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Fo[MN297G_delK): i Ga45:IL-2L124G, C125A)

MDAMRVPAQLLGLLLLWLRGARCOE THTCPPCPAPELLGGRPSVFLFPPKPK
OTLAISR TPEVTCOVYVDWVEHEDPEVKEN WY VD GVEVHNAKTRKPFREEQYGS
TYRVVEVLTWVLHOQDWINGKEYKCEVENKALPAPIEKTISKAKGOQPREPOWV
YTLPPSREEM TN QWVSLTCOLVRGFYPSDMAVEWESNGOPENNYKTTPPWVL
DSDGSFFLYSELTVDESRW QOGN VFSCSVMHEALHNHY TOQRSLSLSPG GG
GGESAPTSSSTEEKTOGOQLEHLLLDLOMILNGIN MY KMPKLTRMLTFKFYMP
KKATELKHLOQCLEEELEPLEEVLNLACQSKNFHLRPRDLISMINVIVLELK
GSETTFMCEYADETATIWEFLNRWITFACSIISTLT

IEG1Fe(N297G_delK)::GaSshulL-2{L12K, C1254A)

MDMRVPAQLLGLLLLWLRGARCOKTHTCOPPCPAPELLGGPSVELFPPEPK
DTLAAISRTRPEVTOWYYDVESHEDFEVE FN WY VYD GVEVYHNAK TR PREEQYGS
TYRVVEVLTWVLHODWINGKEYKCEWVENKALPAPIEKTISKAKGQPREPOW
YTLPPSREEMTENOQWVELTOLVKGFYPSDIAVEWESNGOPEMNYKTTPPVL
DEDGEFFLYSKLTWDESR W OQGNVESCEVMMHEALHNHYTORKSLSLSPGEE
GESAPTSSSTERTOEQLEHLLLDLOMILMGIMMNYKMPELTRMLTFEFYMP
KKATELKHLOCLEEELKPLEEVLNLAQSKNFHLRPRDUSMINWINVLELK
GSETTFMCEYADETATIVEFLMBWITFAQSIISTLT

IgG1Fc(N297G_delK)::G45::hulL-2{L120, C125A)

MDMRYVPAQLLGLLLLWLRGARCOK THTCPPCPAPELLGGPSVFLFPPRKPE
OTLASISRTRPEVT O VD WVSHEDPEVEFN WYY DGVEVHNAKTKFREEQYGS
TYRWVVEVLTWVIHODWINGKEYKCK VAN KAL PARPIEETISKAKGOQPREPOV
YTLFPSREEM TENOQWSLTCOLWYREGFYPSOMAVEWESNGOFPENNYK T TPPVYL
DEDGEFFLYSKLTWDRESR W OGN VESCSVMHEALHNHYTOKSLSLSPE GG
GESAPTSSSTERKTOOOLEHLLLOLOMILMGIMMNYEMPELTEMLTFEFYRM P
KEATELEHLOCLEEELKEPLEEVLNLACQSENFHLRPRDLISNINVIVLELK
GSETTFMCEYADETATIVEFLNEW ITFAQSIISTLT

IgG1Fc(N297G_delk)::Ga5:hulL-2{L12S, C125A)

MDMRVPAQLLGLLLLWILRGARCDK THTCPPCPAPELLGGPSVFLFPPKPK
OTLAISR TPEVTCOVYVDWVSHEDPEVKEN WY VDG VEVHNAKTRKFREEQYGS
TYRVVEVLTVLHOQDWINGKEYKCEVENKALPAPIEKTISKAKGOQPREPOWV
YTLRPPSREEM TN OWVELTCOLVRGFYPSDMAVEWESNGOPENNYKTTPPVL
DSDGSFFLYSELTVDESRW QOGN VFSCSVMHEALHNHY TOQRSLSLSPG GG
GESAPTSSSTEETOSOLEHLLLDLOMMILNGINMNY KM PELTRMLTFEFYRMP
KKATELKHLOQCLEEELEPLEEVLNLACSKNFHLRPRDLUISMINVIVLELK
GSETTFMCEYADETATIWEFLNRW I TFACSIISTLT

FIGURA 24A
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lgGlFC(N297G_delK)::G45::hulL-2{Q13G, C1254)

MDMRWVPAQLLGLLLLWLRGARC DETHTCPPCPARPELLGGPSVFLFPPKPK
OTLAISR TPEVTOVVVDWVEHEDPEVKEN WY VD GVEVHNAKTRKPREEQYGS
TYRVVEVLTVLHOQDWINGEEYKCEVENKALPAPIEKTISKARKG PREPOWV
FTLPPSREEM TN AVSLTOLVRGFYPSDMAVEWESNGOPENNYKTTRPPVL
DEDGSFFLYSKLTVDESRW QQGNVFSCSYVMHEALHNHY TORSLALSPGGGE
GGSAPTSSSTEETOLGLEHLLLDLOMMILMGINMNY KN PFELTRMLTFEKFYRP
KEATELEHLOCLEEELKPLEEVLMNLACKSKMNFHLRPROLISMINWIWVLELK
GSETTFMCEYADETATIVEFLMNRW ITFAQSIISTLT

IgG1Fc(N2976_delK)::G45:hulL-2{E15A, C1254)

MDMRVPAQLLGLLLLWILRGARCDE THTCRPPCPARPELL GGRSWVFLFPPKPK
OTLAMISRTPEWTCOWVVVD WESHEDPEVKFN WY VDGVEVHMNAKTKPREEQYGS
TYRVVSVITI HOQDWINGKEYKCK VSN KAL PAPIEKTISKAKGOQPREPOWV
YTLPPSREEMTEKNAQVELTOLVEGFYPADIAVEWESNGOPENNYKTTPPWVL
DESDGEEFFLYSKL TWDESRW OQGNVFSCEVMHEALHNHYTOKSLSLSPE GG
GESAPTSSSTEETOLOLAHLLLDLOMILNGINMYEKNMPELTEMLTFEFYMF
KEATELEHLOCLEEELKPLEEVLNLAOQSKENFHLRPREDLUISMINWIVLELK
GSETTFMCEYADETATIWVEFLMEW I TFAQSIISTLT

leG1Fc(N2976G_delK)::G4AS::hullL-2{E15G, C125A)

MDMRVPAQLLGLLLLWILRGARCOK THTCPPOPAPELLGGRSVFLFPPKPK
ODTLAMISRTPEVT OV VI SHEDPEVEFN WY VDGVWEVHNAKTKPREEQYGS
FYRVVEVLIVEHOQDWILNGREYKCKVSNKAL FAFTER TISKAKGOQFREFOWV
YTLAPSREEMTRNQWVSLTCOLVYKGFYPSDMAVEWESNGOQFPENNYKTTFPVL
DEDGESFFLYSKLTVDESAW OGN VYFSCAVMHEALHNHY TOKSLSLSPGE GG
GGESAPTSSSTERTOLOLGHLLLDLOMILNGINMNYEMPELTRPMLTFEFY MP
KEATELEHLOCLEEELKPLEEVLMNLAGSKNFHLRPROLUSMINAYIWVLELK
GSETTFMCEYADETATIWVEFLNBEWITFACSIISTLT

lgG1Fc(N297G_delk)::G45::hulL-2{E155, C125A4)

MDMRVPAQLLGLLLLWILRGARCOK THTCPPOPARPELLGGRSVFLFPPKRPK
DTLAMSRTPEVT OV VI SHEDPEVEFNW Y VD GVEVHNAKTKPREEQYGS
TYRVVSVLTWVLHOQDOWILNGREYK CKVANKAL PAPIERTISKAKGOQPREPOWV
YTLAPAREEMTRNQWVALTCOLVEGFYPSDMAVEWESNGOQPENNYKTTRPVL
ODADGAFFLYSKLTVDESRW QOGN FSCEVAMHEALHNHY TOQKSLSLSPGEG
GGEEAPTSSATERTOLOLSHLLLDLOMILMGINMNYKMPELTRMLTFEFYRMP
KEATELEHLOCLEEELEPLEEVLMNLAGSKNFHLRPROUSMINAY IWVLELK
GSETTFMCEYADETATIVEFLNRWITFAQSIISTLT

FIGURA 24B
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IgG1Fc(N297G_delK)::G4AS::hulL-2{H16A, C125A)

MDMRVPAQLLGLLLLWLRGARC DKTHTCPPOPAPELLGGPSWVFLFPPEPK
OTLAAISRTPEVT OV YR VAN EDPEVEFN Y VDGVEVHNAKTKPREEQYGS
YRVYSYLTWEHOQDWILINGRKEYKCK VSN EAL PAPIEK TISKARKGOPREAOW
YTLPPSREEM TENQWVSLTOLVEGFYPROIAVEWESNG OFPENNYKT TRPWL
DSOGSFRLYSKL TWDRKSAW OGN VESCSVNHEALHNHYTORSLSL 5P G5E
GESAPTSSSTRETQLOLEALLLDLSRILNGINMY KM PELTRMLT FEFYR P
KEATELEHLOCLEEELKPLEEV LMNLAGSKMFHLRPRDLISMINYIWVLELK
GSETTFMCEYADETATIWEFLNEWITFAQSIISTLT

lgGAFCIMZ97G_delk)::G45:thulL-Z{H16D, CLZ5M]

MDMRVPAOLLGLLLLWILRGARCOK TH TCPPCPAPELLGGPSVFLFPPERPK
DTLARIISRTPEVT OV WDV SHEDPEVK FN VYV DG WEVHNAKTKPREEQYGS
TFRVVSVLTVEH QD WINGREYKCKWSNKAL PAPIEETISKAKG QPREPOV
YTLPPSREEMTENOQVSLTCOLVEGFYPSDIAVEWESNGOPENNYKT TFPWYL
DEDGESFFLYSKL TWORSRW QOGN YESCSVAMHEALHNH Y TONSLSLSPGE GG
GGSAPTSSSTEETQLOLEDLLLDLOMILMGIMMYKNPELTRMLTFEFY M P
KEATELEHLOCLEEELKPLEEVLNLAOSENFHLRPROLUISMNIMWY IWLELK
GSETTFRCEYADETATIWVEFLNREWITFAOSIISTLT

IgG1Fc(N2976G_delK)::G45:hull-2{H16G, C125A)

MDMRVPACQLLGLLLLWLRGARCOK THTCFPCPAPELLGGPSVFLFPPERPK
OTLAAISRTPEVT OV WDIWSHEDFEVKFN WY VDG WEVHNAKTKPFREEQYGS
TFRVVSVLTWVLHQDWILINGRKEYKCKWSNKALPAPIEETISKAKG OFREFPOV
YTLRPPSREERM TKNOVSLTCOLWVKGFYPADIAVEWESNGORPEMNMMNYKT TRPVYL
LEESFRLYSKLTWVDESRW OGN VYFSCSVMHEALHNH Y TOKSLSLSPGGE
GESAPTSSSTERETQLOLEGLLLOLOMILMGIMMY KNPELTRMLTFEFYRP
KEATELKHLOCLEEELKEFLEEVLNLACSEMFHLRPRDLISNINYVIWLELK
GSETTFMCEYADETATIWVEFLMEW ITFACSIISTLT

leGLFe[MN297G_delK)::Ga45: - hulL-2{H16K, C1254)

MDMRVPAQLLGLLLLWILRGARCOK THTCFPCPARPELLGGRFSWVFLFPPKFE
OTLAASRTPEVT OV WDWEH EDFEVEFN Y VDG VEVHNAKTKPFREEQYGS
TYRWVWSVLTWVIEHOQDWILINGREY K CKWESMNCAL P4 PIERKTISKARKGOPRE POV
YTLPPSREEMTENOQWVSLTOLVEKGFYPAOIAVEWESNGOFENNYKT TRPYL
DEDGSFRLYSELTVDRESRWOQOGNVYFSCSVYMHEALHNHY TOQRKSLSLSPGEEE
GGESAPTSSSTEKT QLOLEKLLLDLOMILMNGIMMNYENPELTRMLUTFEFYRAF
EEATELKHLOCLEEELKPLEEV LMLACQSESKMFHLEPRDLISMNINY IWLELK
GSETTFMCEYADETATIVEFLNEW I TFAQSIISTLT

FIGURA 24C
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IgG1Fc(N2976G_delK)::G45::hullL-2{H16M, C125A)

MDAMRVPAQLLGLLLLWILRGARCORK THTCRPPCPARPELLGGRSVFLFPPKFR
OTLATISRTRPEV T OV WYV EN EDFEVK EN WYY DGWVEVHNAKTNPFREEQVYGS
FYRVWAVL N VEHOQOWLNGRE Y CK VAN AL P PIERKTISKAKGOQFAREAOW
FTLAPSREERM THNQVSLTOLVKGFYPSDIAVEWESNGOFENNY KT TRPWL
DEDGESFFLYSKLTYOESA MW OOQGNVWFSCEWATHEAL HNH YT OSSP G5E
GGESAPTSSSTRET QLOLEMLLLDLORILMGIM MY K MPELT RPMLTFEFY R P
KEATELEHLOCOLEEELKEFLEEWVLMLACSEMFHLEFREDLISMIMWIWLE LK
GSETTFMCEYADETATIVEFLMEWITFAQSIISTLT

IgeG1Fc(N2976G_delK)::G45::hullL-2{H16M, C125A)

MDAMARVPAQLLGLLLLWILRGARC OXTHTICFPCPARPELLGGRSVWFLFPPKPK
DTLATISRTPEV T OW WY DVSHEDPEVEK FAN WY DGEWVEVHNAKTKNPREEQVGS
TrRVYSVYVLT VLM QDWILINGKEYKCEWANKAL PARPIEKTISKAKGOQPFREPOV
YTLPPSREEM TENQWSLTCOLVEGFYPSDIAVEWESNGOPENNY KT TRPWVL
DEOGSFFLYSKLTWVDRSR W OOQGANVESCSVYAMHEALHNNHY TOQRSLSLSPGGEGE
GESAPTSSSTEETOQLOLEMLLLDLOMILMNGIMMY KMPELTRMLTFEFYMP
KEATELEHLOCLEEELEPLEEVLMNLAQSKEMFHLRPRDLISMNIMWIWLE LK
GSETTFRMCEYADETATIVEFLMNREW I ITFAGSIISTLT

IZgGAlFciM 297G _delK)::Gd5: hull-Z{H16R, C125A])

MDMRVPAQLLGLLLLWILRGARCOK THTCPPOCPAPELLGGPSVFLFPPREPK
OTLATISRTRPEVTOWWWYDVASHEDPEVEK FN IV IYDGVEVHNAK TN PFREEQYGS
TYRVVESVLTWVLHOQDWILINGKEYKCREVSNKALPAPIERTISKARKGOQPREPOV
YTLPPFASREERM THENOQWVSLTOLVWKGFYPSDMAVEWESNGOFEN NY KT TRPPWVL
ODEDGSFFLYSKLTWVDRESR W OGN VESCSVYARHEALHNHYTOQRSLSLSPGEGE
GESAPTSSSTEETOLOLERLLLODLOMILMGIMNY KMPELTRMLTFEFY P
KEATELKHLOCLEEELEPLEEV LNLACSKENFHLRPRDLISMINWIWVLELK
GSETTFMCEYADETATIWVEFLNEWITFACSIISTLT

IgS1Fc(M 2976 _delk)::G45:hull-2{H165, C125A])

MDRMRVPAOQLLGLLLLWILRGARCDOKTHTCPPCPAPELLGGRSVFLFPPKPK
DTLATISRTRPEV T OV DV SN EDPEVEK FN WY YDGWVEVHNAKTKPREEOQVGS
FYRVVYSYLTVMLHODWILINGSGKEYECK WASNAAL FAPIERKTISKAKSOFPREAOW
YTLAFAREERM TEKNOQWVSLTOLWVKGFYPSDIAVEW ESNGOPENNYKT TRPPWVL
DEDSSFFLYSKLTWDRESAW OGN VFSCEVYRAIHEALHNHYTORKSLSLSPGGEE
GGESAPTSSSTEETQLOLESLLLELOMILNGINNYEKNPELTRMLTFEFYR P
KEATELEHLOCLEEELKPLEEVWLNLAOSKERNFHLRFPRDLISMINWIWVLELE
GSETTFMCEYADETATIVEFLMREWITFAOQSIISTLT

FIGURA 24D
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IgG1Fc(N297G_delK)::GaS::hulL-2{H16T, C125A)

MDMRVPAQLLGLLLLWILRGARCORK THTCPPCPAPELLGGPAVFLFPPEFPE
OTLAIERTPEVTOWYWVODNASHEDPEVEKFN Y VDG VEVYHNAKTKFREEQYGS
TYRVSYLTVEHOQDWINGEE YK CKVENKAL PAPIEETISKAKGOPRE POV
YTLAPSREEM TKNOQWVSLTCLVRKGFYFSDHA WEWESNGOPENNYKTTRFPWL
DESOGSFFLYSKEL TVDRESRW OGN VFSCSVNHEALHNHY TQRESLSLSPGEE
GGESAPTSSSTEETOLOLET LLLDLOAILNGIN NY KM PELTRMLTFEFYM P
EEATELEHLOCLEEELKFPLEEV LMLAOSKNFHLRFRDLUSMINAYIWVLELEK
GSETTFMCEYADETATIVEFLMEW I TFAQSIISTLT

leG1Fc(N297G_delK)::G45S:hulL-2{H16W, C125A)

MDMRVPAOLLGLLLLWILRGARCOK TH TCPPCPARPELLGGRSVFLFPPEFE
DTLAAISRTPEVT OV VWINSHEDPEVE FN I Y VYIDGVEVHNAKTKFREEQYGS
TrRVVYSVYLT WL QDWINGKEYKCREVENICAL PAPIERTISKAKGOPREFPOV
YTLPPSREEM TRNOQWSLTCLVEKGFYFSDIA WEWESNGOFENNYK T TFPWL
DEDGSFFLYSKL TYRRESR W OOGNVESCSVYNMMHEALHNHY TOQKSLSLSAGGEE
GESAPTSESTERETOQLOLEVLLLDLOMILMNGIMMNYEMPELTRMLTFEFYMP
KEKATELKHLOCLEEELKPLEEVLMLACKSKNFHLRPRDLISMINAIVLELK
GSETTFRMCEYADETATIVEFLMEWITFAOSIISTLT

IgG1Fc(N297G_delK)::G45:hull-2(H16Y, C125A)

MDMRVPAQLLGLLLLWLRGARCORK THTCPPCPAPELLGGRPAVFLFPPEFPE
OTLAAISRTPEVT OV VDN ASHEDPEVEFN Y VDG VEVHNAK TKFREEQYGS
TYRWVSVLT VLN QDWILNGREYNCEVENKAL PAPIERTISKAKGOPREFCV
FTLAPSREEA TN WAL TCOLVKGFYFSODMA VEWESNGOFENNYR T TPPWL
DEDGEFFLYSKLTVYDRESRWOQAGNVYFSCEVMHEALHNHY TOQKSLSLSPGEE
GESAPTSSSTEETOLOLEY LLLDLOMMILMNGIN MY KN PELTRMLTFEFYPRAP
EEATELKHLOCLEEELEPLEEVLMLACSKNFHLRFRDLUSMINWIVLELE
GSETTFMCEYADETATIVEFLNREWITFAQSISTLT

lEG1Fc(M 2976 _delk)::Ga5:hulL-2{L194, C125A)

MDMRVPAQLLGLLLLWILRGARCOK THTCPPCPARPELLGGPAVFLFPPKPK
OTLASRTPEVTOWVY VD WVSHEDPEVEKFN Y YDGVEVHNAKTKFREEQYVGS
TYRVSVYLTVLHOQDWINGEEYKCKVANKAL PAPIEETISKAKGOPREPOV
YTLAPSREEM TKNOQWVALT CLVKGFYFSOIA VEWESN GOPENNYKT TRPWL
DESOGSFFLYSKLTVDESR W OOGN VY FSCSVWAMHEALHNHY TOQRKSLELSPG GG
GESAPTSSSTERTOLOLEHLLADLOMILNG INMYENPELTRMLTFEFYRF
KEATELEHLOCLEEELKPLEEVLMLAOSKNFHLRFRDLUSMINYIWLELE
GESETTFMCEYADETATIVEFLMNEWITFACSIISTLT

FIGURA 24E
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lgGlFciMN297G_delK)::Ga5 hulL-2{L190, C12545)

MDMRVPAQLLGLLLLWLRGARCOE THTCOPPOCPAPELLGGPSVFLFPPEPK
OTLATISRTRPEVT OO WVASHEDFEVKEN WY VDG WVEVYHNAKTKFREEQYVGS
TYRVVSVILTYLHQDWILINGKEYKCKWVASNKAL PAPIEEKTISKAKGOPREFP OV
YTLPPSREEMTKNOQWSLTCLVKGFYFSDIAVEWESNGOPENNYKT TFRPVL
DEDGEFFLYSKL TVWDESRWOOQGENVFSCEVATHEALHNHY TOKSLSLSPGGE
GESAPTSSSTEETOLOLEHLLDDLOMILMGIMNMNYKMNPELTRMLTFEFYRP
KEKATELKHLOQOCLEEELKPLEEVLNLACSKMFH LRPRDOLISMNINVIVLELK
GSETTFRMCEYADETATIWEFLNBEW I TFADSIISTLT

l@G1FciM 2976 _delk)::G45:hulL-2{L19E, C125A)

MDMRVPAQLLGLLLLWILRGARCDOK THTCPPOCFARPELLGGRFSWVFLFPPKPK
OTLATISRTRPEVTOWY WD W SHEDPEVEKFN WY VDG VEVHNAKTKPREEQYGS
TYRVWSVYLTWVLHOQDOWILNGKEYKCKWANKAL PARPIEKTISKAKGOQPREFOW
YTLPPSREEMTKNOQWSLTCOLVEGFYPSDIAVEWESNGOPENNYKTTRPVL
DEDGSFFLYSKLTVYDESAW OGN YESCSVYNMHEALHNHY TOKSLSL SPEEGE
GESAPTSSSTEETOQLOGLEHLLEDLOMILNGINMNY KMPELTRMLTFEFYMP
KEATELKHLOCLEEELKPLEEVLNLAQSKMFHLRFPRDLUSMINYIWLELK
GSETTFMCEYADETATIVEFLNEWITFAQSIISTLT

IeG1Fc(N2976_delK)::GA5:hull-2{L19G, C125A)

MDMRVPAOQLLGLLLLWILRGARCOK THTCPPCPARPELLGGRSVFLFPPEPE
OTLAISRTRPEVT OV DY SHEDPEVE FN WYV DGVEVHNAK TN PREEQYGS
FYRVVSVYLTVLHOQOWILNGRKEYKCKWASNEAL FPARPIERTISKARKGOFPREPOWV
YTLPPSREEMTKNQWSLTCLVYKGFYPSDIAVEWESNGOPENNYKT TFPWVL
DEDGSFFLYSKLTVWYDESARW OGNV FSCSVWARHEAL HNHY TORKSLSLSPG GG
GESAPTSSSTRETQLOLEHLLGDLOMILMNGIN MY KM PELT RMLTFEFYRMP
KEKATELKHLOCLEEELKPLEEVLMNLAOSKMNFHLRPRDLUSMINVIVLELK
GSETTFRMCEYADETATIWEFLNBEW ITFACQSIISTLT

lgGilFc(M297G_delK)::Ga45hull-2{L19MN, C1254])

MDMRVPAQLLGLLLIWILRGARCOK THTCFPCPARPELL GGRFSWVFLFRPPKPK
DTLATISRTRPEVT OV WD W SHEDPEVE FN Y VDG VEVHNAK TN PREEQYGS
TYRVVESVLTYVLHOQDWILNGKEYKCKWVANKAL PAPIEETISKAKGOPREPOV
YTLPPSREEMTKNQWVSLTCOLVEGFYPSDIAVEWESNGOPENNYKTTFRPVL
OSOGSFFLYSKL TWDESAWOOQGNVFSCAVMHEALHNHYTORKSLSLSPGGGE
GEEAPTESSTEETQLOLEHLLNDLOMILMGINNY KNFELTRMLTFEFYRAP
KEATELEHLOOLEEELKPLEEVLMNLAOQSKMFHLRPRDLUSMIMNWIWVLE LK
GSETTFMCEYADETATIVEFLNRWITFAQSIISTLT

FIGURA 24F
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leG1Fc(N297G_delK)::G45:: hulL-2{L19R, C1254)

MDMRVPAQLLGLLLLWLRGARCOKTHTCPPCPAPELLGGPSVFLFPPKEPK
OTLAISRTRPEVT CWVVVOVESHEDPEVEFN WY VDG VEVHNAKTKPREEQYGES
TYRVSVWLTVLHQDWINGRE YK CEWVANKALPAPIERTISKAKGOPREFOQV
YTLAPSREEM TKNOQWVSLTOLVEGFYPSDIAVEWESNGOPENNYKTTPPWL
DSDGSFRLYSKL TWDESR W OQGNYFSCIVMHEALHNHY TORSLSLSPG GG
GGSAPTSSSTERTOLOLEHLLRDLOMILNGINMNY KM PELTRMLTFEFY BP
KEATELKHLOCLEEELKPLEEVLNLACSKNFHLRPROLISNINVIVLELK
GSETTFMCEYADETATIVEFLMNRW I TFAQSIISTLT

lgGLFC(N297G_delK)::G45:hulL-2{L19S, C1254)

MDMRVPAQLLGLLLLWILRGARCDKE THTCPPCPAPELLGGPSVFLFPPKPK
OTLAMIARTPEWTCWVWWDWSHEDPEVEFN WY VDG WEVHNAKTKPREEQYGS
TYRWVSYLTVLROQDWILINGREYKCKWANKAL PAPIEETISKAKGOPREPOV
YTLPPSREEMTENOVSLTOLVEGFYPSDIAVEWESNGOPENNYKTTPPVL
DEDGEFFLYSKLTWDESRWOOQGNVFSCEVMHEALHNHY TORSLSLSPG GG
GESAPTSSSTERTOLOLEHLLSD LOMILNGINMNY KM PEKLT RMLTFEFY P
KEATELEHLOCLEEELKPLEEV LMLAOSEMFHLRFPREDLISMINY IWLELK
GSETTFMCEYADETATIVEFLNEWITFACSIISTLT

leG1Fc(N297G_delK)::G45::hulL-2{L18T, C1254)

MDODMRVPAQLLGLLLLWILRGARCOK THTCPPCPARPELLGGFSVFLFPRPKPK
OTLAMSRTPEVTCOWVYVYDVEHEDPEVEFNIWY DG VEVHNAKTKPREEQYGS
TYRVVSVYLTIVLHOQDWILINGKE YR CKWSMN AL PAPIERTISKAKGOQPREFPOWV
YTLPPSREEM TENQWVALTOLVEGFYPSDIAVEWESNGQPEMNNYKTTPPWVL
DSDGSFRLYSKL TWDRSAWOOQGNVFSCSVYMHEALHNHY TOQRSLSLSPG GG
GGESAPTSSSTEETQLOLEHLLTDLOMILNGINMYKMPELTRMLTFEFYMP
KKATELKHLOCLEEELKPLEEVLMLAOSEMFHLRPRDLUSMIMNWVIVLELK
GSETTFMCEYADETATIVEFLMEW I TFAQSIISTLT

lgG1Fc(N297G_delK)::G45::hulL-2{L19V, C125A)

MDMRVPAQLLGLLLLWILRGARCORK THTCPPCPAPELLGGPSVFLFPPKPK
OTLAMISRTPEVT OV DVWVEHEDPEVEFNIWY VDG VEVHNAKTKPREEQYGS
TYRVVSVLTVEHQDWINGEEYKCKWVANKALPAPIEKTISKAKGOPREPOY
YTLPPSREEMTHENQVSLTOLVEGFYPIDIAVEWESNGOPENNYKTTPPVYL
DEOGSFFLYSKLTVDRSR W QOGN VESCAVMHEALHNHY TOKSLSLSPGGEE
GEHAPTSESTEKKTOLOLEHLIVDLOMILNGINMNYKMNPELTRMLTFEFY MF
KKATELKHLOCLEEELKPLEEVLMNLAOQSKNFHLRPRDOLUISMNINWVIVLELK
GEETTFMCEYADETATIVEFLMREWITFAQSIISTLT

FIGURA 24G
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G1Fc(N297G_delK)::G45::hulL-2{D20A, C125A)

IDMRVPAQLLGLLLLWILRGARCOK THTCPPCPAPELLGGPSVWFLFPPKPE
TLAMSRTPEVT CWVWVDLVAHEDPEVEKFN WY VDG VEVHNAKTNPREEQYGS
FRVVSVYLTVLH QO WILINGRKEYKCKVANKEAL PAPIER TISKARKGOPREPOV
MPPSREEMTRKNQWVSLTOLVRKGFYPADNAVEWESNGOPENNYKTTPPWVL
SOGSFFLYSKL TWDESAW OGNV FSCEVAHEALHNHY TOQRKSLSLSPE GG
GSAPTSSSTEETOLOLEH LLLALSMILMGIN MY KNPELTRMLT FEFYRAP
LATELKEHLOOLEEELKPLEEVLMNLACQSKNFHLRFPREDLUSMIMNY IWVLELE
SETTFMCEYADETATIWEFLNRWITFAQSIISTLT

G1Fc(N297G_delK)::G45::hulL-2{D20E, C125A)

IDMRVPAQLLGLLLLWILRGARCOK TH TCPPCPAPELLGGRSVFLFRPPKPY
TLAISRTRPEVTOVYWD WSHEDPEVEFN WY YDGVEVHNAKTKPREEQYGS
FRVSVLTVILH QDWINGEKEYKCE VSN KAL PAPIEKTISKARG QPREPOV
MPPSREEMTENQVSLTCLVEGFYPSDIAVEWESNGOQPENNY KT TPPWVL
SOGESFFLYSKLTVDESR W QOGN VESCEVMMEALHNHYTOKSLSLSPGEE
GSAPTSSSTEETOLOLEHLLLELOMMILMGIMMY KM PEKLTRMLTFEFY P
CATELKHLOCLEEELKPLEEVLMLAGQSKNFHLRPROLUSMINAVIVLELK
SETTFMCEYADETATIWVEFLNBEWITFACSIISTLT

