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113 120

“18-

ASD

phe

Glu

phe

410

Gly

Tyr

Glu
10

Gly
Gly
Thr
Thr
ASp
90

ASp

Gly

Glu

Tyr

Asn

395

Phe

Asn

Thr

va'l

Tyr

Gln

Asn

Sar

75

Thr

Ser

Thr

Leu

Pro

380

Asn

Leu

val

Gin

Lys

Thr

Gly

Tyr

Ile

Ala

ser

mMet

Tht

365

Serp

TYTr

val

rhe

Lys
445

LysS

Phe

Leu

A5

Ala

Ser

va'l

Gly

va'l
125

Lvys

ASD

Lys

Ser

ser

430

Ser

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr

110

Thr

ASN
Ile
Thr
Lys
415

Cys

Ley

Gly
15

Gly
Trp
Lys
Ala
Tyr
EE

Tyr

val

Gin

sla

The

400

Leu

Sar

Ser

Ala

Tyr

Met

Phe

Tyr

8O

Cys

Tyr

Ser



Ser
Glu
145
phe
Gln
ser
Glu
Set
225
thr
. Phe
Pro
val
Thr
305
va'l
Cys
ser
Pro
va'l

385

Gly

Ala

130

Gin

Tyr

ser

Thr

LysS

210

Pro

Cys

Leu

Glu

Lys

Lys

Cys

370

LysS

GIn

Ser

l.eu

Pro

Gly

Tyr

195

His

val

Pro

Phe

val

275

Phe

Pro

Thr

val

Ata

Arg

Gly

Pro

val

Lys

Arg

Ash

180

Ser

Lys

Thr

Pro

PO

260

Thr

Asnh

Arg

val

Ser

340

LyS

ASD

Phe

Glu

Ala

Ser

Glu

165

ser

Ley

val

Lys

Cys

245

Pro

Cys

Trp

Lau

325

ASh

Gly

Glu

Tyr

ASnh

Gin
Ser
TYr
Ser
230
Pro
Lys
val
TYyr
Glu
310
His
Lys
Gln
Loy
Ptro

390

Asn

Pro

135

Thr

L.ys

Glu

sear

Ala

215

Phe

Ala

Pro

val

val

295

Gin

Glin

Ala

Pro

Thr

375

ser

Tyr

sear

Ala

val

ser

Thr

200

Cys

Asn

Pro

Lys

vall

280

Asp

Tyr

ASD

Leu

ATY

360

Lys

Asp

Lys

ser

Gin

val

185

Lau

Glu

Arg

Glu

265

Asp

Gly

AsSn

Trp

Pro

345

Glu

AsSn

Ile

Thr

-16-
val pPhe Ile

val

Trp

170

Thr

Thr

val

Gly

Leu

250

Thr

val

va'l

Ser

Leu

330

Ala

Pro

Gin

Ala

Thr

val

155

Lys

Glu

Lau

Thr

Glu

235

teu

Leu

Ser

Glu

Thr

315

ASh

PTro

Gln

val

val

395

Pro

Phe

140

Cys

val

Gin

ser

His

220

Cys

Gly

Met

His

val

300

Tyr

Gly

Ile

val

Ser

380

Glu

Pro

Pro

Leu

Asp

ASD

Lys

205

GIn

ASp

Gly

Ile

Glu

285

His

Arg

Lys

Glu

Tyr

365

Leu

Trp

val

Pro

Leuy

Asn

Ser

190

Ala

Gly

LYs

Pro

Ser

270

AsD

Asn

val

Glu

Trp

Glu

Leu

sSer

Asn

Ala

175

Lys

Asp

leu

Thr

Ser

255

Arg

Pro

Ala

vatl

Tyr

Thr

Ley

Cys

ser

ASD

Asp
Asn
160
Lau
Asp
Tyr
Ser
His
240
val
Thr
Glu
Lys
ser
32¢
Lys
Ile
Pro
Leu
ASh

400

Ser



Asp Gly Ser Ph
4

Trp ¢ln Gl
43

405

e Phe
20

n Gly Asn
5

His Asn Ris Tyr Thr
450

<210>
<211>
<212
<213>

«<220>
<223>

<400

17
214
PRT

Arcificial

XMmabd -<VEGF> 11ght chain

17

Leu Tyr Ser Lys

425

val Phe Ser Cys
440

Gin Lys Ser lLeu

isp tTe Gln Met ghr Gin

Asp

ifeu

Tyr

ser

65

Glu

Thr

Pro

Thr

Arg

Asn

Fhe

50

Gly

ASP

Phe

Ser

Ala

130

val

ser

vai
Trp
35

Thir
ser
Phe
Gly
val
115
sar

Gln

val

Thr
20

Tyr

Gy

Ala

Gln

100

Phe

val

Trp

Thr

Ie

Gin

Ser

Thr

Thr

85

Gly

Ile

val

Lys

Glu
165

Thr

Gin

t.ey

ASD

70

Tyr

Thr

Phe

Cys

val

150

Gln

455

ser Pro Ser

Cys

Lys

His

55

Phe

Tyr

Lys

Pro

Leu

135

ASD

Asp

ser

Pro

40

ser

Thr

Cys

val

Pro

120

Leu

ASh

Ser

Ala

25

Gly

Gly

Leu

Gln

Glu

105

Saer

Asn

Ala

Lys

-20-
410

Lteu Thr val

Ser Val Met

ser Leu Ser
460

Ser Leu Ser
10

Ser Gln Asp

L.ys Ala Pro

val Pro Ser
60

Thr Ile Ser
75

éIn Tyr Ser
90

Ile Lys Arg

asp Giu GIn

Asn Phe Tyr
140

tay Gln Ser
155

Asp Ser Thr
170

ASD
His

445

Pro

Ala

Ile

Ser

Thr

Thr

Leu

125

Pro

Gly

Tyr

Lys

Glu

Gly

ser

Sep

30

val

rhe

Leu

val

val

110

Lys

ATG

Asn

Ser

415

Ser

Ala

Lys

val

15

Asn

Leu

Ser

GIn

Prro

95

Ala

ser

Glu

Ser

Leu
175

Arg

Leu

Gly

Tyr

Tie

Gy

Pro

BO

Trp

sla

Gly

Ala

Glin

160

ser



ser Thr Leu Thr Leu

180

Ala cys Glu val Thr

195

phe Asn Arg Gly Glu
210

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

<220>
<223>

<400>

18
212
PRT

artificial

XMab4 -<ANG2>

18

GIn Pro Gly Leu
1

Thr

His

Asp

ASn

65

ASp

Ty

LYS

Gly

Pro

145

Thr

val

Ala

Trp

ASpP

50

Ser

Gliu

val

Gly

Gly

val'l

rhe

val

Arg

Ser

Gly

Ala

Phe

Pro

115

Thr

Thr

Pro

Thr

Iie

20

Glin

AsSp

Asn

ASD

Ggly

Ser

ala

val

Ala

val
180

Thr

5

Thr

Gln

Arg

Thr

TYr

Thr

val

Ala

Ser

val

165

Pro

2w
ser Lys Ala Asp Tyr Glu Lys His Lys val Tyr
185 190

His Gln Gly Leu Ser Ser Pro val Thr Lys Ser
200 205

Cys

Tight chain

Gin Pro

Cys Gly

Lys Pro

Pro ser

35

Ata Thr
70

Tyr Cys
Gly Thr
phe Pro
teu Gly
Trp Asn
150

Leu GIn

Ser ser

Pro

Gly

Gly

40

Gly

Leu

Glin

LYS

Lay

120

Cys

ser

ser

Ser

sSer

AST

25

Gin

Ite

Thr

val

val

135

ala

Leu

Gly

ser

Leu
185

val

10

Asn

Ala

Pro

Ile

Trp

20

Thr

Pro

val

ala

Gly

Gly

Ser

Tle

Pro

Glu

Ser

75

Asp

val

ser

Lys

Leu

155

L.eu

Thr

val

Gly

val

Arg

60

Arg

ser

Leu

ser

ASD

140

Thr

Tyr

Gln

Ala

Ser

Leu

45

Phe

val

ser

Gly

Tyr

ser

Ser

The

Pro

Lys

Val

Ser

Glu

Ser

Ala

130

ser

rhe

Gly

Leu

Tyr
180

Gly

15

ser

val

Gly

Ala

Asp
95

Pro

val

Ser

175

Ile

Glin

val

Tyr

Ser

Gly

80

His

Thr

Ser

Glu

His

160

Ser

Cys



ey,

Asn val Asn His Lys Pro Ser %gg Thr Lys val Asp Egg tys val Glu

195

Pro Lys Ser Cys
210

<210>
<21i>
<212>

<213>

<220>
<223>

<400>

19

453

PRT

artificial

XMab4d -<VEGF> heavy chain

19

Glu val Glin Leu \S/a% Glu
1

ser

Gly

Ggly

Lys

65

Ley

Ala

Trp

Pro

Thr

145

Thr

Pro

Thr

Leu

Met

Trp

5G

Arg

Gln

Lys

Gly

Ser

130

Ala

val

ala

val

Arg

Asn

35

Ila

Arg

Met

TYr

Gln

i1s

val

Ala

Ser

val

Pro
195

ieu

20

Trp

Asn

Phe

Asn

Pro

100

Gly

Phe

Leu

Trp

Leu

180

Ser

ser

val

Thr

Thr

Ser

85

His

Thr

Pro

Gy

ASN

165

GlIn

Ser

cys

Arg

Tyr

Phe

70

Leu

Tyr

Leu

l.eu

150

Ser

Ser

Ser

ser Gly Gly

Ala

Gin

Thr

55

Ser

Arg

Tyr

val

Ala

fey

Gly

ser

Leu

Ala

Ala

40

Gly

Lay

Ala

Gly

Thr

120

Pro

val

Ala

Gly

Gly

sSer

25

Pro

Glu

ASD

Glu

Ser

105

val

Ser

Lys

Leu

Leu

185

Thr

Gly

10

Gly

Gly

Pro

Thr

ASD

20

ser

Ser

Ser

Asp

Thr

170

TYr

Gln

tauy

Tyr

Lys

Thr

Ser

75

Thr

His

ser

Lys

Tyr

Ser

Ser

Thr

val

Thr

Gly

Tyr

50

Lys

Ala

Trp

Ala

Ser

140

Phe

Gly

Leu

Tyr

Glin

rhe

Leu

45

Ala

Ser

val

Tyr

ser

125

The

Pro

val

Ser

1le
205

Pro Gly
15

Thr Asn
30

Glu Trp

Ala Asp

Thr Ala

Tyr Tyr
95

Phe Asp
110

Thr Lys

sar Gly

clu pro

His Thr
175

Ser val
190

Cys Asn

Gly

Tyr

val

phe

Tyr

80

Cys

val

Gly

Gly

val

160

rhe

val

val



Asn

Ser

225

Leu

Leu

ser

Glu

Thr

303

Asn

Pro

Gln

val

val

385

Pro

Thr

val

Leu

His

210

Cys

Gly

Met

His

va'l

290

Tyr

Gly

Ile

val

Ser

370

Glu

Pro

val

Met

Ser
450

<210>

«211>

<Z12>

LyS

Asp

Gly

Ile

Glu

275

His

Arg

Lys

Gly

Cys

355

Leu

Trp

val

ASD

His

435

Pro

20
461
PRT

Pro

Lys

Pro

ser

260

AsSp

AsSh

val

Glu

Lys

340

Thr

Ser

Glu

Leu

Lys

420

Glu

Gly

ser

Thr

Ser

245

Arg

Pro

Ala

val

Tyr

325

Thy

Leu

Cys

Ser

Asp

405

Ser

Ala

Lys

Asn

His

230

va'l

Thr

Glu

Lys

sar

310

LYysS

Ile

Pro

Ala

ASD

390

Ser

Arg

Leu

Thr

215

Thr

phe

Pro

val

Thr

295

va'l

Cys

sSer

Pro

val

375

Gly

ASD

Tre

His

LyS

Cys

Leu

Glu

Lys

Leu

Lys

Lys

Ser

360

Lys

Gin

Gly

Glin

Asn
440

val

Pro

Phe

val

265

Phe

Fro

Thr

val

