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WO 2007/070538
SEQ
ID CDR DNA sequence Fab
code
NO
VH3-
CDR1
1 1 | GGATTTACCTTTTCTICTTATGEGTATETCT ) 3eel
2 2 GGATTTACCTTTTCTTCTTATGGTATGCAT Jef2
3 3 GGATTTACCTTTTCTAATAATGCTATGAAT led
4 4 GGATTTACCTTTTCTGATTATTCTATTAAT 3a4d
5 5 GGATTTACCTTTTCTTCTTATGGTATTTCT 3ab4,
' 3ahl0
3] 6 GGATTTACCTTTTCTAATTATGCTATITCT 3bb2
VH3 -
CDR2
7 1 GGTATCTCTTCTCTTGCTAGCACTACCTAT TATECGEE 3eel
ATAGCGTGAAAGGC
8 2 GCTATCTCTTATTCTTCTAGCTC TACCTCTTATGCGE 3ef2
ATAGCGTGARAGGC
9 3 GGTATCTCTTATGATTCTAGCAAGACCTATTATECGEE led
ATAGCGTGAAAGGC
10 4 AATATCTCTTATTCTGGTAGCTCTACCTATTATGCGS 3ad
ATAGCGTGAAAGGC
11 5 GGTATCTCTTATTCTGGTAGCTCTACCTATTATGCEG 3ab4
ATAGCGTGAAAGCEC
12 6 TCTATCTCTTATTCTGGTAGCAATACCTATTATECGEE 3ahlo
ATAGCGTGARAGGC
13 7 GCTATCTCTTATTATGGTAGCAATACCTATTATGCEE 3bb2
ATAGCGTGAAAGGC
VH3~
CDR3
14 1 ACTGCTTCTCCTGETACTTITATGCATCETGATCAT Jeaal
15 2 CTTTCTTATACTGGTTTTGCTGTT 3ef2
16 3 CTTACTTATACTGGTGCTTATCGT led
17 4 TTTAAGTATTCTGEGTCETTCTGATTCT 3a4
18 5 CTTAAGCCTTATCGTCATAAGAATGGTTGG T ITTGATT 3ab4
AT
18 &6 ATCAAGCCTATGCGTGGTTATTCTGESTGCTGTT 3ahlo
20 7 CTTAAGGGTEGETTCTEETTTTETT 3bb2

Figure la




2/49 PCT/US2006/047445

WO 20067/070338
SEQ
ID CDR DNA segquence Fab
code
NO
VH1b-~
CDRL .
21 1 GGATATACCTTTACTACTAATTATATGCAT laal
VHl1lb-
CDR2
22 1 ATTATCAATCCGCATAATGGCTCTACGTCTTACGCGC laal
AGAAGTTTCAGGGC
VH1b-
CDR3
23 1 GETCGTTATTTTCTTATGGATGTT laal
VH5 =
CCR1
24 1 GGATATTCCTTTTCTAAGTATTCGATTGGT 5atb
25 2 GGATATICCTTTACTGGTTATATTTCT S5aa3
VHS -
CDR2
26 1 ATTATCTATCCGACTGATAGCTATACCCGTTATTCTC 5a6
CGAGCTTTCAGCGC .
27 2 ATTATCTATCCGGGTCGATACGCTATACCAATTATTCTC S5aal
CGAGCTTTCAGGGC
VHS -
CDR3
28 1 ACTCATGGTTATTATAAGAATGGTCGTATGGATGTT 5a6
29 2 TATTCTGETCCTAATTGGGATGTTATGCGATTCT 5aal
SEQ
ID CDR DNA sequence Fab
code
NO
vkl-
CDR1
30 1 AGAGCGAGCCAGAATATTCTTTCTTATCOTGAAT laal
31 2 AGAGCGAGCCAGAATATTTCTAATTATCTGAAT 3abd
32 3 AGAGCGAGCCAGGATATTTCTAATCEGTCTGEGECT 3ahi0
33 4 AGAGCGAGCCAGGATATTAATAATTATCTGTCT 3eel

Figure 1b




WO 2007/070538

3/49

PCT/US2006/047445

SEQ

ID CDR DHA sequence Fab
code
NO
ViLkl-
CDR2
34 1 TATGCTGCTTCTTCTTTGCAAAGC laal
35 2 CATAAGGETTTCTAATTTGCAARGC 3ab4
36 3 TATGATGCTAATTCTTTGCARAAGC 3ahlQ
37 4 TATGGETGCTTCTAATTTGCAAMGC 3eed
VvLk1-
CDR3
38 1 CAGCAGTATGGTTCTETTCCT laal
39 2 CTTCAGTATGATGATTTTCCTCGT 3ab4
40 3 TTTCAGTATTCTGETCCT 3ahl0
41 4 CAGCAGTATTATGGTCGTCCTACT 3eal
VYLk2-
CDR1
az 1 AGAAGCAGCCAAAGCCTGETTTATTCTAATGGECAATA 3bb2
CTACTCTGTCT
43 2 AGAAGCAGCCAAAGCCTGCTTCATTCTAATGGCTATA 5a6
ATTATCTGTCT
VLk2-
CDR2
44 1 TATGETETTTCTAATCEGTGCCAGT 3bb2
45 2 TATCTTGCTTCTAATCETEGCCAGRT 5aé6
VLk2-
CDR3
46 i CAGCAGTATAATPCTTTTCCTCGT 3bb2
47 2 CATCAGTATGGTGATTTITTCTGAT 5a6
VLAL-
CDR1
48 i AGCGGCAGCAGCAGCAACATTGEGTTCTTATTATETGCA 5aa3
AT
VLAL-
CDR2
49 i CTTCTGATTTATGCTGATGATAAGCGTCCCTCA S5aa3

