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SEQUENCE LISTING

<110> BioNTech AG et al.
<120> AGENTS FOR TREATMENT OF CLAUDIN EXPRESSING CANCER DISEASES
<130> 674-86

<160> 59

<170> PatentIn version 3.5

<210> 1

<211> 261

<212> PRT

<213> Homo sapiens

<400> 1

met Ala val Thr Ala Cys GIn Gly Leu Gly Phe val val Ser Leu Ile
1 5 10 15

Gly I1e Ala Gly Ile Ile Ala Ala ;hr Cys Met Asp GlIn ;rp ser Thr
20 5 0

Gln Asp ;gu Tyr Asn Asn Pro V81 Thr Ala val pPhe ﬁgn Tyr GIn Gly
4

Leu Tgp Arg Ser Cys val Arg Glu Ser Ser Gly gge Thr Glu Cys Arg
5 55

Gly Tyr Phe Thr Leu Leu Gly Leu Pro Ala Met Leu GIn Ala val Arg
65 70 75 80

Ala Leu Met Ile val Gly Ile val Leu Gly Ala Ile Gly Leu Leu val
85 90 95

Ser Ile Phe Ala Leu Lys Cys Ile Arg Ile Gly Ser Met Glu Asp Ser
100 105 110

Ala Lys Ala Asn Met Thr Leu Thr Ser Gly Ile Met Phe Ile val Ser
115 120 125

Gly Leu Cys Ala Ile Ala Gly val Ser val Phe Ala Asn Met Leu val
130 135 140

Thr Asn Phe Trp Met Ser Thr Ala Asn Met Tyr Thr Gly Met Gly Gly
145 150 155 160

Met val GIn Thr val GIn Thr Arg Tyr Thr Phe Gly Ala Ala Leu Phe
165 170 175

val Gly Trp val Ala Gly Gly Leu Thr Leu Ile Gly Gly val Met Met
180 185 190

Cys Ile Ala Cys Arg Gly Leu Ala Pro Glu Glu Thr Asn Tyr Lys Ala
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195 200 205

val Ser Tyr His Ala Ser Gly His Ser val Ala Tyr Lys Pro Gly Gly
210 215 220

Phe Lys Ala Ser Thr Gly Phe Gly Ser Asn Thr Lys Asn Lys Lys Ile
225 230 235 240

Tyr Asp Gly Gly Ala Arg Thr Glu Asp Glu val GIn Ser Tyr Pro Ser
245 250 255

Lys His Asp Tyr val
260

<210> 2

<211> 220

<212> PRT

<213> Homo sapiens
<400> 2

Met Ala Ser Ala Gly Met Gln Ile Leu Gly val val Leu Thr Leu Leu
1 5 10 15

Gly Trp val Asn Gly Leu val Ser Cys Ala Leu Pro Met ;rp Lys val
20 25 0

Thr Ala Phe Ile Gly Asn Ser Ile val val Ala GIn val val Trp Glu
35 40 45

Gly Leu Trp Met Ser Cys val val Gln Ser Thr Gly GIn Met Gln Cys
50 55 60

Lys val Tyr Asp Ser Leu Leu Ala Leu Pro Gln Asp Leu Gln Ala Ala

Arg Ala Leu Cys val Ile Ala Leu Leu val Ala Leu Phe Gly Leu Leu
85 90 95

val Tyr Leu Ala Gly Ala Lys Cys Thr Thr Cys val Glu Glu Lys Asp
100 105 110

Ser Lys Ala Arg Leu vVal Leu Thr Ser Gly Ile val phe val Ile Ser
115 120 125

Gly val Leu Thr Leu Ile Pro val Cys Trp Thr Ala His Ala Ile Ile
130 135 140

Arg Asp Phe Tyr Asn Pro Leu val Ala Glu Ala GIn Lys Arg Glu Leu
145 150 155 160

Gly Ala ser Leu Tyr Leu Gly Trp Ala Ala Ser Gly Leu Leu Leu Leu
165 170 175
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Gly Gly Gly

