BSP 53661_ST25.txt
SEQUENCE LISTING

<110> Bayer Schering Pharma

wang, Zhuozhi

Light, pavid

Liu, Bing
<120> MONOSPECIFIC AND MULTISPECIFIC ANTIBODIES AND METHOD OF USE
<130> BSP 53661

<150> uUs 60/955,912
<151> 2007-08-15

<150> Us 60/955,913
<151> 2007-08-15

<160> 120

~a—id

A
N
=
[
v
(o] ol

<212> PRT
<213> Artificial Sequence

<223> Linker 1

<400> 1

Ser Asp Asp Asp Asp Lys
1 5

<210> 2

<211> 10

<212> PRT

<213> Artificial Sequence

<220>
<223> Linker 2

<400> 2
Gly Gly Gly Gly Ser Asp Asp Asp Asp Lys
1 5 10

<210> 3

<211> 15

<212> PRT

<213> Artificial Sequence

<220>
<223> Linker 3

<400> 3
Gly Gly Gly Gly Ser Asp Asp Asp Asp Lys Gly Gly Gly Gly Ser
1 5 10 15

<210> 4

<211> 15

<212> PRT

<213> Artificial Sequence
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<220>
<223> Linker 4
<400> 4

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
1 5 10 15

<210> 5
<211> 20
<212> PRT
<213> Artificial Sequence
<220>
<223> Linker 5
<400> 5
Ile His Pro val Leu Ser Gly Leu Ser Arg Ile val Asn Giy Giu Asp
1 5 10 15
Ala val Pro Gly
20
<210> 6
<211> 20
<212> PRT
<213> Artificial Sequence
<220>
<223> Linker 6
<400> 6

val Ala Ala Pro Phe Asp Asp Asp Asp Lys Ile val Gly Gly Igr Ile
1 5 10

Cys Glu Glu Asn
2

<210> 7

<211> 20

<212> PRT

<213> Artificial Sequence
<220>

<223> Linker 7

<400> 7

Glu Leu Leu Glu Ser Tyr Ile Asp Gly Arg Ile val Glu Gly Ser Asp
1 5 10 15

Ala Glu Ile Gly

20
<210> 8
<211> 20
<212> PRT

<213> Artificial Sequence
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<220>

<223> Linker 8

<400> 8

Ser Thr GIln Ser Phe Asn Asp Phe Thr Arg val val Gly Gly Glu Asp
1 5 10 15

Ala Lys Pro Gly
20

<210> 9

<211> 20

<212> PRT

<213> Artificial Sequence

<220>

2799, P2l A
<223> Linkerr §

<400> 9

Pro Glu Arg Gly Asp Asn Asn Leu Thr Arg Ile val Gly Gly Gln Glu
1 5 10 15

<210> 10

<212> PRT

<213> Artificial Sequence
<223> Linker 10

<400> 10

Glu Asp GIn Glu Asp GIn val Asp Pro Arg Leu Ile Asp Gly Lys Met
1 5 10 15

Thr Arg Arg Gly
20

<210> 11
<211> 20
<212> PRT
<213> Artificial Sequence

<220>
<223> Linker 11

<400> 11
Lys Arg Asn Ala Ser Lys Pro GIn Gly ﬁgg ITe val Gly Gly kgs val
1 5

Cys Pro Lys Gly
20

<210> 12
Seite 3
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<211> 20

<212> PRT

<213> Artificial Sequence
<220>

<223> Linker 12

<400> 12

Ser val Cys Thr Thr Lys Thr Ser Thr Arg Ile val Gly Gly Thr Asn
1 5 10 15

Ser Ser Trp Gly
20

<210> 13
<211> 5

noT
<212> i

<213> Artificial Sequence

<220>

<223> Linker 13

<400> 13

Ser Arg Ile val Gly

1 5

<210> 14

<211> 20

<212> PRT

<213> Artificial Sequence

<220>

<223> Linker 14

<400> 14

Gly Ser Leu val Ser Gly Ser Cys Ser Gln Ile Ile Asn Gly Glu Asp
1 5 10 15

Cys Ser Pro His

<210> 15

<211> 5

<212> PRT

<213> Artificial Sequence
<220>

<223> Linker 15
<400> 15

Ser Arg Ile Ile Asn
1 5

<210> 16
<211> 5
<212> PRT

<213> Artificial Sequence

Seite 4



<220>
<223>

<400>

Linker 16
16

Asn Lys Leu val His
1 5

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

<220>
<223>

<400>

Asp Lys Ile Ile Asp
1

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

<220>
<223>

<400>

17

5

PRT

Artificial Sequence
Linker 17

17
5

18

5

PRT

Artificial Sequence

Linker 18
18

Phe Asn val Leu Gly
1 5

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

<220>
<223>

<400>

19

S

PRT

Artificial Sequence

Linker 19
19

Thr Arg Ala Ile Gly
1 5

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

<220>
<223>

<400>

1

<210>
<211>
<212>

20

5

PRT

Artificial Sequence

Linker 20
20

Thr Arg Leu Asp Pro
5

21
5
PRT

BSP 53661_ST25.txt
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<213> Artificial Sequence

<220>
<223> Linker 21
<400> 21

Thr Arg Ile Ile Lys
1 5

<210> 22

<211> 5

<212> PRT

<213> Artificial Sequence
<220>

<223> Linker 22

<400> 22

Ser Gly Ser Asn Gln

1 5

<210> 23

<211> 5

<212> PRT

<213> Artificial Sequence
<220>

<223> Linker 23

<400> 23

Ser Lys val Leu Asn
1 5

<210> 24

<211> 5

<212> PRT

<213> Artificial Sequence
<220>

<223> Linker 24

<400> 24

Asn Lys Ile Ile Gly

1 5

<210> 25

<211> 5

<212> PRT

<213> Artificial Sequence
<220>

<223> Linker 25

<400> 25

Asp Lys Leu Leu Glu
1 5

<210> 26

BSP 53661_ST25.txt

Seite 6



<211>
<212>
<213>

<220>
<223>

<400>

5

PRT

Artificial Sequence
Linker cleavage site

26

Asp Asp Asp Asp Lys
1 5

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

<220>
<223>

<400>

1

221N

Neavs

<211>
<212>
<213>

<220>
<223>

<400>

27

5

PRT

Artificial Sequence

Linker clieavage site

27

ITe Glu Asp Gly Arg
5

2
6
PRT

Artificial Sequence

Linker cleavage site

28

Leu val Pro Arg §1y Ser
1

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

<220>
<223>

<400>

29

7

PRT

Artificial Sequence

Linker cleavage site

29

Glu Asn Leu Tyr Phe Gln Gly
1 5

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

<220>
<223>

<400>

30

8

PRT

Artificial Sequence

Linkage cleavage site

30

Leu Glu val Leu Phe GIn Gly Pro
1 )

BSP 53661_ST25.txt
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<210> 31

<211> 9

<212> PRT

<213> Artificial Sequence
<220>

<223> Linker cleavage site
<400> 31

Ser Ser val Phe Ala Gln Ser Ile Pro
1 5

<210> 32

<211> 8

<212> PRT

<213> Artificial Sequence
<220>

<223> Linker cleavage site
<400> 32

Lys GIn Leu Arg val val Asn Gly
1 5

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

<220>
<223>

<400>

33

230

PRT

Artificial Sequence

310 Fab-1ike Light chain
33

Asp Ile val Leu Thr GIn Pro His Ser
1

Thr val

Tyr val

5

Thr Ile Ser Cys Thr Arg Ser
20 25

Gln Trp Tyr GIn GIn Arg Pro
35 40

ITe Tyr Glu Asp Asn His Arg Pro Ser

50

55

Gly Ser Ile Asp Thr Ser Ser Asn Ser

65

Leu Lys

Asn Asn

70

Thr Glu gsp Glu Ala Asp Tyr
5

Leu val val Phe Gly Gly Gly
100 105

Ala Gly Gly Gly Gly Ser Asp Asp Asp

val

10

Ser

Gly

Gly

Ala

ser

Gly

sSer

val

Ser

75

Cys

Lys

Ala

Ser

Ser

Pro

60

Leu

Gln

Leu

Asp Lys Arg

Seite 8

Ser Pro Gly Lys

val Ala
30

Pro Thr
45

Asp Arg

Thr Ile

ser Tyr

Thr val

110

Thr val

15

Ser

Thr

Phe

ser

Asp

95

Leu

Ala

Tyr

val

ser

Gly

80

ser

Gly

Ala



BSP 53661_ST25.txt
115 120 125

Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly
130 135 140

Thr Ala ser val val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
145 150 155 160

Lys val GIn Trp Lys val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln

165 170 175
Glu Ser val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
180 185 190
Ser Thi Leu Thi Leu Ser LyS Ala Asp Tyr Giu Lys His Lys val Tyr
195 200 205
Ala Cys Glu val Thr His GIn Gly Leu Ser Ser Pro val Thr Lys Ser
210 215 220
Phe Asn Arg Gly Glu Cys
225 230
<210> 34
<211> 233
<212> PRT
<213> Artificial Sequence
<220>

<223> 3E10 Fab-Tlike Heavy chain

<400> 34

Asp Leu val Glu Ser Gly Gly Thr Leu val Gln Pro Gly Gly Ser Leu
1

Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Phe Thr Asp Ala Trp Met
20 25 30

Ser Trp §g1 Arg GIn Ala Pro Ggy Lys Glu Leu Glu ng val ser Ser
4

Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Gly Ser val Lys Gly
50 55 60

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

Met Asn Ser Leu grg Ala Glu Asp Thr Ala val Tyr Tyr Cys Sla Arg
5 90

val Leu Ser Leu Thr Asp Tyr Tyr Trp Tyr Gly Met Asp val Trp Gly
100 105 110

Seite 9



GIn

Ser

Lys

145

Tyr

Ser

Ser

Thr

Lys
225

Gly

Ala

130

ser

Phe

Gly

Leu

Tyr

210

Lys

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

<220>
<223>

<400>

Thr

115

ser

Thr

Pro

val

ser

195

Ile

val

35
219
PRT

Leu

Thr

ser

Glu

His

180

Ser

cys

Glu

val

Lys

Gly

Pro

165

Thr

val

Asn

Pro

Thr val
Gly Pro
135
Gly Thr
1
val Thr
Phe Pro
val Thr
val Asn
215

Lys Cys

Artificial Sequence

BSP 53661_ST25.txt

Ser Ala Ser Asp Asp Asp

120

Ser

Ala

val

Ala

val

200

His

Glu

val

Ala

ser

val

185

Pro

Lys

Phe

19G9 Fab-T1ike Light chain

35

Asp Ile val
1

Glu

Tyr

Ile

Gly

65

Pro

Thr

Arg

Leu

TYyr

50

ser

Glu

Phe

Ala

Ala

35

Gly

Gly

Asp

Gly

Leu

Thr

20

Trp

Ala

Ser

Phe

Gly

Thr

5

Leu

Tyr

Ser

Gly

Ala

85

Gly

Gln Ser
Ser Cys
GIn Gln
Ser Arg
Thr Asp
70

val Tyr

Thr Lys

Pro

Arg

Lys

40

Ala

Phe

Tyr

val

Gly

Ala

25

Pro

Thr

Thr

Cys

Glu

Phe Pro

Leu Gly

Trp Asn

Leu GIn

Ser Ser

Pro Ser

Thr Leu
10

Ser Gln

Gly GlIn

Gly Ile

Leu Thr
75

Gln Gln
90

Ile Lys
Seite 10

Leu

140

Cys

ser

ser

ser

Asn
220

Ser

Ser

Ala

Pro

60

Ile

Tyr

Asp

125

Ala

Leu

Gly

ser

Leu

205

Thr

Leu

val

Pro

45

Asp

Ser

ser

Asp

Asp

Pro

val

Ala

Gly

Gly

Lys

Ser

Ser

30

Arg

Arg

Arg

ser

Asp

Lys

Ser

Lys

Leu

175

Leu

Thr

val

Pro

15

Ser

Leu

Phe

Leu

Ser

95

Asp

ser

ser

Tyr

Gln

Asp

Gly

Ser

Leu

Ser

Glu

80

Leu

Lys



BSP 53661_ST25.txt
100 105 110

Arg Thr val Ala Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu
115 120 125

GIn Leu Lys Ser Gly Thr Ala Ser val val Cys Leu Leu Asn Asn Phe
130 135 140

Tyr Pro Arg Glu Ala Lys val Gln Trp Lys val Asp Asn Ala Leu Gln

145 150 155 160
ser Gly Asn Ser GIn Glu Ser val Thr Glu Gln Asp Ser Lys Asp Ser
165 170 175
Thir Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
180 185 190
Lys His Lys val Tyr Ala Cys Glu val Thr His GIn Gly Leu Ser Ser
195 200 205
Pro val Thr Lvs Ser phe Asn Arg Gly Glu Cys
210 215
<210> 36
<211> 231
<212> PRT
<213> Artificial Sequence
<220>
<223> 19G9 Fab-1ike Heavy chain
<400> 36
GIn Leu val GlIn Ser Gly Gly Gly Leu val Gln Pro Gly Gly Ser Leu
1 5 10 15