GlFc(N297G_delK)::G45::hulL-2{D20F, C125A)

IDMRVPAQLLGLLLLWLRGARCOKTHTCPPOCPAPELLGGPSVFLFPPKPE
TLAMSATRPEVT CWVWVDVAHEDPEVKFN WY YDGVEVYHNAKTNPREEQYGS
rRVVSVLTYVLHOQDWINGEEYKCEVSNKAL PAPIERTISKAKG QPREPOV
MAPSREEAM TRNOVSLTCOLVRGFYPADMAVEWESNGOPENNYKTTPPWVL
SOGSFFLYSKLTVDRESRWQOQGNVYFSCSVMHEALHNHY TORSLSLSPG GG
GSAPTSSSTEKTOLOLEHLLLFLOMILMNGIMMNY KNPELTREMLTFEFY R P
CATELKEHLOCLEEELEPLEEVLNLACSENFHLRPRDLIZSMIMNWVIWVLELE
SETTFMCEYADETATIWEFLMRW I TFACSISTLT

G1Fc(M297G_delK)::G45:hull-2{D20G, C125A)

IDMIRVPAQLLGLLLLWLRGARCDE THTCRPPCPARPELLGGRSVFLFPPK PN
TLAISRTRPEVT OV YWD VAHEDPEVEFN WY VDGWVEVHNAKTKPREEQYGS
FRPVSYLTVEHOQDWINGRKE Y KCK VSN AL FAFPIER TISKAKGOPREAOWV
MAPSREEMTEKNQVSLTCOLVKGFYPSONAVEWESNGOPENNYKTTPPVL
SOGSFFLYSKLTVYDRESRW OGNV FSOAVMHEALHNHY TOQRSLSLSPGGOE
GEAPTSSSTEKTQLOLEHLLLGLOPMILMGINMNYKMNPELTRMLTFEFYRMP
CATELKHLOCLEEELKPLEEV LMNLAOQSKEMFHLRPREDLISMIMWIWVLELE
SETTFRCEYADETATIWVEFLMEWITFAQSIISTLT

FIGURA 24H
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IgG1Fc(N297G_delk)::G45::hullL-2{D20W, C12Z5A)

MDMRVPAQLLGLLLLWLRGARCOK THTCPPCPAPELLGGPSWFLFPPKPK
OTLAISR TPEVTOWVYVDWVSH EDPEVEFN WY YDGVEVHNAK TR PREEQVGS
TYRVVSVYLTYVLHOQDWLNGKE YN CK VAN KAL PAPIERTISKAKGOFREFOWV
YTLPPSREEMTKNQWVSLTOLVEGFYPSDNAVEWESNGOPENNYKT TPPVYL
DSDGSFFLYSKL TWDRESARW OOGNVFSCEVMHEALHNHY TORSLSL SPG GG
GGESAPTSSSTEKETQLOLEH LLOWLGMILNGINMY KMPELTRMLTFEFY R P
KEATELEHLOCLEEELEPLEEVLNLACSKNFHLRPREDLUISMINWIWLELK
GSETTFMCEYADETATIVEFLMNEWITFAQSIISTLT

leG1Fc(N297G_delK): 1G4S hull-2{M23R, C125A)

MDOMRVPAOLLGLLLLWILRGARCOK THTCPPCPAPELL GGRSVFLFPEKPE
DTLATISATREVTCOWVYWD VSN EDPEVEFN WYY DG VEVHNAKTKPREEQVYGS
TYRVYSVLT VLM QDO WILNGREYKCKWENKALPAPIEKTISKARKGOQPREPOV
YTLPPSREEMTKNQWVSLTCOLVEGFYPSDIAVEWESNGOPENNYKTTPPWL
DEDGSFFLYSKLTVDESRWOOQGNVESCRVMHEALHNHYTQKSLELSPGEGE
GEEAPTSESTEEKTOLOLEHLLLDLORILMGINMYEMPELTRMLTFEKFY MNP
KEATELEHLOCLEEELKPLEEVLMLAOSKENFHLRPEDLUSMNINYIWVLELK
GSETTFMCEYADETATIVEFLNRWITFAOSIISTLT

IgG1Fc(N297G_delK)::G45:hull-2{RELA, C125A)

MDMRVPAQLLGLLLLWLRGARCOE THTCPPOPAPELLGGPSWFLFPPKPE
OTLATISRTPEVT OV WONAEHEDPEVKEN W Y VDG WEVHNAKTKPREEQYGS
TYRVVEVLTVLHQDWILNGKEYKCEKWANKAL PAPIEETISKAKGQPREPOWV
FTLARFAREEAMTENOVELTCOLVKGFYPFSDIAVEWESNGOPENNYKTTRPPWL
DEDGSFFLYSKLTWVDESRW QOGN VYFSCRVMHEALHNHY TQKSLSLEPGEE
GESAPTSSSTEETQLOLEHLLLDLOMILMGINMNY ENPELTREMLTFEFY M P
KEATELEHLOQCLEEELKPLEEVLNMLACSKENFH LAPRDLISNIMNYIWVLELE
GSETTFMCEYADETATIVEFLNEWITFAQSISTLT

IgG1Fc(N297G_delk)::G45::hulL-2{RB1GE, C1254)

MDMRVPAQLLGLLLLWLRGARCOE THTCPPCPAPELLGGPSWFLFPPKFK
DTLASRTRPEVTCOWWWD VAN EDPEVRFN WY VDG WVEVHNAKTKPREEQYGES
TYREVYSYLTVLHOQDWLNSGKE YN CKWENKAL PAPIERKTISKAKGOFREFOWV
YTLAPSREEMTKNOQWVSLTCOLVKGFYPSDIAVEWESNGOPENNYKT TRPPVL
DEDGSFFLYSKLTVYDESARW OGN VYFSCSVMHEALHNHYTORSLSLSPG GG
GGESAPTSSSTEETOQLOLEHLLLELOMILNGINMYENPELTREMLTFEFYR P
KEATELEHLOCLEEELEPLEEVLNLACSENFHLGPRDLUSMINY IWLE LK
GSETTFMCEYADETATIVEFLNEWITFAQSIISTLT

FIGURA 241
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lgEIFc(M297G_delK)::G45:hulL-2{R81S, C1254)

MDMRVPAQLLGLLLLWLRGARCOK THTCPPCPARPELLGGRSVFLFPPKFK
OTLAISRTPEVT WDV EHEDPEVEFN WY VDG VEVHNAKTKPREEQYGS
TYRVYSVYLTVLHOQDWILINGKE YRCK VSN KAL PAPIERK TISKAKGOPREPOWV
YTLPPAREEMTKNQWSLTCOLVEGFYPSDIAVEWESNGOPENNYKTTPPVL
DEDGEFFLYSKLTVDESAWOOQGNVESCEVIMHEALHNHY TORKSLSLS PG GG
GGSAPTSSSTEETOQLOLEHLLLDLOMILMNGINNYKNPELTRMLTFEFYMP
KEATELKEHLOCLEEELEPLEEV LMLACQSKENFHLSPREDLISMNINWIVLELK
GSETTFMCEYADETATIWEFLNEW I TFAQSIISTLT

l2G1Fc(N297G_delK)::G45::hulL-2{R81T, C125A)

MDMRVPAQLLGLLLLWILRGARCOK TH TCPPCPAPELLGGPSVFLFPPEPK
DTLAISRTPEVT OV YYDV SHEDPEVEFNIWY DG VEVHNAKTKPREEQYGS
TYRWVWYSVYLTVLHQDWILINGKEYKCEWSNKAL PAPIERKTISKARGOPREPOV
YTLPPSREEMTENOVALTCOLVRGFYPSDIAVEWESNGOPENNYKTTRPVL
DEOGSFFLYSKLTWDESRW QOGN VESCSVMMHEALHNHY TQKSLALSPGEE
SGGSAPTSSSTEKTOLOLEHLLLDLOMILMGINNYKNPELTRMLTFEFYMM P
KEATELKEHLOCLEEELKPLEEVLNMLAOSENFHLTPROLISMINWIWVLELK
GSETTFMCEYADETATIVEFLNEW I TFAOSIISTLT

IgG1FC(N297G_delK)::G45:hull-2(D84A, C125A)

MDMRVPAQLLGLLLLWLRGARCORETH TCPPCPAPELLGGPAVFLFPPKPE
OTLMISRTRPEVTCOWVVDVWVEHEDPEVEFN W Y DG VEVHNAKTKFREEQYGS
THYRVVEVLTVLHQDWINGREYKCKWANKALPAPIEKTISKAKGOQPREPOV
YTLAPSREEMTHENOWVALTOLVEGFYPSDIAVEWESNGOPENNYK T TRPWVL
OEOGESFFLYSKLTVDESRW QOGN VFSCEVMHEALHNHYTQKSLELEMG GG
GESAPTSSSTEKTOLOLEHLLLDLOMILMGIMMNY KNPELTREMLTFEFYM P
KEATELKHLOQCLEEELKPLEEVLNLACSKENFHLRPRALISNINWVIVLELE
GSETTFMCEYADETATIVEFLMEWITFAQSIISTLT

[EG1Fe(MN 297G _delK) 545 hulL-2{D84E, C1254)

MDMRVPAQLLGLLLLWLRGARCORTHTCPPCPARPELL GGPAVFLFPPKPK
OTLMISRTPEVTOWVYYD VW SHEDPEVKFN WY VDG VEVHNAKTKPREEQYGS
TFRVVSVYLTVLHODWINGKE YR CKWSNKAL PAPIEEKTISKAKGOFPREPOWV
YTLPPSREEMTENOVALTCOLVRGFYPSDMAVEWESNGOPENNYKTTRPVL
DEDGEFFLYSKLTVDRESAW OGN VFSCSVMHEALHNHYTORKSLSLSPG GG
GESAPTSSSTEETOLOLEHLLLDLOMILMGINNYENPELTREMLTFEFYMP
KEATELEHLOCLEEELKPLEEVLNLAOQSKENFHLRFRELISNIMNVIVLELK
GSETTFMCEYADETATIVEFLNEWITFAQSIISTLT

FIGURA 244
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lgS1FcIM 297G _delK)::G45:hull-2{DE84E, C12548)

MDMRVPAQLLGLLLLWLRGARCOR THTCPPOCPAPELLGGPAWVFLFPPKPK
OTLAISARTPEVTOWWVYDVSHEDFEVKFN WY YDGVEVYHNAKTEFREEQYGS
TYRVVSVLTVLHQDWINGKEYKCKWSNKALPAPIERTISKAKG OQPREPCV
YTLPPSREEM TRKNOWVSLTOLVEGFYPSDHMAVEWESNGOPENNYKTTFPWVL
DEDGEFFLYSKLTVDESR W OQGNVYFSCEVMHEALHNHYTORKSLSLSPEEE
GGESAPTSSSTEETOLOLEHLLLDLOMILMGIMMYEMNPELTRRMLTFEF YR P
KEATELKHLOCLEEELEPLEEVLNLACKSKENFHLRPRGLISMN IMNYWINVLELEK
GSETTFMCEYADETATIVEFLNBEW I TFAQSISTLT

lEG1Ee(MN2976_delk): 2545 :hulL-2{Da41, C1254)

MDMRVPAQLLGLLLLWLRGARCOE THTCPPCPARPELL GGPSWVFLFPPKEPK
DTLAISRTRPEWT OV WD WSHEDPEVEFN WY VYDGWEVHNAKTKPREEQYVGS
TYRVVSVLIVLEAOQODWILINGKE YKCK VSN KAL PAPIERKTISKAKG OQFREPOV
YTLPPSREEM TRKNOWVSLTOLVEGFYPSDHAVEWESNGOPENNYKTTPPWVL
DEDGSFFLYSKLTWVDRESRW OGN VFSCEVYMHEALHNHY TOKSLSLSPGGEGE
GGESAPTSSSTEETOLOLEHLLLELOMILMGIMMYEMNPELTREMLTFEFYR P
KEATELKEHLOCLEEELEPLEEVLMLAQSENFHLRPRILISMNINWIWVLELEK
GSETTFMCEYADETATIWVEFLMNEW I ITFACQSIISTLT

leG1Fc(N2976_delK)::GA5::hulL-2{D84M, C125A)

MDMRVPAQLLGLLLLWILRGARCOK THTCRPOPARELL GG RSWVFLFPPKPK
DTLMISRTPEVTOWVVYDVEHEDFPEVEFNWYVDGVEVHNAKTKPREEQYGS
FTYREVYSVYLVEHOQDWILNGRE YKCK VSN AL PAPTEK TISKARKGOQPREPOW
YTLPPSREERMTENQVELTOLVYRGFYPSDIAVEWESNGOPENNYET TRPPWVL
DSDGSFFLYSKL TVDORSAR W OGN VESCS VY MHEALHNHY TOKSLSL SPGGEE
GESAPTESSTRETOLOLEHLLLDLOMILNGINMNYKNPELTREMLTFEFYMFP
KEATELKHLOCLEEELKPLEEV LMLACSKMFHLRPRMULUISMIMNVIWVLELK
GSETTFMCEYADETATIWEFLNEW I ITFAQSIISTLT

leG1Fc(N2976G_delK)::G45::hulL-2{D840, C125A)

MDMRVPAQLLGLLLLWILRGARCOK THTCPPCPAPELL GGPSWELFPPNPK
DTLAI SR TRPEVT OV YD WSHEDPEVE FN W Y L DGVEVHNAK TKPREEQYGS
TFRVVSVYLTWVIHODWILNGREYKCKEWSNEALPAPIERTISKAKGOQPREPOV
YTLEPSREEMTEKNOQWVSLTOLVYEKGFYPSDIAVEWESNGOPEMNNYKT TREWVL
DEDGESFFLYSKLTVDESR W OGN VESCEVMHEALHNHYTOKSLSLSPGEGEE
GGEEAPTSESTEEKTOQLOLEHLLLDLOMILMGINMYKNPELTRMLTFEFYMP
KEATELKEHLOCLEEELKPLEEVLNLAOSKNFHLRPROLISNMIMNWVIWVLELK
GSETTFMCEYADETATIVEFLMEW ITFACSIISTLT

FIGURA 24K
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lgGAlFc(MN297G_delk)::G45:thulL-2{D34K, C125A]

MOMRVPAQLLGLLLLWILRGARCORK THTOPPOPAFPELLGGPSVFLFPPKPK
OTLAAISARTRPEVT OV WD SHEDFEVEKFN WY VDG WVEVHNAK TR PREEQYGS
TFRVVSVYLTVLHQODWILINGREYNCKVSNKALPAPIERTISKAKG QFREFCV
YTLPPSREEMTEKNOQWVSLTOLVWEKGFYPSOIAVEWESNGOPENNYK T TPPWL
DEDGEFFLYSKLTYVDESRW OGN FSCSVIMHEALHNHY TR SLSLSPGEGE
GESAPTSSSTEET QLOGLEHLLLDLO M ILMGI MMYEMPELTERMLTFEFYM P
EEATELEHLOCLEEELEPLEEVLMNLACKSKENFHLRPRRELISMINWIWVLELE
GSETTFMCEYADETATIWEFLNEW I TFAQSIISTLT

leGLEc[MN297G_delk)::G45::hull-2{Da45, C1254)

MDMRVPAQLLGLLLLWLRGARCDOK THTCRPPOCPAPELLGGPSVFLFPPKFK
OTLAAISRTPEVT OV DN SHEDFPEVK FN WY VDG WEVHNAK TR PREEQYGS
TYREVWESVLT VLA QD WILINGEKE Y OK WENCAL P PIER TISKAKGOPRE POV
YTLPPSREEMTENOQWVSLTOLVKGFYPSOIAVEWESNGOPENNYKT TPPWL
DEOGSFFLYSKLTWYDORSRW OGN Y FSCSYMHEALHNHY TOKSLSLSPG GG
GOESAPTSSSTEET QLGLEHLLLD LM ILMGI MMYEMPELTEMLTFEFYRM P
EEATELKEHLOCLEEELKPFLEEVLMNLAOSKNFHLRPRSLISMNINWIWVLELEK
GSETTFMCEYADETATIVEFLNEW I TFAQSIISTLT

lgG1Fc(N297G_delK)::G45::hulL-2{D84T, C125A)

MDMRVPAOQLLGLLLLWLRGARCOK TH TCPPCPARPELLGGRSVFLFPPKRK
DTLAISRTPEVTOVVD WV EHEDPEVEFNIWVY VDG VEVHNAKTKNPREEQVGES
YRVYSYLTVEH QD WILINGRKEYNOCK VSN AL FPAPIERKTISKARKGOPREPOV
YTLPPSREEMTEKNQVSLTCOLVEGFYPSDIAVEIWESNGOFENNYKT TRPWL
DSOGSFFLYSKL TWDRSAW OO GENVESCSTYNATHEALHNHY TORKSLSL S PG
GESAPTSSSTRETOQLOLEH LLLDLOMILMGIMMYEMPELTREMLTFEFYR P
KKATELEHLOCLEEELKEPLEEVLMLAQSKNFHLRPRTLISMIMNW I LELK
GSETTFMCEYADETATIVEFLNEW I TFAQSIISTLT

leG1Fc(N2976G_delK)::G45::hulL-2{S87R, C125A)

MDMRVPAOQLLGLLLLWILRGARCOK TH TCPPCRPAPELL GGRSVFLFPPKPK
DTLAISRTPEVTCOVVWD W SHEDPEVEFN WY VDG VEVHNAKTKPREEQVES
TFREVVSYLT VLR QD WILINGEEYKCKWENKAL PAPIERTISKAKGOQPREFPOV
YTLRPPSREEAMTENOQVSLTCLVRGFYPSDIAVEWESNGOPENNYKT TRRPWL
DS0GSFFLYSKLTWVORKSRWOQGNVYESCEVNMHEALHNHY TOQRSLALS PG GG
GGESAPTSSSTEETOLOLEHLLLDLOMILMGINMYENMPELTRMLTFEFYMP
KEATELKHLOCLEEELKPLEEVLMLAOQSENFHLRPRDLIRMNINAVIWVLELK
GSETTFMCEYADETATIWVEFLNEW I TFAQSIISTLT

FIGURA 24L
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| 1gG1Fc(N2976G_delk)::G45:-hulL-2{N88A, C125A)

MDMRVPAQLLGLLLLWLRGARCOK THTCPPCPAPELLGGPSVFLFPPKFE
OTLASR TPEVYT O VYD SN EDFEVEFN WY VDG VEVHNAKTRNPREEQYGS
TYRVSVLTVLHQDWINGKEYKCREVENKAL PAPIERKTISKAK G OPREFOV
YTLRPPSREEMTENQWSL TCOLVYRGFYPSDNAVEWESNGOQPENNYKT TRFPWL
DEDGSFFLYSKLTVDRESARW QOGN VFSCEVAMHEALHNHY TOKSLSLSPGEGE
GESAPTSSETEET QLOLEHLLLDLOMILMNGINNYKMPELTREMLTFEFYMMP
KEATELKHLOCLEEELKEPLEEVLMLACQSKNFHLEPRDLISA| MY IVLELK
GEETTFMCEYADETATIVEFLMEW ITFAQSIISTLT

leG1Fc(N2976G_delK)::G45::hulL-2{NS8E, C1254)

MOMRVPADLLGLLLLWILRGARCOK TH TCPPCPAPELLGGRSVFLFPPEPK
OTLATISATRPEVT OV DV SHEDPEVE FNW Y VD GWEVHNAKN TKPREEQVYGS
TFRVVSVLTVLHOQDWINGEKEFYNCEVAENKAL PAPIERTISKAKGQPREFPOV
YTLPPSREEM TENQWVSLTOLVWEGFYPSDIAVEWESNGOPENNYKT TPPWL
OSGSFFLYSKL TWRKAR W OGNV ESCSVMMEALMNHY TORNSLALSAGG G
GESAPTSSSTEETQLOLEHLLLDLOMILNGINMYENPELTREMLTFEFYMF
KEATELEHLOCLEEELKPLEEVLMNLAGSKNFHLRPRDLUSEINAIVLELK
GSETTFMCEYADETATIVEFLNRW I ITFAQSIISTLT

IZgG1lFc(M297G_delK)::G45:: hulL-2{ME8F, C125A)

MDRMRYPAQLLGLLLLWLRGARCORK THTCRPPOCPAPELLGGRPSVFLFPPKPK
OTLASISRTRPEWTCOWWVYDWSHEDFEVEFN WY VDG WVEVHNAKTKPREEQYES
TYRVWVSVLTWVLHQDWILINGKEYKNCK VSN KALPAPIEKTISKAKG QFPREPCV
YTLRPSREEM TEKNOQWVSLTCOLVYKGFYPSCHAVEWESN GOPENNYKTTPPWL
ODEDGEFFLYSKLTVDESRW QOGN YFSCSVMHEALHNHY TOQRSLSLSPGEE
GESAPTSSSTEETOLOLEHLLLDLOMILMNGINMNYKMPELTEMLTFEKFYM P
KEKATELEHLOCLEEELKFLEEVLNLACQSKNFHLRPRDLISFINYIWVLELK
GSETTFMCEYADETATIVEFLNRW ITFACSIISTLT

IEE1Fc(MN2976G_delk)::G45:hull-2{NE88G, C1254)

MDMRVPAOQLLGLLLLWILRGARCORE THTCPPCPAPELLGGPSVFLFPPKPK
OTLAISRTPEVTOWVYY DWW SHEDPEWVKEN WY VDG WEVHNAKTKPREEQYGS
FYRVYSVYLNVEHQDWILINGKE YK CK VSN AL PAPIER TISKARKGOQPRE POV
YTLAPSREEM TENQWVSLTCOLVWEGFYPSDIAVEWESNGOPENNYKT TPPWL
DEDGSFRFLYSELTWVDRESAW QOGN Y FSCEVYMHEALHNHY TORSLSLSPGO5E
GESAPTSESTERKTQLOLEHLLLDLOMILNGINMYEMNPELTRMLTFEFYRMF
KEATELEHLOCLEEELEPLEEVLNLAOQSENFHLRPRDLUISGINWIVLELK
GSETTFMCEYADETATIVEFLMNREW I TFACSIISTLT

FIGURA 24M
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IgG1Fc(N297G_delK)::G45::hulL-2{N82M, C125A)

MDMRVPAQLLGLLLLWLRGARCORK THTCPPCPARPELLGGPSVFLFPPEPK
DTLAGISRTRPEVTOWVYDIVSHEDPEVEKFNW Y VDG VEVHNAKTKFREEQ YGS
TYRVVEVLTYLHOQDWLNGKE YKCK VSN KALPAPIERK TISKAKGOPREFOV
YTLPPSREEM TN QWAL TOLVEGFYPSDMAVEWESNGOPENNYKTTPPVL
DESDGEFFLYSKL TVWDRESARWOLQGNVYFSCSVAMHEALHNHY TORKSLELSPGGE
GGESAPTSSSTREETQLOLEHLLLOLOMILNGINMNYENPELTEMLTFEFYRMEP
KEATELEHLOCLEEELKEPLEEVLNLAQSEMFHLRPRDOLIZMIMWIN LELE
GSETTFMCEYADETATIVEFLNEWITFAQSIISTLT

l2G1Fc(N297G_delK)::G45::hulL-2{N88S5, C125A)

MDMRVPAOQLLGLLLLWLRGARCOK THTCPPCPARPELLGGRSVFLFPPKPK
DTLMISRTPEVTCOVVYWDVEHEDFEVEFN WY VDGVEVHNAKTKPREEQYVGS
TYRWVVSVLTVLIHQDWINGREYKCEVSNKALPAPIERTISKAKGOPREPOV
YTLPPSREEM TN OQWSLTOLVEGFYPSDIAVEWESNGOPENNYKTTFPVL
ODSOGSFFLYSKLTWDESR W OGN VESCEVMMHEALHNHYTORKSLSLSPGEE
GESAPTSSSTRETQLOLEHLLLDLOMILNGINNYENPELTRMLTFEFY MNP
KEATELKHLOCLEEELKPLEEVLMLACOSKMNFHLRPRDLISSIMVIVLELK
GSETTFMCEYADETATIVEFLNRWITFAQSIISTLT

lgG1Fc(N2976_delK)::G45::hulL-2{N8&V, C125A)

MDMRVPAQLLGLLLLWLRGARCOKTHTCPPCPAPELLGGPSVFLFPPKPE
OTLANISRTPEVTOWVVYDWVSHEDPEVKFN WY VDG WVEVHNAKTKPREEQYGS
TYRVVSVLTWVLHQDWINGRKEYKCEVSNKALPAPIERTISKAKGOFPREPCOV
YTLAPSREERM TR OQWVSLTCOLVEGFYPSDMAVEWESNGOFENNYKTTPPVL
OSOGESFFLYSKLTYWDESR W QOGN ESCSVMHEALHNHY TORSLSLSPGEE
GESAPTSSSTEETQLOLEHLLLDLOMILMGIMMNYENPELTRMLTFEFYR P
KEATELEHLOCLEEELKEPLEEV LNLACSEMNFHLRPRDLISVINYVIVLELK
GSETTFMCEYADETATIVEFLNEW I TFACSIISTLT

IgGIFc(N2976_delk)::GAShulL-2{NESW, C1254)

MDMRYPAQLLGLLLLWLRGARCDKE THTCPPCPAPELLGGPSVFLFPPKPK
OTLANISRTPEVTOWVVYDVSHEDPEVKFNW Y VYDGWVEVHNAKTKPREEQ YVGS
TYRVVEVLTIVIHQDWILNGRE YKCKVANKAL PARPIEE TISKAKGOFAREFPOV
YTLAPSREEM TN QWAL TOLVEGFYPSDMAVEWESNGOPENNYKTTPPVL
DASDGSFFLYSKLTVYDRESARW OQGNVYFSCEVMHEALHNHY TORSLELSPGEE
GESAPTSSSTEETQLOLEHLLLDLOMILMNGIMMNYENPELTRMLTFEFYMF
KEATELEHLOCLEEELEPLEEVLMNLAGQSENFHLRPEDLISWINVIVLELK
GSETTFMCEYADETATIVEFLMBWITFAQSIISTLT

FIGURA 24N



52/112

IG1FC(M297G_delK): G455 hull-2{Wa10, C1254A)

MDMRVPAQLLGLLLLWILRGARCOK THTCPPCPARPELLGGPSVFLFPPKPR
TLANSRTPEVTOWVYDWVSH EDPEVEFN Y VDG WVEVYHNAKTKFREEQYGS
YRVVSVYLTVLHOQDOWILNGKEYKCKWESNMNAL PAPIERTISKAKGOPREAOV
TLAPSREEMTENQWSLTOLVYKGFYPSDIAVEWESNGOPENNYKT TRPPVL
SOGAFFLYSKLTYDORSAR W OGNV FSCSVWNIHEAL HNH Y TOESLSL SPG GG
GESAPTSSSTEETOLOLEH LLLELCOMILMGIMMYEMNMPELTEMLTFEFYMR P
KATELEHLOCLEEELKEPLEEVLMLAOQSKEMFHLEPEDLUISMIMNDIWLELK
SETTFPMCEYADETATIWVEFLMNBEW I TFAQSIISTLT

rGAFC(NZ97G_delK)::Ga5:hull-2{WVI1E, CL258)

TIDMRVPAQLLGLLLLWILRGARCOK TH TCPPCPAPELL GGRSVELFPPKFK
LSRR TPEVT O WD VW SHEDPEVKFN Y Y IDGVEVHNAK TKFREEQVGS
FRVVEVLTVLHOQDWILINGKEYKCEWSMNKALPAPIEETISKAKGOQPREAOV
TLRPSREEA TENQWSLTCLVEKGFYPSDIAVEWESNG OFPENNYR T TPPWVL
SOGSFFLYSKLTWVDRESR MW OOQGENVESCSVAMMHEALHNHY TOQRKSLSLSPGGEGE
GEAPTSESTEETQLOLEHLLLDLOMILNGINMNYENPELTRMLTFEFY P
KATELKHLOCLEEELKPLEEVLNLAOQSKNFHLRPRDLUISNINEIWLELK
SETTFRMCEYADETATIVEFLNEW I TFAOSISTLT

IGAFC(M2O97GE_delK):Ga5: hull-Z2{vVa1G, C125A)

MDMRVPAQLLGLLLLWILRGARCOK THTCPPCPARPELLGGRSVFLFPPK PR
TLANSRTPEVTOWVVYD VSN EDPEVEFN Y VDGVEVYHNAKTKFREEQYGS
FRVVYEVLTVLHQDWILINGKEYKCEWVSMNKALPAPIERTISKAKGOQPREFOV
TLRPSREEA TENAQWVSLTCLVYKGFYPSDIAVEWESNGOPENNYE T TRPPVL
SDGEFFLYASKLTWVDESRW OGN YFSCSVNHEAL HNH Y TOQKSLSLSPGGEGE
ESAPTSSSTEETOQLOLEHLLLDLOMILNGINMNYKMPELTRMLTFEFYMFP
KATELEHLOCLEEELEPLEEVWLNLACSKNFHLRFREDLUISMNINGMNWLELK
SETTFRCEYADETATIWEFLMEW I TFACQSIISTLT

SLFC(MN2976G_delK):Ga5-hull-2(WI1s5, C1254)

IDMRVPAQLLGLLLLWLRGARCOK THTCPPCPAPELLGGPSVFLEPPKPK
TLMISRTPEVTCVYWDWSHEDPEVKFNWYVDGWVE VHNAKTKPREEQYGS
YRV SWVLTVLHOQDWILINGKE YR OCKWSNEAL PARPIEE TISKAKGOFPREAODV
TLPPSREEMTKNQVSL TCLVKGFYPSDIAVEWESNG QPENNYKTTPPVL
SOGSFFLYSKL TWVDOKSAWQQGNVESCSVMHEALHNHY TOKSLSLSPGGG
GSAPTSSSTEKTQLOLEHLLLDLOMILNGINMNYKENPELTRMLTFEKFYMP
KATELKHLOCLEEELEPLEEVYLMLAOQSKMNFHLEFPREDLUSMINSIWVLELK
SETTFMCEYADETATIVEFLNRWITFAQSIISTLT