Pro Ser His

195

Arg Gly Pro

210

<210>
<211>
<212>
<213>

<400>

3
2

20

PRT

H
3

omo

Met Ala Ser

1

Gly

Thr

Gly

Lys

65

Arg

val

ser

Gly

Gly

Trp

Ala

Leu

50

val

Ala

Tyr

Lys

val

130

Asp

Ala

Gly

val

Phe

35

Trp

Tyr

Leu

Leu

Ala

115

Leu

Phe

Ser

Gly

Leu
180

Tyr

sSer

Leu

Met

Glu

sapiens

Ala

Asn

20

Ile

Met

Asp

Cys

Ala

100

Arg

Thr

Tyr

Leu

Leu
180

Gly

5

Gly

Gly

Ser

Ser

val

85

Gly

Leu

Leu

Asn

Tyr

165

Leu

cys

Ala

Tyr

Met

Leu

Asn

Cys

Leu

70

Ile

Ala

val

Ile

Pro

150

Leu

Cys

Cys

Arg

Pro
215

Gln

val

Ser

val

55

Leu

Ala

Lys

Leu

Pro

135

Leu

Gly

Cys

Thr
Tyr

200

Thr

Ile

ser

Ile

40

val

Ala

Leu

cys

Thr

120

val

val

Trp

Thr
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185

ser

Lys

Leu

Cys

val

Gln

Leu

Leu

Thr

105

Ser

Cys

Ala

Ala

Cys

Thr

Asn

Gly

10

Ala

val

sSer

Pro

val

90

Thr

Gly

Trp

Glu

Ala

170

Pro

Ser

Tyr

val

Leu

Ala

Thr

Gln

75

Ala

Cys

Ile

Thr

Ala

155

ser

Ser

Page 3

Cys Pro Ser Gly Gly Ser Gln Gly
190

Ala Pro Ala Ile Ser

val
220

val

Pro

Gln

Gly

60

Asp

Leu

val

val

Ala

140

Gln

Gly

Gly

205

Leu

Met

val

45

Gln

Leu

Phe

Glu

Phe

125

His

Lys

Leu

Gly

Thr

Trp

30

val

Met

Gln

Gly

Glu

110

val

Ala

Arg

Leu

ser
190

Leu

15

Lys

Trp

Gln

Ala

Leu

95

Lys

Ile

val

Glu

Leu

175

Gln

Leu

val

Ccys

Ala

80

Leu

Asp

ser

Ile

Leu

160

Leu

Gly



Pro Ser His

195

Arg Gly Pro

210

<210>
<211>
<212>
<213>

<400>

4
2
P
H

4

07
RT
omo

Met Gln Ser

1

val Gly

Gln Thr

Cys Pro
50

Asn Ile
65

His Leu

val Cys

Tyr Leu

Ser val

130

Leu Leu
145
Pro val

Lys Glu

Lys Gly

val

Pro

35

Gln

Gly

Ser

Tyr

Leu

Thr

Arg

Gln
195

Tyr

Ser

Met

Glu

sapiens

Gly

Trp

20

Tyr

Tyr

Gly

Leu

Pro

100

Ala

Thr

val

Arg

Pro

180

Arg

Thr
5

Gly
Lys
Pro
AsSp
Lys
Arg
Arg
Ile

Tyr

ASp

Ala

Tyr

His

Gln

val

Gly

Glu

70

Gly

val

val

Tyr

150

Ala

Pro

Leu

Arg

Pro
215

Trp

Asp

ser

ser

55

Asp

Phe

ser

Cys

Ile

135

Trp

Gly

val

Tyr

Tyr
200

Thr

Arg

Gly

Ile

40

Glu

Asp

Ser

Lys

Glu

120

val

ser

Ala

Pro

Ser
200

674-86_ST25. txt

Ser Thr Ser Ala pPro Ala Ile Ser

Lys

val
Asn

25

ser

Pro

105

Asn

ASp

Lys

Gly

Asn

185

Gly

Asn

Leu

10

Glu

Gly

Leu

Asn

Leu

90

Glu

cys

Ile

Asn

Leu

Tyr

Gly

Glu

Thr

Trp

Ile

75

Glu

ASp

Met

Cys

Arg

Asp

Asn
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val
220

Leu

Met

Thr

Gln

60

Gly

Gln

Ala

Glu

Ile

140

Lys

Gln

Tyr

GlIn

205

Cys

Gly

val

45

His

Ser

ser

Asn

Met

125

Thr

Ala

Arg

Glu

Leu

Gly

30

Ile

Asn

Asp

Gly

Phe

110

Asp

Gly

Lys

Gly

Pro

190

Arg

Leu

15

Ile

Leu

Asp

Glu

Tyr

95

Tyr

val

Gly

Ala

GIn

175

Ile

Ile

Ser

Thr

Thr

Lys

Asp

80

Tyr

Leu

Met

Leu

Lys

Asn

Arg



<210>
<211>
<212>
<213>

<220>
<223>

<400>

5
117
PRT

Artificial Sequence

Antibody fragment

5

Gln val Gln
1

ser

Trp

Gly

Lys

65

Met

Ala

val

val

Ile

Glu

50

Gly

Gln

Arg

Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Lys

Glu
35

Ile

Lys

Leu

Tyr

val

115

6
118
PRT

Leu

Ile

20

Trp

Leu

Ala

Ser

Gln
5
Ser
val
Pro
Thr
Ser
85

Tyr

Ala

Gln

cys

Lys

Gly

Phe

70

Leu

Pro

Ser

Lys

Gln

Ser

55

Thr

Thr

Trp

Artificial Sequence

Antibody fragment

6

Gln Ile GIn Leu val GIn Sser
1 5

Thr val Lys Ile Ser Cys Lys
20

Gly Met Sgn Trp val Lys Gln

Gly ggp Ile Asn Thr Asn Thr

55

Gly

Ala

Arg

40

Gly

Ala

ser

Phe

Gly

Ala

Ala

40

Gly
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Ala

Thr

25

Pro

Ser

Asp

Glu

Ala
105

Pro

ser

25

Pro

Glu

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Tyr

Glu
10
Gly

Gly

Pro

Page 5

Leu

Tyr

His

Asn

Ser

75

Ser

Trp

Leu

Tyr

Lys

Thr

Met

Thr

Gly

Tyr

60

ser

Ala

Gly

Lys

Thr

Gly

Tyr
60

Lys

Phe

Leu

45

AsSn

Asn

val

GIn

Lys

Phe

Leu

45

Ala

Pro

ser

30

Glu

Glu

Thr

Tyr

Pro

Thr

30

Lys

Glu

Gly

15

ser

Trp

Lys

Ala

Tyr

95

Thr

Gly
15
Asn

Trp

Glu

Ala

Tyr

Ile

Phe

Tyr

80

Cys

Leu

Glu

Tyr

Met

Phe
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Egs Gly Arg Phe Ala ;he Ser Leu Glu Thr ;er Ala ser