Arg Leu Ser Cys Ala Gly Ser Gly Phe Thr Phe Ser Ser Tyr val Met
20 25 30

His Trp Leu Arg Gln Ala Pro ggy Lys Gly Leu Glu ng val ser val
35

Ile Ggy Thr Gly Gly val Thr His Tyr Ala Asp ggr val Lys Gly Arg
5 55

Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr Leu Gln Met
65 70 75 80

Asn Ser Leu Arg §1a Glu Asp Thr Ala gg] Tyr Tyr Cys Ala Arg Trp
5 95

Gly Tyr Tyr Gly Ser Gly Ser Tyr Glu Asn Asp Ala Phe Asp Ile Trp
100 105 110

Seite 11



Gly

Ser

Thr

145

Pro

val

Ser

Ile

val
225

Gln

Thr

130

Ser

Glu

His

Ser

Cys

210

Glu

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

<220>
<223>

<400>

Lys

Gly

Pro

Thr

val

195

Asn

Pro

37
223
PRT

Thr

Gly

Gly

val

Phe

180

val

val

Lys

Met

Pro

Thr

Thr

165

Pro

Thr

Asn

Cys

val

Ser

Ala

150

val

Ala

val

His

Glu
230

Thr

val

135

Ala

Ser

val

Pro

Lys

Phe

Artificial Sequence

BSP 53661 _ST25.txt

val Asp Asp Asp Asp Lys Ser

120

Phe

Leu

Trp

Leu

ser

200

Pro

Pro

Gly

Asn

Gln

185

Ser

Ser

3E10 IgG-1like Light chain

37

Asn Phe Met

1

Thr

Tyr

Ile

Gly

65

Leu

Asn

val

val

Lys

Asn

Thr

Gln

35

Glu

Ile

Thr

Leu

Leu Thr Gln Pro His Ser
5

Ile

20

Trp

Asp

Asp

Glu

val

Ser

Tyr

Asn

Thr

Asp

85

val

Cys

Gln

His

ser

70

Glu

Phe

Thr

Gln

Arg

55

Ser

Ala

Gly

Arg

Arg

40

Pro

Asn

Asp

Gly

Ser

25

Pro

Ser

Ser

Tyr

Gly

Leu

Cys

Ser

170

Ser

Ser

Asn

val

10

Ser

Gly

Gly

Ala

Tyr
90

Ala

Leu

155

Gly

Ser

Leu

Thr

Ser

Gly

ser

val

Ser

75

Cys

Pro

140

val

Ala

Gly

Gly

220

Ala

ser

ser

Pro

60

Leu

Gln

Thr Lys Leu

Seite 12

125

Ser Ser

Lys Asp

Leu Thr

Leu Tyr

Thr Gln

205

val Asp

Ser Pro
val Ala

30

Pro Thr

45

Asp Arg

Thr Ile

ser Tyr

Thr val

Ser

Lys

TYr

ser

175

Ser

Thr

LysS

Gly
15

ser
Thr
Phe
ser
Asp
95

Leu

Ala

Ser

Phe

160

Gly

Leu

Tyr

Lys

Lys

TYyr

val

ser

Gly

80

Ser

Gly



BSP 53661_ST25.txt
105

100 110

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

115 120 125
Phe Pro Pro Ser Ser Glu Glu Leu GIn Ala Asn Lys Ala Thr Leu val
130 135 140
Cys Leu Ile Ser Asp Phe Tyr Pro Gly Ala val Thr val Ala Trp Lys
145 150 155 160
Ala Asp Ser Ser Pro val Lys Ala Gly val Glu Thr Thr Thr Pro Ser
165 170 175
LyS Gin Ser Asn Asn Lys Tyr Aia Ala Ser Ser Tyr Leu Ser Leu Thr
180 185 190
Pro Glu Gln Trp Lys Ser His Arg Ser Tyr Ser Cys GIn val Thr His
195 200 205
clu Gly ser Thr val glu Lys Thr val Ala Pro Thir Glu Cys Ser
210 215 220
<210> 38
<211> 457
<212> PRT
<213> Artificial Sequence
<220>
<223> 3E10 IgG-Tike Heavy chain
<400> 38
Gln val Asn Leu Arg Glu Ser Gly Gly Thr Leu val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Phe Thr Asp Ala
20 25 30

Trp Met Ser Trp val Arg Gln Ala Pro Gly Lys Glu Leu Glu Trp val
35 40 45

Ser Ser Ile Ser Gly Ser Gly Gly Ser Thr Tyr T%r Ala Gly Ser val
50 55 6

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala Arg val Leu Ser Leu Thr Asp Tyr Tyr Trp Tyr Gly Met Asp Vval
100 105 110

Seite 13



Trp

Lys

Thr

145

Pro

val

ser

Ile

val

225

Ala

Pro

val

val

Gln

305

GIn

Ala

Pro

Thr

Gly

Thr

130

Ser

Glu

His

ser

Cys

210

Glu

Pro

Lys

val

290

Tyr

Asp

Leu

Arg

Gln

115

Lys

Gly

Pro

Thr

val

195

Asn

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

355

AsSn

Gly

Gly

Gly

val

Phe

180

val

val

Lys

Leu

Thr

260

val

val

ser

Leu

Ala

340

Pro

Gln

Thr

Pro

Thr

Thr

165

Pro

Thr

Asn

ser

Leu

245

Leu

Ser

Glu

Thr

Asn

325

Pro

Gln

val

Leu

Ser

Ala

150

val

Ala

val

His

Ccys

230

Gly

Met

val

Tyr

310

Gly

Ile

val

Ser

val

val

135

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

His

295

Arg

Lys

Glu

Tyr

Leu
375

BSP 53661_ST25.txt

Thr val Ser Ala Ser Asp

120

Phe

Leu

Trp

Leu

ser

200

Pro

Lys

Pro

Ser

Asp

280

Asn

val

Glu

Lys

Thr

360

Thr

Pro

Gly

Asn

GlIn

185

Ser

Ser

Thr

ser

Arg

Pro

Ala

val

Tyr

Thr

345

Leu

Cys

Leu

Cys

Ser

170

Ser

Ser

Asn

His

val

250

Thr

Glu

Lys

Ser

Lys

330

Ile

Pro

Leu

Seite 14

Ala

Leu

155

Gly

Ser

Leu

Thr

Thr

235

Phe

Pro

val

Thr

val

315

cys

ser

Pro

val

Pro

140

val

Ala

Gly

Gly

Lys

cys

Leu

Glu

Lys

Lys

300

Leu

Lys

Lys

Ser

Lys

125

ser

Lys

Leu

Leu

Thr

205

val

Pro

Phe

val

Phe

285

Pro

Thr

val

Ala

Asp

ser

Asp

Thr

Tyr

190

Gln

Asp

Pro

Pro

Thr

270

AsSn

Arg

val

ser

Phe

Asp

Lys

Tyr

ser

175

ser

Thr

Lys

Cys

Pro

255

cys

Trp

Glu

Leu

Asn

335

Gly

Glu

Tyr

Asp

ser

Phe

160

Gly

Leu

Tyr

Arg

Pro

240

Lys

val

Tyr

His

320

Lys

Gln

Met

Pro



ser Asp
385

Tyr Lys

Tyr Ser

Phe Ser

Lys Ser
450

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

<220>
<223>

<400>
Glu Ile
1

Glu Arg

Tyr Leu

Ile Tyr
50

Gly ser
65

Pro Glu

Thr Phe

Asp Asp

Glu GlIn

130

Phe Tyr

Ile

Thr

Lys

Cys

435

Leu

39
220
PRT

Ala

Thr

Leu

420

ser

ser

val

Pro

405

Thr

val

Leu

Glu

390

Pro

val

Met

ser

BSP 53661_ST25.txt

Trp Glu Ser Asn

val Leu Asp

Asp Lys Ser

425

His Glu Ala

440

Pro Gly Lys

455

Artificial Sequence

19G9 1gG-Tlike Iight chain

39

val

Ala

Ala

35

Gly

Gly

Asp

Gly

Lys

Leu

Pro

Leu

Thr

20

Trp

Ala

Ser

Phe

Lys

Arg

Thr
5
Leu
Tyr
Ser
Gly
Ala
85
Ala
Ser

Glu

Gln

ser

Gln

ser

Thr

70

val

Thr

Ala

Gly

Ala

Ser

cys

Gln

Arg

55

Asp

Tyr

Lys

Pro

Thr

135

Lys

ser
410

Arg

Leu

Pro Gly Thr

Arg

Phe

Tyr

val

Ser

120

Ala

val

Ala

25

Pro

Thr

Thr

cys

Glu

105

val

ser

Gln

10

ser

Gly

Gly

Leu

Gln

90

Ile

Phe

val

Trp

Gly GIn Pro Glu

395

Asp Gly Ser Phe

Trp Gln

His Asn

Leu Ser

Gln Ser

Gln Ala

Ile Pro

60

Thr Ile
75

Gln Tyr

Lys Arg

Ile Phe

val Cys

140

Lys val

Seite 15

Gln

His
445

Leu

val

Pro

45

Asp

Ser

Ser

Thr

Pro

125

Leu

Asp

Gly
430

Tyr

Ser

Ser

30

Arg

Arg

Arg

Ser

Ser

110

Pro

Leu

Asn

Asn

Phe

415

Asn

Thr

Pro

15

Ser

Leu

Phe

Leu

ser

95

Asp

Ser

Asn

Ala

Asn
400
Leu

val

Gln

Gly

ser

Leu

Ser

Glu

80

Leu

Asp

Asp

Asn

Leu



145

150

Gln Ser Gly Asn Ser GlIn Glu Ser

Ser Thr Tyr

Glu Lys His

195

ser Pro val

210

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

<220>
<223>

<400>

40
460
PRT

165

Ser Leu Ser Ser Thr

180

Lys val Tyr Ala Cys

200

Thr Lys Ser Phe Asn

215

Artificial Sequence

BSP 53661_ST25.txt

val

Leu

185

Glu

Arg

19G9 1gG-like Heavy chain

40

Glu val Gln

1

Ser

val

ser

Gly

65

Gln

Arg

Ile

Asp

Ser
145

Leu

Met

val

50

Arg

Met

Trp

Trp

130

Lys

Arg

His

35

Ile

Phe

Asn

Gly

Asp

Ser

Leu val GIn Ser

Leu

20

Trp

Gly

Thr

ser

Tyr

100

Gln

Lys

Thr

5

Ser

Leu

Thr

Ile

Leu

85
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His Lys Pro Ser

Glu
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sSer
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Pro
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Leu

GIn

Leu

Thr

ser

140

Gly

Ala Thr Gly
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45
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Thr
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Thr

Leu
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GlIn

GIn

Ile

Arg

Ile

Tyr

val

110

Ser

Ser

Ala

Pro

335

15
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Thr
Phe
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95
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Ser
ser
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Gly

80
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Gly

Ser

ser

Arg
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Leu Glu

ser Leu
210

Ala Ala
225

-

Glu Ala

Leu Ser
290

val Tyr
305

Lys Ser

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

<220>
<223>

<400>

Gly
Pro
195

Thr

Pro

Ala

Phe

54
347
PRT

Ser

180

Glu

Phe

Ser

Thr

Cys

Asn

165

Gly

Asp

Gly

val

Ser

245

GIn

val

Leu

Glu

Arg
325

Ser

Phe

Gly

Phe

230

vai

Trp

Thr

Thr

val

310

Gly

Gly

Ala

Gly

Ile

vai

Lys

4
4

Leu
295

Thr

Glu
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GIn val GIn Leu val Glu Ser
1 5

Ser Leu Arg Leu Ser Cys Ala
20

Trp Met Ser Trp val Arg Gln
35
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5

50

5

Thr

val

200
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cys
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=3

N
00 -
o

Ser

His

Cys

Gly
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Asp Phe
185

Tyr Tyr

Lys val

Pro Pro

Leu Leu
250

AsSp Asn

GIn Gly

Gly Thr
10

Ser Gly
25

Pro Gly

Thr Leu

Cys GlIn

Glu Ile
220

Ser Asp
235

Asn Asn

Ala Leu

r-

<
wn
I
7

Tl

Asp Tyr
300

Leu Ser
315

Leu val

Phe Ser

Lys Glu

Ser Thr Tyr Tyr

60
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Thr

Gln

205

Lys

Glu

Phe

Gln

P

I
285

Glu

ser

GlIn

Phe

Leu

45

Ala

Ile

190

Tyr

Arg

Gln

Tyr
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270

Lys

Pro

Pro
Thr
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Glu

Gly

175

ser
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Thr

Leu

Pro

255
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val
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15
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Trp

Ser

Arg
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Lys
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Asn
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320
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65

Leu
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Trp

Lys

His

Ala

Thr

Tyr

225

val
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Lys

Leu

Leu
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Thr

Gly

Gln

Arg

Gly

Leu

130

Phe

Lys

Tyr

Lys

Ala

210
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Thr

290

Tyr

GIn

Arg

Met

val

Gln

115
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Thr

Gly

Ala

Asn

195
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Ser

Lys

Tyr
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Thr

Phe

Asn

Leu
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Gln
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Leu

Tyr

Thr
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85
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Thr
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165
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Tyr
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245
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325
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70
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Leu
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Trp
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cys
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230
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His
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Arg
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200
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Trp
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220
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Trp
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Leu

TYyr

95
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val

175
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Glu

Gly
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Leu
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Leu
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335

Tyr
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160
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val Asp Lys Lys val Glu Pro Lys Cys Glu Phe
340 345

<210> 55

<211> 333

<212> PRT

<213> Artificial Sequence

<220> )

<223> 3E10-Linkerl-19G9 Light chain

<400> 55

Asn Phe Met Leu Thr GIn Pro His Ser val Ser Ala Ser Pro Gly Lys

1 5 10 15

Thr val Thr Ile Ser Cys Thi Arg Ser Ser Gly Ser val Ala Ser Tyr

20 25 30

Tyr val GIn Trp Tyr GIn GIn Arg Pro Gly Ser Ser Pro Thr Thr val
35 40 45

ITe Tyr Glu Asp Asn His Arg Pro Ser Gly val Prg Asp Arg Phe Sei

50 55 i 60

Gly Ser Ile Asp Thr Ser Ser Asn Ser Ala Ser teu Thr Ile Ser Gly
65 70 75 80

Leu Lys Thr Glu ggp Glu Ala Asp Tyr g%r Cys GIn Ser Tyr Agp Ser
9

Asn Asn Leu val val Phe Gly Gly Gly Thr Lys Leu Thr val Leu Gly
100 105 110

Ala Ser Asp Asp Asp Asp Lys Glu Ile val Leu Thr Gln Ser Pro Gly
115 120 125

Thr Leu Ser Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala
130 135 140

Ser GlIn Ser val Ser Ser Ser Tyr Leu Ala Trp Tyr GIn GIn Lys Pro
145 150 155 160

Gly GIn Ala Pro Arg Leu Leu Ile Tyr Gly Ala Ser Ser Arg Ala Thr
165 170 175

Gly Ile Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
180 185 190

Leu Thr Ile Ser Arg Leu Glu Pro Glu Asp Phe Ala val Tyr Tyr Cys
195 200 205

GIn GIn Tyr Ser Ser Ser Leu Thr Phe Gly Gly Gly Thr Lys val Glu
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290
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Leu
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Artificial Sequence

BSP 53661_ST25.txt

Pro Ser val

Thr

Lys

Glu

280

ser

Ala

2
¥

Ala

val

265

Ser

Thr

Cys

w I»

>
(0]

ser

250

Gln

val

Leu

Glu

W =g
(elld]
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Trp
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Trp
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Leu

300

Thr
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Trp
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Trp
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cys

Arg

Gly

Ser

Arg

215

Gly

Thr

Pro

Gly

Asn

295

Gln

Ser

sSer

Thr

Ser
375

BSP 53661_ST25.txt

Thr val ser Ala Ser Asp

120

ser

Ala

Gln

Gly

ser

Met

Leu

cys

280

Ser

Ser

Ser

Asn

His

360

val

Gly

Gly

Ala

val

185

ASp

Glu

Gly

val

Ala

265

Leu
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Thr

val

Ala

475

Arg

Gly

Pro

Ser

Gln
555

Asn

Arg

val

ser

460

Lys

Glu

Phe

Glu

Phe

540

Gly

Tyr

Trp
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Thr
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Thr
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Trp
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300

290 295
Ser Lys Ala Asp Tyr Glu Lys His Lys val Tyr Ala Cys Glu val Thr
305 310 315 320
His GIn Gly Leu Ser Ser Pro val Thr Lys Ser Phe Asn Arg Gly Glu
325 335
cys
<210> 58
<211> 587
<212> PRT
<213> Artificial Sequence
<220>
<223> 3E10-Linker2-19G9 Heavy chain
<400> 58
G1In val Asn Leu Arg Glu Ser Gly Gly Thr Leu val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Phe Thr Asp Ala
20 25 30

