115

| |

adogtauy Agq posodoad soburyos IfIOMIWERIJ
uotbsx bututwasisp AxejuswaTdwod

uTeyD JyubIT oTgeTIIeA PozZTURWNY I3 S230U3(J
uTeyo AAesy STUETI'A PIZTURWNY 2UY3 S230Us(d
aousnbss sutanw syl sajousd

(8:ON dI 03S)

(2T) 4ASIDMISYSSALIALLOODOMACEMNIDAAIVIAIVITISNNOTAISNY SAQISILATOIASHARAHIVANCSY TIIOVAMNATONDAVOIAMNAMANS ALADSAAD STATSDOADATOODSIATOAR

(L:ON QI 03FS)

(0T) JASIDALSVYSSALALIODOMACEMNIDAAIVIAEVTSNNOTAASNI SATYS I LAYDNASHAXHLYANASATIIOVANTTONDIVOIAMNAMANS ALIDSAAD STATSDDADATOODSHAADAT

(9:0ON dI 0dSs)

(L) AASIDALSYSSALALLOODMACHMNIDAAIDLAIVITSNNOTAASSASATISILAYDIASHAXHLVANASA TIIOVAMATONDIYOIAMNAMANSALIDSAADSTITSDOIOATODDSHAANAT

(S:ON dI O=ES)

(¥?) AASIDALSVYSSALALIOOOMACHMNIOAAIDSUTHTIINNNOTAASSASATISI IAIONASAAXHIVANISHTIIOVAMTTONDIVOIAMNAMANSILADSAAD STINSDDIOATODDSHAANAT

(ZT:ON dI DHES)

AASIDNILSYSSALTIIOODMACEMNID AR IDSAIVIINNNOTAASSASAQUS I LAUDAASEAXHIVANISH TIIOVAMATON H SOIAMNAMANS A LADSAADSTINSDOIONTODDSHAANAT

(P:ON dI 0=S) (zZT)
(€:ON ar 0=ES) (TT)
(z:ON ar 0=Es) (L)
(T:0N aI 0=s) (9)

(TT:ON QI 0dS)

£ddo 2¥ao Td3aD

YHA

CHA

CHA

THA

HADUA

UTeYD AAROH

ATETILO0DALTd THMSHHDAALVAQHIO IS ST L ILAALOSDSDSAUSAADSHINS VAN ITTAdIODINODAMHI AS AU S LSASOSVID S IIVIIDTSAVISAd SOLNATA
ATITALDODAL T THMSHHDARIVAQHEJOTSSILILAALDSDSDSIUSAADSHINSVAA I TTAAIODINOOAMHET ASAUS L SASOSTIDS TLVIEDTSAVISAdSOLTATA
ATITILOODALTd THMSHHO AR IVAQHEdEIdHINILAALDSDSDSAUSIADSATINSYAA ITTAAIODINOVAMHI ASAYSISASOSTADS IIVIADTSAYISAISOLTIAIA
ATETALOODALTI IEMSHHD AR LY AHIHTIHINTLACLOSDSOSAYSAADSHINSYAN I T THAADDANOOAMHI AS A ¥S LSASOS YU ST IVHAD ISAVISAAdSOLTATA

ATATILOYDALTd TAMSHHOAALYYAHET TIHINILAALOSDSDSAUYAADSHINSYAA I TTIdd0DINO0AMHI AS AU S LSASOSVID S I IVIDOTSAVISYASOLIAIA
£ddo [4-ate) THao

AN
AN
TAN
A

TATA

uteyd YLIT

seousanbsg uoTbay A pP231FeID NZD

SADNANOAS NOIOTI ATAVIIVA



2/15

Full Amino Acid Sequences of C;N Heavy Chain and Light Chain Variants
Grafted Heavy Chain Variants
gVHI1 Theoretical pl/Mw: 6.80 / 48822.90