Figure Ic
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WO 2007/070538
SEQ
ID CDR DNA sgegquence Fab
code
NO )
VLALl~
CDR3
50 1 CAGTCTTATGATTCTACTAAGGATGATTCT 5aa3l
VLA3-
CDR1
51 1 AGCGGCEATAATCTTIGETTCTTATTATGETTCAT le4d,
3ef2
52 2 AGCGGCGATAATCTTCCTGATTTTTATGTTCAT Jad
VLA3~
CDR2
53 1 CTTGTGATTTATGATGATAATAATCGTCCCTCA led,
. 3ef2
54 2 CTTGTGATTITCTGAGGATAATAAGCGTCCCTCA 3a4d
VLA3~
CDR3
55 1 CAGTCTTATGATTTTGGTAAGGTT le4d,
3ef2
56 2 TCTACTTATGGTTATACTTATTCTTATTCT 3a4d

Figure 1d
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WO 2007/070538 PCT/US2006/047443
SEg OID CDR Amine Acid segquence Fab code
VH3 w
CDRA .
57 1 GFTFS55YGEMS 3eel
58 2 GFTFSSYGMH 3ef2
59 3 GFTFSNNAMN led
60 4 GFTFSDYSTN 3a4d
61l 5 GFTFSSYGEIS 3ab4,
3ahl0
62 ) GFTFSNYGIS 3bb2
VH3 ~
CDR2
63 L GISSLGSTTYYADSVKG 3eed
64 2 ATSYSSSSTSYADSVEG 3ef2
65 3 GISYDSSKTYYADSVEG led
66 4 NISYSGSSTYYADSVKG 3a4d
67 5 GISYSGSSTYYADSVEG 3ab4d
68 6 SISYSGSNTYYADSVKG 3ahlo0
69 7 ATISYYGSNTYYADSVKG 3bb2
VH3-
CDR3
70 1 TGSPGTEFMHGDH 3eeb
7L 2 LSYTGFAV 3af2
72 3 L'TYTGAYR led
73 4 FEKYSGGSDS 3ad
74 5 LEKPYRHKNGWFDY 3ab4
75 & MEPMRGCY SGAV 3ahiQ
76 7 LEKGGSGEFV 3bb2
VH1b-
CDR
77 1 GYTEFTTNYMH laal
VH1b-
CDR2
78 1 LINPENGSTSYAQKFQG laal
VH1b~
CDR3
79 1 GRYFLMDV laal
VHS~
CDR1
80 1 GUYSFSKYWIG 5a6
81 2 GYSFTGYIS 5aa3

Figure 2a




WO 2007/070538 6/49 PCT/US2006/047445
SE§OID CDR Anino Acid sequence Fab code
VHS -
CDR2
82 L IITYPTDSYTRYSPSEFQG a6
83 2 IIYPGDSYTNYSPSEFQG 5aa3
VEE~
CDR3
84 1 THGYYKNGRMDV bah
85 2 YSGEPNWDVMDS 5aal3
VLk1l-
CDR1
86 i RASQNILSYLN laal
87 2 RASONTISNYLN 3ab4
88 3 RASQDISNRLA 3ahl0
89 4 RASQDINNYLS 3eeb
vikl-
CDR2
90 1 YAASSLQS laal
91 2 HEKVSNLQS 3abd
o2 3  YDANSLQS 3ahl0
93 4 YGASNLQS 3ee9
ViLk1l-
CDR3
94 1 QUYGSVE laal
95 2 LOYDDFEPR 3ab4
86 3 FQYSGP 3ahlio
97 4 QOYYGRPT 3eal
vhk2~
CDR1
98 1 RSSQSLVYSNGNTTLS 3bh2
29 2 RESQSLVHSNGYNYLS 5a6
Vik2-
CDR2
100 1 YGVSNRAS 3bb2
101 2 YLGENRAS 5a6
VLk2-
CDR3
102 1 QOYNSFFPR 3bb2
103 2 HOQYGDFESD 5a6

Figure 2b




WO 2007/070538 7/49 PCT/US2006/047445
SEgoID CDR amino Acid segquence Fab code
VLALl-
CDR1
104 1 SGSSSNIGSYYVN Saal
VLAL~
CDR2
105 1 LLIYADDKRPS 5aa3
VLAl~
CDR3
106 1 QSYDSTKDDS Saal
VLA3-
CDR1
107 1 SGDNLGSYYVH led, 3ef2
208 2 SGDNLPDFYVH 3a4
VLA3=-
CDR2
109 1 LVIYDDNNRPS led, 3ef2
110 2 LVISEDNKRPS 3ad
VLA3 -
CDR3
111 1 QSYDFGKV led, 3ef2
112 2 STYGYTYSYS 3ad

Figure 2¢
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8/49 PCT/US2006/047445

SEQ
iID
NOQ

Anti~
body
chain

DNA seguence

Fab
code

113

VH1b

GRATTGGTTCAGAGCGGCGCGGAAGTGAAARAACCG
GGCGCGAGCGTGARAGTGAGCTGCAARGCCTCCGGA
TATACCTTTACTACTAATTATATGCATTGGGTCCGC
CAAGCCCCTGGGCAGEETCTCCAGTGGATGGGCATT
ATCAATCCGCATAATGGCTCTACGTCTTACGCGCAG
AAGTTTCAGGGCCGGGTGACCATGACCCGTGATACC
AGCATTAGCACCGCGTATATGGAACTGAGCAGCCTG
CGTAGCGAAGATACGGCCETGTATTATTGCGCGCAT
GETCGTTATTTICTTATGGATGTTTGGGECCAAGGC
ACCCTGGTGACGGTTAGCTCAGC

laal

114

vkl

GATATCCAGATGACCCAGAGCCCGTCTAGCCTGAGC
GCGAGCGTGGECTGATCGTEGTGACCATTACCTGCAGA
GCGAGCCAGAATATTCTTTCTTATCTGAATTGGTAC
CAGCAGARACCAGGTAAAGCACCGAAACTATTAATT
TATGCTGCTICTTCTTTGCAAAGCGGGEETCCCGTCT
CETTTTAGCGGCTCTGGATCCEGECACTGATTTTACC
CETGACCATTAGCAGCCTGCAACCTGAAGACTTTGCG
GTTTATTATTGCCAGCAGTATGGTTCTGTTCCTACC
TTTCECCCAGGEGTACGAAAGTTGARATTARAACGTACG

