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SEQUENCE LISTING:

SEQ ID NO.:1
16B5 CDRHI: GFNIKDIYMH

SEQ ID NO.:2 _
16B5 CDRH2: RIDPAYGNTKYDPKFQG

SEQ ID NO.:3
16B5 CDRH3: RYDTAMDY

SEQ ID NO.:4
16BS CDRL1: KSSQSLLNSRTRKNYLA

SEQ ID NO.:5
16B5 CDRL2: WASTRES

SEQ ID NO.:6
16B5 CDRL3: KQSYNLWT

SEQ IDNO.:7

16B5 Humanized heavy chain variable region

L

JP 5816188 B2 2015.11.18

QVQLVQSGAEVKKPGATVKISCKVSGFNIKDIYMHWVQQAPGKGLEWMGRIDPAY
GNTKYDPKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCARRYDTAMDYWGQG

TLVTVSS

SEQ ID NO.:8

16B5 Humanized light chain variable region

DIVMTQSPDSLAVSLGERATINCKSSQSLLNSRTRKNYLAWYQQKPGQPPKLLIYWA
STRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCKQSYNLWTFGQGTKLEIK

SEQ ID NO.:9

Complete heavy chain immunoglobulin sequences for h16B5

QVQLVQSGAEVKKPGATVKISCKVSGFNIKDIYMHWVQQAPGKGLEWMGRIDPAY

GNTKYDPKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCArRYDTAMDY wgggtivt

vsSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
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LQSSGLYSLSSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPV
AGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNAK TKPR
EEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFL

YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

SEQIDNO.:10

Complete light chain immunoglobulin sequences for h16B5
DIVMTQSPDSLAVSLGERATINCKSSQSLLNSRTRKNYLAWYQQKPGQPPKLLIY WA
STRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCKQSYNLWTFGQGTKLEIKVAA
PSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK

DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ IDNO.:11
21B12 CDRH1: GYTFTNYGMH

SEQIDNO.:12
21812 CDRH2: WINTYTGEPTYADDFKG

SEQ IDNO.:13
21B12 CDRH3: DGFLYFFDY

SEQ ID NO.: 14
21B12 CDRLI: KSSQSLLYSSNQKNYLA

SEQ ID NO.:15
21B12 CDRL2: WASTRES

SEQIDNO.:16
21B12 CDRL3: QQYYIYPRT

SEQID NO.:17

21B12 Humanized heavy chain variable region
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QVQLVQSGSELKKPGASVKVSCKASGYTFINYGMHWVRQAPGQGLEWMGWINTY
TGEPTYADDFKGRFVFSLDTSVSTAYLQISSLKAEDTAVYYCARDGFLYFFDYWGQG
TLVTVSS

SEQ ID NO.:18

21B12 Humanized light chain variable region
DIVMTQSPDSLAVSLGERATINCKSSQSLLYSSNQKNYLAWYQQKPGQPPKLLIYWA
STRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYYIYPRTFGQGTKLEIK

SEQ ID NO.:19

Complete heavy chain immunoglobulin sequences for h21B12
QVQLVQSGSELKKPGASVKVSCKASGYTFTNYGMHWVRQAPGQGLEWMGWINTY
TGEPTYADDFKGRFVFSLDTSVSTAYLQISSLKAEDTAVYYCARAGFLYFFDYWGQG
TLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSNFGTQTYTCNVDHKPSNTK VDKTVERKCCVECPPC
PAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNA
KTKPREEQFNSTFRVVSVLTVVHOQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPR
EPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSD

GSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO.:20

Complete light chain immunoglobulin sequences for h21B12

DIVMTQSPDSLAVSLGERATINCKSSQSLLYSSNQKNYLAWYQQKPGQPPKLLIYWA
STRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYYIYPRTFGQGTKLEIKRTYV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQD

SKDSTYSLSSTL.TL.SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQIDNO..21
Complete nucleotide sequence of the heavy chain of h16BS
ATGGACTGGACCTGGCGGATCCTGTTCCTGGTGGCCGCTGCTACCGGCACCCACG