Trp Met Ser Trp val Arg Gln Ala Pro Gly Lys Glu Leu Glu Trp val
35 40 45

Ser Ser Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Gly Ser val
50 55 60

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

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala Arg val Leu Ser Leu Thr Asp Tyr Tyr Trp Tyr Gly Met Asp val
100 105 110

Trp Gly GIn Gly Thr Leu val Thr val Ser Ala Gly Gly Gly Gly Ser
115 120 125

Asp Asp Asp Asp Lys Glu val GIn Leu val GlIn Ser Gly Gly Gly Leu
130 135 140

val GIn Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Gly Ser Gly Phe
145 150 155 160

Thr Phe Ser Ser Tyr val Met His Trp Leu Arg Gln Ala Pro Gly Lys
165 170 175
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Trp
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380
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Lteu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys val Ser
450 455 460

Ash Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys
465 470 475 480

Gly GIn Pro Arg Glu Pro GIn val Tyr Thr Leu Pro Pro Ser Arg Glu
485 490 495

Glu Met Thr Lys Asn Gln val Ser Leu Thr Cys Leu val Lys Gly Phe
500 505 510

Tyr Pro Ser Asp Ile Ala val Glu Trp Glu Ser Asn Gly Gln Pro Glu
515 520 525

Asn Asn Tyr Lys Thr Thr Pro Pro val Leu Asp Ser Asp Gly Ser Phe
530 535 540

Phe Leu Tyr Ser Lys Leu Thr val Asp Lys Ser Arg Trp Gln GIn Gly
545 550 555 560

Asn val Phe Ser Cys Ser val Met His Glu Ala Leu His Asn His Tyr
565 570 575

Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys

580 585
<210> 59
<211> 342
<212> PRT
<213> Artificial Sequence
<220>
<223> 3E10-Linker3-19G9 Light chain
<400> 59
Asn Phe Met Leu Thr GIn Pro His Ser val Ser Ala Ser Pro Gly Lys
1 5 10 15

Thr val Thr Ile Ser Cys Thr Arg Ser Ser Gly Ser val Ala Ser Tyr
20 25 30

Tyr val Gln Trp Tyr GIn GIn Arg Pro Gly Ser Ser Pro Thr Thr val
35 40 45

Ile Tyr Glu Asp Asn His Arg Pro Ser Gly val Pro Asp Arg Phe Ser
50 55 60

Gly Ser Ile Asp Thr Ser Ser Asn Ser Ala Ser Leu Thr ITe Ser Gly
65 70 75 80

Leu Lys Thr Glu Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Tyr Asp Ser
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Asn

Ala

Glu

Glu

145

Tyr

Ile

Gly

Pro

Thr

225

Pro

Thr

Lys

Glu

Ser

305

Ala

Phe

Asn

Gly

Ile

130

Arg

Leu

Tyr

Ser

Glu

210

Phe

ser

Ala

val

Ser

290

Thr

cys

Asn

<210>

Leu

Gly

val

Ala

Ala

Gly

¥

O —
Ui

Gly

val

Ser

Gln

275

val

Leu

Glu

Arg

60

val

100

Gly

Leu

Thr

Trp

Ala

180

ser

Phe

Gly

Phe

val

260

Trp

Thr

Thr

val

85

val

Gly

Thr

Leu

TYyr G

ser

Gly

Ala

Gly

Ile

245

val

Lys

Glu

Leu

Thr

325

Glu

Phe

ser

Gln

ser

150

ser

Thr

val

Thr

230

Phe

Cys

val

Gln

Ser

310

His

Cys

Gly

Asp

ser

135

Cys

Arg

ASp

Tyr

215

Lys

Pro

Leu

Asp

Asp

295

Lys

Gln

Gly

Asp

Pro

Arg

-
<<
%)

Ala

Phe

200

Tyr

val

Pro

Leu

Asn

280

Ser

Ala

Gly
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90

Gly Thr Lys
105

ASp ASp Lys

Gly Thr Leu

Ala Ser Gln
155

=0
~N -4
ox
(4]
-

Thr Gly Ile
185

Thr Leu Thr

Cys GIn Gln

Glu Ile Lys

Ser Asp Glu
250

Asn Asn Phe
265

Ala teu Gln
Lys Asp Ser
Asp Tyr Glu

315

Leu Ser ser
330
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Leu

Gly

Ser

140

Ser

Pro

220

Arg

GlIn

Tyr

Ser

Thr

300

Lys

Pro

Thr

Gly

Leu

val

Pro

Thr

Leu

Pro

Gly

Tyr

His

val

val

110

Gly

Ser

Ser

Arg

Ser

val

Lys

Arg

270

Asn

Ser

Lys

Thr

95

Leu

Gly

Pro

ser

Leu

175

Phe

Ser

Ala

Ser

255

Glu

Ser

Leu

val

Lys

Gly

Ser

Gly

ser

160

Leu

Ser

(]
—a

Leu

Ala

240

Gly

Ala

Gln

Ser

Tyr

320

ser



<211>
<212>

<213>

<220>
<223>

<400>

GIn val Asn

1

Ser

Trp

ser

Lys

65

Leu

Ala

Trp

Asp

ser

145

Ala

Gln

Gly

Arg

Ala
225

Leu

Met

ser

50

Gly

Gln

Arg

Gly

Asp

Gly

Gly

Ala

val

Asp

210

Glu

592
PRT

3810-Linker3-19G9 Heavy chain

60

Arg

Ser

35

Ile

Arg

Met

val

Gln

115

Asp

Gly

Ser

Pro

Thr

195

Asn

Asp

Leu

Leu

20

Trp

Ser

Phe

Asn

Leu

100

Gly

Asp

Gly

Gly

Ala

Thr

Arg

5

ser

val

Gly

Thr

ser

85

Ser

Thr

Lys

Leu

Phe

165

Lys

Tyr

Lys

Ala

Glu

Cys

Arg

ser

Ile

70

Leu

Leu

Leu

Gly

val

150

Thr

Gly

Ala

Asn

val
230

Artificial Sequence

Ser

Ala

GIn

Gly

55

Ser

Arg

Thr

val

Phe

Leu

Asp

Ser

215

Tyr
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Gly Gly Thr
10

Ala

Ala

40

Gly

Arg

Ala

Asp

Thr

120

Gly

Pro

Ser

Glu

Ser

200

Leu

Tyr

ser

25

Pro

Ser

Asp

Glu

Tyr

105

val

Gly

Gly

Ser

Trp

val

Tyr

cys

Gly

Gly

Thr

Asn

AsSp

90

Tyr

Ser

ser

Gly

Tyr

170

val

Lys

Leu

Ala
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Leu

Phe

Lys

Tyr

ser

75

Thr

Trp

Ala

Glu

ser

155

val

ser

Gly

Gln

Arg
235

val

Ser

Glu

Tyr

60

Lys

Ala

Tyr

Gly

val

140

Leu

Met

val

Arg

Met

220

Trp

Gln

Phe

Leu

45

Ala

Asn

val

Gly

Arg

His

Ile

Phe

205

Asn

Gly

Pro

Thr

30

Glu

Gly

Thr

Tyr

Met

110

Gly

Leu

Leu

Trp

Gly

Thr

Ser

Tyr

Gly

15

Asp

Trp

Ser

Leu

Tyr

95

AsSp

Gly

val

Ser

Leu

175

Thr

Ile

Leu

Tyr

Gly

Ala

val

val

Tyr

80

Ccys

val

ser

Cys
160
Arg
Gly

ser

Arg



Ser

Met

Leu

cys

Ser

305

Ser

Ser

Asn

His

val

385

Thr

Glu

Lys

Ser

Pro

Gly

val

Ala

Leu

290

Gly

Ser

Leu

Thr

Thr

370

Phe

Pro

val

Thr

val

450

Cys

Ser

Pro

Ser

Thr

Pro

275

val

Ala

Gly

Gly

Lys

cys

Leu

Glu

Lys

Lys

Lys

ser

Tyr

val

260

ser

Lys

Leu

Leu

Thr

340

val

Pro

Phe

val

Phe

420

Pro

Thr

val

Ala

Glu

245

Ser

Ser

Asp

Thr

TYyr

325

GlIn

Asp

Pro

Pro

Thr

405

Asn

Arg

val

ser

Asn

Ser

Lys

Tyr

ser

310

Ser

Thr

Lys

Cys

Pro

390

cys

Trp

Glu

Leu

Asn

470

Gly

Glu

Asp

Ala

Ser

Phe

295

Gly

Leu

Tyr

Arg

Pro

375

Lys

val

Tyr

Glu

His

455

Lys

Gln

Met
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Ala Phe Asp Ile Trp Gly Gln

Ser

Thr

280

Pro

val

Ser

Ile

val

360

Ala

Pro

val

val

Gln

440

Gln

Ala

Pro

Thr

Thr

265

sSer

Glu

His

sSer

cys

345

Glu

Pro

Lys

val

AsSp

Leu

Arg

250

Lys

Gly

Pro

Thr

val

330

Asn

Pro

Glu

Asp

Asp

410

Gly

Asn

Trp

Pro

Glu
490

Gly

Gly

val

Phe

315

val

val

Lys

Leu

Thr

395

val

val

Ser

Leu

Ala

475

Pro

Pro

Thr

Thr

300

Pro

Thr

Asn

Ser

Leu

380

Leu

ser

Glu

Thr

Asn

460

Pro

GlIn

Asn GIln val
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ser

Ala

285

val

Ala

val

His

Cys

365

Gly

Met

His

val

Tyr

445

Gly

Ile

val

ser

val
270
Ala
Ser

val

Pro

Asp
Gly
Ile
Glu
His
430
Arg
Lys
Glu
Tyr

Leu
510

Gly

Phe

Leu

Trp

Leu

ser

335

Pro

Lys

Pro

Ser

Asp

Asn

val

Glu

Lys

Thr

495

Thr

Thr

Pro

Gly

Asn

Gln

320

ser

Ser

Thr

ser

Ala

val

Tyr

Thr

480

Leu

Cys



Leu val Lys
515

Asn Gly Gln
530

Ser Asp Gly
545

Arg Trp GlIn

Leu His Asn
<210> 61
<211> 342
<212> PRT
<213>

<220>

<223>

<400> 61

Asn Phe Met
1

Thr val Thr

Gln
35

Tyr val

Ile Glu

Gly Ile

65

Leu Lys Thr

Asn Asn Leu

Ala

Gly

Ile
130

Glu

Glu Arg Ala

Pro

Ser

Gln

His
580

Phe

Glu

Phe

Gly

565

Tyr

Tyr

Asn

Phe

550

Asn

Thr

Pro

Asn

535

Leu

val

Gln

Artificial Ssequence
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ser Asp Ile
520

Tyr Lys Thr

Tyr Ser Lys

Phe Ser Cys
570

Ser Leu
585

LysS

3E10-Linker4-19G9 Light chain

Leu Thr GIn Pro His Ser val

5

Ile Ser Cys

20

Trp

Asp

Asp

Glu

val

100

Gly

Leu

Thr

Tyr

Asn

Thr

Asp

85

val

Gly

Thr

Leu

Gln

His

Ser

70

Glu

Phe

ser

Gln

Ser

Thr

Gln

Arg

55

Ser

Ala

Gly

Gly

ser

135

Cys

10

ser Ser

25

Arg

Arg Pro Gly

40

Pro Ser Gly

Asn Ser Ala

Tyr
90

Asp Tyr

Gly Thr

Gly Gly Gly

Pro Gly Thr

Arg Ala ser

Ala val Glu
525

Thr Pro Pro

540

Leu Thr val

555

Ser val Met

Ser Leu Ser

Ser Ala Ser

Gly Ser val

Pro
45

Ser Ser

val Pro

60

Asp

Ser Thr

75

Leu

Cys GlIn Ser

Lys Leu Thr

Ser Gly Gly

Ser Leu

140

Leu

Gln Ser val
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Trp

val

Asp

His

Pro
590

Pro

Ala

30

Thr

Arg

Ile

Tyr

val

110

Gly

ser

Ser

Glu

Leu

Lys

Glu

575

Gly

Gly

15

Ser

Thr

Phe

Ser

Asp

95

Leu

Gly

Pro

ser

Sser

Asp

ser

560

Ala

Lys

Lys

Tyr

val

ser

Gly

80

Ser

Gly

sSer

Gly

ser



145

Tyr Leu

Ile Tyr

Gly Ser

Pro Glu

210

Thr Phe
A

N)
(%4}

Pro Ser

Thr Ala

Lys val

Glu Ser
290

ser Thr
305

Ala Cys

Phe Asn

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

<220>
<223>

<400>

1

Ala

Gly

Asp

Gly

val

Ser

GIn

275

val

Leu

Glu

Arg

62
592
PRT

Trp

Ala

180

ser

Phe

Gly

Phe

val

N

£0V

Trp

Thr

Thr

val

Gly

Tyr

165

Ser

Gly

Ala

Gly

Ile

245

val

Lys

Glu

Leu

Thr

325

Glu

150

Gln

Ser

Thr

val

Thr

230

Phe

cys

val

Gln

Ser

310

Cys

Gin

Arg

Asp

Tyr

215

Pro

Leu

Asp

Asp

295

Lys

Gln

Artificial Sequence

3610-Linker4-19G9 Heavy chain

62

Lys

Ala

Phe

200

Tyr

val

Pro

Leu

Asn

280

Ser

Ala

Gly
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155

Pro Gly Gln Ala

Thr
185

Thr

Ccys

‘l
<

ser

Asn

265

Ala

Lys

Asp

Leu

GIn val Asn Leu Arg Glu Ser Gly Gly I
5

170

Gly

Leu

Leu

Asp

Tyr

Ser
330

Ile

Thr

Gln

Ser

Glu

315

Ser

Pro

Ile

Tyr
220

ATrg T

Gln

ser

Thr

300

Lys

Pro

Pro

Asp

Ser

205

ser

Leu

Gly

Tyr

His

val

ser

vai

Lys

Ser

Lys

Thr

Leu

175

Phe

Leu

ser

Ser

Leu

val

Lys

160

Leu

Ser

Glu

Leu

Ala

240

Gly

Ser

TYyr
320

Ser

hr Leu val Gln Pro Gly Gly
0 15

Ser Leu Arg Leu Ser Cys Ala Ala ggr Gly Phe Ser Phe ;Br Asp Ala
20
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Trp

ser

Leu

Ala

Trp

Gly

Ser

145

Ala

GIn

Gly

Arg

Ala

225

ser

Met

Leu

Cys

Met

ser

50

Gly

Gin

Arg

Gly

Gly

Gly

Ala

val

Asp

210

Glu

Gly

val

Ala

Leu
290

Ser
35

Ile
Arg
Met
val
Gln
115
Gly
Ser
Pro
Thr
195
ASn
Asp
Ser
Thr
Pro

275

val

Trp

ser

Phe

Asn

Leu

100

Gly

Gly

Gly

Gly

Gly

His

Ala

Thr

Tyr

val

260

Ser

Lys

val

Gly

Thr

Ser

85

ser

Thr

Ser

Leu

Phe

165

Lys

Tyr.

