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Fig.2C
vH CDR1 | o -
Wt anti-CD3 'GYTFTRYTMH
VH2, 3 | GYTATRYTMH
VH5,7 - GYTFTRYTMH
vH CDR2
WT anti-CD3, | S .
VH7 : YINPSRGYTNYNQKFKD
VH5 S YINPSRGYTNYADSVKG.
VH2, 3 YINPSRGYTNYAQKLQG
vH CDR3
WT anti-CD3, o
VH2, 3, 5, 7 YYDDHYCLDY
'vK CDR1
WT anti-CD3,
VL3 RASSSVSYMN
VL1, 2 . RASQSVSYMN
" vK CDR2
WT anti-CD3, -
VL1, 2, 3 DTSKVAS
vK CDR3

WT anti-CD3, o
VL1, 2, 3 QOWSSNPLT



WO 2005/040220

Fig. 2 D

. vH CDR1
WT anti-CD3

VH2,3

 VHS, 7

.vH CDR2

" WT anti-CD3,

VHT
“VHS

vH2, 3

VH CDRS3

WT anti-CD3,

VH2, 3,
VHS, 7
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GGCTACACCTTTACTAGGTACACGATG
CAC '

_GGCTACACCGCTACTAGGTACACGATG

CAC

GGCTACACCTTTACTAGGTACACGATG
CAC o

TACATTAATCCTAGCCGTGGTTATACT

AATTACAATCAGAAGTTCAAGGAC,

TACATTAATCCTAGCCGTGGTTATACT

 AATTACGCAGACAGCGTCAAGGGC

TACATTAATCCTAGCCGTGGTTATACT

- AATTACGCACAGAAGTTGCAGGGC

 TATTATGATGATCATTACTGCCTT

GACTAC
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Fig.2 D (cont.)
vK CDR1
WT anti-CD3, | -
VL3 .~ AGAGCCAGTTCAAGTGTAAGTTACATG
VL1, 2  AGAGCCAGTCAAAGTGTAAGTTACATG
| AAC | B o
'vK_CDR2
- WT anti-CD3, | |
VL1-3 ACACATCCAAAGTGGCTTCT
VK_CDR3

WT anti-CD3, . - | .
VL1-3 - CAACAGTGGAGTAGTAACCCGCTCACG
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Figure 3 : .
A)anti-CD3 (VH2 /VLl )

_GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAAAACC

TGGGGCCTCAGTGAAGGTGTCCTGCAAGGCTTCTGGCTACA

CCGCTACTAGGTACACGATGCACTGGGTAAGGCAGGCACCT

GGACAGGGTCTGGAATGGATTGGATACATTAATCCTAGCCG

TGGTTATACTAATTACGCACAGAAGTTGCAGGGCCGCGTCA
CAATGACTACAGACACTTCCACCAGCACAGCCTACATGGAA

CTGAGCAGCCTGCGTTCTGAGGACACTGCAACCTATTACTG

TGCAAGATATTATGATGATCATTACTGCCTTGACTACTGGG

'GCCAAGGCACCACGGTCACCGTCTCCTCAGGCGAAGGTACT
AGTACTGGTTCTGGTGGAAGTGGAGGTTCAGGTGGAGCAGA

CGACATTCAGATGACCCAGTCTCCATCTAGCCTGTCTGCAT

CTGTCGGGGACCGTGTCACCATCACCTGCAGAGCCAGTCAA

AGTGTAAGTTACATGAACTGGTACCAGCAGAAGCCGGGCAA

GGCACCCAARAAGATGGATTTATGACACATCCAAAGTGGCTT

CTGGAGTCCCTGCTCGCTTCAGTGGCAGTGGGTCTGGGACC

'GACTACTCTCTCACAATCAACAGCTTGGAGGCTGAAGATGC

TGCCACTTATTACTGCCAACAGTGGAGTAGTAACCCGCTCA

ACGTTCGGTGGCGGGACCAAGGTGGAGATCAAA

B)anti—CD3(VH2/VL1)
- DVQLVQSGAEVKKPGASVKVSCKASGYTATRYTMHWVRQAP
- GQGLEWIGYINPSRGYTNYAQKLQGRVTMTTDTSTSTAYME
LSSLRSEDTATYYCARYYDDHYCLDYWGQGTTVTVSSGEGT
STGSGGSGGSGGADDIQMTQSPSSLSASVGDRVTITCRASQ
SVSYMNWYQQKPGKAPKRWIYDTSKVASGVPARFSGSGSGT
DYSLTINSLEAEDAATYYCQQWSSNPLTFGGGTKVEIK
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F:Lgure 3 :
C)anti-CD3 (VH2/VL2)

GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAA—
AACCTGGGGCCTCAGTGAAGGTGTCCTG-
CAAGGCTTCTGGCTACACCGCTACTAGGTACACGATG-
CACTGGGTAAGGCAGGCACCTGGACAGGGTCTGGAATGGAT
TGGATACATTAATCCTAGCCGTGGTTATACTAATTACGCA—'
CAGAAGTTGCAGGGCCGCGTCACAATGACTACAGA-
'CACTTCCACCAGCACAGCCTACATGGAACTGAG-
CAGCCTGCGTTCTGAGGACACTGCAACCTATTACTGTGCAA
GATATTATGATGATCATTACTGCCTTGACTACTGGGGC-
CAAGGCACCACGGTCACCGTCTCCTCAGGCGAAGGTAC-
TAGTACTGGTTCTGGTGGAAGTGGAGGTTCAGGTGGAGCA-
GACGACATTGTACTGACCCAGTCTCCAGCAACTCTGTCTCT
GTCTCCAGGGGAGCGTGCCACCCTGAGCTGCAGAGCCAGT -
CAAAGTGTAAGTTACATGAACTGGTACCAGCA- |
GAAGCCGGGCAAGGCACCCAAAAGATGGATTTATGACA-
CATCCAAAGTGGCTTCTGGAGTCCCTGCTCGCTTCAGTGGC
AGTGGGTCTGGGACCGACTACTCTCTCACAATCAA-
CAGCTTGGAGGCTGAAGATGCTGCCACTTATTACTGCCAA-
CAGTGGAGTAGTAACCCGCTCACGTTCGGTGGCGGGAC—
CAAGGTGGAGATCAAA

D)anti- CD3(VH2/VL2)
DVQLVQSGAEVKKPGASVKVSCKASGYTATRYTMHWVR—
OAPGQGLEWIGYINPSRGYTNY-
AQKLQGRVTMTTDTSTSTAYMELSSLRSEDTATYYCA—
RYYDDHYCLDYWGQGTTVTVSSGEGTSTGSGGSGGSGGADD
IVLTQSPATLSLSPGERATLSCRASQSVSYMNWYQQKPG-
KAPKRWIYDTSKVASGVPARFSGSGSGTDYSLTINSLEAE-
DAATYYCQQOWSSNPLTFGGGTKVEIK |
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- Figure 3 |
E)anti-CD3 (VH2/VL3) A .
GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAA—
AACCTGGGGCCTCAGTGAAGGTGTCCTG- , |
CAAGGCTTCTGGCTACACCGCTACTAGGTACACGATG-
CACTGGGTAAGGCAGGCACCTGGACAGGGTCTGGAATGGAT
.~ TGGATACATTAATCCTAGCCGTGGTTATACTAATTACGCA-
- CAGAAGTTGCAGGGCCGCGTCACAATGACTACAGA-
CACTTCCACCAGCACAGCCTACATGGAACTGAG-
CAGCCTGCGTTCTGAGGACACTGCAACCTATTACTGTGCAA
GATATTATGATGATCATTACTGCCTTGACTACTGGGGC-
CAAGGCACCACGGTCACCGTCTCCTCAGGCGAAGGTAC—
TAGTACTGGTTCTGGTGGAAGTGGAGGTTCAGGTGGAGCA~
- GACGACATTGTACTGACCCAGTCTCCAGCAACTCTGTCTCT-
GTCTCCAGGGGAGCGTGCCACCCTGACCTGCAGAGC-
CAGTTCAAGTGTAAGTTACATGAACTGGTACCAGCA-
GAAGCCGGGCAAGGCACCCAAAAGATGGATTTATGACA-
| CATCCAAAGTGGCTTCTGGAGTCCCTGCTCGCTTCAGTGGC
AGTGGGTCTGGGACCGACTACTCTCTCACAATCAA- |