EVKVVESGGGLVQPGGSMKLSCVVSGFTFSNYWVNWVRQAPGKGLEWVAQIRLKSDNYATHYEESVKGRFTISRD
DSKSSVYLOMNNLRAEDSGIYYCTNWEDYWGQGTTVIVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCP
APEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSV
LTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK

(SEQ ID NO:13)

FIG. 2A

Full Amino Acid Sequences of C,N Heavy Chain and Light Chain Variants

Grafted Heavy Chain Variants
gVH2 Theoretical p/Mw: 6.80/48791.87

EVKVVESGGGLVQOPGGSLKLSCVVSGFTFSNYWVNWVRQAPGKGLEWVAQIRLKSDNYATHYEESVKGRFTISRD
DSKSSVYLOMNSLRAEDTGIYYCTNWEDYWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCP
APEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSV
L TVLHQODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

(SEQ ID NO:14)

FIG. 2B

Full Amino Acid Sequences of C,N Heavy Chain and Light Chain Variants

Grafted Heavy Chain Variants
gVH3 Theoretical pi/Mw: 6.51 /48832.88

EVQVVESGGGLVQPGGSLKLSCVVSGFTFSNYWVNWVRQAPGKGLEWVAQIRLKSDNYATHYEESVKGRFTISRD
DSKNSVYLOMNSLRAEDTAIYYCTNWEDYWGQGTTVIVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLOSSCGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCP
APEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSV
L, TVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

(SEQ ID NO:15)

FIG. 2C

Full Amino Acid Sequences of C;N Heavy Chain and Light Chain Variants
Grafted Heavy Chain Variants
gVH4 Theoretical p/Mw: 6.51 /48860.93

EVOLVESGGGLVQPGGSLKLSCVVSGFTFSNYWVNWVRQAPGKGLEWVAQIRLKSDNYATHYEESVKGRFTISRD
DSKNSLYLOMNSLRAEDTAIYYCTNWEDYWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSCGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCP
APEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVENAKTKPREEQFNSTYRVVSY
LTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALENHYTQKSLSLSLGK

(SEQ ID NO:16)

FIG. 2D
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Full Amino Acid Sequences of C;N Heavy Chain and Light Chain Variant
Grafted Light Chain Variants
gVL1 Theoretical pl/Mw: 6.08 / 24100.81

DIVLTQSPDSLAVSLGERATISCRASQSVSTSRYSYIHWYQQKPGQPPKLLIKYASNLESGVPSRFSGSGSGTDF
TLNIHPLEEEDFATYYCHHSWEIPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

(SEQ ID NO:17)

FIG. 2E

Full Amino Acid Sequences of C;N Heavy Chain and Light Chain Variant

Grafted Light Chain Variants
gVL2 Theoretical pl/Mw: 6.33 / 24068.81

DIVLTQSPDSLAVSLGERATISCRASQSVSTSRYSYTHWYQQKPGQPPKLLIKYASNLESGVPSRFSGSGSGTDF
TLNIHPLEPEDFATYYCHHSWEIPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

(SEQ ID NO:18)

FIG. 2F

Full Amino Acid Sequences of C;N Heavy Chain and Light Chain Variant

Grafted Light Chain Variants
gVL3 Theoretical p/Mw: 6.57 / 23994.72

DIVLTQSPDSLAVSLGERATISCRASQSVSTSRYSYTIHWYQQKPGQPPKLLIKYASNLESGVPSRFSGSGSGTDF
TLTISSLQPEDFATYYCHHSWEIPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

(SEQ ID NO:19)

FIG. 2G

Full Amino Acid Sequences of C,N Heavy Chain and Light Chain Variant

Grafted Light Chain Variants
gVL4 Theoretical p/Mw: 6.57 / 24012.76

DIVMTQSPDSLAVSLGERATISCRASQSVSTSRYSYTHWYQQKPGQPPKLLIKYASNLESGVPSRFSGSGSGTDF
TLTISSLOQPEDFATYYCHHSWEIPLTFGQGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKYV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

