<110>

<120>

<130>

<150>
<151>

<160> 2

<170>

<210> 1
<211l> 1

212>
<2i3>

<220>

<223>

<400> 1

9

18

PRT
Artificial

Asp Vzl Gln

1

Ser

Tyr

Met

Lys

€5

Leu

Ala

Thr

Leu

Tyr

Gly

Asn

Lys

Arg

Leu

Ser

Trp

Tyr

Arg

Leu

Glu

Thr
115

26063 WO

Leu

Leu

20

Asn

Ile

Fhe

Asn

Ser

100

Val

EP 03005108.7
2008-04-07

Gin

Thr

TIp

Ser

Ser

Ser

85

Asp

Ser

Roche Glycart AG

Glu

Cys

Ile

Tyr

Ile

70

Val

Tyr

Ser

PatentIn version 3.2

heavy chain variable

Ser

Ser

Arg

Gly

55

Thr

Thr

Ala

.1-

SEQUENCE LISTING

Trivalent, bispecific antibodies

domain <ErbR3 >

Gly Pro Gly

Val Thr Gly
25

Gln Phe Pro
40

Gly Ser Asn

Arg Asp Thr

Thr Glu Asp
a0

Tyr Phe Asp
105

Leu

Tyr

Gly

Ser

Ser

75

Thr

Tyr

HER3 clone 2%

Val

Ser

Asn

Tyr

€0

Lys

Ala

Trp

Ile

Lys

45

Ala

Asn

Thr

Gly

Pro

Thr

30

Len

Pro

Gin

Tyr

Gln
110

Ser

15

Ser

Glu

Ser

Phe

Tyr
95

Gly

Gin

Ala

Trp

Leu

Phe

80

Cys

Thr



<210> 2

<211> 107

<212» PRT

<213> Artificial

<220>

<223>

<400> 2

Asp Ile Gln Met Thr

1 5

Asp Arg Val Thr Ile

20
Leu Asn Trp Tyr Gln
35

Tyr Tyr Thr Ser Arg
50

Ser Gly Ser Gly Thr

65

Glu Asp Ile Ala Thr

85
Thr Phe Gly Gly Gly
’ 100

<210> 3

<211> 119

<212> PRT

<213> Artificial

<220>

<223>

<400> 3

Gln

Ser

Arg

Leu

Asp

70

Tyr

Thr

light chain variable

Thr

Cys

Lys

His

55

Phe

Lys

domain < ErbB3>

Thr

Arg

Pro

4¢

Ser

Cvs

Leu

Ser

Ala

25

Asp

Gly

Gln

Glu
105

Ser

10

Arg

Gly

Val

Leu

Gln

Thr

Pro

Ile

75

Gly

Lys

HER3 clone 29

Ser

Asp

Val

Ser
60

Ser A

Asn

Ala

Iie

Lys

45

Arg

Thr

heavy chain variable domain <¢-Met> Mab 5D5

Ser
Ser
30

Leu

Phe

Phe

Leu

15

Asn

Leu

Ser

&)
ot
=

Pro
95

Gly

Tyr

Ile

Gly

1 Gln

8Q

Trp

Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5

10

i5

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Thr Ser Tyr

20

25

30



Trp

Gly

Lys

65

Leu

Ala

Thr

Leu

Met

50

Asp

Gln

Leu

<210>
<2i1>
<212>
<213>

<220>
<223>

<400>

i

His

35

Ile

Arg

Met

Tyr

Val
1158

13

PRT
Artificial

Trp

Asp

Phe

Asn

Axg

100

Thr

Val

Pro

Thr

Ser

85

Sexr

Val

Arg Gin

Ser Asn
55

Ile Ser

70

Leu Arg

Tyr Val

Ser Ser

light chain variable

4

Asp Ile Gin

1

Asp Arg Val

Ser

Ala

Pro

65

Ile

Ser Gln

35

Pro Lys

50

Ser Arg

Ser Sex

Met

Thr

20

Lys

Leu

Phe

Leu

Thr

Ile

Asn

ey

Ser

Gln
85

Gin Ser

Thr Cys

Tyr Leu

Ile Tyr

55

Gly Ser

Pro Glu

Ala
40

Pro

Ser Asp

Gly Lys

Thr Arg

Ala Asp Thr Ser

Ala

Thr

Glu

Pro
105

75

Asp Thr
90

Lew Asp

Gly Leu

45

Phe Asn

Lys Asn

Ala Val

Tyr Trp

domain <c-Met> Mazb 5D5

Pro

Lys

Ala

40

Trp

Gly

Asp

Ser

Ser

25

Trp

Ala

Ser

Phe

Ser Leu
10

Ser Gln

Tyr Gln

Ser Thr

Gly Thr

75

Ala Thr
g0

Ser Ala

Ser Leu

Gln Lys
45

Arg Glu
&0

Asp Phe

Tyr Tyr

Glu

Pro

Thr

Tyxr

Gly
110

Ser

Leu

30

Pro

Ser

Thr

Cys

Trp

Asn

Ala

Tyr C

85

Gln

Val

15

Tyr

Gly

Gly

Leu

Gln
95

Val

Phe

Tvyr
80

Gly

Thr

Lys

Val

Thr

B0

Gln



Tyr Tyr Ala Tyr Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile

Lys

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

<Z220>
<223>

<400>

100
5
448
PRT
Artificial

105

heavy chain Her3-clone 29

5

Asp Val Gin Leu Gln Gilu

1

Ser Leu

Ser Leu Thr Cys
20

Tyr Tyr Trp Asn Trp Ile

35

Met Gly Tyr Ile Ser Tyr

S50

Lys Asn Arg Phe Ser Ile

65

Leu Lys

Ala Arg

Thr Leu

Leu Ala

70

Leu Asn Ser Val
85

Glu Ser Asp Tyr
100

Thr Val Ser Serx
115

Pro Ser Ser Lys

130

Cys Leu

Val Lys Bsp Tyr

Ser

Ser

Gly

55

Thr

Thr

Ala

Ala

Ser

135

Phe

Gly

Val

Gln

40

Arg

Thx

Tyr

Ser

120

Pro

Pro

Thr

25

Phe

Ser

Asp

Glu

Phe

105

Thr

Ser

Gly
1

Gly

Asn

Thr

Asp

20

Asp

Lys

Pro

Leu

Tyr

Ser

Ser

75

Thr

Tyr

Gly

Gly

Val

Val

Ser

Asn

Tyx

60

Lys

Ala

Trop

Pro

Thz

140

Thr

Lys

Ile

Lys

45

Ala

Asn

Thr

Gly

Ser

125

Ala

Val

110

Pro

Thr

36

Leu

Fro

Gln

Gln

210

Val

Ala

Ser

Ser
15

Ser

Ser

Tyr

95

Gly

Phe

Leu

Trp

Gin

Ala

Leu

Phe

80

Cys

Thr

Pro

Gly

Asn



Ser

Ser

Asn

His

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Leu

Gly

Ser

Leu

Thr

210

Thr

Phe

Pro

Val

Thr

290

Val

Cys

Ser

Pro

Val
370

Ala Leu

Gly Leu
180

Gly Thr
195

Lys Val

Cys Pro

Leu Phe

Glu val
260

Lys Phe
275

Lys Pro

Leu Thr

Lys Val

Lys Ala
340

Ser Arg
355

Lys Gly

Thr

165

Tyxr

Gln

Asp

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Asp

Phe

150

Ser

Ser

Thzr

Lys

Cys

230

Pro

Cys

Trp

Glu

Leu

310

Asn

Giy

Glu

Tyr

Gly

Leu

Tyzr

Lys

215

Lys

Glu

295

His

Lys

Gln

Leu

Pro
378

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Gln

Gin

Ala

Pro

Thr

360

Ser

His

Ser

185

Cys

Glu

Pro

Lys

Val

265

BSp

Tyr

Asp

Leu

Ary

345

Lys

Asp

Thr

170

Val

Asn

Pro

Glu

Asp

250

Asp

Asn

Trp

Pro

330

Glu

Asn

Ile

155

Phe

Val

Val

Lys

Leu

235

Thr

Val

Vai

Ser

Leu

315

Ala

Pro

Gln

Ala

Pro

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Val
380

Ala

Val

His

205

Cys

Gly

Met

His

Val

285

Tyr

Gly

Ile

Val

Ser

365

Glu

Val

Pro

190

Lys

Asp

Gly

Ile

Glu

27C

His

Arg

Lys

Glu

Tyr

350

Leu

Leu

175

Ser

Pro

Lys

Pro

Ser

255

Asp

Asn

Val

Glu

Lys

335

Thx

Thr

Glu

160

Gln

Ser

Ser

Thr

Ser

240

Arg

Pro

Ala

Val

Tyr

320

Thr

Leu

Cys

Ser



Asn Gly Gln Pro Glu Asn Asn Tyr Lys

385

390

Ser Asp Gly Ser Phe Phe Leu Tyr Ser

405

Arg Trp Gln Gln Gly Asn Val Phe Ser

420

425

Leu His Asn His Tyr Thr Gln Lys Ser

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

<220>
<223>

<400>

Asp Ile Gin Met

1

435

&

214

PRT
Artificial

440

Thr

Lys

410

Cys

Leu

light chain Her3-clone28 KO1 LC

6

nr Gln

Asp Arg Val Thr Ile Ser

20

Leu Asn Tip Tyr Gln Arg

Tyr Tyr Thr Ser Arg Leu

50

Ser Gly Ser Gly Thr Asp

65

70

Glu Asp Ile Ala Thr Tyr

Thr Phe

85

Gly Gly Gly Thr
100

Pro Ser Val Phe Ile Phe

Thr Thr

Cys Arg

Lys Pro

40

His Ser

55

Tyr Ser

Phe Cys

Lys Leu

Pro Pro

Ala

25

Asp

Gly

Leu

Gln

Glu
103

Ser

Ser

10

Ary

Gly

Val

Thr

Gln

S0

Ile

Asp

Thr

395

Leu

Ser

Ser

Gln

Thr

Pro

Ile

75

Gly

Lys

Glu

Pro

Thr

Val

Leu

o

Asp

Val

Ser

60

Ser

Asn

Arg

Gln

Pro

Val

Met

Ser
445

Ala

Ile

Lys

45

Arg

Asn

Thr

Thr

Leu

Val

Asp

His

430

Pro

Ser

Ser

30

Leu

Phe

Leu

Phe

Val

110

Lys

Leu

Lys

415

Glu

Gly

Leu

15

Asn

Leu

Ser

Glu

Pro

95

Ala

Ser

Asp

400

Ser

Ala

Lys

Gly

Tyr

Iie

Giy

Gln

80

Trp

Ala

Gly



Thr

Lys

145

Giu

Ser

Ala

Phe

Ala

136

Val

Ser

Thr

Cys

Asn
210

<210>

<211

>

<212>
<213>

<220>
<Z223>

<4G0>

Glu Val Gln

1

115

Ser Val

Gln Trp

Val Thr

Leu Thr
180

Glu Val
185

Arg Gly

9
449
PRT

Val

Lys

Glu

165

Leu

Thr

Giu

Artificial

Cys

Val

150

Gln

Ser

His

Cys

heavy chain cMet

7

Ser Leu Arg Leu

Trp Leu His

20

35

Gly Met Ile Asp

50

Lys Asp Arg Phe

65

5

Ser

Pro

Thr

Leu Val Glu

Cys

Trp Val Arg

Ser

Ile
70

Leu

135

Asp

Asp

Lys

Gln

Maby

Ser

Ala

Gln

Asn

55

Ser

120

Leu

Asn

Ser

Ala

Gly
200

5D5

Gly

Ala

Ala

40

Ser

Ala

Asn

Ala

Lys

Asp

185

Leu

Gly

Ser

25

Pro

Asp

Asp

Asn

Leu

Asp

170

Tyr

Ser

Gly

10

Gly

Gly

Thr

Thr

Phe

Gln

155

Ser

Glu

Ser

Leu

Tyr

Lys

Arg

Ser
75

Tyr

140

Ser

Thr

Lys

Pro

Val

Thr

Gly

Phe

60

Lys

125

Fro

Gly

Tyr

His

Val
205

Gln
Phe
Leu
45

Asn

Asn

Arg

Asn

Ser

Lys

180

Thxr

Preo

Thr

30

Glu

Thr

Giu Ala

Ser Gln
160

Leu Ser
175

Val Tyr

Lys Ser

Gly Gly

15

Ser Tyr

Trp Val

Asn Phe

Ala Tyr
80



Leu

Ala

Thr

Pro

Gly

145

Asn

Gln

Ser

Ser

Thr

225

Ser

Pro

Alz

Val

Gin

Thr

Leu

Leu

13C

Cys

Ser

Ser

Ser

Asn

210

His

Val

Thr

Gla

Lys

290

Ser

Met

Tyr

Val

115

Ala

Leu

Gly

Ser

Leu

195

Thr

Thr

Phe

Prc

Val

275

Thr

Val

Asn

Arg

100

Thr

Pro

Val

Ala

Gly

180

Lys

Cys

Leuw

Giu

260

Lys

Lys

Leu

Ser

85

Ser

Val

Ser

Lys

Leu

165

Leu

i Thr

Val

Pro

Phe

245

Val

Phe

Pro

Thr

Leu

Tyr

Ser

Ser

Asp

150

Thr

Tyr

Gln

hsp

Pro

23C

Pro

Thr

Asn

Arg

Val

Axg

Val

Ser

Lys

135

Tyr

Ser

Ser

Thr

Lys

215

Cys

Pro

Cys

Trp

Glu
285

Leu

Ala

Thr

Ala

120

Ser

FPhe

Gly

Tyr

200

Lys

Proc

Lys

Val

Tyr

280

Glu

His

Giu

Pro

105

Ser

Thr

Pro

Val

Ser

185

Val

Ala

Pro

Val

265

Val

Gln

Gln

Leu

Thr

Ser

Glu

Eis

170

Ser

Cys

Glu

Pro

Lys

250

Val

Asp

Tyzr

Asp

Asp

Lys

Gly

Pro

155

Thr

Val

Asn

Pro

Glu

235

Asp

Asp

Gly

Asn

Trp

Ala

Val

Tyr

Tyr Trp Gly

Gly

Gly

140

Val

Phe

Lys

220

Leu

Thr

Val

Val

Ser

300

Leu

Pro

125

Thr

Thr

Pro

Thr

Asn

205

Ser

Leu

Leu

Ser

Glu

285

Thr

Asn

110

Ser

Ala

Val

Ala

Val

150

Cys

Gly

Met

His

270

Val

Tyr

Gly

Tyr

95

Gln

Val

Ala

Ser

Val

175

Pro

Asp

Gly

Iie

255

Glu

Bis

Arg

Lys

Cys

Gly

Phe

Leu

Trp

160

Leu

Ser

: Pro

Lys

Pro

2490

Ser

Asp

Asn

Val

Glu



305

Tyr Lys

Thr Ile

Leu Pro

Cys Leu

370

Ser Asn

385

Asp Ser

Ser Arg

Ala Leu

Lys

<210>
<211i>
<212>
<Z213>

<220>
<223

<4Q0>

8
2

Cys

Ser

Pro

355

Val

Gly

Asp

Trp

His
435

20

PRT
Artificial

Lys

Lys

340

Ser

Lys

Gin

Gly

Gln

420

Asn

Val

325

Ala

Arg

Gly

Pro

Ser

405

Gln

His

310

Ser

Lys

Asp

Phe

Glu

330

Phe

Gly

Tyr

Asn

Gly

Glu

Tyr

375

Asn

Asn

Thr

Lys

Gln

Leu

3860

Ero

Asn

Leu

Val

Gln
440

light chain cMet Mab 5D5

8

Ala

Pro

345

Thr

Ser

Tyr

Tyr

Phe

425

Lys

Leu

330

Arg

Lys

Asp

Lys

Ser

410

Ser

Ser

315

Pro

Glu

Asn

Ile

Thr

385

Lys

Cys

Leu

Ala

Pro

Gln

Ala

380

Thr

Leu

Ser

Sexr

Pro

Glin

Val

365

Val

Pro

Thr

Val

Leun
445

Iie

Val

350

Ser

Glu

Pro

Val

Met

430

Ser

Giu
335
Tyr
Leu
Trp
Val
Asp
415

His

Pro

320

Lys

Thr

Thr

Gla

Leu

400

Lys

Glu

Gly

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser vVal Gly

1

5

io

15

Rsp Arg Val Thr Ile Thr Cys Lys Ser Ser Gln Ser Leu Leu Tyr Thr

20

25

)



Ser

Ala

Pro

65

Ile

Tyxr

Lys

Glu

Phe

145

Gln

Ser

Glu

Ser

Sex

Pro

50

Ser

Ser

Tyx

Arg

Gln

130

Ser

Thr

Lys

Pro
210

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

<220>
<223>

<4 00>

Gin
35

Lys

Arg

Ser

Ala

Thr

115

Leu

oy
H
&)