Lys

Ala

Glu

245

ser

ser

Asp

Arg

Ser

Ile

70

Leu

Leu

Leu

Gly

val

150

Thr

Gly

Ala

Asn

val

230

Asn

Ser

Lys

Tyr

Gln

Gly

55

Ser

Arg

Thr

val

Phe

Leu

Asp

Ser

215

Tyr

Asp

Ala

Ser

Phe
295

Ala Pro Gly Lys Glu Leu
40

Gly

Arg

Ala

Asp

Thr

120

Gly

Pro

Ser

Glu

Ser

200

Leu

Tyr

Ala

Ser

Thr

280

Pro
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ser

Asp

Glu

Tyr

105

val

Gly

Gly

ser

Trp

val

Tyr

cys

Phe

Thr

265

Ser

Glu

Thr

Asn

Asp

90

Tyr

Ser

Ser

Gly

Tyr

170

val

Lys

Leu

Ala

Lys

Gly

Pro

Tyr

ser

75

Thr

Trp

Ala

Glu

ser

155

val

ser

Gly

Gln

Arg

Ile

Gly

Gly

val

Tyr

60

Lys

Ala

Tyr

Gly

val

140

Leu

Met

val

Arg

Met

220

Trp

Trp

Pro

Thr

Thr
300
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Ala

Asn

val

Gly

Arg

His

Ile

Phe

205

Asn

Gly

Gly

Ser

Ala

285

val

Glu

Gly

Thr

Tyr

Met

110

Gly

Leu

Leu

Trp

Ser

Tyr

Gln

val

270

Ala

Ser

Trp

ser

Leu

Tyr

95

Asp

Gly

val

ser

Leu

175

Thr

Ile

Leu

Tyr

Gly

Phe

Leu

Trp

val

val

Tyr

80

Cys

val

ser

cys

Arg

Gly

Ser

Arg

Gly

Thr

Pro

Gly

Asn



Ser

305

ser

ser

Asn

His

val

385

Thr

Glu

Lys

ser

Pro

Leu

Asn

Ser

545

Arg

Gly

Ser

Leu

Thr

Thr

370

Phe

Pro

val

Thr

val

450

Cys

ser

Pro

val

Asp

Trp

Ala

Gly

Gly

Leu

Glu

Lys

Lys

Lys

Ser

Gly

Gln

Leu

Leu

Thr

340

val

Pro

Phe

val

Phe

420

Pro

Thr

val

Ala

500

Gly

Pro

Ser

Gln

Thr

Tyr

325

GlIn

Asp

Pro

Pro

Thr

405

Asn

Arg

val

ser

Lys

485

Glu

Phe

Glu

Phe

Ser

310

Ser

Thr

Lys

Cys

Pro

390

cys

Trp

Glu

Leu

Asn

470

Gly

Glu

Tyr

Asn

Phe

550

Asn

Gly

Leu

Tyr

Arg

Pro

375

Lys

val

Tyr

Glu

His

455

Lys

Gin

Met

Pro

Asn

535

Leu

val
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val His Thr pPhe Pro Ala

Ser

Ile

val

360

Ala

Pro

val

val

Gln

440

Gln

Ala

Pro

Thr

Ser

520

Tyr

Tyr

Phe

Ser

Cys

345

Glu

Pro

Lys

val

Asp

Tyr

Asp

Leu

Arg

Asp

Lys

Ser

Ser

val

330

Asn

Pro

Glu

Asp

Asp

410

Gly

ASn

Trp

Pro

Glu

490

Asn

Ile

Thr

Lys

cys
570
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315

val

val

Lys

Leu

Thr

395

val

val

Ser

Leu

Ala

475

Pro

Gln

Ala

Thr

Leu

555

Ser

Thr

Asn

Ser

Leu

380

Leu

Ser

Glu

Thr

Asn

460

Pro

Gln

val

val

Pro

540

Thr

val

val

His

cys

365

Gly

Met

His

val

Tyr

445

Gly

Ile

val

ser

Glu

525

Pro

val

Met

val

Pro

350

Asp

Gly

Ile

Glu

His

430

Arg

Lys

Glu

Tyr

Leu

510

Trp

val

Asp

His

Leu

Ser

335

Pro

Lys

Pro

ser

val

Glu

Lys

Thr

495

Thr

Glu

Leu

Lys

Glu
575

GlIn

320

ser

ser

Thr

ser

Ala

val

Tyr

Thr

480

Leu

Cys

ser

Asp

ser

560

Ala
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Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
580 585 590

<210> 63

<211> 333

<212> PRT

<213> Artificial Sequence

<220>

<223> 3E10-Link1-19G9 Fab Light chain

<400> 63

Asp Ile val Leu Thr GIn Pro His Ser val Ser Ala Ser Pro Gly Lys

1 5 10 15

Thir val Thi Ile Ser Cys Thr Arg Ser Ser Giy Ser val Ala Ser Tyr
2 25 3

Tyr val Gln Trp Tyr GIn Gln Arg Pro Gly Ser Ser Pro Thr Thr val

]
<
5]
-
Q
1>
n

T
pi3

(4]
)
g
(73]
[¢{]
=

Tle Tyr Glu Asp Asn His Arg Pro Ser Gly

50 55

(o2 3nr]
(=]

Gly Ser Ile Asp Thr Ser Ser Asn Ser Ala Ser Leu Thr Ile Ser Gly
65 70 75 80

Leu Lys Thr Glu Asp Glu Ala Asp Tyr Tyr Cys GIn Ser Tyr Asp Ser
85 90 95

Asn Asn Leu val val Phe Gly Gly Gly Thr Lys Leu Thr val Leu Gly
100 105 110

Ala Ser Asp Asp Asp Asp Lys Glu Ile val Leu Thr GIn Ser Pro Gly
115 120 125

Thr Leu Ser Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala
130 135 140

Ser GIn Ser val Ser Ser Ser Tyr Leu Ala Trp Tyr GIn GIn Lys Pro
145 150 155 160

Gly GIn Ala Pro Arg Leu Leu Ile Tyr Gly Ala Ser Ser Arg Ala Thr
165 170 175

Gly Ile Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
180 185 190

Leu Thr ITe Ser Arg Leu Glu Pro Glu Asp Phe Ala val Tyr Tyr Cys
195 200 205

GIn GIn Tyr Ser Ser Ser Leu Thr Phe Gly Gly Gly Thr Lys val Glu
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210 215 220

Ile Lys Arg Thr val Ala Ala Pro Ser val Phe Ile Phe Pro Pro Ser
225 230 235 240

Asp Glu GIn Leu Lys Ser Gly Thr Ala Ser val val Cys Leu Leu Asn
245 250 255

Asn Phe Tyr Pro Arg Glu Ala Lys val Gln Trp Lys val Asp Asn Ala
260 265 270

Leu GIn Ser Gly Asn Ser GIn Glu Ser val Thr Glu Gln Asp Ser Lys
275 280 285

Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp

290 295 300
Tyr Glu Lys His Lys val Tyr Ala Cys Glu val Thr His GIn Gly Leu
305 310 315 320
Sei Sei Firo val Thit Lys 3ei Phe Asit Arg Giy Giu Ala

325 330

<210> 64
<211> 357
<212> PRT
<213> Artificial Sequence
<220>
<223> 3E10-Link1-19G9 Fab Heavy chain
<400> 64

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

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Phe Thr Asp Ala
20 25 30

Trp Met Ser Trp val Arg Gln Ala Pro Gly Lys Glu Leu Glu Trp val
35 40 45

ser ser Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Gly Ser val
50 55 60

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

Leu GIn Met Asn ggr Leu Arg Ala Glu ggp Thr Ala val Tyr Tyr Cys
95

Ala Arg val Leu Ser Leu Thr Asp Tyr Tyr Trp Tyr Gly Met Asp val
100 105 110
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Trp

Lys

Tyr

val

Lys

Leu

Ala

225

Asp

Lys

Gly

Pro

Thr

305

val

Asn

Pro

Gly

Glu

130

ser

val

Ser

Gly

GlIn

210

Arg

Ile

Gly

Gly

val

290

Phe

val

val

Lys

<210>
<211>
<212>

=
= —
w13

val

Leu

Met

val

Trp

Trp

Pro

Thr

275

Thr

Pro

Thr

Asn

ser
355

65
328
PRT

Gly

Gln

Arg

His

Ile

180

Phe

Asn

Gly

Gly

Ser

260

Ala

val

Ala

val

His

340

Glu

Thr

Leu

Leu

Gly

Thr

Ser

Tyr

Gln

245

val

Ala

Ser

val

Pro

325

Lys

Phe

Leu
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Gly

Thr

Gln

35

Glu

Ile

Thr

Leu

Trp

Ala

Leu

Ile

20

Trp

Asp

Asp

Glu

val

100

Asp

Leu

Tyr

ser

Thr
5
Ser
Tyr
Asn
Thr
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85
val
Lys
Ser

GIn

Ser

Gln

cys

Gln

His
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70

Glu

Phe
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Cys

Gln

150

Arg

Pro

Thr

Gln

Arg

55
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Ala

Gly

Pro

Arg

Lys

Ala

His

Arg

Arg

40

Pro

Asn

Asp

Gly

Gly

Ala

Pro

Thr

BSP 53661_ST25.txt

Ser

Ser

25

Pro

Ser

ser

Tyr
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Gly Ser Ser
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Ala Ser Leu
75

Tyr Cys Gln
90
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Gln ser val
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Gln Ala Pro
155

Ile Pro Asp
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val

Pro

45

Asp

Thr

Ser

Thr

ser

125

ser

Arg

Arg

Ala val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser val
315
Tyr Ile Cys Asn

Lys val Glu Pro

350

Ala

30

Thr

Arg

Ile

Tyr

val

110

Pro

ser

Leu

Phe

val

val
335

Lys

~g

=D
]

Ser

Thr

Phe

Ser

Asp

95

Leu

Gly

ser

Leu

ser

Thr
320

Asn

Cys

-
A

Tyr

val

Ser

Gly

80

ser

Gly

Glu

Tyr

Ile

160
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ser

Glu

Phe

ser

225

Ala

val
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Thr

Cys
305

Gly

Asp

Gly

val

Ser

Gln

val

Leu

290

Glu

Ser

Phe
195

Phe

val
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Asn Arg Gly
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<211>
<212>
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<220>
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78
354
PRT
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Ala

Gly

Ile

Lys
260

" Glu

Leu

Thr

Glu

165

Thr

val

Thr

Gln

ser

His

cys
325

ASp

Tyr

Lys

Pro
230

Asp

Asp

Lys

Gln
310

H2L8 Heavy chain

78

Phe

Tyr

val

215

Pro

-
<

Asn

ser

Ala

295

Gly

Artificial Sequence

GIn val GIn Leu val Glu Ser

1

5

Ser Leu Arg Leu Ser Cys Ala
20

Trp Met Ser Trp val Arg Gln
35

Ser Ser Ile Ser Gly Ser Gly
55

Thr
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2

Glu
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>
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33

Ala
LvS
280

Asp
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Gly

Ala
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40
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Leu Thr
185
GIn GIn

Ile Lys

Asp Ser

Tyr Glu

Ser Ser

Gly Thr
10

Ser Gly
25

Pro Gly

Ser Thr

Ile Ser

Tyr Ser

Arg Thr
220

Gln Leu
235

€ Tyi Pro

Ser Gly

Thr Tyr
Lys His

300

Pro val
315

Leu val

Phe Ser

Lys Glu

Tyr Tyr
60
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205

val

Lys

Arg

Asn

Lys

Thr

GIn

Phe
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45

Ala

Leu
190
ser
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Ser

Lys

Pro
Thr
30

Glu

Gly

175

Glu

Leu

Ala

Gly

Ser
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15
Asp

Trp
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Pro

Thr
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240

Lys
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Phe
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Lys

Leu
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Trp

Gln

145

His

Ile

Phe

Asn

Gly

Gly
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val
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305
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Gly

Gln

Arg
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Leu

130

Leu

Trp

Gly

Thr

Ser

210

Tyr

GlIn
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Ala

Ser
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val

Pro

Arg

Met
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Gln

115

val
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Leu

Thr

Ile

195

Leu

Tyr

Gly

Phe
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Trp

Leu
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Asn
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Gln
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Gly
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Thr
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Ala
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Ser
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Trp
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235
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315

Tyr
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Leu

Tyr

220
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Asp
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TYyr

205
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Glu

285

His
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Lys
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Leu

Tyr
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ser
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Gln
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Met
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Trp

Trp
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Thr
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His Lys Pro Ser Asn Thr Lys val Asp Lys Lys val Glu Pro Lys Cys
340 345 350

Glu Phe

<210> 79

<211> 330

<212> PRT

<213> Artificial Sequence

<220>

<223> 3E10-Linkerla-19G9 Light chain
<400> 79
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wn
[q]
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e
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Lys

I

Asn Phe Met Leu Thr GIn Pro His S

1 5 15

=«
o

Thr val Thr Ile Ser Cys Thr Arg Ser Ser Gly Ser val éga ser Tyr
20 25 ‘

Tyr val GIn Trp Tyr Gln Gln Arg Pro Gly Ser Ser Pro Thr Thr vgl
35 40 45

ITe Tyr Glu Asp Asn His Arg Pro Ser Gly val Pro Asp Arg Phe Ser
50 55 60

Gly Ser Ile Asp Thr Ser Ser Asn Ser Ala Ser Leu Thr Ile Ser Gly
65 70 75 80

Leu Lys Thr Glu Asp Glu Ala Asp Tyr Tyr Cys GIn Ser Tyr Asp Ser
85 90 95

Ash Asn Leu val val Phe Gly Gly Gly Thr Lys Leu Thr val Ser Asp
100 105 110

Asp Asp Asp Lys Glu Ile val Leu Thr GIn Ser Pro Gly Thr Leu Ser
115 120 125

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser
130 135 140

val Ser Ser Ser Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly Gln Ala
145 150 155 160

Pro Arg Leu Leu Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro
165 170 175

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
180 185 190

Ser Arg Leu Glu Pro Glu Asp Phe Ala val Tyr Tyr Cys GIn Gln Tyr
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Ser Ser

210

Thr val
225
Leu Lys

Pro Arg

Gly Asn

Tyr Ser

195 200

Ser iLeu Thr pPhe Gly Gly

Ala Ala Pro Ser val Phe
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Ser Gly Thr Ala Ser val
245

Glu Ala Lys val GIn Trp
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wn
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Sel" G']!"i .‘1. ’ T
275 280