Leu GIn Ile Asn Asn Leu Lys Asn Glu Asp Thr Ala Thr
90

Ala Arg Leu Géy Phe Gly Asn Ala Met Asp Tyr Trp Gly
100

Ser val Thr val Ser Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

7
1
P

115

16
RT

Artificial Sequence

Antibody fragment

7

GIn val Gln Leu
1

ser val

Tyr Ile

Gly Glu
50

Lys Gly

Met GlIn

Ala Arg

Thr val

<210>
<211>
<212>
<213>

<220>
<223>

<400>

8
1
[

Lys

ASn

35

Ile

Lys

Leu

Ser

ser
115

18
RT

Leu

20

Trp

Tyr

Ala

Ser

Tyr

100

ser

GIn GIn Ser
5

Ser

val

Pro

Thr

Ser

85

Gly

Cys

Lys

Gly

Leu

70

Leu

Ala

Lys

Gln

Ser

55

Thr

Thr

Phe

Artificial Sequence

Antibody fragment

8

Gly

Ala

Arg

40

Gly

Ala

Ser

Asp

105

Ala

Ser

25

Thr

Asn

Asp

Glu

Tyr
105

Glu
10

Gly
Gly
Thr
Lys
Asp
90

Trp

Page 6

Leu

Tyr

Gln

Tyr

ser

75

ser

Gly

Ala

Thr

Gly

Tyr

60

ser

Ala

Gln

Arg

Phe

Leu

45

Asn

ser

val

Gly

Thr

TYyr

GlIn
110

Pro

Thr

30

Glu

Glu

Thr

TYyr

Thr
110

Ala
Phe

95

Gly

Gly
15

Asp
Trp
Lys
Ala
Phe
95

Thr

Tyr
80
cys

Thr

Ala
Tyr
Ile
Phe
Tyr
Cys

Leu



Gln

ser

Trp

Gly

Lys

65

Met

Thr

Thr

val

val

Ile

Asn

50

Asp

Gln

Arg

Leu

<210>
<211>
<212>
<213>

<220>
<223>

<400>

9

Gin

Lys

Asn

35

Ile

Lys

Leu

Ser

Thr
115

118
PRT‘ L
Artificial Sequence

Leu

Leu

20

Trp

Tyr

Ala

Ser

100

val

Antibody

9

Gln val Gln
1

Ser

val

Gly

Met

Ala

val

Ile

Glu

50

Gly

Gln

Arg

Lys

Ser

35

Ile

Lys

Leu

Gly

Leu

Met

20

Trp

Tyr

Ala

Ser

val
100

GlIn

ser

val

Pro

Thr

ser

85

Arg

ser

fragment

Gln

5

Ser

val

Pro

Thr

Ser

85

Leu

GIn

Cys

Lys

ser

Leu

70

Pro

Gly

ser

Gln

Cys

Lys

Gly

Leu

70

Leu

Leu

Pro

Lys

Gln

Asp

55

Thr

Thr

Asn

Ser

Lys

Gln

Ser

55

Thr

Thr

Arg

Gly

Ala

Arg

40

Ser

val

Ser

Ser

Gly

Ala

Arg

40

Gly

Ala

ser

Ala
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Ala Glu Leu val Arg

Ser

25

Pro

Tyr

Asp

Glu

Phe
105

Pro

Ser

25

Thr

Ser

ASp

Glu

Met
105

Gly

Gly

Thr

Lys

Asp

90

Asp

Glu
10

Gly
Gly
Thr
Lys
Asp
90

Asp

Tyr

GIn

Asn

Ser

75

Ser

Tyr

Leu

Tyr

GlIn

Tyr

Ser

75

Ser

Tyr

Page 7

Thr

Gly

Tyr

60

ser

Ala

Trp

val

Thr

Gly

Tyr

60

Ser

Ala

Trp

Phe

Leu

45

Asn

ser

val

Gly

Lys

Phe

Leu

45

Asn

Asn

val

Gly

Pro

Thr

30

Glu

Gln

Thr

Tyr

GlIn
110

Pro

Thr

30

Glu

Glu

Thr

Tyr

Gln
110

Gly
15

ser
Trp
LysS
Ala
Tyr
95

Gly

Gly
15

Asp
Trp
Lys
Ala
Phe
95

Gly

Ala

Tyr

Ile

Phe

Tyr

80

Cys

Thr

Ala

Tyr

Phe

Tyr

80

cys

Thr



ser val Thr val Ser Ser

artificial Sequence

115
<210> 10
<211> 120
<212> PRT
<213>
<220> )
<223> Antibody
<400> 10

Gln val His
1

ser

Ile

Phe

65

Tyr

cys

Gly

val

Tyr

Gly

50

Glu

Leu

Ala

Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Lys

Met
35

Asp

AsSp

Glu

Arg

Leu

115

11
113
PRT

Leu

Leu

20

ser

Ile

Lys

Leu

fragment

g]n Gln Ser

Ser

Trp

Leu

Ala

Asn

85

Glu

Thr

cys

Ile

Pro

Thr

70

Ser

Gly

val

Lys

Arg

Ser

55

Leu

Leu

Tyr

ser

Artificial Sequence

Antibody fragment

11

Asp Ile val Met Ehr Gln Ser
1

Glu Lys val Tsr Met Ser Cys
2

Gly Asn GIn Lys Asn Tyr Leu
35

Gly

Asp

Gln

40

Ile

Asp

Thr

Gly

Ala
120

Pro

Lys
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Ser Glu Leu
10

Phe Asp Ser
25

Lys Pro Gly

Gly Arg Thr

Ala Asp Thr
75

Ser Glu Asp
90

Ala Trp Phe
105

Ser Ser Leu

Ser Ser GlIn
25

Arg

Glu

His

Ile

60

val

ser

Ala

Thr

ser

Thr Trp Tyr GIn Gln
40

Page 8

Ser

val

Gly

45

Tyr

ser

Ala

Tyr

val

Leu

Pro
Phe
30

Phe
Gly
AsSn

Ile

Trp
1

Thr

Gly
15

Pro
Glu
Glu

Thr

Tyr
95

Ala
15

ser

Phe

Trp

Lys

Ala

80

Tyr

GIn

Gly

Leu Asn Ser

30

Pro Gly GlIn



Pro Pro Lys Leu Leu Ile Tyr
50 55

Pro Asp Arg Phe Thr Gly Ser
65 70

Ile ser Ser val Gln Ala Glu

Asp Tyr Ser Tyr Pro Leu Thr
100

LyS

<210> 12
<211> 106
<212> PRT
<213>
<220>

<223> Antibody fragment

<400> 12
Gln Ile val
1

Glu Lys val

His Trp Phe
35

Ser Thr Ser
50

Gly Ser Gly
65

Asp Ala Ala

Leu

Thr

20

GlIn

Asn

Thr

Thr

Gly
100

Thr

5

Ile

GIn

Leu

Ser

Tyr

85

Thr

Gln

Thr

Lys

Ala

Tyr

70

Tyr

Lys

Artificial Sequence

Ser

cys

Pro

Ser

55

Ser

Cys

Leu

<213> Artificial Sequence

Phe Gly Gly
<210> 13
<211> 107
<212> PRT
<220>

<223>

Antibody fragment

Trp

Gly

Asp

Phe

Pro

ser

Gly

40

Gly

Leu

Gln

Glu
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Ala

ser

Leu

Ala

Ala

25

Thr

val

Thr

Gln

Ile
105

Ser Thr Arg

60

Gly Thr Asp
75

Ala val Tyr
90

Ala Gly Thr

Ile Met Ser
10

ser Ser Ser
ser Pro Lys

Pro Ala Arg
60

Ile Ser Arg
75

Arg Ser Ser
90

Lys

Page 9

Glu

Phe

Tyr

Lys

Ala

val

Leu

45

Phe

Met

Tyr

Ser

Thr

Ccys

Leu
110

ser

Ser

30

Trp

ser

Glu

Pro

Gly

Leu

GIn

95

Glu

Pro

15

Tyr

Ile

Gly

Ala

Pro
95

val
Thr
80

AsSn

Leu

Gly

Met

Tyr

Ser

Glu

80

Thr



<400>

13

Asp Ile val
1

Asp

val

Tyr

ser

65

Glu

Thr

Arg

Ala

Leu

50

Gly

Asp

Phe

<210>
<211>
<212>
<213>

<220>
<223>

<400>

val

Trp

35

Ala

sSer

Leu

Gly

14
113
PRT

Met

ser

20

Tyr

ser

Gly

Ala

Thr

Ile

Gln

Asn

Thr

Asp

85

Gly

Gln

Thr

Gln

Arg

Asp

70

Tyr

Thr

ser

Cys

Lys

His

55

Phe

Phe

Lys

Artificial Sequence

Antibody fragment

14

Asp Ile val

1

Glu

Ser

Ser

Pro

65

Tyr

Lys

Asn

Pro
50

Asp

Ser

Tyr

val

Gln

35

Lys

Arg

ser

Ser

Met

Thr

20

Lys

Leu

Phe

val

Tyr
100

ser

Met

Asn

Leu

Thr

Gln

ser

Tyr

Ile

Gly

70

Ala

Leu

Ser

cys

Leu

Tyr

55

Ser

Glu

Thr

GlIn

Lys

Pro

40

Thr

Thr

Cys

Leu

Pro

Lys

Ala

40

Trp

Gly

Asp

Phe
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Lys Phe Met Ser Thr
10

Ala

25

Gly

Gly

Leu

Leu

Glu
105

Ser

Ser

25

Trp

Ala

Ser

Leu

Ser

Gln

val

Thr

Gln

90

Ile

Ser

10

Ser

Tyr

ser

Gly

Ala

90

Ala

Page 10

GlIn

Ser

Pro

Ile

75

His

Lys

Leu

Gln

GlIn

Thr

Thr

75

val

Gly

Asn

Pro

Asp

60

ser

Trp

Ala

Ser

Gln

Arg

60

Asp

Tyr

Thr

val

Lys

Arg

Asn

Asn

val

Leu

Lys

Glu

Phe

Tyr

Lys

ser

Arg

30

Ala

Phe

val

Tyr

Ser

Leu

30

Pro

Ser

Thr

Cys

Leu
110

val

15

Thr

Leu

Thr

Gln

Pro
95

val
15

Tyr
Gly
Gly
Leu
GIn
95

Glu

Gly

Ala

Ile

Gly

ser

80

Leu

Gly

ser

G1n

val

Thr

80

Gln

Leu



Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>

15
113
PRT

15

Asp Ile val Met
1

Glu Lys

Gly Asn

Pro Pro
50

Pro Asp
65

Ile Ser

Asp Tyr

Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>

val

Gln

35

Lys

Arg

ser

ser

16
112
PRT

Thr

20

Lys

Leu

Phe

val

TYyr
100

Antibody fragment

Artificial Sequence

ghr GIn Ser

Met

Asn

Leu

Thr

GIn

85

Pro

ser

Tyr

Ile

Gly

70

Ala

Phe

Cys

Leu

Tyr

55

Ser

Glu

Thr

Artificial Sequence

Antibody fragment

16

?sp ITe val Met Ser Gln Ser
5

Glu Lys val Thr Met Ser Cys

20

Arg Thr Arg Lys Asn Tyr Leu
35

Pro

Lys

Thr

40

Trp

Gly

Asp

Phe

Pro

Lys
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ser

ser

25

Trp

Ala

Ser

Leu

Ser

Ser

10

ser

Tyr

ser

Gly

Ala

90

ser

Leu

Gln

Gln

Thr

Thr

75

val

Gly

Thr

ser

GIn

Arg

60

Asp

Tyr

Thr

Ser Leu Ala

10

Ser Ser Gln Ser

25

Ala Trp Tyr GIn Gln
40

Page 11

val Thr

Leu Leu

30

Lys Pro

Glu Ser

Phe Thr

Tyr Cys

Lys Leu
110

val Ser

Ala