Gly

Big
195

Val

9
226
PRT

Lys

Leu

Phe

Leu

Tyr

i00

Val

Lys

Asn

Ser

180

Lys

Thr

Asn

Leu

Ser

Gln

85

Pro

Ala

Ser

Glu

Ser

165

Leu

Val

Lys

Artificial

Tyr

Tle

Gly

70

Pro

Trp

Ala

Gly

Ala

150

Gin

Ser

Tyr

Ser

heavy chain cMet

9

Leu Ala
40

Tyr Trp
55

Ser Gly

Glu Asp

Thr Phe

Pro Ser

120

Thr Ala
135

Lys Val

Glu Ser

Ser Thr

Ala Cys

260

Phe Asn
215

Fab 5D5

Trp

Ala

Ser

Fhe

Gly

105

Val

Ser

Gln

Val

Leu

185

Glu

Arg

-10-

Tyr

Ser

Gly

Ala

a0

Gln

Phe

Val

Trp

Thr

170

Thr

Val

Gly

Gln

Thr

Thr

75

Thr

Gly

val

Glu

Leu

Thr

Giu

Gln

Arg

Asp

Tyr

Thr

Phe

Cys

140

Val

Gln

Ser

His

Cys
220

Lys

45

Glu

Phe

Tyr

Lys

Pro

125

Leu

Asp

Lys

Gln
205

Pro

Ser

Thr

Cys

Val

110

Pro

Leu

Ser

Ala
190

Gly

Gly

Gly

Leu

Gin

85

Glu

Ser

Asn

2
il

Lys

175

Asp

Leu

Lys

Val

Thx

80

Gln

Ile

Asp

Asn

Leu

160

BAsp

Tyr

Ser



Glu

Ser

Trp

Gly

Lys

65

Ala

Thr

Pro

Gly

145

Asn

Gin

Ser

Ser

Val

Leu

Leu

Mat

50

Asp

Gln

Thr

Leu

Leu

130

Cys

Ser

Ser

Ser

Asn
210

Gln

Arg

His

35

Ile

Arg

Met

Tyr

Val

115

Ala

Leu

Gly

Ser

Leu

185

Thr

Leu

Leu

20

Trp

Asp

Phe

Asn

Arg

100

Thr

Pro

Val

Ala

Gly

180

Gly

Lys

Val

Ser

Val

Pro

Thr

Ser

85

Ser

Val

Ser

Lys

Leu

165

Leu

Thr

Val

Glu

Cys

Arg

Ser

Ile

70

Leu

Tyr

Ser

Ser

Asp

150

Thr

Tyr

Gln

Asp

Ser

Ala

Gln

Asn

55

Ser

Arg

Val

Ser

Lys

135

Tyr

Ser

Ser

Thr

Lys
215

Gly

Ala

Ala

40

Ser

Ala

Ala

Thr

Ala

120

Ser

Phe

Gly

Leu

Tyr

200

Lys

Gly

Ser

25

Pro

Bsp

Asp

Glu

Pro

105

Ser

Thr

Pro

Val

Ser

185

Ile

Val

-11 -

Gly Leu

Gly

Gly

Thr

Thr

Asp

Leu

Thr

Ser

Glu

His

179

Ser

Cys

Glu

Tyr

Lys

Arg

Ser

75

Thr

Asp

Lys

Gly

Pro

155

Thr

Val

Asn

Pro

Val

Thr

Gly

Phe

60

Lys

Ala

Tyr

Gly

Gly

140

Val

Phe

Val

Val

Lys
220

Gln

Phe

Leu

45

Asn

Asn

Val

Trp

Pro

125

Thr

Thr

Pro

Thr

Asn

205

Ser

Pro Gly
15

Thr Ser
30

Glu Trp

Pro Asn

Thr Ala

Tyr Tyr
95

Gly Gln
110

Ser Val

Ala Ala

Val Ser

ABla Val

175

Val Pro
190

His Lys

Cys Asp

Gly

Tvr

Val

Phe

Tyr

80

Cys

Gly

Phe

Leu

Leu

Ser

Pro

Lys



Thr His
225

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

<220>
<2Z23>

<400>

Asp Ile
1

Asp AXg

Ser Ser

Ala Pro

50

Pro Ser

65

10

220

PRT

Artificial

light chain cMet
10

Gin Met Thr Gin

Val Thr Iile Thr
20

Gin Lys Asn Tyr
35

Lvs Leu Leu Ile

Arg Phe Ser Gly
70

Ile Ser Ser Leu Gin Pro

Tyr Tyr

Lys Arg

B85

Ala Tyr Pro Trp
100

Thr Val Ala Ala
115

Glu Gln Leu Lys Ser Gly

130

Phe Tyr

145

Gin Ser

Pro Arg Glu Ala
150

Gly Asn Sexr Gin
165

Fab

Ser

Cys

Leu

Tyr

55

Ser

Glu

Thr

Pro

Thr

138

Lys

Glu

5D5

Pro

Lys

Ala

40

Trp

Gly

Asp

Phe

Ser

120

Ala

Val

Ser

Ser

Trp

Ala

Ser

Phe

Gly

105

Val

Ser

Gln

Val
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Ser

10

Ser

Tyr

Ser

Gly

Ala

S0

Gln

Phe

Val

Trp

Thr
170

Leu

Gin

Gln

Thr

Thr

75

Thr

Gly

Ile

Val

Lys

155

Giu

Ser

Sar

Gln

Arg

60

Asp

Tyr

Thr

Phe

Cys

140

Val

Gln

Ala

Leu

Lys

45

Glu

Fhe

Tyr

Lys

Pro

125

Leu

Asp

Asp

Ser

Leu

3C

Pro

Ser

Thr

Cys

Val

110

Pro

Leu

Asn

Ser

Val

15

Tvr

Gly

Gly

Leu

Gln

95

Glu

Ser

Asn

Bla

Lys
175

Gly

Lys

Val

Thr

g0

Gln

Tie

Asp

Asn

Leu

160

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

180

185

190

Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser

185

200

205

Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210

<210>
<211>
<212>

11
582
PRT

<21i3>

<Z220>
<223>

<400>

13

Asp Val Gln

1

Ser

Tyxr

Met

Lys

65

Leu

Ala

Thr

Leu

Leu

Tyr

Gly

Asn

Lys

Arg

Leu

Ala
130

Ser

Trp

35

Tyr

Arg

Leu

Glu

Thr

115

Pro

Leu

Leu
20

Asn T

Iie

Phe

Asn

Sexr

100

Val

Ser

Artificial

Gln

Thr

Ser

Ser

Ser

85

Ser

Ser

Glu

Cys

Ile

Tvr

Ile

70

Val

Tyr

Ser

Lys

215

Ser Gly

Ser Val

Arg Gln
40

Gly Gly
55

Thr Arg

Thr Thr

Ala Tyr

Ala Ser

120

Ser Thr
135

Pro

Thr

25

Phe

Ser

Asp

Glu

Fhe

105

Thr

Ser

Gly

i¢

Gly

Pro

Asn

Thr

Asp

Asp

Lys

Gly

Leu

Tyr

Gly

Ser

Ser

75

Thr

Tyr

Gly

Gly

220

heavy chain 1 <ErbB3~c-Met> Her3/Met KHSS

Val Lys

Ser Ile

Asn Lys
45

Tyr Ala
60

Lys Asn

Ala Thr

Trp Gly

Pro Ser

125

Thr Ala
140

Pro

Thr

20

Leu

Pro

Gin

Tyr

Gln

110

Val

Ala

Sexr

15

Ser

Glu

Ser

Phe

Tvr

95

Gly

Phe

Leu

Gln

Ala

Trp

Leu

Phe

80

Cvys

Thr

Pro

Gly



Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Leu

Gly

Ser

Leu

Thr

210

Thr

Phe

Pro

Val

Thr

290

Val

Cys

Ser

Pro

Val

Ala

Gly

Gly

185

Lys

Cys

Leu

Glu

Lys

275

Lys

Leu

Lys

Lys

Cys
355

Lys

Leu

Leu

180

Thr

Val

Pro

Phe

Val

260

Phe

Pro

Thr

Val

Ala

340

Arg

Asp

Thr

165

Tyr

Gln

Asp

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Asp

Tyr

156

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Trp

Giu

Leun

310

Asn

Gly

Glu

Phe

Gly

Leu

Tyr

Lys

215

Pro

Lys

Val

Tyr

Glu

295

His

Lys

Gln

Leu

Pro

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Glin

Gln

Ala

Pro

Thr
360

Glu

His

Ser

185

Cys

Glu

Pro

Lys

Val

265

Asp

Tyr

Asp

Leu

Arg

345

Lys
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Pro

Thr

170

Val

Asn

Pro

Glu

Asp

230

Asp

Gly

Asn

Trp

Pro

33¢

Glu

Asn

Val

155

Phe

Val

Val

Lys

Leu

235

Thr

Val

Val

Ser

Leu

315

Ala

Pro

Gln

Thr

Thr

Asn

Ser

220

Leu

Leu

Ser

Gilu

Thr

300

Asn

Pro

Gln

Val

Val

Ala

Val

His

205

Cys

Gly

Met

His

Val

285

Tyr

Gly

Val

Ser
365

Ser

Val

Pro

190

Lys

Asp

Gly

ile

Glu

270

His

Arg

Lys

Glu

Tyr

350

Leu

Trp

Leu

175

Ser

Pro

Lys

Pro

Ser

255

Asp

Asn

Val

Glu

Lys

335

Thr

Trp

Asn
160
Gln
Ser
Ser
Thr
Ser
240
Arg .
Pro
Ala
Val
Tyr
320
Thr

Leu

Cys



Leu

Aszn

385

Ser

Leuw

Gly

Val

463

Leu

Leu

Met

Asp

Gin

545

Thr

Leu

Val

370

Gly

Asp

Trp

His

Gly

450

Gln

Arg

His

Ile

Arg

530

Met

Tyr

Val

Lys

Gln

Gly

Gln

Asn

435

Gly

Leu

Leu

Asp

515

Phe

Asn

Arg

Thr

Gly

Pro

Ser

Gln

420

His

Gly

Val

Ser

Val

500

Pro

Thr

Ser

Ser

Val
580

Phe

Glu

Phe

405

Gly

Tyr

Ser

Glu