CCCAGGTGCAGCTGGTGCAGTCTGGCGCCGAGGTGAAGAAGCCTGGCGCCACCG
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TCAAGATCAGCTGCAAGGTGTCCGGCTTCAACATCAAGGACATCTACATGCACTG
GGTGCAGCAGGCTCCAGGCAAGGGACTGGAGTGGATGGGCCGGATCGACCCTGC
CTACGGCAACACCAAGTACGACCCTAAGTTCCAGGGCCGGGTGACCATCACCGC
CGACACCTCCACCGACACCGCCTACATGGAACTGTCCTCCCTGCGGTCCGAGGAC
ACCGCCGTGTACTACTGCGCCCGGAGATACGACACCGCCATGGATTACTGGGGCC
AGGGCACCCTGGTGACCGTGTCCTCCGCTTCCACCAAGGGCCCATCGGTCTTCCC
CCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCGGCCCTGGGCTGCCTG
GTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCTCTGA
CCAGCGGCGTGCACACCTTCCCAGCTGTCCTACAGTCCTCAGGACTCTACTCCCTC
AGCAGCGTGGTGACCGTGCCCTCCAGCAACTTCGGCACCCAGACCTACACCTGCA
ACGTAGATCACAAGCCCAGCAACACCAAGGTGGACAAGACAGTTGAGCGCAAAT
GTTGTGTCGAGTGCCCACCGTGCCCAGCACCACCTGTGGCAGGACCGTCAGTCTT
CCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTC
ACGTGCGTGGTGGTGGACGTGAGCCACGAAGACCCCGAGGTCCAGTTCAACTGG
TACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCACGGGAGGAGCAG
TTCAACAGCACGTTCCGTGTGGTCAGCGTCCTCACCGTTGTGCACCAGGACTGGC
TGAACGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGGCCTCCCAGCCCCCA
TCGAGAAAACCATCTCCAAAACCAAAGGGCAGCCCCGAGAACCACAGGTGTACA
CCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCT
GGTCAAAGGCTTCTACCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCA
GCCGGAGAACAACTACAAGACCACACCTCCCATGCTGGACTCCGACGGCTCCTTC
TTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTC
TTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCC

TCTCCCTGTCTCCGGGTAAATGA
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SEQ ID NO.:22
Complete nucleotide sequence of the heavy chain of h21B12
ATGGACTGGACCTGGCGGATCCTGTTTCTGGTGGCCGCTGCTACCGGCACACACG
.CCCAGGTGCAGCTGGTGCAGTCCGGCTCCGAGCTGAAGAAACCTGGCGCCTCCGT
GAAGGTGTCCTGCAAGGCCTCCGGCTACACCTTCACCAACTACGGCATGCACTGG
GTGCGCCAGGCACCTGGACAGGGACTGGAATGGATGGGCTGGATCAACACCTAC
ACCGGCGAGCCTACCTACGCCGACGACTTCAAGGGCAGATTCGTGTTCTCCCTGG
ACACCTCCGTGTCCACCGCCTACCTGCAGATCTCCTCCCTGAAGGCCGAGGACAC
CGCCGTGTACTACTGCGCCAGGGACGGCTTCCTGTACTTICTTICGACTACTGGGGC
CAGGGCACCCTGGTGACCGTGTCCTCTGCCTCCACCAAGGGCCCTTCCGTGTTCC
CTCTGGCCCCTTGCTCCCGGTCCACCTCTGAGTCTACCGCCGCTCTGGGCTGCCTG
GTGAAGGACTACTTCCCTGAGCCTGTGACAGTGTCCTGGAACTCTGGCGCCCTGA
CCTCTGGCGTGCACACCTTCCCTGCCGTGCTGCAGTCCTCCGGCCTGTACTCCCTG
TCCTCCGTGGTGACAGTGCCTTCCTCCAACTTCGGCACCCAGACCTACACCTGCA
ACGTGGACCACAAGCCTTCCAACACCAAGGTGGACAAGACCGTGGAGCGGAAGT
GCTGCGTGGAGTGCCCTCCTTGTCCTGCTCCTCCTGTGGCTGGCCCTAGCGTGTTC
CTGTTCCCTCCTAAGCCTAAGGACACCCTGATGATCTCCCGGACCCCTGAAGTGA
CCTGCGTGGTGGTGGACGTGTCCCACGAGGACCCTGAGGTGCAGTTCAATTGGTA
CGTGGACGGCGTGGAGGTGCACAACGCCAAGACCAAGCCTCGGGAGGAACAGTT
CAACTCCACCTTCCGGGTGGTGTCCGTGCTGACCGTGGTGCACCAGGACTGGCTG
AACGGCAAAGAATACAAGTGCAAGGTGTCCAACAAGGGCCTGCCTGCCCCTATC
GAAAAGACCATCTCTAAGACCAAGGGCCAGCCTCGCGAGCCTCAGGTGTACACC
CTGCCTCCCTCCCGCGAGGAAATGACCAAGAACCAGGTGTCCCTGACCTGTCTGG
TGAAGGGCTTCTACCCTTCCGATATCGCCGTGGAGTGGGAGTCTAACGGCCAGCC
TGAGAACAACTACAAGACCACCCCTCCTATGCTGGACTCCGACGGCTCCTTCTTC
CTGTACAGCAAGCTGACAGTGGACAAGTCCCGGTGGCAGCAGGGCAACGTGTTC
TCCTGCTCCGTGATGCACGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGT

CCCTGTCTCCTGGCAAGTGA
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SEQID NO.:23

Complete nucleotide sequence of the light chain of h16B5
ATGGTGCTGCAGACCCAGGTGTITCATCTCCCTGCTGCTGTGGATCTCCGGCGCCT
ACGGCGACATCGTGATGACCCAGTCCCCCGACTCCCTGGCCGTGTCCCTGGGCGA
GAGAGCCACCATCAACTGCAAGTCCTCCCAGTCCCTGCTGAACTCCCGGACCCGG
AAGAACTACCTGGCCTGGTATCAGCAGAAGCCTGGCCAGCCTCCTAAGCTGCTGA
TCTACTGGGCCTCCACCCGGGAGTCCGGCGTGCCTGACCGGTTCTCCGGCTCCGG
CAGCGGCACCGACTTCACCCTGACCATCAGCTCCCTGCAGGCCGAGGACGTGGCC
GTGTACTACTGCAAGCAGTCCTACAACCTGTGGACCTTCGGCCAGGGCACCAAGC
TGGAGATCAAGCGGACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGAT
GAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCC
CAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTC
CCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAG
CACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGA
AGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGA

GTGTTAG

SEQ ID NO.:24

Complete nucleotide sequence of the light chain of h21B12
ATGGTGCTGCAGACCCAGGTGTTCATCTCCCTGCTGCTGTGGATCTCTGGCGCCTA
CGGCGACATCGTGATGACCCAGTCCCCCGACTCTCTGGCTGTGTCCCTGGGCGAG
CGGGCCACCATCAACTGCAAGTCCTCCCAGTCCCTGCTGTACTCCTCCAACCAGA
AGAACTACCTGGCCTGGTATCAGCAGAAGCCTGGCCAGCCTCCTAAGCTGCTGAT
CTACTGGGCCTCCACCCGGGAATCTGGCGTGCCTGACCGGTTCTCCGGCTCTGGC
TCCGGCACCGACTTCACCCTGACCATCAGCTCCCTGCAGGCCGAGGACGTGGCCG

TGTACTACTGCCAGCAGTACTACATCTACCCTCGGACCTTCGGCCAGGGCACCAA
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GCTGGAAATCAAGCGGACCGTGGCCGCTCCTTCCGTGTTCATCTTCCCCCCTTCCG

ACGAGCAGCTGAAGTCCGGCACCGCCTCTGTGGTGTGCCTGCTGAACAACTTCTA
CCCCCGGGAGGCCAAGGTGCAGTGGAAGGTGGACAACGCCCTGCAGTCCGGCAA
CTCCCAGGAATCCGTCACCGAGCAGGACTCCAAGGACTCTACCTACTCCCTGTCC

TCCACCCTGACCCTGTCCAAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGCG
AAGTGACCCACCAGGGCCTGTCCTCTCCCGTGACCAAGTCCTTCAACCGGGGCGA

GTGCTGA

SEQ ID NO.:25 (murine 16B5 VL)
DIVMSQSPSSLAVSAGEKVTMSCKSSQSLLNSRTRKNYLAWYQQKPGQSPKLLEYW

ASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLAVYYCKQSYNLWTFGGGTKLEFK

SEQ ID NO.:26 (h16B5 VL consensusl)
DIVMXQSPXSLAVSXGEXXTXXCKSSQSLLNSRTRKNYLAWYQQKPGQXPKLLIY
WASTRESGVPDRFXGSGSGTDFTLTISSXQAEDXAVYYCKQSYNLWTFGXGTKLEX
K;

X is an amino acid substitution in comparison with a corresponding amino acid in the

polypeptide set forth in SEQ ID NO.:25.