laal

115

VH3

GAATTEGTGCARAGCCGCEGCGGLCTGETGCAACCG
GGECGGCAGCCTGCGTCTCGAGCTGCEGCEEGCCTCCGEA
TTTACCTTTTCTAATAATCGCTATEAATTEGETGCGC
CARGCCCCTCGEAAGGETCTCGAGTGGGTGAGCGET
ATCTCTTATGATTCTAGCAAGACCTATTATGCGGAT
AGCETGAAAGCGCCGTTTTACCATTTCACGTGATAAT
TCCGAAAAACACCCTGTATCTGCARATGAACAGCCTG
CGTGCGGAAGATACGCCCGTGTATTATTGCGCGCGT
CETACTTATACTGEGTGCTTATCGTTGGGGCCAAGGC
ACCCTECTCGACGGTTAGCTCAGC

led

1ls

VL3

GATATCGAACTCACCCAGCCGCCTTCAGTGAGCGTT
GCACCAGGTCAGACCGCGCGTATCTCGTGETAGCGGE
GATAATCTTGGTTCTTATTATGTTCATTGGTACCAG
CAGAAACCCGGEGCAGGCGCCAGTTCTTGTGATTTAT
GATGATAATAATCGTCCCTCAGGCATCCCGBAACGC
TTTAGCGGATCCAACAGCGGCAACACCGECGACCCOTG
ACCATTAGCGGCACTCAGGCGGAAGACGAAGCGGAT
TATTATTGCCACGTCTTATGATTTTGGTAAGGTTGTG
TTTGCGECEGCEECACGAAGTTAAC

led

Figure 3a
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9/49 PCT/US2006/047445

SEQ
In
NO

Anti-
body

chain

DNA sequence

Fab
code

117

VH3

GAATTGGTGGAAAGCGGCEGCEGCCTGETGCAACCG
GGCGEGCAGCCTECGTCTGAGCTGCGCGGCCTCCGGA
TTTACCTTTTCTGATTATTCTATTAATTGEETECEC
CAAGCCCCTGGGAAGGGTCTCGAGTATGTGAGCE@I
ATCTCITTATTCTGGTAGCTCTACCTATTATGCGGAT
AGCGTGAAAGGCCGTTTTACCATTTCACGTGATAAT
TCCAAAAACACCCTGTATCTGCAAATCAACAGCCTS
CGTGCGGAAGATACGGCCETGTATTATTGCGCECET
TTTAAGTATTCTGGETGGTTCTGATTCTTGEGGECCAA
GGCACCCTGGTGACGGTTAGCTCAGC

3a4d

118

GATATCGAACTGACCCAGCCGCCTTCAGTGAGCGTT
GCACCAGGTCAGACCGCGCGTATCTCGTGTAGCGEGT
GATAATCTTCCTGATTTTTATGTTCATTGGTACCAG
CAGARACCCEEECAGGCGCCAGTTCTTE TGATTTCT
GAGCATAATAAGCGTCCCTCAGGCATCCCGGAACET
TTTAGCGGATCCAACAGCGGCAACACCGCGACCCTG
ACCATTAGCGGCACTCAGGCGGRAAGACGAAGCGGAT
TATTATTGCTCTACTTATGGTTATACTTATTCTTAT
TCTETETTTEECEGCCECACGRAAGTTAAL

3ad

119

GAATTGGETGCGAAAGCGECGGECEECCTGETECAACCE

| GGCGGCAGCCTGCETCTGAGCTGCEGCGGCCTCCGRA

TTTACCTTTITCTITCTTATGGTATTTCTTGEETGOGC
CAAGCCCCTGGGAAGGGTCTCGAGTGGGTGAGngE
ATCTCTTATTCTGGTAGCTCTACCTATTATGCGGAT
AGCGTGAAAGGCCGTTTTACCATTTCACGTCATAAT
TCGAAAARACACCCTGTATCTGCAAATGAACAGCCTG
CGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGT
CTTAAGCCTTATCGTCATARGAATCGCTTGCGTTTGAT
TATTGGEGCCAAGGCACCCTGEGTGACCGETTAGCTCA
GC

3Jab4

120

GATATCCAGATGACCCAGAGCCCGTCTAGCCTGAGC
GCGAGCGETGCGTGATCGTGTGACCATTACCTGCAGA
GCGAGCCAGAATATTTCTAATTATCTCGAATTGGTAC
CAGCAGAAACCAGGTAAAGCACCGRAAACTATTAATT
CATAAGGTTTCTAATTTGCAAAGCGEEGETCCCGTCC
CGTTTTAGCGGCTCTGGATCCGGCACTGATTTTACC
CTGACCATTAGCAGCCTGCAACCTGAAGACTTTGCG
GTTTATTATTGCCTTCAGTATGATGATTTTCCTCGT
ACCTTTGGCCAGGECTACGAAAGTTGARATTARAACGT
ACG

3ab4d

Figure 3b
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10749 PCT/US2006/047445

SEQ
ID
NO

aAnti-
body
chain

DNA sedquence

Fab
code

121

VH3

GAATTGGTGGAAAGCEGCGGCGGCCTGGTGCAACCG
GGCGGCAGCCTGCETCTGAGCTGCGCGGCCTCCECA
TTTACCTTTTCTTCTTATGETATTTCTTGGGTGCGC
CAAGCCCCTGGGAAGGGTCTCCGAGTGGGTGAGCTCT
ATCTCTTATTCTGGTAGCAATACCTATTATGCGGAT
AGCGTCAAAGCCCGTTTTACCATTTCACGTGATAAT
TCGARAAACACCCTECTATCTGCAAATGAACAGCCTEG
CETGCGEAAGATACGECCATGTATTATTGCGCGCET
ATGAAGCCTATGCETEETTATTCTICGTGCTETTTER
GECCAAGGCACCCTGGTGACGGTTAGCTCAGC