Ala

345

Arg

Gly

Pro

Ser

Gin

425

His

33—

Asp

Pro

Pro

250

The

Asn

Arg

val

ser

330

Lys

ASP

Phe

Glu

Phe

410

Gly

Tyr

Lys

Cys

235

Pro

Cys

Trp

Glu

Leuy

315

ASn

Gly

Glu

Tyr

AsSh

385

pPhe

Asn

Thr

Lys

220

Pro

Lys

val

Tyr

Glu

300

His

Lys

Gln

Leuy

Pro

380

AsSn

Leu

va'l

Gln

val

Ala

Pro

val

val

285

Glin

Gln

Ala

Pro

Thr

365

Ser

Tyr

val

Pha

Lys
445

Glu

Pro

Lys

val

270

Asp

Tyr

ASD

Leu

Ar

35

Lys

Asp

Lys

Ser

Ser

430

Ser

Pro

Glu

ASD

255

Asp

Gly

AsSnN

AsSnh

Ile

Thr

Lys

415

Cys

Leu

Lys

Leu

240

Thr

val

val

ser

Leu

320

Pro

Gin

Ala

Thr

400

Leu

ser

ser



<z213>

<220>
<223>

<400>

arcificial

¥Mabd -<ANGZ2> heavy chain

20

Gln val Gin

1

Ser

Tyr

Gly

Pro

Gly

Glu

145

phe

val

Lys

Ser

Glu

Pro

val

Met

Tro

50

Gly

Glu

Arg

Gly

Gin

130

Glu

Tyr

Lys

Tyr

His

210

Lys

Pro

Lys

Arg

L.eu

Sar

Ala

115

Pro

Leu

Pro

Ala

ala

195

Arg

Thr

cys

Leu gai Gln ser Gly Ala

val

20

Trp

Asn

val

Ser

Pro

100

Phe

Lys

Gln

Gly

Gly

180

Ala

Ser

val

Pro

Ser

Vai

Pro

Thr

AFg

B5

Ash

ASD

Ala

Ala

Ala

165

vai

ser

Tyr

Ala

Ala
245

Cys

ATyg

Asn

Met

70

Leu

Pro

Tie

Ala

Asn

150

val

Glu

Ser

Saer

Pro

230

Pro

Lys

Gin

Arg

Tyr

Trp

Pro

135

Lys

Thr

Thr

Tyr

Glu

Ala

Ala

40

Gly

Arg

Ser

TYr

Gly

Ser

Ala

val

Thr

Leu

200

Glin

Glu

Leu

Ser

25

Pro

Gly

ASD

Asp

Tyr

105

Gin

val

Thr

Ala

Thr

185

Ser

val

cys

Leu

D4~

Gluy

10

Gly

Gly

Thr

The

ASD

90

ASD

Gly

Thr

lau

Trp

Pro

Leu

Thr

Ser

Gly

val

Tyr

Gin

Ash

Ser

75

Thr

Ser

Thr

Ley

val

155

Lys

ser

Thr

His

Asp

233

Gly

Lys

Thr

Gcly

Tyr

60

ile

ala

ser

Met

Phe

140

Cys

Ala

Lys

Pro

Glu

220

Lys

Pro

LYS

phe

Leu

45

Ala

Ser

val

Gly

vai

125

Pro

L.eu

ASp

Gln

Glu

205

Gly

The

Ser

Pro

Thr

30

Glu

Gin

Thr

Tyr

Tyr

110

Th

Pro

Iie

Ser

ser

190

Gin

ser

His

val

Gly

15

Giy

Trp

Lys

Ala

Tyr

Tyr

val

ser

Ser

Ser

175

ASTH

Trp

Thr

Thr

rhe
255

Ala

Ty

Met

rhe

TVE

80

Cys

Tvr

Ser

Ser

ASp

160

Pro

Asn

Lys

val

Cys

240

Ley



phe

val

Fhe

Pro

305

Thr

val

- Ala

Arg

Gly

Pro

Ser

Gin

His

<210
<211>
<212>
<213

Pro

Thr

Asn

290

Arg

val

Ser

Lys

ASD

370

Phe

Glu

Phe

Gly

Tyr
450

<220>

<Z223>
<400>

1

Pro

Cys

275

Trp

Glu

Leu

ASnh

Gly

Glu

Tyr

Asn

Phe

AsSh

435

Thr

21

214
PRT
Artificial

Lys

260

val

Tyr

Glu

H1S

Lys

340

Glin

Leu

Pro

Asn

Leu

420

val

Gln

Pro

val

val

Pro

Thr

Ser

Tyr

4G5

Tyr

phe

LyS

Lys
val
ASD
Tyr
310
ASp
Leu
Arg
Lys
Asp
390
LYS
Ser

Ser

Ser

ASp

Asp

Gly

Asn

Trp

Pro

Glu

Asn

375

Ile

Thr

Lys

Cys

Leu
455

Thr

val

280

val

sear

Leu

Ala

Prao

360

Gln

Ala

Thr

Ley

Ser

440

Ser

Ley

265

Ser

Glu

Thr

Asn

Pro

345

cln

val

val

Pro

Thr

425

val

Leu

XMah5 -<VEGF> light chain
21

~25-

Met Ile

His GTu

val Mis

Tyr Arg

Gly Lys

Ite Glu

val Tyr

Ser Leu

Glu Trp

pro val

410

val Asp

Met His

ser Pro

Ser

Asp

ASn

300

val

Glu

Lys

Thr

Trp

380

Glu

Leu

Lys

Glu

Gly

Arg

Pro

285

Ala

val

Tyr

Thr

Leu

365

Cys

ser

AED

ser

Ala

445

LYsS

Thr

270

Glu

Lys

Ser

Lys

Pro

Leu

AsSn

Ser

Pro

val

Thr

val

Pro

val

Gly

415

Trp

His

15

Glu

Lys

Lys

Leu

320

Lys

Lys

cys

Lys

Gln

400

Gly

Gln

ASn

asp I7e Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser val Gly
5 1

Asp Arg val Thr Ile Thr Cys Ser Ala Ser Gin Asp Ile Ser Asn Tyr



Leu Asn

Tyr Phe
50

Ser Gly
65

Glu Asp

Thr Phe

Pro ser

Thr Ala

130

Lys val
145

GTu ser

ser Thr

Ala Cys

Phe Asn

210

<230

Trp
35

Thr
ser
Phe
Gly
val
115
Ser
Gin
val
Leu
Glu

195

Arg

22

<211> 212

<212>
<213

<220>
<223>

<400>

1

PRT o
Artificial

20
Tyr

Ser

Gly

Ala

¢in

100

Phe

val

Trp

Thr

Thr

180

val

Gly

G1n

Ser

Thr

Thr

85

Gly

1le

val

Lys

Glu

165

L.eu

Thr

Glu

Gln

l.eu

Asp

70

Tyr

Thr

Phe

Cys

val

150

Glin

ser

His

Cys

Tyr

Lys

Pro

Leu

135

Asp

Asp

LyS

Gln

Pro

40

Ser

Thr

Cys

val

Pro

120

Leu

Asn

ser

Ala

Gly

25

Gly

Gly

Leu

Gn

Glu

105

Ser

ASn

Ala

Lys

Asp

Leu

XMah5 -«<aNG2> Tight chain
22

-26-

Lys

val

Thr

Gln

90

Ile

Asp

Ash

Leu

ASD

170

Tyr

Ser

Ala Pro
Pro ser
50
ITe 3er
75
Tyr Ser
Lys Arg
Glu GIn
Phe Tyr
140

Glin Ser
155
ser Thr

Glu Lys

ser Pro

Lys

Arg

Ser

Thr

Thr

Leu

125

Pro

Gly

Tyt

His

val
205

30

val

Fhe

Leu

val

val

110

Lys

Arg

Ash

Ser

Lys

190

Thr

Gin pProe Gly Leu Thr Gln Pro Pro Ser Xg? ser val ala pPro
5

L.eu

Ser

Gin

Pro

25

Ala

ser

Glu

ser

Leu

175

va'l

Lys

Ile

Gly

Pro

80

Trp

Ala

Gy

Ala

Gin

160

ser

Tyr

Ser

Gly Gin
15

Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly ser Lys ser val
20 25 30



His

ASp

Asn

65

Asp

Tyr

Lys

Gly

Pro

145

Thr

val

AsSh

Pro

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

Trp

AsSp

50

Ser

Gy

val

Gly

Gly

val

Phe

val

val

Lys
210

<220>

<223>
T <400

1

ser Leu Arg Leu Ser Cys Ala Ala ggr Gly Tyr Thr
20

Gly met Asn Trp val Arg Gin 283 Pro Gly Lys Gly
35

Tyr

35

Ser

Gly

Ala

Phe

Pro

115

Thr

Thr

Pro

Thr

Asn

195

Ser

23

453
PRT‘ o
arcificial

Gin
ASD
Asn
ASD
Gly
ser
Ala
val
Ala
il

His

Cys

Gln

Arg

Thr

Tyr

85

GlIn

va'l

Ala

ser

val

165

Pro

Lys

Lys

Pro

Ala

70

Tyr

Gly

phe

Leu

Trp

Leu

Ser

Pro

Fro

Ser

55

Thr

Cys

Thr

Pro

Gin

sar

Saer

Gly

40

Gly

LBk

Gn

Leu

Leuy

120

Cys

Ser

Ser

Ser

ASH
200

Gin

Iie

Thr

V&l

val

105

Ala

Leu

Gly

ser

Ley

i85

Thr

XMabs ~-<VEGF> heavy chain
23

Giu val Gln Leu ga? Glu ser Gly Gly

by 3
Ala Pro

Pro Glu
1le Ser
75
Trp AsSp
90
Thr val
Pro ser
val Lys
Ala Leu
155
Gly Leu

Gly Thr

Lys val

Gly Leu
10

val

Arg

60

Arg

ser

ser

Ser

Asp

140

Thr

Tyr

Gln

Asp

val

Ley

45

rhe

val

Ser

Ser

Tyr

Ser

Ser

Thr

Lys
205

Gln

phe

45

val

Ser

Glu

Ser

Ala

110

Ser

phe

Gly

Leu

Tyr

1980

Lys

Pro

val
Gly
Ala
ASp
95

Ser
Thr
Pro
val
ser
175

Ile

val

Gly
15

TYP

Ser

Gly

80

His

Thr

ser

His
160
ser

Cys

Glu

Gly

Thr Asn Tyr
30

teu Glu Trp val



Gly

Lys

65

Leu

Ala

Trp

Pro

Thr

145

Thr

Pro

Thr

AsSh

Ser

225

Leut

teu

Ser

Glu

Thr
305

Trp

50

Arg

Gin

Lys

Gly

Ser

130

Ala

vatl

ala

val

His

210

Cys

Gly

Met

His

val

290

Tyr

Ile

Arg

Met

Tyr

Gln

115

val

Ala

ser

val

Pro

1985

Lys

ASD

Gy

Ile

Glu

275

His

Arg

Asn

Phe

Ash

Pro
100

Gy

Phe

Leu

Trp

Leu

180

ser

Pro

Lys

Pro

ser

260

ASD

Asn

vai

Thr

Thi

ser

85

His

Thr

Pro

Gly

Ash

165

Gin

Ser

Ser

Thr

Ser

245

Arg

Pro

Ala

val

Tyr
phe
70

Ley
Tyr
Leu
Leu
Cys
150
Ser
Ser
ser
ASn
His
230
val
Thr
Glu

Lys

ser
310

Thr

55

Ser

Arg

Tyr

val

Ala

135

Ley

Gly

Ser

Leu

Thr

215

Thr

Phe

Pro

val

Thr

295

vati

Gly

Lau

Ala

Gy

Thr

120

Pro

val

Ala

Gly

Gly

Lys

Cys

Leu

Giu

Lys

Lys

Leu

Glu

Asp

Glu

ser

105

val

ser

Lys

Leu

Leu

185

Thr

val

Pro

rhe

va'l

265

pPhe

Pro

Thr

28~

Pro

Thr

Asp

90

Ser

Ser

Ser

ASD

Thr

170

Tyr

Gln

Asp

Pro

Pro

250

Thr

ASn

Arg

val

Thr

Ser

75

Thr

His

Ser

Lys

TY"