SEQID NO.:27 (h16B5 VL consensus2)
DIVMX,;QSPX»SLAVSX 3GEX 14 X5 TX s X7CKSSQSLLNSRTRKNYLAWYQQKPGQX
#PKLLIY WASTRESGVPDRFX,;GSGSGTDFTLTISSX,10QAEDX, ) AVYYCKQSYNL-
WTFGX,;,GTKLEX, ;K

Xa1 Is a neutral hydrophilic amino acid such as for example, T or S;
XazisDorS;

Xa3 is an hydrophobic amino acid such as for example, L or A,

X4 Is a basic amino acid such as for example R or K;

X5 is an hydrophobic amino acid such as for example A or V;

Xas 15 an hydrophobic amino acid as for example [ or M;
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XagisNorS;

XagisPorS;

X, is a neutral hydrophilic amino acid such as for example S or T;
Xaip is an hydrophobic amino acid such as for example L or V;
X,11 is an hydrophobic amino acid such as for example Vor L;
Xazis Q or G and;

XazislorF.

SEQ ID NO.:28 (h16B5 VL consensus3)
DIVMX,1QSPX:SLAVSX 3GEX 4 Xas T X6 X7CKSSQSLINSRTRKNYLAWYQQKPGQX
APKLLIYWASTRESGVPDRFX oGSGSGTDFTLTISSX,0QAEDX, ) AVYYCKQSYNL-
WTFGX,,GTKLEX,;:K

XaisTorS; XpisDor§S; XgsisLorA; XpisRorK; Xsis Aor V,; XgislorM; X715 N
orS; XggisPorS; XpisSorT; XyppisLor V; XgnnisVorL; XgnisQorGand; X,3islor
F.

SEQ ID NO.:29 (murine 16B5 VH)
EVQLQQSGAELVKPGASVRLSCTTSGFNIKDIYMHWVKQRPEQGLEWIGRIDPAYG
NTKYDPKFQGKATITADTSSNTAYLQLSSLTSEDTAVYYCARRYDTAMDYWGQGT
SVTVSS '

SEQ ID NO.:30 (h16B5 VH consensus1)
XVQLXQSGAEXXKPGAXVXXSCXXSGFNIKDIYMHWVXQXPXXGLEWXGRIDPA
YGNTKYDPKFQGXXTITADTSXXTAYXXLSSLXSEDTAVYYCARRYDTAMDYWG
QGTXVTVSS;

X is an amino acid substitution in comparison with a corresponding amino acid in the
polypeptide set forth in SEQ ID NO.:29.

SEQ ID NO.:31 (h16B5 VH consensus2)

Ko VOLX QS GAEX 3 Xos KPGA X5V X Xp7SC Xps X oo SGFNIKDIYMHWV X,,,0Q Xy 1 1 P X2
Xpi3GLEWX;,)s,GRIDPAYGNTKYDPKFQGX,, s Xy s TITADTS X7 Xp1s TAY Xp 19 Xp20L SSL
X2t SEDTAVYYCARRYDTAMDYWGQGTX,, VTVSS;

Xp1 is Qor E;

XnisVorQ,

Xy3 is an hydrophobic amino acid such as for example Vor L;

X isKorV,;

Xus is a neutral hydrophilic amino acid such as for example T or §;
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X, is a basic amino acid such as for example K or R;

Xy7 is an hydrophobic amino acid such as for example L or L;
XwisKorT,;

XpoisVorT;

X0 is a basic amino acid such as for example Q or K;

Xpnis AorR;

Xuzis Gor E;

X3 is a basic amino acid such as for example K or Q;

Xy14 is an hydrophobic amino acid such as for example M or I
Xy,;5 is a basic amino acid such as for example R or K;

Xp16 is an hydrophobic amino acid such as for example V or A;
X,17 is a neutral hydrophilic amino acid such as for example T or §;
Xpis is for example D or N;