3ahl0

122

GATATCCAGATGACCCAGAGCCCGTCTAGCCTGAGC
GCGAGCGTGGGTCGATCGTGTGACCATTACCTGCAGA
GCGAGCCAGGATATTTCTAATCGTCTGGCTTGGTAC
CAGCAGAAACCAGGTAAAGCACCGAAACTATTAATT
TATGATGCTAATTCTTTGCAAAGCGGGETCCCGTCC
CGTTTTACGCGGCTCTGEATCCGECACTGATTTTALCC
CrPGACCATTAGCAGCCTGCAACCTEAAGACTTTGCG
ACTTATTATTGCTTTCAGTATTCTGETCC TACCTTT
GGCCAGGGTACGAAAGTTGAAATTAAACGTACG

3ahl0

123

VH3

GAATTGGETCGGAAAGCGGLGECGECCTGEGTGCAACCS
GGCGGECAGCCTGCGETCTGAGCTGCCCGGCCTCCGGA
TTTACCTTTTCTAATTATGGTATTTCTTEGGETGCGC
CAAGCCCCTGEGGARAGGGTCTCGAGTGGGTGAGCELT
ATCTCTTATTATGGTAGCAATACCTATTATGCGGAT
AGCGTGAAAGGCCEGTTTTACCATTTCACGTGATAAT
TCGAAAAACACCCTGTATCTGCAAATGAACAGCCTG
CETGCGGAAGATACGGECCGTGTATTATTGCGCGCGET
CTTAAGGCTEGTITCTGEGTTTTGTTIGGGGCCAAGGEC
ACCCTGGTGACGGTTAGCTCAGC

3bb2

124

vk2

CATATCGTGATGACCCAGAGCCCACTGAGCCTGCCA
GTGACTCCGGGCGAGCCTGCCGAGCATTAGCTGCAGA
AGCAGCCAAAGCCTGETTTATTCTAATGEGCAATACT
ACTCTGTCTTGGTACCTTCAAAAACCAGGTCARAGC
CCGCAGCTATTAATTTATGETGTTTCTAATCETGCC
AGTGGGCTCCCCCATCG T TITAGCGGCTCTGGATCC
GGCACCCGATTTTACCCTGAAAATTAGCCETETEGAA
GCTGAAGACGTGGGCGTGTATTATTGCCAGCAGTAT
AATTCTTTTCCTCGTACCTTTGGCCAGGGTACGAAA
GTTGAAATTAAACGTACG

3bb2

Figure 3¢
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SEQ Anti- Fab
ID body DNA segquence
RO chain

code

125 VH3 GAATTGETCGAAAGCGECGGECEGCCTEGTGCAACCE Jeed
GGCGECAGCCTGCETCTGAGCTGCGCEGCCTCCGGA
TTTACCTITTCTTCTTATGETATGTCTTGEETGCGC
CAAGCCCCTGGGAAGGGTCTCCGAGTGGGTGAGCGET
ATCTCTICTCTTGGTAGCACTACCTATTATGCGGAT
AGCGTGAAAGCGCCGTTTTACCATTTCACGTGATAAT
TCCAAAAACACCCTGTATCTGCAAATGAACAGCCTG
CGTGCGGAAGATACGECCETCTATTATTGCGCGCAET
ACTGETTCTCCTGGTACTTTTATGCATGGTGATCAT
TCGGEGCCAAGGCACCCTEGTGACGGTTAGCTCAGC

i26 vkl CATATCCAGATGACCCAGAGCCCGTCTAGCCTGAGC 3eed
GCCGAGCGTGEGTGATCCGTGTGACCATTACCTGCAGA
GCCAGCCAGGATATTAATAATTATCTGTCTTGGTAC
CAGCAGAAACCAGGTAAAGCACCGAAACTATTAATT
TATGGTGCTTCTAATTTGCAAAGCGGGGTCCCGTCC
CETTITTAGCGGCTCTGGATCCGGCACTGATTTTACC
CTGACCATTAGCAGCCTGCAACCTGAAGACTTTGCG
GTTTATTATTGCCAGCAGTATTATGGTCGTCCTACT
ACCTTTGGCCAGGGTACGAAAGTTGARATTARACGT
ACG

127 | VHS |GAATTGGTTCAGAGCGGCGCGGAAGTGARAAAACCG | 5ab
GGCGAAAGCCTGAAAATTAGCTGCAAAGGTTCCGGA
TATTCCTTTICTAAGTATTGGATTGGTTGGGTGCGT
CAGATGCCTGGGAAGGGETCTCGAGTGGATGGGCATT
ATCTATCCGACTGATAGCTATACCCGITATTCTCCG
AGCTTTCAGGGCCAGGTGACCATTAGCGCGGATARA
AGCATTAGCACCGCGTATCTTCAATGGAGCAGCCTG
AAAGCGAGCGATACGECCATGTATTATTGCGCGCGT
ACTCATGGTTATTATAAGAATGGTCGTATGGATGTT
TGGGGCCAAGGCACCCTCGGTGACCOTTAGCTCAGE

128 vk2 GATATCGTGATGACCCAGAGCCCACTGAGCCTGCCA 5a6
GTGACTCCGGEGCGAGCCTGCGAGCATTAGCTGCAGA
AGCAGCCARAAGCCTGGTTCATTCTAATGGCTATAAT
TATCTGTCTTGGTACCTTCAAAAACCAGGTCAAAGC
CCGCAGCTATTAATTTATCTTGGTTCTAATCETGCC
AGTGGGEGCTCCCGEGATCGTTTTAGCGEGCTCTGGATCC
GGCACCGATTTTACCCTGAAAATTAGCCGTGETGEAA
GCTGAAGACGTGGGCEGTGTATTATTGCCATCAGTAT
GGTGATTTTTCTGATACCTTTGGCCAGEGTACGAAA
GTTGAAATTAAACGTACG