155

Ser

ser

Thr

LYS

Cys

Trp

Glu

fau
315

LyS

Ala

Jrp

Ala

Ser

140

rhe

Gly

Leu

Y

Lys

Pro

Lys

val

TYyr

clu

360

His

Ala

Ser

val

Tyr

Ser

125

Thr

Pro

val

ser

Ile

205

val

Ala

Pro

val

val

285

Gln

Gln

Ala

Thr

Tyr

rhe

119

Thr

Ser

Glu

His

Ser

1506

Cys

Glu

Pro

Lys

val

270

Asp

Tyr

Asp

ASD

Ala

TYr

ASp

Lys

Gly

Pro

Thr

175

val

ASH

Pro

Gly

Asn

Trp

rPhe

TYr

Cys

val

Gly

Gly

val

160

Phe

val

Vat

Lys

Lel

240

Thr

val

va't

Ser

Leu
320



Ash

Pro

Gin

val

val

385

Pro

Thr

val

itey

Gly

Ile

val

Sar

370

Glu

Pro

val

Met

sar
450

<210
<Z211>
212>

<213>

<220

<22 3>

<400

¢In val Gln

1

Ser

Tyr

Gly

Gin

65

Met

val

Met
Trp
30

Gly

Glu

Lys

Glu

Trp

val

Asp

His

Pro

24

461
PRT
Aarcificial

Lys

His

35

Ile

Alg

Lau

Glu

Lys

340

Thr

Trp

Glu

Leu

LY$

Glu

Gly

Leu

val s

20

Trp

Asn

val

Ser

TYP

325

Thr

Leu

Cys

ser

AsH

Ser

aAla

Lys

Lys

Ile

Pro

Leu

Asn

390

Ser

Arg

l.eu

Cys

Ser

Pro

val

375

Gly

ASD

His

val Gln ser
5

val

Pro

Thr

ATQ
85

Cys

Alg

Asn

Met

70

Leu

LyS

Gln

Ser

55

Thr

Arg

Lys val
Lys Ala

345
Cys Arg

360

Lys Gly

cin Pro

Gly Ser

Gln Gin

Asn His
440

XMab5 -<ANG2> heavy chain
24

Gly Ala

Ala ser
25

ala Pro
40
Gly Gly

Arg Asp

Ser Asp

25

ser
330
Lys
ASD
Phe
Gl
Phe
410

Gly

Tyr

Glu

10

Gly

Gly

Thr

Thr

ASD
80

ASN

Gly

Glu

TY"r

ASH

395

rhe

Asn

Thr

val

Tyr

Gin

Asn

Ser

75

Thr

Lys

Gin

Leu

Pro

380

Asn

Leu

val

Gin

Lys

Thr

Gly

Tyr

60

Ile

Ala

Ala

Pro

Thr

365

Ser

Tyr

Ty

Phe

Lys
445

Lys

rhe

Lau

45

&la

Ser

val

Ley

Arg

350

Lys

ASp

Lys

ser

Ser

430

Ser

Pro

Thr

30

Giu

Gln

Thr

Tyr

Pro
335
Glu
ASD
Ile
Thr
Lys
415

cys

Leu

Gly
15

Gly
Trp

Lys

Ala

Ala

Pro

Gln

Ala

Thr

400

Leu

ser

ser

Ala

Tyr

Met

Phe

Tyr

80

cys



Ala

Pro

Gly

Glu

145

Phe

val

Ly$

ser

Pro

Phe

val

Phe

Pro

305

Thr

val

Ala

Arg

Gly

Gln

130

Glu

Tyr

Lys

Tyr

His

210

LyS

Pro

Pro

Thr

Asn

280

Arg

val

ser

Lys

Ser

Ala

115

Pro

Leu

Pro

Thr

Cys

Pro

Cys

275

Trp

Glu

Leu

AsSh

Gly

Pro

100

Phe

Lys

Gln

Gly

Gly

Ala

ser

val

Pro

Lys

val

Tyr

Glu

His

Lys

340

Gln

Asn

Asp

Ala

Ala

sla

is5

val

Ser

Ty

sla

Ala

245

Fro

val

val

Gln

Glin

325

Ala

Pro

Pro

Ile

Ala

Asn

150

val

Glu

ser

Ser

Pro

230

Pro

kys

val

ASp

Tyr

ASD

Leu

Arg

Tyr

Trp

Pro

135

Lys

Thr

Thr

Tyr

Cys

215

Thr

Glu

Asp

ASp

Gly

ASN

Trp

Pro

Glu

Tyr

Gly

Ser

Ala

val

Thr

Leu

200

GIn

Glu

Leu

Thr

val

280

val

ser

Leu

Ala

Pro
360

Tyr

105

Gly

val

Thr

Ala

Thr

185

Ser

val

Cys

Leu

Lau

265

ser

Gliu

Thr

ASn

Pro

345

Gin

-30-

Asp

Gly

Thr

[eu

Leu

Thr

Ser

Gly

Met

His

val

Tyr

val

Ser

Thr

Leu

val

155

Lys

Ser

Thr

His

Asp

Gly

Ile

Glu

His

Arg

Lys

Glu

Cys

Ser

Lys

Phe

140

Cys

Ala

Lys

Pro

Glu

220

Lys

Pro

Ser

Asp

ASN

300

val

Glu

LYS

Thr

Gly
val
125
Pro
Ley
ASp
Gln
Glu
205
Gly
Thr
ser
Arg
Pro
285
Ala
val
Tyr

Thr

Leu
365

Tyr
110

Thr

ser

Ser

190

Gln

ser

His

val

Thr

270

Glu

Lys

Ser

Lys

Tyr

val

ser

sSar

Ser

75

Asn

Trp

Thr

Thr

Phe

255

Pro

val

Thr

val

Cys

335

ser

Pro

Tyr

Leu

Ser

Asn

Lys

va'l

£ys

240

Leu

Glu

Lys

Lys

l.eu

320

Lys

Lys

ser



Arg

Gly

Pro

ser

Glin

His

370

Phe

Glu

Phe

Gly

Tyr
450

<210>
211>
<212

213>

<220>
«223>

<400>

Glu

Tyr

Asn

phe

Asn

435

Thy

25

214
PRT ‘
Arcificial

Leu

Pro

Asn

Leu

420

va'l

Gin

Thr

ser

Ty

val

Phe

Lys

Asp Tle cln Met Ehr
1

ASD

L.eu

Tyr

ser &

65

Glu

Thr

Pro

Thr

Arg

Asn

Phe

50

Asp

Phe

Ser

Ala
130

val
Trp
35

Thr
Ser
Fhe
Gly
val
115

ser

Thr

20

Tyr

ser

Gly

Ala

Gin

100

Phe

val

Ile
Gin
ser
Thr
Thr
83

Gly

Tle

val

Lys

Ser

Ser

ser

Asn

375

Ile

Thr

LYS

Cys

Leu
455

GIn

ala

Thr

Leu

ser

440

Ser

val

val

Pro

Thr

425

val

Leu

XMab6 -<vEGF> light chain
25

Gin ser Pro Ser

Thr

GIn

Leu

ASD

70

Tyr

Thr

Phe

Cys

cys

Lys

His

55

pPhe

Ty

Lys

Pro

ey
35

ol

ser

Pro

40

sSer

Thr

Cys

val

Pro

120

Leu

Ala
25

Gly

Gly

Leu

Gln

Gy

105

Ser

Asn

-3~

ser

Glu

Pro

410

vall

Met

Ser

ser

10

ser

LyS

val

Thr

Gln

90

Ile

Asp

Asn

Leu

Asp

His

Pro

Leu

Gin

Ala

Pro

Ile

75

Tyr

Lys

Glu

Phe

ser

380

Glu

leu

Lys

Glu

Gly

Ser

Asp

Pro

Ser

60

ser

Ser

Arg

Gln

Tyr

Cys

sSer

ASp

Ser

Ala

445

Lys

Ala

Ile

Lys

Arg

Ser

Thr

Thr

Leu

125

Pro

Ala

ASH

ser

Ser

Ser

30

val

Phe

Leu

va'l

val

110

Lys

Arg

val

Gly

415

Trp

His

va'l

15

Asn

t.eu

Ser

Gln

Pro

95

Ala

Ser

Glu

Lys
Gln

400

Gly

ASn

Gly

Tyr

Ile

Gly

Pro

80

rp

Ala

Gly

Ala



LyS

145

Glu

sSer

Ala

phe

val Gin

ser val

Thr Leu

Cys Glu

195

Asn Arg

210