CAGCTTGGAGGCTGAAGATGCTGCCACTTATTACTGCCAA- -

CAGTGGAGTAGTAACCCGCTCACGTTCGGTGGCGGGAC—‘
.CAAGGTGGAGATCAAA

F)anti—CD3(VH2/VL3)
DVQLVQSGAEVKKPGASVKVSCKASGYTATRYTMHWVR—
QAPGQGLEWIGYINPSRGYTNY-
"AQKLQGRVTMTTDTSTSTAYMELSSLRSEDTATYYCA— B
RYYDDHYCLDYWGQGTTVTVSSGEGTSTGSGGSGGSGGADD
IVLTQSPATLSLSPGERATLTCRASSSVSYMNWYQQKPG—-
'KAPKRWIYDTSKVASGVPARFSGSGSGTDYSLTINSLEAE—
DAATYYCQQWSSNPLTFGGGTKVEIK
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Figure 4

A)anti-CD3 (VH3/VL1)

.GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAAAACC
TGGGGCCTCAGTGAAGGTGTCCTGCAAGGCTTCTGGCTACA
CCGCTACTAGGTACACGATGCACTGGGTAAGGCAGGCACCT
GGACAGGGTCTGGAATGGATTGGATACATTAATCCTAGCCG
TGGTTATACTAATTACGCACAGAAGTTGCAGGGCCGCGTCA
. CAATGACTACAGACACTTCCACCAGCACAGCCTACCTGCAA
ATGAACAGCCTGARAACTGAGGACACTGCAGTCTATTACTG
TGCAAGATATTATGATGATCATTACTGCCTTGACTACTGGG
GCCAAGGCACCACGGTCACCGTCTCCTCAGGCGAAGGTACT
AGTACTGGTTCTGGTGGAAGT GGAGGTTCAGGTGGAGCAGA
CGACATTCAGATGACCCAGTCTCCATCTAGCCTGTCTGCAT
- CTGTCGGGGACCGTGTCACCATCACCTGCAGAGCCAGTCAA
AGTGTAAGTTACATGAACTGGTACCAGCAGAAGCCGGGCAR
 GGCACCCARAAGATGGATTTATGACACATCCAAAGTGGCTT
CTGGAGTCCCTGCTCGCTTCAGTGGCAGTGGGTCTGGGACC
GACTACTCTCTCACAATCAACAGCTTGGAGGCTGAAGATGC
' TGCCACTTATTACTGCCAACAGTGGAGTAGTAACCCGCTCA
CGTTCGGTGGCGGGACCAAGGTGGAGATCAAA

‘B)anti-CD3 (VH3/VL1)

: DVQLVQSGAEVKKPGASVKVSCKASGYTATRYTMHWVR—
'QAPGQGLEWIGYINPSRGYTNY—
AQKLQGRVTMTTDTSTSTAYLQMNSLKTEDTAVYYCARYYDD—
HYCLDYWGQGTTVTVSSGEGTSTGSGGSGGSGGADDIQMTQSP
SSLSASVGDRVTITCRASQSVSYMNWYQQKPG—
KAPKRWIYDTSKVASGVPARFSGSGSGTDYSLTINSLEAE—
DAATYYCQOWSSNPLTFGGGTKVEIK
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F:Lgure 4
- C)anti- -CD3 (VH3/VL2)

GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAAAACC”
TGGGGCCTCAGTGAAGGTGTCCTGCAAGGCTTCTGGCTACA

CCGCTACTAGGTACACGATGCACTGGGTAAGGCAGGCACCT

GGACAGGGTCTGGAATGGATTGGATACATTAATCCTAGCCG
- TGGTTATACTAATTACGCACAGAAGTTGCAGGGCCGCGTCA
CAATGACTACAGACACTTCCACCAGCACAGCCTACCTGCAA
' ATGAACAGCCTGAAAACTGAGGACACTGCAGTCTATTACTG
TGCAAGATATTATGATGATCATTACTGCCTTGACTACTGGG
GCCAAGGCACCACGGTCACCGTCTCCTCAGGCGAAGGTACT
AGTACTGGTTCTGGTGGAAGTGGAGGTTCAGGTGGAGCAGA
CGACATTGTACTGACCCAGTCTCCAGCAACTCTGTCTCTGT -
CTCCAGGGGAGCGTGCCACCCTGAGCTGCAGAGCCAGTCAA
AGTGTAAGTTACATGAACTGGTACCAGCAGAAGCCGGGCAA
GGCACCCAAAAGATGGATTTATGACACATCCAAAGTGGCTT
 CTGGAGTCCCTGCTCGCTTCAGTGGCAGTGGGTCTGGGACC'
GACTACTCTCTCACAATCAACAGCTTGGAGGCTGAAGATGC
TGCCACTTATTACTGCCAACAGTGGAGTAGTARCCCGCTCA

’"CGTTCGGTGGCGGGACCAAGGTGGAGATCAAA |

D)anti- CD3(VH3/VL2)