Figure 3d
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12/49 PCT/US2006/047445

SEQ
iID
NO

anti-~
body
chain

DNA sequence

Fab
code

129

VHS

GAATTGGTTCAGAGCGGCGCGGAAGTGAARARRCCG
GGCGARAGCCTGAAAATTAGCTGCAAAGGTTCCGGA
TATTCCTTTACTGGTTATATTTCTTGGGTGCECCAA
GCCCCTGGGAAGGETCTCGAGTGGATGGGCATTATC
TATCCGGGTGATAGCTATACCAATTATTCTCCGAGC
TTTCAGGGCCAGGTGACCATTAGCGCGGATARAAGC
ATTAGCACCGCGTATCTTCAATGGAGCAGCCTGARA
GCGAGCGATACEECCATGTATTATTGCGCGCGTTAT
TCTGGTCCTAATTGGCATGTTATGGATTCTTGGGGC
CAAGGCACCCTGGTGACGGTTAGCTCAGC

5aa3

130

GATATCGTGCTGACCCAGCCGCCTTCAGTGAGTGGC
GCACCAGGTCAGCGTGTGACCATCTCGTGTAGCGEGC
AGCAGCAGCAACATTGGTTCTTATTATGTGAATTGG
TACCAGCAGTTGCCCGEGACGECGCCGARACTTCTIC
ATTTATGCTCGATCGATAAGCGTCCCTCAGGCGTGCCG
GATCGTTTTAGCGGATCCAARAGCGGCACCAGCGECG
AGCCTTGECGATTACGEGGCCTGCAAAGCGAAGACGAA
GCGGATTATTATTGCCAGTCTTATGATTCTACTRAG
GATGATTCTETCTTTGECEECGEGCACGAAGTTAAC

5aa3l3

131

VH3

GAATTGGTGGAAAGCGGCGGCGGCCTGETGCAACCE
GGCGGCAGCCTGCGTCTGAGCTGCGCGECCTCCGGA
TTTACCTTTTCTTCT TATGETATGCATTCGETGECGC
CAAGCCCCTGGGAAGGGTCTCGAGTATGTGAGCGCT
ATCTCTTATTCTTCTAGCTCTACCTC TTATGCGGAT
AGCGTGAAAGGCCGTTTTACCATTTCACGTGATAAT
TCGAAARACACCCTGTATCTGCAAATGAACAGCCTG
CGTGCGGAAGATACGGCCGTGTATTATTGCGCGCGT
CTTTCTTATACTGGTTTTECTETTTGEGGCCARGGC
ACCCTGGTGACGGTTAGCTCAGC

3ef2

132

GATATCGAACTGACCCAGCCGCCTTCAGTGAGCETT
GCACCAGGTCAGACCGCGCETATCTCGTGTAGCGGEC
CGATAATCTTGGTTCTTATTATGTTCATTGGTACCAG
CAGAAACCCEGECAGGCGCCAGTTCTIGTGATTTAT
CATGATAATAATCEGTCCCTCAGECATCCCEGAALCEC

TTTAGCGGATCCAACAGCGGCAACACCGCGACCCTG
ACCATTAGCGGCACTCAGGCGGAAGACGAAGCGGAT
TATTATPGCCAGTCTTATGATTTTGETAAGGTTGTG
TTTEGCGGCGGCACGAAGTTAAC

3ef2

Figure 3e
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13/49 PCT/US2006/047445

SEQ
ID
NO

Anti -
body
chain

Protein sequence

Fab code

133

VH1Db

ELVOSGAEVKKPGASVKVSCKASGYTFTTNYM
HWVROQAPGQGLEWMGI INPHNGSTSYAQKFQG
RVIMTRDTSISTAYMELSSLRSEDTAVY YCAR
GRYFLMDVWGQGETLVTVSS

laal

134

vkl

1 DIQMTQSPSSLSASVGDRVITITCRASONTILSY

LNWYQQOKPGKAPKLLIYAASSLOSGVPSRFSG
SGSGTDFTLTISSLQPEDFAVYYCQQYGSVET
FGQGTKVEIKRT

laal

135

VH3

ELVESGGGLVOPGGSLRLSCAASGFTFSNNAM
NWVRQAPGRCGLEWVSGISYDSSKTYYADSVRG
RFTISRODNSKNTLYLOMNSLRAEDTAVYYCAR
LTYTGAYRWGQGTLVTVSS

led

136

VL3

DIELTQPPSVSVAPGQTARISCSGDNLGSYYV
HWYQQORKPGOQAPVLVIYDDNNRPSGIPERFSGS
NSGNTATLTISGTQAEDEADYYCQSYDFGRVVY
FGGGTRLIVL

iled

137

VH3

ELVESGGGLVQPCGSLRLSCAASGFTFSDYST
NWVROAPGRGLEYVSNISYSGSSTYYADSVEG
RFTISRDNSKNTLYLOMNSTLRAEDTAVYYCAR
FEYSGGSDSWGOGTLVTVSS

3a4d

138

DIELTQPPSVSVAPGQTARISCSGDNLPDEFYV
HWYQQRPGQAPVLVISEDNKRPSCGIPERFSGS
NSGNTATLTISGTQAEDEADYYCSTYGYTYSY
SVFGGGTKL

3a4

138

VH3

ELVESGGGLVOPGEGSLRLSCAASGFTFSSYGT
SWVRQAPGEKGLEWVSGISYSGSSTYYADSVKG
RFTISRDNSENTLYLOMNSLRAEDTAVYYCAR
LEAPYRHEKNGWFDYWGQGTLVTVSS