15

Asn
Gly
Gly
Leu
GIn
95

Glu

Ala
15

Gly

Ser

GIn

val

Thr

80

Asn

Ile

Gly

Leu Leu Asn Ser

30

Lys Pro Gly Gln



ser Pro Lys Leu Leu Ile Tyr
50 55

Pro Asp Arg Phe Thr Gly Ser
65 70

Ile Ser Ser val Gln Ala Glu

Ser Tyr Asn Leu Tyr Thr Phe
100

<210>
<211>
<212>
<213>

<220>
<223>

<400>

17
113
PRT

Artificial Sequence

Antibody fragment

17

Asp Ile val Met
1

Glu Lys

Ser Asn

Ser Pro
50

Pro Asp
65

Ile Ser

Gly Tyr

Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>

val

Gln

35

Lys

Arg

ser

Ser

18
113
PRT

Thr

20

Lys

Leu

Phe

val

Tyr

ser Gln Ser
5

Met

Asn

Leu

Thr

Gln

85

Pro

ser

Tyr

Ile

Gly

70

Ala

Tyr

Cys

Leu

Tyr

ser

Glu

Thr

Artificial Sequence

Antibody fragment

18

Trp

Gly

ASp

Gly

Pro

Lys

Ala

40

Trp

Gly

Asp

Phe

674-86_ST25.txt

Ala

ser

Leu

Gly

Ser

ser

25

Trp

Ala

Ser

Leu

Ser Thr Arg Glu
60
Gly Thr Asp Phe
75

Ala val Tyr Tyr
90

Gly Thr Lys Leu

Ser Leu Ala val
10

Ser Gln Ser Leu
Tyr GIn GIn Lys

Ser Thr Arg Glu
60

Ala Thr Asp Phe
75

Ala Asp Tyr His
90

Gly Gly Thr Lys

Page 12

Ser

Thr

Cys

Glu
110

Ser

Leu

30

Pro

Ser

Thr

Cys

Leu
110

Gly

Leu

val
15

Tyr
Gly
Gly
Leu
Gly
95

Glu

val
Thr

80

Lys

Gly

ser

GlIn

val

Thr

80

Gln



Asp Ile

Glu Lys

ser Asn

ser Pro
50

Pro Asp
65

Ile Ser

Tyr Tyr

Lys

<210>
<211>
<212>
<213>

<220>
<223>

<400>

val

val

Gln

35

Lys

Arg

Ser

ser

19
107
PRT

Met

Thr

20

Lys

Leu

Phe

val

Tyr
100

ser

Met

Asn

Leu

Thr

Gln

Ser

Tyr

Gly
70

Ala

Leu

Ser

Cys

Leu

Tyr

55

ser

Glu

Thr

Artificial Sequence

Antibody fragment

19

Asn Ile val Met

1

Glu Arg

val ser

Tyr Gly
50

ser Gly
65

Glu Asp

Thr Phe

val

Trp

35

Ala

Ser

Leu

Gly

Thr

20

Tyr

ser

Ala

Ala

Ala
100

Thr GIn Ser

5

Leu

Gln

Asn

Thr

val
85

Thr

GIn

Arg

Asp

70

TYyr

y Thr

Cys

Lys

Tyr

55

Phe

Tyr

Lys

Pro

Lys

Ala

40

Trp

Gly

Asp

Phe

Pro

Lys

Pro

40

Thr

Thr

Cys

Leu

674-86_ST25.txt

ser Ser Leu Ala val

Ser

Trp

Ala

ser

Leu

Lys

Ala

25

Glu

Gly

Leu

GlIn

Glu
105

ser

Tyr

Ser

Gly

Ala

90

Ala

Ser

10

ser

Gln

val

Thr

Gln

90

Leu

Page 13

Gln

Gln

Thr

Thr

75

val

Gly

Met

Glu

Ser

Pro

Ile

75

Tyr

LyS

Ser

GIn

Arg

60

Asp

Tyr

Thr

ser

Asn

Pro

ASp

60

Ser

Tyr

Leu

Lys

Glu

Phe

Tyr

Lys

Met

val

Arg

ser

ser

ser

Leu

30

Pro

Ser

Thr

cys

Leu
110

Ser

val

30

Leu

Phe

val

Tyr

val

15

Tyr

Gly

Gly

Leu

Gln

95

Glu

val

15

Thr

Leu

Thr

Lys

Pro
95

Gly

Ser

Gln

val

Thr

80

Leu

Gly

Tyr

Ile

Gly

Ala

80

Leu



674-86_ST25.txt

<210> 20

<211> 117

<212> PRT

<213> Artificial Sequence
<220>

<223> Antibody fragment
<400> 20

Glu val GIn Leu GIn GIn Ser Gly Pro Glu Leu val Lys Pro Gly Ala
1 5 10 15

Ser Met Lys Ile Ser Cys Lys Ala ger Gly Tyr Ser Phe ;hr Gly Tyr
20 5 0

Thr Met Asn Trp val Lys GIn Ser His Gly Lys Asn Leu Glu Trp Ile
35 40 45

Gly Lgu Ile Asn Pro Tyr égn Gly Gly Thr ser g5r Asn GIn Lys Phe
5

Lys Gly Lys Ala Thr Leu Thr Ile Asp Lys Ser Ser Ser Thr Ala Tyr

Met Glu Leu Leu ger Leu Thr Ser Glu Ssp Ser Ala val Tyr gyr Cys
5 0 5

Ala Arg Asp Tyr Gly Tyr val Leu Asp Tyr Trp Gly GIn Gly Thr Thr

100 105 110

Leu Thr val Ser Ser

115
<210> 21
<211> 106
<212> PRT
<213> Artificial Sequence
<220>
<223> Antibody fragment
<400> 21

Ile val Leu Thr GIn Ser Pro Ala Ile Met Ser Ala Ser Pro Gly Glu
1 5 10 15

Lys val Thr Ile Thr Cys Ser Ala Ser Ser Ser val Ser Tyr Leu His
20 25 30

Trp Phe GIn GIn Lys Pro Gly Thr Ser Pro Lys Leu Trp val Tyr Ser
35 40 45

Thr Ser Asn Leu Pro Ser Gly val Pro Ala Arg gge Gly Gly Ser Gly
50 55

Page 14



674-86_ST25.txt

ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Arg Met Glu Ala Glu Asp
65 70 75 80

Ala Ala Thr Tyr ;gr Cys Gln Gln Arg Sgr Ile Tyr Pro Pro ggp Thr

Phe Gly Gly g]y Thr Lys Leu Glu Ile Lys
00

105
<210> 22
<211> 117
<212> PRT
<213> Artificial Sequence
<220> ]
<223> Antibody fragment
<400> 22

Glu val G1ln Leu GIn GIn Ser Gly Pro Glu Leu val Lys Pro Gly Ala
1 5 10 15

Ser Met Lys gge ser Cys Lys Ala Ser Gly Tyr Ser Phe Tgr Gly Tyr
25 3

Thr Met ggn Trp val Lys GIn igr His Gly Lys Asn hgu Glu Trp Ile

Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ile Tyr Asn Gln Lys Phe
50 55 60

Lys Gly Lys Ala Thr Leu Thr val Asp Lys Ser Ser Ser Thr Ala Tyr

Met Glu Leu Leu ger Leu Thr Ser Glu Sap Ser Ala val Tyr Tyr Cys
5 95

Ala Arg Asp Tyr Gly Phe val Leu Asp Tyr Trp Gly GIn Gly Thr Thr
100 105 110

Leu Thr val Ser Ser

115
<210> 23
<211> 106
<212> PRT
<213> Artificial Sequence
<220>
<223> Antibody fragment
<400> 23

ITe val Leu Thr GIn Ser Pro Ser Ile Met Ser Vval Ser Pro Gly Glu
1 ) 10 15

Page 15



Lys

Trp

Thr

ser

65

Ala

Phe

val

Phe

ser

50

Gly

Ala

Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Thr

Gln

35

Asn

Thr

Thr

Gly

24
117
PRT

Ile
20

Gln
Leu
Ser

Tyr

Gly
1

Thr

LysS

Ala

Tyr

Tyr

85

Thr

Cys

Pro

Ser

ser

70

Cys

Lys

Ser

Gly

Gly

55

Leu

GIn

Leu

Artificial Sequence

Antibody

24

Glu val GlIn
1

Ser

Thr

Gly

Ala

Leu

Met

Met

Leu

50

Gly

Glu

Arg

Thr

Lys

Asn

35

Ile

Lys

Leu

Asp

val
115

Leu

Ile

20

Trp

Asn

Ala

Leu

Phe

100

Ser

fragment

GIn
5
ser
val
Pro
Thr
Ser
85

Gly

Ser

Gln

Cys

Lys

Tyr

Leu

70

Leu

TYyr

Ser

Lys

Gln

Asn

55

Thr

Thr

val

Ala

Thr

40

val

Thr

GIn

Glu

Ala

ser

40

Gly

val

Ser

Leu

674-86_ST25.txt

Ser Ser Ser val Ser

25

ser

Pro

Ile

Arg

Ile
105

Pro

ser

25

His

Gly

Asp

Glu

105

Pro

Ala

Ser

Ser

90

Lys

Glu

10

Gly

Gly

Ile

LyS

Asp

90

Tyr

Page 16

Lys

Arg

Arg

75

Asn

Leu

Tyr

Lys

Ile

Ser

75

Ser

Trp

Leu
Phe
60

val

Tyr

val

Ser

Asn

Tyr

60

Ser

Ala

Gly

Cys

45

Ser

Ala

Pro

Lys

Phe

Leu

45

Asn

ser

val

Gln

Gly

Ala

Pro

Pro

Thr

30

GIn

Thr

Phe

Gly
110

Met

Tyr

Arg

Glu

Trp
95

Gly

15

Gly

Trp

Lys

Ala

Tyr

95

Thr

His

Ser

Gly

Asp

80

Thr

Ala

Tyr

Phe

Tyr

Cys

Thr



<210> 25
<211> 106
<212> PRT
<213>
<220>
<223>

<400> 25

Ile val Leu
1
Lys val Thr

Trp Phe Gln
35

Thr Ser Asn
50

Ser Gly Thr
65

Ala Ala Thr

Phe Gly Gly
<210> 26
<211> 117
<212> PRT
<213>

<220>

<223>

<400> 26
Glu val Gln
1

Ser Met Lys

Thr Leu Asn
35

Gly Leu Ile
50

Lys Asp Lys
65

Thr
Ile
20

GIn
Leu
ser

Tyr

Gly
1

Gln

5

Thr

Lys

Ala

Tyr

TYyr

85

Thr

Antibody fragment

Ser

Cys

Pro

Ser

ser

70

Cys

Lys

Antibody fragment

Artificial Sequence

Pro

Ser

Gly

Gly

55

Leu

Gln

Leu

Artificial Sequence

Leu GIn GIn Ser

5

Ile Ser Cys Lys
20

Trp val Lys Gln

Asn Pro Tyr Asn
55

70

Ala Thr Leu Thr

Ala

Ala

Thr

40

val

Thr

Gln

Glu

Arg
Ala
ser
40

Gly

val

674-86_ST25. txt

Ile

ser

25

ser

Pro

Ile

Arg

Ile
105

Pro

ser

25

His

Gly

Asp

Met
10

ser
Pro
Ala
Ser
ser
90

Lys

Glu
10

Gly
Gly

Ser

Lys

Page 17

Ser

ser

Lys

Arg

Arg

75

Thr

Leu

TYyr

Lys

Ser

ser
75

Ala

val

Leu

Phe

60

val

Tyr

val

ser

Asn

Tyr

60

Ser

ser

ser

Trp

45

Ser

Ala

Pro

Lys

Phe

Leu

45

Asn

ser

Pro
Tyr
30

Ile
Gly

Ala

Pro

Pro
Thr
30

Glu

GIn

Thr

Gly

15

Met

Tyr

Ser

Glu

Trp
95

Gly

15

Gly

Trp

Lys

Ala

sSer

Gly

Asp

80

Thr

Tyr

Ile

Phe

TYyr
80



674-86_ST25.txt
Met Glu Leu Leu ger Leu Thr Ser Glu Agp Ser Ala val Tyr Tyr Cys
5 9 95