FIGURA 240



53/112

lgG1Fc(N297G_delK)::GA5::hulL-2{192K, C125A)

MDMRVPACQLLGLLLLWLRGARCDRKTHTCPPCPAPELLGGPAVFLFPPKPK
OTLMISATPEVT OV VYOVSHEDPEVEFN WY VDG VEVHNAKTKPREEQYGS
TYRWVSVLTVLHQDWINGKEYKCEVANKALPAPIERTISKAKGQPREFOQV
YTLPPSREEMTKNOVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTRPVL
DEDGSFRLYSELTVDRSRWOOQGNVYFSCSVMHEALHNHYTOQRSLSLSPGGG
GGSAPTSSSTEKTOQLOLEHLLLDLOMILNGINNYKNPELTREMLTFKFYMP
KEATELKHLQCLEEELKPLEEVLMNLACSKNFHLRPROLISMINVEVLELK
GSETTFMCEYADETATIVEFLMEW ITFACSISTLT

lgeG1Fc(N297G_delk)::G45:hulL-2{192R, C125A)

MDMRVPAQLLGLLLLWLRGARCDOR THTCPPCPAPELLGGRPSVFLFPPKPK
DTLAMISRTPEVT CVWVDVAHEDPEVEFNWY VDG VEVHNAKTKPREEQYGS
TYREVVSVLTWVIHOQDWINGREYKCKWANKALPAPIEKTISKAKGOPRE POV
YTLPPSREEMTKNOQVSLTCOLVEGFYPSDIAVEWESNGOFENNYKTTFPVL
DEDGSFFLYSKL TVDESRW OGNNSO VMHEALHNHY TOKSLSLSPGGEGE
GESAPTSSSTEETOLOLEHLLLDLOMILMGINMNYKNPELTEMLTEEFYMP
KEATELEHLOCLEEELKPLEEVLMLACOSKNFHLRPREDLISMINYRVLELK
GSETTFMCEYADETATIVEFLNEWITFACSIISTLT

leG1Fc(N2976G_delK)::GAS:hulL-2{E95G, C1254)

MDOMRVPAQLLGLLLLWLRGARCORK TH TCPPCPAPELLGGRPSVFLFPPEFPE
DTLMISRTPEVT OV VYINGSHERDPEVEFNWY VDG VEVHNAKTKPREEQYGS
TYRWVVYSVLTVIHOQDWINGEEYKCKWENKAL PAPIEKTISKAKGOPREPOV
YTLEPSREEMTENQVSLTCLVRGFYPAAVEWESNGOPFENNYKT TPPVL
DEDGSFFLYSKL TWVDESRW OOGNVESCRVMHEALHNHY TQRSLSLS PG GG
GESAPTSSSTRETQLOLEHLLLDLOMILMGINNYENPELTEMLTFEFYMP
KEATELKEHLOCLEEELKPLEEVLMLAOQSENFHLRPROLUISMINYIVLGLE
GSETTFMCEYADETATIVEFLMEW I TFASSIISTLT

FIGURA 24P



54/112

Fo(M297G_delk)::G45:1L-2{L12G, C125A)

atggacatgagagtgoochtgoacagoctgotgggoctgotgotgotgtggot
gagaggcocgocagatgogacaaaactocacacatgococacocgtgoococagoac
ctgaactocctggggggacogtcagtocttocctocttoocoooccaaaacccaag
gacaccoctocatgatoctoococggacococtgaggtocacatgogtggtggtgga
cgbgagocacgaagacostigaggtcaagtbcaac gt acg bggacagcdg
tggaggtgcataatgocaagacaaagoogocgggaggagcagtacggocags
acgtacogigiggtcagogiocioacegloscigcaccaggaciggotgas
CoggeaaggagbacaagigoaaggiciocaacagagooctoCcagooooca
tocgagaaaaccatoctocaaagocaaaddgdcadgococdagaaccacadggtg
Cacaccoctgoooocatococgggaggagatgaccaagaaccaggtcagoct
gacctgooctggtocasaggottotatoccagogacatogoogtgaagtgag
agagcaatgggoagooggagaacaactacaagaccacgectococgtgoetg
gactoogacggotoottottoctoctatagocaagoctcacogtggacaagag
caggtggoagocaggggaacgtcttoctocatgotoocgtgatgoatgaggcto
tgocacaaccactacacgocagaagagoctctococtgtoctocogggtggaggt
gotggaagogotccaacttcctoctoccactaagaagactcaaGEGoaat
goagocachigiigtitggaciigoasatgatotbgaatgobatcaataatc
acaagaabccaaaghiigactocggatgtibtgactitbtaagtittacatgecca
aagaagqgctactgagitgaageactigoaatgittgdaggaggagttgas
goocattagaggaggttttgaattiggetcantocaagaattticacttgo
gqoocacdgyacttgatobocaatatcastgtgatogt bt tggagt tgaadg
gottocgagactacttttatgtgtgadtacgoctgacdadactgoctactat
cgttgagtttttgaatoggtggatcacttttgotcaatocatocatotoca
ctttgact

lgGAFc(N 297G _delK)::G45:hull-2{L12K, C125A)

atggacatgagagigoctgocacagetgoctggaoctgcigocigotgtggch
gagaggogocagatgogacaaaactcacacatgoocacodtgoccagcac
ctgaactoctggggggacocgtcagtottoctottococococcaaaaccocaag
gacacocctocatgatoctoocoggacococctgaggtocacatgogtggtggtgga
cgtgagocacgaagacoctgaggtcaagttocaactggtacgtggacggog
tggaggtgocataatgoocaagacaaagocogogggaggagcagtacggoago
acgtaccgtgtggtcagogtoctcacogtooctgoaccaggactggotgaa
tggoaaggagtacaagtgoaaggtctoccaacaaagooctooccagoococca
Locgagaaaaccatchiccaaagoccaaaggooagooocgagaacoacagghg
Cacacoobgoooooalosogggaggagatgaccaagaaccaggtocagoat
Jacctgooctggtcaaaggottictatoccagodacatogoogtgdagtagag
agagocaatgggoagoeogdgagaacaactacaagaccacgoctooagtaatag
gqactoocgacggobococttottoctoctatagoaagobcacogtggacaagag
caggtggocagocaggggaacgtocttctocatgotocgtgatgoatgaggcte
tgcacaaccactacacgeadgaagagochoctoocotgtetoogggtggaggt
gatgoaagogctocaacttoctoctocactaagaagactocaahGoaatt
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goagcacttgitgttiggactigoaaatgatocbbgaatggtatcaataatt
acaagaatccaaagtigactodgatgiigaciittaagiittacatgcca
aagaaggctactgagitgaagoactigcaatogitiggaggaggagtigasa
gocattadgaggaggtittgastitggctcaatocaadaat Tt CocactTas
gooccacagggacttgatctocaatatocaatgtgatocgttttggagttgaag
gottoogagactacttttatgtgtgagtacgobgacgagactgotactat
cgttgagtttttgaatcggtggatcacttttgotcaatccatcatctoca
ctttgact

IG1Fe(NZSTG_delk) G4S: hulL-2(L120, C1254)

atggacatgagagtgocbgocacagctgotgggoctgctgotgotgtggcte
gagaggogoocagatgogacaaaactcacacatgoocacogigoooagoac
ctgaactoctgogggggacogtocagtoct oot ot tocooCcaaaacccaayg
gacaccooctocatgatctococggacococtgaggtocacatgegtggtggtgga
cghtgagocacgaagaccoctgaggtocaagttoaactggtacgtggacggeg
tggaggtgoataatgocaagacaaagocogogoggaggagcagtacggoage
acgtaccgtgtggtocagogtoctcacogtoctgocaccaggactggotgaa
tggocaaggagtacaagtgocaaggtctococaacaaagococcoctoccagooooca
tocgagaaaaccatctocaaagococaaagggoagoooogagaaccacaggtg
Lacacococtgococccatcocgggaggagatgaccaagaaccaggtcagocte
gacocbhgoociggicasaggoiiciatooccagogacatogoogdtgaagtagag
agagcastgggcagooggadaacaactacaagaccacgooctoocgtgotg
gqactoocgacggobocttottoctctatagocaagoicacogiggacaagady
caggtgacagcaggggaacgtoctictcatgotocogtgatgoatgagagcto
tgoacaaccactacacgoagaagagoctoctococtgtotocogoggtggaggt
gotggaagogoctocaacttoctoctocactaagaagactocaaliGoaatt
ggagcacttgttgttggacttgocaaatgatocttgaatggtatcaataatt
acaagaatoccaaagttgactocggatgtbtgacttttaagttttacatgoca
aagaaggogctactgagitgaagcacttigoaatgttbggaggaggagtigaa
gocattoggaggaggtitbgaatttagoctcaatcocaagaatttbcact g
goccacgggactigatcboccaatatcaatgtgatogtittggagttgaag
gottcocgagactactitbatgtgtgagbacgoctgacgagactgocbactat
cgttgagtitttgaateggtggatcactittogctocaatoccatocatotoca
ctttgact

IGEIFC(M29TGE_delk)oG4Schull-2)L1 25, C1254)

atggacatgagagtgoctgocacagctgotgggoctgoctgotgotgtggcte
gagaggogocagatgogacaaaacbcacacabtgooracogtgooccagoac
ctgaactochgoggggacogicagiocl oo to b LoCooocCasaacocaadg
gacacoobocatgatcioocoggacooctgaggtcacatgogtagtagbgaa
cgtgagocacgaagacocigaggtcaagi tcaactggacagtggacggcg
tcoggaggtgcataatgoccaagacaaagocogogagaggagcagtacggcads
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acgtacogtgtggtocagogtocbcacogtoctgoaccaggactggotgaa
Cggeaadgagiacaagtgcaadd ol ccaadcasad oot oo ad oo a
Cogagaaaaccalolocadagdcsaaadgdcadcoaodgadaaccacacigteg
Cacacooctgoooocatooogdggaggadatgacoaagaaccaggtoagoot
gacoctgootggtoaaaggocttoctatoccagogacatoegoogtggagbggg
agagcaatgoggcagocoggagaacaactacaagaccacgoctoocogtagctg
gactocogacggoctoccttottoctoctatagocaagoctcacogtggacaagaqg
caggtggoagocaggggaacgtcttoctocatgotocogtgatgoatgaggoto
tgoacaaccactacacgoagaagagoctctoococtgtoctocogggtggaggt
ggotggaagogotocaacttoctoctocactaagaagactocaaTCEocaatte
goagcactbtigitgtiggactigoaaatgatoctigaatgotatcaataattc
acaagaatcocaaagbigactoggatgtbgactittaagttttacatgoca
aagaagdctactigagitgaagocactigcaatgbh bt iggaggaggagtbgaa
gocatbggaggagatitbgaatitggcbcaatocaagaatt i cact hos
goocacgggactiigatocbocaatatcaatgigatoegti it bggagttgaag
ggttococgagactacttttatgtgtgagtacgoctgacgagactgotactat
cgttgagtttttgaatocggtggatcacttttgotocaatcocatcatoctoca
cthttgack

IGIFc(N29TG_delk):GaS hull-2{0Q136G, C125A)

atggacatgagagtgocochtgocacagoctgotgggoctgotgotgotgtgget
gagaggogocagatgogacaaaactocacacatgooccacogtgoococagoac
ctgaactoctggogogacogtocagtottoctottoococococcaaaacooaag
gacacocokocatgatoctoocoggacoococtgaggtocacatgogtggtggtgga
cgbhgagocacgaagacootigaggtcaagttcaachggtacgtbtggoacggcg
togaggtgrcataatgocaagacaaagocogogggaggagcagtacggocago
acgtaccgtgiggtcagogtocicacegtoctgoaccaggaciggotgas
CogoaadgadiacaagtgoaadgtotocaacaaagoactooCad oo a
Cocgagaaaacocatotocaaagocaaaggogocagoooodagaacoacaggtg
Cacacooctgoocoocalooccgggaggagatgaccaagaacoaggtoagoct
gacctgococtggtocaaaggcocttctatococcagogacatocgocogtggagtggg
agagcaatgggocagococggagaacaactacaagaccacgoctocogtgotg
gactoogacggoctocttottoctoctatagocaagoctocacogtggacaagaq
caggtggocagoaggggaacgtocttotocatgotocogtgatgoatgaggoto
tgocacaaccactacacgocagaagagockoctoococtgtoctocogggtggaggt
gobtggaagogotocaachtoctoohocachaagaagactcaat LgEGATL L
goageachtgttgttggacttgcasatgatocttogaatgatatcaataatc
acaagaatccaaagtigactoggatgiigactittaagtoittacatgoca
aagaagdotactJgaditgaagoactiadcaatgtttggaggaggagttgasa
gocattggaggaggttttgaatttggoctocaatocaagaattttocacttgo
gooCcacgggactbhgatocbocaatatcaatgtgatoegt it bggagtbtgaag
ggttocogagactacttttatgtgtgagtacgctgacgagactgoctactat
ocghttgagtttttgaatocggtggatcactttitgotocaatcocatcatctoca
ctttgactk
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IgG1Fc(N297G_delK):G4S: hull-2(E1 54, C125A)

atggacatgagagtgoctgoacagotgotggogoctgotgotgotgtggct
gagaggogoCcagatgogacaaaactocacacatgococacogtgoococagoac
ctgaactocctggggggacocgtocagtocttoctottooocococcaaaacoccaag
gacacoohcatgatcticooggacococcigaggicacatgogtggtggtgga
cobtgagocacgaagaccoctgaggtcaagttocaactggtacgtggacggog
tggaggtgoataatgoocaagacaaagoogogagaggagoagtacggcags
acgtacogtgiagtcagogtochcacogtoctgoaccaggactaggotgas
tggcaaggagtacaagtgcaaggiotoccaacaaagocoioccagooooea
Cogadaaaaceatococaaagocaaaggooadocoodagaaccacaggtg
tacacocctgoooocatococggoagdagatgaccaagaaccaggtocagoct
gacctgoctggtocaaaggottotatoccagogacatogoogtggagtggg
agagcaatgggocagococggagaacaactacaagaccacgoctococgtgotg
gactocogacggctoccttottocktcoctatagocaagoctocacocgtggacaagag
caggbtgocagoaggggaacgtcttctocatgotocogtgatgoatgaggotc
Cocacaaccactacacgagaagagocicbococtgiciocoggg tLggagalt
gobtggaagogotocaackttocctocioccactaagaagactocaat tgoaate
gECGCaAch gL tgiiggactig-aaatgatciigaatggbatcaataat
acaadaatccaaagttigactoggatgttgactttbaagttttacatgooa
aagaaggctactgagttgaagcacttgoaatgtttggaggaggagttgaa
gocattggaggaggtittgaattiggoctcaatoccaagaatittcactTgo
ggocacgggactbtgatctocaatatocaatgtgategtocttggagttgaag
ggttococgagactacttttatgtgtgagtacgoctgacgagactgoctactat
cgttgagtttttgaatocggtggatcacttttgotocaatoccatocatoctooa
ctbhtgach

GIFo(MN2ITE_ delkloG4E3 hull-2(E15G, C1254)

atggacatgagagtgcoctgcacagetgctgggocbgebgctactgtagct
gagaggogocagatgogacaaaactocacacatgooccacogtgoocagoac
ctgaactoctggggggacogtocagtottoctottoococcaaaaccocaadg
gacaccoctocatgatoctocoggacococctgaggtocacatgogtggtggtgga
cgtgagoccacgaagaccoctgaggtocaagttocaactggtacgtggacggog
togaggtgoataatgocaagacaaagocogogggaggagcagtacggocags
acgtacocgtgtggtcagogtoctocacocgtoctgocaccaggactggoctgaa
Logoaaggagiacaagtigoasaggtcticcaacaaagooctoccagooooca
coegagaasaccabtobocaaagocasagggcagococogagaacoacaggteg
tacacoobgococcal coodgdagdagatgaccaagaaccaggtcagoat
gqaccbhgooctggtcaaaggotictatocccagogacatocgoogtgaagtgog
agagcaatgggcagocggagaacaactacaagaccacgectocegtagctg
gactoogacggobtoocttottoctoctatagocaagoctocacogtggacaagag
caggtggocagoaggggaacgtcttoctocatgotoccgtgatgoatgagacto
tgoacaaccactacacgoagaagagoctoctoococtgtoctococgggtggaggt
gotggaagogotoccaacttoctoctocactaagaagactocaattgoaatte
gEGEcachtgitgtiiggactigaaatgatciigaatgghatcaataatc
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acaagaatccaaagttgactoggatgtbtgacttttaagttttacatgooca
Aaagaagqogctactigagitgaagocaciigcaatgi tbggaggaggagtbgaa
gocattggaggaggtitttgastttggotcaatococaagaattttcacttgo
goocacgggactbhgatcboccaatatcaatgtgatogtttbggagttgaag
gobttocogagactactittatgigtigagtacgoigacgagactgoctactat
cgbtgaghititgaaicgatguatcacititgstcaaiocatcabobhaca
CcLLTgact

IgG1FoiM297 G delK) G345 hulL-HE155, C1254)

atggacatgagagtgoctgocacagoctgoctgggocctgoctgotgotgtggot
gagaggocgcococagatgogacaaaactocacacatgooccacocgtgoococagoac
ctgaactococtggggggacocgtocagtocttocctottococoococaaaacoccaag
gacacococtoatgatctoocoggacocooctgaggtocacatgogtggtggtgga
cghgagoocacgaagacoctgaggtoaagtbcaactggbacgbggacggog
togaggtgcatastdccaadachasag oo oddgadgagcagtacaggaad s
acgtacocgtgtggtocagogtoctocacoegtoctgoaccaggactggotgas
Cogeapaggqagiacaagigeaaggiotocaacasagoocotoccag oo a
tocgagaaaaccatctocaaagocaaagggoagcoocgagaaccacaggtg
Cacacochgoooocatcocgggagdadatgaccaagaaccaggtcagaoch
gacotgootggtoaaaggotictatooccagogacatogoogtagagtgag
agagcaatgggocagocoggagaacaactacaagaccacgoctoococgtgotg
gactocogacggoctocttottoctctatagocaagoctocacocgtggacaagag
caggtggocagocaggggaacgtcttoctcatgotococgtgatgocatgaggotc
tgoacaaccactacacgoagaagagocctctocococtgtoctocogggtggaggt
gobtggaagogotoccaacttoctocicocactaagaagactcaattgoaatte
JTOCGEcachigi tgtbggactigcasatgatctbgaatgagtatcaataatt
acaagaatccaaagtigactoggatgtbgactittaagtbttacatgooa
aagaagoctactgagitgaagcactigcaatdbtbgdadgadggagttgas
gocattaggaggaggttttgaatttogotcaatoccaagaattttcacttac
goocacgggacttgatctocaatatocaatgtgatogttttggagttgaag
gattoogagactactittatgtgtgagtacgotgacdagactgotactat
cgttgagtttttgaatocggtggatcacttttgotocaatoccatocatoctoca
ctttgact

GE1Fe(N297 G delk) oG4S hull-Z{H164, C1254)

atggacatgagagtgoctgocacagoctgotgggoctgoctgotgotgtggct
gagaggogoocagatgogacaaaacioacacabtgoocacogigoooagoac
ctgaactoctgaggggacogtcagtotbtocctobtococcoccaaaacoccaag
gacacocochcatgatociocoocggacoocigaggtcacatgogtaggtggtgga
cogtgagocacgaagacocidadgicaagibicaactggacgtadacyggadg
tggaggtgrataatgocaagacaaagoogogoagaggagecagtacggoags
acgtacogtgoggtocagogtoctcacogtoctgoaccaggactggotgaa

FIGURA 25E



59/112

tggoaaggagtacaagtgocaaggtctoccaacaaagococctoccagoocooca
Ecgagaaaacsablociccaaagccaaaggocagocdsodgagaacoacaggtg
tacacooctgoocoococatocococggoaggagatgacocaagaaccaggtocagoot
gqacoctgooctggtcaaaggoiictatococagogacatocgoog bgaagtgadg
agagcaatgoggocagooggagaacaactacaagaccacgoctocogtgotg
gactoogacggobocitottocbotatagocaagobocacogtoggacaagady
Ccaggtggcadgcaggggaacdiocbtoicatgotoocgigatgocatgaggot.c
tgcacaaccactacacgoagaagagoctoctocctgtotcogagtaggagat
gotggaagogotocaacttoctoctocactaagaagactocaattgoaatt
goagElttgttgttggacttgoaaatgatottgaatggtatcaataatt
acaagaatccaaagttgactoggatgtbtgacttttaagttttacatgoca
aagaaggctactgagttgaagcacttgoaatgtttggaggaggagttgaa
gocattggaggaggtttbtgaatttggoctcaatocaagaatttttocacttge
gooocacgggacttgatctoccaatatocaatgtgatocgtttbtggagttgaag
gobttocogagactactitbatgtgtgagtacgobtgacgagactgotactat
cottgagitttigaatoggtggatcactititgotcaatoccatcatotoca
chttgact

GEIFe(M287TG_delk)GaS hull-2{H160, C1264)

atggacatgagagtgocctgcacagcoctgctgggoctgoctgoctgotgtggct
gagaggocgoccagatgogacaaaacbhcacacatgoocoacogtgococagocac
chgaactoctgoggagacogtcagtotiocctebtooooocasaacocaag
gqacacoocbhocatgatciococoggacoccigaggicacatgog g taggtgaa
cobtgagocacgaagacestgaggtcaagttcasctgagtacgtgaacagcg
Ccggaggtgeataatgocaagacaaagoogogoggaggageagtacggoage
acgtaccgtgtagtcagogtoctcaccgtoctgcaccaggactagotgaa
tggcaaggagtacaagtgoaaggtotoccaacaaagooctoccagooooca
togagaaaacocatoctocaaagocaasagggoagocoogagaacoacaggtg
tacaccctgoocococcatocococgggaggagatgacocaagaaccaggtocagocth
gacctgoctggtocaaaggocttoctatocococagogacatocgoogtggagtggg
agagcaatgggocagooggagaacaactacaagacocacgoctoocogtgotg
gactocogacggobhoccttoctiococbctatagcaagoctcacogtggacaagag
caggtggocagoaggggaacgtcocttctocatgotocogtgatgoatgaggoto
Egcacaaccactacacgoagaagagootoboocotgtoboogggtggaggt
gqotggaagogctocaactitoctcctocactaagaagactcaattgoaatc
goagGARittgttgttggacttgcaasatgatcttgaatggtatcaataatt
acaagaatocaaagttgactoggatgttgactottaagttttacatgoca
aagaagoactactgagttgaagcacttgcaatgttbggaggaggagttgaa
gocattggaggaggttttgaatttggetcaatocaagaattttcacttgo
gocococacgggacttgatctoccaatatocaatgtgategtettggagttgaag
ggttocogagactactottatgtgtgagtacgcoctgacgagactgotactat
cgttgagtttttgaatocggtggatcacttttgotocaatccatocatctoca
cthtgact
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I9G1Fc(N297G_delK)oG4S hulL-Z{H16G, C1254)

atggacatgagagtgoctgocacagoctgotgggoctgotgotgotgtggot
gagaggcocgocagatgogacaaaactoacacatgooccacogtgoccagoac
ctgaactocctggggggaccgtcagtocttocctocttococococococaaaacoccaag
gacacoobicatgatcticooggaccooctigaggtcacabtgogtiggtiggtgga
cgbtgagocacgaagacoctgaggtcaagttocaactggtacgtggacggcg
cggaggtgoataatgooaagacaaagoogogogaggagoagtacoggoas
acgacocdigiagtcagogiocDcacogdiocigcaccaggaciaggotgaa
coggcaaggagtacaagtgcaaggioioCaacaaadocoioCCagocooca
Cogadaasacoatchocaaagocaaaddodcadooacdadgaactacadgtg
tacacoctgocooccatcocogggaggagatgaccaagaaccaggtocagoct
gacctgooctggtocaaaggottoctatooccagogacatogoogtggagtgag
agagcaatgggocagooggagaacaactacaagaccacgooctoccgtgotg
gactocogacggoctocttottoctctatagocaagoctocacogtggacaagag
caggbgocagoaggggaacgichtctcatgotocogtgatgocatgaggotoc
cgcacaaccactacacgsagaagagocbocbesclgticioogggbggagat
gobtggaagogotocaacttoctoctococactaagaagactcaatbtgoaatte
gqoagEEiitgitgttggactigoaaatgatottgaatggtatcaataatt
acaadaatocaaagiidactodgatgitgactititaagttitacatgoca
aagaagogctactgagttgaagcacttgoaatgtttggaggaggagttgaa
gocattggaggaggtttbgaatttggotcaatoccaagaattttocacttgo
ggocacgggactbtgatoctocaatatocaatgtgatogttttggagttgaag
ggttocogagactacttttatgtgtgagtacgoctgacgagactgoctactat
cgttgagtttittgaatocggtggatcackttttgotocaatococatocatctooca
cLhhtgach

EIFo(M29T G delklG4S hulL-2H 16K, C1254)

atggacatgagagtogcctgcacagotactggacctgotactactgtaget
gagaggcgocagatgogacaaaactoacacatgooccacogtgoccagoac
ctgaactoctgagggogacogtcagtottocotot tocooocadaaacoccaaq
gacacoccoctocatgatotoocoggacococtgaggtocacatgogtggtggtgga
cgtgagocacgaagacoctgaggtcaagttocaactggtacgtggacggog
tggaggtgcataatgocaagacaaagoocgoggagaggagcagtacggcago
acgtacogtgtggtcagocgtoctcacogtooctgocaccaggactggoctgaa
tggmaaggagtacaagtigoaaggtctocaacaaagoooctoccagoooooa
Cogagaasaccatobocaaagocaaaggooagoooogagaaccacagygiteg
cacacoogooocomaicoogggaggagatgaccaagaaccaggbcagaot
gJacctgootdggtocaaadgotitcbatocCagodacatogoog tgdagtgodg
agagcaatgggcagocagagaacaactacaagaccacgoctococgtgotg
gactoogacggoctoocttottoctctatagocaagotocacogtggacaagag
caggtggcagocaggggaacgtocttotcatgotocgtgatgoatgaggotoe
tgoacaaccactacacgoagaagagoctoctococctgtotocogaggtggaggt
gobtggaagocgotocaacttococtoctocactaagaagactocaattgocaatt
goaghifiGitigitgtiggactiigcaaattgatciigaabtggbtatcaataate
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acaagaabtccaaagbttgactoggatgtbgacttttaagttttacatgcca
Aagaagoctactgagiigaagcaciigcaatgttiggadgaggagtgas
gocabttggaggaggiitigaatitggcicaatlccaagaat it icact Do
goocacgggactbgatobocaatatcaatgtgategtbttggagttgaag
gottoogagactactoittatgtgtgagtacgchgacgagactgctactat
cgttgagttiitgaatoggtggatcactititoctocaatocatoatotoca
ctttgact

IgEIFo(N29T G delklGaS chull-2{H 160, C125A)

atggacatgagagtgcctgocacagetgotgggocctgoctgoctagctgtgget
gagaggogocagatgogacaasactocacacatgooccacogtgooocagoac
ctgaactooctggggagacogtoagtottoctettoocoococasaacocaaqg
gacacococtocatgatctoocoggacocococtgaggtocacatgogtggtggtgga
cghtgagocacgaagacoctgaggtocaagttcaactggtacgtggacggog
cggaggtgcataatgoccaagacaaagoogogagaggagcagtacggcagas
acgtaccgtigiaggtcagogiccicacogtoctigcaccaggactaggoctigaa
cogoaaggagiacaagtgoaaggitctiocaacasagooctoocagoococa
Cogagaaaacoatctocaaagocagadgocadooocdadaacoacaggtg
Cacacootgcococato-odgdgaddgadatgacaagadccadggtcagoct
gaccbtgootggtocaaaggottioetatocccagogacatoegoeogbtggagtgag
agagcaatgggoagooggagaacaactacaagaccacgoctoocogtgotg
gactoogacggoctocttottoctctatagocaagoctocacocgtggacaagag
caggtggocagocaggggaacgtcttotocatgotoocgtgatgoatgaggotc
tocacaaccactacacgoagaagagoctoctoococtgtotocogggtggaggt
gqobtggaagogcticcaacttoctociccactaagaagactcaatbtgocaatte
goaghATEitgotgtiggacitgcaaatgatctigaatggtatcaataatc
acaagaabtoccaaagbtigactoggatgtegactetbaagtbttacatgoca
aadgaadqctactgagitgaagoaciTdcasatgittgdaddgadggagitgan
gocattggaggaggttitgaatttggotcaatocaagaattttocact oo
ggocacgggacttgatctocaatatcaatgtgategtottggagttgaag
gottoogagactactoittatgtgtgagtacgectgacgagactgoctactat
cgttgagtttttgaatocggtggatcacttttgotocaatccatcatctoca
ctttgact