{

Leu Ser Ser Thr Leu Thr

290 295

Lys

w I
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vin

val Thr

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

<220>
<223>

<400>

GIn val

1

Ser Leu

Trp Met

ser Ser
50

Lys Gly
65

Leu GIn

val Tyr Ala Cys Glu val
310

Lys Ser Phe Asnh Arg Gly
325

80

580

PRT

Artificial Sequence
3E10-Linkerla-19G9 Heavy
80

Asn Leu Arg Glu Ser Gly
5

Arg Egu Ser Cys Ala Ala

Ser Trp val Arg Gln Ala
35 40

Ile Ser Gly Ser ggy Gly

Arg Phe Thr §ge Ser Arg

Met Asn Ser Leu Arg Ala
85
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Tyr Cys
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Trp
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Trp
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val

Ala

295

Gly
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val

Asn

Pro

350

Glu

Asp

Glu

ser

val

ser

175

Gly

Gln

Arg
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Trp
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Ser Ser Thr teu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys val
290 295 300

Tyr Ala Cys Glu val Thr His Gln Gly Leu Ser Ser Pro val Thr Lys
305 310 315 320

Ser Phe Asn Arg Gly Glu Cys

325
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<213> Artificial Sequence
<220>
<223> 3E10-Linkerlb-19G9 Heavy chain
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Gln val Asn Leu Arg Glu Ser Gly Gly Thr Leu val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Phe Thr Asp Ala
20 25 30

Trp Met Ser Trp val Arg GIn Ala Pro Gly Lys Glu Leu Glu Trp val
35 40 45

ser Ser Ile Ser Gly Ser Gly Gly Ser Thr Tyr Eyr Ala Gly Ser val
50 55 0

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala Arg val Leu Ser Leu Thr Asp Tyr Tyr Trp Tyr Gly Met Asp val
100 105 110

Trp Gly GIn Gly Thr Leu val Thr val Asp Asp Asp Asp Lys Gln Ser
115 120 125

Gly Gly Gly Leu val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala
130 135 140

Gly ser Gly Phe Thr Phe Ser Ser Tyr val Met His Trp Leu Arg Gln
145 150 155 160

Ala Pro Gly Lys Gly Leu Glu Trp val Ser val Ile Gly Thr Gly Gly
165 170 175

Seite 81



val

Asp

Glu

Gly

val

Ala

Leu

Gly

Ser

305

Leu

Thr

Thr

Phe

Pro

385

val

Thr

val

Thr

Asn

Asp

210

Ser

Thr

Pro

val

Ala

290

Gly

Gly

Lys

Cys

Leu

370

Glu
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Trp
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AsSn

Asn
Gly
2

Gly
Ser
Ala
val
Ala
300
val
His
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Trp

Leu

ser

Pro

Ser

Asp

Asn

val

430

Glu

ser

Arg

Gly

Thr
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Gly Gln
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ser Ser Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Gly Ser val
50 55 60

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

Leu GIn Met Asn ger Leu Arg Ala Glu gsp Thr Ala val Tyr Tyr Cys
5 0 95

Ala Arg val Leu Ser Leu Thr Asp Tyr Tyr Trp Tyr Gly Met Asp val
100 105 110

Trp Gly GIn Gly Thr Leu val Thr val Ser Ala Ser Asp Asp Asp Asp
115 120 125

Lys Leu val Gln Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Gly Ser
130 135 140

Gly Phe Thr pPhe Ser Ser Tyr val Met His Trp Leu Arg GIn Ala Pro
145 150 155 160

Gly Lys Gly Leu Glu Trp val ser val Ile Gly Thr Gly Gly val Thr
165 170 175
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His Tyr

Ala Lys

Ala Asp Ser val Lys

Asn Ser Leu Tyr Leu
195

Thr Ala val Tyr Tyr Cys Ala
210 215

Tyr Glu

225

Asn Asp Ala Phe Asp
230

val Ser Ser Ala Ser Thr Lys

ser Ser

245

Lys Ser Thr Ser Gly
260

Lys Asp Tyr Phe Pro Glu Pro

Leu Thr

275

ser Gly val His Thr

290 295

Leu Tyr Ser Leu Ser Ser val

305

Thr Gln

310

Thr Tyr Ile Cys Asn
325

val Asp Lys Lys val Glu Pro

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

<220>
<223>

<400>

340
103
325
PRT
Artificial Sequence

H5L8 Light chain
103

Asp Ile val Leu Thr GIn Pro
1 5

Thr val Thr Ile Ser Cys Thr

Tyr val g;n Trp Tyr Gln Gln

Ile Tyr Glu Asp Asn His Arg
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Gly Arg Phe Thr Ile Ser
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Gln

200

Arg

Ile
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val

280

Phe

val

val
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His

Arg

Arg

40

Pro

Met

Trp

Trp

Pro

Thr

265

Thr

Pro

Thr

Asn

345
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Gly

Gly

Ser

250

Ala

val
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val

His

330

Glu

Ser

Tyr

Gln

235

val

Ala

Ser

val

Pro

315

Lys

Phe

Leu

Tyr

220

Gly

Phe

Leu

Trp

Leu

300

Ser

Pro

Ser val Ser Ala

Ser Ser Gly Ser
25

Pro Gly Ser Ser

Ser Gly val Pro
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Arg

205

Gly

Thr

Pro

Gly

Asn

285

Gln

Ser

Ser

Ser

val

Pro

45

Asp

190

Ala

Ser

Met

Leu

Cys

270

ser

Ser

Ser

Asn

Pro

Ala

30

Thr

Arg

Asp

Glu

Gly

val

Ala

255

Leu

Gly

ser

Leu

Thr
335

Gly
15
Ser

Thr

Phe

Asn

Asp

Ser

Thr

240

Pro

val

Ala

Gly

Lys

Tyr

val

Ser



Gly

65

Leu

Asn

Asp

Arg

Leu

145

Tyr

ser

Glu

Phe

Ser

225

Ala

val

Ser

Thr

305

Asn

50

ser

Lys

Asn

ASp

Ala

130

Ala

Gly

Gly

Asp

Gly

210

val

Ser

GIn

val

Leu

290

Glu

Arg

Ile

Thr

Leu

Trp

Ala

Ser

Phe

195

Gly

Phe

val

Trp

Thr

275

Thr

val

Gly

Asp

Glu

val

100

Asp

Leu

Tyr

Ser

Gly

Ala

Gly

Ile

val

Lys

260

Glu

Leu

Thr

Glu

Thr

Asp

85

val

Lys

Ser

Gln

val

Thr

Phe

Cys

245

val

GIn

ser

His

Cys

Ser

70

Glu

Phe

ser

Gln

150

Arg

Asp

Tyr

Lys

Pro

230

Leu

Asp

Asp

Lys

Gln
310

55

sSer

Ala

Gly

Pro

Ara

Lys

Ala

Phe

Tyr

val

215

Pro

Leu

Asn

Ser

Ala

295

Gly
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Asn Ser Ala

Asp

Gly

Gly

Ala

Pro

Thr

Thr

Cys

200

Glu

ser

Asn

Ala

Lys

Asp

Leu

Tyr

Gly

Gly

Leu

185

Gln

Ile

Asp

Asn

Leu

265

Asp

Tyr

ser

Tyr
90

Thr

Leu

(4]
-
a3

GIn

Ile

170

Thr

Gln

Lys

Glu

Phe

250

Gln

ser

Glu

Ser

60

Ser Leu
75
Cys GIn

Lys Leu

Ser Leu

QO =

=<

Ala Pro
155

Pro Asp

Ile Ser

Tyr Ser

Arg Thr
220

Gln Leu
235

Tyr Pro

ser Gly

Thr Tyr

Lys His

300

Pro val
315

Seite 113

Thr
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Thr
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125

wn
[¢d]
=i

Arg

Aro
Arag

Arg

Ser

205

val

Lys

Arg

Asn
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285

Lys

Thr

Ile

Tyr

val
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Pro

Leu

Phe

Leu
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Glu
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270

Leu

val
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95

Leu

Gly
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Leu
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255

GIn

Ser

TYyr
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80

Ser
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Glu

Tyr

Pro

Thr

Pro

Thr

240

Lys

Glu

Ser

Ala

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

<220>
<223>

<400>

325

104
347
PRT
Artificial Sequence

H5L8 Heavy chain
104

GIn val GIn Leu val Glu Ser
1

Ser Leu

Trp Met

5

Arg Leu Ser Cys Ala
20

Ser Trp val Arg Gln
35

Ser Ser Ile Ser Gly Ser Gly

50

55

Lys Gly Arg Phe Thr Ile Ser

Leu Gln

Ala Arg

70

Met Asn Ser Leu Arg
85

val Leu Ser Leu Thr
100

Trp Gly GIn Gly Thr Leu val

Lys Leu

115

val Gln Pro Gly Gly

130 135

Gly Phe Thr Phe Ser Ser Tyr

Gly Lys

150

Gly Leu Glu Trp val
165

His Tyr Ala Asp Ser val Lys

Ala Lys

Asn Ser Leu Tyr Leu
195

Thr Ala val Tyr Tyr Cys Ala
210 215

Gly

Ala

Ala

40

Gly

Arg

Ala

Asp

Thr

120

ser

val

ser

Gly

Gln

200

Arg
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25

Pro
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Asp

Glu

Tyr
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val

Leu

Met

val

Arg

185

Met

Thr

10

Gly
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Thr

Asn
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Tyr
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Ile

170

Phe

Asn

Leu
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Lys

Tyr
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75

Thr

Trp

Ala

Leu

Gly

Thr
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val

Ser

Glu

Lys

Ala

Tyr

Ser

Ser

140

Leu

Thr

Ile

Leu

Trp Gly Tyr Tyr
220
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Leu

45
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Asn

val

Gly

Asp

125

Ccys

Arg

Gly

Ser

205

Gly

Pro

Thr

30

Glu

Gly

Thr

Tyr

Met

110

Asp

Ala

GIn

Gly

Arg

Ala

sSer

Gly

15

Asp

Trp

Ser

Leu

TYyr

95

Asp

Asp

Gly

Ala

val

175

Asp

Glu

Gly

Gly

Ala

val

val

Tyr

80

Cys

val

Asp

Ser

Pro

160

Thr

Asn

Asp
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Tyr

225

val

ser

Lys

Leu

Leu

305

Thr

val

Glu

Ser

ser

Asp

Thr

290

Tyr

Gln

Asp
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<220>
<223>

<400>

Asp Ile val
1

Thr

Tyr

Ile

Gly

65

Leu

AsSn

val

val

Tyr

50

Ser

Lys

Asn

Asn Asp

ser Ala

Lys Ser
260

Tyr Phe
275

ser Gly

Ser Leu

Thr Tyr

Lys Lys
340

105
333
PRT

Ala

Ser

245

Thr

Pro

val

Ser

Ile

325

val

Phe

230

Thr

Ser

Glu

His

Ser

310

Cys

Glu

Asp

Lys

Gly

Pro

Thr

295

val

Asn

Pro

Artificial Sequence

H6L1 Light chain

105

Thr Ile
20

GIn Trp

35

Glu Asp

Ile Asp

Thr Glu

Leu val

Ser

Tyr

Asn

Thr

Asp

85

val

Leu Thr GIn
5

Cys

Gln

His

Ser

70

Glu

Phe

Pro

Thr

Gln

Arg

55

ser

Ala

Gly
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Ile Trp Gly GIn Gly Thr
235

Gly

Gly

val

280

Phe

val

val

Lys

His

Arg

Arg

40

Pro

Asn

Asp

Gly

Pro ser
250

Thr Ala
265

Thr val

Pro Ala

Thr val

Asn His
330

Cys Glu
345

ser val
10

Ser Ser
25

Pro Gly
ser Gly

Ser Ala

Tyr Tyr
90

val

Ala

Ser

val

Pro

315

Lys

Phe

Ser

Gly

Ser

val

sSer

75

cys

Phe

Leu

Trp

Leu

300

ser

Pro

Ala

Ser

Ser

Pro

60

Leu

Gln

Gly Thr Lys Leu
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Pro

Gly

Asn

285

GlIn

ser

ser

ser

val

Pro

45

Asp

Thr

ser

Thr

Met

Leu

Cys

270

ser

ser

ser

Asn

Pro

Ala

30

Thr

Arg

Ile

Tyr

val

val

Ala

255

Leu

Gly

ser

Leu

Thr
335

Gly
15

Ser
Thr
Phe
Ser
Asp
95

Leu

Thr

240

Pro

val

Ala

Gly

Lys

Tyr

val

Ser

Gly

80

ser

Gly



Ala Ser

Thr Leu
130

ser GlIn
145

Gly GIn

Leu Thr

GIn Gln
210

Ile Lys
225

Asp Glu

Asn Phe

Leu GIn

Asp Ser
290

Tyr Glu
305

Ser Ser

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

<220>
<223>

<400>

Ser

Ala

Dron
L 50

Ile

195

Tyr

Arg

GIn

Tyr

Ser

275

Thr

Lys

Pro

106
344
PRT

100

Asp

Leu

val

Pro

Ser

Thr

Leu

Pro

260

Gly

Tyr

His

val

Asp

ser

ser

Arg

Ser

val

Arg

Asn

Ser

Lys

Thr
325

Asp

Pro

ser

150

Leu

")
T

Leu

Ser

Ala

230

Ser

Glu

Ser

Leu

val

310

Lys

Lys

Gly

Ser

Leu

Leu

215

Ala

Gly

Ala

Gln

Ser

295

Tyr

Ser

Artificial Sequence

H6L1 Heavy chain
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105

Glu Ile val Leu Thr

120

Glu

Tyr

Pro

200

Thr

Pro

Thr

Lys

Glu

280

ser

Ala

Phe

Arg

Leu

Tyr

Ser

185

Glu

Phe G

Ser

Ala

val

265

Ser

Thr

Cys

Asn

Ala

Ala

val

Ser

250

Gln

val

Leu

Glu

Thr

Phe
235
val
Trp
Thr
Thr
val
315

Gly

Leu
140

Tyr

Ser

(2
-—d
<

Ala

-
~

N
N -
o

Ile

val

Lys

Glu

Leu

300

Thr

Glu
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GIn
125

ser

Gln

ser

Thr

val
205

Thr
Tant

Phe

Cys

val

Gln

285

ser

His

Cys

110

Ser

Cys

Gln

Arg

190

Tyr

r
e
(]

Pro

Leu

Asp

270

ASp

Lys

GIn

Pro

Arg

Lys

Ala

175

Phe

Tyr

-
~

<
o)
-

Pro

Leu

255

Asn

Ser

Ala

Gly

Gly

Ala

Pro

160

Thr

Thr

Cys

1)
-

ser
240

Asn

Lys

Asp

Leu
320



GIn

ser

Trp

Ser

Ala

Trp

Gln

Phe

145

Leu

Asp

ser

Tyr

225

Ala

ser

val

Leu

Met

ser

50

Gly

Gln

Arg

Gly

Pro

130

Ser

Glu

Ser

Leu

Tyr

210

Ala

Ser

Thr

Gln

Arg

ser

35

Ile

Arg

Met

val

Gln

115

Gly

ser

Trp

val

Tyr

195

cys

Phe

Thr

ser

Leu

Leu

20

Trp

Ser

Phe

Asn

Leu

100

Gly

Gly

Tyr

val

Lys

Leu

Ala

ASp

Lys

Gly

val

Ser

val

Gly

Thr

Ser

85

sSer

Thr

Ser

val

Ser

165

Gln

Arg

Ile

Gly

Gly

Glu

Cys

Arg

ser

Ile

70

Leu

Leu

Leu

Leu

Met

150

val

Arg

Met

Trp

Trp

Pro

Thr

Ser

Ala

Gln

Gly

55

ser

Arg

Thr

val

Ile

Phe

Asn

Gly

Gly

ser

Ala
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Gly Gly Thr Leu val Gln
10