<210
<211
<212>
<213>

220>
<223>

<400>

26
212
PRT

Trp
Thr
Thr
180

val

Gly

ted

Thr

Glu

Artificial

¥Mab6 -~<ANGZ> light chain

26

Gin Pro Gly Leu
1

Thr

His

ASp

Asn

65

ASP

Tyr

Lys

Gly

Pro
145

Ala

Trp

ASp

50

ser

Glu

va't

Gly

Gly

val

Arg
Y
35

Ser
Gly
Ala
Phe
Pro
115
Thr

Thr

Ile

20

GlIn

Asp

ASn

Asp

Ser

Ala

val

val

150

ser

His

Cys

Asp Asn Ala

Asp Ser Lys

Lys Ala Asp

185

GIn Gly Leu

200

Thr GIn Pro Pro ser
5

Thr

Gin

Arg

Thr

Tyr

Gin

val

Ala

Ser

Cys

Lys

Pro

ala

70

Tyr

Gly

Phe

Ley

Gly

Pro

ser

55

Thr

Cys

Thr

PIro

Gly

Asn

Gly

Gly

40

Gly

Leu

Gin

Leu

Leu

120

Cys

ser

Asn
25

Gin

Ile

Thr

val

val

105

Ala

Leu

Gly

-32-

Leu

AsSp

170

Tyr

ser

val

1C

AsD

Ala

Pro

1le

Tro

20

Thr

Pro

vai

Ala

Gin

155

Ser

Glu

Ser

ser

Tie

Pro

Glu

sSer

75

ASp

val

Ser

Lys

Leu
155

ser

Thr

Lys

Pro

val

Gly

val

Arg

60

Arg

ser

Ser

ser

140

Thr

Gly

Tyr

val
205

Ala
ser
Leu
45

Phe
val
Ser
sSar
Lys
125

Tyr

Ser

Ash

Ser

Lys

Thr

Pro

ser

Glu

sar

Ala

110

Ser

Phe

Gly

ser
Leu
175

val

Lys

Giy

15

Ser

val

Gly

Ala

Asp

95

ser

Thr

Pro

val

Gin
160
ser

TYP

Sar

Glin

val

Tyr

Ser

Gly

80

His

Thr

Ser

Gliu

His
160



Thr Phe Pro Ala V

1

al Leu GIn Ser ser
65

val val Thr val Pro Ser Ser Ser Leu

180

185

Ash val Asn His Lys Pro Ser Asn Thr

Pro

185

210

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

<2Z20>
<223>

<A00>

1

ser

Gly

Gly

Leu

Ala

Trp

Pro

Thr

145

Thr

Leu

Met

Trp

50

Arg

Gin

Lys

aly

sar

130

ala

val

27
453
PRT

Lys ser Cys

Artificial

XMab6 -<VEGF> hsavy chain

27

Arg

ASN

Iie

Arg

Met

Tyr

Gin

115

val

Ala

Ser

Leu

20

Trp

AsSh

Phe

Asn

Pro

100

Gly

Phe

Leu

Trp

Ser
val
Thr
Thr
ser
85

His
Thr
Pro

cly

Asn

cys

Arg

Tyr

phe

70

Ley

Tyr

Leu

Leu

Cys

150

Ser

Ala
GIn
Thr
55

ser
Arg

TYr

val

Leu

Gly

200

Glu val GIn Leu gal Glu ser Gly

Ala

Ala

n
v

Gly

Leu

Ala

Gly

Thr

120

Pro

val

sla

Gly

ser

25

Pro

Glu

ASD

Glu

ser

105

val

sar

Lys

Leu

-33-

Gly Leu Tyr Ser
170

Gly Thr GIn Thr

Lys val Asp Lys
205

Gly

10

Gly

Gly

Pro

Thr

ASD

g0

Ser

ser

ser

Asp

Thr

Leuy

Tyr

Lys

Thr

ser

75

Thr

His

ser

Lys

val

Thr

Gly

Lys

Ala

TTp

Ala

Sar

140

Phe

Gly

Gln

Phe

Leu

45

Ala

Ser

val

Tyr

Ser

125

Thr

Pro

val

Leu
Tyr

180

Lys

Pro

Thr

30

Glu

Ala

Thr

Tyr

Phe

110

Thr

ser

Glu

His

Ser
175

Ile

val

Gly

15

Asn

Trp

ASD

Ala

Tyr

95

AsSp

LysS

Gly

Pro

Thr

Sar

Cys

Gly

Tyr

val

rhe

TV

80

Cys

va’

Gy

Gly

val

i60

phe



Pro

Thr

Asn

Sar

225

Leu

teu

Ser

Glu

Thr

305

Asn

Pro

Gin

val

val

385

Pro

Thr

val

Ala
val

His
210
Cys
Gly
Met
His
val

290
Tyr
Gly
Ile
val

Ser
370

GTu
Pro

val

Met

val

Pro

195

Lys

AsSp

Gly

Tle

Glu

His

Arg

Lys

Glu

Cys

Letu

Trp

val

ASD

His

Leu

180

Ser

Pro

Lys

Pro

Ser

260

ASp

Asn

val

Glu

LYyS

340

Thr

ser

Glu

Leu

165

Gin

Ser

Ser

Thr

Ser

245

Arg

Pro

Ala

val

Typ

Thr

leu

Cys

Ser

405

Ser

Ala

Ser

Sef

Asn

His

230

val

Thr

Glu

Lys

Ser

310

LysS

e

Pro

Ala

Ash

390

ser

Arg

Leu

Ser

Leu

Thr

215

Thr

Phe

Pro

val

Thr

295

val

Cys

Ser

Pro

val

375

Gly

ASp

Trp

His

Gly

Gly

Lys

Cys

teu

Glu

Lys

Lauy

LysS

Lys

ser

360

Lys

Gin

Gly

GIn

AsSn
440

Leu

185

Thr

val

Pro

Phe

val

265

Phe

Pro

Thr

val

Ala

345

Arg

Gly

Pro

Ser

Gln

425

His

24

170

Tyr

Glin

ASD

Pro

Pro

250

Thr

Asn

Arg

val

Ser

330

Lys

Asp

Phe

Glu

rhe
410

Gly

Tyr

Ser

Thr

Lys

Cys

Pro

Cys

Trp

Glu

Leu

315

Asn

Gly

Glu

TYFr

AsH

385

Phe

Asn

Thr

ey

Tyr

Lys

220

Pro

Lys

val

Tyr

Glu

300

His

Lys

GIn

Leu

Pro

380

Asn

Leu

val

Gin

Ser

Ile

val

Ala

Pro

val

val

285

GIn

Gin

Ala

Pro

Thr

365

Ser

Tyr

val

Phe

Lys
445

Ser

186

Cys

Glu

Pro

Lys

val

270

ASD

Tyr

Asp

Lau

Lys

ASD

Lys

ser

Ser

430

Ser

Asn

Pro

Gly

Asn

Trp

Pro

335

Glu

Asn

Tle

Thr

Cys

Ley

val

val

Lys

Leu

246

Thr

val

val

Ser

Leu

320

Ala

Pro

Gin

Ala

Thr

400

Leu

Ser

Ser



Leu Ser Pro Gly Lys
450

<210>
<2311>
<212>
<213>

<220
«223>

<400>

28

461

PRT
artificial

XMabh6 -<ANGZ2> heavy chain
28

1

ser

Tyr

Gly

Gln

65

Met

ala

Pro

Gly

Glu

145

Phe

val

L.ys

Ser

val
Met
Trp
50

Gly
Glu
Arg
Gly
GIn
130
clu
Tyr

Lys

Tyr

Ile

Arg

Leu

ser

Ala

115

Pro

Leu

Pro

Ala

Ala

Arg

val

20

Trp

Asn

val

Ser

Pro

100

Phe

Lys

Gin

Gly

Gly

Ala

Ser

Ser

val

Pro

Thr

Arg

85

Asn

ASp

Ala

Ala

Ala

165

val

saer

Tyr

Cys

Arg

Asn

Met

70

Leu

Pro

Ile

Ala

Asn

150

val

Glu

ser

Ser

LYS

Glin

Arg

Tyr

Trp

Pro

i35

Lys

Thr

Thr

Tyr

cys

Gin val Gin Leu ga? Gln ser Gly

Ala

Ala

40

Gly

Arg

ser

Y1

Gly

Ser

Ala.