KGIF(N29TG_delk:G4S:hull-2{H16M, C1254A)

atggacabtgagagtgoocbtgcacagotgotgguootgcbgoctgotgtagot
Jadaggodgocadatdcdacaaaaccacacatgcocacogtgoooadsac
chgaactoctgaggggacogtocagbottoctoct toococoCccagaacooaad
gacaccochcatgatctococoggacecoctgaggtcacatgogtagtaggtgaa
cgbtgagocacgaagacootgaggtocaagttocaactggtacgtggacggog
tggaggtgcocataatgocaagacaaagocogogggaggagcagtacggoago
acgtacocgtgtggtocagogtocctocacogtoctgoaccaggactggotgaa
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tggoaaggagtacaagtgoaaggtcticoaacasagoostosccagooosoca
togagaasacoatobocaaadqcsasadgdcadccscdagaadoacagg e
Lacacoochgoossccalocogdggagagagatgaccaagaaccaggtcagact
gqacctgooctggtcagaggottoctatoccagodacatogoogtgogagtgoy
agagcaatgoggoagoocggagaacaactacaagaccacgoctooccgtgotg
gactocgacggotocttottoctoctatagocaagotcacogtaggacaagag
caggtggoagoaggggaacgtottotocatgotocgtgatgocatgagacto
tgroacaaccactacacgoagaagagoctoctoococtgtoctocogggtggaggt
gotggaagogoctococaacttococtooctocactaagaagactcaattgoaatt
ggaghilfttgttgttggactigocaaatgatocttgaatggtatocaataatt
acaagaatccaaagtitgactoggatgttgacttttaagtitttacatgoca
aagaaggctactgagitgaagqeactigcaatygbtbggaggadggagtigas
gocabtbggaggaggtitigaatitggocbcaatccaagaabttbbcact bgs
goccacgggactigatcboccaatatcaatgtgatogt bt tggagb tgaag
gottecgagactacttithatgtgtgagtacgotgacgagactgetactat
cgttgagtttitgaatoggtggatcacttttgotocaatocatocatotoca
ctttgact

IgG1Fe(N297TG_delK:G4aS-hull-Z{H16R. C1254)

atggacatgagagtgoocbtgcacagsigotgggocigotgctgotgtggcte
gagaggogocagatgogacaaaactcacacatgooccacog Lo cagaac
ctgaactoctgogggggacodtocagtottcototiooooocaanacocaadg
gqacacocohoatgatotoocoggacococtgqaggtcacatgegtagtgatgoa
cgtgagocacdaajgaccoiJaddtcaagttocaactggiacgtggacyggog
tggaggtgocataatgocaagacaaagoocgogoggaggagocagtacggoags
acgtaccgtgtggtoagogtoctcacogtoctgoaccaggactggotgaa
tggoaaggagtacaagtgoaaggtotoccaacaaagoooctococagoooooca
tocgagaaaaccatctoocaaagoocaaagggoagooocogagaaccacaggtg
tacacococtgocooccatococoggoaggagatgaccaagaaccaggtcagoct
gacctgocctggtcaaaggottctatocoocagogacatogoogtggaghtggg
agagocaabtgggcagoccggagaacaactacasgaccacgoctcaagtaatg
gqactorjdacoggobhocitcttioccboctatagcaagotcacogioggacaagacdy
caggtggoagoaggggaacgtocttctcatgotocgtgatgoatgaggcto
CogcacaaccacLacacgoadaaqagqootoctocotgtotocogggtaggagat
ggtggaagogctocaacttoectoctocactaagaagactocaattgoaatt
ggagCElttgttgttggacttgoaaatgatocttgaatggtatocaataatt
acaagaatococaaagttgactoggatgttgacttttaagttttacatgoca
aagaaggctactgagttgaagcactitgoaatgtttggaggaggagttgaa
gocattggaggaggtttbtgaatttggotocaatococaagaattttcactitgo
goocacgggactigatocboccaatatcaatgtgatogtotbggagt tgaag
gJqotiocogagactactittatgtgtgadiacycigacdagactgociactat
cgbttgagbttotgaateggbggatcacititgctcaabocatcatocbtaca
ctttgact

FIGURA 25I



63/112

I3EIFe(M297E_delkG4S chull-2{H16S, 1258

atggacatgagagtgoctgcacagoetogotggaoctgoc oot gt gtggah
gagaggcgccagatgogacaaaactocacacatgoocacogtgoccagoac
ctgaactococtggggoggacocgtcagtottococtocttococococcaaaacocaag
gacacocckhkocatgatctococoggacococctgaggtocacatgogtggtggtgga
ocgtgagoccacgaagacoctgaggtocaagttoaactggtacgtggacggog
Ccggaggtgcataatgocaagacaaagocogogggaggagcagtacggocago
acgtacocgtgtggtocagogtoctcacogtoctgoaccaggactggotgaa
CogoaaggagiacaagigoasaggtociocaacasagooshooCag oo sa
EcgagaaaaccabcbiccasagcSaaaggooagoccogagaacoacaciagtag
Cacaccobgooooccatococogggaggagatgaccaagyaacocaggtoagact
gJacctgoortaggtocaaaggotioctatooccagodacatogoaogtgdagtgoa
agagcaatgggcagocoggagaacaactacaagaccacgoctooogtaatg
gactoogacggoctbocttottoctctatagcaagobocacogtggacaagag
Ccaggtgocagoaggoggaacgtottotocatgotoogtgatgoatagagagcta
tgoacaaccactacacgocagaagagoctoctocococtgtoctocogggtggagg
gotggaagocagctocaacttoctoctocactaagaagactocaactgoaatt
ggagisCttgotgttggacttgocaaatgatocttgaatggtatocaataatt
acaagaabtccaaagttgactoggatgtitgacttttaagttttacatgooca
Aagaagoctactigagitgaagocacitigoaatgitiggaggagagagtiigaa
gocatbtggaggaggttittgastttggctcasatoccaagaatttbtcactigos
goocacgggactbgatocboccaatatcaatgtgatogtotoggagttgaasgy
gottoocgagactactithatgtgtgagtacgchgacgagactgchtactat
cottgadtttitgaatoggtgaatcacttttactocaatecatocatotoca
ctttgact

IgG1Fc(MN297 G _delkK):G4S hulL-2{H16 T, C125A)

atggacatgagagtgococtgocacagoctgotgggoctgoctgotgotgtggot
gagaggogocagatgogacaaaactocacacatgooccacogtgoococagoac
ctgaactococtggggggacogtcagtcttoctocttoccooccaasaacocaag
gacacochocatgatctoocoggacococtgaggtoacatgogtggtggtgga
cogbgagosacgaagacoctigaggtcaagticaachggt acgbggacggag
Coggaggtgcataatgocaadacaaagoododgagqadggagoagtacgagcaca
acgtasogigiggtcagasgtochcacog bocbgoaccaggac g hgas
Cogeasadgadiacaaggeaadgtotocaacapadgooot o o a
Cogagadaacat ot ccasagoecaaaggooadocoodadaacoacaggtg
Cacacocctgooooecatocoggaaggagatgaccaagaaccaggtocagoot
gacctgococtaggtocaaaggcttoctatooccagogacatogoogtgaagtgoa
agagcaatgggocagocoggagaacaactacaagaccacgoctoocogtgotg
gactoogacggotocttottoctoctatagoaagoctocacogtggacasgag
caggtggcagocaggggaacgtcttoctcatgotocogtgatgoatcgaggcotc
tgcacaaccactacacgocagaagagocktctoocctgtoctocogggtggaggt
gobtggaagogobtoccaacttocctocbtoccactaagaagactcaattgoaate
goaghtCtigitgtiggactigcaaatgatoctogaatggtatcaataat
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acaagaatcocaaagttgactoggatgtitgacttttaagttttacatgooa
Aaagaaggctactgagitgaagcactigoaatgitiggaggaggagibgaa
gocattggaggaggtttitgaatttggctcaatoccaagaattttcacttgo
goocacgggacthgatctoccaatatcaatgtgatogt it bggagb tgaag
gottcogagactactttbtatgtgtgagtacgoctgacgagactgctactat
cgbtgaghttitgastoggbggatcacttitgotocaabocatcabotoca
Cchhtgact

KG1EENZOTE delklG4Sshull-2(H16Y, C1258)

atggacatgagagigoocigcacagcigctggoooctgoigctgotgtggot
Jagaggocgocadatgcgacasaactcacacatgoocacogtgooccagoac
chgaactoctggggggacogicagboiboccici tocoooccaaaacooaadg
Jacacoochcatdatoctoooggacooochgaggtoacatgocgtaggtggtgdga
cgtgagocacgaagacoctgaggtocaagttocaactggtacgtggacggog
tggaggtgocataatgocaagacaaagoogogoggaggagcagtacggoagc
acgtacocgtgtggtocagogtoctocacogtocctgoacocaggactagotgaa
tggoaaggagtacaagtgocaaggtoctocaacaaagoococtoococagooooca
togagaaaacocatctocaasagococaaagggcagoocoocgagaacoacagghtg
tacacococbtgoocoococatoocogggaggagatgacocaagaacocaggtocagoot
gacctgoctggtocaaaggoctictatcoccagogacatocgocogtggagtgag
agagcaabgggocagcoggagaacaactacaagaccacgoctooogiogoctg
Jactoogacggocbococt ot hoccictatagcaagqoiocacocdiggacasaga
Saggtggocadcaggguaacgicitcicatgetoscgtigatgcatgagagocts
Cocacaaccactacacdcadaagagoctotoocctgt ot oo tagagagat
gotggaagocactocaacttoctoctocactaagaagactocaattgoaatt
ggag&ETCttgttgttggacttgoaaatgatocttgaatggtatcaataatt
acaagaatocaaagttgactoggatgttgactottaagttttacatgooa
aagaaggctactgagttgaagcacttgoaatgtttggaggaggagttgaa
gocattggaggaggttttgaatttggotocaatoccaagaattttocacttgo
goocacgggactigatctccaatatcaatgtgatogtttbtggagttgaag
gottocogagactacttttatgtgtgagtacgctgacgagactgcoctactat
cgbttgagbttttgaatoggiggatcacttitgotcaatccatoatbtocthocca
SLLTgach

IGGIFC(NZOTE delk):G4S hulL-2{H16Y, C125A)

atggacatgagagtgoctgeacagoetygotggooctgetgotgotgtgget
Jagaggogocagatgogacaaaactoacacatgoocacogtgoccagoac
ctgaactocctggggoggacogtocagtottoctocttococococcaaaacoccaag
gacacooctoatgatotocoggacooctgaggtocacatgogtggtggtgga
cgbtgagoccacgaagacoctgaggtocaagttocaactggtacgtggacggog
tggaggtgocataatgocaagacaaagocogogggaggagcagtacggocago
acgtacocgtgbtggtcagogtocctcacocgtoctgoaccaggactiggotgaa
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cggoaaggagtacaagigcasaggtctiocaacasagocctoccagoastca
Ctocgagaasaccabtocbocaaagocasaggucagooocgagaacoacaggtg
cacacoobgooocoatocogyggaggagatgacsaagaaccaggtocagost
qacotgootaggtcaaaggotictatoccagodacatcgoogtgaagtaod
agagcaatgggocagococggagaacaactacaagaccacgooctocogtgctg
gactoogacggetbecttottootetatagoaagetecacogtaggacaagag
caggtggoagoaggoggaacgtcttotocatgotococgtgatgoatgaggoto
tgoacaaccactacacgoagaagagocctoctocococtgtoctocogggtggaggt
gotggaagogotococaacttooctooctoocactaagaagactocaattgoaatt
gqoagTaCttgttgttggacttgoaaatgatocttgaatggtatocaataatte
acaagaabtccaaagtigactocggatgtitigactitiaagttttacatgoca
aagaagoctactgagtitgaagcactigoaatgi thggaggaggagtigaa
guocatbggaggaggtttigaatitggotcaatocaagaatt bt cact oo
gqooCacdggactigatctiocaatatcasatgigatog it i Lagagt Tgaadg
ggttoocgagactactittatgtgtgagtacgetgacgagactgctactat
cgttgagtttttgaatocggtggatcacttttgotcaatccatcatoctoca
ctttgact

IgG1FC(N29TE_delkl:G4S:hull-2(L19A, C125A)

atggacatgagagtgcctgocacagotgoctgggoctgotgotgotgtgget
gagaggogocagatgogacaaaactocacacatgoococacogtgooocagoac
ctgaactooctggggggacogtcagtottoctocttococococcaaaacococaadg
gacacococtocatgatctoocoggacococotgaggtocacatgogtggtggtgga
cghtgagocacgaagacoctgaggtcaagticaactggtacgtggacggocg
coggaggtgcataatidccaagacaaagqoododogqadigagoagiacaggoacs
acgtacogtigbiggtcagogtocicacagtosigoaccaggaciggotbgaa
CoggoaaggagacaagigcaaggtociocaacaaagoootoCcaqooooca
tocgadaaaaccatotocaaagocaaaddgcadococdagaaccacaggtg
tacacococbgoooococatococogggaggagatgacocaagaaccaggtocagoot
gacctgootggtoaaaggettctatoocagogacatogoogtggagtgag
agagocaatgggoagooggagaacaactacaagaccacgoctocogtgotg
gactocogacggctoccttottoctoctatagocaagctocacogtggacaagag
caggtggocagocaggggaacgtocttoctocatgotoocgtgatgocatgaggotc
tgoacaaccactacacgoagaagagoctoctoococtgtoctocogggtggaggt
gobggaagogotccaacitcctociecactaagaagactcaat tgoaats
goagcacthtgitgElGgacttgcasatgatcttgaatggtatcaataatc
acaagaatccazagttgactoggatgttgacttttaagtbttacatgoca
aagJgaagoctactJgadgttigaagoacttdcaatdtttgdaggagagttgaa
goocattggaggaggttttgaattitggoctcaatoccaagaattttocacttgo
ggocacgggacttgatctocaatatcaatgtgatocgtocttggagttgaag
ggttococgagactacttttatgtgtgagtacgoctgacgagactgotactat
cgttgagtttttgaatcggtggatcacttttgotcaatccatocatctoca
ctttgactk
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IgGEIFc(N29TG_delk oG4S mhull- 2L 190, C1288)

atggacatgagagtgocctgocacagoetactggogocectgoctgotgctgtggct
gagaggcocgcoccagatgogacaaaactocacacatgooccacocgtgooccagoac
ctgaactocctggggggacocgtocagtcttocctottocococococaaaacoccaag
gacacoochbocatgatctocooggacoocochtgaggtoacatgogtaggtggbtgga
coghbgagococacgaagacoctgaggtcaagttocaactggtacgtggacggocg
tggaggtgoataatgocaagacaaagoogogggaggagocagtacggcanas
acgtacogigiaggtcagogbtocicacogtaoctgoaccadgactiagotgasa
togcaaggadtacaagtgcaaggtotocaacaaagooctoocagooaoca
Cogadaaaacratboctocaasagocaaadgooadoooodadgdaaccacaggtg
CacacoctgoooocatoocdgUagdagatgaccaagaaccaggtocagoct
gacctgoctoggtoaaaggottictatooccagogacatocgeogtggagtgog
agagcaatgoggocagoocgdagaacaactacaagaccacgoctoocogtgotog
gactocogacggctoccttocttoctctatagocaagctocacocgtggacaagag
caggtggocagoaggggaacgicttoctcatgotocgtgatgocatgaggoto
cgcacaacscachacacsgcagaagagochocboostgtoboosgagbggagagt
gobtggaagogoitoccaachticoctoctcocactaagaagacticaattgocaatte
goagcachtgitgGhTogactigcasatgatctbgaatggbatcaataatt
acaagaatocaszagttgactoggatgttgacttttaagttitacatgoca
aagaaggctactgagttgaagcacttigoaatgtttggaggaggagttgaa
gocattboggaggaggttttgaattitggctcaatocaagaatiticact g
ggocacgggacttgatctocaatatocaatgrtgatoegtottggagttgaag
ggkttococgagactacttttatgtgtgagtacgoctgacgagactgoctactat
coghbtgagtttittgaatocggtggatcacttttgotocaatoccatocatchtococa
chbhtgach

GIFC(N29TG_delk) GAS hullL-2{L12E, C125A)

atggacabtgagagtgocctgcacagoctgotgggcctgotgotgctgtggct
gJagaggogocagatgogacaaaactocacacatgoocacogtgoccagoas
ctgaactoctgaggoagacodticagtottocotettoocooocaaaacooaag
gacacccktkocatgatoctoocoggacococtgaggtocacatgogtggtggtgoga
ocgtgagococacgaagacocctgaggtocaagttocaactggtacgtggacggog
tggaggtgocataatgocaagacaaagocogogggaggagcagtacggcags
acgtaccocgtgbtggtcagogtoctocacocgtoctgocaccaggactggochtgaa
Cggoaaggagiacaagtigocaaggticticcaacaaagocctioocagoococa
Cocgagaaaaccatociocaaagocasaddacagdocoocgadaaccacacigtag
Cacacocobgoocoooaicooggoaggagatgaccaagaacoaggbocagoot
gacctgoctggtcasaggottichatococagogacatogoogtgaagtgag
agagcaatgggcagoocggagaacaactacaagacocacgectooogtactg
gactoocgacggoctocttottoctoctatagoaagoctocacoegtggacaagag
caggtggocagcaggggaacgticttotocatgotoocgtgatgocatgaggota
tgoacaaccactacacgocagaagagoctoctoocctgtotocogggtggaggt
ggobtggaagogotocaacttocctoctoocactaagaagactocaattgoaatte
gEagcacbhtigitgiiGSgactiigcaaatgabtoctigaatggbtatcaataatc
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Acaagaatccaaagbitgactoggatgtbgactttbtaagtittacatgoca
aagaaggctactgagttgaagecacttgcaatgbitbggaggaggagtbgas
gocabtbggaggaggtitbgaatbtggocicaatccaagaab ttboach by
gooCcacgggactigatctoccaatatcaatgtgatogt i tbggagt tgaag
gottoogagactactottatgtgtgagtacgcotgacgagactgotactat
cgttgagtttttgaatocggbggatcacttttactcaatocatcatotoca
otttgact

IgG1FCiN2eTE delk) GaAS hull-2(L196, C1254)

atggacatgagagtgococtgocacagotgctggogocctgoctgoctgotgtggot
gagaggocgoccagatgogacaaaactocacacatgococcacogtgooccagoac
ctgaactooctgggogggacocgtocagtottoctocttoococococcaaaacocoaag
gacacococktocatgatoctocoggacoocctgaggtocacatgogtggtggtgga
cobtgagoccacgaagacoctgaggtocaagttocaactggtacgtggacggcg
cggaggtgoataatgocaadgacasagoogcdgagadggagcagtacggoans
acgtacogtigiggtcagogtocicacogtochigocaccaggaciggobgaa
cggcaaggagtacasgigcaaggtciccaacasagoccshocCagcooosa
Cogadaaaacoatoctoccaaagocaaagdggoagoccocdadaacoacaggtg
Ctacacoocbhgoooooatoooggdaggadatgaccaagaaccaggtcagooct
gacctgoctoggtcaaaggottichatooccagogacatogoegtggagtgag
agagocaatgggoagooggagaacaactacaagaccacgoctoocogtgotg
gactococgacggcoctocttocttoctoctatagocaagoctocacogtggacaagag
caggtggocagocaggggaacgtcttotocatgotococgtgatgocatgaggcotc
tgoacaacocactacacgoagaagagoocktoctocococtgtoctocogggtggaggt
gobtggaagogctccaacttococtocticcactaagaagactcaat bgocaate
goagocacttgitgEGEtgactigoasatgatotigaatgutatcaataatc
acaagaaboccaaagtigacbtoggatgtbgactbttaagtittacatgocca
Aaagaagoctactgagditgaagcactigcaatgi ttggagdgaggagttgasa
gocattggaggaggtittgaastttggetcaatocaagaattttcacttgs
ggoocacgggacttgatctoccaatatcaatgtgategtottggagttgaag
gogttoocgagactacttttatgtgtgagtacgotgacgagactgotactat
ocgttgagtttttgaatocggtggatcacttttgotocaatoccatocatctoca
ctttgactkt

I9GIFCINZSTG_delk) :GAS: hulL-2(L19N, C125A4)

atggacabtgagagtogcchgcacagetgctggooctgotactgobgtogget
gJagaggogoccagatgogacaaaactocacacatgococcacogtgococagoac
ctgaactooctgaggagaccgicagtocttococtocttoococooccaaaacocoaag
gacacocktocatgatoctocoggacocctgaggtocacatgogtggtggtgga
cgbtgagoccacgaagacoctgaggtocaagttocaactggtacgtggacggcg
tggaggtgocataatgocaagacaaagocogogggaggagcagtacggcagas
acgtacocgtgtggtocagogtoctocacocgtooctgoaccaggactggotgaa
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togoaasaggagtacaagtgocaaggtoctocaascaaagoooctococagooooca
tocgagaaaacsabchiccasagoccaaaggoocagocosgagaacsacagghg
Ctacacochtgococooccatocococgggaggagatgacocaagaacocaggtocagoch
gacocbgoctggtcasaggohichatoocagogacatogooghgaagbagog
agagcaatgggcagocogdgagaacaactacaagaccacgoctocogtgatyg
gactoodacdggoioc ittt tocictatagdcaagohoadc o Togacaadad
Cadgagtgocadcaggdgaacgiototcatgotocgtdgatgoatgagogata
CocacaacCcactacacgdCadaagagoctictoocotgtot oogaggtggaggt
gotggaagogoctocaacttoctoctocactaagaagactocaattgoaatt
goagcacttigttgihTgacttgocaaatgatocttgaatggtatcaataattc
acaagaatoccaaagttgactoggatgttogacttttaagttttacatgoca
aagaaggctactgagttgaagcacttgoaatgtttggaggaggagttgaa
gocattggaggaggtttbtgaatttggoctcaatoccaagaattttocacttgo
goccacgggacttgatctoccaatatcaatgtgatocgttttggagttgaag
gqobtcogagactaciitbtatgtigtgagtacgcigacgagacbigchactak
cgbhtgagtttitgaategdogoatcacititgctcaaticcatcatoboca
ctttgact

I9G1FC(N297G_delK)GAS hulL-2(L19R, C125A)

atggacatgagagtgcctgocacagoctagctggacctgoctgctagctgtagct
gagaggogocagatgogacaaaactocacacatgooccacogtgoocagoac
ctgaactoctgogggggacocgtcagtocttocctocttococococcaaaacoccaag
gacaccochtocatgatctocococggacococctgaggtocacatgogtggtggtgga
cobtgagocacgaagacococtgaggtocaagttocaactggtacgtggacggog
tggaggtgoataatgocaagacaaagoogogogaggagocagtacggoanns
acgtacocgtgtogtocagogtoctocacogtoctgoacocaggactggotgaa
cggoaaggagtacaagtgocaaggtciccaacaaagoootoocagoooooa
Cocgagaasaccatochocaaagocasagggcagcoocgagaacoacaggtg
tacacochgoooocatoooggoaggagatgaccaagaaccaggbocagoct
gJaccobtgooctggtcasaaggottocbatoccagogacatogoogtggaqgtagodg
agagcaatgggcagoocggagaacaactacaagacocacgoctoccgtgotg
gactocgacggoctocttottoctoctatagocaagoctocacogtggacaagag
caggtggocagocaggggaacgtocttoctocatgotocogtgatgoatgaggoto
tgoacaaccactacacgocagaagagoctoctocococtgtotocogggtggaggt
ggtggaagogoctoocaacttoctoctoocactaagaagactocaattgoaatt
goagcactitgttgfiSgactigocaaatgatocttgaastggtatcaataatt
Aacaagaabtoccaaagtigachoggatgtbgactitbaagtitbacatgoca
aagaaggogctactgagitgaagcactigoaatgitbtggaggaggagtitgaa
guoattggadggaggtittgaatitggoicasatocaagaat t o ocact oo
goocacgdgacttgatoctoccaatatcaatgidatogit i tadadt tdaadg
gottoocgagactacttttatgtgtgagtacgctgacgagactgctactat
CcOghtdgagtttitgaatoggtggatcacitttgotcaatocatocatotoca
ctbtgact
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I9G1Fo(M297G_delk ) G4aS::hulL-2{L19S, C125A)

atggacatgagagiogocctgocacagoetgctggogochgoetact oot gtggoch
gagaggocgocagdatgogacaaaactcacacatgoccacoedigoccagoac
ctgaactocotggggggacogtocagtocttoctottoocoococcasaacocaag
gacacoctocatgatctocococggacococctgaggtocacatgogtggtggtgga
ocgtgagocacgaagacococtgaggtocaagttocaactggtacgtggacggog
tggaggtgocataatgocaagacaaagocogogggaggagcagtacggcagc
acgtacocgtgtoggtocagogtococtcacogtoctgoaccaggactggotgaa
cggoaaggadiacaagtigoaaggiciccaacasagocsloocagonsoca
Eogagaaaaccabclticcasagocaaaggooagoooogagaacoacagghag
Cacacoobgoooooaloonggdaggagatgacoaagasccaggtoagoat
JacoctgootagtoaasaggoiToctatococcagodacatogoogtgagagtggg
agagcaatgggoagocoddgadgaacaactacaadaccacg oot ooognaote
Jactoocgacggcbococttottoctoctatagocaagohcaccgtggacaagag
caggtggoagoaggaggaacgtottotocatgotocgtgatgoatgaggoto
tgoacaaccactacacgoagaagagoctoctocococtgtoctocogggtggaggt
gobtggaagogoctocaacttiocctoctocactaagaagactocaattgoaatt
ggagcacttgttgTCEgacttgoaaatgatcttgaatggtatcaataatt
acaagaatccaaagttgactoggatgtitgacttttaagttttacatgoca
Aagaagoctacigagitgaagcaciigoaatgi ttggaggaggagtgaa
gocattggaggaggttttgaatttggoctcaatocaagaattttcacttgo
goocacdgaggactigaicboccaatatcaatgigategtoi b bggagt toaadg
gottocogagactactittatgtgtgagtacgcbgacgagactgcbactat
cgtitgagtttitgaatoggtggatcacttitgctcaatoccatcatotoca
ctttgact

IgG1Fc(M297G_delk ]G4S hull-2{L19T, C1254)

atggacatgagagtgoctgocacagoctgotgggoctgocogotgotgtgget
gagaggocgocagatgogacaaaactoacacatgoocacogtgoococagoac
ctgaactocctggggggacocgtcagtcttoctocttocococccaaaacoccaag
gacacoctcatgatctoocoggacococctgaggtoacatgogtggtggtgga
cgbhgagocacgaagacosigaggtcaagticaaciggtacgbggacggag
cogaggtgcataatgccaagacaaagoogogagaggagcagacggcanas
acgtacogtgiggtcadegiocicacaegtcotgoaccaggaciaggotgaa
Cggoaaggagtacaagtgoaaggtotoccaacasagoocthooccagooooca
tcgagaaaaccatboctocaasagocaaagggcagooocgagaaccacaggtg
tacacoohgoooomatoocgggdaggadatgacoaagaacoaggicagoct
gacctbgooctggtocaaaggottotatoccagogacatogoogtgaagtgag
agagcaatgggoagocoggagaacaactacaagaccacgoctoocogtgotg
gactocogacggoctoccttottoctoctatagocaagoctocacocgtggacaagag
caggtggocagocaggggaacgtcttoctocatgotoocgtgatgocatgaggotc
tgoacaacocactacacgocagaagagoctoctococtgtoctocogggtggagat
gobtggaagogocticcaactticctociccachaagaagacticaatbtgocaate
goagcactigitghCGgactigcasatgabtocbbgaatggtatcaataatt
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Acaagaatccaaagttigactoggatgtigactbtttaagtittacatgooa
aagaagdctacthgagitgaagcactiigcaatgi tigdgadgadgagttgasa
gucatbtoggaggaggtitigaatitggotcaatcoaagaatttbcactbgs
gooccacaggactbgatotocaatatcaatgtgatogttttagagt tgaag
ggtrocgagactactottatgtgtgagtacgoctgacgagactgctactat
cgttgagdtttttgaatoeggtguatecacttitgotoaatocatoatotoca
ctttgact

KGIFe(N29TG_delK:G4S shull-2{L19V,. C125A)

atggacabgagagtgococbgcacagoigotgggectgobgotgotgtagct
gJagaggqogocagatgogdacaaaactcacacatgoocacogtgoocagoac
ctgaactootgaggagacodicagioiioc ol oo oS asaaadosaad
Jacacoccbocatgatociocooggacococtgaggtcacatgogtagtggtgga
cgbhgagocacgaagacoectigaggtocaagttcaactggtacgtggacaggoeg
cggaggotgocataatgoocaagacaaagoocgogoggaggagcagtacggocago
acgtacocgtgtggtocagogtoctocacogtoctgoaccaggactggotgaa
tggoaaggagtacaagtgocaaggtoctocaacaaagoococtococcagoocooca
togagaaaaccatcbtococaaagocaaagggoagoooCcgagaacoacaggtg
tacacococtbgoocooccatococogggaggagatgacocaagaaccaggtoagoot
gacctgoctggtcaaaggoctictatococcagogacatcgocogbggagtggg
agagcaabtgggoagoccggagaacaactacaagaccacgoctooogtgotg
gachoocgacggcboocttottocboctatagocaagotcacogtggacaagag
caggbtgacagoaggagaacgiottiotcatgotocogigatgoatgaggota
Cgcacaaccactacacgcajdgaagagoctoctocotgtotocogggtggagat
ggtggaagocgctoccaacttoctoctocactaagaagactocaattgocaatt
ggagcacttgttgiTSgacttigocaaatgatocttgaatggtatocaataatt
acaagaatoccaaagttgactoggatgtbogactocttaagttttacatgoca
aagaaggctactgagttgaagcacttgoaatgtttggaggaggagttgaa
gocatiggaggaggiititigaatitggcicaatocaagaattitbcacttgs
goocacgggactigatchoccaatatcaatgigatogtitiggag tgaag
gottoogagactactotbhatgtgtgagbacgobgacgagactgotacoat
COghTdgagbttotgaatoggtggatcacitttigotcaatocatcabotoca
ctttgacth