Cys

485

Arg

Ser

Ile

Leu

Tyr

565

Ser

Tyr

Asn

3806

Phe

Asn

Thr

Gly

Ser

470

Ala

Gln

Asn

Ser

Arg

550

Val

Ser

Pro

375

Asn

Leu

Val

Gln

Gly

455

Gly

Ala

Ala

Ser

Als

535

Ala

Thr

Ser

Tyr

Tyr

Phe

Lys

440

Gly

Gly

Ser

Pro

Asp

520

Asp

Glu

Asp

Lys

Ser

Ser

425

Ser

Gly

Gly

Gly

Gly I

505

Thr

Thr

Asp

Leu
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Ile

Thr

Lys

410

Cys

Leu

Ser

Leu

Tyxr

430

Arg

Ser

Thr

Asp
570

Ala

Thr

395

Leu

Ser

Ser

Gly

Val

475

Thr

Gly

Phe

Lys

Ala

555

Ty

Val
380

Pro

Thr

Leu

Gly

460

Gln

Phe

Leu

Asn

Asn

540

Val

Trp

Glu

Pro

Val

Met

Ser

445

Gly

Pro

Thr

Glu

Pro

525

Thr

Tyr

Gly

Trp

Val

Asp

His

430

Pro

Gly

Gly

Ser

Trp

310

Asn

Ala

Tyxn

Gln

Glu

Leu

Lys

415

Glu

Gly

Ser

Gly

Tyr

495

Val

Phe

Tyr

Cys

Gly
575

Ser

Asp

400

Ser

Ala

Lys

Glu

Ser
480

Trp

Gly

Lys

Ala
560

Thr



<210>
<211>
<212>
<21i3>

220>
<223>

<4C0>
Asp Val
1

Ser Leu

Tyr Tyr

Met Giy
50

Lys Asn
&5

Leu Lys

Ales Brg

Thr Leu

Leu Ala

130

Cys Leu
145

Ser Gly

Ser Ser

12
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PRT

Artificial
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Gln

Ser

Trp

35

Tyr

Arg

Leu

Glu

Thr

115

Pro

Val

Gly

Leu

Leu

20

Asn

Ile

Phe

Asn

Ser

100

Val

Ser

Lys

Leu

Leu
180

Gln

Thr

Trp

Ser

Ser

Ser

85

Asp

Ser

Ser

Asp

Thr

165

Tyr

Giu

Cys

Ile

Tyr

Iie

70

Val

Tyr

Ser

Lys

Tyr

150

Ser

Ser

Ser

Ser

Arg

Gly

Thr

Thr

Ala

Ala

Ser

i33

Phe

Gly

Gly

Val

Gln

490

Gly

Arg

Thr

Tyr

Ser

120

Thr

Fro

Val

Ser

Pro

Thr

25

Phe

Ser

Asp

Giu

FPhe

105

Thr

Ser

Giu

His

Ser
185

Gly

Gly

Pro

Asn

Thr

Asp

Asp

Lys

Gly

Pro

Thr

170

Val

Leu

Tyr

Gly

Ser

Ser

75

Thr

Tyr

Gly

Gly

Val

158

FPhe

Val

Val

Ser

Asn

Tyr

60

Lys

Ala

Trp

Pro

Thr

140

Thr

Pro

Thr

Lys

Iile

Lys

45

Ala

Asn

Thr

Gly

Ser

125

Ala

Val

Ala

Val

Pro

Thye

30

Leu

Pro

Gln

Tyr

Gln

110

Val

Ala

Ser

Val

Pro
180

Ser
15

Ser

Glu

Ser 1

Phe

Tyr

95

Gly

Phe

Leu

Trp

Ser

Gln

Ala

Trp

Phe

BO

Cys

Thr

Pro

Asn
160

Gln

Ser



Ser

Asn

His

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Ala

Asn

385

Ser

Leu

Thr

210

Thr

Phe

Pro

Val

Thr

290

Val

Cys

Ser

Pro

Val

37¢

Gly

Asp

Gly

195

Lys

Cys

Leu

Glu

Lys

215

Liys

Leu

Lys

Lys

Ser

355

Lys

Gln

Gly

Thr

Val

Pro

Phe

Vali

260

Phe

Pro

Thr

Val

Ala

340

Arg

Gly

Pro

Ser

Gln

Asp

Prao

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Asp

Phe

Glu

Phe
405

Thr

Lys

Cys

230

Pro

Cys

Trp

Glu

Leu
310

Asn 1

Gly

Giu

Tyr

Asn

390

Phe

Tyr

Lys

215

Pro

Lys

Val

Tyr

Glu

2095

His

Glin

Leu

Pro

375

Asn

Leu

Ile

200

Val

Ala

Pro

Val

Val

280

Gln

Gln

Ala

Pro

Thr

360

Ser

Tyr

Val

Cys

Pro

Lys

Val

265

Asp

Tyr

Asp

Leu

Arg
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Asn

Pro

Glu

Asp

250

Asp

Gly

Asn

Trp

Pro

330

Gl

345 -

Lys

Lsp

Lys

Ser

Asn

Ile

Thr

Lys
410

Val

Lys

Leu

235

Thr

Val

Val

Ser

Leu

315

Als

Pro

Gin

Ala

Thr

395

Leu

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Val

380

Thr

His

205

Cys

Gly

Met

His

Val

285

Tyr

Gly

Ile

Vai

Ser

365

Glu

Pro

Val

Lys

Asp

Gly

Ile

Glu

270

His

Arg

Lys

Glu

Cys

350

Leu

Trp

val

4sp

Pro

Lys

Pro

Sex

255

Bsp

Asn

Val

Glu

Lys

335

Thr

Ser

Glu

Leu

Lys
415

Ser

Thr

Ser

240

Arg

Pro

Ala

Val

Tyr

320

Thr

Leu

Cys

Ser

Asp

400

Ser



Arg

Leu

Ile

465

Ser

Pro

Ser
545

Tyr

Trp

His

Gln

Val

Gin

Arg
530

Ser

Ala

<210>
<211>
<212>

<213>

<220>
223>

<&00>

1
2

Gln

Asn

435

Gly

Met

Thr

Lys

Leu

515

Phe

Leu

Tyr

3
i4

PRT

Gln

420

His

Gly

Thr

Ile

Asn

500

ey

Ser

Gln

Pro

Gly

Tyr

Ser

Gln

Thr

485

Tvr

Ile

Gly

Pro

Trp
565

Artificial

Asn

Thr

Gly

Ser

470

Cys

Leu

Tyr

Ser

Glu

550

Thr

Val

Gln

Gly

4553

Pro

Lys

Ala

Trp

Gly

535

Asp

Phe

Phe

Lys

440

Gly

Ser

Ser

Trp

Ala

520

Serx

Phe

Gly

Ser

425

Ser

Gly

Ser

Ser

Tyr

505

Ser

Gly

Ala

Gln
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Cvys

Len

Ser

Leu

Gln

490

Gln

Thr

Thr

Thr

Gly
570

Ser

Ser

Gly

Ser

475

Ser

Gin

Arg

Asp

Tyr

555

Thr

Val

Leu

Gly

460

Ala

Leu

Lys

Giu

Phe

540

Tyr

Lys

light chain <ErbB3-c-Met> Her3/Met KHSS
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N

3

Met

Ser

445

Gly

Ser

Leu

Pro

Ser

525

Thr

Cys

Val

His

430

Pro

Gly

Val

Tyr

Gly

510

Gly

Leu

Gln

Glu

Glu

Gly

Ser

Gly

Thr

495

Lys

Val

Thr

Gin

Ile
575

Rla

Lys

Asp

Asp

480

Ser

Ala

Pro

Ile

Tyze

560

Lys

Asp Ile Gln Met Thr Gln Thr Thr Ser Ser Leu Ser Ala Ser Leu Gly

1

5

10

15



Rsp

Leu

Tvyr

Ser

65

Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

Arg

Asn

Tyr

50

Gly

Asp

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Asn
210

<210>
<211>
<212>

<213>

Val

Trp

35

Thr

Ser

Ile

Gly

Val

115

Ser

Gin

Val

Leu

Glu

195

Arg

14
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PRT

Thr

20

Tyr

Ser

Gly

Ala

Gly

ico

Phe

Val

Trp

Thr

Thr

180

Val

Ile

Gin

Arg

Thr

Thr

85

Gly

Ile

val

Lys

Glu

165

Leu

Thr

Glu

Artificial

Ser

Arg

Leu

Bsp

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Cys

Cys

Lys

His

55

Tyr

Phe

Lys

Pro

Leu

135

Asp

Asp

Lys

Gln

Arg

Pro

40

Ser

Ser

Cys

Leu

Pro

120

Leu

Asn

Ser

Gly
200

Bla

25

Asp

Gly

Leu

Gln

Glu

105

Ser

Asn

Ala

Lys

Asp

185

Leu
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Arg

Gly

Val

Thr

Gln

90

Iie

Asp

Asn

Leu

Asp

170

Ser

Gln

Thr

Pro

Ile

75

Gly

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

hsp

Val

Ser

60

Ser

Asn

Arg

Gin

Tyr

140

Ser

Thr

Lys

Pro

Ile

Lys

a5

Arg

Asn

Thr

Thr

Leu

125

Pro

Gly

Tyr

His

Val
208

Ser

30

Leu

Phe

Leu

Phe

Val

120

Lys

Arg

Asn

Ser

Lys
190

Asn

Leu

Ser

Glu

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Tyr

Ile

Gly

Gln

80

Trp

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser
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Asp Val Gln