Ala Arg Asp Tyr Gly Tyr val Phe Asp Tyr Trp Gly GIn Gly Thr Thr
100 105 110

Leu Thr val Ser Ser

115
<210> 27
<211> 106
<212> PRT
<213> Artificial Sequence
<220>
<223> Antibody fragment
<400> 27

Ile val Leu Thr GIn Ser Pro Ala Ile Met Ser Ala Ser Pro Gly Glu
1 5 10 15

Lys val Thr Ile Thr Cys Ser Ala Ser Ser Ser val Asn Tyr Met His
20 25 30

Trp Phe GIn Leu Lys Pro Gly Thr Ser Pro Lys Leu Leu Ile Tyr Ser
35 40 45

Thr SSr Asn Leu Ala Ser Gly val Pro Ala Arg Pge ser Gly Arg Gly
5 55 6

ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Arg Met Glu Ala Glu Asp
65 70 75 80

Ala Ala Thr Tyr Tyr Cys GIn Gln Arg Sgn Asn Tyr Pro Pro ggp Thr
85

Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 28

<211> 106

<212> PRT

<213> Artificial Sequence
<220>

<223> Antibody fragment
<400> 28

Ile val Leu Thr GIn Ser Pro Ser Ile Met Ser val Ser Pro Gly Glu
1 5 10 15

Lys val Thr Ile Thr Cys Ser Ala Ser Ser Ser val Ser Tyr Met His
20 25 30

Page 18
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Trp Phe GIn GIn Lys Pro Gly Tgr Ser Pro Lys Leu Gly Ile Tyr Ser
35 4 45

Thr Ser Asn Leu Ala Ser Gly val Pro Ala Arg Phe Ser Gly Arg Gly
50 55 60

ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Arg val Ala Ala Glu Asp
65 70 75 80

Ala Ala Thr Tyr ggr Cys GIn GIln Arg ggr Asn Tyr Pro Pro ;gp Thr

Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 29

<211> 106

<212> PRT

<213> Artificial Sequence
<220>

<223> Antibody fragment
<400> 29

Ile val Leu Thr GIn Ser Pro Ser Ile Met Ser val Ser Pro Gly Glu
1 5 10 15

Lys val Thr %ge Thr Cys Ser Ala ggr Ser Ser val Ser ggr Met His

Trp Phe GIn GIn Lys Pro Gly Thr Ser Pro Lys Leu Sgr Ile Tyr Ser
35 40 4

Thr Ser Asn Leu Ala Ser Gly val Pro Ala Arg Phe Ser Gly Arg Gly
50 55 60

Ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Arg val Ala Ala Glu Asp
65 70 75 80

Ala Ala Thr Tyr Tyr Cys Gln GIln Arg Ser Asn Tyr Pro Pro Trp Thr

85 90 95

Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

100 105
<210> 30
<211> 119
<212> PRT
<213> Artificial Sequence
<220>
<223> Antibody fragment
<400> 30
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Gln val GlIn Leu GIn Gln Ser Gly Ala g]u Leu Ala Arg Pro Gly Ala

Ser val Lys ggt Ser Cys Lys Ala ggr Gly Tyr Thr Phe ggr Ser Tyr

Thr Met His Trp val Lys Gln Arg Pro Gly GIn Gly Leu Glu Trp Ile
35 40 45

Gly Tyr Ile Asn Pro Ser Ser Gly Tyr Thr Lys Tyr Asn Gln Lys Phe

50 55 60
Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80
Met GIn Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala val Tyr Tyr Cys
85 90 95
Ala Arg Trp GIn Asp Tyr Asp val Tyr Phe Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Thr Leu Thr val Ser Ser

115
<210> 31
<211> 107
<212> PRT
<213> Artificial Sequence
<220>
<223> Antibody fragment
<400> 31

Asp Ile Gln Met Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser val Gly
1 5 10 15

Asp Arg val Thr Ile Thr Cys Arg Ala Ser Gln Asp Ile Arg Asn Tyr
20 25 30

Leu Asn Trp Tyr GIn GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Tyr Thr Ser Arg Leu Glu Ser Gly val Pro ggr Arg Phe Ser Gly
50 55

ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu GIn Pro
65 70 75 80

Glu Asp phe Ala ;hr Tyr Tyr Cys GIn GIn Gly Asn Thr Leu Pro Trp
5 90 95

Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys
100 105

pPage 20



<210> 32

<211> 122

<212> PRT

<213> Artificial Sequence
<220>

<223> Antibody fragment
<400> 32
§1u val Gln Leu gln Gln Ser

Ser Met Lys Ile Ser Cys Lys
20

Thr Met %gn Trp val Lys GlIn

Gly Leu Ile Asn Pro Tyr Lys
50 55

Lys Asp Lys Ala Thr Phe Thr
65 70

Met Glu Leu Leu Ser Leu Thr
85

Ala Arg Ser Gly Tyr Tyr Gly

Gly Ala Gly Thr Thr val Thr
115

<210> 33

<211> 107

<212> PRT

<213> Artificial Sequence

<220>
<223> Antibody fragment

<400> 33

Asp Ile GIn Met ;hr GIn Thr
1

Asp Arg val ggr Ile Ser Cys

Leu Asn ;rp Tyr Gln Gln Lys
5

Tyr Tyr Thr Ser Arg Leu His
50 55

Gly

Ala

ser

40

Gly

val

sSer

Asp

val
120

Thr

Arg

Pro

40

ser

674-86_ST25.txt

Pro

Ser

25

His

val

Asp

Glu

ser

105

Ser

ser
Ala
25

ASp

Gly

Glu Leu val
10

Gly Tyr Ser

Gly Lys Asn

Ser Thr Tyr
60

Lys Ser ser
75

Asp Ser Ala
90

Asp Trp Tyr

Ser

Ser Leu Ser
10

Ser GIn Asp

Gly Thr val

val Pro Ser
60

Page 21

Lys

Phe

Leu

45

AsSn

Ser

val

Phe

Ala

Lys

Lys

Pro

Thr

30

Glu

Gln

Thr

Tyr

Asp
110

ser

Arg

30

Leu

Phe

Gly

15

Gly

Trp

Lys

Ala

Tyr

95

val

Leu
15
Asn

Leu

ser

Ala

Tyr

Met

Phe

Tyr

80

Cys

Trp

Gly

Tyr

Ile

Gly



674-86_ST25. txt

ser Gly Ser Gly Thr Asp Tyr Ser Leu Thr Ile Ser Asn Leu Glu Gln
65 70 75 80

Glu Asp Ile Ala Thr Tyr phe Cys GIn GIn Gly Asn Thr Leu Pro Trp
85 90 95

Thr phe Ala Gly Gly Thr Lys Leu Glu Ile Lys

100 105
<210> 34
<211> 119
<212> PRT
<213> Artificial Sequence
<220>
<223> Antibody fragment
<400> 34

Glu val GIn Leu val Glu Ser Gly Gly Asp Leu val Lys Pro Gly Gly
1 5 10 15

Ser Leu Lys ESu Ser Cys Ala Ala ggr Gly Phe Thr Phe ggr ser Tyr

Gly Met Phe Trp val Arg GIn Thr Pro Asp Lys Arg Leu Glu Trp val
35 40 45

Ala Thr Ile Ser Arg Tyr Ser Arg Tyr Ile Tyr g%r Pro Asp Ser val
50 55

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn val Lys Asn Thr Leu Tyr
65 70 75 80

