaBHeHHo ¢ SEQ ID
NO: 348. B HekoTOpBIX BapuUaHTax pealu3alud aHTUTena npotus gpl20 wunwm
cszbiBaroue gpl20 pparmentsl cogepxkatr VH, kotopas no mensiueii mepe Ha 80%, no
MeHblell Mepe Ha 85%, mo meHblieil Mepe Ha 90%, mo meHbluel mepe Ha 91%, o
MeHblIell Mepe Ha 92%, no meHblieil Mepe Ha 93%, mo meHbluel mepe Ha 94%, 1o
MeHblIell Mepe Ha 95%, no meHbliedl Mepe Ha 96%, mo MeHbluel mepe Ha 97%, 1o
MeHblel mepe Ha 98%, mo Mmenblieil Mepe Ha 99%, Hanmpumep, Ha 100%, uneHTUYHA
MOCJIEIOBATENIbHOCTH aMUHOKHCIIOT, TpenctaBieHHoir B SEQ ID NO: 477, u VL,
KOTOpasi mo MeHbleil mepe Ha 80%, mo MeHbIel Mepe Ha 85%, MO MeHblIEH Mepe Ha
90%, o menbiel Mepe Ha 91%, o MeHbIel Mepe Ha 92%, o MeHbIel Mepe Ha 93%,
1o MeHblIel Mepe Ha 94%, o MeHbluel Mepe Ha 95%, no meHbIuel Mepe Ha 96%, mo
MeHblel Mepe Ha 97%, nmo Menblieil mepe Ha 98%, mo meHbiuell mepe Ha 99%,
Hanpumep, Ha 100%, nneHTuyHa NOoCae0BaTeIbHOCTH aMUHOKUCIIOT, NIPECTaBIeHHON
B SEQ ID NO: 278. B HekoTOpbIX BapUaHTaxX peaju3aluu aHTuTeno coxepxut VH u
VL, copepkalue mocienoBaTeIbHOCTH aMUHOKHCIOT, nipeactasieHHbie B: SEQ ID NO:
477 u 2778, COOTBETCTBEHHO, M COJEPKUT KOHCTAHTHYIO 00JIaCTh TSKEJION LIeMU ¢ OTHOMN
win Oosee MOIMPUKALUSIME MTOCIENOBATEIBHOCTH aMHUHOKHUCIIOT MO CpaBHEHHUIO ¢ SEQ
ID NO: 348. B HekoTOpbIX BapuaHTaX pealu3aly JaHHble 3aMEHbl YJy4IIaroT
s¢dexTopuyro pyHkumo. B HEKOTOPBIX BapWaHTaX peaju3ald JaHHbIE 3aMEHbI
yBEJIMYUBAIOT BpeMs MONY>KU3HU. B HEKOTOpPBIX BapuaHTax pealu3aliy JaHHbIE 3aMEHbI

yy4dmarT 3GQPeKTOpHYO PYHKIHIO U YBEITHMIUBAIOT BPEMsI ITOJTYKU3HH.

[0120] B HEKOTOpBIX BapuaHTax peain3alvy oaHa win Oojee Mmoaudukanuii BEIOpaHbI
U3 cIeayrmux 3aMeH aMuHokucnot Fe (aymepanus EU) nmm nx xomOunauuu<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>