val

Thr

Leu

200

Gin

Ala

Ser

25

Pro

Gly

Asp

ASD

Tyr

Gly

val

Thr

Ala

The

Ser

val

-35-

¢lu val Lys
10

Gly Tyr Thr
Gly 6In Gly
Thr Asn Tyr
&0
Thr ser Ile
75

Asp Thr Ala
80

Asp Ser Ser
Gly Thr Lys
Thr Leu pPhe

140

Leu val Cys
155

Trp Lys Ala
170
Pro Ser Lys

teu Thr Pro

Thr His Glu

Lys

phe

Leu

45

Ala

Ser

val

Gly

val

125

Pro

Leu

ASp

Gln

Gy

205

Gly

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr

Thr

Pro

Ile

sSer

Ser

190

Gin

Ser

Gly
15

Gly
Tro
LyS
Ala
Tyr
95

Tyr

vai

Ser
ser
175
Asn

Trp

Thr

Ala

Tyr

Met

Phe

TY"r

Ccys

Tyr

Leu

Ser

AsT

Lys

val



Glu
225
Pro
Phe
val
phe
Pro
305
Thr
val

Ala
Arg
Gly
Pro

Ser

Gin

210

Lys

Pro

Pro

The

Asn

2580

Arg

vali

ser

Lys

ASD

370

Phe

Glu

Pha

Gly

His Tyr

450

<210>
<Z211>
<212>

<213>

<220>

Thr

Cys

Pro

Cys

275

Trp

Glu

Leu

Ash

Gly

Glu

Tyr

Asn

Phe

ASTE

435

The

29
706
PRT

val

Pro

Lys

260

val

Tyr

Glu

His

Lys

Glin

Ley

Pro

Asn

Leu

420

val

Gin

ala

Ala

245

Pro

val

val

Gin

Gin

Ala

Pro

Thr

Ser

Tyr

405

Tyr

Fhe

LysS

artificial

Pro

230

Pro

Lys

val

Asp

Tyr

310

ASD

Lau

Arg

Lys

ASp

390

LYS

Ser

Ser

Ser

215

Thr

Glu

ASp

ASD

Gly

Asn

Trp

Pro

Glu

Asn

375

Ile

Thr

Lys

Cys

455

Glu

L.eu

Thr

val

280

val

Ser

Leu

Ala

Pro

360

Gin

Ala

Thr

leu

ser

440

ser

Cys

Leu

Leu

265

ser

Glu

Thr

AsSh

Pro

345

Gin

val

vatl

Pro

Thr

425

val

Leu

~36~

Ser

His

val

Tyr

Gly

Ile

va'l

Ser

Giu

Pro

410

va'l

Met

Ser

Ile

Glu

His

Lys

Glu

Tyr

Leu

Trp

val

ASp

His

Pro

220

Lys

Pro

ser

ASD

Asn

300

val

Glu

Lys

Thr

Trp

380

Gliu

Leu

Lys

Glu

Gly

Thr

Ser

Arg

Pro

285

Ala

val

Tyr

Thr

Leu

365

Cys

Ser

ASD

Ser

Ala

445

Lys

His

val

Thr

270

Glu

Lys

ser

Lys

Iie

350

Fro

Leu

ASnN

Ser

Arg

Leu

Thr

Phe

255

Pro

val

Thr

val

335

ser

Pro

val

Gly

AsD

415

Trp

His

Cys
240

Lel

Glu

Ley
320
Lys
Lys
Cys
Lys
GIn
400
Gly

Gin

Asn



w37~
<223 OAscFabl -<ANG2> peptide connected heavy chain and iight chain

<400> 29

§1n Pro Gly Leu ghr Gln Pro Pro Ser XSW ser val Ala Pro géy Gin

Thr Ala Arg Ige Thr Cys Gly Gly égn Asn Iie Gly ser é%s Ser vai
2

His Trp Tyr GlIn Gln Lys Pra Gly ¢ln Ala Pro val Leu val val Tyr
35 40 45

ASp ASp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 58 60

Asn Ser Gly Asn Thr ala Thr Leu Thr Ile Ser Arg val Glu ala Gly
65 70 75 80

ssp Glu Ala Asp ggr Tyr Cys Gin val ggp ASp Ser Ser Ser Asp His
95

Tyr val phe G¢ly Thr Gly Thr iLys val Thr val Leu Arg Thr val Ala
100 105 110

Ala pro ser val phe Ile phe Pro Pro Ser Asp Glu Gln teu Lys Ser
115 120 125

cly Thr Ala ser val val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu
130 135 140

Ala Lys val GIn Trp Lys val Asp Asn Ala Leu Gin Ser Gly Asn Ser
145 150 155 160

Gln Glu ser val Thr Glu GTn Asp Ser Lys Asp Ser Thr Tyr ser Leu
165 170 175

ser Ser Thr Leu Thr Leu Ser tys Ala Asp Tyr Glu Lys His Lys val
180 185 190

Tyr Ala Cys Glu val Thr His Gln Gly Leu Ser Ser Pro vat Thr Lys
195 200 205

ser phe Asn Arg Gly Glu Cys Gly Gly Gly Gly ser Gly Gly Gly Gly
210 215 220

ser g1y Gly Gly Gly ser Gly Gly Giy Gly ser Gly Gly Gly Gly Ser
225 230 235 240

Gly Gly Gly Gly ser Gly Gly Gin val Gln Leu val Gln ser Gly Ala
245 2590 255

¢lu val Lys Lys Pro Gly Ala Sser val Lys val Ser Cys Lys Ala Ser



Gly

Gly

Thr

305

Thr

ASp

Ash

Gly

Phe

385

Leu

Jrp

Lau

Ser

Pro

465

Lys

Pro

ser

ASD

Tyr

Gin

Asn

ser

Thr

Ser

The

370

PIro

Gly

AsSn

G1In

ser

450

ser

Thr

sar

Arg

Pro
530

Thr

275

Gly

TYTr

Ile

Ala

ser

355

Met

Leu

Cys

Sar

Ser

435

Ser

Asnh

His

val

Thr

515

Glu

260

Phe

Leu

Ala

Ser

val

340

Gly

val

Ala

tau

Gly

ser

lL.eu

Thr

Thr

phe

500

Pro
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Pra

250

Thr

ASH

Arg

val

ser

330

Lys

ASp

Phe

Gy

phe

410

Gly

Tyr

Thr

Lys

Cys

235

Pro

Cys

Trp

Gliu

Leu

315

Asn

Gly

Glu

Tyr

Asn

395

rhe

ASn

Thr

TYE

Lys

220

Pro

Lys

val

TYr

Giu

360

His

Lys

Glin

Leu

Pro

380

ASD

l.eu

val

Gin

Ila

205

val

ala

Pro

VaT

val

285

GlIn

Gln

Ala

Pro

Thr

365

Ser

Tyr

val

Phe

Lys

180

Cys

Glu

Pro

Lys

val

270

ASD

Tyr

Asp

Leu

ATg

Lys

Asp

L.ys

Ser

Ser.

430

Ser

Asn

Pro

Glu

Asp

253

Asp

Gly

Asn

Trp

Pro

335

Glu

ASn

Ile

Thr

Lys

415

cys

L.eu

val

Lys

Leu

240

Thr

val

val

Ser

Lau

320

Ala

Pro

Gln

Ala

Thr

400

t.eu

Ser

ser



<210>
<211
<212>
<213>

<220>
<223>

<400>

34
214
PRT

Artificial

OASCFab?2

34

Asp Ite Gin Met

1

ASD

Leu

Ty

ser

65

GIu

Thr

Pro

Th

Lys

145

Glu

ser

Ala

" phe

Arg
Asn
Phe
50

Gly
ASD
rhe
Ser
Ala
130
val
ser
Thr

Cys

Asn
210

<210>

val

Trp

35

The

Ser

Phe

Gly

val

115

sSeyr

Gin

val

Leu

Glu
185

Arg

35

Thr

20

Tyr

Ser

Gly

Ala

Gin

100

Phe

val

Trp

Thr

Thr

180

val

Gly

—<VEGF>

Thr
5
Ile
Gin
Ser
Thr
Thr
85
Gly
Ile
val
Lys
Gtu
165
Laeu

Thr

Glu

Gin

Thr

aln

Leu

ASD

70

Tyr

Thr

Phe

Cys

val

150

Gin

ser

His

Cys

Tight chain

Ser

Cys

Lys

His

55

Phe

Tyr

Lys

Pro

Leu

135

ASp

Asp

Lys

Gin

Pro

ser

Pro

40

Ser

Thr

Cys

va'l

Pro

120

Leu

ASNH

Ser

Ala

Gly
200

ser

Ala

25

Gly

Gly

Leu

Gln

Glu

105

ser

Asn

Ala

Leu

47

sar

10

Ser

Lys

val

Thr

Gln

90

Ile

ASp

Asn

Ley

Asp

170

Tyr

Ser

Leuy

Gln

Ala

Pro

Ite

75

Tyr

LYs

clu

Phe

Gln

Ser

Glu

Ser

Ser

ASp

Pro

sSer

60

Ser

Ser

Arg

Gin

Tyr

140

Ser

Thr

Lys

Pro

Ala

e

Lys

45

Arg

Ser

Thr

Thr

Leu

i25

Pro

Gly

Tyr

His

val
205

Ser

Ser

30

val

pPhe

Leu

val

val

1i0

Lys

Arg

Asn

Ser

Lys

Thr

val

15

Asn

L.eu

ser

Gin

Pro

95

Ala

sSer

Glu

Ser

Leu

175

val

Lys

Gly

Tyr

Ile

Gly

Pro

80

Trp

Ala

Gly

Ala

Gin

160

Ser

TYr

Ser



—48-
<231> 705

<212> PRT

<213> Artificial

<220>
<223> OAscFab3 -<ANG2> peptide connected heavy chain and T1ight chain

<400> 35

Gin Pro Gly teu Thr GIn Pro Pro Ser val Ser val Ala Pro Gly Gin
1 5 15 .

thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser val
20 25 30

Hi15 Trp ;gr Gin Gln Lys Pro Ggy Gin Ala Pro val Lgu val val Tyr
4 4

Asp ASp Ser Asp Arg Pro Ser Gly Ile Pro Glu égg phe sar Gly Ser
50 55

Asn ser Gly asn Thr Ala Thr Leu Thr Ile Ser Arg val Glu Ala Gly
65 70 75 80

Asp Glu Ala Asp gyr Tyr Cys Gln val Tgp Asp Ser Ser Ser gép His
5 9

Tyr val phe Gly Cys Gly Thr Lys val Thr val Leu Gly Gln Pro Lys
100 105 116

Ala Ala Pro Ser val Thr Leu Phe Pro Pro Ser Ser Glu Glu Leu Glin
115 120 125

Ala Asn Lys Ala Thr Leu val Cys Leu Ile Ser Asp Phe Tyr Pro Gly
130 135 140

Ala val Thr val ala Trp Lys ala Asp Ser Ser Pro val Lys ala Gly
145 150 155 160

val ¢lu Ther Thr Thr Pro Ser Lys GIn Ser Asn Asn Lys Tyr Ala Ala
165 170 175

Ser Sar Tyr Leu Ser Leu Thr Pro Giu GIn Trp Lys Ser His Arg Ser
180 185 180

Tyr ser Cys Gln val Thr His GJu Gly ser Thr val Glu Lys Thr val
195 200 205

Ala pro Thr Glu Cys Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly ser
210 215 220

Gly Gly Gly aly ser Gly Gly G¢ly Gly Ser Gly Gly Gly Gly Ser Gly



Gly

val

Tyr

Gln

Asn

305

ser

The

Ser

Asn

¢n

Ser

Ser

465

~ Thr

ser

Arg

Gly

Lys

Thr

cys

Tyr

Ile

Ala

Ser

Met

370

Ley

cys

Ser

ser

sSer

450

Asn

His

vat

Thr

Gly

Lys

Phe

275

Leu

Ala

ser

val

Gly

val

Ala

Leu

Gly

Ser

435

Leu

Thr

Thr

Phe

PO

Ser

Pro

260

Thr

Glu

Gin

Thr

Tyr

340

Tyr

Thr

Pro

val

ala

420

Gly

Gly

Lys

Cys

Lau

500

clu

Gly

Gly

Gly

Trp

LYsS

Ala

325

Tyr

Tyr

val

Ser

Lys

405

Ley

Leu

Thr

val

Pro

485

phe

val

Gly

Ala

Tyr

Met

phe

310

Tyr

Cys

Tyr

Ser

ser

380

ASD

Thr

TYPr

GlIn

ASD

470

Pro

Pro

Thr

Gln

Ser

Tyr

M GY
e

Gin

Met

Ala

Pro

Ser

375

Lys

Tyr

ser

Ser

Thr

455

Lys

cys

Pro

Cys

val
val
Met
280
Trp
Gly
Glu
Arg
Gly
Ala
ser
Phe
Gly
Leu
240
TYF
Lys
Pro

Lys

val

Gln

His

Ile

ATrg

Lel

Ser

345

Ala

Ser

Thr

Pro

val

425

ser

Ile

val

Ala

PO

505

val

~49-

Leu

250

val

Trp

Asn

val

Ser

330

Pro

Phe

Thr

Ser G

Glu
410

His

Cys

Glu

Pro

490

Lys

val

val

Ser

val

Pro

Thr

315

Arg

Asn

Asp

Lys

(%2 b4

Pro

Thr

val

Asn

Pro

475

Glu

ASp

AsSp

Gln

Cys

Arg

AsT

300

Met

Leu

Bro

Ile

Gly

Gly

val

rhe

val

val

460

Lys

Leu

Thr

val

Ser

Lys

Ser

Thr

Arg

Tyr

Pro

Thr

Thr

Pro

Thr

445

Asn

ser

Leu

Leu

ser

Gly

Ala

270

Ala

Gly

Arg

Ser

Tyt

350

Gly

Ser

Ala

val

Ala

430

va'l

His

Cys

Gly

Met

510

His

Ala

255

ser

Pro

Gly

ASD

ASD

Tyr

Gin

val

Ala

Ser

415

val

Pro

Lys

Asp

Gly

Ile

Giu

Glu

Gly

Gly

Thr

Thr

320

Asp

Asp

Gly

Phe

Leu

400

Trp

Leu

Ser

Pro

480

Pro

Ser

ASp



Pro

Ala

545

val

Tyr

Thr

Leu

Cys

625

Ser

ASp

Ser

Ala

Lys
705

Glu

530

Lys

Ser

Lys

Ile

Pro

610

Let

AsSh

ser

Arg

Leu
690

<210

<211>

<212>

<213>

<220

<223

<4005

1

515

val
Thr
va'l
Cys
Ser
505
Pro
val
Gly
Asp
Trp
675

His

36

453
PRT
Artificial

Lys

Lys

Leu

Lys

580

Lys

cys

Lys

Gin

Gly

660

Gln

Asn

Fhe

Pro

Thr

565

val

Ala

Arg

Gly

Pro

645

ser

Gn

His

5

Asn

Ser

LyS

Asp

Phe

630

Glu

Phe

Gly

Tyr

l.eu

Asn

Gly

Glu

615

Tyr

AsSD

Phe

AsSh

Thr
695

520

Tyr

Glu

His

Lys

Gln

600

Leu

Pro

Asn

Leu

val

680

Gln

=50~

val Asp
Gin Tyr
Gln Asp
Ala Leu
585

Pro Arg
Thr Lys

ser Asp

Tyr Lys

Pne Sar

Lys Ser

QascFab3 -<VEGF> heavy chain
36
Glu val ¢ln Leu Vv

Gly
Asn
555
Trp
Pro
Giu
Asn
Ile
&

Thr
Lys

Cys

Leu

val

540

Ser

Ley

Ala

Pro

Glin

520

Ala

Thr

Leu

ser

ser
700

525

Glu

Thr

Astt

Pro

GIn

605

va'l

va'l

Pro

The

val

685

Leu

val

TyF

Gly

Ile

590

val

Ser

Glu

Pro

val

670

Met

Ser

His

Arg

Tyr

Leu

Trp

val

655

Asp

His

Pro

Asn

val

560

Glu

LYS

Thr

Trp

Glu

540

Leu

Lys

Glu

Gly

al Glu ser Gly Gly Gly Leu val Gln Pro Gly Gly
10 is

Ser Leu Arg Leu Ser Cys Ala Ala ggr Gly Tyr Thr Phe ghr Asn Tyr
20 0



Gly
Gly
LYS
Leu
Ala
Trp
Pro
Thr
i45
Thr
Pro
Thr
Asn
ger
225
Leu
Leu
Ser

Glu

Thr

Met Asn Trp

Trp

50

APrg

Gln

Lys

Gly

Ser

130

Ala

val

Ala

val

His

210

Cys

aly

Met

His

val

290

Tyr

35

Ite

Arg

Met

Tyr

GIn

115

val

ala

sSer

val

Pro

195

Lys

Asp

Gly

Ile

Glu

275

His

Arg

Asn

Phe

Asn

PO

100

Gly

Phe

Leu

Trp

Ley

180

Ser

Pro

Lys

Pro

Ser

260

ASD

ASnh

val

val

Thr

Thr

Ser

85

His

Thy

Pro

Gly

Asn

165

Gin

Ser

Ser

Thr

Sar

245

Arg

Pro

aAla

val

Arg

Tyr

Phe

70

Leu

Tyr

Leu

Leu

Ser

Ser

Asn

His

230

val

Thr

Glu

Lys

Ser

Gin

Thr

35

ser

Arg

Tyr

val

Ala

i35

Leu

Gly

ser

Leu

Thr

215

Thr

Fhe

Pro

vali

Thr

295

val

Ala

40

Gly

Leu

Ala

Gly

Thr

120

Pro

val

Ala

Gly

Gly

LyS

Cys

Leu

Glu

Lys

Leu

Pro

Glu

Asp

Glu

ser

105

val

Ser

LYsS

Leu

Leu

185

Thr

val

Pro

FPhe

va'l

265

Phe

Pro

Thr

5%

Gly

Pro

Thr

Asp

90

Ser

ser

Sar

ASp

Thr

i70

Tyt

Gln T

Asp

Bro

PTo

250

Thr

Asn

Arg

val

Lys

Thr

Sar

75

Thr

His

Ser

Lys

Tyr

155

ser

ser

(‘_‘ys.