Ala

Ala

40

Gly

Arg

Ala

Asp

Thr

120

Leu

Trp

Gly

Thr

ser

200

Tyr

Gln

val

Ser

25

Pro

Ser

Asp

Glu

TYyr

105

val

Ser

Leu

Thr

Ile

185

Leu

Tyr

Gly

Phe

Leu
265

Gly

Gly

Thr

Asn

Asp

90

Tyr

Asp

Cys

Arg

Gly

Ser

Arg

Gly

Thr

Pro
250

Phe

Lys

TYyr

ser

75

Thr

Trp

Asp

Ala

GIn

155

Arg

Ala

ser

Met

235

Leu

ser

Glu

Tyr

60

Lys

Ala

Tyr

Asp

Gly

Ala

val

AsSp

Glu

Gly

val

Ala

Gly Cys Leu
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Phe

Leu

45

Ala

Asn

val

Gly

Asp

ser

Pro

Thr

Asn

Asp

205

Ser

Thr

Pro

val

Pro

Thr

30

Glu

Gly

Thr

TYyr

Met

110

Lys

Gly

Gly

His

Ala

190

Thr

Tyr

val

Ser

Lys

Gly

15

Asp

Trp

Ser

Leu

Tyr

95

ASp

Leu

Phe

Lys

Tyr

175

Lys

Ala

Glu

Ser

Ser

255

Asp

Gly

Ala

val

val

Tyr

80

cys

val

val

Thr

Gly

Ala

Asn

val

Asn

Ser

240

Lys

Tyr



Phe

Pro

Gly val

Leu
305

Tyr

290

ser

Ile

Glu

275

His

Ser

Cys

Lys val Glu
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<211>
<212>
<213>

<220>
<223>

<400>
GIn val Gln
1

ser

Trp

Ser

Ala

Trp

Lys

Gly

Leu

Met

Ser

50

Gly

Gln

Arg

Gly

Glu

130

Ser
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357
PRT

Pro

Thr

val

Asn

Pro
340

val

Phe

val

val

325

Lys

Thr val

Pro Ala
295

Thr val
310

Asn His

Cys Glu

Artificial Sequence

H1lL5a Heavy chain

107

Arg

Ser

35

Ile

Arg

Met

Ala

Gln

115

val

Leu

Leu val Glu Ser
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Leu
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Trp
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Phe

Asn

Ala

100
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Gln
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val
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Thr
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85
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Thr
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Cys Ala

Arg Gln

Ser Gly
55

Ile Ser
70

Leu Arg

Ala Ala

Leu val

val Gln

135

Ser Cys
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Arg
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Thr
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Thr

Asn
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315
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Leu
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val
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Thr

Ile

Leu

Tyr
230
Gly
Phe
Leu
Trp
Leu
310

Ser

Pro

Arg

Gly

Ser

Thr

Pro

Gly

Asn

295

Gln

Ser

ser

Artificial Sequence

BSP 53661_ST25.txt

Gln Ala Pro

Gly

Met

Leu

Cys

280

Ser

Ser

ser

Asn

val
185

Asp

Glu

4]
-

val

Ala

265

Leu

Gly

Ser

Leu
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Lys

Ala

220

Glu

ser

ser

Leu val Lys Asp

Seite 120

Leu

45

Ala

Asn

val

Ala

Asp

val

Thr

Gly

Ala

Asn

205

val

Asn

Ser

Lys

Tyr
285

Thr

30

Glu

Gly

Thr

Tyr

Ala

110

Asp

Gln

Phe

Leu

Tyr

Asp

Ala

Ser

270

Phe

Asp

Trp

Ser

Leu

Tyr

95

Ala

Asp

Pro

ser

Glu

175

Ser

Leu

Tyr

Ala

ser

255

Thr

Pro

Ala

val

val

Tyr

80

cys

Ala

Asp

Gly

ser

160

Trp

val

Tyr

Cys

Phe

240

Thr

Ser

Glu



BSP 53661_ST25.txt

Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val His
290 295 300

Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
305 310 315 320

val val Thr val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile Cys
325 330 335

Asn val Asn His Lys Pro Ser Asn Thr Lys val Asp Lys Lys val Glu
340 345 350

Pro Lys Cys Glu Phe

355
<210> 109
<211> 354
<212> PRT
<213> Artificial Sequence
<220>
<223> H2Lla Heavy chain
<400> 109
g1n val GIn Leu ga1 Glu Ser Gly Gly Igr Leu val GIn Pro g]y Gly
5

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Phe Thr Asp Ala
20 25 30

Trp Met Ser Trp val Arg Gin Aga Pro Gly Lys Glu Leu Glu Trp val
35 4 45

ser Sgr Ile ser Gly Ser Gly Gly Ser Thr Tyr g%r Ala Gly Ser val
5 55

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

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala Arg Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala
100 105 110

Trp Gly GIn Gly Thr Leu val Thr val Asp Asp Asp Asp Lys Glu val
115 120 125

GIn Leu val GIn ser Gly Gly Gly Leu val GIn Pro Gly Gly Ser Leu
130 135 140

Arg Leu Ser Cys Ala Gly Ser Gly Phe Thr Phe Ser Ser Tyr val Met
Seite 121



145

His

Ile

Phe

Asn

N QY

N =t
i

Ser

Ala

val

Ala

305

val

His

Glu

Trp

Gly

Thr

ser

210

Tyr

Gln

val

Ala

ser

290

val

Pro

Lys

Phe

<210>
<211>
<212>

<213>

<220>
<223>

<400>

1

Leu

Thr

Ile

195

Leu

Tyr

Gly

Phe

Leu

275

Trp

Leu

Ser

Pro

110
354
PRT

H2L1a Heavy chain

110

Arg

Gly

Thr

Pro
40U

J
Al
>

Gly

Asn

Gln

Ser

Ser
340

Gin

165

Gly

Arg

Ala

sSer

Met

245

Leu

Cys

ser

ser

Ser

325

Asn

150

Ala

val

Asp

Ala

Leu

Gly

ser

310

Leu

Thr

Pro

Thr

Asn

Thr

Pro

val

Ala

295

Gly

Gly

Lys

Artificial Sequence

BSP 53661_ST25.txt

Gly Lys

His Tyr
185

Ala Lys
200

Thr Ala

‘I
¢

val Ser
Ser Ser

265

Lys Asp

280

Leu Thr

Leu Tyr

Thr Gln

val Asp

155

Gly Leu Glu

170

Ala

Asn

val

3

N )>

>
E’!

Ser

250

Lvs

Tyr

ser

Ser

Thr

330

Lys

Asp

ser

Tyr

wn
wnIT

Ala

Ser

Phe

Gly

Leu

315

Tyr

Lys

ser

Leu

Tyr
220

>
Q)

ser

Thr

Pro

val

300

ser

Ile

val

Seite 122

Trp

val

Tyr

205

Cys

Thr

N
(D
3

Glu

285

His

ser

Cys

Glu

val

Lys

190

Leu

Ala

e ASp

Lys

Ty

N (D
~

Pro

Thr

val

Asn

Pro
350

Ser
175
Gly

Gln

Arg

val

Phe

val

val

335

Lys

160

val

Arg

Met

Trp

Pro

Thr

320

AsSn

Cys

Gln val Gln Leu ga] Glu Ser Gly Gly Igr Leu val GIn Pro g;y Gly



Ser

Trp

Ser

Lys

Leu

Ala

Trp

Gin

Ile

Phe

Asn

Gly

Gly

Ser

Ala

Leu

Met

Ser

50

Gly

Gln

Arg

Gly

Leu

130

Leu

Trp

Gly

Thr

sSer

210

Tyr

Gln

val

Ala

Arg

ser

35

Ile

Arg

Met

Ala

Gln

115

val

ser

Leu

Thr

Ile

195

Leu

Tyr

Gly

Phe

Leu
275

Leu

20

Trp

ser

Phe

Asn

Ala

100

Gly

GlIn

Cys

Arg

Arg

Gly

Thr

Pro

260

Gly

Ser

val

Gly

Thr

ser

85

Ala

Thr

Ser

Ala

Gln

165

Gly

Arg

Ala

Ser

Met

245

Leu

cys

Cys

Arg

Ser

Ile

70

Leu

Ala

Leu

Gly

val

Asp

Glu

Gly

val

Ala

Leu

Ala

Gln

Gly

55

ser

Arg

Ala

val

Pro

Thr

Asn

Thr

Pro

val

BSP 53661_ST25.txt

Ala Ser Gly Phe Ser Phe

Ala

40

Gly

Arg

Ala

Ala

Thr

120

Gly

Gly

Gly

His

Ala

200

Thr

Tyr

val

Ser

25

Pro Gly
ser Thr
Asp Asn
Glu Asp

90
Ala Ala
105
val Asp
Leu val
Phe Thr
Lys Gly

1
Tyr Ala
185
Lys Asn
Ala val
Glu Asn
Ser Ser

250

ser Lys
265

Lys

Tyr

Ser

75

Thr

Ala

Asp

GlIn

Phe

155

Leu

Asp

ser

Tyr

Asp

235

Ala

ser

Glu

Tyr

60

Lys

Ala

Ala

Asp

Pro

140

ser

Glu

Ser

Leu

Tyr

220

Ala

ser

Thr

Asp Tyr Phe Pro

Seite 123

Leu

45

Ala

Asn

val

Ala

Asp

125

Gly

ser

Trp

val

Tyr

205

cys

Phe

Thr

Ser

Glu
285

Thr

30

Glu

Gly

Thr

Tyr

Ala

110

Lys

Gly

Tyr

val

Ala

Asp

Lys

Gly

Pro

Asp

Trp

Ser

Leu

Tyr

95

Ala

Glu

Ser

val

ser

175

Gly

Gln

Arg

Ile

Gly

Gly

val

Ala

val

val

Tyr

80

Cys

Ala

val

Leu

Met

160

val

Arg

Met

Trp

240

Pro

Thr

Thr



val

ser
290

Ala val

305

Trp Asn Ser Gly Ala

295

Leu GIn Ser Ser Gly

310

val Pro Ser Ser Ser Leu Gly

His

Glu

Lys

Phe

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

<220>
<223>

<400>

325

Pro Ser Asn

111
354
PRT

340

Thr Lys

Artificial Sequence

H2L2a Heavy chain

111

GIn val Gln
1

ser

Trp

ser

Ala

Trp

GIn

Arg

Leu

Met

ser

50

Gly

Gln

Arg

Gly

Leu

130

Leu

Arg

Ser

35

Ile

Arg

Met

Ala

Gln

115

val

Ser

Leu val Glu Ser
5

Leu

20

Trp

Ser

Phe

Asn

Ala

100

Gly

Gln

Cys

Ser

val

Gly

Thr

Ser

85

Ala

Thr

ser

Ala

Cys Ala

Arg Gln

Ser Gly
55

Ile Ser

70

Leu Arg

Ala Ala

Leu val

Gly Gly

Gly Ser

BSP 53661 _ST25.txt

Leu Thr Ser Gly val His

Leu Tyr Ser

Thr

GlIn

Thr
330

val Asp Lys

Gly

Ala

Ala

40

Gly

Arg

Ala

Ala

Thr

120

Gly

Gly

345

Gly

sSer

25

Pro

Ser

Asp

Glu

Ala

105

val

Leu

Thr

10

Gly

Gly

Thr

Asn

Asp

90

Ala

Asp

val

Leu
315
Tyr

Lys

Leu

Phe

Lys

Tyr

Ser

75

Thr

Ala

Asp

Gln

300

Ser

Ile

val

val

ser

Glu

Tyr

60

Lys

Ala

Ala

Asp

Pro
140

Phe Thr Phe Ser
Seite 124

Ser

cys

Glu

GIn

Phe

Leu

45

Ala

Asn

val

Ala

Asp

Gly

Ser

Thr

val

Asn

Pro
350

Pro

Thr

30

Glu

Gly

Thr

Tyr

Ala

110

Lys

Gly

Tyr

Phe

val

val

335

Lys

Gly

15

Asp

Trp

Ser

Leu

Tyr

95

Ala

Glu

ser

val

Pro
Thr
320

Asn

cys

Gly

Ala

val

val

Tyr

80

cys

Ala

val

Leu

Met



145

His

Ile

Phe

Asn

Ser

Ala

val

Ala

305

val

His

Glu

Trp

Gly

Thr

Ser

210

Tyr

GlIn

val

Ala

Ser

290

val

Pro

Lys

Phe

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

<220>
<223>

<400>

1

Ile

195

Leu

Tyr

Gly

Phe

Leu

275

Trp

Leu

ser

Pro

112
354
PRT

H2L2a Heavy chain

112

Thr

Pro

260

Gly

Asn

Gln

Ser

ser
340

Gln

165

Gly

Arg

Ala

Ser

Met

245

Leu

cys

Ser

Ser

ser

325

Asn

5

150

Ala

val

Asp

Glu

val

Ala

Leu

Gly

ser

310

Leu

Thr

Pro

Thr

Asn

Thr

Pro

val

Ala

295

Gly

Gly

Lys

Artificial Sequence

Gly
His
Ala
200

Thr

Twur
LA

val

ser

Lys

280

Leu

Leu

Thr

val

BSP 53661_ST25.txt

Lys

Tyr

185

Lys

Ala

Ser

ser

265

Asp

Thr

Tyr

Gln

345

155

Gly Leu Glu

170

Ala

Asn

val

Tyr

ser

Ser

Thr

330

Lys

Asp

Ser

Tyr

N I»
wwn
wniTH

Ala

Ser

Phe

Gly

Leu

315

Tyr

Lys

Ser

Leu

Tyr
220

a

Ser

Thr

Pro

val

300

Ser

Ile

val

Seite 125

Trp

val

Tyr

205

Cys

T
5
(0]