L

Ser

Tyr

Met

Lys

65

Leu

Ala

Thr

Leu

Cys

145

Ser

Ser

Ser

Leu

Tyr

Gly

Asn

Lys

Arg

Leu

Ala

130

Leu

Gly

Ser

Leu

Ser

Tre

35

Tyr

Arg

Leu

Glu

Thr

115

Pro

Val

Ala

Gly

Gly
195

Leu

Leu

20

Asn

Ile

Phe

Asn

Ser

100

Val

Ser

Lys

Leu

Leu

180

Thr

Gln

Thr

Trp

Ser

Ser

Ser

85

Asp

Ser

Asp

Thr
165

Tyr

Gln

Glu

Cys

Ilie

Tyr

Ile

70

Val

Tyr

Ser

Lys

Tyr

150

Ser

Ser

Thr

Ser

Ser

Arg

Gly

Thr

Thr

Ala

Ala

Ser

135

FPhe

Gly

Leu

Tyr

Gly

Val

Gln

40

Gly

Arg

Thr

Tyr

Ser

120

Thr

Val

Ser

Ile
200

Pro

Thr

25

Phe

Ser

Asp

Glu

Phe

105

Thr

Ser

Glu

His

Ser

185

Cys
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Gly

10

Gly

Pro

Asn

Thr

Asp

2¢

Asp

Lys

Gly

Fro

Thr

17¢

Val

Asn

Leu

Tyr

Gly

Ser

Ser

75

Thr

Tyr

Gly

Gly

Val

155

Phe

Val

Val

Val

Ser

Asn

Tyr

&0

Lys

Ala

Trp

Pro

Thr

140

Thr

Pro

Asn

Lys

Ile

Lys

45

Ala

Asn

Thr

Gly

Ser

125

Bla

Val

Ala

Val

His
205

Pro

Thr

30

Leu

Pro

Gln

Tyr

Gln

110

Val

Ala

Ser

Val

Pro

190

Lys

Ser

15

Ser

Glu

Ser

Phe

Tyr

a5

Gly

Phe

Leu

Tre

Leu

175

Ser

Pro

Gin

Ala

Trp

Leu

Phe

80

Cys

Thr

Pro

Gly

Asn

160

Gln

Ser

Ser



Asn

His

225

Val

Thr

Gln

Lys

Ser

305

Lys

Ile

Pro

Leu

Asn

385

Ser

Thr

210

Thr

Phe

Pro

Val

Thr

230

Val

Cys

Ser

Pro

Val

370

Gly

Asp

Trp

Lys

Cys

Leu

Glu

Lys

275

Lys

Leu

Lys

Lys

Ser

355

Lys

Gln

Gly

Gln

Val

Pro

Phe

Val

260

Phe

Pro

Thre

Val

Ala

340

Arg

Gly

FPro

Ser

Gln
420

Asp

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Asp

Phe

Glu

Phe

405

Gly

Lys

Cys

230

Pro

Cys

Trp

Glu

Leu

310

Asn

Gly

Glu

Tyr

Asn

390

Fhe

Asn

Lys
215

Val

Pro Ala

Lys

Val

Tyr

Glu

295

His

Lys

Gln

Leu

Pro

375

Asn

Leu

Val

Pro

Val

Val

280

Gln

Ala

Pro

Thr

360

Ser

Tyr

Tyx

Fhe

Glu

Pro

Lys

Val

265

Asp

Tyr

Asp

Leu

Arg

345

Lys

Asp

Ser

Ser
425
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Pro

Glu

Asp

250

Asp

Gly

Asn

Trp

Pro

330

Glu

Asn

Tle

Thx

Lys

410

Cys

Lys

Leu

235

Thr

Val

Val

Ser

Leu

315

Ala

Pro

Gln

Ala

Thr

395

Leu

Ser

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Val

380

Pro

Thr

Val

Cys

Gly

Met

His

Val

285

Tyr

Gly

Ile

Val

Ser

365

Glu

Pro

Val

Met

Asp

Gly

Ile

Glu

270

His

Arg

Lys

Glu

Tyr

35¢

Leu

Trp

Val

Asp

His
430

Lys Thr

Pro Ser
240

Ser Arg
255

Asp Pro

Asn Ala

Val vVal

Glu Tyr
320

Lys Thr
3356

Thr Leu

Trp Cys

Glu Ser

Leu Asp
400

Lys Ser
415

Giu Ala



Leu His

Asn His Tyr Thr
435

Gly Gly Gly Gly Ser Gly

450

Val Gln

465

Leu Val Glu Ser
470

Leu Arg Leu Ser Cys Ala

Leu His

Met Ile

Asp Arg

Gin Met

545

485

Trp Val Arg Gln
500

Asp Pro Ser Asn
515

Phe Thr Ile Ser

Asn Ser Leu Arg
550

Thr Tyr Arg Ser Tyr Val

Leu Val

<Z21C>
<211>
<212>
<213>

<R20>
<223>

<400>

5es

Thr Val Ser Ser
580

15

577

PRT
Artificial

heavy chain 2 <ErbB3-c-Met> Her3/Met SSKH

15

Gln

Gly

455

Gly

Ala

Ala

Ser

Ala

535

Ala

Thr

Lys
440
Gly
Gly
Ser
Pro
Asp
520
Asp

Glu

Pro

Ser

Gly

Gly

Gly

Gly

5G5

Thr

Thr

Asp

Leu

-22.

Leu Ser Leu

Ser

Leu

Tyr

450

Lys

Arg

Ser

Asp
570

Gly

Val

475

Thr

Phe

Lys

Ala
555

Gly

480

Gln

Phe

Leu

Asn

Asn.

540

Val

Trp

Ser

445

Gly

Pro

Thr

Pro

525

Thr

Tyr

Gly

Pro

Gly

Gly

Ser

Trp

510

Asn

Ala

Tyr C

Gln

Gly

Ser

Gly

Tyr

495

Val

Phe

Tvr

Gly
575

Lys

Glu

Ser

480

Gly

Lys

Leu

Ala

560

Thr

Asp Val Gin Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln

1

5

10

15

Ser Leu Ser Leu Thr Cys Ser Val Thr Gly Tyr Ser ile Thr Ser Ala

20

25

3¢



Tyr

Met

Lys

65

Leu

Ala

Thr

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Tyzr

Gly

50

Azn

Lys

Arg

Leu

Ala

130

Leu

Gly

Ser

Thr
210

Thr

Phe

Trp

Tyr

Arg

Leu

Glu

Thr

115

Pro

Val

Ala

Gly

Gly

195

Lys

Cys

Leu

Asn

Ile

Phe

Asn

Ser

100

Val

Serx

Lys

Leu

Leu

186G

Thr

Val

Pro

Phe

Ser

Ser

Ser

85

Asp

Ser

Ser

Bsp

Thr

165

Tyr

Gln

Asp

Pro

Pro
245

Ile

Tyr

Ile

70

Val

Tyr

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Arg

Gly

55

Thr

Thr

Ala

Ala

Ser

135

Phe

Gly

Lau

Tyr

Lys

215

Pro

Lys

Gln

40

Gly

Arg

Thr

Tyr

Ser

120

Thr

Pro

Vail

Ser

Ile

200

Val

Ala

Pro

Phe

Ser

Asp

Glu

Phe

105

Thr

Sexr

Glu

His

Ser

185

Cys

Glu

Pro

Lys

223 .

Pro

Asn

Thr

Asp

20

Asp

Lys

Gly

Pro

Thr

170

Val

Asn

Pro

Glu

Asp
250

Gly

Ser

Ser

75

Thr

Tyr

Gly

Gly

Val

155

Phe

Val

Val

Lys

Leu

235

Thr

Asn

Tyr

60

Lys

Ala

Trp

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

220

Leun

Leu

Lys

45

Ala

Asn

Thr

Gly

Ser

125

Ala

Val

Val

His

205

Cys

Gly

Mat

Leu

Pro

Gin

Tyr

Gin

1ig

Val

Ala

Ser

Val

Pro

180

Lys

Asp

Gly

Iie

Glu

Ser

Phe

Tyr

95

Gly

Phe

Leu

Trp

Len

175

Ser

Pro

Lys

Pro

Ser
255

Trp
Leu
Phe
80

Cys
Thr
Pro
Gly
Asn
160
Gln
Ser
Ser
Thr
Ser

240

Arg



Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Ala

Asn

385

Ser

Arg

Leu

Gly

Ile
465

Pro

Val

Thr

290

Val

Cys

Ser

Pro

WVal

370

Gly

Asp

Trp

His

Gly

430

Gln

Val

Glu

Lys

275

Lys

Leu

Lys

Lys

Ser

355

Lys

Gin

Gly

Gln

Asn

435

Gly

Met

Thr

Val

260

Phe

Pro

Thr

Val

Ala

340

Arg

Thr

Asn

Arg

Val

Jer

325

Lys

Asp

Gly Ph

Pro

Ser

Glin

420

His

Gly

Thr

Ile

Glu

Phe

405

Gly

Tyr

Ser

Gln

Thr

Cys

Trp

Glu

Leu

319

Asn

Gly

Glu

Asn

380

Phe

Asn

Thr

Gly

Ser

470

Cys

Val

Tyr

Glu

295

His

Lys

Gin

Leu

Pro

375

Asn

Leu

Val

Gln

Gly

455

Lys

Val

280

Gin

Ala

Pro

Thr

360

Tyr

Val

Phe

Lys

440

Gly

Ser

Ser

1 Val

265

Asp

Tyr

Asp

Leu

Arg

345

Lys

Lys

Ser

Ser

425

Ser

Gly

Ser

Ser

-4 -

Asp

Gly

Asn

Trp

Pro

330

Glu

Asn

Ile

Thr

Lys

410

Cys

Leu

Ser

Leu

Glin

Val

Val

Ser

Leu

315

Ala

Pro

Gln

Ala

Thr

3385

Leu

Ser

Ser

Gly

Ser

475

Ser

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Val

380

Pro

Thr

Leu

Gly

460

Ala

Leu

His

Val

285

Tyr

Gly

Iie

Val

Ser

365

Pro

Val

Met

Ser

445

Gly

Ser

Leu

Glu

270

His

Arg

Lys

Glua

Tyr
350

Leu

+3

Val

Asp

His

430

Pro

Gly

Val

Tyr

Asp

Asn

Val

Glu

Lys

335

Thy

Ser

Leu

Lys

415

Gly

Ser

Gly

Thy

Pro

Ala

Val

Tyr

320

Thr

Leu

Cys

[7)]
s
s

Asp

400

Ser

Ala

Lys

Asp

Asp

480

Ser



Ser Gln Lys Asn
500

Pro Lys Leu Leu
515

Ser Arg Phe Ser
530

Ser Ser Leu Gln
545

Tyr Ala Tyr Pro

<210> 16
<211> 214
<212> PRT

485

Tyr
Ile
Gly
Pro

Trp
565

<213> Artificial

<220>

Leu

Rla Trp

-25.