Trp

Giu

Leu

Gly

Tyr

60

LYS

Ala

Trp

Ala

ser

i40

Phe

Gly

Leu

Tyr

Lys

Pro

Lys

val

Tyr

Glu
300

His

Ley

45

Ala

Ser

val

Tyr

Ser

125

The

Pro

val

sSer

Ile

205

val

Ala

Pro

val

val

285

GIn

Gin

Glu

Ala

Thr

Tyr

Phe

110

Thr

ser

Glu

His

Ser

190

Cys

Glu

Pro

Lys

vatl

270

Asp

Tyr

Asp

Trp

Asp

Ala

Tyr

Asp

Lys

Gly

Pro

Thr

175

vai

Asn

Pro

Glu

ASD

ASD

Gly

AsSn

Trp

val

Phe

Tyr

80

Cys

val

Gly

Gly

val

160

phe

va'l

val

Lys

Leu

240

Thr

val

val

Ser

Leu



305

Asn

Pro

Gin

val

val

385

Pro

Thr

val

Leu

Gly

ile

val

ser

370

Glu

Pro

val

Met

Ser
450

<210
<211>
<212>

<213>

<220>

<223>

<400>

Lys

Glu

Cys

355

Leu

Trp

val

ASD

His

435

Pro

37
214

PRT

Glu

Ser

Glu

Leu

Lys

Glu

Gly

OAsCFab3
37

Asp Ile GIn Met
1

Asp Arg val Thr
P AT 20

Leu Asn Trp Tyr
35

Tyr Phe Thr ser
50

ser Gly ser Gly
65

310

TYyr Lys
325

Thr 1le

Ley Pro

Cys Ala

Ser Asn

390

Asp Ser
405
Ser Arg

Ala Leau

Lys

artificial

~<VEGF>

Thr Gln
5

ile Thr

Gln Glin

Sar Leu

Thr Asp
70

Cys

Ser

Pro

val

375

Gly

ASD

Trp

His

Lys val

Lys Ala
345

ser Arg
360

Lys Gly

Gin Pre

Gly Ser

GIn Gln

425

Asn His
440

Tight chain

Ser

Cys

LYS

His

Phe

Pro Ser

ser Ala
25

Pro Gly
40

Ser Gly

Thr Leu

-52-
315

Ser Asn
330

Lys Gly
Asp Glu
Phe Tyr
Glu Asn

395

Phe fhe
410
Gly Asn

Tyr Thr

Ser Leu
10

ser Gin
Lys Ala

val Pro

Thr Ile
75

y

Lys Ala
GIln Pro
Leu Thr
365
Pro Ser
380
Asn Tyr
Leu val

val rhe

Gin Lys

ser Ala

Asp Ile

Pro Lys
45

ser Arg
60

Ser Ser

Leu

Arg

350

Lys

AsSp

Lys

Ser

Ser

430

Ser

sSer

Sar

30

va'

Phe

Leu

Pro

335

Glu

AsD

Ile

Thr

Lys

415

Cys

Leu

val

15

Ash

Leu

Ser

Gin

320

Ala

Pro

Gln

Ala

Thr

400

Leu

Ser

Ser

Gly

Tyr

Ile

Gly

Pro
80



~53.
Glu Asp Phe Ala ggr Tyr Tyr Cys Gin gén Tyr ser Thr val gro Trp
5

The Phe Gly GIn Gly Thr tys val Glu Iie Lys Arg Thr val Ala Ala
106 105 110

pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu Gin Leu Lys Ser Gly
115 120 125

Thr Ala Ser val val Cys Leu Leu Ash Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys val Gin Trp Lys val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 135 160

Glu ser val Thr G¢lu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

ser Thr Leu Thr Leu Ser Lys Ata Asp Tyr Glu Lys His Lys val Tyr
180 185 190

Ala Cys Glu val Thr His GIn Gly Leu Ser Ser Pro val Thr Lys Ser
195 200 205

Phe Asn arg Gly Glu Cys
210

<210> 38

<211> 708

«212> PRT

<213 artificial

<220>
<223> DAscXFabl -<ANGZ2> peptide connected heavy chain and light chain

<400> 38
Gln val ¢in Leu val Gln ser &1y ala Glu val Lys Lys Pro Gily Ala
1 5 10 15

ser val Lys gg? ser Cys Lys Ala ggr Gty Tyr Thr Phe Thr Gly Tyr
30

Tyr Met His Trp val Arg Gin ééa Pro Gly Gin Gly igu Glu Trp Met
35 '

Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn ggr Ala Gin Lys Phe
50 55

61n Gly Arg val Thr met Thr Arg Asp Thr Sar Ile Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Arg Leu Arg ser Asp Asp Thr Ala val Tyr Tyr Cys
85 90 85



Ala

Pro

Ser

Glu

145

Phe

Gln

Ser

Glu

Ser

225

Ser

Gly

Thr

Thr

Glin

305

Arg

Thr

Tyr

Alg

Gly

Ala

130

Gin

TYr

Ser

Thr

Lys

210

Pro

Gly

Gly

Gin

290

LysS

Pro

Ala

Tyr

Ser

Ala

115

Ser

Leu

Pro

Gly

Tyr

195

His

val

Giy

Gly

Pro

275

Gly

Pro

ser

Thr

Cys

355

Pro
106
Phe
val
Lys
Arg
Asn
180
Ser
Lys
Thr
Gty
Gly
Pro
Gly
Gly
Gly
Ley

340

Gln

ASft

ASD

ala

Ser

Glu

1e5

Ser

Leu

val

Lys

Gly

ser

Ser

Ash

Gln

Ile

325

Thr

val

Pro

ITe

Ala

Gly

Ala

Gin

Ser

Tyr

Ser

230

Ser

Gly

val

ASN

Ala

310

Pro

Ile

Trp

Tyr

Trp

Pro

135

Thr

LyS

Giu

Ser

ala

215

Phe

Gly

Gly

Ser

Giu

Ser

ASYD

Tyr

Gly

Ser

Ala

val

Ser

Thr

200

cys

Asn

Gly

Gly

val

280

Gly

val

Arg

Arg

Ser
360

Ty

105

Gln

val

ser

Gln

val

185

Leu

Giu

Arg

Gly

Gly

Ala

Ser

Leu

phe

vai

345

Ser

-54-

Asp

Gly

Phe

val

Trp

Thr

Thr

val

Gly

Gly

ser

Pro

Lys

val

ser

330

Glu

Ser

Ser

Thr

Ile

va'l

155

VS

Glu

Leu

Thr

Glu

Ser

Gly

Gly

Ser

va'l

315

Gly

ala

Asp

ser

Met

Phe

140

Cys

val

Gln

Ser

His

220

Cys

Gly

Gly

Gln

val

300

Tyr

Ser

Gly

His

Gly

val

1725

Pro

Leu

Asp

ASp

Lys

205

Gln

Gly

Gly

Gin

Thr

285

His

ASP

Asn

ASP

Tyr
365

TYyr

110

Thr

Pro

Leu

Asn

Ser

190

Ala

Gly

Gly

Gly

Pro

270

Ala

Trp

ASD

Sar

Glu

350

val

Tyr

val

Ser

Asn

Ala

175

Lys

Asp

Leu

Gly

Gly

Gly

Arg

Tyr

Ser

Phe

Tyr

ser

Asp

Asn

160

Leu

ASD

Tyr

ser

Gly

ser

Leu

Ils

ASp
320
Asn

ASD

Gly



Thr

ser

Ala

val

Ala

val

His

Cys

Gly

Met

Hig

val

545

Tyr

Gly

Ile

val

ser

625

Giu

Gly

val

Ala

Ser

val

Pro

450

Lys

ASp

Gly

Ile

Glu

530

His

Arg

Lys

Glu

TYr

Leu

Trp

Thr
Phe
Leu

Trp

ser
Pro
Lys
Pro
Ser
515
Asp
Asn
val
Glu
Lys
Thr

Trp

Glu

Lys
Pro
Gly
Asn
420
Glin
ser
ser
Thr
ser
500
Arg
PO
Ala
val
Tyr
580
Thr
Leu

Cys

ser

val

Leuy

Cys

405

Ser

ser

Ser

Asnh

His

485

val

Thr

Glu

Lys

Ser

565

LYys

Iie

Pro

Leu

ASD

Thr
Ala

390

Leu

Leu

Thr

470

Thr

Phe

Pro

val

Thr

550

val

Cys

sSer

Pro

val

630

Gly

val
375

Pro

val

AA1a

Gly

Lys

Cys

Leu

Glu

Lys

535

Lys

teu

LYS

Lys

Cys

615

Lys

Gin

Leu

Ser

LYS

Leu

Leu

440

Thr

val

Pro

Phe

val

520

Phe

Pro

Thr

val

Ala

600

Arg

Gly

Pro

Ser

Ser

ASp

Thr

425

Tyr

Gin

ASp

Pro

Pro

505

Thr

ASN

Arg

val

Ser

585

Lys

Asp

Phe

Glu

~55

Ser

Lys

Tyr

410

Ser

Ser

Thr

Lys

Cys

PO

Cys

Trp

Glu

Leu

570

Asn

Gly

Glu

Tyr

Asn

Ala

Ser

385

Phe

Gly

lau

Tyr

Lys

Pro

Lys

val

Tyr

v
LT ek

His

Lys

Glin

Leu

Pro

635

ASD

Ser

380

Thr

Pro

val

Ser

Ile

460

val

Ala

Pro

val

val

540

Gin

Gin

Ala

Pro

Thr

620

Ser

Tyr

Thr
ser
Glu
His
ser
445
cys
Glu
Pro
LyS
val
525
Asp
Tyr
Asp
Leu
605
Lys

ASDP

Lys

Lys

Gly

Pro

Thr

430

val

Asn

Pro

Glu

ASp

5310

Asp

Gly

Ash

Trp

Pro

580

Glu

Asn

Ile

Thr

Gly
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Glin

vai

Tyr

Ser

Gly
80



ASD

TYF

Lys

Gly

Pro

145

Thr

val

Asn

Fro

Lys

Phe

Ley

Ala

305

sSar

val

Glu

val

Gly

Gly

val

Phe

val

Lys

210

Gly

Ser

Pro

Thr

Giu

290

Gin

Thr

Tyr

Ala

Phe

Pro

115

Thr

Thr

Pro

AsSh
195
Ser
Ser

Gly

Gly

Trp

Lys

ala

Tyr

Asp
Gly
ser
ala
val
Ala
val
180
Hi§
Cys
Gly
Gly
Ala
260
Tyr
Met
rhe

Tyr

Cys
340

Tyr

Thr

val

Ala

Ser

val

165

Pro

Lys

Gly

Gly

Gln

245

ser

Tyr

Gly

Gln

Met

325

Ala

Tyr

Gly

Phe

Leu

Trp

Leu

Pro

Gly

Gly

val

val

Met

Trp

Gly

310

Glu

Arg

Cys

Thr

Pro

Gly

Ash

Gln

Sar

Gly

Gly

Gln

Lys

Arg

l.eu

Ser

Gln

Lys

Leu

120

Cys

Ser

Ser

5er

Asn

200

Gly

Ser

Leu

val

Trp

280

Asn

val

Ser

Pro

val

val

105

Ala

Leu

Gly

Ser

Leu

185

Thr

ser

Gly

va'l

Ser

265

val

Pro

Thr

Arg

Asn
345
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Trp
00

Thr
Pro
val

Ala

Lys
Gly
Gly
Gln
250
Cys
Arg
Asn
Met
Leu

330

Pro

ASp

val

Ser

Lys

L.eu

155

Laett

Thr

val

Gly

Gly

Ser

LYS

Gln

Ser

Thr

315

Arg

Tyr

Ser

Leu

Ser

Gly

Gly

Gly

Ala

Ala

Gly

Arg

Ser

TYr

Ser

Gly

Lys

125

Tyr

ser

ser

Thr

Lys

205

Gly

ser

Ala

Ser

Pro

285

Gly

Asp

Asp

Tyr

Ser

Ala

110

Ser

pha

Gly

Leu

Ser

Gly

Glu

Gly

Gly

Thr

Thr

ASD

95

ser

Thy

Pro

va'