3ab4

140

DIQMTOSPESLSASVGDRVITITCRASON T SNY
INWYQOKPCKAPKLLIHKVENLOSGVPSRFSG
SGSGTDFTLTISSLOPEDFAVYYCLOYDDFPR
TFGQGTKVEIKRT

3ab4d

141

VH3

ELVESGGGLVOPGGSLRLSCAASGFTFSSYGI
SWVROAPGKGLEWVSSISYSGSNTYYADSVKG
RFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
MEPMRGYSGAVWGEQGTLVTVSS

3ahlo

142

Vki

DIOMTOSPSSLSASVGDRVITITCRASQDISNR
LAWY QOKPGKAPKLLIYDANSLOSGVPSRFSG
SGSGCTDFTLTISSLOPEDFATYYCEFQYSGPTF
GQCTKVEIKRT

3ahl0

Figure 4a
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SEQ
ID
NO

Antibod
¥ chain

Protein sequence

Fab code

143

VH3

ELVESGGGLVQPGGSLRLSCAASGFTFSNYGI
SWVROAPGKGLEWVSAISYYGSNTYYADSVKG
RFTTSRDNSENTLYLOMNSLRAEDTAVYYCAR
LEGGSGFVWEQETLVIVSES

3bb2

144

DIVMTQSPLSLPVTPGEPASISCRSSQOSLVYS |

NGNTTLSWYLQKPGQSPQLLIYGVSNRASGVP
DRFSGSGEGTDFTLKISRVEAEDVGVYYCQQY
NSFPRTFGQGTKVEIKRT

3bb2

145

VH3

BELVESGGGELVQPGGSLRLSCAASGFTFSSYGM
SWVRQAPGKGLEWVSGISSLGSTTYYADSVKG
RFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
TGSPGTFMHGDHWGOGTLVTVSS

3eel

146

DIQMTQSPSSLSASVGDRVIITCRASQODINNY
LSWYQQOKPGKAPKLLIYGASNLOSGVPSRFSG
SGSGTDFTLTISSLOPEDFAVYYCQQYYGRDT
TFGOGTKVEIKRT

3eed

147

ELVOSGAEVEKPGESLKISCKGSGYSFSKYWI
GWVROMPGRKGLEWMGIIYPTDSYTRYSPSFQG
QVTISADKSISTAYLOWSSLKASDTAMYYCAR
THEYYEKNGRMDVWGQGTLVTVSS

5a6

148

DIVMTOSPLSLPVITPGEPASISCRSSQOSLVHS
NGYNYLSWYLORKPGQOSPQLLIYLESNRASGYV D
DRFSGSGSGTDFTLKISRVEAEDVGVYYngX
GDFSDTFGQGTKVEIKRT

5a6

149

VHS

ELVOSGAEVKKPGESLKISCKGSGYSFTGEYIS
WVRQAPGKGLEWMGITIYPGDSYINYSPSFQGO
VTISADKSISTAYLOWSSLKASDTAMYYCARY
SGPNWDVMDSWEQGETLVTVSS

S5aal

150

DIVLTOPPSVSGAPGORVTISCSGSSENIGSY
YVNWYQQLPGTAPKLLIYADDKRPSGVEDRFS
GSKSGTSASLAITGLOSEDEADYYCQSYDSTK
DDSVFGGGTKL

5aal3

151

VH3

ELVESGGGLVQPGGSLRLSCAASGEFTFSSYGM
HWVRQAPGKGLEYVSAISYSSSSTSYADSVEG
RETISRDNSENTLYLOMNSLRAEDTAVYYCAR
LEYTGFAVWGQGTLVTIVSS

3ef2
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AATTGGAGGCTACAGTCAGTGGAGAGGACTTTCACTGACTGACTGACTGCGTCTCAACCT
GGGEACAAGTTITGTACAAAAAAGCAGGCTCTGTCTAGAGGGCACCATGGTGTTGCAGACC
CAGGTCTTCATTTCTCTGTTGCTCTGCATCTCTGETGCCTACGGEEGATATCCAGATGACC
CAGAGCCCGTCTAGCCTGAGCGCGAGCETGEGTEATCEG TG TGACCATTACCTGCAGAGCG
AGCCAGGATATTAATAATTATCTGTCTTGGTACCAGCAGARACCAGGTAAAGCACCGAAR
CTATTAATTTATGGTGCTTCTAATTTGCAARAGCGEGETCCCETCCCETTTTAGCGGCTCT
GGATCCGGCACTCGATTTITACCCTGACCATTAGCAGCCTGCAACCTGAAGACTTTGCGETT
TATTATTGCCAGCAGTATTATGGTCGTCCTACTACCTTTEGGCCACGGETACGAAAGTTGAA
ATTAAACGTACGGTGGCTGCACCATCTGTCT TCATCTTCCCGCCATCTCATGAGCAGTTG
AAATCTGGAACTGCCTCTGTTCTGTGCC TGO TGAATAACTTCTATCCCAGAGACGGCCARA
GTACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGETCACAGAG
CAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTEGACGCTGTCTAAAGCAGAC
TACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCIGAGCTCGCCCGTT
ACAAAGAGCTTCAACAGGGGAGAGTGCTTAGGCGGCCGCGECCTCEGACTGTGCCT IO TAGTT
GCCAGCCATCTETTGTTTECCCCTCCCCCETGCCTTCCTTCACCCTGGAAGGTGCCACTC
CCACTGTCCTTTCCTAATARAAATCAGGAAATTGCATCGCAT TG TCTGAGTAGGTGTCATT
CTATTCTGGCGCEETECGETGCGCGUAGGACAGCAAGGGEEACGATTGGGAAGACAATAGCA
GGCATGCTGGEGATGCEETEGGCTCTATGECATGCTTATCGCCACGTTCGECECEGCCETC
GACCATGTACGGGCCAGATATACGCGTTGACATTCATTATTGACTAGTTATTAATAGTAA
TCAATTACGGGGTCATTAGTTCATAGCCCATATATGEAGTTCCGCGTTACATAACTTACG
GTAAATGGCCCGCCTGGCTGACCGCCCAACGACCCCCGCCCATTGACGTCAATAATGACG
TATGTTCCCATAGTAACGCCAATAGCGACTTTCCATTGACGTCAATCCETGCACTATTTA
CGGTAAACTGCCCACTTGGCAGTACATCAAGTGTATCATATGCCAAGTACGCCCCCTATT
GACGTCAATGACGGTAAATGGCCCGCCTGGCATTATGCCCAGTACATGACCTTATGGGAC
TTTCCTACTTGGCAGTACATCTACGTATTAGTCATCGCTATTACCATGGTCATGCGGT I
TCGCAGTACATCAATGGGCGTECATAGCCGETTTCGACTCACGERGATTTCCAAGTCTCCAC
CCCATTGACGTCAATGGGAGT TTGTTTTGGCACCARAATCAACGGGACT T ICCAAAATET
CGTARCAACTCCGCCCCATTGACGCARATGGGCGEGTAGGCGTEGTACGETCGEGAGETCTAT