490

Tyr Gln
505

Tyr Trp Ala Ser Thr

Ser

Glu
550

Thr

520

Gly Ser
535

Asp Phe

Phe &ly

Gly Thr

Ala Thr

Cvs Gly

Gln

Arg

Asp

Tvyr
555

Lys

Glu

Phe

540

Tyr

Lys

<223> light chain <BrbB3-c-Met> Her3/Met SSKH

<400> 16

Asp Ile Gin Met
1

Asp Arg Val Thr
20

Leu Asn Trp Tyr
35

Tyr Tyr Thr Ser
50

Ser Gly Ser Gly
65

Thr

Ile

Gln

Ser

Gln Arg

Ary

Leu

Thr Asp

70

Thr Thr

Cys Arg

Lys Pro
40

His Ser
55

Tyr Ser

Ser Ser
10

Ala Arg

25

Asp Gly

Gly Val

Leu Thr

Leu

Gln

Thr

Pro

Ser

Asp

Val

Ser

60

Ser

Pro

Ser

525

Thr

Cys

Val

Ala

Ile

Lys

45

Arg

Asn

Gly

510

Gly

Leu

Gln

Glu

Ser

Ser

30

Leu

Phe

Leu

485

Lys

Val

Thr

Gln

Ile
575

Leu

15

Asn

Leu

Ser

Glu

Ala

Ile

Tyzr

560

Lys

Gly

Tyr

Ile

Gly

Gln
80



Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Phe

Asp

Phe

Ser

Ala

139

Val

Ser

Thr

Asn
210

<210>
<21i>
<212>

<213>

<220>
<223>

<400>

Tle

Gly

Val

115

Ser

Gln

Val

Leu

Glu

185

Arg

17
582
PRT

Ala

Gly

100

Phe

Val

Trp

Thr

Thr

180

Gly

Thr
85

Gly

Val

Lys

4

Giu
165

Leun

Glu

Artificial

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Phe Cys

Lys Leu

Pro Pro

120

Leu Leu

135

Asp Asn

Asp Ser

Lys Ala

Gln Gly
200

Gln

Glu

195

Ser

Asn

Ala I

Lys

=26 -

Gln

a0

Ile

Asp

Asn

Asp
170

Gly

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Asn

Arg

Gln

Tyr

140

Ser

Thr

Lys

Thr

Thr

Leu

125

Pro

Phe Pro
35

Val Ala
110

Lys Ser

Arg Glu

Gly Asn Ser

Tyr

His

&l

205

heavy chain 1 <ErbB3-c-Met> Her3/Met SSKHSS

17

Asp Val Gln Leu Gin

1

5

Ser Ley Ser Leu Thr

Tyr Tyr Trp Asn Trp

35

20

Glu Ser Gly Pro Gly Leu Val Lys

10

Cys Ser Val Thyr Gly Tyr Ser Ile

25

Ser Leu
175

Lys Val
190

Thr Lys

Pro Ser
15

Thr Ser
30

Trp

Ala

Gly

Ala

Gln

160

Ser

Tyr

Gln

Ala

Ile Arg Gln Phe Prc Gly &sn Lys Leu Glu Trp

40

45



Met

Lys

65

Leu

Thr

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

Gly

Asn

Lys

Arg

Leu

Ala

130

Leu

Gly

Ser

Leu

Thr

210

Thr

Phe

Pro

Tyr

Arg

Leu

Glu

Thr

115

Pro

Val

Ala

Gly

Gly

185

Lys

Cys

Glu

Iie

Phe

Asn

Ser

100

Val

Ser

Lys

Leu

Leu

180

Thr

Val

Pro

Phe

Val
260

Ser

Ser

Ser

B3

Asp

Ser

Ser

Asp

Thr

163

Tyr

Asp

Pro

Pro

245

Thr

Tyr

Ile

70

Val

Tvr

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

230

Pro

Cys

Gly

35

Thr

Thr

Ala

Ala

Ser

135

Phe

Gly

Leu

Lys

215

Pro

Lys

Val

Gly

Arg

Thr

Tyr

Ser

120

Thr

Pro

Val

Ser

Tle

200

Val

Ala

Bro

Val

Ser

Asp

Glu

Phe

105

Ser

Giu

Eis

Ser

185

Cys

Glu

Pro

Lys

Val
265

-27-

Asn Ser Tyr

Thr

Asp

Asp

Lys

Pro

Thr

170

Val

Asn

Pro

Glu

Asp

250

Asp

Ser

75

Thr

Tyxr

Gly

Gly

Val

155

Phe

Val

Val

Lys

Leu

23%

Thr

Val

60

Lys

Ala

Tre

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Ala

Asn

Thr

Gly

Ser

125

Ala

Val

Ala

Val

Eis

205

Cys

Gly

Met

His

Pro

Gln

Tyr

Gin

lio

Val

Ala

Ser

Val

Pro

180

Lys

Asp

Gly

Iie

Glu
270

Sexr

Phe

Tyr

95

Gly

Phe

Leu

Trp

Leu

175

Ser

Lys

Pro

Ser

255

Asp

Leu

Phe

80

Cys

Thr

Pro

Gly

Asn

1e0

Gln

Ser

Ser

Thr

Ser

240

Arg

Pro



Glu

Lys

Ser

305

Lys

Ile

Pro

Leu

Asn

385

Ser

Leu

Gly

Val

465

Leu

Leu

Val

Thr

286G

Val

Cys

Ser

Pro

Val

370

Asp

Trp

His

Gly

450

Gin

Arg

His

Lys

275

Lys

Leu

Lys

Lys

Cys

355

Lys

Gin

Gly

Gln

Asn

435

Gly

Leu

Leu

Trp

Phe

Pro

Thr

Val

Ala

340

Arg

Gly

Pro

Ser

Gln

420

Hisg

Gly

Val

Ser

Val

Asn

Arg

Val

Ser

325

Lys

Asp

Phe

Phe

405

Gly

Tyr

Ser

Glu

Cys

485

Arg

Trp

Glu

Leu

310

Asn

Gly

Tyxr

Asn

390

Phe

Asn

Thr

Gly

Ser

470

Ala

Gln

Tyr

Glu

285

His

Lys

Gln

Tau

Pro

375

Asn

Leu

Val

Gly

455

Gly

Ala

Ala

val

280

Gin

Gln

Ala

Thr

360

Ser

Tyr

Tyx

Phe

Lys

440

Gly

Gly

Ser

Pro

Asp

Asp

Leu

Arg

345

Lys

Asp

Ser

Ser

425

Ser

Gly

Gly

Gly

Gly

.28 -

Gly

Asn

Trp

Pro

330

Glu

Asn

Ile

Thr

Lys

410

Cys

Leu

Ser

Leu

Tyr

490

Lys

Val

Ser

Leu

315

Ala

Pro

Gln

Ala

Thr

395

Leu

Ser

Ser

Gly

Val

475

Thr

Cys

Glu

Thr

300

Asn

Pro

Gln

Val

Val

380

Pro

Thr

Val

Leu

Gly

460

Gln

Phe

Leu

Vali

285

Tyr

Gly

Ile

Val

Ser

365

Glu

Pro

Val

Met

Ser

445

Gly

Pro

Glu

His

Arg

Lys

Glu

Tyr

350

Leu

Trp

Val

Asp

His

430

Proc

Gly

Giy

Ser

Trp

Asn

Val

Glu

Lys

335

Thr

Trp

Glu

Leu

Lys

415

Glu

Gly

Ser

Gly

Tyr

495

val

Ala

Val

Tyr

320

Thr

Leu

Cys

Ser

Asp

400

Ser

Ala

Lys

Glu

Ser

480

Trp

Gly



Met

Asp

Gln

545

Thr

Leu

500

Ile Asp PBro
515

Arg Phe Thr
530

Met Asn Ser

Tyr Arg Ser

Val Thr Val
580C

<210> 18
<211> 577
<212> PRT

<213>

<220>

<223>

<400> 18

Asp
1

Ser

Tyr

Mat

Lys

65

Leu

Val Gin Leu

Leu Ser Leu
20

Tyr Trp Asn
35

Gly Tyr Ile
50

Asn Arg Phe

Lys Leu Asn

Ser

ile

Leu

Tyr

565

Ser

Artificial

Gln

Thr

Trp

Ser

Ser

Ser
g5

Asn

Ser

Arg

550

Val

Ser

Glu

Cys

Ile

Ile
70

Val

505

-29 .

Ser Asp Thr Arg Phe Asn Pro

520

525

Ala Asp Thr Ser Lys Asn Thr

335

540

Ala Glu Asp Thr Ala Val Tyr

555

Thr Pro Leu Asp Tyr Trp Gly

Ser

Ser

Arg

Gly
55

Gly Pro

Val Thr
25

Gln Phe
40

Gly Ser

570

Gly

i0

Gly

Pro

Asn

Thr Arg Asp Thr

Thr

Thr Glu

Asp

Leu Val

Tyr Ser

Gly Asn

Ser Tyr
60

Ser Lys
75

Thr Ala

heavy chain 2 <ErbB3-c-Met> Her3/Met SSKHSS

Lys

Iie

Lys

45

Ala

Asn

Thr

510

Asn

Ala

Tyr

Gln

Pro

Thx

30

Leu

Pro

Gln

Tyr

Phe

Ty

Cys

Gly
575

Ser

15

Ser

Glu

Ser

Phe

Tyr
95

Lys

Leu

Ala

560

Thr

Gln

Ala

Trp

Leu

Phe

80

Cys



Ala

Thr

Leu

Cys

145

Ser

Ser

Ser

29
n
-

His

225

Val

Thr

Glu

Lys

Ser

305

Lys

Arg

Leu

Ala

130

Leu

Gly

Ser

Leu

Thr

210

Thr

FPhe

Pro

Val

Thr

29C

Val

Cys

Glu

Thr

115

Pro

Val

Ala

Gly

Gly

185

Lys

Cys

Leu

Glu

Lys

275

Lys

Leu

Lys

Ser

100

Val

Ser

Lys

Leu

Leu

180

Thr

Pro

FPhe

Val

260

Phe

Pro

Thr

Val

Asp

Ser

Ser

Asp

Thr

165

Tyr

Gln

Pro

Pro

245

Asn

Arg

Val

Ser

Tyr

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

23C

Pro

Cys

Trp

Glu

Leu

310G

Asn

Ala

Ala

Ser

135

Phe

Gly

Leu

Tyr

Lys

215

Pro

Lys

Val

Tyz

Giu

285

His

Lys

Tyx

Ser

120

Thr

Pro

Val

Ser

Ile

200

Val

Ala

Pro

Val

Val

280

Gin

Gln

Ala

Phe

105

Thr

Ser

Glu

His

Ser

185

Cys

Glu

Fro

Liys

Val

265

Asp

Tyr

Asp

Leu

-30 -

Asp

Lys

Gly

Pro

Thr

170

Val

Azn

Pro

Glu

Asp

250

Asp

Gly

Asn

Trp

Pro

Tyr

Gly

Gly

Val

155

Phe

Val

Val

Lys

Leu

235

Thr

Val

Val

Sexr

Leu

315

Ala

Trp

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Leu

Ser

Glua

Thr

300

Asn

Gly

Ser

125

Ala

Val

Ala

Val

His

205

Cys

Gly

Met

Hig

Val

285

Tyr

Giy

Ile

Gln

110

Val

Ala

Ser

Val

Pro

180

Lys

Asp

Gly

Ile

Glu-

270

His

Arg

Lys

Glu

Gly

Phe

Leu

Trp

Leu

175

Ser

Pro

Pro

Ser

255

Asp

Asn

Val

Glu

Lys

Thr

Pro

Gly

Asn

160

Gln

Ser

Ser

Thr

Ser

240

Arg

Pro

Ala

Val

Tyr

3z0

Thr



Ile

Pro

Ala

Asn

385

Ser

Arg

Leu

Gly

Ile

465

Ser

‘Pro

Ser

Ser
545

Ser

Pro

Val

370

Gly

Asp

Trp

His

Gly

450

Gln

Val

Gln

Lys

Arg

530

Ser

Lys

Ser

355

Lys

Gln

Gly

Met

Thr

Lys

Leu

513

Phe

Leu

Ala

340

Arg

Gly

Pro

Ser

Gln

4290

His

Gly

Thr

Ile

Asn

500

Leu

Ser

Gln

325

Lys

Asp

Fhe

Glu

Phe

405

Gly

Tyr

Ser

Gln

Thr

485

Tyr

Ile

Gly

Pro

Gly

Giu

Tyr

Asn

390

Phe

Asn

Thr

Gly

Ser

470

Cys

Leu

Tyr

Giu
5590

Gln

Leu

Pro

375

Asn

Leu

Val

Gln

Gly

455

Pro

Lys

Ala

Trp

Gly

535

Asp

Pro

Thr

360

Ser

Tyr

Val

Phe

Lys

440

Gly

Ser

Ser

Trp

Ala

520

Ser

Phe

Arg

345

Lys

Asp

Lys

Ser

Ser

425

Ser

Gly

Ser

Ser

Tyr

505

Ser

Gly

Ala

-31-

330

Glu

Asn

Ile

Thr

Lys

410

Cys

Leu

Ser

Leu

Gln

490

Gln

Thr

Thr

Thr

Pro

Gln

Ala

Thr

395

Leu

Ser

Ser

Giy

Ser

475

Ser

Gln

Arg

Asp

Tvr
555

Gln

Val

Val

380

Pro

Thr

Val

Leu

Gly

460

Ala

Leu

Lys

Glu

Phe

540

Tyr

Val

Ser

385

Glu

Pro

Val

Met

Ser

445

Gly

Ser

Leu

Pro

Sern

525

Thr

Cys

Cys

350

Leu

Trp

Val

Asp

His

430

Fro

Gly

Val

Tyr

Gly

510

Gly

Leu

Gln

335

Thr

Ser

Glu

Leu

Lys

415

Glu

Gly

Ser

Gly

Thr

495

Lys

Val

Thr

Gln

Leu

Cys

Ser

Asp

400

Ser

Ala

Lys

Asp

Asp

480

Ser

Ala

Pro

Tyr
560



~-32.