Leu GIn Met Ser ggr Leu Lys Ser Glu Sgp Thr Ala Ile Tyr ;gr Cys

Ala Arg Arg Pro Leu Tyr Gly Ser Ser Pro Asp Tyr Trp Gly GIn Gly
100 105 110

Thr Thr Leu Thr val Ser Ser

115
<210> 35
<211> 108
<212> PRT
<213> Artificial Sequence
<220>
<223> Antibody fragment
<400> 35

Asp Ile Glu Asn val Leu Thr GIn Ser Pro Ala Ile Met Ser Ala Ser
1 5 10 15

Page 22



Pro

Tyr

Ile

Gly

65

Ala

Leu

Gly

val

TYyr

50

Ser

Glu

Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Glu

His

35

Asp

Gly

Asp

Phe

36
117
PRT

Trp

Thr

ser

val

val

Tyr

Ser

Gly

Ala

85

Ser

Thr

GlIn

Lys

Asn

70

Thr

Gly

Met

Gln

Leu

55

Ser

Tyr

Thr

Artificial Sequence

Antibody

36

iys Leu Gln Gln

Lys

His

Ile

Lys

65

Leu

Tyr

Leu

Met

Trp

Asn

50

Ala

Ser

Tyr

Thr

Ser

val

35

Pro

Thr

Ser

Asp

val
115

cys

20

Lys

Ser

Leu

Leu

Asp

Ser

fragment

ser
5
LysS
Gln
Arg
Thr
Thr
85
His

ser

Gly

Thr

Arg

Gly

Thr

70

ser

Tyr

Ala

Ser

Pro

TYyr

Asp

Glu

Cys

Thr

Lys

Ala

Tyr

Tyr

Lys

Glu

Gly

Gly

40

Thr

Lys

Asp

Leu

674-86_ST25.txt

Cys Ser Ala Ser Ser
25

Ser

ser

Ser

Cys

Leu
105

Leu

Tyr

25

Gln

Asn

ser

ser

Asn Thr

Gly val

Leu Thr
75

Phe Gln
90

Glu Met

Ala Arg
10

Thr Phe

Gly Leu

Tyr Asn

Ser Ser

75

Ala val
90

Tyr Trp

pPage 23

Ser
Pro
60

Ile

Gly

Arg

Pro

Thr

Glu

GIn

60

Thr

Tyr

Gly

Pro
45
Gly

ser

ser

Gly

Arg

Trp

45

Lys

Ala

Tyr

GIn

Ser
30

Lys
Arg

ser

Gly

Ala

Tyr

30

Ile

Phe

Tyr

Ccys

Gly
110

val

Leu

val

Met

Tyr
95

ser

15

Thr

Gly

Lys

Met

Ala

95

Thr

Thr

Trp

Ser

Glu

80

Pro

val

Met

Tyr

Asp

Gln

80

Arg

Thr



<210> 37
<211> 106
<212> PRT
<213>
<220>
<223>

<400> 37

Asp Ile GIn Leu
1

Glu Lys val Thr
20

Asn Trp Tyr Gln
35

Asp Thr Ser Lys
50

Gly Ser Gly Thr
65

Asp Ala Ala Thr

Phe Gly Ala Gly
100

<210> 38

<211> 495

<212> PRT

<213>

<220>

<223>

<400> 38

Antibody fragment

Artificial Sequence

Thr G1n Ser
5

Met

Gln

val

ser

Tyr

85

Thr

Thr

Lys

Ala

Tyr

70

Tyr

Lys

Cys

ser

ser

55

ser

Cys

Leu

Artificial Sequence

Bispecific molecule

G1n val GIn Leu Gln GIn Pro
1

5

Sser val Lys ESU ser Cys Lys

Trp Ile Asn Trp val Lys GIn

35

Gly égn Ile Tyr Pro Ser Asp

55

gys Asp Lys Ala Thr Leu Thr
5

70

Pro

Arg

Gly

40

Gly

Leu

Gln

Glu

Gly
Ala
Arg
40

ser

val

674-86_ST25.txt

Ala

Ala

25

Thr

val

Thr

Gln

Leu
105

Ala

Ser

Pro

Tyr

ASp

Ile
10
Ser

Ser

Pro

Trp
90

Lys

Glu

10

Gly

Gly

Thr

Lys

Page 24

Met

ser

Pro

Tyr

Ser

75

Ser

Leu

Tyr

Gln

Asn

Ser
75

Ser

Ser

Lys

Arg

60

Ser

sSer

val

Thr

Gly

Tyr

60

ser

Ala

val

Arg

45

Phe

Met

Asn

Arg

Phe

Leu

45

AsSn

ser

Ser

Ser

30

Trp

sSer

Glu

Pro

Pro

Thr

30

Glu

Gln

Thr

Pro

15

Tyr

Ile

Gly

Ala

Leu
95

Gly

15

Ser

Trp

Lys

Ala

Gly

Met

Tyr

Ser

Glu

80

Thr

Ala

Tyr

Phe

Tyr
80



Met

Thr

Thr

Gly

Thr

145

ser

Gln

Arg

Asp

Tyr

225

Thr

Gln

ser

val

Pro

305

Thr

Ser

GIn

Arg

Leu

Leu

Lys

Glu

Phe

210

Tyr

Lys

GIn

cys

Lys

ser

Leu

Leu

Leu

Ser

Thr

115

Gly

Thr

Leu

Pro

Ser

195

Thr

Cys

Leu

ser

LyS

Gln

Arg

Thr

Thr

ser

Gly

Ala

Asn

Gly

Gly

Leu

Gln

Glu

Gly

Thr

Arg

Gly

Thr

Ser
340

ser

85

Arg

ser

Ser

Gly

Ser

165

Gln

val

Thr

Asn

Ile

245

Ala

Ser

Pro

Tyr

Asp

325

Glu

Pro

Gly

ser

Asp

Glu

150

Gly

Pro

Pro

Ile

230

Lys

Glu

Gly

Gly

Thr

310

Lys

Asp

Thr

Asn

Gly

Ile

135
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Ala

Tyr

95

Thr

Ser

Met

Ser

Pro

175

Ala

ser

Ser

Lys

Glu

255

Gly

Gly

Thr

Lys

Phe

Tyr

80

Cys

Thr

Gly

Ser

ser

160

Lys

Arg

Arg

Asn

ser

240

Leu

Tyr

Gln

Asn

Ser
320



Ser

Ala

Tyr

Ser

Gln

385

val

Tyr

ser

Gly

Ala

465

Ala

ser

val

Trp

Leu

Thr

Gln

LysS

Thr

450

Thr

Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Thr

Tyr

Gly

Gly

Thr

Met

Gln

val

435

ser

Tyr

Thr

43
513
PRT

Ala

TYyr

340

GIn

Ser

Gln

Thr

Lys

Ala

Tyr

Tyr

Lys

Tyr

325

Cys

Gly

Gly

ser

Cys

Ser

ser

Ser

Cys

Leu
485

Met

Ala

Thr

Gly

Pro

390

Arg

Gly

Gly

Leu

GIn

470

Glu

Gln

Arg

Thr

Ser

375

Ala

Ala

Thr

val

Thr

455

GIn

Leu

Artificial Sequence

Bispecific molecule

43

get Gly Trp Ser gys Ile Ile

val His Ser Glu val Gln Leu

20

Pro Gly éga Ser Met Lys Ile

Thr Gly Tyr Thr Met Asn
50

Trp
55

Leu

Tyr

Leu

360

Gly

Ile

Ser

Ser

Pro

440

Ile

Trp

Leu

Gln

ser

40

val

674-86_ST25.txt

Ser Ser Leu Thr Ser

Tyr

345

Thr

Gly

Met

ser

Pro

425

Tyr

ser

Ser

Phe
Gln
25

Cys

Lys

330

Asp

val

ser

ser

ser

410

Lys

Arg

ser

Ser

Asp

Ser

Gly

Ala

395

val

Arg

Phe

Met

Asn
475

His
Ser
Gly
3

ser
Ser
Trp
ser
Glu

460

Pro

Leu val Ala

ser Gly Pro

Lys Ala Ser

GIn Ser His

Page 34

60

Tyr

val

365

val

Pro

Tyr

Ile

Leu

Thr
Glu
Gly
45

Gly

Glu

Asp

Gly

Met

Tyr

430

Ser

Glu

Thr

Ala
Leu
30

Tyr

Lys

Asp

335

Leu

Gly

Asp

Glu

Asn

415

Asp

Gly

Asp

Phe

Thr
15
val

ser

Asn

Ser

Asp

Gly

Ile

Lys

Trp

Thr

ser

Ala

Gly

Gly

Lys

Phe

Leu



674-86_ST25.txt

Glu Trp Ile Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ile Tyr Asn
65 70 75 80