Figure 29a
ATAAGCAGAGCTCTCTGGCTAACTAGAGAACCCACTGCTTACTGGCTTATCGAAATTAAT
ACGACTCACTATAGGGAGACCCAAGCTGGCTAGCGCCACCATGAAACACCTGTGETTCTT
CCTCCTGCTGETGGCAGCTCCCAGATEGGTCCTGTCCCAGATGGAATTGGTRCARAGCGE
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CGGCEGCCTGGETECAACCGEGCGGCAGCCTGCETCTGRAGCTGCGCEGCCTCCGGATTTAC
CTTTTCTTCTTATGGTATGTCTTEEGTGCGCCARGCCCCTCGEAAGGETCTCECAGTEEET
GAGCGGTATCTCTTCTCTTGGTAGCACTACCTATTATGCGCATAGCGTCGAAAGGCCETTT
PACCATTTCACGTGATAATTCGAAAAACACCCTETATCTGCAAATGAACAGCCTECETEC
GGAAGATACGECCGTETATTATTGCACGCGTACTEETTCTCCTEEGTACT TTTATECATER
TGATCATTGGGGCCAAGGCACCCTGETCGACCETTAGCTCAGCCTCCACCAAGGGTCCATC
GGTCTTCCCCCTGG&ACCEféCTCCAAEAGCACCTCTéGGGééACAGCéGCCCTGGGCTG
CCTCETCAAGGACTACTTCCCCGAACCEETGACGETGTCETCGAACTCAGGCECCOTGAC
CAGCGECETGCACACCTTCCCGGCTGTCCTACAGTCCTCAGCACTCTACTCCCTCAGCALG
CGTGETCGACCGTGCCCTCCAGCAGCTTGEECACCCAGACCTACATCTGCAACGTGAATCA
CAAGCCCAGCAACACCAAGGTGGACAAGAANGTTGAGCCCAAATCTTCTCACAAAACTCA
CACATGCCCACCGTGCCCAGCACCTGAACTCCTEEEEEEGACCETCAGTCTTCCTCTTCC
CCCAAAACCCAAGGACACCCTCATGATCTCCCEGACCCCTGAGGTCACATGCEGTEGTGEET
GGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGEGTACGTEGACGGCGTERAGGT
GCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGEGGTGGTCAG
CETCCTCACCGTCCTECACCAGGACTGGCTEGAATEGECAAGCACTACAAGTECAACETCTC
CAACAAAGCCCTCCCAGCCCCCATCGAGARARAACCATCTCCARAGCCAAAGGGCAGCCCCG
AGAACCACAGGTGTACACCCTGECCCCCATCCCGEEATGAGCTCACCAAGAACCAGGETCAG
CCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCECCETGCAGTCGCAGAGCAA,
TGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTRRACTCCGACGECTCOTT
CTTCCTCTACAGCAAGCTCACCGTGCACAAGAGCAGETGRCAGCAGGGGAACGTCTTCTC
ATGCTCCEGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTC
TCCEGGTAAATGAGGECCCCTTTAAACCCGCTEGATCAGCCICEACTETECCTTCTAGTTS
CCAGCCATCTGTTGTTTGCCCCTCCCCCGTGCC T TCCTTCACCCTGGAAGCTCCCACTCC
CACTGTCCTTTCCTAATARAATGAGGAAATTGCATCGCATTGTCTCAGTAGGTGTCATTC
TATTCTGGEGEETCEEETGEGEECAGGACAGCAAGEGGGAGGATTECEEAAGACAATA
Figure 29b