Tyr Ala Tyr Pro Trp Thr Phe Gly Cys Gly Thr Lys vVal Glu Tie Lys

<210>
<211>
<21Z>
<2i3>

<220>
<223>

<400>

565

1%

214

PRT
Artificial

light chain <ErbB3-c-Met> Her3/Met SSKHSS

19

Asp Ile Gln

1

Asp

Tyr

Ser

65

Glu

Thy

Pro

Thr

Lys

Gly

Asp

Phe

Ser

Ala

130

Val

Val

Trp

Thr

Ser

Iile

Gly

Val

115

Ser

Gln

Met

Ser

Gly

Ala

Gly

100

Phe

Val

Trp

Arg

Thr

Thr

85

Giy

Ile

Val

Lys

Gln

Ser

o=
e
(Vo)

Leu

Asp

Tyr

Thr

Phe

Cys

Val

Thr

Cys

e
Lo
]

His

55

Tyr

Phe

Lys

Pro

Leu

135

Asp

Thr

Arg

Pro

40

Ser

Ser

Cys

Leu

Pro

120

Leu

Asn

Ser

Ala

25

Asp

Gly

Leu

Gln

Glu

105

Ser

Asn

Ala

570

Ser
16

Arg

Val

Thr

Gln

90

Ile

Asp

Asn

Leu

Leu

GIn

i Thr

Pro

Ile

75

Gly

Lys

Glu

Phe

Gln

Ser

Asp

Val

Ser

60

sSer

Asn

Arg

Gin

Tyr

140

Ser

Ala
Tle
Lys
45

Rrg
Asn
Thr
Thr
Leu
i25

Pro

Gly

Ser

Ser

30

Leu

Phe

Leu

Phe

Val

110

Lys

Arg

Asn

575

Leu

15

Asn

Leu

Ser

Glu

Pro

35

Ala

Ser

Glu

Ser

Gly

Tyr

Ile

Gly

Gln

80

Trp

Ala

Giy

Ala

Gin



148

150
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155

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser

165

Thr Leu Thr Leu

i8¢0

Cys Glu Val Thr

Asn Arg Gly Glu

Ser
Ala

195
Phe

210

<210> 20
<211i> 572
<212> PRT
<213>
<220>
<223>
<400> 20
Asp Val Gin
1
Ser Leu Ser
Tyr Tyr Trp

35
Met Gly Tyr

50

Lys Asn Arg
65
Leu Lys Leu
Ala Arg Glu

Leu

Leu

20

Asn

Ile

Fhe

Asn

Ser
100

Artificial

Glin

Thr

Trp

Ser

Ser

Ser

85

Asp

170

Ser Lys Ala Asp Tyr Glu Lys Eis

185

His Gln Gly Leu Ser Ser Pro Val

Cys

Glu

Cys

Iie

Tyr

Ile

70

Val

Tyr

Ser

Ser

Arg

Gly

Thr

Thr

Ala

200

Gly

Val

Gin

40

Gly

Axrg

Thr

Tyr

Pro

Thr

25

Phe

Ser

Asp

Glu

Phe
105

Gly

10

Gly

Pro

Asn

Thr

Asp

90

Asp

Leu

Tyxr

Gly

Ser

Ser

75

Tyx

heavy chain 1 <BErbB3-c-Met> Her3/Met 1C

Val

Ser

Asn

Tyr

60

Ala

Trp

205

Lys

Ile

Lys

45

Ala

Asn

Thr

Gly

Lys
186

Thr

Fro

Thr

30

Leuy

Pro

Gln

Tyr

Gln
110

Leu
175

Val

Lys

Ser

15

Ser

Glu

Ser

Phe

Tyr

85

Gly

160

Ser

Tyr

Ser

Gln

Ala

Trp

Leu

Fhe

80

Cys

Thr



Thr

Leu

Cys

145

Ser

Ser

Ser

Asn

His

225

Val

Thr

Giu

Lys

Ser

305

Lys

Ile

Leu

Ala

130

Leu

Gly

Ser

Leu

Thr

210

Thr

Phe

Pro

Val

Thr

280

Val

Cys

Ser

Thr

115

Pro

Val

Ala

Gly

Gly

185

Lys

Cys

Leu

Glu

Lys

275

Lys

Leu

Lys

Lys

Val

Ser

Lys

Leu

Leu

180

Thr

Val

Pro

Phe

val

260

Phe

Pro

Thr

Val

Ala

Ser

Ser

Asp

Thr

165

Ty

Gln

Asp

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Sexr
Lys
Tyr
150
Ser
Ser
Thr
Lys
Cyé
230

Pro

Cys

Glu
Leu
310

Asn

Gly

Ala

Ser

135

Phe

Gly

Leu

Tyr

Lys

215

Pro

Lys

Val

Tyxr

Glu

285

His

Lys

Gln

Ser
120

Thr

Val

Ser

Ile

200

Val

Ala

Proc

Val

Val

2890

Gln

Gln

Rla

Pro

Thr

Ser

Glu

His

Ser

185

Cys

Glu

Pro

Lys

Val

265

Asp

Tyr

Asp

Leu

Arg
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Lys

Pro

Thr

170

Val

Asn

Pro

Asp

250

Asp

Gly

Asn

Trp

Pro

330

Glu

Gly

Gly

Val

155

Phe

Val

Val

Lys

Leu

235

Thr

Val

Val

Ser

Leu

313

Ala

Pro

Pro

Thr

140

Thr

Pro

Thx

Asn

Ser

220

Leu

Leu

Ser

Giu

Thr

300

Asn

Pro

Gin

Ser

125

Ala

Val

Ala

Val

His

205

Cys

Gly

Met

His

Val

285

Tyr

Gly

lle

val

Val

Ala

Ser

Val

Pro

190

Lys

Asp

Gly

Ile

Glu

270

His

Arg

Lys

Glu

Tyr

Phe Pro
Leu Gly

Trp Asn
160

Leu Gln
1735

Ser Ser
Pro Ser
Lys Thr

Pro Ser
240

Ser Arg
255

Asp Pro
Asn Ala
Val Val

Glu Tyzr
320

Lys Thr
335

Thr Leu



Pro

Leu

Asn

385

Ser

Arg

Leu

Gly

Val

465

Thr

Gly

Phe

Lys

Ala

545

Tyr

Pro

Val

370

Gly

Trp

His

Gin

Phe

Leu

Asn

Asn

530

Val

Trp

Cys

353

Lys

Gln

Gly

Gin

Asn

4335

Giy

Pro

Thr

Glu

Pro

515

Thr

Tyr

Gly

340

Arg

Gly

Pro

Ser

Gln

420

His

Gly

Gly

Ser

Trp

500

Asn

Bla

Tyr

Gln

Asp

Fhe

Glu

Phe

405

Gly

Tyr

Ser

Gly

Tyr

485

Val

Phe

Tyr

Gly
565

Glu

Tyr

Asn

380

Asn

Thr

Glu

Ser

470

Trp

Gly

Lys

Leu

Ala

550

Thr

Leu

Pro

375

Asn

Leu

Val

Val

455

Leu

Leu

Met

Asp

Gin

535

Thr

Leu

Thr

360

Ser

Tyr

Tyr

Lys

449

Gln

Arg

fHis

Ile

Arg

520

Met

Tyr

Val

345

Lys

Asp

Lys

Ser

Ser

425

Ser

Leu

Leu

Trp

Asp

505

FPhe

Asn

Arg

Thr

-35.

Asn

Ile

Thr

Lys

410

Cys

Leu

Val

Ser

Val

450

Pro

Thr

Ser

Ser

Val
570

Gln

Ala

Thr

385

Leu

Ser

Ser 1

Glu

Cys

475

Arg

Ser

Ile

Leu

Tyr

553

Ser

Val

Val

380

Pro

Thr

Val

Ser

460

Ala

Gln

Asn

Ser

Arg

540

Val

Ser

Ser
365

Glu

Pro

Met

Ser

445

Gly

Ala

Ala

Ser

Ala

525

Ala

=3
jug
L2+

350

Leu

Trp

Val

Asp

His

430

Pro

Gly

Serx

Pro

Asp

510

Asp

Giu

Pro

Trp

Glu

Leu

Lys

415

Glu

Gly

Gly

Gly

435

Thr

Thr

Asp

Leu

Cys

Ser

Asp

400

Ser

Ala

Lys

Leu

Tvr

480

Lys

Arg

Ser

Thr

Asp
114



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

<Z220>
223>

<400>

21
567
PRT

Artificial
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heavy chain 2 <ErbB3-c-Met> Her3/Met 1C

21

Asp Val Gln

1

Sex

Tyr

Met

Lvs

&5

Leu

Ala

Thr

Leu

Cys

145

Ser

Ser

Leu

Tyr

Gly

AsD

Lys

Arg

Leu

Ala

i30

Leu

Gly

Ser

Ser

Trp

35

Tyr

Arg

Leu

Glu

Thr

115

Pro

Val

Ala

Gly

Leu

Leu

20

Asn

Ile

Phe

Asn

Ser

100

Val

Ser

Lys

Leu

Leu

Gln

Thr

Trp

Ser

Ser

Ser

B5

Asp

Ser

Ser

Asp

Thr

165

Tyx

Glu

Cys

Ile

Tyr

Ile

70

Val

Tvr

Ser

Lys

Tyr

150

Ser

Ser

Ser

Ser

Arg

Gly

55

Thr

Thr

Ala

Ala

Ser

135

Phe

Gly

Leau

Gly

Val

Gln

40

Gly

Arg

Thr

Tyr

Ser

120

Thr

Pro

Val

Ser

Pro

Thr

25

Phe

Ser

Asp

Glu

Fhe

105

Thr

Ser

Glu

His

Ser

Gly

i0

Gly

Pro

Asn

Thr

Asp

20

Asp

Lys

Gly

Pro

Thr

170

Val

Leu

Tyr

Gly

Ser

Ser

75

Thr

Tyr

Gly

Val

155

Phe

Val

Val

Ser

Asn

Tvr

60

Liys

Ala

Trp

Pro

Thy

140

Thr

Pro

Thr

Lys

Ile

Lys

45

Ala

Asn

Thy

Gly

Ser

125

Ala

Val

Ala

Val

Fro

Thr

30

Leu

Pro

Gin

Tyr

Gin

110

YVal

Ala

Ser

Val

Pro

Ser
15

Ser

Glu

Phe

Tyr

95

Gly

Phe

Leu

Trp

Leu

175

Sar

Gln

Ala

Trp

Leu

Phe

8C

Cys

Thr

Pro

Gly

Asn

160

Gln

Ser



Ser

Asn

His

225

Val

Thy

Glu

Lys

Ser

305

Lys

Ile

Pro

Ala

Asn

385

Ser

Leu

Thr

210

Thr

Phe

Pro

Val

Thr

280

Val

Cys

Ser

Pro

Val

370

Gly

Asp

Gly

185

Lys

Cys

Leu

Glu

Lys

275

Lys

Leu

Lys

Lys

Ser

355

Lys

Gln

Gly

180

Thr

Val

Pro

Fhe

Val

260

Fhe

Pro

Thr

Val

Ala

340

Gly

Pro

Ser

Gln

Asp

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Asp

Phe

Glu

Phe
405

Thr

Lys

Cys

230

Pro

Cys

Trp

Glu

Leu

310

Asn

Gly

Glu

Tyr

Asn

380

Phe

Tyr

Lys

215

Pro

Lys

Val

Tyr

Glu

295

His

Lys

Gln

Leu

EFro

375

Asn

Leun

Ile

200

Val

Ala

Pro

val

280

Gln

Gln

&la

Pro

Thr

360

Ser

Tyr

Val

185

Cys

Glu

Pro

Lys

1 Val

265

Asp

Tyr

eu

hrg

345

Lys

Asp

Ser
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Asn

Pro

Glu

Asp

250

Gly

Asn

Trp

Pro

330

Glu

Asn

Ile

Thr

Lys
410

Val

Lys

Leu

235

Thr

Val

Val

Ser

Leu

315

Alz

Pro

Ala

Thr
395

Leu

Asn

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gln

Val

Val

380

Pro

Thr

His

205

Cys

Gly

Met

His

Val

285

Tyr

Gly

Ile

Val

Ser

365

Giu

Prc

Val

180

Lys

Asp

Gly

Ile

Glu

270

His

Arg

Lys

Glu

Cys

350

Leu

Trp

Val

Asp

Pro Ser

Lys Thr

Pro Ser
240

Ser Arg
255

Asp Pro

Asn Ala

Val Val

Glu Tyr
320

Lys Thr
335

Thr Leu

Ser Cys

Glu Ser

Leu Asp

400

Lys Ser
415



Leu

Gly

Ser

465

Ser

Gln

Asp

Tyr
245

Thr

Trp Gln

His Asn
435

Gly Gly
450

Ala Ser

Leu Leu

Lys Pro

Glu Ser

515

Phe Thr
530

Tyr Cys

Lys Val

T <Z210> 22

<211> 214
<212> PRT

<213>

<220>

<223>

<400> 22

Gln

420

His

Gly

Val

Tyr

Gly

560

Gly

Leu

Gln

Glu

Gly

Tyr

Ser

Gly

Thr

485

Lys

Val

Thr

Gln

Ile
565

Artificial

Asn Val

Thr $ln

Asp Ile
455

Asp Arg
470

Ser Ser

Ala Pro

Pro Ser

Ile Ser
535

Tyr Tyr
550

Lys Arg

Phe

Lys

440

Gin

Val

Gin

Lys

Arg

520

Ser

Ala

Ser

425

Ser

Met

Thx

Lys

Leu

505

Phe

Leu

Tyr

-38-

Cys

Leu

Thr

Ile

Asn

4590

Leu

Ser

Gln

Pro

Ser

Ser

Gin

Thr

475

Tyr

Ile

Gly

Pro

Trp
555

light chain <ErbB3-c-Met> Her3/Met IC

Val

Leu

Ser

460

Cys

Leu

Tyr

Ser

Glu

544

Thr

Met

Ser

445

Pro

Lys

Ala

Trp

Gly

525

Asp

Phe

His

430

Pro

Ser

Ser

Trp

Ala

5190

Ser

Phe

Gly

Glu

Gly

Ser

Ser

Tyx

495

Ser

Gly

Alz

Gln

Ala

Lys

Leu

Gin

480

Gln

Thr

Thx

Thr

Gly
560

Asp Ile Gin Met Thr Gln Thr Thr Ser Ser Leu Ser Ala Ser Leu Gly

1

5

1¢

15

Asp Arg Val Thr Ile Ser Cys Arg Alz Arg Gln Asp Ile Ser Asn Tyr



Leu

Tyr

Ser

&5

Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Ala

Phe

Asn

Tyr

50

Gly

Asp

Phe

Ser

Ala

136

Val

Ser

Thr

Cys

Asn
210

<210>
<21i>
<212>

<213>

<220>

Trp
35

Thr

Ser

Ile

Vail

115

Ser

Gln

Val

Leu

Glu
1958

Aryg

23

587
PRT
Artificial

290

Tyr

Ser

Gly

Ala

Gly

100

Fhe

Val

Trp

Thr

Thr

180

Val

Gly

Gln

Arg

Thr

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Giu

Arg

Leu

Asp

70

Tyr

Phe

Cys

Val

150

Gln

Ser

His

Cys

Lys

His

55

Tvr

Phe

Lys

Pro

Leu

135

Asp

Asp

Lys

Gin

Pro

Ser

Ser

Cys

Leu

Pro

120

Leu

Asn

Ser

Ala

Gly
200

25

Asp

Giy

Leu

Gln

Glu

105

Ser

Asn

Ala

Lys

Asp

185

Leu

-39 .