GIn Lys Phe Lys Gly Lys Ala Thr Leu Thr val Asp Lys Ser Ser Ser
85 90 95

Thr Ala Tyr Met Glu Leu Leu Ser Leu Thr Ser Glu Asp Ser Ala val
100 105 110

Tyr Tyr Cys Ala Arg Asp Tyr Gly Phe val Leu Asp Tyr Trp Gly Gln
115 120 125

Gly Thr Thr Leu Thr val ser Ser Gly Gly Gly Gly Ser Gly Gly Gly
130 135 140

Gly ser Gly Gly Gly Gly Ser Asp Ile val Leu Thr GIn Ser Pro Ser
145 150 155 160

ITe Met Ser val Ser Pro Gly Glu Lys val Thr Ile Thr Cys Ser Ala
165 170 175

Ser Ser Ser val Ser Tyr Met His Trp Phe GIn GIn Lys Pro Gly Thr
180 185 190

Ser Pro Lys Leu Cys Ile Tyr Ser Thr Ser Asn Leu Ala Ser Gly val
195 200 205

Pro Ala Arg Phe Ser Gly Arg Gly Ser Gly Thr Ser Tyr Ser Leu Thr
210 215 220

Ile ser Arg val Ala Ala Glu Asp Ala Ala Thr Tyr Tyr Cys Gln GlIn
225 230 235 240

Gly Gly Thr Lys Leu Glu

Arg ser Asn Tyr Pro Pro Trp Thr Phe Gly
250 255

245

ITe Lys Ser Gly Gly Gly Gly Ser Asp Ile Lys Leu Gln Gln Ser Gly
260 265 270

Ala Glu Leu Ala Arg Pro Gly Ala Ser val Lys Met Ser Cys Lys Thr
275 280 285

Ser Gly Tyr Thr Phe Thr Arg Tyr Thr Met His Trp val Lys GIn Arg

Pro Gly GIn Gly Leu Glu Trp Ile Gly Tyr Ile Asn Pro Ser Arg Gly
305 310 315 320

Tyr Thr Asn Tyr Asn GIn Lys Phe Lys Asp Lys Ala Thr Leu Thr Thr
325 330 335

pPage 35



Asp

Glu

Cys

Glu

385

Asp

Gly

Met

Tyr

ser

465

Glu

Thr

Lys

Asp

Leu

370

Gly

Asp

Glu

Asn

Asp

Phe

<210>
<211>
<212>
<213>

<220>
<223>

<400>

ser

ser

355

Asp

Gly

Ile

Lys

Trp

Thr

Ser

Ala

Gly

44
488
PRT

Ser

340

Ala

TYyr

Ser

Gln

val

420

Tyr

Ser

Gly

Ala

Ala
500

Ser

val

Trp

Gly

Leu

405

Thr

Glin

Lys

Thr

Thr

485

Gly

Thr

Tyr

Gly

Gly

Thr

Met

Gln

val

Ser

470

Tyr

Thr

Ala

Tyr

Gln

375

Ser

Gln

Thr

Lys

Ala

455

Tyr

Tyr

Lys

Artificial Sequence

Bispecific molecule

44

Tyr

cys

360

Gly

Gly

ser

Cys

ser

440

Ser

ser

Ccys

Leu

674-86_ST25.txt

Met Gln Leu Ser Ser

345

Ala

Thr

Gly

Pro

Gly

Leu

Gln

Glu
505

Arg

Thr

Ser

Ala

410

Ala

Thr

val

Thr

Gln

490

Leu

Tyr

Leu

ser

Ser

Pro

Ile

475

Trp

Lys

Tyr
Thr
380
Gly
Met
ser
Pro
Tyr
460
Ser

ser

His

365

val

Ser

ser

ser

Lys

445

Arg

Ser

ser

His

Leu

350

ASp

Ser

Gly

Ala

val

430

Arg

Phe

Met

Asn

His
510

Thr

His

Ser

Gly

ser

415

ser

Trp

ser

Glu

Pro

495

His

Ser

Tyr

val

val

400

Pro

Tyr

Ile

Gly

Ala

480

Leu

Asp Ile Lys Leu GIn GIn Ser Gly Ala Glu Leu Ala Arg Pro Gly Ala
1 S 10 15

ser val Lys ggt Ser Cys Lys Thr sgr Gly Tyr Thr Phe ggr Arg Tyr
2

Page 36



Thr

Gly

Lys

Met

Ala

Thr

Gly

Pro

145

Arg

Gly

Gly

Leu

Gln

Glu

Gly

Ala

Ser

Met

Tyr

50

Asp

GlIn

Arg

Thr

Ser

130

Ala

Ala

Thr

val

Thr

210

Gin

Leu

Pro

Ser

His
290

His

35

Ile

Lys

Leu

TYyr

Leu

115

Gly

Ile

Ser

Ser

Pro

195

Trp

Lys

Glu

Gly

Gly

Trp

Asn

Ala

Ser

Tyr

100

Thr

Gly

Met

ser

Pro

180

Tyr

Ser

Ser

ser

Leu

260

Tyr

Lys

val

Pro

Thr

Ser

85

Asp

val

Ser

ser

ser

165

Lys

Arg

ser

Ser

Gly

val

ser

Asn

Lys

Ser

Leu

70

Leu

Asp

ser

Gly

Ala

150

val

Arg

Phe

Met

Asn

230

Gly

Lys

Phe

Leu

Gln

Arg

55

Thr

Thr

His

ser

Gly

ser

ser

Trp

Ser

Glu

215

Pro

Gly

Pro

Thr

Glu
295

Arg

40

Gly

Thr

ser

Tyr

val

120

val

Pro

Tyr

Ile

Leu

Gly

Gly

674-86_ST25.txt

Pro Gly GIn Gly Leu
45

Tyr

Asp

Glu

cys

105

Glu

Asp

Gly

Met

Tyr

185

ser

Glu

Thr

Ser

Ala

265

Tyr

Ile

Thr

Lys

ASp

90

Leu

Gly

Asp

Glu

Asn

170

Asp

Gly

Asp

Phe

Glu

250

Ser

Thr

Gly

Page 37

Asn

ser

75

ser

Asp

Gly

Ile

Trp

Thr

ser

Ala

Gly

val

Met

Met

Leu

Tyr

60

Ser

Ala

Tyr

Ser

Gln

140

val

Tyr

ser

Gly

Ala

220

Ala

Gln

Lys

Asn

Ile
300

Asn

ser

val

Trp

Gly

Leu

Thr

Gln

Lys

Thr

205

Thr

Gly

Leu

Ile

Trp

Asn

Glu

Gln

Thr

Tyr

Gly

Gly

Thr

Met

Gln

val

190

Ser

Tyr

Thr

Gln

ser

270

val

Pro

Trp

Lys

Ala

Tyr

95

Gln

ser

Gln

Thr

Lys

Ala

Tyr

Tyr

Lys

Gln

255

Cys

Lys

Tyr

Ile

Phe

Tyr

80

Cys

Gly

Gly

Ser

Cys

Ser

ser

Ser

cys

Leu

240

ser

Lys

Gln

Asn



674-86_ST25.txt
Gly Gly Thr Ile Tyr Asn GIn Lys Phe Lys Gly Lys Ala Thr Leu Thr
305 310 315 320

val Asp Lys Ser Ser Ser Thr Ala Tyr Met Glu Leu Leu Ser Leu Thr
325 330 335

Ser Glu Asp Ser Ala val Tyr Tyr Cys Ala Arg Asp Tyr Gly Phe val
340 345 350

Leu Asp Tyr Trp Gly Gln Gly Thr Thr Leu Thr val ser Ser Gly Gly
355 360 365

Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly §1y Ser Asp Ile val

Leu Thr GIn Ser Pro Ser Ile Met Ser val Ser Pro Gly Glu Lys val
385 390 395 400

Thr Ile Thr Cys Ser Ala Ser Ser Ser val Ser Tyr Met His Trp Phe
405 410 415

GIn GIn Lys Pro Gly Thr Ser Pro Lys Leu Cys Ile Tyr Ser Thr Ser
420 425 430

Asn Leu Ala Ser Gly val Pro Ala Arg Phe Ser Gly Arg Gly Ser Gly
435 440 445

Thr Ser Tyr Ser Leu Thr Ile Ser Arg val Ala Ala Glu Asp Ala Ala
450 455 460

Thr Tyr Tyr Cys GIn GIn Arg Ser Asn Tyr Pro Pro Trp Thr Phe Gly
465 470 475 48

o

Gly Gly Thr Lys Leu Glu Ile Lys
485

<210> 45

<211> 513

<212> PRT

<213> Artificial sequence
<220>

<223> Bispecific molecule
<400> 45

Met Gly Trp Ser Cys Ile Ile Leu Phe Leu val Ala Thr Ala Thr Gly
1 5 10 15

val His Ser Asp Ile Lys Leu Gln GIn Ser Gly Ala Glu Leu Ala Arg
20 25 30

Pro Gly g;a Ser val Lys Met Ser Cys Lys Thr Ser G;y Tyr Thr Phe
40 4
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Thr