DVQLVQSGAEVKKPGASVKVSCKASGYTATRYTMHWVRQAP
GOQGLEWIGYINPSRGYTNYAQKLOGRVTMTTDTSTSTAYLQ
MNSLKTEDTAVYYCARYYDDHYCLDYWGQGTTVTVSSGEGT_
STGSGGSGGSGGADDIVLTQSPATLSLSPGERATLSCRASQ
SVSYMNWYQQKPGKAPKRWIYDTSKVASGVPARFSGSGSGT
DYSLTINSLEAEDAATYYCQQWSSNPLTFGGGTKVEIK
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Figure 4
E)anti- CD3(VH3/VL3)
-GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAA—

AACCTGGGGCCTCAGTGAAGGTGTCCTG-
CAAGGCTTCTGGCTACACCGCTACTAGGTACACGATG-

 CACTGGGTAAGGCAGGCACCTGGACAGGGTCTGGAATGGAT -

TGGATACATTAATCCTAGCCGTGGTTATACTAATTACGCA-
CAGAAGTTGCAGGGCCGCGTCACAATGACTACAGA-
 CACTTCCACCAGCACAGCCTACCTGCAAATGAACAGCCT-
GAAAACTGAGGACACTGCAGTCTATTACTGTGCAAGATATT
ATGATGATCATTACTGCCTTGACTACTGGGGCCAAGGCAC-
CACGGTCACCGTCTCCTCAGGCGAAGGTACTAG-
TACTGGTTCTGGTGGAAGTGGAGGTTCAGGTGGAGCAGAC-
GACATTGTACTGACCCAGTCTCCAGCAACTCTGTCTCTGTC
TCCAGGGGAGCGTGCCACCCTGACCTGCAGAGCCAGTT-
 CAAGTGTAAGTTACATGAACTGGTACCAGCAGAAGCCGGG-
CAAGGCACCCAARAGATGGATTTATGACACATCCA-
AAGTGGCTTCTGGAGTCCCTGCTCGCTTCAGTGGCAGTGGG
TCTGGGACCGACTACTCTCTCACAATCAACAGCTTG-

' GAGGCTGAAGATGCTGCCACTTATTACTGCCAACAGTG-

' GAGTAGTAACCCGCTCACGTTCGGTGGCGGGACCAAGGTG-
GAGATCAAA -

F)anti- CD3(VH3/VL3)

DVQLVQSGAEVKKPGASVKVSCKASGYTATRYTMHWVR—
QAPGOGLEWIGYINPSRGYTNY-
AQKLQGRVTMTTDTSTSTAYLQMNSLKTEDTAVYYCA—
RYYDDHYCLDYWGQGTTVTVSSGEGTSTGSGGSGGSGGADD
IVLTQSPATLSLSPGERATLTCRASSSVSYMNWYQQKPG—
KAPKRWIYDTSKVASGVPARFSGSGSGTDYSLTINSLEAE-
DAATYYCQQWSSNPLTFGGGTKVEIK '
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Figure 5
A)CD3(VH5/VL1) |
,GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAAAACC
TGGGGCCTCAGTGAAGGTGTCCTGCAAGGCTTCTGGCTACA
CCTTTACTAGGTACACGATGCACTGGGTAAGGCAGGCACCT
GGACAGGGTCTGGAATGGATTGGATACATTAATCCTAGCCG
TGGTTATACTAATTACGCAGACAGCGTCAAGGGCCGCTTCA
CAATCACTACAGACAAATCCACCAGCACAGCCTACATGGAA
CTGAGCAGCCTGCGTTCTGAGGACACTGCAACCTATTACTG
TGCAAGATATTATGATGATCATTACTGCCTTGACTACTGGG
GCCAAGGCACCACGGTCACCGTCTCCTCAGGCGAAGGTACT
AGTACTGGTTCTGGTGGAAGTGGAGGTTCAGGTGGAGCAGA
- CGACATTCAGATGACCCAGTCTCCATCTAGCCTGTCTGCAT
CTGTCGGGGACCGTGTCACCATCACCTGCAGAGCCAGTCAA
AGTGTAAGTTACATGAACTGGTACCAGCAGAAGCCGGGCAA
GGCACCCAAAAGATGGATTTATGACACATCCAAAGTGGCTT
CTGGAGTCCCTGCTCGCTTCAGTGGCAGTGGGTCTGGGACC
- GACTACTCTCTCACAATCAACAGCTTGGAGGCTGAAGATGC
TGCCACTTATTACTGCCAACAGTGGAGTAGTAACCCGCTCA
CGTTCGGTGGCGGGACCAAGGTGGAGATCAAA ~