Gly

Val

Thr

Gln

8¢

Tle

Asp

Asn

Leu

Asp

170

Tyr

Ser

Thr Val

Pro Ser
60

Ile Ser
75

Gly Asn

Lys Arg

Glu Gln

Phe Tyr

140

Gln Ser

155

Ser Thr

Giu Lys

Ser Pro

Lys

45

Asn

Thr

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

30

Leu

Phe

Leu

Phe

Val

110

Lys

Arg

Asn

Ser

Lys

180

Thr

Leu

Ser

Glu

Pro

85

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Ile

Gly

Gin

80

Trp

Ala

Gly

Ala

Gln

i60

Ser

Tyr

Ser



- 40 -

<223> heavy chain 1 <ErbB3-c-Met> Her3/Met 6C

<400> 23

Asp Val Gln

1

Ser

Tyr

Met;

Lys

65

Leu

Thr

Leu

Cys

145

Ser

Ser

Ser

Asn

Leu

Tyr

Gly

50

Asn

Lys

Arg

Leu

Ala

130

Gly

Ser

Leu

Thr

Ser

Trp

35

Tyr

Arg

Leu

Thr

115

Pro

Val

Ala

Gly

Gly

185

Lys

Leu

Leu

20

Asn

Ile

Phe

Asn 3

Ser

100

Ser

Lys

Leu

Leu

180

Thr

Vzl

Gin

Thr

Trp

Ser

Ser

Asp T

Ser

Ser

Asp

Thr

165

Tyr

Gin

Asp

Glu

Cys

Tyr

Ile

70

Val

Ser

Lys

Tyr

i50

Ser

Ser

Thr

Lys

Ser

Ser

Arg

Gly

55

Thr

Thr

Ala

Ala

Ser

135

Phe

Gly

Leu

Lys

Gly

Val

Gln

40

Gly

Thx

Tyr

Ser

120

Thr

Pro

Val

Ser

Ile

200

Val

Pro

Thr

25

Phe

Ser

Asp

Glu

Phe

105

Thr

Ser

Glu

His

Sexr

185

Cys

Gly

Gly

Pro

Asn

Thr

Asp
90

Asp T

Lys

Gly

Pro

Thr

170

Val

Asn

Pro

Leu

Tyr

Gly

Ser

Ser

15

Thr

Cly

Gly

Val

155

Phe

val

Val

Lys

Val

Ser

Asn

Tyr

60

Lys

Ala

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

Lys

Ile

Lys

45

Ala

Asn

Thr

Gly

Ser

125

Ala

Val

Ala

His
205

Cys

Pro

Thr

30

Leu

Pro

Gln

Tyr

Gln

110

Val

Bia

Ser

Val

Pro
190

Lys

Asp

Ser

15

Ser

Glu

Ser

Phe

Tyr

95

Gly

Fhe

Leu

Trp

Leu

175

Ser

Pro

Lys

Gln

Ala

Trp

Leu

Phe

BO

Cys

Thr

Pro

Gly

Asn

160G

Gln

Ser

Ser

Thr



His

225

Val

Thr

Glu

Lys

Ser

303

Lys

Ile

Pro

Leu

Asn

385

Ber

Leu

210

Thr

Phe

Val

Thr

29¢

Cys

Ser

Bro

Val

370

Gly

Asp

Trp

His

Cys

Leu

Glu

Lys

275

Lys

Leu

Lys

Lys

Cys

385

Lys

Gln

Gly

Gln

asn
435

Pro

Phe

Val

260

FPhe

Pra

Thr

Val

Ala

340

Arg

Gly

Pro

Ser

Gln

420

His

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Asp

Phe

Giu

Phe

405

Gly

Tyr

Cys

230

Pro

Cys

Trp

Glu

Leu

310

Asn

Gly

Glu

Tyr

Asn

320

Phe

Asn

Thr

215

Pro

lys

Val

Tyr

Giu

295

His

Lys

Gln

L.eu

Pro

375

Asn

Leu

Val

Gln

Ala

Pro

Val

Val

280

Gin

Gln

Ala

Pro

Thr

360

Ser

Tyxr

Tyr

Lys
440

Pro

Lys

Val

265

Asp

Tyr

Asp T

Leu

Arg

345

Lys

Asp

Lys

Ser

-41 -

Glu

Asp

250

Asp

Gly

Asn

Pro

330

Glu

Asn

Ile

Thr

Lys
410

Ser Cys

Leu

Leu

235

Thr

Val

Val

Leu

315

Ala

Pro

Gin

Ala

Thr

385

Leu

Ser

Ser

220

Leu

Leu

Ser

Glu

Thr

300

Asn

Pro

Gin

Val

Val

380

Pro

Thr

Val

Leu

Gly

Met

His

Val

285

Tyr

Gly

Ile

Val

Ser

365

Glu

Pro

Val

Met

Ser
445

Gly

Ile

Glu

270

His

Arg

Lys

Glu

Tyr

350

Leu

Trp

Val

Asp

His

430

Pro

Pro

Ser

255

Asp

Asn

Val

Glu

Lys

335

Thr

Trp

Glu

Leu

Gly

Ser

240

Arg

Pro

Ala

Val

Tyr

320

Thr

Leu

Cys

Ser

Asp

400

Ser

Ala

Lys



Gly

Gly

465

Gln

His

Ile

Arg

545

Met

Tyr

Val

Gly

450

Gly

Leu

Leu

Trp

Asp

530

Phe

Asn

Arg

The

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

<220>
<223>

<400>

Gly

Gly

Val

Ser

Val

515

Pro

Thr

Ser

Ser

Val

595

24
592
PRT

Gly

Ser

Glu

Cys

500

Arg

Ser

ile

Tyr
580

Ser

Ser

Gly

Ser

485

Ala

Gln

Asn

Ser

Arg

565

Val

Ser

Artificial

Gly

Gly

470

Gly

Ala

Ala

Sex

Ala

550

Ala

Thr

Gly

455

Gly

Gly

Ser

Pro

Asp

535

Asp

Glu

Pro

Gly

Gly

Gly

Gly

Gly

520

Thr

Thr

Asp

Leu

Gly

Ser

Leu

Tyr

505

Lys

Arg

Ser

Thr

Asp
585
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Ser

Gly

Val

490

Thr

Gly

Phe

Lys

Ala

570

Tyx

Gly

Gly

475

Gln

Phe

Leu

Asn

Asn

555

Val

Trp

Gly
460

Gly

Pro

Glu

Pro

540

Thr

Tyxr

Gly

heavy chain 2 <ErbB3-c-Met> Her3d/Met 6C

24

Gly

Gly

Ser

Trp

525

Asn

Ala

Tyr

Gly

Ser

Gly

Tyr

510

Val

Phe

Tyr

Cys

Giy
390

Ser

Glu

Ser

495

Trp

Gly

Lys

Len

Ala

573

Thr

Gly

Val

480

Leu

Leu

Met

Asp

Gin

560

Thr

Asp Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln

1

5

10

15

Ser Leu Ser Leu Thr Cys Ser Val Thr Gly Tyr Ser Ile Thr Ser Ala



Tyr

Met

Lys

65

Leu

Ala

Thx

Leu

Cys

145

Ser

Ser

Ser

Asn

Higz

225

Val

Tyr

Gly

50

Asn

Lys

Arg

Leu

Ala

130

Leu

Gly

Ser

Leu

Thr

210

Thr

Phe

Trp

35

Tyr

Arg

Leu

Glu

Pro

Val

Ala

Gly

Gly

195

Lys

Cys

Leu

20

Asn

Ile

Phe

Asn

Ser

100

YVal

Ser

Lys

Leu

Leu

180

Thr

Val

Pro

Phe

Trp

Ser

Ser

Ser

85

Asp

Ser

Ser

Lsp

Thr

165

Tyr

Gln

Asp

Pro

Pro
245

Ile

Tyr

Ile

70

Val

Tyr

Ser

Lys

Tyr

150

Ser

Ser

Thr

Lys

Cys

2390

Pro

Ary

Gly

Thr

Thr

Ala

Ala

Ser

135

Phe

Gly

Leu

Tyr

Lys

215

Pro

Lys

Gln

Gly

Arg

Thr

Tyr

Ser

120

Thr

Pro

Val

Ser

Ile

200

Val

Ala

Pro

25

Phe

Ser

Asp

Glu

Phe

105

Thr

Ser

His

Ser

185

Cys

Glu

Pro

Lys
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Pro

Asn

Thr

Asp

a0

Asp

Lys

Gly

Pro

Thr

170

Val

Asn

Pro

Giu

Asp
250

Gly Bsn Lys

Ser

Ser

75

Thr

Tyr

Gly

Gly

Val

155

Phe

Val

Val

Lys

Leu

235

Thr

Tyr

&0

Lys

Ala

Trp

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Leu

435

Ala

Asn

Thr

Gly

Ser

125

Ala

Val

Ala

Val

His

205

Cys

Met

30

Leu

Pro

Gln

Tyr

Gln

110

Val

Ala

Ser

Val

Pro

190

Lys

Asp

Gly

Ile

Glu

Ser

Phe

Tyr

95

Gly

Phe

Leu

Trp

Leu

175

Ser

Pro

Lys

Pro

Ser
255

Trp

Leu

Phe

80

Cys

Thr

Pro

Gly

Asn

180

Gin

Ser

Ser

Thr

Ser

249

Arg



Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Ala

Asn

385

Ser

Leu

Gly

Gly
465

Val

Thr

290

Val

Cys

Ser

Pro

Val

370

Asp

Trp

His

Gly
450

Gly

Glu

Lys

275

Lys

Leu

Lys

Lys

Ser

355

Lys

Gin

Gly

Gln

Asn

435

Gly

Gly

Val
260

Fhe

Thr

Val

Ala

340

Arg

Gly

Pro

Ser

Gln

420

His

Gly

Ser

Thr

Asn

Arg

Val

Ser

325

Lys

Asp

Phe

Glu

Fhe

405

Gly

Tyr

Ser

Gly

Cys

Trp

Glu

Leu

310

Asn

Gly

Glu

Tyr

Asn

390

Phe

Asn

Thr

Gly

Gly
470

Val

Tyr

Glu

285

His

Lys

Gln

Leu

Pro

375

Asn

Leu

Val

Gln

Gly

455

Gly

Val

Val

280

Gin

Gln

Ala

Pro

Thr

360

Ser

Tyr

Val

Phe

Lys

440

Gly

Gly

Val

265

Asp

Tyr

Asp

Leu

Arg

345

Lys

Asp

Lys

Ser

Sexr

425

Ser

Gly

Ser
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Asp

Gly

Asn

Trp

Pro

330

Glu

Asn

Tie

Thr

Lys

410

Cys

Leu

Ser

Gly

Val
Val
Ser
Leu
315
Ala
Pro

Gln

ARla

Lew

Ser

Ser

Gly

GLy
475

Ser

Glu

Thr

200

Asn

Pro

Gin

Val

Val

380

Pro

Thr

Val

Leu

Gly

450

Gly

His

Val

285

Tyr

Gly

Ile

Val

Ser

365

Glu

Pro

Val

Met

Ser

445

Gly

Gly

Glu

270

His

Arg

Lys

Glu

Cys

350

Leu

Trp

Val

Asp

His

430

Pro

Gly

Ser

Asp Pro

Asn Ala

Val Val

Glu Tyr

32¢

Lys Thr
335

Thr Leu

Ser Cys

Glu Ser

Leu Asp

400

Lys Ser

415

Glu Rla

Gly Lys

Ser Gly

Asp Ile
480



Gln

Val

Gin

Lys

Arg

545

Ser

Ala

Met Thr Gln

Thr Ile Thr
500

Lys Asn Tyr
515

Leu Leu Ile
530

Phe Ser Gly

Leu Gin Pro

Tyr Pro Trp
580

<210> 25
<21i> 214
<21lZ> PRT

<213>

<22C>

<223>

<40C> 25

Asp
1

Asp
Leua

Tyr

Ser
65

Ile Gln Met

Arg Val Thr
20

Agsn Trp Tyr
35

Tyr Thr Ser
50

Gly Ser Gly

Ser

485

Leu

Tyr

Ser

Giu

565

Thr

Artificial

Thr

Ile

Gln

Arg

Thr

Pro

Lys

Ala

Trp

Gly

550

Asp