Xy is an hydrophobic amino acid such as for example M or L;
X isE or Q;

X1 is R or T and,;

XpnisLor S

SEQ ID NO.:32 (h16B5 VH consensus3)

X1 VQLX52QSGAEX 3 XpaK PGA X5V Xps X7 SC X1 XpeSGFNIKDEYMHWV Xy 10Q X1 P X1
Xp13GLEWX,sGRIDPAYGNTKYDPKFQGX15Xpts TITADTS X117 Xp1s TAY X19Xp20LSSL
X,21SEDTAVYYCARRYDTAMDYWGQGTX2, VTVSS;

o is Qor E; Xga is V or Q; Xy is V or L; Xpe is K or V; Xps is T or §; Xps is K or Ry Xer is |
orL; Xus is K or T; Xpe is V or T; Xpio is Q or K; Xpi1 is A or R; X2 is G or E; Xy is K or
Q: Xp1a is Mor I; Xuis is R or K; Xpjsis V or Aj«Xpi7is Tor S; Xyigis Dor N; XypisMor L
X0 i E or Q; Xpz) is R or T and; Xp; is L or S.

SEQ ID NQ.:33 (murine 21B12 VL)
DIVMSQSPSSLAVSVGEKVTMSCKSSQSLLYSSNQKNYLAWYQQRPGQSPKLLIYWA
STRESGVPDRFTGSGSGTDFTLTISSVKAEDLAVYYCQQYYTYPRTFGGGTKLEIK

SEQ IDNO.:34 (h21B12 VL consensusi)
DIVMX,QSPXSLAVSXGEXXTXXCKSSQSLLYSSNQKNYLAWYQQXPGQXPKLLIY
WASTRESGVPDRFXGSGSGTDFTLTISSXXAEDXAVYYCQQYYIYPRTFGXGTKLEIL
K

X is an amino acid substitution in comparison with a corresponding amino acid in the

polypeptide set forth in SEQ 1D NO.:33.
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SEQ ID NO.:35 (h21B12 VL consensus2) ,

DIVMX 1 QSPX 2SLAVSX 3GEX 1 X os TX s X7CKSSQSLLYSSNQKNYLAWY QOQX:PGQ
X PKLLIY WASTRESGVPDRFX,;GSGSGTDFTLTISSX, 1 X AEDX, ;AVYYCQQYYI
YPRTFGX,,;GTKLEIK;

X1 is a neutral hydrophilic amino acid such as for example T or §;

XaisDorS;

X is an hydrophobic amino acid such as for example L or V;

X 1s a basic amino acid such as for example R or K;

X,s is an hydrophobic amino acid such as for example A or V,

X is an hydrophabic amino acid such as for example I or M,

XaisNor§;

X is a basic amino acid such as for example K or R;

XgisPorS,

X.:10 is a neutral hydrophilic amino acid such as for example S or T;

X.11 15 an hydrophobic amino acid such as for example L or V;

X.12 is a basic amino acid such as for example Q or K;

X.13 is an hydrophobic amino acid such as for example V or L and;

Xaais QorG.

SEQ ID NO.:36 (h21Bi2 VL consensus3)

DIVMX, | QSPX2SLAVSX3GEX s X5 TX s X 7CKSSQSLLYSSNQKNYLAWYQQX s PGQ
XoPKLLIYWASTRESGVPDRFXGSGSGTDFTLTISSX, 1 X AEDX, 35 AVYYCQQYYI
YPRTFGX,,GTKLEIK; ,
XaisTorS; XpisDorS; XgisLorV; XyisRorK; XsisAor V; X isTor M; X7 is N
orS; XgisKorR; XpisPorS; X pisSorT,; XonisLor V; X isQorK; Xesis VorL
and; X4 is Q or G.