'B) CD3 (VH5/VL1)

DVQLVQSGAEVKKPGASVKVSCKASGYTFTRYTMHWVRQAP
GOGLEWIGYINPSRGYTNYADSVKGRETITTDKSTSTAYME
LSSLRSEDTATYYCARYYDDHYCLDYWGQGTTVTVSSGEGT
STGSGGSGGSGGADDIQMTQSPSSLSASVGDRVTITCRASQ
SVSYMNWYQQKPGKAPKRWIYDTSKVASGVPARFSGSGSGT
DYSLTINSLEAEDAATYYCQQWSSNPLTFGGGTKVEIK
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Figure 5 |

C)anti- CD3(VH5/VL2)

GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAAAACC-'

TGGGGCCTCAGTGAAGGTGTCCTGCAAGGCTTCTGGCTACA
CCTTTACTAGGTACACGATGCACTGGGTAAGGCAGGCACCT
GGACAGGGTCTGGAATGGATTGGATACATTAATCCTAGCCG
TGGTTATACTAATTACGCAGACAGCGTCAAGGGCCGCTTCA
' CAATCACTACAGACAAATCCACCAGCACAGCCTACATGGAA
CTGAGCAGCCTGCGTTCTGAGGACACTGCAACCTATTACTG
 TGCAAGATATTATGATGATCATTACTGCCTTGACTACTGGG
GCCAAGGCACCACGGTCACCGTCTCCTCAGGCGAAGGTACT
AGTACTGGTTCTGGTGGAAGTGGAGGT TCAGGTGGAGCAGA |
CGACATTGTACTGACCCAGTCTCCAGCAACTCTGTCTCTGT
CTCCAGGGGAGCGTGCCACCCTGAGCTGCAGAGCCAGTCAA
AGTGTAAGTTACATGAACTGGTACCAGCAGAAGCCGGGCAA
GGCACCCAAAAGATGGATTTATGACACATCCAAAGTGGCTT
CTGGAGTCCCTGCTCGCTTCAGTGGCAGTGGGTCTGGGACC |
GACTACTCTCTCACAATCAACAGCTTGGAGGCTGAAGATGC |
TGCCACTTATTACTGCCAACAGTGGAGTAGTAACCCGCTCA
CGTTCGGTGGCGGGACCAAGGTGGAGATCAAA

D)anti—CD3(VH5/VL2) | |
DVQLVQSGAEVKKPGASVKVSCKASGYTFTRYTMHWVRQAP
GOGLEWIGYINPSRGYTNYADSVKGREFTITTDKSTSTAYME
LSSLRSEDTATYYCARYYDDHYCLDYWGQGTTVTVSSGEGT
STGSGGSGGSGGADDIVLTQSPATLSLSPGERATLSCRASQ
SVSYMNWYQQKPGKAPKRWIYDTSKVASGVPARFSGSGSGT
DYSLTINSLEAEDAATYYCQOWSSNPLTFGGGTKVEIK
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Figure 5

" E)anti-CD3(VH5/VL3)
GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAA—
AACCTGGGGCCTCAGTGAAGGTGTCCTG-
_CAAGGCTTCTGGCTACACCTTTACTAGGTACACGATG— 4
CACTGGGTAAGGCAGGCACCTGGACAGGGTCTGGAATGGAT
TGGATACATTAATCCTAGCCGTGGTTATACTAATTACG-
CAGACAGCGTCAAGGGCCGCTTCACAATCACTACAGACA—'
AATCCACCAGCACAGCCTACATGGAACTGAG-
CAGCCTGCGTTCTGAGGACACTGCAACCTATTACTGTGCAA
GATATTATGATGATCATTACTGCCTTGACTACTGGGGC- -
CAAGGCACCACGGTCACCGTCTCCTCAGGCGAAGGTAC-
TAGTACTGGTTCTGGTGGAAGTGGAGGTTCAGGTGGAG-
CAGACGACATTGTACTGACCCAGTCTCCAGCAACTCTGTCT