IgGIFo(N2ZOTE_dellK):GAS hulL-2{D20A, C125A)

atggacatgagagtogcchgcacagoctgotgaggoctgctagctgotgtaggch
gagaggogocagatgogacaaaactocacacatgoocacogigoooagoac
ctgaactoctggggggacogtocagtocttocotottocococaaaacocaaq
gqacacooctbocatgatotoooggacococtgaggtocacatgogtggtggtgga
ocghtgagococacgaagacococtgaggtocaagttocaactggtacgtggacggoeg
tcggaggtgocataatgoccaagacaaagoogogggaggagcagtacggocago
acgtacocgtigibggtcagogtoocicacogtocigoaccaggaciggotgaa
tggaaggagtacaagtgcaaggtctococaacaaagooctococcagoocooca
Cegagaasaccabtoiocaaagosasaagagadcagoosodagaaccacacigtag
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tacacoobgoooomabtoooggoaggagatgaccaagaaccaggtocagach
gJacchgootggtocasaggcitobatocoadodacatogaog Tyaagtaasy
agagcaabgagoagooggagaacaactacaagaccansgoctooogtgatyg
Jactododacdggo oot ot toctctatagcaagobicacodiaggacaagayg
caggtgocagoaggggaacgtocttoctcatgotocgtgatgoatgagagctoe
tgocacaaccactacacgcadaagagoctctocctgtotoogadgtggagat
ggtggaagogotocaacttoctoctocactaagaagactocaattgoaatt
ggagcacttgttgttgbGoCttgoaaatgatocttgaatggtatcaataatte
acaagaatccaaagttigactocggatgtbtgacttittaagttttacatgoca
aagaaggctactgagttgaagocacttgoaatgttbtggaggaggagttgaa
gocatbggaggaggtittgaatttggctcaatccaagaattttcactitgc
gqoooacgggactigatoioccaatatcaatgioatog bt hggant Toaad
gobttoogagactactbtbabtgtgtgagtacgobgacgagactgotactak
cgbtgadtttitgasatogagtggatcacitiigotcaatocatoabobocs
ctttgact

IgG1Fc(N297TG_delK):G4S-hulL-2{D20E, C1254)

atggacatgagagtgococtgcocacagcoctgotgggoctgotgotgotgtggete
gagaggogoccagatgogacaaaactocacacatgooccacocgtgooocagoac
ctgaactoctggggagacogicagicticcticttoccoccoccaaaacoccaag
gacacoocbhocatgatotocoggaccootgaggtcacatgogiggiggtgaa
cogtgagccacgaagacootgadgtocaagttcaactgdiacgtgoaacggodg
Cogqaggtgoataatgocaagacasagoogogagqaggagqoagtacggocaga
acgtacCgtgtagtcadogtochcacogtoctgcaccaggactagctgasa
tggoaaggagtacaagtgoaaggtoctocaacaaagooctooccagooooca
togagaaaaccatctocaaagocasaagggoagococgagaacoacaggtg
tacacococtgoococcatocogggaggagatgaccaagaaccaggtocagoct
gacctgoctggtocaaaggocttctatocococagogacatogoogtggagtggg
agagcaabgggcagcocggagaacaactacaagaccacgoctocogtgotg
gactocogacggotoccttocttooctoctatagoaagoctocacogtggacaagag
Caggbgocagoaggggaacgicitcicatgotcogtigatgoatgaggota
Cocacaaccactacacdcadaagagoc ot ocotgi ot ooy tagagagqgt
gotggaagogctoecaacttectoctocactaagaagactcaattgoaatt
ggagcacttgttgttgGAGttgoasatgatottgaatggtatcaataatt
acaagaatoccaaagttgactoggatgttgacttttaagttttacatgoca
aagaaggctactgagttgaagocacttgoaatgtttggaggaggagttgaa
gocattggaggaggtttbtgaatttggotcaatococaagaattttcacttgo
ggocacgggacttgatctocaatatocaatgtgatocgttttggagttgaag
ggttcocgagactacttittatgtgtgagtacgcoctgacgagactgoctactat
cghtgagbhttotgaatoggtgoatcacttbtgotocaatocatcabtocboca
chbhtgact
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lgG1Fc(N297G_delK):G4S hullL-2{D20F, C125A)

atggacatgagagtgocthgcacagotagctggacctgotgotgotgtagget
gagaggogocagatgogacaaaactoacacatgococacogtgooccagoac
ctgaactooctggggggacogtcagtocttocctocttoooococaaaacocaag
gJacacoocicatgatcticoocggacoocctigaggtcacatgogtggtggtgaa
cogbtgagococacgaagacoctgaggtocaagttocaactggtacgtggacggog
coggaggtgoataatgooaagacaaagoopogogaggagoagtacggoans
acgtacogigtggtocagagtochcacogtoctgoaccaggactggoctgas
tggoaaggagtacaagtgoaaggtotoccaacaaagoectooccagoooooa
CodadaagaccatcoCaaagodcasaaddgcadoodaodadaaccacadgtg
tacacocbhgoooocatcoocgggaggagatgaccaagaacocaggtocagoct
gacctgoctggtocaaaggottoctatoccagogacatogoocgtggagtgag
agagcaatgggoagocoggagaacaactacaagaccacgoctocogtgotg
gactoocgacggocbtocttottoctoctatagocaagoctocacogtggacaagag
caggbtggocagocaggggaacgicttctocatgotocogtgatgoatgaggotoc
cgcacaaccacbacacgcagaagagechiobosstgtocboogagbagagat
gobtggaagogotocaacttocctoctocactaagaagactcaattgoaatt
goagecactigi gt igTTCLtgoasatgatottgaatggbatcaataatt
acaagaatccasagtitgactoggatgttgact it taagttttacatgooa
aagaaggctactgagttgaagcacttgocaatgttggaggaggagttgaa
gocattggaggaggttttgaatttggetcaatocaagaattttcacttgs
ggocacgggacttgatctocaatatocaatgtgatogtottggagttgaag
ggttocogagactacttttatgtgtgagtacgoctgacgagactgoctactat
cgttgagtttitgaatoggtggatcacttttgotocaatcocatcabtctoca
Shbhtgach

IGIFC(NZOTE delk ) :GAS: hull-2{D20G, C125A)

atggacatgagagtgoctgcacagetgotggygoctgoigoetgotgtaggot
gagaggcogocagatgogacaaaactocacacatgoocacogtgooccagoac
ctgaactoctgaggggacegicagbtottecoctcbitoococooccaaaacocaag
gacaccctocatgatctocoggacoocctgaggtocacatgogtggtggtgga
cgtgagococacgaagacococtgaggtocaagttocaactggtacgtggacggog
togaggtgocataatgocaagacaaagocogogggaggagcagtacggocagc
acgtaccgtgtggtocagogtocctocacocgtoctgocaccaggactggotgaa
tggoaaggagbacaagigocaaggticiccaacaaagoocctococagooococa
cocgagaaaacocatchocaaadcocasadgdcadoccocdadaaccacaggtyg
cacaccochgoococcatioccogdgdgagdagatgaccaagaaccaggicagast
gJacCotgooctggtcaaaggociichatoocagodacatogooghgdagtagddg
agagcaatgggcagooggagaacaactacaagaccacgoctoocgtgotg
gactocogacggctocttottoctotatagocaagoctocacogtggacaagag
caggtggocagocaggggaacgtocttoctocatgotoocgtgatgocatgaggctoe
tgoacaaccactacacgoagaagagoctoctoocctgtoctocogggtggaggt
gotggaagocgotoccaacttoctoctocactaagaagactocaattgoaatt
goagcacbhtgbitgtbigSEiitgoaaatgatctitgaatggtatcaataatc
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acaagaaktccaaagtitgactoggatgtitgacttttaagttttacatgoca
Aaagaagoctactgagiigaagcaciigoaatigi bt iggaggaggagibgaa
goocattggaggaggtittgaatttggoctcaatocaagaatttitcacttgo
goocacgggactigatcboccaatatcaatgtgategtoteggagt tgaag
gottococgagactactittatgtgtgagdtacgetgacgagactgctactat
cgbttgagttitttgaastoggtggatcacttitgctcaatecatsatotbaoca
ctitgact

KGIFe(N28TG_delkGaSshull-2{D20W, C1254)

atggacatgagagtgoctgocacagcoctgotgggoctgoctgctgotgtggct
gagaggcgocagatgogacaaaactoacacatgocococacocgtgocoocagoac
chgaactoobggagagacogicagtot ool boocoocaaaacosaag
gacacooboaigatoioooggacoosciqaggtcacatgogiagataggtagda
cgtgagocacgaagacoctgaggtcaagttcaactgagtacgtggacogadg
Cogaggtgoataatdocaadacaaagocdogdgadggagqoagtacggaada
acgtacogtgtggtcagogtoctcacoegtoectgoaccaggactggotgaa
tggCoaaggagtacaagtgoaaggtotocaacaaagooctooccagooooca
Ccocgagaaaacocatotocaaagocaaagggocagoooogagaacoacaggtg
tacaccocbtgoocococatocococgggaggagatgacocaagaaccaggtocagoct
gacctgococtggtocaaaggocttoctatococcagogacatocgocogtggagtgog
agagcaaktgggocagocoggagaacaactacaagaccacgoctoocogtgotg
gactocogacggoctoccttocttoctctatagocaagoctcacocgtggacaagag
Ccaggbigogcagoaggggaacgicttctcatgoctcogtgatgocatgaggotas
cgcacaaccactacacgcagaagagoocioctocctgt ot cogagtagagat
gqobhggaagogotocaacitoctiocbtocactaagaagactoaat tgoaatc
goagcacttgitgttgTEGLogocasatgatctigaatggbatcaataatc
acaadaatcocaaagitgactocggatgttgact i taagtittacatgoca
aagaaggcoctactgagttgaagocacttgocaatgtttggaggaggagttgaa
gocattggaggaggttttgaatttggoctcaatococaagaatttitocacttgo
ggocacgggactbtgatctocaatatcaatgtgatogtttbtggagttgaag
ggttocogagactacttttatgtgtgagtacgoctgacgagactgoctactat
ocghttgagtttttgaatocggtggatcacttttgotocaatococatocatoctoca
chthEtgackh

KGIFC(NZOTGE_delk):GAaS hulL-2{M23R. C125A)

atggacabtgagagtgochgcacagotgotgggoctgcigotgotgtggot
JagaggogoCcagatgogacasaactcacacatgoocacodiogoocadoad:
ctgaactoctggggoggacogocagtotbocotobtocooccaaaaccoaadg
gacaccohoatgatotoooggaccoctJaggtcacatgogtagtggtgaa
cgtgagoccacgaagacocotgaggtocaagttocaactggtacgtgogacaggog
tggaggtgocataatgocaagacaaagoogogggaggagcagtacggoage
acgtacocgtgtggtocagogtoctocacogtoctgoaccaggactggotgaa
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togroaaggagtacaagtgocaaggtoctoccaacaaagoocctoccagooooca
CocgagaaaaccablociccasagccaaaggocagocSogagaacoacacggtag
tacacooctgoocoococatocococgggaggagatgacoaagaaccaggtocagootk
gasocbgooctagtcasaggotioctatoocagogaca t ogoog tgaag g
agagcaatgggoagcodgadaacaactaCapadacoacgoo oo Tgota
gastoogacggobocttottocboctatagcaagotcacogiggacaagady
Ccaggtggoagcaggdgaacd o totcatgotoogtgatgoatgaggota
tgcacaaccactacacgoagaagagoctoctocctgtotcogagtggaggt
ggtggaagocgoctoccaacttoctoctocactaagaagactocaattgeoaatte
goagcactigttgttggacttgoaafGEGatocttgaatggtatcaataatt
acaagaatcocaaagttgactoggatgttgacttttaagttttacatgoca
aagaaggctactgagttgaagocacttgocaatgtttggaggaggagttgaa
gocattggaggaggttttgaattctggoctocaatoccaagaattttcacttoge
goocacgggacttgatctoccaatatcaatgtgatocgtittbtggagttgaag
gqottcogagactactitittatgtgtgagtacgoctgacgagactgochtactat
cgbttgagtttttgastoggtggatcacttitgotcaatocatcatoboca
cthttdact

IgG1Fe(N297TG_dellk): A4S hulL-2(RE1 A, C1254)

atggacatgagagtogcoctgocacagotgotggacctgeotgotgotgtaggocto
gagaggogocagatgogacaaaactoacacatgooccacogtgoocagoac
ctgaactocctggggggacocgtcagtcttocctocttoococococcaaaacoccaag
gacacocctocatgatctocoggacocococtgaggtocacatgegtggtaggtgga
ocgtgagocacgaagacooctgaggtocaagttoaactggtacgtggacggog
Eggaggtgcataatgocaagacaaagoogcgggaggagcagtacggcags
acgtacogtgtogtocagogtoctocacogtoctgoaccaggactggotgaa
tggeaaggagtacaagigoaadgtciccaacaaagoocioctcagosooca
cocgagaasaccaboboccaaagocasaggocagoocoogagaacoacaggteg
Cacacoctgoooocatococdgdaggadatgacocaagaacoaggtocagoct
gJacchgoocTggtcaaadgotiociatococagodacatogoaeg tgaagtagodag
agagcaatgggcagoocggagaacaactacaagaccacgoctocegtgotg
gactocogacggotbocottottoctoctatagocaageotocacogtggacaagag
caggtggoagocaggggaacgtocttoctocatgotocogtgatgoatgaggoto
tgoacaaccactacacgocagaagagocctctoococtgtoctocogggtggaggt
ggtggaagocgotococaacttoctoctocactaagaagactcaattgocaatt
ggagcacttgbtgttggactigoaaatgatocttgaatggtatocaataatte
Acaagaatocaaagbiigactoggatgtigactittaagtittacatgoca
aagaaggctactgagitgaagocactigoaatgtttggaggaggagtigaa
gocatbggaggaggtotbgaatbtggecbcaatocaagaatttbcactogs
CEoccacdgqgacttgatctocaatatcasatggat gt it tadgadttgaadg
gattcogagactacttttatgtgtgagtacgctgacgagactgoctactat
Ccghtgagittitgaatocggtggatcaci it togctcaatocatocatohooa
ctttgact
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IgG1FcM297G_delk ) G4S: hulL-2{RE81G, C1254)

atggacatgagagtgoctgocacagotgotggogocbgotgotgotgtggot
gagaggogocagatgogacaaaactocacacatgooccacogtgoocagoac
ctgaactoctggggogacocgtcagtottoctottooococccaaaacocaag
gacacoobtcatgatctiocooggacococtgaggtcacatgegtiggtggtgga
cobtgagoccacgaagacoctgaggtcaagttocaactggtacgtggacggocg
Ccggaggtgoataatgocaagacaaagoogogogaggageagtacggcans
acgtaccdigiagtcagogiocicacogtocigoaccaggactggotgas
tggcaadJadtacaagigcaaggtiotocaacaaagoootoccagdocooca
Cogagaasaccatcbhocagagocaaagggoadooocdagaacoacaggtg
tacacoctgoocooccatoococgggaggagatgaccaagaaccaggtocagoct
gacctgoctggtcaaaggocttctatococcagogacatocgocogtggagtggg
agagcaatgggoagooggagaacaactacaagaccacgooctoocogtgotg
gactocogacggoctoccttottoctcoctatagocaagoctocacocgtggacaagag
caggtggocagraggggaacgtcttctcatgotococgtgatgoatgaggoto
tgcacaaccactacacgcagaagagooboctooocbtgtotoogggtggaggt
gobtggaagogotoccaacttoctoctoccactaagaagactcaattgoaatte
gE@agcacttgitgtigdactigoasatgatctbgaatggbatcaataatt
acaagaatccaaagttgactoggatgttgacttttaagttttacatgoca
aagaaggctactgagttgaagcacttgoaatgttbggaggaggagttgaa
goocattagaggaggttitgaattiggoetcaatocaadaat Tt tocactTgG
SEoccacgggacttgatoctoccaatatocaatgtgategttttggagttgaag
ggttococgagactacttttatgtgtgagtacgoctgacgagactgoctactat
cghttgagtttitgaatocggtggatcacttittgoctocaatcocatcatctoca
cthtgact

I9GIFc(N29TG_delkGASthulL-2(RE1S, C125A)

atggacatgagagtgoctgocacagotactggogcctgctgotgctgtagget
gagaggogocagatgogacaaaactocacacatgooccacogtgoocagoac
ctgaactocctggggogacocgtcagtocttocctottoocococccaaaacocaag
gacacoctoatgatctoococggacococtgaggtocacatgogtggtggtgga
sghgagecacgaagacectgaggtcaagticaactiggtacgbggacggsy
Eggaggtgocataatgocaagacaaagocogocgggaggagcagtacggcags
acgtacogigioggtocagogtochcacogtoctgoaccaggaciggotgasa
Coggeapagagacaagtgeapggioiocaacasagqoo ot oCcagooooa
cocgagaaaaccatotocasagocaaagggcagocooogagaacoacaggtg
tacacoochgoooocatococdggagdadatJaccaagaacocaggtcagaoct
gacctgoctggtocaaaggocttctatococcagogacatocgoogtggagtggg
agagcaatgggocagooggagaacaactacaagaccacgoctococogtgotg
gactoocgacggoctococttocttoctoctatagoaagotocacocgtggacaagag
caggtggocagoaggggaacgtcocttotocatgotocogtgatgoatgaggoto
Egocacaaccactacacgoagaagagoctcbhcoctgtoctcogggtggaggte
gotggaagocgotoccaacttoctoctocactaagaagactocaattgoaatte
goagcacttigbitgttggacttigocaaatgatocttgaatggtatcaataatt
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acaagaabtccaaagtigactoggatgtbgactbttaagttttacatgooa
sagaagquetactgagitgaagqoaciigcaatgi i iggaggaggagtgas
gocatbggaggagotitigaat i tggotcaatcCcaagaattttcact Ly T
CGocacgggacttgatocbocaatatocaatgtigatogtitbgogagttgaag
gottoogagactactottatgtgtgagtacgoogacgagactgotactat
cgttgagbttttgaatoggtggatcacttitgotocaatocatoatotoca
ctttgact

IGGIFCNZSTE delk): GAS hulL-2{RE1T. C125A)

atggacacgagagtgooctgcacagctgotgguoctgocogotgotgtggoh
gJagaggogocadatgodacaaaactcacacatgoocacogtgoccagoas
ctgaactoctggggagacogtcagtottootonhocooocaaaacoccaag
gacacocctocatgatoctococggacoooctgaggtocacatgogtggtggtgga
cgbgagocacgaagacocctgaggtcaagttoaactggtacgtggacggog
tggaggtgoataatgocaagacaaagoogogggaggagocagtacggoago
acgtacogtgoggtoagogtoctcacogtoctgoaccaggactggotgaa
cggoaaggagtacaagtgoaaggtotocaacasagoocctoccagoooooa
togagaaaacoatotocasagocoaaagouoagoooogagaacoacaggtg
CacacooLgcoooCalcoCgguadgagatgaccasgasacoaggtoagoch
gacctgooctaggtocaaaagotictatococagodacatogoogtgaagtgog
agagcaatgggcagocggagaacaactacaagaccacgoctocogtgotg
gactoogacagotocttottocthoctatagcaagotcacogdiggacaagad
caggtggoagocaggggaacgtocttotocatgotococgtgatgoatgaggota
tgoacaaccactacacgocagaagagoctoctooctgtoctocogggtggaggt
ggtggaagogctocaacttoctoctocactaagaagactocaattgoaatt
gJgagcacttgttgttggacttgoaaatgatocttgaatggtatcaataatte
acaagaatccaaagtigactoggatgttgactittaagttttacatgoaa
aagaagoctactgagitgaagocactigoaatgitbggaggaggagtogas
gocattggaggaggtittgaatitiggotcaatocaagaattttcacttgh
CEoccacgggactigatciccaatatcastgigatogt it Lggagt tgaadg
gogttococgagactacttittatgtgtgagtacgotgacgagactgotactat
cgttgagtttttgaatcggtggatcacttttgotocaatococatocatotoca
ctttgact

IG1FC(N29TG_delK):G4S-hull-2{D84A, C1254)

atggacatgagagtgooctgcacagetgotgoooctgotactgotgtggok
JAagAggogCCaAdalgCMaCaaasctoacaca tgooCacog toooCagoac
ctgaactoctgugyogacodtcagtot oot CtocoooCasaaccCaag
gacacochcatgatotocoggacooctgaggtcacatgogtogbggtgoa
cgtgagocacgaagacootgaggtoaagttcaactgaiacgtggacagog
tggaggtgocataatgocaagacaaagoogogogaggagcagtacggoags
acgtacocgtgtggtocagogtoctcacogtoctgoacocaggactggotgaa
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tggoaaggagbacaagtgcaaggtctccaacaaagocctoccagooccca
Cogagaaasaccabtoctocaaagocasadaooagooocodadaaccacaggtg
cacacoobtgooooraioocogguaggagatgaccaagaaccaggboagoot
JacctgootggtcaaadaqotTotatoccagqodacat ogoogtgdagt g
agagcaatgoggcagooggagaacaactacaagaccacgoctoocogtgotg
gactoogacggetbocotiottectetatagocaagotocacoegtaggacaagag
caggtggoagoaggggaacgtocttotocatgotoogtgatgoatgaggoto
tgoacaacocactacacgoagaagagoctotoococtgtotoogggtggaggt
gotggaagogotoccaacttoctoctococactaagaagactocaattgoaatte
ggagcacttgttgttggacttgoaaatgatcttgaatggtatcaataatt
acaagaatbtccaaagtigactocggatgtitgactittaagtittacatgoca
aagaagoctactgagitgaagoacttgcaatgbtbggaggaggagttgaa
gocatbggaggaggttttgaatttggotcaatoocaagaatt bt cact tgs
goccacdgGliCitgatcioccaatatcaatgtgatogtottggagt tgaag
gottocogagactactttiatgtgtgadtacgctgacdagactgctactat
cgttgagtttttgaatocggtggatcacttttgotocaatococatcatoctoca
ctttgact

KGE1Fo(N23TG_delKl:G4S-hulL-2{D84E, C125A)

atggacatgagagtgoctgocacagoctgctgggoctgocktgotgotgtggot
gagaggogoocagatgogacaaaacicacacatgooracog igoooagoac
Cctgaactochgdggdgacodieagot ot ot oo CaaaacoCnadg
gqacaccochocatgatoiccoggacoootgaggtcacatgogtagtggtgaa
cghgagocacgaagacectgaggtocaagttcaactggtacgtggacggeg
tggaggtgoataatgoCcaagacaaagoogogggaggagcagtacggoago
acgtacogtgtggtocagogtoctcacogtoctgocaccaggactaggctgaa
tggoaaggagtacaagtgocaaggtotocaacaaagooctoccagooooca
togagaaaaccatoctoocaaagoocaasagggoagoooocgagaacocacaggthg
Ltacacocotigoocoocat coogggaggagatgaccaagaaccaggtcagoct
gacoctgoctggtocaaaggottoctatococagogacatogocogtggagtgag
agagocaatgogoagocoggagaacaactacaagaccacgoctocag ooty
gJactododacdgeboci ot oo octatagcaagobcacogigdacasadgadg
caggtggcagoaggdgaacgtottcteatgctoocgtgatgcatgagacta
Cocacaaccactacacgcagaagagoctctocotgt ot cogoggtggagat
gogtggaagogotocaacttoctoctocactaagaagactocaattgoaatt
ggagcacttgttgttggacttogoaaatgatocttgaatggtatcaataatt
acaagaatoccaaagttgactoggatgttgacttttaagttttacatgoca
sagaaggctactgagttgaagcacttgoaatgtttggaggaggagttgaa
gocattggaggaggtititgaatttggoctcaatococaagaattttcacttgc
goocacggShttbtgatchoccaatatcaatgigatogtotbggagt tgaag
gqobtocgagactacttttatgtgtigagtacgetgacgagactgoctactat
cobttgagiiiitgaatoggbggatcacititgotocaatocatcabtotoca
CLLTgact
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IgGIFc(N29TE_delkG4aShull-2(08415, C1254)

atggacatgagqadgtgectgcacagctdot gy oot gotao Tt gnggc
gagaggocgocagatgogacaaaactoacacatgooccacogtgoccagoac
ctgaactoctggggogacogtocagtottococtettocoocccaaaacoocaag
gacaccctocatgatctocoggacocococtgaggtocacatgogtggtggtgga
cgtgagocacgaagacococtgaggtocaagttoaactggtacgtggacggog
tggaggtgoataatgocaagacaaagoogogggaggagcagtacggocago
acgtacocgtgiggtcagogtocotcacogtoctgocaccaggacitggoctgaa
coggoaaggagiacaagtgoaaggtocicoaacaaagooctoocagoooooa
EcgagaaaacsabciccaaagcSaaagggSagoooogagaaccacaggig
Cacacoobgooooraiocoggoaggagatggaccaagaacocaggoagoo
Jacocthgooiggtoaaaggottoctatoccagogacatogoogtggagtgog
agagcaatgogcagcodgadgaacaactacaagaccacgocciooog oot
gqactocgacggobocttottooctctatagcaagotocacogtaggacaagag
caggtggoagoaggoggaacgtottoetocatgotocgtgatgocatgagactoe
tgoacaaccactacacgoagaagagoctoctoococtgtotcogggtggaggt
ggtggaagogotocaacttoctoctocactaagaagactocaattgoaatt
ggagcacttgttgttggacttgoaaatgatocttgaatggtatcaataatt
acaagaatccaaagtigactoggatgtbtgacttttaagttttacatgoca
Aaagaagoctacigagiigaagocactitigoaatgbittggaggaggagttbgaa
gocattggaggaggtitbigaatttggoctcasatcocaagaattttcacttgo
goocacggEECiigatctocaatatcaatgigatogiitbggag tgaag
gqottoogagactactithatgtgtgagtacgetgacgagactgctactat
cgttgagtttttgaatoggtguatcacttttoactocaatoccatocatotona
ctttgact

IgG1Fe(N297TG_delk)G4Shull-2{DE841, C1254)

atggacatgagagtgcocctgoacagoctgoctgggoctgotgotgotgtggot
gagaggogocagatgogacaaaactoacacatgooccacogtgooocagoac
ctgaactocctggggggacocgtocagtocttocctocttocoocccaaaacococaag
gacaccoctocatgatctoocoggacococtgaggtocacatgogtggtggtgga
cgbhgagocacgaagacoctgaggtcaagtbcaachggiacgbggacaggsdg
Cogaggitgoataatgocaagacaaagoogogggaggagoagtacggcaca
acgtacogtgiggtcagoegbocicacegiootigocaccaggaciggotgasa
CogcasgdadiacaadtgcaadgtocicCaacaaagdccotocCadoCosca
Cocgagaaaaccatoctocaaagccasagggoagooocdadgaacocacaggtg
CacacochgoooocatoocodgdadgdadatdJaccaagaaccadgtacagoat
gqacctgoctggtocaaaggottoctatoccagogacategoogtgogagtgag
agagcaatgggoagooggagaacaactacaagaccacgoctoocogtgotg
gactoocgacggctococttottoctoctatagocaagoctocacogtggacaagag
caggtggocagoaggggaacgtocttoctocatgotococgtgatgoatgaggoto
tgocacaaccactacacgoagaagagoctoctococctgtoctocogggtggaggt
gobtggaagogctccaacitcctocticcactaagaagactcaattgcaatte
goagocaciigitgiiggaciigoasatgatotigaatggtatcaataatc

FIGURA 25Y



79/112

acaagaabtccaaagttgactoggatgttgacttttaagttttacatgoca
aagaaggctacigagitgaagcactitigoaatgbtttggaggaggagttbgaa
gocattggaggaggitittgaattitggoctcaatocaagaattticacttgo
goccacgghTCoigaicbccaatatcaatgigategiitoggagb tgaag
gottocogagactacttittatgtgtgagtacgoctgacgagactgotactat
cgbhtgaghttitgaatogagtgoatcaci titgotcaacocatcabtoboca
cthtgact

KG1Fc(NZITGE_ delK:G4S-hullL-Z{D84M, C1254)

atggacatgagagtgoctgocacagoctgoctgggooctgoctgotgotgtggote
gagaggogocagatgogacaaaactocacacatgoococacocgtgooocagoac
chgaactocthgogogggacogicagtoticsticitocosoocaaaacocaag
gacacoochocatgatotocoggacocotgaggtoacatgogtagtgatgaa
cogbgagocacgaagacoectgaggtocaagttcaactggtacgtgoacageg
Cagaggtgeataatgccaadacasagocaogoaaggagoagtacggcagas
acgtacocgtgtagteagogtoctcacoegtoctgoaccaggactggoctgaa
tggoaaggagtacaagtgocaaggtotoccaacaaagooctoocagooooca
Cogagaasacoatctocasagocaaagggoagdococdagdaacoacaggtg
tacacococtgoococcatoccogggaggagatgaccaagaaccaggtocagooct
gacoctgoctggtocaasaggottoctatococagogacatogoogtggagtggg
agagcaabtgggcagooggagaacaactacaagaccacgoctoocogtgotg
gactocogacggoctococttocttoctoctatagocaagoctocacogtggacaagag
Caggtgocagoaggggaacgicitotcatgotoocgtgatgocatgaggotas
Cgcacaaccactacacgcagaagagocichocccig o oogag Lagagat
gqobtggaagogotccaacitocctoctoccactaagaagactcaat tgoaatc
goagcacttgitgtibiggactigcasatgatcttgaatggtatcaataatt
acaagaatccaaagttgactoggatgttgact it taagttttacatgoca
aagaagogctactgagttgaagcactigocaatgbttggaggaggagtbgasa
gocattggaggaggtttitgaatttggotcaatocaagaatttitcacttgo
goccacggATSGttgatctocaatatocaatgtgatogtottggagttgaag
gottoocgagactacttttatgtgtgagtacgoctgacgagactgoctactat
cottgagtttttgaatocggtggatcacttttgotcaatococatocatoctoca
chtEtgacht