SEQ ID NO.:37 (murine 21B12 VH)
QIQLVQSGPELKKPGETVKISCKASGYTFTINYGMHWVKQAPGKGLKWMGWINTYT
GEPTYADDFKGRFAFSLETSASTAYLQINNLKNEDTATYFCARDGFLYFFDYWGQGT
TLTVSS

SEQ ID NO.:38 (h21B12 VH consensus])
QXQLVQSGXELKKPGXXVKXSCKASGYTFINYGMHWVXQAPGXGLXWMGWINT
YTGEPTYADDFKGRFXFSLXTSXSTAYLQIXXLKXEDTAXYXCARDGFLYFFDYW
GQGTXXTVSS

X is an amino acid substitution in comparison with a corresponding amino acid in the
polypeptide set forth in SEQ ID NO.:37.
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SEQ ID NO.:39 (h21B12 VH consensus2)
QXd.QLVQSGX&ELKKPGXﬂXMVKdeSCKASGYTFTNYGMHWVX“QAPGX,nGLng
WMGWINTYTGEPTYADDFKGRFX:FSLX410TSXa1 STAYLQIX12Xa13LKX1.EDTAX,
1Y XsCARDGFLYFFDYWGQGTX)7Xq1s TVSS;

Xa is an hydrophobic amino acid such as for example V or [;
XgisSorP;

XpisAorE;

Xy is a neutral hydrophilic afnino acid such as for example Sor T,
Xg4s is an hydrophobic amino acid such as for exarple Voor [

X4 is a basic amino acid such as for example R or K;

X7 is a basic amino acid such as for example Q or K;
XgisEork;

Xgo is an hydrophobic amino acid such as for example V or A;
Xgi0 is an acidic amino acid such as for example D or E;

Xa 1 is an hydrophobic amino acid such as for example V or A;
XazisSorN;

Xasis SorN;

XgsisAorN;

Xaq5is VorT;

X416 is an aromatic amino acid such as for example Y or F;

Xa7is L or T and;

X3 is hydrophobic amino acid such as for example V or L.

SEQ ID NO.:40 (h21B12 VH consensus3)
QXuQLVQSGXLELKKPGX s Xy VKX isSCKASGYTFTNY GMHW VX QAPGX 47 GL X g8
WMGWINTYTGEPTYADDFKGRFXoFSLX 410 TSXani STAYLQIX 41 Xa1isLKX514EDTAX,
1sY X1 CARDGFLYFFDYWGQGTX 17X a1 TVSS;

XnisVor XgisSorP; XgisAorE; XyisSorT; Xgsis Vorl; Xgs is Ror K; Xgris Q or
K;XisisEorK; Xeis VorA; XawisDorE; Xgl is Vor A; XgzisSorN; Xgzis SorN;
Xasis AorN: Xgsis Vor T;«Xgs is Y or F; Xgi7 is L or T and; Xg5is V or L.

SEQ ID NO.: 41 (human model of 16B5VL)
DIVMTQSPDSLAVSLGERATINCKSSQSVLYSSNSKNYLAWYQQKPGQPPKLLIYWA
STRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYYSTPYSFGQGTKLEIK
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SEQ ID NO.: 42 (human model of 16B5VH)
QVQLVQSGAEVKKPGATVKISCKVSGYTFTDY YMHWVQQAPGKGLEWMGLVDPEDGETIY
AEKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCARIPLFGRDHWGQGTLVTVSR

SEQ ID NQ.: 43 (human mode] of 21B12VL)
DIVMTQSPDSLAVSLGERATINCKSSQSVLYSSNSKNYLAWYQQKPGQPPKLLIYWASTRES
GVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYYSTPYS FGQGTKLEIK

SEQ ID NO.: 58 (human model of 21B12VH)
QVQLVQSGSELKKPGASVKVSCKASGYTFTSY AMNWVRQAPGQGLEWMGWINTNTGNPT
YAQGFTGRFVFSLDTSVSTAYLQISSLKAEDTAVYYCARDWGQGTLVTVSSVATIDENWFDP

SEQ ID NO.:44
16B5 CDRHI1: GFNIKDIY

SEQ ID NO.:45
16B5S CDRH2: IDPAYGNT

SEQ IDNO..46

16B5 CDRH3: X, X;RYDTAMDY
X 5A;

X,isR;

or X; and X are outside the CDRH3

SEQ ID NO.:47
16B5 CDRL1: QSLLNSRTRKNY

16B5 CDRL2: WAS

SEQ ID NO.:49
16B5 CDRL3: KQSYNLWT

SEQ ID NO.:50
21B12 CDRH1: GYTFTINYG
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SEQ ID NO.:51
21B12 CDRH2: INTYTGEP

SEQ ID NO.:52

21B12 CDRH3: X;X,DGFLYFFDY
Xsis A;