'fCTGTCTCCAGGGGAGCGTGCCACCCTGACCTGCAGAGC—

CAGTTCAAGTGTAAGTTACATGAACTGGTACCAGCA-
GAAGCCGGGCAAGGCACCCAAAAGATGGATTTATGACA-
CATCCARAGTGGCTTCTGGAGTCCCTGCTCGCTTCAGTGGC
"AGTGGGTCTGGGACCGACTACTCTCTCACAATCAA-
'CAGCTTGGAGGCTGAAGATGCTGCCACTTATTACTGC—.»
CAACAGTGGAGTAGTAACCCGCTCACGTTCGGTGGCGG—
GACCAAGGTGGAGATCAAA '

F)anti-CDB(VH5/VL3)

DVQLVQSGAEVKKPGASVKVSCKASGYTFTRYTMHWVR-
QAPGQOGLEWIGYINPSRGYTNY- |
ADSVKGRFTITTDKSTSTAYMELSSLRSEDTATYYCA-
RYYDDHYCLDYWGQGTTVTVSSGEGTSTGSGGSGGSGGADD
IVLTQSPATLSLSPGERATLTCRASSSVSYMNWYQQKPG-
KAPKRWIYDTSKVASGVPARFSGSGSGTDYSLTINSLEAE-
DAATYYCQQWSSNPLTFGGGTKVEIK
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Figure 6

A)antl CD3(VH7/VL1)
GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAAAACC
TGGGGCCTCAGTGAAGGTGTCCTGCAAGGCTTCTGGCTACA
CCTTTACTAGGTACACGATGCACTGGGTAAGGCAGGCACCT
’rGGACAGGGTCTGGAATGGATTGGATACATTAATCCTAGCCG
TGGTTATACTAATTACAATCAGAAGTTCAAGGACCGCGTCA |
CAATCACTACAGACAAATCCACCAGCACAGCCTACATGGAA
- CTGAGCAGCCTGCGTTCTGAGGACACTGCAGTCTATTACTG
TGCAAGATATTATGATGATCATTACTGCCTTGACTACTGGG
GCCAAGGCACCACGGTCACCGTCTCCTCAGGCGAAGGTACT
AGTACTGGTTCTGGTGGAAGTGGAGGTTCAGGTGGAGCAGA
CGACATTCAGATGACCCAGTCTCCATCTAGCCTGTCTGCAT
CTGTCGGGGACCGTGTCACCATCACCTGCAGAGCCAGTCAA

‘ AGTGTAAGTTACATGAACTGGTACCAGCAGAAGCCGGGCAA

- GGCACCCAAAAGATGGATTTATGACACATCCAAAGTGGCTT
CTGGAGTCCCTGCTCGCTTCAGTGGCAGTGGGTCTGGGACC-
GACTACTCTCTCACAATCAACAGCTTGGAGGCTGAAGATGC
TGCCACTTATTACTGCCAACAGTGGAGTAGTAACCCGCTCA
: CGTTCGGTGGCGGGACCAAGGTGGAGATCAAA

1B)anti—CD3(VH7/VL1) |
DVQLVQSGAEVKKPGASVKVSCKASGYTFTRY TMHWVR-
QOAPGQGLEWIGYINPSRGYT- |
NYNQKFKDRVTITTDKSTSTAYMELSSLRSEDTAVYYCA-
RYYDDHYCLDYWGQGTTVTVSSGEGTSTGSGGSGGSGGADD
IQMTQSPSSLSASVGDRVTITCRASQSVSYMNWYQQKPG—
KAPKRWIYDTSKVASGVPARFSGSGSGTDYSLTINSLEAE- °
DAATYYCOQWSSNPLTFGGGTKVEIK




WO 2005/040220 : PCT/EP2004/011646
' : 20/40

Figure 6
C)anti-CD3 (VH7/VL2)

GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAAAACC -
TGGGGCCTCAGTGAAGGTGTCCTGCAAGGCTTCTGGCTACA
CCTTTACTAGGTACACGATGCACTGGGTAAGGCAGGCACCT
GGACAGGGTCTGGAATGGATTGGATACATTAATCCTAGCCG |
TGGTTATACTAATTACAATCAGAAGTTCAAGGACCGCGTCA
CAATCACTACAGACAAATCCACCAGCACAGCCTACATGGAA
CTGAGCAGCCTGCGTTCTGAGGACACTGCAGTCTATTACTG
TGCAAGATATTATGATGATCATTACTGCCTTGACTACTGGG
GCCAAGGCACCACGGTCACCGTCTCCTCAGGCGAAGGTACT
AGTACTGGTTCTGGTGGAAGTGGAGGTTCAGGTGGAGCAGA
CGACATTGTACTGACCCAGTCTCCAGCAACTCTGTCTCTGT
CTCCAGGGGAGCGTGCCACCCTGAGCTGCAGAGCCAGTCAA
AGTGTAAGTTACATGAACTGGTACCAGCAGAAGCCGGGCAA
GGCACCCAAAAGATGGATTTATGACACATCCAAAGTGGCTT
CTGGAGTCCCTGCTCGCTTCAGTGGCAGTGGGTCTGGGACC
GACTACTCTCTCACAATCAACAGCTTGGAGGCTGAAGATGC
TGCCACTTATTACTGCCAACAGTGGAGTAGTAACCCGCTCA