I9G1FoiN29TE_delK):GaShulL-2(D840, C1254)

atggacatgagagtogcctgcacagoctgotggoaoctgoctgotgctgtaggct
gJagaggogocadatgodacaaaactcacacatgoccacogtgoocagaa
ctgaactoctggggogacogtocagtottoctottoocococcaaaacocaadg
gacacocctoatgatoctocoggacoococtgaggtocacatgogtggtggtgga
cobtgagoocacgaagacoctgaggtocaagttocaactggtacgtggacggog
tggaggtgocataatgocaagacaaagocogogggaggagcagtacggoagc
acgtacocgtgbtggtocagogtoctcacogtooctgocacocaggactggotgaa
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[ o
cggoaaggagtacaagtgoaaggtoctoccaacaaagoocctoocagoooooa
cocgagaasaccatocboccaaagocasagogocagocooogagaaccacaggtg
cacaccobgooocoatoocogygoaggagatgaccaagaaccaggboagoot
gqacocthgooctggtcaaaggottctatoccagodacatogoogtggagtgadg
agagcaatgggcagooggagaacaactacaagaccacgoectocogtgotg
gactoocgacagotbecttottoctoctatageaagetcacoegtagacaagag
caggtggocagocaggggaacgtecttotocatgotocgtgatgocatgaggcto
tgoacaaccactacacgoagaagagoctoctococcoctgtoctocogggtggagagt
gobtggaagogotococaacttococtoctocactaagaagactocaattgocaatt
ggagcacttgttgttggacttgoaaatgatctogaatggtatcaataatt
acaagaabtccaaagbtitgactoggatgtbtgacttttaagttttacatgoca
aagaaggctactgagi tgaagoactigoaatgo tbggaggaggagttgaa
gocatbggaggaggtitbgaatttggobcaatcocaagaatttbcact g
goooacggthGtigatcbccaatatcaatgtgategt i tbggagt tgaag
gottocgagactacttittatgtgtgagtacgetgacgagactgetactat
cgttgagtttttgaatoggtggatcacttttgotcaatoccatcatoctoca
ctttgact

IGIFC(NZITG delkK):G4S hulL-2{D84R, C125A)

atggacatgagagtgocbtgcacagoctagctggogoctgotgotgotgtgget
gagaggogocagatgogacaaaactcacacatgooccaccgtigoocagoac
ctgaactoctgoggogacogtcagbtottooctottoocoooccaaaacocaag
gacacocctocatgatotoocoggacococtgaggtocacatgogtggtggtgga
oghtgagocacgaagaccococtgaggtcaagttocaactggtacgtggacggog
tggaggtgocataatgocaagacaaagoogogggaggagocagtacggoago
acgtaccgtgtggtcagogtoctocacocgtocctgocaccaggactggotgaa
tggoaaggagtacaagtgcaaggtcticoaacaaagooctococcagooooca
Cogagaaaacoatoiotaaagocasagggcagoododagaaccacangteg
tacacococtigocococoatcoogggaggagalgaccaagaaccaggticagooh
At tggtoasaadgot Tolat odcagonaca T oo Lo ag b
agagcaatgggocagoecdgadaacaactacaagaccacgoctocogtgotg
gactoocgacggctocttottoctoctatagocaagetocacogtggacaagag
caggtggoagoaggggaacgticttctecatgotocgtgatgoatgaggcte
tgocacaaccactacacgoagaagagoctoctoococtgtotocogggtggaggt
gogtggaagogotoccaacttooctoctocactaagaagactcaattgoaatt
goagcacbttgitgttiggacttigcaaatgatcttigaatggtatcaataatt
acaagaatccaaagttgactocggatgtbgactottaagttttacatgoca
Aaagaagogstacigagi tgaagcaciigcaatgitEggaggaggagtigaa
gqoocatigdgaggagyiiitgaatitggcicaatocaagaat i iCcact oo
gqoocacggGitigatoctoccaatatcaatgigatogi Tt tggadttgaaq
gqattocodagactactititatgtgtgagacgcigacgagactgoctacTat
cgttgagttittgaatoggtggatcacttitgctoaatoccatoatotoca
otttgact
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IgG1FciN29TGE_delk):G4S hull-2{D84S, C1250)

atggacatgagagtgoctgocacagotactggogoctgotgotgotgtgget
gagaggogocagatgogacaaaactocacacatgooccacogtgoocagoac
ctgaactocctggggggacocgtcagtocttoctocttocococococaaaacoccaag
gacacoobhcatgatctocoocggacococtgaggtocacatgogtggtggtgga
ocgbtgagocacgaagacoctgaggtcaagttocaactggtacgtggacggog
cggaggtgoataatgocaadgacaaagoogogogasgagoagtacoggoans
acgCacogigtoggtecagogtochcacogtoctgecacecaggaciggotgaa
cggcaaggagiacaagtgcaaggtoioccaacaaagoooioccagooooca
Cogagdaaaaccatoctocaaagoocaaaddaoadooocdagaacoacadgtg
tacacococtgoocococatocoocgggaggagatgacocaagaaccaggtocagoct
gacctgococtggtoaaaggocttoctatooccagogacatogoocgtggagtggg
agagcaatgggcocagococggagaacaactacaagaccacgoctocogtgotg
gactcogacggctoccttocttoctctatagocaagoctocacocgtggacaagag
Ccaggtggocagoaggggaacgtcttoctocatgotoocgtgatgoatgaggoto
cogcacaaccactacacgoagaagagochobocctgtioicogagbggagat
gqobtggaagogotocaachtoctoctocactaagaagactoaabt tgoaats
guagcacttgitgtiggactitgoasatgatctigaatggbatcaataat
acaadaatCCaaagtiigactoggatgttgactitttaagtttitacatgoca
aagaaggcoctactgagttgaagocacttgcaatgtttggaggaggagttgaa
gocatbggaggaggttittgaatbitggoctcaatocaagaattttcacttac
ggocacgghGittgatoctocaatatocaatgtgatogttottggagttgaag
ggttoocgagactacttttatgtgtgagtacgoctgacgagactgoctactat
cobttgagtttttgaatocggtggatcacttttgotocaatoccatocatoctoca
shhtgach

IgGEIFo(N297 G delk G458 hull-Z{DE84 T, C125A)

atggacatgagagtacctgcacagctactagacctgctactactgtaget
gagaggogoCcagatgogacaaaactoacacatgooccacogigoocagoac
ctgaactococtggggggacocgtcagtocttococtocttococoococaaaacoccaag
gacacocchocatgatctococoggacocococtgaggtocacatgocgtggtggtgga
cgbhgagocacgaagacoctigaggtcaagticaactggtacgtggacaggog
togaggtgocataatgocaagacaaagocogogagaggagcagtacggcags
acgtacogigiggtcagogtocicacogioctgoaccaggaciggotgaa
Cogoeaaggagbacaagtgoaaggtoeiccaacaaagoootoccagaocooca
Cogagaashacoatobochaagdcoasadggcadcooodagaaccacaggtg
CacacoctgocooccatococggdagdadatJaccaagaaccaggtocagoct
gacctgococtggtocaaaggcttctatocococagogacatocgoocgtggagtgag
agagcocaatgggocagococggagaacaactacaagacocacgoctoocogtgotg
gactococgacggctococttocttoctctatagocaagoctocacogtggacaagag
caggtggocagocaggggaacgtcttoctocatgoctococgtgatgocatgaggcto
tocacaaccactacacgoagaagagochkctococtgtoctocogggtggaggtk
gotggaagogotococaacttococtoctocactaagaagactcaattgocaatt
gquagcacbigibtgtigoactiigoaaatgabtoctigaabtggbatcaataatc
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acaagaatbtccaaagtigactoggatgtbgactittaagtittacatgcca
aagaagoctactgagttgaagcactigoaatgbttggaggaggagttgas
gocatbggaggaggttttgaatitggocicaatccaagaabttttocact tao
gocCcacggRlCt Tgatoctocaatatcasatgtgatogt i T Ladgadt tgaadg
gottoocgagactactottatgtgtgagtacgchgacgagactgctactat
cogttgagtttttgaatoggtggatcacttttoctocaatoccatcatotoca
ctttgact

KGIFc(MN2E7TE_delK:G4S hull-2{S87R, C1254A)

atggacabtgagagtgoobgocacagoctgotgggootgotgctgotgtggot
gJagaggogccadatgcdacasaachcatcacatgoCaccgtg oo cansad
ctgaactoobgddgdggaced icag ol ios oD L oo oo A sa Ao ad
Jacacocbhocatgatoctoooggacoocctigaggtcacatgogtaggtggtgga
cogbtgagocacgaagacoctgaggtocaagttoaactggtacgtgogacaggog
tggaggtgoataatgoocaagacaaagoogogggaggagcagtacggoago
acgtacocgtgtggtocagogtoctocacegtoctgoaccaggactaggotgaa
tgogocaaggagtacaagtgocaaggtoctocaacaaagoocctooccagooooca
tocgagaaaaccatchtoccasagoocaaagggocagoocoogagaacocacagghg
tacacococtgoocooccatoocogggaggagatgacocaagaacocaggtocagooct
gacsccbtgoctoggtcaaaggottchtatococagogacatogoogtggagtggg
agageaatgggoagooggagaacaactacaagaccacgootooogtoaotag
Jactoodacdgotoct ottt otatagdcaagotocacogdggacaagadg
caggbgacagcagagdgasacgioitcicatgotoogtgatgcatgaggota
tgcacaaccactacacgcagaagagocchoctocoeoctgtochocogagtggagat
gotggaagogotoccaacttoctoctocactaagaagactocaattgoaatt
ggagcacttgttgttggacttogocaaatgatocttgaatggtatcaataatt
acaagaatoccaaagttgactoggatgttgacttttaagttttacatgoca
aagaaggctactgagttgaagocacttgocaatgtttggaggaggagttgaa
gocatiggaggaggtitigaatitggcticaatccaagaattiticactigs
gouccacgggactigaccCaatatcaatgigatogi it oggagitgaadg
gottoogagactactittatgtgtgagtacgotgacgagactgoctactak
COLtgagti o tgaasatocgatgoatcacit L tgotcaatccatcatotoca
CLthTgact

IgGIFo(M29TGE delKoG4aS s hull-2{NE84A, C125A)

atggacatgagagtgoctgocacagoctgoctgggococtgotgoctgotgtggot
gagaggogocagatgogacaaaactoacacatgooccacogtgooccagoac
ctgaactoctgoggoggacogicagictiiococtcittocoococaaaacocaag
gacacoocbhocatgatciocooggacoochgaggtoacatgogiggaggbgoa
cghgagocacgaagaccocigaggtcaagiicaachgaiacg bggacogadg
Coggadgtgoataatdccaadacaaagocdcgdogdgadgagaagtacggcadcda
acgtacocgtgtagtcagogtoctcacogtoctgocaccaggactaggotgaa
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cggoaaggagbtacaagtgcaaggtcticcaacaaagoocctoosagoocaca
Cocgagaaaaccatocbocaaagocasaggocagoooogagaaccacaggtg
cacacoohgococoaicoogggagdagatgaccaagaaccaggbocagast
gqaccthgooctaggtcaaaggottoctatoccagodacatogoogtggagtgoag
agagcaatgggcagooggagaacaactacaagaccacgoctooogtgotg
gactocgacggetoettottoctotatageaagetcaccgtagacaagag
caggtggocagocaggggaacgtocttotocatgotoocgtgatgocatgaggcto
tgoacaaccactacacgoagaagagoctoctocococtgtoctocogggtggaggt
gobtggaagocgotococaacttococtoctocactaagaagactocaattgocaatt
ggagcacttgttgttggacttgocaaatgatctogaatggtatcaataatt
acaagaabtccaaagbtbtgactocggatgtitgacttttaagttttacatgoca
aagaagdctactgagitgaagoachigcaatgitbggadggacgagttgaa
gocatbggaggaggtitbgaatitggocbcaatccaagaatttbcactbgs
goocacgggacttgatocbocosCTatcaatgigatogt i tbggagt tgaag
gottocgagactacttittatgtgtgagtacgetgacgagactgctactat
cgttgagtttttgaatocggtggatcacttttgotcaatoccatcatoctoca
ctttgact

KG1FC(N29TG_delk:G4S-hulL-2{NSBE, C1254)

atggacatgagagtgoochtgcacagctgotgggcoctgoctgotgotgtggct
gagaggogocagatgogacaaaactcacacatgoocacogigoooagoac
ctgaactoctgoggogacodicagtot oo o oo ooCaAaAARCCoaAG
gqacaccobocatgatociocooggacooctgaggtcacatgogiggtgatgga
ocgtgagocacgaagacectgadgtcaagttocaactgatacgtggacggcg
tggaggtgocataatgocaagacaaagoogogogaggagocagtacggoaga
acgtaccgtgbggtocagogtoctcacogtoctgcaccaggactggoctgaa
tggoaaggagtacaagtgocaaggtoctocaacaaagocctooccagocooca
tcgagaaaaccatctoccaaagococaaagggoagooocgagaacoacaggtg
tacacocctigocococcaticoocgggaggagaligaccaagaaccaggticagoch
gacoctgoctggtcaaaggottctatococcagogacatocgocogtggagtggg
agagocaabtgggoagooggagaacaactacaagaccacgootooogtgotg
Jachoodacdgqocboct ot tocbctatagcaagobcacodiggacaagadg
caggtgacagoaggggaacgtottetcatgotocgtgatgoatgaggoto
Cogcacaaccactacasgcadaagagoci o oot gt ot eogdgtggaggt
gotggaagogotocaactteoectoctocactaagaagactocaattgoaatt
ggagcacttgttgttggacttgocaaatgatcocttgaatggtatocaataatt
acaagaatccaaagttgactoggatgtbgactotttaagttttacatgoca
aagaaggctactgagttgaagcacttgoaatgtttggaggaggagttgaa
gocatbtggaggaggttitbtgaatttggctcaatccaagaattttcactitgo
gococacgggactbgatcbceGhGatcaatgtigategbiteggagt tgaag
gqattoodagactactititatgtgtigagbacgcigacgagactgotacTat
cghtgagbttttgaateggbgaatcacititgctcaatocatcabtotaoca
ctittgact
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IgG1Fc(N297 G _delk):G4S hull-2{NSBF, C125A)

atogacatgagagtgoctgcacagotootoggoootgotgotgot gt oggot
gagaggcgoccagatgogacaaaactoacacatgoocacogtgoccagoac
ctgaactooctggggoggacocgtocagtottococtottocococococcaaaacocaaqg
gacacococtocatgatoctoocoggacocococtgaggtocacatgogtggtggtgoa
ocghtgagocacgaagacootgaggtocaagttocaactggtacgtggacaggoeg
tggaggtgocataatgocaagacaaagocogogdgdaggagcagtacggocago
acgtaccgtgbtggtcagogtoctcacocgtocctgoaccaggacitggoctgaa
coggoaadggadiacaagigoaaggicioccaacaaadoooloocadcosaca
EocgagaaaaccabcbiccaaagocSaaagggcagococgagaacoacaggtg
cacacoobgoococooatocogugaggagatgacsaagaaccaggtcagockt
gJaocctgooctggtoaaaggottoctatoccagogacatocgoogtgogagt.gag
agagcaatgggcagcodgagaacaactacaagaccacgoctooogtgatg
gJachoogacggcthocttottoctotatagoaagotcacogtggacaagaqg
caggtggoagoaggoggaacgtcttotecatgotococgtgatgocatgaggoto
tgoacaaccactacacgoagaagagoctoctococtgtotocogggtggaggte
ggtggaagogoctococaacttoctoctocactaagaagactocaactgoaatto
ggagcacttgttgttggacttigocaaatgatctitgaatggtatocaataatt
acaagaatccaaagtigactocggatgttgacttttaagttttacatgoca
Aaagaaggctactigagiigaagcaciigcaatgitigdgaggaggagtibgan
gocattggaggaggtttbtgaatttggoctcaatoccaagaattttcactitgos
goocasgggactigatcboceTTTatcaatgtgatogtotoggage tgaag
gottoogagactactittatgtgtgagtacgcgacgagactgctactat
cghtgagttttitgaatocggtggatcacttttgctcaatoccatcatoctoca
ctttgack

IgG1Fc(N297 G _delk):G4S hullL-Z{NSBG, C1254)

atggacatgagagtgocctgocacagoctgoctgggocctgoctgotgotgtggot
gagaggcgocagatgogacaaaactocacacatgoocacocgtgoococagoac
ctgaactocctggggoggacogtcagtocttocctocttococococcaaaacoccaag
gacacocctocatgatoctoocoggacococtgaggtoacatgogtggtggotgoa
cgbgagocacgaagacostgaggtcaagticaachggbacgtggacagad
coggaggtgoataatgocaagacaaagoogogaggaggagoagtacggcagos
acgtacogitgiggtcagogtocicacogtoctgcaccaggaciggohgas
Cogcapddgadiacaadigoasddgioioccaacapagqooct oCcCad oo a
tocgagaaaacoatoctocaaagocaaagggoadococdagaaccacaggtg
Cacaccotgoocoocatoooggoagdagatgaccaagaaccaggtcagoet
gacctgoctggtocasaaggocttctatooccagogacatogoogtggagtgag
agagcaatgggcagocoggagaacaactacaagaccacgooctocogtgctg
gactocogacggoctococttocttoctoctatagocaagoctcacogtggacaagag
caggtggocagocaggggaacgtcttoctocatgoctococgtgatgoatgaggotc
tgoacaaccactacacgoagaagagoctoctocooctgtoctocogggtggaggt
gotggaagogotocaacttoctoctoccactaagaagactcaattgoaate
gqoagcactigitgttiggactigoaaatgabtctbigaatggbtatcaataathc
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acaagaabtccaaagbigactoggatgibgactbitbaagtbttacatgsca
aagaagootactgagi tgaageacttigcastgbi tbggaggaggagtbgas
gquocatiaggaggaggiitigaatitggoicaatocaagaabtiioach Lo
gaocacadggacttgatoctooahTatcaatdtdatogt ot tadadt tdaaqg
gogttoogagactacttttatgtgtgagtacgotgacgagactgctactat
cgttgagbttitgaateggtggateacttttgctocaatocatoatotoca
ctttgact

KGIFC(N29TG_ delK:G4S:hullL-2{MBBM. C125A)}

atggacabtgagagtgoochgocacagctgotggooobgobgotgotgtagct
gqagaggogocagatgogacaaaactcacacatgoocracogtgoocagoac
chgaactooctggggagacogicagbotiocicitooccooccasaacocaag
gJacacoctocatgatoctoooggacooctgaggtcacatgogtogtggtgga
cgbgagocacgaagacoctgaggtocaagttocaactggtacgtggacoggog
tggaggtgcataatgocaagacaaagocogogggaggagcagtacggocago
acgtacocgtgbggtocagogtoctcacegtoctgoaccaggactggotgaa
tggoaaggagtacaagtgocaaggtoctocaacaaagooctococagoooooa
tocgagaaaaccatctcoccasagococaaagggoagoocoogagaacoacaggtg
tacacococtgococococcatocococgggaggagatgacocaagaaccaggtocagooct
gacctigoctggtcaaaggoctictatocococagogacatogoogtggagtbtggg
agagcaatgggoagooggagaacaactacaagaccacgootocogtgotg
Jachoodacdgoetoc i tottocbotatagocaagotocaccdiggacaadgad
caggtgocagcaggggaacgtoitecticatgotcogtgatgcacgaggcta
tgcacaaccactacacgoagaagagechotocctgtetecogagtggagat
gotggaagogotocaacttoctoctocactaagaagactoaatctgoaatt
ggagcacttgttgttggacttgoaaatgatctogaatggtatcaataatt
acaagaatccaaagtitgactocggatgttgacttttaagttttacatgoca
aagaaggctactgagttgaagcacttgoaatgtttggaggaggagttgaa
gocatibggaggaggttitbgaatitggocicaatoccaagaattttcactigo
goocacdgggactigatciocATGatcaatgigatogi ot bggadt tgaadg
gobttoogagactacbtttbatgtgtgagbhacgocbgacgagactgobactat
CcOttgagtititgaasatoggtgoatcacttitgotcaatccatcatotoca
CLTTgact

IgEIFc(N2O9TGE_delk)GASshull-2{N8BS, C1254A)

atggacatgagagtgoctgocacagotgotgggoctgoctgotgotgtggot
gagaggocgocagatgogacaaaactoacacatgococcacogtgooccagoac
SCtgaactociggggagacocgicagiciiccticiicococcocaaaacocaag
gacacoobocatgatoboocoggacoasctgaggtcacatgogtagtaggtgaa
cogbgagosacgaagacostgaggtcaagtbcaactggtacgbggacaggsg
Cadgadgtgcataaltgcchadgacaaagocogogdgaggyagcagiacaggcada
acgtacocgtgtggteocagogtoctcacegtoectgoaccaggactaggctgaa
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tggoaaggagbacaagigoaaggtoctccaacasagoostoocagoosoca
Logagaasaccatobhocaaagocasaggocagcoocgagaacoacagygtyg
Cacacoohgoooocatocogguaggagatgaccaagaaccaggtocagoat
gqacctgooctggtcaaaggottoctatoccagodacatogoogtggagtagodg
agagcaatgggcagoocggagaacaactacaagaccacgoctooccgtgotg
gqactoocgacggoboocttottoctctatagoaagotcacogtiagacaagag
caggtggoagocaggggaacgtcttotocatgotocgtgatgocatgaggote
tgoacaaccactacacgoagaagagoctoctoococtgtotocogggtggaggt
gotggaagogotococaacttococtoctocactaagaagactcaattgoaatt
ggagcacttgttgttggacttgoaaatgatoctigaatggtatcaataatt
acaagaatccaaagtigactoggatgtbtgactittaagttttacatgoca
aagaagootactgagitgaageactigoaatgi thggadgadggagtbagas
gocatbggaggaggtitbgaatttggcicaatccaagaabttttcactigs
gqoocacgggactigatetocAGTatcaatgtgategt ot tggadt tgaadg
gottoccgagactacttttatgtgtgagtacgeotgacgagactgetactat
cgttgagtttttgaatocggtggatcacttttgotocaatoccatocatoctoca
ctttgact

KGIFC(NZITG dellK):GAS hulL-2(NEBV, C125A)

atggacatgagagigoctgcacagctgotggygoctgotagetgotgtggot
gJagadggogoccagatgogacaaaactoacacatgooccacogtgoocagoac
ctgazctoctgoggagacodieagtottoctobtocooccazaacconad
gacacocbocatgatotoooggacooctgaggtocacatgogtggtggtgga
cghtgagocacgaagacoctgaggtcaagttoaactggtacgtggacggcg
tggaggtgcataatgoocaagacaaagoocgogggaggagcagtacggocago
acgtaccgtgtggtcagogtocctocacocgtococtgocaccaggactggotgaa
tggoaaggagiacaagtigcaaggtctcoaacaaagoocctoccagooooca
Cogagaaaaccabobocaaagocasagaggocagoosofagaacscacaggtg
tacacoobigocoocatccogygaggagatgaccaagaaccaggticagoct
gaccbhgooctggtoasaggotichatoocagogacatogoogbggagbgay
agagcaatgoggocagoogdagaacaactacaadacocacgootooogtgotg
gactoocgacggotocttottoctoctatagoaagotocacogtggacaagag
caggtggcagoaggggaacgtottotcatgotocgtgatgcatgaggoto
tgoacaaccactacacgocagaagagoctoctocctgtoctocogggtggaggt
ggtggaagocgotococaacttoctoctocactaagaagactocaattgoaatt
ggagcacttgttgtitggacttigoaaatgatoctigaatggtatcaataatt
acaagaatcocaaagttgactoggatgtbtgacttttaagttttacatgooa
aagaagoctactgagitgaagoactitigoaatgbitEtggaggaggagttgaa
gocatbtagaggagatttigaatttggectcaatccaagaattttcacttac
gqoocacgggacttgatotoeoGTTatcaatgtgatogttttggagttgaag
gqattococgagactacttttatgtgtgagbacgocigacgagactgoctactat
cgttgagtititgaatoggtggatcacttitgotcaatocatoatotoca
otttgact
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IgG1Fc(N297G_delk):G4AShullL-2{NSaW, C125A)

atggacatgagagtgoctgocacagotgotggogoctgotgotgctgtgget
gagaggogocagatgogacaaaactocacacatgoccacogtgooccagoac
ctgaactocctggggggacocgtcagtottooctottoocoococaaaacoccaag
gqacacochcatgatctoocoggacococtgaggtoacatgogtggtggtgaga
cogbtgagoocacgaagacocotgaggtcaagtbicaactggtacgtggacggocg
cggaggtgcataatgocaagacasagoogogagaggagecagbacggcags
acdtacocdtdiagicadogbochcacocgiocigcaccaddaciagctgan
tggcaaggagtacaagtgcaaggtoctccaacaaagcoctoccagocooca
Cocgadaaaaccatoctoccaaagqocaaadggoadococdagaacoacaggtg
tacacoochgoooooatococcgggaggagatigacoaagaaccaggtoagoot
gacoctgoctggtocaaaggottotatococcagogacatogoogtggagtgag
agagcaatgggcagooggagaacaactacaagaccacgoctocogtgotg
gactocogacggohtocttottoctctatagocaagoctocacocgtggacaagag
caggtggocagoaggggaacgichtoctocatgotoogtgatgocatgaggotc
cgcacaaccachtacacgcagaagagocicboccbgtioboagag bagaggt
gqabtggaagogotoccaacttocctoctococactaagaagactocaattgoaatte
goagcactigitgitggactigoaaatgatocttgaatggtatcaataatc
acaadaatccaaagtidactodgatgttgacititaagiti tacatgoca
aagaaggctactgagttgaagocacttgocaatgtttggaggaggagttgaa
gocattggaggaggtttigaatttggetocaatocaagaattttocacttgo
ggococacgggacttgatctoccTGEGatocaatgtgategttttggagttgaag
ggttocogagactacttttatgtgtgagtacgoctgacgagactgocktactat
cgttgagtttttgaatoggtggatcactitttgotocaatcocatocatctoca
ctbttgact

G1FC(NZOTGE_delkK):GaAS hull-2(Wa1D, C125a)

atggacatgagagtgococtgocacagoctgotgggoctgoctgotgotgtggot
gagaggcgoccagatgogacaaaactcacacatgooccacogtgooccagoac
ctgaactoocbguguagacegicagbhotioctocbboocoocasaacocaay
Jacacochocatgatotoooggacooctgaggtcacatgogtggtggtgda
cgtgagoccacgaagacoctgaggtocaagttcaactggtacgtggacoggog
toggaggtgcataatgocaadacaaagyoogogagaggagcagtacggcags
acgtacocgtgtggtocagogtoctcacegtoctgoaccaggactggotgaa
tggoaaggagtacaagtgocaaggtoctocaacaaagoccoctococcagoooooa
togagaaaaccatoctocaaagocaaagggoagooocogagaacocacaggtg
tacacococtgoocococatococogggaggagatgacocaagaaccaggtocagoot
gqacctgoctggtocaaaggottctatococcagogacatocgocogtggagtggg
agagcaatgggoagooggagaacaactacaagaccacgootooagtgatyg
gactocogacggoiccitctioccictatagSaagoicacogiggacaagag
caggbgdcadgcagagggascgiocbicicatgotccgtgatgcatgaggata
tgcacaaccactacacgcagaagagochctococotgtctcogagtggagat
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gobtggaagocgotocaacttococtoctocactaagaagactocaattgoaatt
goagcacbtgitgtbigoacitigraaatgabtcitgaatbtggbhatcaataatc
acaagaatccaaagtitgactoggatgttgacttttaagtitttacatgoca
aagaagoctactgagitgaagoactigoaatgitbggaggaggagtigas
gqocattggaggagagtitigaatitggetcastoccaagaattticacttgos
goccacgggactigaccbtccaatatcaatGATatogtotbggagt toaag
gJgogttocgadgactachtitatgtgtdgadtacgocigacdadactgchactat
CcOgttgagtttttgaatcggtggatcactitttgotcaatoccatcatoctoca
ctttgact

IgG1Fc(N297T 6 _delKlG4AShull-2{V31E. C125A)

atggacatgagagtgochtgocacagcoctgotgggocctgotgotgotgtggot
gagaggogocagatgogacaaaactocacacatgooccacogtgoocagoac
ctgaactootgoggoygacogicagtotioctici tooooooaaaacooaag
gacaccocbhcatgatctococoggacoocctgaggtcacatgogtagtggtgaa
cogbgagocacgaagacocigaggtcaagticaactgagbtacgbgoacggag
Cogaggtgeataalgocaagacaaagoogogdgqaggagoagtacggaadas
acgracocgtgtggtocagogtochicacoegtoctgocaccaggactggctgaa
CodgcaagdJadiacaagtgcaadgtoicdcaacasagoo ot ocCadooaoca
togagaaaacoatctocaaagcoaaagggoagoooogagaaccacaggtg
tacacoctgooococcatocococgggaggagatgacocaagaaccaggtocagoct
gacctgococtggtocaaaggocttctatococcagogacatcgocogtggagtggg
agagcaatgggocagococggagaacaactacaagaccacgoctoocogtgotg
gactocogacggctocttottoctctatagoaagoctocacogtggacaagag
SCaggtigocagoagggqaacgicitcticatgocticogtigatgocatgaggctas
tgocacaaccactacacgocagaagagochtoctocooctgtoctocogggtggaggt
gogkbggaagegotccaacitoctectecactaagaagactcaacbgoaatt
goagcacttgttgtbiggacttgcasatgatcttgaatgogtatcaataatt
acaagaatccaaagttgactoggatgttgactittaagttttacatagcca
aagaaggctactgagttgaagcacttgoaatgottggaggaggagttgaa
gocattggaggaggtitigaatitggotcaatocaagaattttcacttac
ggoCcacgggacttgatctocaatatcaatGhrGatogttotttggagttgaag
ggttoocgagactacttttatgtgtgagtacgoctgacgagactgoctactat
cgttgagtttttgaatocggtggatcacttttgoctocaatccatocatctoca
ctttgact