Thr

N
(D
"3

Glu

285

His

ser

Cys

Glu

val

LysS

Leu

Ala

Asp

Lys

-
~

NG

Pro

Thr

val

Asn

Pro
350

ser
175
Gly

Gln

Arg

val

Phe

val

val

335

Lys

15

160

val

Arg

Met

Trp

Pro

Thr

320

Asn

cys

Gln val GIn Leu val Glu Ser Gly Gly Tgr Leu val GIn Pro Gly Gly
1



Ser

Trp

Ser

Lys

65

Leu

Ala

Trp

Gln

Arg

His

Ile

Phe

Asn

Gly

Gly

Ser

Ala

Leu

Met

ser

50

Gly

GlIn

Arg

Gly

Leu

130

Leu

Trp

Gly

Thr

Ser

210

Tyr

Gln

val

Ala

Arg

Ser

35

Ile

Arg

Met

Ala

Gln

115

val

ser

Leu

Thr

Ile

195

Leu

Tyr

Gly

Phe

Leu
275

Leu

20

Trp

Ser

Phe

Asn

Ala

100

Gly

GlIn

Cys

Arg

Gly

Ser

Arg

Gly

Thr

Pro

260

Gly

ser

val

Gly

Thr

Ser

85

Ala

Thr

ser

Ala

Gln

165

Gly

Arg

Ala

ser

Met

245

Leu

Cys

cys

Arg

ser

Ile

70

Leu

Ala

Leu

Gly

val

Asp

Glu

Gly

val

Ala

Leu

Ala

Gln

Gly

55

ser

Arg

Ala

val

Gly

ser

Pro

Thr

Asn

Asp

ser

Thr

Pro

val

BSP 53661_ST25.txt

Ala ggr Gly Phe Ser Phe

Ala

40

Gly

Arg

Ala

Ala

Thr

120

Gly

Gly

Gly

His

Ala

200

Thr

Tyr

val

Ser

Lys
280

Pro

Ser

Asp

Glu

Ala

105

val

Leu

Phe

Lys

Tyr

185

Lys

Ala

Glu

Ser

ser
265

Gly

Thr

Asn

Asp

90

Ala

Asp

val

Thr

Gly

Ala

Asn

val

Asn

Ser

250

Lys

Lys

Tyr

ser

75

Thr

Ala

Asp

Gln

Phe

155

Leu

Asp

ser

Tyr

Asp

235

Ala

ser

Glu

Tyr

60

Lys

Ala

Ala

Asp

Pro

140

Ser

Glu

Ser

Leu

Tyr

220

Ala

Ser

Thr

Asp Tyr Phe Pro

Seite 126

Leu

45

Ala

Asn

val

Ala

125

Gly

ser

Trp

val

Tyr

205

cys

Phe

Thr

Ser

Glu
285

Thr

30

Glu

Gly

Thr

Tyr

Ala

110

Lys

Gly

Tyr

val

Lys

190

Leu

Ala

Asp

Lys

Gly

Pro

Asp

Trp

sSer

Leu

TYyr

95

Ala

Glu

Ser

val

Ser

175

Gly

Gln

Arg

Ile

Gly

Gly

val

Ala

val

val

Tyr

80

cys

Ala

val

Leu

Met

160

val

Arg

Met

Trp

Trp

240

Pro

Thr

Thr



BSP 53661_ST25.txt

val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val His Thr Phe Pro
290 295 300

Ala val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser val val Thr
305 310 315 320

val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile Cys Asn val Asn
325 330 335

His Lys Pro Ser Asn Thr Lys val Asp Lys Lys val Glu Pro Lys Cys

340 345 350
Glu Phe
<210> 113
<211> 354
<212> PRT
<213> Artificial Sequence
<220>
<223> H2L4a Heavy chain
<400> 113
Gln val GIn Leu val Glu Ser Gly Gly Thr Leu val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Phe Thr Asp Ala
20 25 30

Trp Met Ser Trp val Arg GIn Ala Pro Gly Lys Glu Leu Glu Trp val
35 40 45

Ser Ser Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Gly Ser val
50 55 60

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

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala Arg Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala Ala
100 105 110