CGTTCGGTGGCGGGACCAAGGTGGAGATCAAA |

D) anti-CD3 (VH7/VL2)
DVQLVQSGAEVKKPGASVKVSCKASGYTFTRYTMHWVR—
QAPGQGLEWIGYINPSRGYT—
NYNQKFKDRVTITTDKSTSTAYMELSSLRSEDTAVYYCA—
RYYDDHYCLDYWGQGTTVTVSSGEGTSTGSGGSGGSGGADD
IVLTQSPATLSLSPGERATLSCRASQSVSYMNWYQQKPG-
KAPKRWIYDTSKVASGVPARFSGSGSGTDYSLTINSLEAE-
DAATYYCOOQWSSNPLTEFGGGTKVEIK
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Flgure 6

E)anti- CD3(VH7/VL3)

GACGTCCAACTGGTGCAGTCAGGGGCTGAAGTGAAAA
AACCTGGGGCCTCAGTGAAGGTGTCCTG- -
CAAGGCTTCTGGCTACACCTTTACTAGGTACACGATG-
CACTGGGTAAGGCAGGCACCTGGACAGGGTCTGGAATGGAT
TGGATACATTAATCCTAGCCGTGGTTATACTAATTACAAT -
CAGAAGTTCAAGGACCGCGTCACAATCACTACAGACA-
 AATCCACCAGCACAGCCTACATGGAACTGAG-

"CAGCCTGCGTTCTGAGGACACTGCAGTCTATTACTGTGCAA.

GATATTATGATGATCATTACTGCCTTGACTACTGGGGC-
CAAGGCACCACGGTCACCGTCTCCTCAGGCGAAGGTAC-
TAGTACTGGTTCTGGTGGAAGTGGAGGTTCAGGTGGAGCA—
GACGACATTGTACTGACCCAGTCTCCAGCAACTCTGTCTCT
GTCTCCAGGGGAGCGTGCCACCCTGACCTGCAGAGC-
CAGTTCAAGTGTAAGTTACATGAACTGGTACCAGCA-
GAAGCCGGGCAAGGCACCCAAAAGATGGATTTATGACA-
CATCCAAAGTGGCTTCTGGAGTCCCTGCTCGCTTCAGTGGC
AGTGGGTCTGGGACCGACTACTCTCTCACAATCAA-
CAGCTTGGAGGCTGAAGATGCTGCCACTTATTACTGCCAA-
CAGTGGAGTAGTAACCCGCTCACGTTCGGTGGCGGGAC—
CAAGGTGGAGATCAAA

F)anti- CD3(VH7/VL3)