KGIFe(MN2STE delkK):G4S hulL-ZWI1G, C1254A)

atggacatgagagtgccbgcacagctgctggogccbgctgctgoctgtagat
gagaggcgocadatdcgacaaaactcacacatgooccaccgtgoccadoac
ctgaactoctgaggdgacodtcagictiociciiocoocCasaaacooaag
gacacoctoatgatotoocoggacooctgaggtcacatgogtagtagtgaa
ocgtgagoccacgaagacococtgaggtocaagttocaactggtacgtggacggog
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tggaggtgocataatgocaagacaaagocogocgggaggagcagtacggocagc
acgtacogtgbggtcagogtcobicacogtoctigoaccaggaciggocttgaa
togoasaggagbacaagtgoaaggtctocoaacaaagooctococagooooca
togagaasacoabtocbocaaagocasaggooagoooogagaacoacaggtyg
tacacoctgococcatcooggdaddgadatgaccaagaaccaggtcagoct
gacocbhgoctggtcaaaggottchatococagogacatcgoogbggagbgag
agagcaatgggcagcodgagaacaactacaadaccacgootoscgtygotg
gactocgacggotocttottoctictatagoaagotcacogtiggacaagag
caggtggcagoaggggaacgtocttotocatgotoogtgatgoatgaggotos
tgocacaaccactacacgocagaagagoctoctococtgtotocogggtggaggt
ggtggaagocgotococaacttoctoctocactaagaagactocaattgoaatt
goagcactitgttgttggacttigocaaatgatcttgaatggtatcaataatt
acaagaatcococaaagttgactoggatgttgacttttaagttttacatgoca
aagaaggctactgagttgaagcacttgoaatgtttggaggaggagttgaa
gocatbggaggaggbttbgaatitggoctcaatccaagaabttttcactitgs
goocacgggactigatcboccaatatcaatGEGatogtbttggagttgaag
goticcgagaclLactititatgtgigagtacgctgacgagactgctactat
cgbttgagbttttgaatoggatggatcacttitactcaatocatcatotoca
ctttgact

KG1FC(N29TG_delk):G4S: hulL.-2WI1S, C1254)

atggacatgagagtgococtgocacagctgotgggoctgoctgotgotgtggct
gagaggogocagatgogacaaaactcacacatgoocacogtgooccagoac
ctgaactoctggggogacogtcagbotioctocbtocococasaacooaag
gacacoobcabtgatctioooggacoocctgaggbtcacatgogtggtgatgga
cgbgagocacgaagacocigaggtcaagticaactggbacgigoacggog
tggaggtgcataatgocaagacaaagoeogogagagyagocagtacggcags
acgtaccgtgtggtocagogtoctcacoegtoctgocaccaggactggotgaa
tggeaaggagtacaagtgcaaggtetoccaacaaagooctoccagocooca
togagaasacocatotocaaagccadsagggoagococdagaaccacaggtg
tacacoctgooocococatoocogggaggagatgacocaagaaccaggtocagoct
gacctgoctggtocaaaggottctatococagogacatocgoocgtggagtggg
agagcaatgggocagocoggagaacaactacaagaccacgoctoocogtgotg
gactocogacggoctoccttcocttoctctatagocaagoctocacocgtggacaagag
caggbgocagoaggggaacgtocbtictcatgotoogigatgoabgaggots
tgcacaaccactacacgoagaagagoctctocooctgtoctoogggtggaggt
gobtggaagoegotecaachtostestocactaagaagactcaat bgocaat
gqoagcactigttgttgoacttgcaaatgatocttgaatggtatcaataatt
acaagaatccaaagbtbgactoggatgtbgacttttaagtbttacatgoca
aagaaggctactgagttgaagocacttgocaatgtttggaggaggagttgasa
gqocattoggaggaggttttgaatttggctcaatocaagaattittcacttgo
ggocacgggacttgatctocaatatcaatTCGategtttbtggagttgaag
ggttocogagactacttttatgtgtgagtacgoctgacgagactgoctactat
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cghtgagttbtttgaatoggbtgoatcacktbitgotocaabtoccatocabocboca
ctttgact

IgEIFc(N297E_delK):G4AS hulL-2(192K, C125A)

atggacatgagagtagcoctgocacagotgotoggogoctgotgotgotgtaget
gagaggogoccagatgogacaaaactocacacatgooccacecgtgoccagoac
ctgaactocctggggggacocgtcagtoctbtocctocttocococococaaaacoccaag
gacacococtcatgatcticooggacococtgaggtcacatgogtggtggbtgga
cgbtgagococacgaagacococtgaggtcaagttoaactggtacgtggacggcg
cggaggtgcataatgocaagacasagoogogggaggagcaghacggcags
acgtacogtgtoagtcagogtocbcacogtoctgoaccaggactagotgaa
cggoaaggagacaagigoaaggtciccaacaaagoccloocCagooaoca
Cogagaaaaccatoctocaaagocaaagggoadooocdadaacoacaggitg
tacacochgoooocatococggdaggagatgacocaagaacocaggtocagoct
gacoctgoctggtocaaaggottotatoccagogacatogoogtggagtgag
agagcaatgggoagoocggagaacaactacaagacocacgoctocogttgotg
gactocogacggoctoccttocttocktoctatagocaagoctocacocgtggacaagag
caggtggoagoaggggaacgtcttctcatgotococgtgatgoatgaggoto
tgoacaaccactacacgoagaagagoctoctoocctgtoctocogggtggaggt
gobtggaagogoticocaactticctcocioccactaagaagactcaattgocaatt
goagcacbttigitgttggacttigeasatgatoctigaatgotatcaataatt
acaadaatccaasagiigactoggatgttgact it taagttttacatgoca
aagaaggctactgagttgaagecacttgoaatgbttggaggaggagtbgaa
gocattggaggaggtittgaatttggctocaatocaagaattticactogs
ggococacgggacttgatctocaatatocaatgtghliGgtttbtggagttgaag
gottocogagactacttttatgtgtgagtacgctgacgagactgoctactat
cgttgagtttttgaatocggtggatcacttttgotocaatccatocatotoca
ctttgact

G IFe(N29TE_delkK): GAS hulL-2(192R, C125A)

atggacatgagagtgcoctgcacagetactggacotgetgctgotgtaget
gagaggogocagatgogacaaaactocacacatgoocacogtgoocagoac
ctgaactoctggggggacogicagtotbcotoebtocoocccaaaacocaag
gacacoccktocatgatoctococoggacocococtgaggtocacatgogtggtggtgga
cgbtgagocacgaagacococtgaggtocaagttoaactggtacgtggacggocg
tggaggtgocataatgocaagacaaagocogogggaggagcagtacggoago
acgtaccgtgtggtcagogtococtocacocgtoctgoaccaggactggotgaa
tggoaaggagiacaagtigoaaggticicoaacaaagocolicocagoosoca
Ccogagaaasaccabotocaasagocasaggooagoooogagaacoacaggtyg
cacacoohgoooocatlocogyggaggagatgaccaagaaccaggbocagoct
gacobgoctggtcasagguitiochatooccagogacatogoog bagagagbagadg
adagcaatgggcagoccddadaacaactacaadaccacdoo oo Tdatg
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gactoogacggobosttotioobctatagcaagotcacogtggacaagag
caggtggcagoaggggasacygiocttoetecatgotcogtgatgcatgaggcta
Cgocacaaccactacacgoagaagageciotooctgiob ooggagtggaggt
gotgdaagogoctocaacttoctoctocactaagqaagactcaattgcaatt
ggagcacttgttogttggacttgeaaatgatecttgaatggtatocaataatt
acaagaatocaaagttgactoggatgttgactittaagttttacatgoea
aagaaggctactgagttgaagracttgoaatgtttggaggaggagttgaa
gocatbtggaggaggtittgaatttggeotcaatoccaagaattttcacttge
ggocacgggacttgatctoccaatatcaatgtglhGigtitttggagttgaag
ggttocogagactacttttatgtgtgagtacgocktgacgagactgoctactat
cgbtigagtttttgaatcggtggatcacttitgotcaatccatcatctcca
cthtgact

IgG1FC(N29TG_delk):GdS hull-2{ESSE, C1254)

atggacatgagagtgcctgoacagotactaggacctgetgctgotgtaget
gagaggogocagatgogacaaaactoacacatgoococaccgtgooccagoac
ctgaactococtggggggaccgtocagtottoctobtococcooccaaaacccaag
gacacoccbtocatgatctoooggaccooctgaggtocacatgogtggtggtgga
cgtgagoccacgaagacocotgaggtcaagttocaactggtacgtggacggcg
tggaggtgoataatgocaagacasagoogoggygaggagcagtacggcags
acgtacogtgbggtcagoegbecbcacoegioctgoaccaggactggotgaa
Coggcaaggagtacaagtgcasggtotocaacanagoecotococadcoooa
Cogadaasaccatotocaaagocasagagcadocoocdadaaccacaggig
tacacoctgoococatocogggaggagatgaccaagaacecaggtocagoet
gacctgoctggtocaaaggoettctatoccagogacategocegtggagtgag
agagcaatgggeagocggagaacaactacaagaccacgectoccgtgotg
gactoogacggokbtococttottoctoctatagoaagotocacocgtggacaagag
caggtggocagocaggggaacgtcttctcatgotococgtgatgoatgaggoto
tgcacaaccactacacgeagaagagoctctococtgtctecogagtggaggt
ggtggaagogotococaacttocctoctocactaagaagactcaattgoaatt
ggagoacttgbtgtbggactigcaaatgatetbgaatggbatcaataat
acaadgaatocaaagttgactocggatgttgactittaagttttacatgoca
aagaaggctactgagttgaagecacttgcaatgtttggaggaggagttgaa
gocattggaggaggtittgaatttggotcaatocaagaattttcactgo
ggocacgggactbtgatctocaatatoaatgtgategtotbgGEEttgaag
ggttocogagactactittatgtgtgagtacgeoctgacgagactgeotactat
cgttgagtttttgaatocggtggatcacttttgotocaatccatcatctoca
ctEtgackt
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Secuencias de Acido Nucleico de Cadena Ligera

ane

GATATTGTGATGACCCAGACTCCACTCTCCTTGOCCGTCACCOCTGRAGAGCCGGCCTCCATCTCCTGLAGGTCTAG
TCAGAGLCTCTTAGATAGTGATGAGGGAAACACCTATTTGGACTGGTACCTGCAGAAGLCAGGGLAGTCTCCACA
GETCCTGATCTATACGETTTCCTATCGGGELCTCTGGAGTCCCAGACAGGTTCAGTGGCACTGGGTCAGACACTGAT
TTCACACTGAAAATCAGCAGGGTGGAGGLTGAGGATGTTGGAGTTTATTACTGCATGCAACGTATAGAGTTTCCTC
TCACTTTCGGCGEAGGEACCAAGGTGGAGATCAAACGA

2C3

GAAATTGTATTGACGCAGTCTCCAGGEACCCTATCTTTGTCTCCAGGLGAAAGAGCCACCCTCTCCTGLAGGGLCA
GTCAGAGTTTTAGCAGCAGCTACTTAGTCTGGTACCAGCAGAAACCTGGLCAGGLTCCCAGGITCCTCATCTATGG
TGCATCCAGLAGGGECCACTGECATCCCAGACAGGTTCGETGGCAGTGGETCTGREACAGACTTCACTCTCACCAT
CAGCAGACT GGAGCCTGAAGATTTTGCAGTGTATTACTGTCAGCAGTATGGTAGCT CACCTCTCACTTTCGGCGGA
GGGACCAAGGTGGAGATCAAACGA

1aCo

GATATTGTGCTGACCCAGACTCCACTCTCCTCACCTGTCACCCTTGGACAGCCGGLCTCCATCTCCTGCAGGTCTAG
TCATCACCTCATACACAGTGATGGAAACACCTACTTGAGTTGGCTTCAGEAGAGECCAGGICAGLCTCCAAGACTC
CTAATTTATAAGATTTCTAACCGGTTCTCTGOGGTCCCAGACAGATTCACTGGCAGTGGGACAGGGACAGATTTCA
CACTGAARATCAGCAGOGTGEAAGCTGGLGATGTCGGELTTTATTACTGCATGCAAACTACACAATTTCCGACGT
TCGGCCAAGGGACCAAGGTGRAMATCARACGA

BB12

GATATTGTGATGACCCAGACTCCACTCTCCTCACCTGTCACCCTTGGACAGCCGGCCTCCATCTCCTGCAGGTCCAG
TCAAAACCTCGTTCAARGTGATGGEAAACACCTACTTGAGTTGGCTTCACCAGAGGLCAGGLCAGCCTCCARGALTL
CTAATTTATAAGATTTCTAACCGGTTCTCTGGEGTCCCAGACAGATTCAGTGGCAGT GGEECAGGLACAGATTTCA
CACTGAAAATCAGCAGGGTGLAAGCTGAGGATGTCGGGGTTTATTTCTGCATGCAAACTACACAATTTCCGACGTT
COGCCAAGGLACCAAGGTOGARATCAAACGA
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1644

GATATTGTGATGACCCAGACTCCACTCTCCTCACCTGTCACCCTTGGACAGLCGGCCTCCATTTCCTGCAGGTCTAG
TCAAATCCTCOTAAACAGTGATGEAAACACCTACTTGAGTTGECTTCACCAGAGGLCAGGLCAGICTCCAAGALTC
CTAATTTATAAGATTTCTAACCGGTTCTCTGGOGTCCCAGACAGATTCAGTGGCAGTGOGGLAGGGACAGATTTCA
CACTGAAAATCAGCAGGGTGGAAGCTGAGGATGTCLGGEGTTTATTACTGCATGCAAACTACACAATTTCCGALGT
TCOGLCAAGGGACCAAGGTGGAAATCARACGA

16E1

GATATTGTGATGACCCAGACTCCACTCTCCTCACCTGTCACCCTTGEACAGCCGECCTCCATCTCCTGCAGGTCTAG
TCAAAGCCTCGTACGCAGTGATGLAAACACCTACTTGAGTTGGCTTCACCAGAGGLCAGGLCAGCCTCCAAGALT
COTAATTTATAAGATTTCTAACCGGTTCTCTGGGETCCCAGACAGATTCAGTGLCAGTGGEGLAGGGACAGATTTC
ACACTGAAAATCAGCAGGGTGOAAGCTGAGGATGTCGGGGTTTATTACTGCATGCAAACTACACAATTTCCGALG
TTCGGCCAAGOGACCAAGGTGGAAATCAAACGA

1341

GATATTGTGATGACCCAGACTCCACTCTCCTCACCTGT CACCCTTGGACAGCCGGCCTCCATCTCCTGLAGGTCTAG
TCACAGCCTCGTACACAGTGATGGACACACCTACTTGAGTTGGCTTCAGCAGAGGLCAGGLCAGCCTCCAAGALTC
CTACTTTATAAGATTTCTAACCGGTTCTCTGGGGTCCCAGACAGATTCAGTGGCAGTGGGGCAGGGACAGATTTCA
CACTGAAAATCAGCAGGGTGGAAGCTGAGGATGTCGOGGTTTATTACTGCATGCAAMCTACACAATTTCCCACTTT
CGGCGGEAGGGACCAAGGTGGAGATCARACGA

8F10

GATATTGLGATGAGTCAGTCTCCACTCTCCCTGLCCGTCACCCCTGOAGAGLCGLLCTCCATGTCATGCAGGTCTA
GTCAGAGCCTCCTGCATAGTAATGGATTCAACTATTTGGATTGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGGT
CCTGATCCATTTGGGTTCTGATCGGGCCTCCGGRGTCCCTRACAGGTTCAGTGGCAGTGGATCAGGCACAGATTTT
ACATTGAAAATCAGCAGAGTGRAGGCTGAGGATGTTGRAATTTATTACTGCATGCAAGCTCTACAAACTCCTCTCA
CITTCGGLOGAGGEACCAAGGTGEAGATCAAACGA
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1204

GATATTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGAGLCGGCCTCCATCTCCTGCAGGTCTAG
TCAGAGCCTCCTACATAGTAATGGATTCAACTATTTGGATTGGTTCCTGCAGAAGCCAGGACAGTCTCCACAGCCC
CTGATCTATTTGGGTTCTGATCOGGLCTCCOGGGETCCCTGACAGGTTCAGTGGCAGTGOATCAGGCACAGATTTTA
CACTGAAAATCAGCAGAGTGGAGGCTGAGGATGTTGGGGTTTATTACTGCATGCAAGCTCTACAAACTCCGLTCA
CTTTCGGLGGAGGGACCAAGGTGGAGATCAAACGA

912

GATATTGTGATGACTCAGTCTCCACTCTCCCTGLCCGTCACCCCTGGAGAGCCGGLCTCCATCTCCTGCAGGTCTAG
TCAGAGCCTCCTGCATAGTAATGGATTCAACTATTTGGATTGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTC
CTGATCTATITGGGTTCTGATCGGGECCTCCGGGGTCCCTGACAGGTTCAGTGGCAGTGGATCAGGLACAGATTTTA
CACTGAAAATCAGCAGAGTGRAGGCTEAGGATGTTGEGATTTATTACTGCATGCAAGITCTACAAACTCCGITCA

CTITCGGCGGAGGGACCAAGGTGLAGATCAAACGA

3HS

GATATTGTGATGACCCAGACTCCACTCTCCTCACCTGTCACCCTTGGACAGLCGGICTCCATATCCTGCAGGTCCAG
TCAAAGCCTCGTARACATTGATGGAAGTACCCACTTGAGTTGGCTTCAGCAGAGGCCAGGLCAGCCTCCAAGALT
CCTAATTTATAAGATTTCTAACCGGTTCTCTGGEGTCCCAGACAGATTCAGTGGLAGTGEGGCAGGLACAGATTTC
ACACTGAAGATCAGCAGGGTGGAAGCTGAGGATGTCGGGGTTTATTACTGCATGCAARACTACACAATTCCCCACC
TTCRGCCAAGGGACACGACTGRAGATTAAACGA

18A6

GAAATTGTGATGACCCAGACTCCACTCTCCTCACCTGTCACCCTTGGACAGCCGGCCTCCATTTCCTGCAGGTCTAG
TCAAAGCCTCGTTCAGAGTGATGGAATCACCTACTTGAGTTGGCTTCAGCAGAGGCCAGGLCAGCCTCCAAGALTC
CTAATTTATAAGATTTCTAACCGGTTCTCTGGGGTCCCAGACAGATTCAGTGGCAGTGOGGCAGGGACAGATTTCA
CACTGAARATCAGCAGGGTGLAAGCTGAGGATGTCGGGEGETTTATTACTGCATGCAAACT ACACAATTTCCGACET
TCOGLCAAGGGACCAAGGTGOAMAATCARACGA
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1046

GATATTGTGATGACCCAGACTCCACTCTCCTCACCTGTCACCCTTGGACAGCCGGCCTCCATCTCCTGCAGGTCTAG
TCAAAGCCTCGTAAACAGTGATGGAAACACCTACTTGAATTGELTTCAGCAGAGGLCAGGLCAGLCTCCAAGALT
CCTAATTTATAAGATTTCTAACCGGTTCTCTGGGGTCCCAGACAGATTCAGTGGCAGTGGGGLAGGGACAGATTTC
ACACTGAAAATCAGCAGGGTGOAAGLTEAGGATGTCEGGETTTATTACTGCATGCAAGCTACACAATTTCCGACG
TTCGGCCAAGGGACCAAGGTGGAAATCAAACGA

10H7

GATATTGTGATGACCCAGACTCCACTCTCCTCACCTGTCACCCTTGGACAGCCGGCCTCCATCTCCTGCAGGTCCAG
TCACAACCTCGTACGCAGTGATGGAAMCACCTACTTGAGTTGGCTTCAGCAGAGGCCAGGLCAGCCTCCAAGACT
CCTAATTTATAAGATTTCTAACCGGTTCTCTGGGGTCCCAGACAGATTCAGTGGCAGTGEGGCAGGGACAGATTTC
ACACTGAAAATCAGCAGGGTGEGAGCTGAGGATGTOGGGGETTTATTACTGCATGCAAGCTACACAATTTCOCALCC
TTCGGCCAAGGGACGLGACTGGAGATTAAALGA

15410

AATATTGTAATGACCCAGACTOCACTCTCCTCACCTGTCACCCTTGGACAGLCGGLCTCCATCTCCTGCAGGTETAG
TCAAAGCCTCGTACAAACTGATGGAAACACATATTTGAGTTGGCTTCAGCAGAGGLCAGGCCAGCCTOCAAGACT
CCTAATTTATAAGATTTCTAACCGGTTTTCTGGGGTCCCAGACAGATTCAGTGGCAGTGELECAGLGACAGATTTE
ACACTGAAAATCAGCAGGGT GGEAAGLTGAGGATGTCGGGETTTATTACTGLATGCAAGTAACACAATTTCCCACC
TTCGGECCAAGGGEACACGACTGLAGATTAAACGA

1202

GATATTGTGATGACCCAGACTCCACTCTCCTCACCTGTCACCCTT GEACAGCCGAOCTCCATCTCCTGTAGGTCTAG

TCATAACCTCATACACAGTGATGGAAACACCTACTTGAGTTGGECTTCACCAGAGGCCAGGLCAGCCTCCAAGACTC

CTAATTTATAAGATTTCTAACCGGTTCTCTGGGGTCLCGGACAGATTCAGTGGLAGTGEGELAGGGACAGATTTCA
CACTGAAAATCAGCAGGGTGLAAGCTGAGGLATGTCOGEGTTTAT TACTGCATGCAAACT TCACAGTTTCCCACTTT
COGLGEAGEEACCAAGGTGRAGATCAAACGA
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ge10

GATATTGTGATGACCCAGACT CCACTCTCCTCACCTGTCACCCTTGEACAGCCGGCCTCCATCTCCTGCAGGTCTAG

TCATAACCTCCTACACAGTGATEGAAACACCTACTTGAGTTGGCTTCAGCAGAGGCCAGGICAGCCTCCAAGALTC
CTAATTTATGAGATTTCTAACCGGTTCTCTGEGGTCOCAGACAGATTCAGTGGCAGTGEGGCAGGGACAGATTTCA
CACTGAAAATCAGCAGEGTGEAAGCTGAGEATGTCAGGETTTATTACTGCATGCAAGTTACACAATTTCCCACTTT
CEGCEECEHGACCAAGGTEGAGATCAARLCGA

1703

GAAATTGTGTTGACGCAGTCTCCAGGLACCCTGTCTTTGTCTECAGGEGAAAGAGLCACCCTCTCCTGCAGGGCCA
GTCAGAGTGTTAGCAGCAGCTACTTAGCCTGOTACCAGCAGAAACCTEGCCAGGCTCCCAGGLTCCTCATCTATGG
TECATCCAGCAGGGLCACTGGCATOOCAGACAGGTTCAGTGGCAGTGGETCTGGGACAGACTTCACTCTCACCAT
CAGCAGACTGGAGCCTGAMGATTTTGCAGTGTATTACTGTCAGCAGTATGGTAGCTCACCGCTCACTTTCGGLGRA
GEGACCAAGETGGAGATCAAACGA

15G11

GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTOCAGGGGAAAGAGLCACCCTCTCCTGTAGGGICA
GTCAGAGTGTTAGCAGCAGGTACTTAGCCTGGTACCAGCAGAAACCTGGCCAGGCTCCCAGGLTCCTCATCCATG
GTCCATTCAGCAGGGCCACTGECATCOCAGACAGGTTCAGTGGCAGTGGGTCTGGEACAGATTTCACTCTCACCAT

CAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTGTCAGCAGTATGGTAATTCATCGATCACCTTCGEICAA
GLEGACACGACTGOAGATTAARCGA

1407

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGLATCTGTAGGAGACAGAGTCACCATCACTTGLCGGELAA
GTCAGACCATTAGCAGTTATTTAAATTGGTATCAGCAGAAACCAGGGAAAGCCCCTARGGETCCTGATCTATGCTGE
ATCCAGTTTCCAAAGTGGGETCCCATCAAGGTTCAGT GGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGE
AGTCTGCAACCTGARGATTTTGCAACTTACTACTGTCAACAGAGTCACTATATCCCTCGEACGTTCGGICAAGG A
COAAGGTGGAAMTCAAACGA

FIGURA 27E



98/112

18F3

TCCTATGAGCTGACACAGCCACCCTCOGTGTCAGTGTCCCCAGGACAAACGGCCAGRATCGLCTGCTCTGGAGAT
GCATTGCCAAGAAAATTTGCTTATTGGTACCAGCAGAAGTCAGGCCAGGLOCCTATGETGGETCATCTCTGAGRACA
GLAGACGACCCTOCGGGATCCCTGAGAGATTCTCTGGLTCCAGCTCAGGGACAATGGLCACCTTGACTATCAGTG
GLGLCCAGGTGRAGLATGAAGCTGACTACTACTGTTTCTCAACAGACAGCAGTGCTAATCATAGGGTATTCGGECG
GAGGGACCAAGCTGACCGTCCTAGGT

1709

GACATCCAGATEACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGLOGGGCAA
GTCAGGACATTAGAAATGATTTAGGCTGGTATCAGCAGAAACCAGGGAAAGCCCCTAAGCGCCTGATCTATGETG
CATCCAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGCGECAGTGGATCTGGLACAGAATTCACTCTCACAATCG
GCAGCCTGCAGCCTGAAGATTTTACAACTTATTACTGTCTACAGCATAATAGTTACCCGCTCACTTTCGGLGGAGE
GACCAAGGTGGAGATCAAACGA

21F8

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGLCGGGCAA
GTCAGGGCATTAGAGATGATTTAGGCTGGTATCAGCAGAAACCAGLGAAAGCCCCTAAGCGLCTGATCTATATTG
CAACCAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATTCACTCTCACAATCA
GLAGCCTGCAGCCTGAAGATTTTGCAACTTATTACTGTCTACAGCATATTAGTTACCCGTGGACGTTCGGCCAAGG
GACCAAGGTGGAAATCAAACGA

2288

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGCCGGGECAA
GTCAGGACATCAGAGATGATTTAGGCTGGTATCAGCAGAAACCAGGGAAAGCLCCTAAGCGLCTGATCTATGTTG
CATCCAGTTTGCAAAGTGGGGTCCCATCAAGGTTCAGCGGCAGTGEATCTGGGACAGAATTCACTCTCACAATCA
GLAGCCTGCAGCCTGAAGATTTTGCAACTTATTACTGTCTACAGCATATTAGTTACCCGTGGACGTTCGGCCAAGG
GACCAAGGTGRAAATCAAACGA
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21010

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGCCGGGLAA
GTCAGGACATTAGAGATGATTTAGGCTGGTATCAGCAGAAACCAGGGAAAGCCCCTAAGCGCCTGATCTATGTTG
TATCCAGTTTGCAAAGTGGGGETCCCATCAAGGTTCAGCGGLAGTGGATCTGGGACAGAGTTCACTCTCACAATCA
GCAGCCTGCAGCCTGAAGATTTTGCAACTTATTACTGTCTACAGCATAATGGTTACCCOTOGACGTTCGGCCAAGG
GACCAAGGTGGAAATCAAACGA

1446

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCAA
GICAGGGCATTGGAGATGATTTAGGCTGGTATCAGCAGAAGCCAGGAAAAGCCCCTCAGLGLCTGATCTATTCTG
CATCCAGTTTGCCAAGTGGEGETCCCATCAAGGTTCAGCGGLAGTGGATCTGOGACAGAATTCACTCTCACAATCA
GLAGCCTGCAGCCTGAAGATTTTGCAACTTATTACTGTCTACAGCATAATAGTTACCCTCGCAGTTTTGGCCAGGG
GACCAAGCTGGAGATCAGACGA

11D6

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGLATCTGTAGGAGACAGAGTCACCATCACTTGCCGGGLAA
GTCAGGACATTGAACATGATTTAGGCTGGTATCAGCAGAAACCAGGGAAAGCCCCTAAGLGCCTGATCTATGLTG
CATCCACTTTGCCAAGTGGGGTCCCATCAAGGTTCAGCGGLAGTGGATCTGGGACAGAATTCACTCTCACAATCAG
CAGCCTGCAGCCTGAAGATTTTGCAACTTATTACTGTCTACAGCATAATAGTTTCCCTCGCAGTTTTGGCCAGGGGA
CCCAGCTGGAGATCAAACGA

1049

GATATTGTGATGACCCAGACTCCACTCTCOCTGLCCGTCACCCCTGRAGAGCLGGLCTCCATCTCCTGLAGGTCTAC
TCAGAGCCTCTTGGATGGTGATGATGGAAACACCCTTTTGGACTGGTACCTGCAGAAGCCAGGGCAGTCTCCACA
GLTCCTGATCTATACGCTTTCCTATCGGGLCTCTGGAGTCCCAGACAGGTTCAGTGOCAGTGGGETCAGGCACTGAT
TTCACACTGAAAATCAGCAGGGTGGAGGCTGAGGATGTTGGAGTTTATTACTGCATGCAACGTTTAGAGTTTCCTC
TCACTTTCGGLGEAGGGACCAAGGTGLAGATCAAALCGA
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16E3

GACATTGTGATGACCCAGACTCCACTCTCCTTGCCCGTCACCCCTGRAGAGCCGGLCTCCATCTCCTGCAGGTCTAG
TCAGAGLCTCTTGGATAGTGATGAAGGAAACACCTTTTTGGATTGGETACCTGCAGAAGCCAGGECAGCCTCCACA
GUTCCTGATCTATACGETTTCCTATCGGGCCTCTGGAGTCCCAGACAGGTTCAGTGGLAGTGOGTCAGGCACTGAT
TTCACACTGAAAATCAGCAGGGTGRAGGLTGAGGATGTTGGAGTTTATTACTGCATGCAACGTATAGAGTTTCCTC
TCACTTTCGGCGGAGGGACCAAGGTOGAGATCAAACGA

1467

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGCCAGGLGA

GTCAGGACATTAGCAACTATTTAAATTGGTATCAGCAGAAACCAGGGAAAGCCCCTAAGCTCCTGATCTACGATGE
ATCCAATTTGGAAACAGGGGTCCCATCAAGGTTCAGTGRAAGTGGATCTGAGACAGATTTTACTTTCACCATCAGT
AGCCTECAGCCTOAAGATATTGCAACATATTACTETCAACAGTATGAAAATCTCCCATTCACTTTCGGLCCTGGRAL
CAAAGTGGATATCAAACGA