Phe

Gin

Ser

Leu

Asp
70

Ser

Ser

Trp

Ala

535

Ser

Phe

Gly

Thr

Cys

g Lys

His
55

Tyr

Ser Leu

Ser Gin
505

Tyr Gln

520

Ser Thr

Gly Thr

Ala Thr

Gin Gly
585
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Ser
430

Ser

Gln

Asp

Tyr
570

Thr

Ala

Leu

Lys

Glu

Fhe

555

Tyr

Lys

Ser

Leu

Pro

Ser

540

Thi

Cys

Val

light chain <ErbB3-c-Met> Her3/Met 6C

Val

Tyr

Gly

525

Gly

Leu

Gln

Giu

Thr Ser Ser Leu Ser Ala

10

Arg Rla Arg Gin Asp

25

Pro Asp Gly Thr Val

40

Ser Gly Val Pro Ser

&0

Ser Leu Thr Ile Ser

75

Ile

Lys

45

Arg

Asn

Gly

Thr

510

Lys

Val

Thr

Iie
550

Ser

Ser

36

Leu

Phe

Leu

Asp

495

Ser

Ala

Pro

Ile

Tyr

575

Lys

Leu

15

Asn

Leu

Ser

Glu

Arg

Ser

Pro

Ser

Ser

560

Tyr

Arg

Gly

Tyr

Ile

Gly

Gln
80



Glu

Thr

Pro

Thr

Lys

145

Glu

Ser

Phe

Asp

Phe

Ser

Ala

130

Val

Ser

Thr

Cys

Asn
210

<210>
<21i>
<212>
<213>

<400>

Ile

Giy

Val

115

Ser

Gln

Val

Leu

Glu

1395

Arg

26
330
ERT
Home

26

Ala Ser Thr

1

Ser Thr Ser

Phe Pro Giu

35

Ala

Gly

100

Phe

Val

Trp

Thr

Thr

180G

Val

Gly

Thr

85

Gly

Ile

Val

Lys

Glu

165

Leu

Thr

Glu

sapiens

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Cys

Phe

Lys

Pro

Len

135

Asp

Lys

Lys Gly Pro Ser

3

Gly Gly Thr ala

20

Pro Val Thr val

Cys

Leu

Pro

iz2¢

Leu

Asn

Ser

Ala

Gly
200

Val

Ala

Gln
Glu
105
Ser

Asn

Ala

Asp
185

Leu

Phe
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Gln
30

Ile

Asp

Asn

Leu

Asp

170

Tyr

Ser 5

Gly

Lys

Glu

Phe

Gin

155

Ser

Glu

Asn

Arg

Gln

Tyr

140

Ser

Thr

Lys

Pro

Pro Leu Ala

10

Leu Gily Cys Leu

25

Thr

Thr

Leu

125

Pro

Gly

Tyr

His

Val
205

Pro

Val

Phe

Val

110

Lys

Arg

Asn

Ser

Lys

180

Thr

Ser

Pro

25

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Ser

Trp

Ala

Gly

Ala

Gln

16C

Tyr

Ser

Lys

Lys BAsp Tyr

30

Ser Trp Asn Ser Gly Ala Leu Thr Ser

40

45



Gly

Leu

65

Tyr

Lys

Pro

Lys

Val

145

Glu

His

Lys

Gin

2235

Leu

Pro

Asn

Val

50

Ser

llie

Val

BAla

Pro

130

Val

Val

Gln

Gin

Ala

210

Pro

Ser

Tyr

His

Ser

Cys

Glu

Pro

115

Lys

Val

Asp

Tyr

Asp

185

Arg

Lys

Asp

Lys

Thr

Val

Asn

Pro

100

Glu

Asp

Asp

Trp

Pro

Glu

Asn

Tie

260

Thr

Phe

Val

Val

85

Lys

Leu

Thr

Val

Val

163

Ser

Leu

Ala

Pro

Gln

245

Ala

Thr

Pro

Thr

70

Asn

Ser

Leu

Leu

Thr

Asn

Pro

Gin

230

Val

Val

Pro

Ala

55

Val

His

cys

Gly

Met

135

Kis

Val

Tyr

Gly

Ile

215

Val

Ser

Glu

Pro

Val

Pro

Lys

Asp

Gly

120

Ile

Glu

Hisg

Arg

Lys

200

Glu

Leu

Trp

Val

Leu

Ser

Pro

Lys

105

Pro

Ser

Asp

Asn

Val

185

Glu

Lys

Thr

Thr

Glu

265

Leu

-47 .

Gln

Ser

Ser

90

Thr

Ser

Arg

Fro

Ala I

170

Val

Tyr

Thr

Leu

Cys

250

Ser

Asp

Ser

Ser

75

Asn

His

Val

Thr

Glu

155

Ser

Ile

Pro
235

Asn

Ser

Ser

&0

Leu

Thr

Thr

Phe

Prc

140

Val

Thr

Val

Cys

Ser

220

Pro

Val

Gly

Asp

Gly

Gly

Lys

Cys

Ley

125

Glu

Lys

Len

Lys

205

Lys

Ser

Lys

Gln

Gly

Leu

Thr

Val

Pro

110

Phe

Val

Phe

Pro

Thr

180

val

Ala

Arg

Gly

Pro

270

Ser

Tyr Ser

Gin Thr
g0

Asp Lys
85

Pro Cys

Pro Pro

Thr Cys

Asn Trp
160

Arg Glu
175

Val Leu

Ser Asn

Lys Gly

Asp Glu

240

Phe Tyr
255

Glu Asn

Phe Phe



273

Leu Tyr Ser

Val
305

290

Phe

Ser

GIn Lys Ser

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

<400>

27
327
PRT
Homo

27

Ala Ser Thr

1

Ser

Phe

Gly

Leu

€5

Tyr

Giu

Asp

Thr

Pro

Val

50

Ser

Thr

Val

Phe

Thr
130

Ser

Glu

35

Hisg

Ser

Cys

Glu

Leu

115

Leu

Lys

Cys

Leu

Leu

Ser

Ser
325

sapiens

Lys

Glu

20

Pro

Thr

Val

Asn

Ser

100

Gly

Met

Gly

Ser

Val

Phe

Val

Val

85

Lys

Gly

Ile

Thr

Val

310

Leu

Pro

Thr

Thr

Pro

Thr

70

Asp

Tyr

Pro

Ser

Val
285

Mat

Ser

Ser

Ala

Val

Ala

55

Val

His

Gly

Ser

Arg
135

280

Asp

His

Pro

Val

Ala

Ser

40

Val

Pro

Lys

Pro

Val

120

Thr

Lys

Glu

Gly

Phe

Ley

25

Trp

Leu

Ser

Pro

Pro

105

Fhe

Pro
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Ser

Ala

Lys
330

Prc

10

Gly

Asn

Gln

Ser

Sar

S0

Cys

Leu

Glu

285

Arg Trp Gln Gin Gly Asn

300

Leu His Asn His Tyr Thr

315

Leu

Cys

Ser

Ser

Ser

75

Asn

Pro

Phe

Val

Ala

Leu

Gly

Ser

60

Leu

Thr

Ser

Pro

Thr
140

Pro

Val

Ala

45

Gly

Gly

Lys

Cys

Pro

125

Cys

Cys

Lys

30

Leu

Leu

Thr

Pro
110

Lys

Val

Ser
i5

Asp T

Tyr

Lys

Asp

85

Ala

Pro

Yal

320

Arg

Ser

Ser

Thr

BO

Lys

Pro

Lys

Val



Asp

145

Gly

Asn

Trp

Pro

Glu

225

Asn

Ile

Thr

Arg

Cys

305

Leu

Val

Val

Ser

Leu

Ser

210

Pro

Gln

Ala

Thr

Leu

2590

Ser

Ser

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

<400>

Ser

Glu

Thr

Asn

185

Ser

Gln

Val

Val

Pro

275

Thr

Val

Leu

28
107
PRT
Homo

28

Arg Thr Val

Gln Glu

Val His
165

Tyr Arg

180

Giy Lys

Tie Glu

Val Tyr

Ser Leu

243

Glu Trp

260

Pro Val

Val Asp

Met His

Ser Leu
325

sapiens

Ala Ala

Asp

150

Asn

Val

Glu

Lys

Thr

230

Thr

Glua

Leu

Lys

Glu

310

Gly

Pro

Ala

Val

Tyr

Thr

215

Leu

Cys

Ser

Asp

Ser

295

Ala

Lys

Glu

Lys

Ser
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200

Ile

Leu

Asn

Ser

280

Arg

Leu

Val

Thr

Val

185

Cys

Ser

Pro

Val

Gly

265

Asp

Trp

His
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Gln

Lys

170

Leu

Lys

Lys

Ser

Lys

250

Gln

Gly

Gln

Asn

Phe

155

Pro

Thr

Val

Ala

Gln

235

Gly

Pro

Ser

Glu

His
315

Asn

Arg

Val

Ser

Lys

220

Glu

Phe

Glu

Phe

Gly

300

Tyx

Trp

Glu

Leu

Asn

205

Gly

Glu

Tyr

Asn

Phe

285

Asn

Thr

Tyr

Giu

His

180

Lys

Gln

Met

Pro

Asn

270

Leu

Val

Gln

Val Asp
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Gln Phe
175

Gln Asp

Giy Leu

Pro Ary

Thr Lys

240

Ser Asp

255

Tyr Lys

Tyr Ser

Phe Ser

Lys Ser
320

Fro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu



Gln

Tyr

Ser

Thr

65

Lys

Pro

Leu Lys

Pro Arg
35

Gly Asn

50

Tyr Ser

His Lys

Val Thr

<210> 29
P AR 104

A N

<212> PRT

<213>

Homo

<400> 29

Pro
1

Leu

Pro

Ala

Ala

65

Arg

Lys RAla

Gln Ala

Gly Ala
35

Gly Val
50

Ala Ser

Ser Tyr

Ser

20

Glu

Ser

Leu

Val

Lys
100

Gly

Ala

Gln

Ser

Tyr

8BS

Ser

sapiens
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Agn

20

Val

Glu

Ser

Ser

Pro

Lys

Thir

Thr

Tyr

Cys
85

Thr

Lys

Glu

Ser

70

Ala

Phe

Ser

Ala

Val

Thr

Leu

70

Gln

Ala

Val

Ser

55

Thr

Cys

Asn

Val

Thr

Ala

Thr

55

Ser

Val

Ser

Gln

40

Val

Leu

Glu

Arg

Thr

Leu

Trp 1

40

Pro

Leu

Thr

Val

25

Trp

Thr

Thr

Val

Gly
105

Leu

Val

25

Ser

Thr

His
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Val

Lys

Glu

Leu

Thr

90

Glu

Phe
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Cys

Ala

Lys

Pro

Glua
90

Val

Gln

Ser

75

Cys

Pro

Leu

Asp

Gln

Glu

75

Gly

Leu

Asp

Asp

60

Lys

Gln

Pro

Ile

Ser

Ser

60

Gln

Ser

Leu

Asn

45

Ser

Ala

Gly

Ser

Ser

Ser

45

Asn

Trp

Thr

Asn

30
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Lys

Asp

Leu

Ser

Asp

Pro

Asn

Lys

Val
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Asn

Leu

Asp

Tyr

Ser
95

Glu
15

Phe

Lys

Ser

Glu
95

Phe

Ser
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Ser
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Tyr

Lys

Tyr
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BO
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Thr Val Ala Prc Thr Glu Cys Ser
160