DVQLVQSGAEVKKPGASVKVSCKASGYTFTRYTMHWVR—
»QAPGQGLEWIGYINPSRGYT—
NYNQKFKDRVTITTDKSTSTAYMELSSLRSEDTAVYYCA—

- RYYDDHYCLDYWGQGTTVTVSSGEGTSTGSGGSGGSGGADD

IVLTOSPATLSLSPGERATLTCRASSSVSYMNWYQQKPG-
KAPKRWIYDTSKVASGVPARFSGSGSGTDYSLTINSLEAE—
DAATYYCQQWSSNPLTFGGGTKVEIK
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SSAIALIOOOMAQTOXHAAX AMYORRAYIATINT WoTRvIS14arIdiAY €HA £ao-TaUE
SSAZALIOOOMACTORHAAX ANYORALYIAESYTSS TINAYLS LIALINLAY ZHA EQO-TAUE
SSALALIO0D oqo»moawgmmo»»><eommmq STINKYISISHALINIAY LHA €QO-T3u®
SSALALLODOMAQTOAHAARANYOXAIVIAISYTYSTIRRYISLGMALLI LAY SHA £AD-TIUE
SSALTIIOOOMACTORHAAX ANYOXAAYSAISLIGSTONRYISSPIALLTIYY — €QO-TIUR
o _ D oA pezTunumrapucu
.woqxo¢»za»ommmzH»wHzmgwowm4om WLAY OSAMASYOIDINIYOSOATOAD  EHA €QD-TIUe
O THOVANLAOYSANIAD IMETOOOAYOIAMHRLAN OSAMASYOIDINIVOSOATOA ZHA £QD-TIue
O IMONANLADYSAN XD IMATOODIYOUAMHRIAY OSAMASYDPDINTYOSOATOAd  LHA EQO-TIUE
wx>mo<wzawwmmmzH»oHzmqwaom«om. LAY IAOEHOSANASYODINTUOSOATOA  SHA EQD-TAUE
M IYONANLADNSANTAD IMITOODIUON AMHNLAY LASSINOSIIASYOGMYTAVOSOOTIIA  E£Qd-Taue
| | | poz Tunumrepuocu
@ 4: L Tad g
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‘Figure 15 A |
- antiCD3(VH5/VL2) x 5-10 (SEQ ID NO: 37)

100 1 . — ' |
20 negative antiEpCAM(M?79) x antiCD3

control ...

antiCD3(VHS/VL2
x5-10

| . . ey W ey
100 10! 102 100 10
| Jurkat, CD3

“antiEpCAM (M79)

. rclzﬁil:ge \xantiC]?3 anti‘cm(VHis/VLz)xS—iO
I e

60{ % P

404

204
0

109

KatoIll, EnCAM
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| 'Figu‘ré 15B |
 antiCD3(VH5/VL2) x 4-7 (SEQ ID NO:33)

- 1004—
01 negative ant1EpCAM(M79)
601 T - x4

401
204
SRR S i
OF'. "' -H"-J‘-_ 'I'-&-ﬂ'

10010 10 1o§ | 10
| Jurkat, '_ CD3 |

negative  antiEpCAM(M79)

1 ah antiCD3(VHS/VL2)
80 1 s { X7

10 1ol 102 108 104
Katolll, EpCAM |
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Figure 15C |
antiCD3(VH5/VL2) x 3-1 (SEQ ID NO:31)

100+ , :

| 80 negative ant_i'EpCAM'(M79) |
~ | control k :.‘5. x antiCD3
60 it

‘ 40' - :Zf: |||.l" h'-flwl ‘
] RS

antiCD3(VH5/VL2)
- - x3-1

i - .'.I.""-.*l'ﬂl’t'-'lthh""" deda f',.,;.'.f ! .
100 102 10 g0t
. Jurkat, CD3

“negative  antiEpCAMMT9) o3 vHs/vLY)

:'1001 control .' -Xgn'tiCD3,- o x31
804 ,-;f' \ o
] PR, : "
60- S Tl
401 Lo |
201
0

10° 10" 10° 100 10
o - Katolll, EpCAM
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Figure 15 D | |
~ antiCD3(VH5/VL2) x 4-7 VL-VH
~ (SEQID NO: 35) -

1007
| negative .

| control ;i .

60¢ &% -~ antiCD3(VH5/VL2)
404 PR x 4-7 VL-VH

100 10 10 o 1
. | Jurkat, CD3

negative | f antiCD3(VH5/VL2)
control ) ~ x4-7VL-VH

100 ;

KatoIIl, EnCAM
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Flgure 15 E

antiCD3(VHS/VL2) x 5-10 VL-VH
~ (SEQID NO:39)

100 ——
| goénegative |
~lcomtrol VI | - | ‘
60 EaEE - antiCD3(VHS5/VL2)
40 SR - x 5-10 VL-VH

20-

100 Tl 02T 03 10
| - Jurkat, CD3 | |

négativc
100,
804 D o
601 :-.  antiCD3(VH5/VL2)
' L x 5-10 VL-VH

10 10 10° 10° 10

KatoIIl, EnCAM
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Figure 17
m  wtantiCD3 x 3-1
o di antiCD3(VH5/VL2) x 3-1
e wtantiCD3x510
O diantiCD3 (VH5/VL2) x 5-10

- A wtantiCD3 x 4-7

A di antiCD3(VH5/VL2) x 4-7

1071100 10" 102 108 104 105 108 107
bispecific construct [pg/mi]
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Figure 18

a 3-1x antiCD3 o
q 3-1x antiCD3(VH5/VL2)

s 5-10 x antiCD3 -
o 5-10 x antiCD3(VH5/VL2)

10-110% 10" 102 103 104 10% 10® 107
bispecif'ic construct [pg/ml]