XiisR;

or X; and X, are outside the CDRH3

SEQ ID NO.:53
21B12 CDRLI: QSLLYSSNQKNY

21B12 CDRL2: WAS

SEQ ID NQ.:55
21B12 CDRL3: QQYYIYPRT

oooooao
oooDoo
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T | EeEE | FHE | EERE | ToE | EfRE
16B5 Fab 7.41¢+04 | 2.03¢+04 | 0.0030 0.0006 | 4.16¢c-08 | 7.87¢-09
16B5 329¢+05 | 1.16e+05 | 0.0017 0.0005 | 6.64c-09 | 4.66e-09
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HH16B5 3.45¢+05 | 4.89¢t04 | 0.0015 0.0005 | 4.49¢09 | 8.65e-10
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sCLU-Alexa480
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sCLU-Alexa480 + AB-16B5 sCLU-Alexa480 + IgG
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HTY-HEFIFTATYY  (NP_001822
x B RTIADIATY Y (NP_038520)

B—tt =334/435 (77%), BB =384/435(89%), £ry7 = 0/435 (0%)
AT~ 67  WESGQVLGDOTVSDNELOEMSNQOGSKYVNKEIQNAVNGVKQIKTLIEKTNEERKTLLSNL 126
EHEE 56  W++C VLG+) VSDNELQE+S QGS+Y+NKEIQNAV GVK IKTLIEKTN ERK+LL+#L
EAESE 57 W G VLG O VSDNELQE S QOGS Y NKEIQNAV GVK IKTLIEKTN ERX LL L
58 14  WDNGMVLGEQEVSDNELQELSTQGSRYINKEIQNAVQGVKHIKTLIEKTNAERKSLLNSL 73

h1l)— 127 EEAKKKKEDALNETRESETKLKELPCVCNETMMALWEECKPCLKQTCMKEYARVCRSGSG 186
B2 56  EFAKKKKEDAL +TR+SE XLK P VCNETMMALWEECKPCLK TCMKEYARVCRSGSG
BiE% 57 EEAKKKKEDAL TR SE KLK P VCNETMMALWEECKPCLK TCMKFYARVCRSGSG
& 74  EEAKKKXEDALEDTRDSEMKLKAFPEVCNETMMALWEECKPCLKETCMKFYARVCRSGSG 133

5] 187 LVGRQLEEFLNQSSPFYFWMNGDRIDSLLENDRQOTHMLDVMODHFSRASSIIDELFQDR 246
EfES 56 LVG+QLEEFLNQSSPFYFWMNGDRIDSLLE+DRQQ+ +LD MOD F+RAS IID LFQDR
Bigs 57 LVG QLEEFLNQSSPFYEWMNGDRIDSLLE DRQQ LD MQD F RAS IID LFQDR
% & 134 LVYGQQLEEFLNQSSPFYFWMNGDRIDSLLESDRQQSQVLDAMODSFARASGIIDTLFQDR 193
hrlj—= 247 FFPTREPQDTYHYLPFSLPHRRPHEFFPKSRIVRSLMPFSPYEPLNFHAMFQPFLEMIHEA 306
EfgS  5e FERE D trt PH+RPHF +PXKSR+VRSLM S Y P +FH MFQPF EMIH+A
ENEE 37 FERE 1R P PH RPHF PKSR VRSLM & Y P FH MFQPF EMIH A

FoE 194 FFARELHDPHYFSPIGEPHKRPHFLYPKSRLVRSLMSPSHYGPPSFHNMFQPFFEMIHQA 253

UESIE 307 QCAMDIHFHSPAFQHPPTEFIREGDDDRTVCREIRHNSTGCLRMKDQCDKCREILSVDCS 3696

EMES 56 QOAMD+ HSPAFQ P +F+REG+DDRTVC+EIR NSTGCL+MK QC+KC+EILSVDCS
ENEE 57 QOAMD HSPAFQ P F REG DDRTVC EIR NSTGCL MK QC KC EILSVDCS
e 254 QOAMDVQLHSPAFQFPDVDFLREGEDDRTVCKEIRRNSTGCLKMKGQCEKCQEILSVDCS 313
HTi— 367 TNNPSQAKLRRELDESLQVAERLTRKYNELLKSYQWKMLNTSSLLEQLNEQFNWVSRLAN 426
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