Glu

65

GIn

Thr

Tyr

Gly

Gly

Thr

Met

Gln

val

Ser

225

Tyr

Thr

Gln

ser

val
305

Arg

50

Trp

Lys

Ala

Tyr

GlIn

130

Ser

Gln

Thr

Lys

Ala

210

Tyr

Tyr

Lys

Gln

cys

290

Lys

Tyr

Ile

Phe

Tyr

Cys

115

Gly

Gly

Ser

Cys

ser

195

ser

ser

cys

Leu

ser

275

Lys

Gln

Thr

Gly

Lys

Met

100

Ala

Thr

Gly

Pro

Gly

Leu

Gln

Glu

260

Gly

Ala

ser

Met

Tyr

Asp

85

Gln

Arg

Thr

Ser

Ala

165

Ala

Thr

val

Thr

Gln

245

Leu

Pro

ser

His

His

Ile

70

Lys

Leu

Tyr

Leu

Ser

ser

Pro

Ile

230

Trp

Lys

Glu

Gly

Trp

55

Asn

Ala

ser

Tyr

Thr

135

Gly

Met

Ser

Pro

Tyr

215

Ser

Ser

Ser

Leu

Tyr

Lys

val
Pro
Thr
ser
Asp
1

val
Ser
Ser
sSer
Lys
200
Arg
ser
Ser
Gly
val
280

Ser

Asn

674-86_ST25.txt

Lys GIn Arg Pro Gly
60

Ser

Leu

Leu

105

Asp

ser

Gly

Ala

val

185

Arg

Phe

Met

Asn

Lys

Phe

Leu

Arg

Thr

90

Thr

His

ser

Gly

Ser

170

Ser

Trp

ser

Glu

Pro

250

Gly

Pro

Thr

Glu

Page 39

Gly

75

Thr

Ser

Tyr

val

val

155

Pro

Tyr

Ile

Gly

Ala

235

Leu

Gly

Gly

Gly

Trp
315

Tyr

Asp

Glu

Cys

Glu

140

Asp

Gly

Met

Tyr

Ser

220

Glu

Thr

Ser

Ala

Tyr

Ile

Thr

Lys

Asp

Leu

125

Gly

Asp

Glu

Asn

205

Gly

Asp

Phe

Glu

Ser

285

Thr

Gly

Gln

Asn

Ser

ser

110

Asp

Gly

Ile

Lys

Ser

Ala

Gly

val

270

Met

Met

Leu

Gly

Tyr

Ser

95

Ala

Tyr

ser

Gln

val

175

Tyr

Ser

Gly

Ala

Ala

255

GIn

Lys

Asn

Ile

Leu

Asn

80

ser

val

Trp

Gly

Leu

160

Thr

Gln

Lys

Thr

Thr

240

Gly

Leu

Ile

Trp

Asn
320



Pro Tyr

Thr Leu

Ser Leu

Gly Phe

674-86_ST25.txt

Asn Gly Gly Thr Ile Tyr Asn g;a Lys Phe Lys

Thr val Asp Lys Ser Ser Ser Thr
340 345

Thr Ser Glu Asp Ser Ala val Tyr
355 360

val Leu Asp Tyr Trp Gly Gln Gly

370 375

ser Gly Gly Gly Gly Ser Gly Gly Gly Gly

385

Asp Ile

Glu Lys

390

val Leu Thr Gln Ser Pro Ser Ile
405 410

val Thr Ile Thr Cys Ser Ala Ser
420 425

His Trp Phe GIn GIn Lys Pro Gly Thr Ser

Ser Thr

435 440

Ser Asn Leu Ala Ser Gly val Pro

450 455

Gly ser

Asp Ala

Thr pPhe

His

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Gly Thr Ser Tyr Ser Leu Thr Ile
470

Ala Thr Tyr Tyr Cys GIn Gln Ar
485 49

Gly Gly Gly Thr Lys Leu Glu Ile
500 505

46

15

PRT

Artificial Sequence

Linker

46

Ala

Tyr

Thr

Ser

395

Met

ser

Pro

Ala

ser

475

ser

Lys

Tyr

Cys

Thr

380

Gly

ser

ser

Lys

Arg

460

Arg

Asn

His

Met

Ala

365

Leu

Gly

val

val

Leu

445

Phe

val

Tyr

His

Gly

Glu

350

Arg

Thr

Gly

ser

Ser

430

cys

Ser

Ala

Pro

His
510

335

Leu

ASp

val

Gly

Pro

415

Tyr

Ile

Gly

Ala

Pro

495

His

Gly Gly Gly Gly ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
1 5 10 15
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Ala

Leu

Tyr

Ser

ser

400

Gly

Met

Tyr

Arg

Glu

480

Trp

His



674-86_ST25.txt

<210> 47

<211> 16

<212> PRT

<213> Artificial Sequence
<220>

<223> Linker

<400> 47

val Glu Gly Gly Gly Gly Ser Gly Gly Ggy Gly Ser Gly Gly ¥§1 Asp
1 5 1

<210> 48

<211> 6

<212> PRT

<213> Artificial Sequence

<220>
<223> Linker

<400> 48
ser Gly Gly Gly Gly Ser
1 5

<210> 49

<211> 5

<212> PRT

<213> Artificial Sequence
<220>

<223> tinker

<400> 49

g1y Gly Gly Gly ?er

<210> 50

<211> 18

<212> PRT .

<213> Artificial sequence
<220>

<223> Linker

<400> 50

val Glu Gly Gly Ser Gly Gly Sser Gly Gly Ser Gly Gly Ser Gly Gly
1 5 10 15

val Asp

<210> 51

<211> 19

<212> PRT

<213> Artificial Sequence
<220>

<223> Secretion signal
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674-86_ST25.txt
<400> 51

Met Gly Trp Ser Cys Ile Ile Leu Phe ieu val Ala Thr Ala Igr Gly
1 5

val His Ser

<210> 52

<211> 19

<212> PRT

<213> Artificial Sequence
<220>

<223> Secretion signal
<400> 52

Met Asn Ser Gly Leu GIn Leu val Phe Phe val Leu Thr Leu igs Gly
1 5

Ile Gln Gly

<210> 53

<211> 19

<212> PRT

<213> Artificial Sequence
<220>

<223> Secretion signal
<400> 53

Met Asn Phe Gly Leu Ser Leu Ile Phe Leu Ala Leu Ile Leu Lys Gly
1 5 10 15

val Gln Cys

<210> 54

<211> 19

<212> PRT

<213> Artificial Sequence
<220> ] )

<223> Secretion signal
<400> 54

Met Glu Trp Ser Erp Ile Phe Leu Phe LSu Leu Ser val Thr Igr Gly
1 1

val His Ser

<210> 55
<211> 19
<212> PRT

<213> Artificial Sequence
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674-86_5T25.txt

<220>
<223> secretion signal
<400> 55

Met Gly Trp Leu grp Asn Leu Leu Phe Leu Met Ala Ala Ala Glin Ser
1

Ala Gln Ala

<210> 56

<211> 21

<212> DNA

<213> Artificial Sequence

<220> ) )

<223> o0ligonucleotide

<400> 56

tggctctgtg tcgacactgt ¢ 21
<210> 57

<211> 21

<212> DNA

<213> Artificial Sequence

<220> )

<223> O0ligonucleotide

<400> 57

gtgtacatgt tagctgtgga ¢ 21
<210> 58

<211> 21

<212> DNA

<213> Artificial Sequence

<220>

<223> oOligonucleotide

<400> 58

tgacactggc aaaacaatgc a 21
<210> 59

<211> 21

<212> DNA

<213> Artificial Sequence

<220>

<223> Oligonucleotide

<400> 59

ggtccttttc accagcaagc t 21
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