5H3

TCCTATGAGCTGACACAGCCACCCTORGTETCAGTGTCCCCAGGACAGALGGLCAGGATCACCTGITCTGGAGAT
GCATTGCCAAGGCAATATGCTTATTGGTACCAGCAGAAGCCAGGLCAGGLCCCTATGLTGGTGATATATAAAGAC
AGTEAGAGGCCCTCAGGRATCCCTGAGCGATTCTCTGGITCCAGCTCAGGGACAACAGTCACGTTGACCATCAGT
GGEAGTCCAGGCAGAAGACGAGGLTGACTATTACTGTCAATCAGCAGACAGCAGTGGTACTTATGTGGTATTCGGEE
GOAGGEACCAAGCTGACCGTCCTAGGT

2812

TCCTATGAGCTGACACAGCCACCCTOGGTETCAGTGTCCCCAGGACAAACGGLCAGGATCACCTGCTCTGGAGAT
GLATTGLCAAGARAATATGCTTATTGGTACCAGCAGAAGTCAGGCCAGGOCCCTGTGCTGETCATCTATGAGGAC
AGCAAACGACCCTCCGGGATCCCTGAGAGATTCTCTGGLTCCAGCTCAGGGACAATGGCCACCTTGACTATCAGTG
GLGECCAGGTGEAGGACGAAGCTGACTACTACTGT TACTCAACAGACAGCAGTGGTAATCATTATGTCTTCGGAA
CTOGGACCAAGGTCACCGTCCTAGGT
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26HT

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGLATCTGTAGGAGACAGAGTCACCATCACTTGLCAGGLGA
GTCAGGACATTAGCAACTATT TARATTGGTATCAGLAGAAACCAGGEAAAGCCCCTAAGTTCCTGATCTACGATGE
ATCCAATTTGGAAACAGGGETCCCATCAAGGTTCAGTGGAAGTGGATCTGGGACAGATTTTTTTTTCACCATCAGE
AACCTGCAGCCTGAAGATATTGLAACATATTTCTGTCAACAGGATGATAATCTCCCATTCACTTTOGGCCCTGEEAC
CAARGTGGATATCAMACGA

26C12

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGCCAGGLGA
GTCAGGACATTAGCAACTATT TAAATTGGTATCAGEAGAAACCAGGEAAAGCCCCTAMACTCCTGATCTACGATGE
ATCCAATTTGGAAACAGGGETCCCATCAAGGTTCAGTGGAAGTGGATCTGEGACAGATTTTACTTTCACCATCAGE
AGCCTGCAGCCTEAAGATATTGCAACATTTTACTGTCAACAGTATGATAATCTCCCATTCACTTTCGGCCCTGGGAC
CAAAGTGGATATCAAACGA

2H11

TOCTATGAGCTGACACAGLCACCCTOGLTGTCAGTGTOCCCAGGACARACGGLCAGGATCACCTGLTCTGEAGAT
GLATTGCCAAGAAAATTTGCTTATTGGTACCAGCAGAAGTCAGGCCAGGCCCCTETGCTGGTCATCTATGAGGAL
AGGAAACGACCCTCCGGEATCCCTGAGAGATTCTCTGGCTCCAGCTCAGGGACAATGGCCACCTTGACTATCAGT
GGEGECCCAGGTGGAGGATGAAGCTGACTACTACTGTTACTCAACAGACCGCAGTGGTGATCATGTGGETATICGEC
GOAGGEACCAAGCTGACCGTCCTAGGT

18HS

GACATCCAGATGACCCAGTCTCCATCTTCCGTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGTCGGGCGA
GTCAGGGTATTAGCAACTGETTAGTCTGGTATCAGCAGAAACCAGEGAAACCCCCTAAACTCCTGATCTATGCTGE
ATCCAGTTTGCAAAATGEGGTCCCATCAAGATTCAGCGGLAGT GLATCTGGGACAGATTTCACTCTCACCATCAGE
AGCCTGCAGACTGAAGATTTTGCAACT TACTATTGTCAACAGGCTCTCAGTTTCCCGTGRACG TTCAGGLCCAGGGEA
COAMGGTGOAAGTCAAACGA
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Secuencias de Acido Nucleico de Cadena Pesada

G

GAGGTGLAGTTGGTGCAGTCTGGAGCAGAGGTGAAAAAGLCCGRGEAGTCTCTGAMGATCTCCTGTAMGGGTTC
TEGATACAGETTTACCAGCTACTGGATUGGCTEGETECGICAGATGCCCGGGAAAGGLCTOGAGTEGATEGEGA
TCATCCATCCTGGTGACTCTGATACCAGATACAGCCCGTOCTTCCAAGGLCAGGTCACCATCTCAGCOGACARGTCC
ATCAGCACCGCCTACCTGCAGTGLAGCAGLCTGAAGGLCTCOGACACTGCCATATATTACTGTACGAGACAGGET
AGAAGCTTCTACTACTACGGTATGGACGTCTEGEGLCAAGGGACCACGGTCACCGTCTCCTCA,

2C3

GAGGTOCAGCTEGTECAGTCTGGAGCAGAGGTGAAAAAGCOCGEGGEAGTCTCTGAAGATCTCCTGTAAGGGTTC
TEGATACAGGTTTACCAGCTACTGGATCGGITEGETGLGCLCAGATOLCCGLGAAAGGLCTGRAGTGEATGGGGA
TCATCTATCCTGGTGACTCTGATACCAGATACAGCCCGTCCTTCCAAGGCCAGG TCACCATCTCAGCCGACAAGTCC
ATCAGCGCCGCCTACCTACAGT GEAGCAGLCTGAAGGCCTOGGACACCGCCATGTATTACTGTGLGAGATAATAR
GTGGCTGETATGTTGEACTACTGEGEICAGLGAACCCTGGTCACCGTCTCCTCA

1405

CAGGTECAGCTGGTGEAGTCTGGGGEAGGCGTGETCCAGLCTGGGAGETCCCTGAGACTCTCCTGTGCAGCGTE
TEEATTCACCTTCAGTATTTATGGCATGCACT GGG TCOGLCAGGCT CCAGGCAAGGGGCTGGRAGTGLGTGACAGT
TATATGGTATGATGGAAGTAATGAATACTATGCAGACTCCGTOAMGGGCCGATTCACCATCTCCAGAGACAATTCC
AACAACACGCTGTATCTGLAAATGAACAGLC TGAGAGLCGAGLACALGLCTGTGTAT TACTGTGLGAGAGAGEA
CTTOGACTCCCACTACGGTATGGACGTCTGREGOCAAGGGACCACGETCACCGTCTCCTCA

g8B12

CAGGTECAGCTEGTGEAGTCTGEGGGEAGECGTGETCCAGCCTGGEAGETCCCTGAGACTCTCCTGTGCAGCGTE
TEGATTCACCTTCAGTAGCTATGGCATGCACTGGGTOCGLCAGGCTCCAGGCAAGGGGLTGGAGTGGETGECAG
TTATATGGTATGATGGAAGTAATGAATACTATGCAGACTCCGTGAAGEGLCGATTCACCATCTCCAGAGACAATTC
CAAGAACACGCTETATCTACAAATGCACAGCCTGAGAGCCGAGGACACGGITGTGTATTATTGTGCGAGAGAAGA
ATGGTTCGEGGAGGLGGACTACGGTATGGACGTCTGGLECCAAGEGACCACGGTCACCGTCTCCTCA

FIGURA 29A



104/112

16A4

CAGGTGCAGCTGGTGEAGTCTGOGGGAGGCATGGETCCAGLCAGGGAGGTCCCTGAGACTCTCCTGTGCAGCGTC
TGGATTCACCTTCAGTAGCTATGGCATGCACTGGETCCOCCAGGUTCCAGGCAAGGGELTEGAGTOGETGGCAG
TTATATGGTATGATGGAAGTAATGAATATTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTC
CAAGAACACGCTGETTTCTGCAAATGAACAGLCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGOGAGAGATGA
TTGETTORGEGAGECGEACTACGGTATGEACGTCTGEGECCAAGGGACCACGGTCACCGTCTCOTCA

16E1

CAGGTGCAGCTEGTGRAGTCTGGEGEAGGCGTGETCCAGCLTGGEAGETCCCTGAGALTCTCCTGTGCAGCGTC
TGGATTCACCTTCAGTAACTATGGCATGCACTGEGTCCGCCAGGLTCCAGGCAAGEGGLTGOAGTGEGTGACAGT
TATATGGAATGATGGAAGTAATGAATACTATGCAGACTCCGTGAAGGGUCGATTCACCATCTCCAGAGACAATTCE
AAGAACACGCTGTTTCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTATGTATTACTGTGCGAGAGAAGAT
TGGCTCEGEGAGECGEACTACGGTATGRACGTCTGEEGICAAGGGACCACGETCACCGTCTCCTCA

13A1

CAGGTECAGCTGGTGEAGTCTGLGEGAGECGTRGETCCAGCCTGERAGETCCCTGAGACTCTCCTGTRCAGCGTC
TGGATTCACCTTCAGTAGCTATGGCATGCACTGGETCCOCCAGGITCCAGGCAAGGGGLTEGAGTGGETGECAG

TTATATGGTATGATOGAAGTAATAAATACTATGCAGACTCCGTGAAGGGLCGATTCACCATCTCCAGAGACAATTC
CAAGAACACGLTGTATCTGCAAATGAACAGCCTGAGAGLUGAGGACACGECTGTGTATTACTGTGCGAGAGAA

AGTGLEEAGCTAGAGGACTACGGTATGLACGTCTGLGGLCAAGGGACCACGGTCACCGTCTCCTCA

BF10

CAGGTGCAGTTGGTGGAGTCTGEGEGAGECGTGETCCAGLCTGGEAGGTCCCTGAGACTCTCCTGTGCAGCGTC
TGGATTCACCTTCAGTAGTTATGGCATGTACTGGGTCCGUCAGGCTCCAGGLAAGGGGCTGRAGTGEGTGECAGT
TATATGGTATGATGGAAGTAATAAATACTATGTAGACTCCGTGAAGGGCOGATTCACCATCTCCAGAGACAATTCL
AAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGLITGTGTATTACTGTGCGAGAGLAGT
AGTGECTGGTACGGGACGGEACTACTACTACTACGGTATGGACGTCTGGRGLCAAGGRACCACGGTCACCGTCT
CCTCA,
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1204

CAGGTGCAGTTGOTGEAGTCTGGGGGAGGCGTGETCCAGLCTGLEAGGTCCCTGAGACTCTCCTGTGLAGCGTE
TGGATTCACGTTCAGTAGTTATGGCATGTACTGGGETCCGCCAGGCTCCAGGLAAGLGGLTGGAGTGEGTGGCAG
TTATATGGTATGATGGAAGTAATAAATACCATGGAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTC
CAAGAATACGLTGTATCTGCAAATGARCAGCCTGAGAGCCGAGGACALGGITGTGTATTACTGTGLGAAAGGAGT
AGTGECTEGTACGGGACGGGACTACTACTACTACGGTATGGACGTCTGEGECCAAGGEACCACGGTCACCGTCT
CCTCA

£l

CAGGTGCAGCTGOTGEAGTLTGREGGAGGLATALTCCAGCCTGEGAGGTCCCAGAGACTCTCCTGTGCAGCGTC
TEGATTCACCTTTAGTAGTTATGGCATGTACTGGETCCGLCAGGLTCCAGGCAAGGEGLTGGAGTGGETGGCAGT
TATATGGTATGATGGAAGTAATAAAAACTATGCAGACTCOGTGAAGGGCOGATTCACCATCTCCAGAGACAATTCC
AAGAATACGTTGTATCTGCAAATGAACAGCCTEAGAGCCGAGGACACGGCTGTGTATCACTETGCGAAAGGAALA
GTGECTEGETACGGEACGEGACTACTACTACTACGGTATGEACGTCTGGGEGCCAAGGGACCACGGTCACCGTITCT
TCA

3HS

CAGGTGCAACTGGETGEAGTCTGEGEEAGEIGTGETCCAGCCTGGEAGGTCCCTEAGACTCTCCTETGCAGCGTC
TGGATTCACCTTCAGTAGCTTTGGLATGCACTGGGETCCGLCAGGLTUCAGGCAAGGGGLTGRAGTGEGTGGECAGT
TATITGGTTTGATGGAAGTAATAAATACTATGTAGACTCCGTGAAGGGOCGATTCACCATCTCCAGAGACAATTCC
AAGAATACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGCGGEACGAT
TTTTGGAGTGATTATCCTTT TGACTACTGGGGLCAGEGAACCCTEGTCACCGTCTCCTCA

184G

CAGGTGCAACTGGTGGAGTCTGGGEGEAGGOGTGETCCAGLCTGGGEAGGTCCCTGAGACTCTCCTGTGCAGCCTCT
GOATTCACCTTCAGGAGCTATGECATGCACT GGE TCCGLCAGLCTCCAGGCAAGGGGLTGEAGTGLETGGLAGT

TATATCAGATGATGGAAGTAATAAATACTATGCAGACTCCGTGAMGGGLCGATTCACCATCTCCAGAGACAATTCC
AAGAACACGCTGTATCTGCAAATGAACAGCCTEAGACCTGAGGACACGECTGTGTATTACTGTGLGAGAGATCTC

TATAGCAGTGCCTGGCCCTTTGACTACTGGEGLCAGGEAACCCTGETCACCGTCTCCTCA
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10A6

CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCGTC

TGGATTCACCTTCAGTAGCTATGACATACACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGT
TATATGGAATGATGGAAGTATTAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCC
AAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGAGACGG

GGAGCAGTGGCGGGGCTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCA

10H7

CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCGTC

TGGATTCACCTTCAGTAGCTATGACATACACTGGGTCCGTCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGT
TATATGGTATGATGGAAGTATTAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCC

AAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGAGATCAG
GAGCAGTGGCTGGCCTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCA

15A10

CAGGTGCAGTTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCGTC
TGGATTCACCTTCAGTACCTATGGCATGCACTGGGTCCGCCAGGCTCCAGACATGGGGCTGGAGTGGGTGGCAGT
TATATGGTATGATGGAAGTAATAAATACTATGCAGACTCTGTGAAGGGCCGATTCACCATCTCCAGAGACATTTCC
AAGAACACGCTGTATCTGGAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGAGACAA
CTGGGGATCCGATGCTTTTGATATCTGGGGCCAAGGGACAATGGTCACCGTCTCTTCA

1202

CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCGTC
TGGATTCACCTTCAGTACCTATGCCATGCACTGGGTCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGT
TATATGGTATGATGGAATTAATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCC
AAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGCGAGAGGGAG
TTACTATGATAGTAGTGGTTATTACTACGGGGAGGACTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCC
TCA
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QB0

CAGGTGCAGCTGGTGGAGTCTGGGGGAGGLGTGGTCCAGCCTGGRGAGGTCCCTGAGACTCTCCTGTGCAGLGTC

TEGATTCACCTTCAGTAGCTATGCCATGCACTGGGTCCGECAGGLTCCAGGTAAGGGGCTGRAGT GEETGGECAGT
TATCTGGTATGATGGAATTAATAAATACTATGCAGACTCCGTGAAGGGLCGATTCACCATCTCCAGAGACAATTCL

AAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCTGTGTATTACTGTGLGAGAGGGAG

TTACTATGATAGTAGTGGTTATTACTTCGGGGAGGACTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCC
TCA

1703

CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTEGTCAAGCCTGRAGGGTCCCTGAGACTCTCCTGTGCAGCCTCT
GGATTCACCTTCAGTGACTACTACATGAGCTGGATCCGLCAGGITCCAGGGAAGGEGITGLAGTGGGTTTCATAC
ATTAGTAGTAGTGGTAGTATCATTTTTTACGCAGACTCTGTGAAGGGCCGATTCACCATGTCCAGGGACAACGCCA
AGAACTCACTGTATCTGCAAATGAACAGCCTOAGAGCCGAGGACACGGLCGTGTATTATTGTGTGAGAAGGATTA
GTATAACCCCTTTTGACTACTGGGGLCAGGGAACCCTGGTCACCGTCTCCTCA

15G11

CAGGTCACCTTGAAGGAGTCTGETCCTGTGETGRTRAAACCCACAGAGACCCTCACGLTGACCTGCACCGTCTCTG
GGTTCTCACTCAGCAATGCTAGAATGGGTGTGAGCTGGATCCGTCAGCCLCCAGGGAAGGLCCTGGAGTGGCTTG
CACACATTTTTTCGAATGACGAAAAATCCTACAGCACATCTCTGAAGAGCAGGITCACCATCTCCAAGGACACCTCC
AAAAGCCAGGTGETCCTTACCATGACCAACATGGACCCTGTGGACACAGCCACATATTACTGTGTACGGATACCGA
GATGGCTACAACCCCCCTACTACTACTACGGTATGGACGTCTGEEGLCAAGGEACCACGGTCACCGTCTCCTCA

1407

CAGGTGCAGCTGCAGGAGTCGGGCICAGGACTGOTGAAGCCTTCACAGACCCTGTCCCTCACCTGLACTGTCTCT
GGETGGCTCCATCAGCAGTGGTGRTTACTACTGEAACTGGATCCGLCAGCACCCAGGGAAGGGLCTGGAGTGGAT
TGGGTACATCTATTACAGT GGGAACACCCACTACAACCCGTCCCTCAAGAGTCGAGTTACCATATCAGTAGACACG
TCTAAGAACCAGTTCTCCCTGAAGCTGAGCTCTGTGATTGCCGCGEACACGLICGTGTATTACTGTGLGAGAGALT
GEGGACGTGATGCTTTTGATATCTGGGGCCAAGGGACAATGETCACCGTCTCTTCA

FIGURA 29E



108/112
18F3

CAGGTGCAGCTGCAGGAGTCGGGLCCAGGACTGGTGAAGCCTTCACAGACCCTGTCCCTCACCTGCACTGTCTCG
GLTGGCTCCATCAGCAGTGETEGTTACTACTGGAGCT GLATCOGCAGCACTCAGLGAAGGGLICTGGEAGTGGAT
TGGGTACATCTATTATAGTGGGAGCACCGACTACAACCCATCCCTCAAGAGTCGAGGTATCATATCAGGAGACAL
GTCTAAGAACCAGTTCTCOCTGAAGCTGAACTCTGTGACTGLCGCGRACACGELOGTGTATTACTGTGCGAGAGA
GGGGAGGTTCGGGGAGTTAGGCTCCTACTACTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCA

1709

CAGGTGCAGCTGCAGGAGTCGGGLCCAGGACTGGTGAAGLCTTCGRAGACCCTGTCCCTCACCTECACTGTCTCT
GGTGGCTCCGTCAGCAGTGGTGGTTACTACTGGAGCTGGATCCGGCAGLCCCCAGGGAAGGRACTGGAGTGGAT
TEGGAATACCTATTACAGTGGGAGCACCAACTACAAACCCTCCCTCAAGAGTCGAGTCACCATATCAGTAGACACG
TCCAAGAACCAGTTCTCCCTGAAGCTGAGTTCTGTGACCGLTGCGGACACGGLLGTGTATTACTGTGGHAGAGAL
COGLGTAGAGCAGTGGGTCCCTTTGACTACTGGEGLCAGGGAACCCTGRTCACCGTCTCCTCA

21F8

CAGGTGCAGCTGGTGCAGTCTGGLGLTRAGGTGAAGAAGLCTGGGGCCTCAGTGAAGGTCTCCTGCAAGGLTTC
TGGATACACCTTCACCAATTATGATATCAACTGEGTGLGACAGGLCACTGGACAAGLGLTTGAGTEGATHEGATG
GATGAACCCTAACAGTGATAACACAGGCTATGCACAGAAGTTCCAGGGLAGAGTCACCATGACCAGGAACACCTC
CATAAGCACAGCCTACATGGAGCTGAGCAGCCTGAGATCTGAGGACACGGLCGTOTATTACTGTGCGAGAAGTA
GGCAGTGGCTGGTACTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCA

2169

CAGGTGCAGCTGETGLAGTCTGGEGLTRAGGTGAAGAAGLCTEGGLLCTCAGTGAAGGTCTCCTGCAAGGLTTC
TGGATACACCTTCACCAATTATGATATCAACTGGGTGCGACAGGCCACTGGACAAGGGCTTGAGTGGATGGGATG
GATGAACCCTAACAGTGGTAACACAGGCTATGTACAGAAGTTCCAGGGCAGAGTCACCATGACCAGGAACACCTC
CATAAGCACAGCCTACATGGAGCTGAGCAGCCTGAGATCTGAGGACACGGCIGTGTATTACTGTGIGAGAAGTA
GLCAGTGECTGETACTTGACTACTGLGGLCAGGEAACCCTGGTCACCGTCTCOTCA
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21010

CAGGTGCAGCTGGTGLAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGLCTCAGTGAAGGTCTCCTGCAAGGLTTC
TGGATACAGGTTCACCAGTTATGATATCAACTGGGTGCGACAGGLCACTGGACAAGLGLTTGAGTGLATGGGAT

GEATGAACCCAAACAGTGGTAACACAGGCTATGCACAGAAGTTCCAGGGCAGAGTCACCATGACCAGGAACACC

TCCATAAGCACAGCCTACATGGAGCTGAGCAGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAGAAGT
AGGCAGTGGLTGETACTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCA

14A6

CAGGTGCAGCTGETGEAGTCTGGEGCTGAGGTGAAGAAGICTGGGGLCTCAGTGAAGGTCTCCTGCAAGGLTTC
TGGATACACCTTCACCACTTATGATATCAACTGGGTGLGACAGGLCACTGGACAAGGGCTTGAGTGGATGGGATG
GATGAACCCTAACAGTGGTAACACAGGCTATGCACAGAAGTTCCAGGGCAGAGTCACCATGACCAGGAACACCTC
CATAAGCACAGCCTACATGGAGCTGAGCAGCCTAAGATCTGAGGACACGGCCGTGTATTACTGTGLGAGAGGLC
GGECAGTGGCTGGEGCTTTGACTACTGGGGCCAGGGAACCCTGRTCACCGTCTCCTCA

1106

CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCCTCAGTGAAGGTCTCCTGCAAGGCTTC
TGGATACACCTTCACCAATTATGATATCAACTGGGTGLGACAGGLCACTGGACAAGGGLTTGAGTGGATGGGATG
GATGAACCCTAATAGTGGTAACACAGGCTATGCACAGAAGTTCCAGGGCAGAGT CACCATGACCAGGAACACCTC
CATAAACACAGCCTACATGGAGCTGAGCAGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAGAGGCC
GECAGTGGCTGEECTTTGACTACTGEGECCAGGGAACCCTGGTCACCGTCTCCTCA

1049

GAGGTGCAGLTGGETGLAGTCTGGAGCAGAGETGAAAAAGLICGGGEAGTCTCTGAAGATCTCCTGTAAGGETTC
TGGEATACAGCTTTACCAGCCAGTGGATCGGCTGEGTGLGCCAGATGCCCGEEAAAGGLCTGRAGTGEATEEGGEA
TCATCTTTCCTGETGACTCTGATACCAGATACAGCCCGTCCTTCCARGGCCAGGTCACCATCTCAGLCGACAAGTCE
ATCAGCACCGCCTACCTGCAGTGLAGCAGLCTGAAGGLCTCGGACACCGCCATGTATTACTGTGLGCGACAGGGET
AGAAGTTACCACTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA
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16E3

GAGETGCAGCTEGTGCAGTCTGGAGCAGAGGT GAARAAGCCCGGGGAGTCTCTGAAGATCTCCTGTARGGGTTC
TEGATACGECTTTACCAACTACTGEATCGECTGEETGLGCCAGATGLCCGLAAAAGGICTGLAGTGGATGEGEA
COATCTATCCTGGTGACTCTGATACCAGATACAGTCCGTCCTTCCAAGGCCAGGTCACCTTCTCAGCCGACAAGTCC
ATCAGCACCECCTACCTECAGTGEAGCAGLCTEAAGGCCTCGGACACCGUCATGTATTACTGTGCGAGACAGGET
AGAAGTTACTACTACTTCOGTATGGACGTCTGGEGGLCAAGGEACCACGETCACCGTCTOOTCA

1457

GAGGETGCAGCTGOTGCAGTCTEGAGCAGAGGT GAAAAAGCIIGGGGAGTCTCTGAAGATCTCCTGTARGGGTTC
TAGATACAGCTTTACCGACTACTGOATCGGCTGGETGLGCCAGATGLCCGGGAAAGGLCTGRAATGOATOGGGA
TCATCTATCCTTATGACTCTGATACCAGATACAGCCCOTCCTTCCAAGGCCAGGTCACCCTCTCAGCCGACAAGTCE
ATCAGCACCGCCTACCTGOGGTEEAGCAGLCCTGAAGGCCTCGGACACCGCCATGTATTACTGTGOGAGACATCGE
GEGGGGEAGETCCTACTACTACGGTATGGACGTCTGGGGCCAAGLGACCACGETCACCGTCTCITCA

5H3

GAGGTECAGCTGGTRCAGTCTGGAGCAGAGGT GAAAAAGCCCGGEGAGTCTCTGAAGATCTCCTGTAAGGGTTC
TEGATACAGCTTTACCAGCTACTGEATCGGCTGGGETGLGCCAGATGLCCGGGAAAGGLCTAGAATGGATGGEGA
TCATCTATCCTGGTEACTCTGATACCACATACAGCCCGTCCTTCCAAGGLCAAGTCACCATCTCAGLCGACAAGTCC
ATCAACACCGLCTACCTGCAGTGEAGCAGCCTGAAGGLCTCGGACACCGCCATGTATTACTGTGCGAGAGAGGET
TTCGGEGGEAGTCTATTCACTACGGTTTGRACGTCTGEGEOCAAGGGACCACGGETCACCGTCTCCTCA

2B12

GAGGTGCAGCTGGTGLAGTCTGGAGCAGAGGT GAARAAGCLCGGGGAGTCTCTGAAGATCTCCTGTARGGGTTC
TEGATACAATTTTACCAACTACTEGATCGGCTGGETGCEICAGATGTCCEGGEAAAGGEICTGEAGTGLATGGEAA
TCATCTATCCTGETGACTCTGAAACCAGATACAGCCCGTCCTTCCAAGGCCAGGTCACCATCTCAGCCGACAAGTC
CATCAGCACCGCCTACCTGCAGTGOAGCAGCCTGAAGGCCTCGEACACCOCCATGTATTACTGTGOGAGACATGE
AGGGGEATGEAGTGGTTGEGGETATGGACGTCTGGEGCCAAGGEACCACGGTCACCETCTOCTCA
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GAGGTGLAGCTGOTGCAGTCTGGAGCAGAGGTGAAAAAGCCCGEGGAGTCTCTGAAGATCTCCTGTAAGGGTTC
TEGATACAGGTTTACCAACTACTGGATCGGCTGEGTGLGLCAGAT GLCCGGLAAAGGLCTEGAGTGGATGGEGEA
TCATCTATCCTGGTGACTCTGATACCAAATACAGLCCGTCCTTCCAAGGLCAGGTCACCATCTCAGCCGACAAGTCC
ATCAGTACCGLCTACCTGCAGTOGAGCAGLCTGAAGGLCTCGGACACCGCCATATATTACTGTGCGAGACATGET

GEATATAGTGGCOGTTCCTACTACTACGGTATGGACGTCTGEEGCCAGGEGACCECGGTCACCGTCTOCTCA

26C12

GAGGTGCAGCTGGTGCAGTCTGGAGCAGAGGTGAAAAAGCICGGGGAGTCTCTGAAGATCTCCTGTAAGGGTTC
TGGATACAGGTTTACCAGCTACTGGATCGGCTEGGTGLGCCAGATECCCGEGAAAGGLCTGRAGTGEATGGERA
TCATCTTTCCTGGTGACTCTGATACCAGATACAGCCCGTCCTTCCAAGGCCAGGTCACCATCTCAGLCGACAAGTCC
ATCACCACCOOCTACCTGCAGTGEAGCAGCCTEAAGGLCTOGGACACCGCCATCTATTACTETGUGCGACATGEG
CATGGCAGCTCGTCCGGGLEGACCTACTACTALGGTTTGGACGTCTGEGGLCAAGLGACCACGETCACCETCTCC
TCA

ZH11

GAGGTGCAGCTGGTGCAATCTGGEAGCAGAGGTGAAAAAGCCLGGLGAGTCTCTGAAGATCTCCTGTAAGGGTTC
TGEATACAACTTTACCACCTACTGEATCGECTGEOTGLGOCAGATGCCCGEGAAAGGLCTGEAGTGEATGRGEA

TCATCTATCCTGGTGACTCTGATACCAGATACAGCCCGTCCTTCCAAGGCCAGGTCACCATTTCAGLCGACAAGTCC
ATCAACACCGLCTACCTGCAGTGEAGCAGOCTGAAGGOCTCGEACACAGCCATTTATTACTGTGCGAGAGACACA

GEATACTTTGACTACTGGGECCAGGGECACCCTGGTCACCGTCTCCTCA

18H9

CAGGTGCAGTTGATGGAGTCTEGEEGAGGECGETGGETCCAGCCTGOGAGGTCCCTGAGACTCTCCTGTGCAGCGTC
TGGATTCACCTTCAGTAGCTATGGCATGCACTGGGTCCGLCAGGLTCCAGGLAAGGGLCTGGAGTGGGTGGCAGT
TATCTGGTATGATGGAAGTAATAAATTCTATGTAGACT CCGTGAAGGGLCGAT TCACCATCTCCAGAGACAATTCC
AAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGLCTGTGTATTACTGTGLGAGACCCGE
GICOGATTACTACTTCTACTACGGTATGGACGTCTGGLGICAAGLGACCACGGTCACCGTCTCCTCA
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