(SEQ ID NO:20)

FIG. 2H
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Epitope Mapping of C,N-8E12 and HJ8.5

Antibodies

Core Epitopes

HJ8.5 and C,N-8E12

2sDQGGYT5, (SEQ D NO:9)

HJ8.5 |C,N-8E12
PepLabData SEQUENCE Identifier Label |(Binding| (Binding
Signal) | Signal)

PEP_2875800 DHAGTYGLGDRKDQG SEQID NO:24 LIN 61 78
PEP_2875801 DHAGTYGLGAAKDQG SEQ ID NO:25 LIN.AA 52 90
PEP_2875802 HAGTYGLGDRKDQGG SEQID NO:26 LIN 63 65
PEP_2875803 HAGTYGLGDAADQGG SEQ ID NO:27 LIN.AA 51 65
PEP_2875804 AGTYGLGDRKDQGGY SEQ ID NO:28 LIN 427 1286
PEP_2875805 AGTYGLGDRAAQGGY SEQID NO:29 LIN.AA 58 76
PEP_2875806 GTYGLGDRKDQGGYT SEQID NO:30 LIN 2638 1714
PEP_2875807 GTYGLGDRKAAGGYT SEQ ID NO:31 LIN.AA 110 114
PEP_2875808 TYGLGDRKDQGGYTM SEQ ID NO:32 LIN 2640 2588
PEP_2875809 TYGLGDRKDAAGYTM SEQ ID NO:33 LIN.AA 2814 2755
PEP_2875810 YGLGDRKDQGGYTMH SEQ ID NO:34 LIN 2844 2671
PEP_2875811 YGLGDRKDQAAYTMH SEQ ID NO:35 LIN.AA 1780 1876
PEP_2875812 GLGDRKDQGGYTMHQ SEQ ID NO:36 LIN 2824 2729
PEP_2875813 GLGDRKDQGAATMHQ SEQID NO:37 LIN.AA 80 65
PEP_2875814 LGDRKDQGGYTMHQD SEQ ID NO:38 LIN 2835 2749
PEP_2875815 LGDRKDQGGAAMHQD SEQ ID NO:39 LIN.AA 69 99
PEP_2875816 GDRKDQGGYTMHQDQ SEQ ID NO:40 LIN 2647 2699
PEP_2875817 GDRKDQGGYAAHQDQ SEQ ID NO:41 LIN.AA 2635 661
PEP_2875818 DRKDQGGYTMHQDQE SEQ ID NO:42 LIN 2692 2788
PEP_2875819 DRKDQGGYTAAQDQE SEQID NO:43 LIN.AA 2697 2585
PEP_2875820 RKDQGGYTMHQDQEG SEQ ID NO:44 LIN 2699 2779
PEP_2875821 RKDQGGYTMAADQEG SEQ ID NO:45 LIN.AA 2713 2791
PEP_2875822 KDQGGYTMHQDQEGD SEQ ID NO:46 LIN 2701 2680
PEP_2875823 KDQGGYTMHAAQEGD SEQ ID NO:47 LIN.AA 2707 2712
PEP_2875824 DQGGYTMHQDQEGDT SEQ ID NO:48 LIN 2677 2648
PEP_2875825 DQGGYTMHQAAEGDT SEQ ID NO:49 LIN.AA 2707 2585
PEP_2875826 QGGYTMHQDQEGDTD SEQ ID NO:50 LIN 399 789
PEP_2875827 QGGYTMHQDAAGDTD SEQ ID NO:51 LIN.AA 427 636
PEP_2875828 GGYTMHQDQEGDTDA SEQ ID NO:52 LIN 109 110
PEP_2875829 GGYTMHQDQAADTDA SEQ ID NO:53 LIN.AA 106 118
PEP_2875830 GYTMHQDQEGDTDAG SEQ ID NO:54 LIN 77 97

FIG. 9