GCAGGCATGCTGEEGATGECGETGEECTCTATGECTTCTGAGGCEGAAAGAACCAGCCTCA
CGTGGACCCAGCTTTCTTGTACAAAGTGGTCCCCCTACAGAGACGACTCACTCGACTGACT
GGAAAGAGGAAGGGCTGCGAAGAGGAAGGAGCTTGGCGTAATCATGETCATAGCTGTTTCC
TCTGTGAAATTGTTATCCGCTCACAATTCCACACAACATACGAGCCGEAAGCATAAAGTG
TAAAGCCTGGGETGCCTAATGAGTCGAGCTAACTCACATTAATTGCETTGCGCTCACTGLC
CGCTTTCCAGTCGEGRAAACCTGTCGTGCCAGCTGCATTAATGAATCEGCCAACGCGOGGEE
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GAGAGGCGGTTTGECGTATTIGEECGCTCTTCCGCTTCCTCGCTCACTGACTCGCTGCGUTC
GGETCGTTCGGCTGCEGECEAGCGGTATCAGCTCACTCAAAGGLEGTAATACGGTTATCCAC
AGAATCAGGGGATAACGCAGGAAAGAACATETGAGCAAAAGGCCAGCAAAAGGCCAGGAA
CCETARAAAGGCCGCETTECTGGCGTTTTTCCATAGGCTCCGCCCCCCTGACGAGCATCA
CAARAATCGACGCTCALAGTCAGAGGTEGCGAAACCCGACAGGACTATAAAGATACCAGGT
GTTTCCCCCTGGAAGCTCCCTCGTGCGCTCTCCTEGTTCCGACCCTGCCGCTTACCGGATA
CCTGTCCGCCTTTCTC&CffCGGGAAGCGTGGCGCTTTCTCATAGCTCACGCTGTAGGTA
TCTCAGCTTCGGTGTAGETCETTCGCTCCAAGCTGEGCTCTETGCACGAACCCCCCGTTICA
GCCCGACCGCTGCGCCTTATCCGGTAACTATCGTCTTCGAGTCCAACCCGGTAAGACACGA
CTTATCGCCACTGGCAGCAGCCACTGGTAACAGGATTAGCAGAGCCGAGGTATGTAGGCCG
TECTACAGAGTTCTTGAAGTGETGGCCTAACTACGGCTACACTAGAAGGACAGTATTTGG
TATCTGCGCTCTGLTGAAGCCAGTTACCTTCGGAAARACGAGTTGETAGCTCTTGATCCGG
CAARCAAACCACCGCTGGETAGCGGTGETTTTTTTGTTTGCAAGCAGCAGATTACGCGCAG
AAAAADAGGATCTCAAGAAGATCCTTTCGATCTTTTCTACGGGETCTCGACGCTCAGTGGAR
CGAAAMACTCACGTTAAGGCGATTTTGGTCATGAGATTATCAAAAAGGATCTTCACCTAGAT
CCITTTAAATTAAAAATGAAGTTTTABRATCAATCTAAAGTATATATGAGTAAACTTEGETC
TGACAGTTACCAATGCTTAATCAGTGAGGCACCTATCTCAGCGATCTGTCTATTTCCTTC
ATCCATAGTTGCCTGACTCCCCETCGTETAGATAACTACGATACGGGAGGECTTACCATC
TGGCCCCAGTEGCTGECAATGATACCGCGAGACCCACGCTCACCGGCTCCAGATT TATCAGC
AATAAACCAGCCAGCCGGAAGGGCCGAGCGCAGAAGTEETCCTGCAACTTTATCCGCCTC
CATCCAGTCTATTAATTGTTCCCGGGAAGCTAGAGTAAGTAGTTCGCCAGTTAATAGT I
GCGCAACGTTGTTGCCATTGCTACAGGCATCGTGETGTCACGCTCGTCGTTTGGTATEGT
TTCATTCAGCTCCGGTTCCCAACGATCAAGGCGAGTTACATGATCCCCCATGTTGET
Figure 29¢

GCAARARAAAGCGGTTAGCTCCTTCGGTCCTCCGATCGTTGTCAGAAGTAAGTTEGCCGECAG
TGTTATCACTCATGETTATGEGCAGCACTGCATAATTCTCTTACTGTCATCCCATCCGETAA
GATGCTTTTCTGTGACTCCTGAGTACTCAACCAAGTCATTCTGAGAATAGTGTATGCGGC
GACCGAGTTGCTCTTGCCCGECETCAATACGGGATAATACCGCGCCACATAGCAGAACTT
TAAAAGTCCTCATCATTIGGAAAACGTTCTTCGGGGCGAAAACTCTCAAGGATCTTACCGC
TGTTGAGATCCAGTTCGATGTAACCCACTCEGTGCACCCAACTGATCTTCAGCATC T ITTA
CTTTCACCAGCGTTTCTGEGTGAGCAARARACAGGAAGGCARAATGCCGCAAAAAAGGGAR
TAAGGGCGACACGGAAATGTTGAATACTCATACTCTTCCTTTT TCAATATTATTGAAGCA
TTTATCAGGGTTATIGTCTCATCGAGCGGATACATATTTGAATGTATTTAGARAAAATARAC
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AAATAGGGGTTCCGCECACATTTCCCCGAAAAGTGCCACCTGACGTCTAAGAAACCATTA
TTATCATGACATTAACCTATAAAAATAGGCGTATCACGAGGCCCTTTCGTCTCGCGCGTT
TCGGTGATGACGETGAARACCTCTGACACATGCAGCTCCCGGAGACGGTCACAGCTTGTC
TETAAGCGGATGCCGGGAGCAGACAAGCCCETCAGGGCGCGTCAGCEGETGTIGGCGGGT
GTCGGGEGCTGGCTTAACTATGCGECATCAGAGCAGATTGTACTGAGAGTGCACCATARAR
TTGTAAACGTTAATATTTTGTTAAAATTCGCGTTAAATTTTTGTTAAATCAGCTCATTTT
TTAACCAATAGGCCGAAATCGGCAAAATCCCTTATAAATCAAAAGAATAGCCCGAGATAG
GETTGAGTGTTGTTCCAGTTTGCGAACAAGAGTCCACTATTAAAGAACGTGGACTCCAACG
TCAAAGCGGCGAAAAACCGTCTATCAGGGCGATGGCCCACTACGTGAACCATCACCCAAAT
CAAGTTT I TGCEETCCGAGETGCCETAARGCACTAAATCGGAACCCTAAAGGEGAGCCCCC
GATTTAGAGCTTGACGGGGAAAGCCCGCGAACGTGGCGAGAAAGCAAGGGAAGAARGCGA
AAGGAGCGGGCECTAGGECECTEECAAGTETAGCGGTCACGCTGCGCGTAACCACCACAC
CCGBCCRCGECTTAATGCGCCECTACAGGGCGCGTACTATGGTTGCTTTGACGTATGCGGTG
TGAAATACCGCACAGATGCGTAAGGAGAARATACCGCATCAGGCGCCATTCGCCATTCAG
GCTECECAACTETTGCCAAGGECEATCEGTGCGEECCTCTTCGCTATTACGCCAGCTGEC
GAAAGGGCGATGTGCTGCAAGGCGATTAAGTTCGGGTAACGCCAGGGTTTTCCCAGTCACG
ACGTTGCTAAAACGACGGCCAGTG [SEQ ID NO: 153]

Figure 29d