Trp Gly GIn Gly Thr Leu val Thr val Asp Asp Asp Asp Lys Glu val
115 120 125

GIn Leu val Gln ser Gly Gly Gly Leu val Gln Pro Gly Gly Ser Leu
130 135 140

Arg Leu Ser Cys Ala Gly Ser Gly Phe Thr Phe Ser Ser Tyr val Met
Seite 127



145

His

Ile

Phe

Asn

N
N —
Ui

Ser

Ala

val

Ala

305

val

His

Glu

Trp

Gly

Thr

ser

210

Tyr

Glin

val

Ala

ser

290

val

Pro

Lys

Phe

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

<220>
<223>

<400>

1

Leu

Thr

Ile

195

Leu

Tyr

Gly

Phe

Leu

275

Trp

Leu

ser

Pro

114
354
PRT

H2L4a Heavy chain

114

Arg

Gly

Thr

ro
ouv

N O

Gly

Asn

Gln

ser

Ser
340

GIn

165

Gly

Arg

Ala

Ser

Met

245

Leu

Cys

ser

Ser

ser

325

Asn

5

150

Ala

val

Asp

Glu

Ala

Leu

Gly

Ser

310

Leu

Thr

Pro

Thr

Asn

Thr

Pro

val

Ala

295

Gly

Gly

Lys

Artificial Sequence

Gly

His

Ala

200

Thr

Tur
Pyr

val

ser

Lys

Leu

Leu

Thr

val

BSP 53661_ST25.txt

155

Lys Gly Leu Glu

Tyr
185

Lys

Ala

(4]
-
| o

ser

ser

265

Asp

Thr

Tyr

Gln

170

Ala

Asn

val

Tyr

Ser

Ser

Thr

330

Lys

10

Asp

ser

Tyr

N X>
wwn
T

wn
D
3

Phe

Gly

Leu

315

Tyr

Lys

ser

Leu

Tyr

220

Ser

Thr

Pro

val

300

Ser

Ile

val

Seite 128

Trp

val

TYyr

205

cys

n
[{°]
3

Glu

285

His

Ser

cys

Glu

val

Lys

190

Leu

Ala

ASp

Lys

N
~ =
O\l

Pro

Thr

val

Asn

Pro
350

GIn val GIn Leu val Glu Ser Gly Gly Thr Leu val Gln Pro Gly
5

Ser
175
Gly

GlIn

Arg

val

Phe

val

val

335

Lys

1

160

val

Arg

Met

Trp

Trp

240

Pro

Thr

Pro

Thr

320

Asn

Cys

Gly



ser

Trp

Ser

Lys

Leu

Ala

Trp

Gln

Arg

His

Ile

Phe

Asn

Gly

Gly

Ser

Ala

Leu

Met

ser

50

Gly

Gln

Arg

Gly

Leu

130

Leu

Trp

Gly

Thr

ser

210

Tyr

Gln

val

Ala

Arg

Ser

35

Ile

Arg

Met

Ala

Gin

115

val

Ser

Leu

Thr

Ile

195

Leu

Tyr

Gly

Phe

Leu
275

Leu

20

Trp

Ser

Phe

Asn

Ala

100

Gly

Gln

Cys

Arg

Gly

ser

Arg

Gly

Thr

Pro

260

Gly

ser

val

Gly

Thr

ser

85

Ala

Thr

Ser

Ala

Gln

165

Gly

Arg

Ala

Ser

Met

245

Leu

Cys

cys

Arg

Ser

Ile

70

Leu

Ala

Leu

Gly

val

Asp

Glu

Ala

Leu

Ala

Gln

Gly

55

Ser

Arg

Ala

val

Gly

ser

Pro

Thr

Asn

Asp

215

Ser

Thr

Pro

val

BSP 53661_ST25.txt

Ala ggr Gly Phe Sser phe

Ala

40

Gly

Arg

Ala

Ala

Thr

120

Gly

Gly

Gly

His

Ala

200

Thr

Tyr

val

ser

Lys

Pro Gly
Ser Thr
Asp Asn
Glu Asp

90
Ala Ala
105
val Asp
Leu val
Phe Thr
Lys Gly

1
Tyr Ala
185
Lys Asn
Ala val
Glu Asn
Ser Ser

250

ser Lys
265

Lys

Tyr

Ser

75

Thr

Ala

Asp

Gln

Phe

155

Leu

Asp

Ser

Tyr

Asp

235

Ala

Ser

Glu

Tyr

60

Lys

Ala

Ala

Asp

Pro

140

ser

Glu

Ser

Leu

Tyr

220

Ala

ser

Thr

Asp Tyr Phe Pro

Seite 129

Leu

45

Ala

Asn

val

Ala

125

Gly

Ser

Trp

val

Tyr

205

Cys

Phe

Thr

ser

Glu
285

Thr

30

Glu

Gly

Thr

Tyr

Ala

110

Lys

Gly

Tyr

val

Lys

Leu

Ala

Asp

Lys

Asp

Trp

Ser

Leu

Tyr

95

Ala

Glu

Ser

val

ser

175

Gly

Gln

Arg

Ile

Gly

Gly

val

Ala

val

val

Tyr

80

cys

Ala

val

Leu

Met

160

val

Arg

Met

Trp

Trp

Pro

Thr

Thr



val ser
290

Ala val
305

Trp Asn Ser Gly Ala

295

Leu GIn Ser Ser Gly
310

val Pro Ser Ser Ser Leu Gly

His Lys

Glu Phe

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

<220>
<223>

<400>

325

Pro Ser Asn Thr Lys

115
354
PRT

340

Artificial Sequence

H2L5a Heavy chain

115

Gln val Gln Leu ga1 Glu Sser
1

Ser Leu

Trp Met

Ser Ser

50

Lys Gly

Leu GlIn

Ala Arg

Trp Gly

GIn Leu

130

Arg Leu

Arg

ser

35

Ile

Arg

Met

Ala

Gln

115

val

ser

Leu

20

Trp

Ser

Phe

Asn

Ala

100

Gly

Gln

Cys

Ser

val

Gly

Thr

Ser

85

Ala

Thr

ser

Ala

Cys

Arg

Ser

Ile

70

Leu

Ala

Leu

Gly

Gly

Ala

Gln

Gly

55

Ser

Arg

Ala

val

G

[
(A
i

Ser

BSP 53661_ST25.txt

Leu Thr Ser

Leu

Thr

val

Gly

Ala

Ala

40

Gly

Arg

Ala

Ala

Thr

120

Gly

Gly

Tyr

Gln

Asp
345

Gly

ser

25

Pro

Ser

Asp

Glu

Ala

105

val

Leu

Ser
Thr

330

Lys

Thr

10

Gly

Gly

Thr

Asn

Asp

90

Ala

Asp

val

Gly val His

Leu
315
Tyr

Lys

Leu

Phe

Lys

Tyr

Ser

75

Thr

Ala

Asp

Gln

300

Ser

Ile

val

val

Ser

Glu

Tyr

60

Lys

Ala

Ala

Asp

Pro
140

Phe Thr Phe Ser
Seite 130

ser

cys

Glu

Gin

Phe

Leu

45

Ala

Asn

val

Ala

Asp

Gly

ser

Thr

val

Asn

Pro
350

Pro

Thr

30

Glu

Gly

Thr

Tyr

Ala

110

Lys

Gly

Tyr

Phe

val

val

335

Lys

Gly

15

Asp

Trp

ser

Leu

Tyr

95

Ala

Glu

Ser

val

Pro
Thr
320

Asn

Cys

Gly

Ala

val

val

Tyr

80

Cys

Ala

val

Leu

Met



Phe

Asn

ser

Ala

val

Ala

305

val

His

Glu

Trp

Gly

Thr

ser
210

val

Ala

Ser

290

val

Pro

Lys

Phe

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

<220>
<223>

<400>

1

Leu

Thr

Ile

195

Leu

Gly

Phe

Leu

275

Trp

Leu

ser

Pro

116
354
PRT

H2L5a Heavy chain

116

Arg

Gly

ser

Arg

]
v—
<

Thr

Pro

260

Gly

Asn

Gln

ser

ser
340

Gin
165
Gly

Arg

Ala

n
(D
3

Met

245

Leu

cys

Ser

Ser

Ser

325

Asn

5

150

Ala

val

Asp

Glu

-
~

N

W) -
O\«

val

Ala

Leu

Gly

ser

310

Leu

Thr

Pro

Thr

Asn

Pro

val

Ala

295

Gly

Gly

Lys

Artificial Sequence

BSP 53661_ST25.txt

155

Gly Lys Gly Leu Glu
170

His

Ala

200

Thr

Ser

Lys

Leu

Leu

Thr

val

Tyr
185

Lys

Ala

(4]
-

Ser

Ser

265

Asp

Thr

Tyr

GIn

Ala

Asn

val

Tyr

Ser

Ser

Thr

330

Lys

Asp

ser

Tyr

Phe

Gly

Leu

315

Tyr

Lys

Ser

Leu

Tyr

220

Ala

Ser

Pro

val

300

ser

Ile

val

Seite 131

Trp

val

Tyr

205

cys

Phe

Glu

285

His

ser

Cys

Glu

val

Lys

Leu

Ala

Asp

Lys

N 6)
~ -
Ol

Thr

val

Asn

Pro
350

ser

175

Gly

Gln

Arg

Ile

val

Phe

val

val

335

Lys

160

val

Arg

Met

Trp

Thr

Pro

Thr

320

Asn

Cys

Gln val GIn Leu val Glu Ser Gly Gly Tgr Leu val Gln Pro g;y Gly
1



Ser

Trp

Ser

Lys

Leu

Ala

Trp

Gln

Arg

His

Ile

Phe

Asn

ser

Ala

Leu

Met

ser

50

Gly

Gln

Arg

Gly

Leu

130

Leu

Trp

Gly

Thr

Ser

210

Tyr

Gln

val

Ala

Arg

Ser

35

Ile

Arg

Met

Ala

Gln

115

val

ser

Leu

Thr

Ile

195

Leu

Tyr

Gly

Phe

Leu
275

Leu

20

Trp

ser

Phe

Asn

Ala

100

Gly

Gln

cys

Arg

Gly

Ser

Arg

Gly

Thr

Pro

260

Gly

Ser

val

Gly

Thr

ser

85

Ala

Thr

ser

Ala

Gln

165

Gly

Arg

Ala

Ser

Met

245

Leu

cys

Cys

Arg

ser

Ile

70

Leu

Ala

Leu

Gly

val

Asp

Glu

Gly

val

Ala

Leu

Ala

Gln

Gly

55

ser

Arg

Ala

val

Pro

Thr

Asn

215

Ser

Thr

Pro

val

BSP 53661_ST25.txt

Ala ggr Gly Phe Ser Phe

Ala

40

Gly

Arg

Ala

Ala

Thr

120

Gly

Gly

Gly

His

Ala

200

Thr

Tyr

val

ser

Pro Gly

Sser Thr

Asp Asn

Glu Asp

90

Ala Ala

105

val Asp

Leu val

Phe Thr

Lys Gly

Tyr Ala

185

Lys Asn

Ala val

Glu Asn

Ser Ser

250

ser Lys
265

Lys

Tyr

Ser

75

Thr

Ala

Asp

Gln

Phe

155

Leu

Asp

Ser

Tyr

Asp

235

Ala

ser

Glu

TYyr

60

Lys

Ala

Ala

Asp

Pro

140

Ser

Glu

Ser

Leu

Tyr

220

Ala

Ser

Thr

Asp Tyr Phe Pro

Seite 132

Leu

45

Ala

Asn

val

Ala

Asp

125

Gly

ser

Trp

val

Tyr

205

Cys

Phe

Thr

ser

Glu
285

Thr

30

Glu

Gly

Thr

Tyr

Ala

110

Lys

Gly

Tyr

val

Lys

Leu

Ala

Asp

Lys

Gly

Pro

Asp

Trp

Ser

Leu

TYyr

95

Ala

Glu

ser

val

ser

175

Gly

Gln

Arg

Ile

Gly

Gly

val

Ala

val

val

Tyr

80

cys

Ala

val

Leu

Met

160

val

Arg

Met

Trp

Trp

Pro

Thr

Thr



val

Ala

305

val

His

Glu

Ser
290

val

Trp Asn Ser

Leu GIn Ser

Gly Ala
295

Ser Gly
310

Pro Ser Ser Ser Leu Gly

Lys

Phe

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

<220>
<223>

<400>
GIn val Gln

1

ser

Trp

Ser

Lys

Leu

Ala

Trp

Gln

Arg

Leu

Met

ser

50

Gly

Gln

Arg

Gly

Leu

130

Leu

325

Pro Ser Asn

117
354
PRT

340

Thr Lys

Artificial Sequence

H2L7a Heavy chain

117

Arg

Ser

35

Ile

Arg

Met

Ala

Gln

115

val

Ser

Leu

Leu

20

Trp

Ser

Phe

AsSn

Ala

100

Gly

Gln

Cys

val
5
ser
val
Gly
Thr
Ser
85
Ala
Thr

Ser

Ala

Glu Ser

Cys Ala

Arg Gln

Ser Gly

55

Ile Ser
70

Leu Arg

Ala Ala

Leu val

Gly Gly

135

Gly ser

BSP 53661_ST25.txt

teu Thr ser Gly val His

Leu

Thr

val

Gly

Ala

Ala

40

Gly

Arg

Ala

Ala

Thr

120

Gly

Gly

Tyr

GIn

Asp
345

Gly

Ser

25

Pro

ser

Asp

Glu

Ala

105

val

Leu

Ser
Thr

330

Lys

Thr

10

Gly

Gly

Thr

Asn

Asp

90

Ala

Asp

val

Leu
315
Tyr

Lys

Leu

Phe

Lys

Tyr

Ser

75

Thr

Ala

ASp

Gln

300

ser

Ile

val

val

ser

Glu

Tyr

60

Lys

Ala

Ala

Asp

Pro
140

Phe Thr Phe Ser
Seite 133

ser

Cys

Glu

GIn

Phe

Leu

45

Ala

Asn

val

Ala

Asp

Gly

ser

Thr

val

Asn

Pro
350

Pro

Thr

30

Glu

Gly

Thr

Tyr

Ala

110

Lys

Gly

Tyr

Phe

val

val

335

Lys

Gly

15

Asp

Trp

ser

Leu

Tyr

95

Ala

Glu

Ser

val

Pro
Thr
320

Asn

Cys

Gly

Ala

val

val

Tyr

80

Ccys

val

Leu

Met



Phe

Asn

Gly

Gly

Ser

Ala

val

Ala

305

val

His

Glu

Gly

Thr

ser

210

Tyr

Gln

val

Ala

Ser

290

val

Pro

Lys

Phe

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

<220>
<223>

<400>
GIn val Gln Leu val Glu Ser Gly Gly Thr Leu val Gln Pro Gly Gly
1 5 10 15

Leu

Thr

Ile

195

Leu

Tyr

Gly

Phe

Leu

275

Trp

Leu

Ser

Pro

118
354
PRT

H2L7a Heavy chain

118

Arg

Gly

Ser

Arg

Asn

GIn

ser

Ser
340

Gin
165
Gly

Arg

Ala

Ser G

Met

245

Leu

Cys

ser

Ser

Ser

325

Asn

150

Ala

val

Asp

Glu

Ala

Leu

Gly

Ser

310

Leu

Thr

Pro

Thr

Asn

Thr

Pro

val

Ala

295

Gly

Gly

Lys

Artificial Sequence

BSP 53661_ST25.txt

155

Gly Lys Gly Leu Glu
170

His

Ala
200

p Thr

Tur
Y

val

ser

Lys

280

Leu

Leu

Thr

val

TYyr
185

Lys

Ser

Ser

265

Asp

Thr

Tyr

Gln

Asp
345

Ala

AsSn

val

N I>

1>
%)

Ser

250

Lvs

Tyr

ser

ser

Thr

330

Lys

Asp

ser

TYyr

wwn
T

Ser

Phe

Gly

Leu

315

Tyr

Lys

Ser

Leu

Tyr
220

p 3
—
fa

ser

Thr

Pro

val

300

Ser

Ile

val

Seite 134

Trp

val

Tyr

205

Cys

285

His

Ser

Cys

Glu

val

Lys

Leu

Ala

Asp

Lys

-
S~

N

Pro

Thr

val

Asn

Pro
350

Ser

175

Gln

Arg

val

Phe

val

val

335

Lys

160

val

Arg

Met

Trp

Trp

240

Pro

Pro

Thr

320

Asn

Cys



Ser

Trp

ser

Lys

65

Leu

Ala

Trp

Gin

Ile

Phe

Asn

Gly

Gly

Ser

Ala

Leu

Met

ser

50

Gly

Gln

Arg

Gly

Leu

130

Leu

Trp

Gly

Thr

Ser

210

Tyr

Gln

val

Ala

Arg

Ser

35

Ile

Arg

Met

Ala

Gln

115

val

ser

Leu

Thr

Ile

195

Leu

Tyr

Gly

Phe

Leu
275

Leu

20

Trp

Ser

Phe

Asn

Ala

100

Gly

Gln

cys

Arg

Gly

Ser

Arg

Gly

Thr

Pro

260

Gly

ser

val

Gly

Thr

Ser

85

Ala

Thr

ser

Ala

Gln

165

Gly

Arg

Ala

Ser

Met

245

Leu

cys

Cys

Arg

ser

Ile

70

Leu

Ala

Leu

Gly

val

Asp

Glu

Gly

val

Ala

Leu

Ala

Gln

Gly

55

ser

Arg

Ala

val

Gly

Ser

Pro

Thr

Asn

Asp

215

Ser

Thr

Pro

val

BSP 53661_ST25.txt

Ala Ser Gly Phe Ser Phe
25

Ala

40

Gly

Arg

Ala

Ala

Thr

120

Gly

Gly

Gly

Ala

200

Thr

Tyr

val

ser

Lys

Pro Gly
Ser Thr
Asp Asn
Glu Asp

90
Ala Ala
105
val Asp
Leu val
Phe Thr
Lys Gly

1
Tyr Ala
185
Lys Asn
Ala val
Glu Asn
Ser Ser

250

ser Lys
265

Lys

Tyr

ser

75

Thr

Ala

Asp

Gln

Phe

155

Leu

Asp

ser

Tyr

Asp

235

Ala

Ser

Glu

Tyr

60

Lys

Ala

Ala

Asp

Pro

140

ser

Glu

Ser

Leu

Tyr

220

Ala

Ser

Thr

Asp Tyr Phe Pro

Seite 135

Leu

45

Ala

Asn

val

Ala

Asp

Gly

Ser

Trp

val

Tyr

205

Cys

Phe

Thr

Ser

Glu
285

Thr

30

Glu

Gly

Thr

Tyr

Ala

110

Lys

Gly

Tyr

val

Lys

190

Leu

Ala

Asp

Lys

Gly

Pro

Asp

Trp

Ser

Leu

Tyr

95

Ala

Glu

ser

val

Ser

175

Gly

Gln

Arg

Ile

Gly

Gly

val

Ala

val

val

TYyr

80

Cys

Ala

val

Leu

Met

160

val

Arg

Met

Trp

Trp

Pro

Thr

Thr



val

Ala
305

Ser
290

val

Trp Asn

Leu

Gln

val Pro Ser Ser

His

Glu

Lys

Phe

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

<220>
<223>

<400>

Pro

119
354
PRT

Ser
340

Ser

Ser

Ser

325

Asn

Gly Ala
295

Ser Gly
310

Leu Gly

Thr Lys

Artificial Sequence

H2L8a Heavy chain

119

GIn val Gln

1

ser

Trp

Ser

Lys

Leu

Ala

Trp

Gln

Arg

Leu

Met

Ser

50

Gly

Gln

Arg

Gly

Leu

130

Leu

Arg

ser

35

Ile

Arg

Met

Ala

Gln

115

val

ser

Leu val Glu Ser
5

Leu

20

Trp

Ser

Phe

Asn

Ala

100

Gly

Gln

Cys

ser

val

Gly

Thr

Ser

85

Ala

Thr

ser

Ala

Cys Ala

Arg Gln

Sser Gly
55

Ile Ser

70

Leu Arg

Ala Ala

Leu val

Gly Gly

Gly Ser

BSP 53661_ST25.txt

Leu Thr ser Gly val His
300

Leu

Thr

val

Gly

Ala

Ala

40

Gly

Arg

Ala

Ala

Thr

120

Gly

Gly

Tyr

GlIn

Asp
345

Gly

Ser

25

Pro

Ser

Asp

Glu

Ala

105

val

Leu

Phe

Ser Leu Ser
315

Thr Tyr Ile
330

Lys Lys val

Thr Leu val
10

Gly Phe Ser

Gly Lys Glu

Thr Tyr Tyr
60

Asn Ser Lys
75

Asp Thr Ala
90

Ala Ala Ala

ASp Asp Asp

val GIn Pro
140

Thr Phe Ser
Seite 136

ser

cys

Glu

Gln

Phe

Leu

45

Ala

Asn

val

Ala

Asp

Gly

ser

Thr

val

Asn

Pro
350

Pro

Thr

30

Glu

Gly

Thr

Tyr

Ala

110

Lys

Gly

Tyr

Phe

val

val

335

Lys

Gly

15

Asp

Trp

ser

Leu

Tyr

95

Ala

Glu

Ser

val

Pro
Thr
320

Asn

cys

Gly

Ala

val

val

Tyr

80

cys

Ala

val

Leu

Met



145

His

Ile

Phe

Asn

Ser

Ala

val

Ala

305

val

His

Glu

Trp

Gly

Thr

Ser
210

Tyr T

Gln

val

Ala

ser

290

val

Pro

Lys

Phe

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

<220>
<223>

<400>

1

Leu

Thr

Ile

195

Leu

Gly

Phe

Leu

275

Trp

Leu

Ser

Pro

120
354
PRT

Arg

Gly

Ser

Thr

Pro

260

Gly

Asn

Gln

ser

Ser
340

Gin
165
Gly

Arg

Ala

Met

245

Leu

cys

Ser

Ser

Ser

325

Asn

150

Ala

val

Asp

Glu A

N

A emd
o

val

Ala

Leu

Gly

Ser

310

Leu

Thr

Pro

Thr

Asn

Thr

Pro

val

Ala

295

Gly

Gly

Lys

Artificial Sequence

H2L8a Heavy chain

120

BSP 53661_ST25.txt

155

Gly Lys Gly Leu Glu
170

His
Ala

200

Thr

val

ser

Lys

Leu

Leu

Thr

val

Tyr
185

Lys

Ala

ser

Ser

265

Asp

Thr

Tyr

Gln

Asp
345

Ala

Asn

Tyr

Ser

ser

Thr

330

Lys

Asp

Ser

Tyr

N >
TS

Ala

Ser

Phe

Gly

Leu

315

Tyr

Lys

Ser

Leu

TYyr
220

I
——
a

Ser

Thr

Pro

val

300

Ser

Ile

val

Seite 137

Trp

val

Tyr

205

cys

Thr

]
1)
3

Glu

285

His

ser

cys

Glu

val

Lys

190

Leu

Ala

Lys

Pro

Thr

val

Asn

Pro
350

Ser
175
Gly

Gln

Arg

val

Phe

val

val

335

Lys

160

val

Arg

Met

Thr
y Tht

Thr

Pro

Thr

320

Asn

Cys

GIn val Gln Leu val Glu Ser Gly Gly Tgr Leu val GIn Pro g;y Gly
5 1



Ser

Trp

Ser

Lys

65

Leu

Ala

Trp

GlIn

Ile

Phe

Asn

Gly

Gly

Ser

Ala

Leu
Met
Ser
50

Gly
GlIn
Arg
Gly
Leu
130
Leu
Trp
Gly
Thr
Ser
210
Tyr
Gln

val

Ala

Arg

Ser

35

Ile

Arg

Met

Ala

Gln

115

val

Ser

Leu

Thr

Ile

195

Leu

Tyr

Gly

Phe

Leu
275

Leu

20

Trp

ser

Phe

Asn

Ala

100

Gly

GlIn

cys

Arg

Arg

Gly

Thr

Pro

260

Gly

ser

val

Gly

Thr

ser

85

Ala

Thr

ser

Ala

Gln

165

Gly

Arg

Ala

Ser

Met

245

Leu

Cys

Cys

Arg

ser

Ile

70

Leu

Ala

Leu

Gly

val

Asp

Glu

Gly

val

Ala

Leu

Ala

GIn

Gly

55

Ser

Arg

Ala

val

Pro

Thr

Asn

215

Ser

Thr

Pro

val

BSP 53661_ST25.txt

Ala Ser Gly Phe Ser Phe

Ala

40

Gly

Arg

Ala

Ala

Thr

120

Gly

Gly

Gly

His

Ala

200

Thr

Tyr

val

ser

Lys

25

Pro

ser

Asp

Glu

Ala

105

val

Leu

Phe

Lys

Tyr

185

Lys

Ala

Glu

Ser

ser
265

Gly

Thr

Asn

Asp

90

Ala

Asp

val

Thr

Gly

Ala

Asn

val

Asn

Ser

250

Lys

Lys

Tyr

ser

75

Thr

Ala

Asp

Gln

Phe

155

Leu

Asp

ser

Tyr

Asp

235

Ala

Ser

Glu

Tyr

60

Lys

Ala

Ala

Asp

Pro

140

ser

Glu

Ser

Leu

Tyr

220

Ala

Ser

Thr

Asp Tyr Phe Pro

Seite 138

Leu

45

Ala

Asn

val

Ala

125

Gly

ser

Trp

val

Tyr

205

Cys

Phe

Thr

Ser

Glu
285

Thr

30

Glu

Gly

Thr

Tyr

Ala

110

Lys

Gly

Tyr

val

Lys

Leu

Ala

Asp

Lys

Gly

Pro

ASp

Trp

Ser

Leu

Tyr

95

Ala

Glu

Ser

val

ser

175

Gly

Gln

Arg

Ile

Gly

Gly

val

Ala

val

val

Tyr

80

cys

Ala

val

Leu

Met

160

val

Arg

Met

Trp

Trp

Pro

Thr

Thr



val

Ala

305

val

His

Glu

ser

290

val

Pro

Lys

Phe

Trp Asn Ser Gly Al
295

Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser val val Thr
310

BSP 53661_ST25.txt

a Leu Thr ser Gly val His Thr phe Pro

315

300

320

Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile Cys Asn val Asn

325

330

335

Pro Ser Asn Thr Lys val Asp Lys Lys val Glu Pro Lys Cys
345 350

340

Seite 139