Ser

175

Ile

val

Gly

Gly

val

255

Tyr

Gln

Asn

Ser

Thr

335

Ser

His

Thr

Serp

His
160

ser

Cys

Gly

Gly

240

LYS

Thr

Gly

Tvr

Ile

320

Ala

ser



aly

val

Pro

385

Leu

ASp

GIn

Glu

Gly

Thr

Ser

Arg

Pro

ala

545

val

TYr

Thr

Leu

Tyr

Thr

370

Pro

Ile

Ser

Ser

His

val

Thr

Glu

Lys

Ser

Lys

Ile

Pro
610

Tyr

355

val

ser

ser

Ser

Asn

435

Trp

Thr

The

Phe

Pro

515

val

Thr

val

Cys

ser

585

Fro

Tyr

ser

Ser

Asp

Pro

420

Asn

Lys

val

Cys

Leu

500

Glu

Lys

LYS

Leu

Lys

Cys

Pro

Gly

Glu

Phe

405

val

Lys

ser

Glu

Pro

485

Phe

val

Phe

Pro

Thr

565

val

aAla

Arg

Gly

Gin

Tyr

Lys

Tyr

His

Pro

Thr

ASN

sar

Lys

AsSp

Ala

Pro

375

Leu

Pro

Ala

Cys

Ptro

Cys

Trp

Giu

teu

AsR

Gly

Glu
G615

Phe

360

Ly$S

Gln

Gly

Gly

Ala

440

sar

val

Pro

Lys

val

520

Tyr

slu

His

Lys

Gln

600

Ley

ASD

Ala

Ata

Ala

val

423

Ser

Tyr

Ala

Ala

Pro

505

val

val

Gin

Gin

Ala

585

Fro

Thr
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Ile

Ala

AsSnH

val

419

Glu

Ser

Ser

Pro

Pro

490

Lys

val

ASp

Tyr

ASD

570

Leu

APg

Lys

Trp

Pro

Lys

3985

Thr

The

Tyr

Cys

Thr

475

Glu

Asp

ASp

Gly

AsStl

355

Trp

Pro

Glu

Asn

Gly

ser

380

Ala

val

Thr

l.eu

Gln

460

Glu

Leu

Thr

val

val

540

Ser

Leu

Ala

Pro

Gin
620

Gln

365

val

Thr

Ala

Thr

Ser

445

val

Cys

Leu

Leu

Ser

525

Giu

Thr

Ash

Pro

Gin

005

val

Gly

Thr

L.ay

Bro

430

ey

Thr

Ser

Gly

MetT

510

His

va'l

Tyr

Gly

Ile

590

val

Ser

Thr

Leu

val

Lys

415

Ser

Thr

His

Asp

Gly

Ile

Glu

His

Arg

LYS

575

Glu

Tyr

Leu

Met

Phe

Cys

400

Ala

Lys

Pro

Glu

Lys

Pro

Ser

ASD

Asn

val

560

Glu

Lys

Thr

Trp



625

Ser

Asp

Ser

Ala

Lys
705

Leu

Asn

Seyr

Arg

Leu
690

<210>

<211>

<212>

<213>

<220>

<223>
<400>

val

Gly

45

453
PRT
Artificial

Giu val Gln

1

Ser

Gly

Gly

Leu

Ala

Trp

Pro

Leu

Met

Trp

50

Arg

GIn

Lys

Gly

Ser
130

Arg

Asn

:I:?fe

Arg

Met

Tyr

GIn

115

val

Lys

Gin

Gly

Gln

Asn

Leu

Leu
20

Trp

Ash

Phe
Asn
Pro
100

Gly

rhe

aly
Pro
645
ser

Glin

His

val
5
ser
val
Thr
Thr
ser
g5
His

Thr

Pro

Phe

630

Glu

Phe

Gly

Tyr

Glu

cys

Arg

Tyr

phe

70

teu

Tyr

et

L.eu

TYr

AsSn

Phe

AsSh

Thr
895

Ser

Ala

Glin

Thr

55

Ser

Arg

TYr

val

Pro

Ash

Leu

val

680

Gln

Gly

Ala

Ala

AG

Gly

Leu

Ala

Gly

Thr

120

Pro

Ser

Tyr

Tyt

Phe

Lys

Gly

Ser

25

Pro

Glu

ASp

Glu

ser

105

val

Ser

oy

Asp

Lys

650

ser

Ser

Ser

oAscxFab3 ~<VEGE> heavy chain
45

Gly

10

Gly

Gly

Pro

Thr

ASp

90

ser

Ser

ser

Ile

635

Thr

Lys

Cys

Ley

Leu

Tyr

Lys

Thy

Ser

75

Thr

His

Ser

Lys

Ala

Thr

Leu

Ser

ser
700

val

Thr

Gly

Tyr

60

Lys

Ala

Trp

Ala

Ser
140

val

Pro

Thr

val

685

Lau

G1n

Phe

Leu

45

Ala

Ser

val

Tyr

ser

125

Thr

Glu Trp

Pro val
G55

val Asp
670

Met His

Ser Pro

Pro Gly
15

Thr Asn
30

Glu Trp

Ala Asp

Thr Ala

Tyr Tyr

g5

Phe Asp
116

Thr Lys

ser Gly

Glu
040
Ley
Lys‘

Glu

Gly

Gly
Tyr
val
Phe
Tyr
BO

Cys
val

Gly

Gly



Thr

145

Thr

Pro

Thr

Asn

Ser

225

Leu

l.eu

Ser

Glu

Thr

305

Asn

Pro

Gln

val

val

385

Pro

Ala

val

Ala

val

His

210

Cys

Gly

Met

His

val

290

Tyr

Gly

Ile

val

Saer

370

Glu

Pro

Ala
Ser
val
Pro
195
Lys
Asp
Gly
ile
clu
275
His
Arg
Lys
Glu
Cys
Leu
Trp

val

Ley

Trp

Leu

180

Ser

Pro

Lys

Pro

Ser

260

Asp

Asn

val

Glu

Lys

340

Thr

Ser

Giu

Leu

Gly

Asn

165

Gln

ser

Ser

Thr

Ser

245

Arg

Pro

Ala

val

Tyr

The

Leu

Cys

Ser

Ser

ser

ASD

His

230

val

Thr

Glu

Lys

Ser

310

Lys

Ile

Pro

Ala

Asn

390

Ser

Leu

Gly

ser

Lew

Thr

215

Thr

Phe

Pro

val

Thr

295

val

Cys

Ser

Pro

val

375

Gly

Asp

val

Ala

Gly

Gly

Lys

cys

Leu

GTu

Lys

280

Lys

Lay

Lys

Lys

Ser

360

Lys

Gin

Gly

Lys

Leu

teu

185

Thr

val

Pro

phe P

val

265

Pha

Pro

Thr

val

Ala

345

Arg

Gly

Pro

ser
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ASp

Thy

170

Tyr

Gin

ASD

Pro

Asn

Arg

val

ser

330

Lys

ASp

phe

Giu

Phe
410

Tyr

155

Ser

Ser

Thr

Lys

Cys

235

Pro

Cys

Trp

Glu

Leu

315

Asn

Gly

Glu

TYr

AsST

395

rhe

Phe

Gly

l.eu

Tyr

Lys

220

Pro

Lys

val

Tyr

Glu

300

His

Lys

Gin

Leu

Pro

380

ASh

Leu

Pro

yaT

Ser

Ie

205

val

Ala

Pro

vai

val

285

Gin

Glin

Ala

Pro

Thr

365

Ser

Tyr

val

Gy

His

Ser

190

Cys

Glu

Pro

LYS

val

270

ASp

Tvr

Asp

Leu

Arg

350

Lys

Asp

LYysS

ser

Pro

Thr

175

val

ASn

Pro

Glu

255

ASp

Gly

Asn

Trp

Pro

335

Glu

ASn

ile

Thr

LysS
415

val

160

Phe

val

val

Lys

Leu

240

Thr

val

val

Ser

Leu

320

Ala

Pro

GIn

Ala

Thr

400

Leu
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Thr val Asp Lys Ser Arg Trp GIn GIn Gly Asn val Phe Ser Cys ser
420 425 430

val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser

435

Leu Ser pro Gly Lys

450

<210>
<Z1l>
<21Z2>
<213>

<220>
<223>

<400

46
214
PRT

artificial
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Asp Ile GlIn Met
1

ASp ArG

Leu Asn

Tyr pPhe
50

ser Gly
65

Glu Asp

Thr pPhe

Pro ser

Thr Ala

130

Lys val
145

Gid Ser

ser Thr

val

Trp

35

Thr

Sar

Phe

Gly

val

115

Ser

Gln

val

Ley

Thr

20

Tyr

sSer

Gly

Ala

Gln

100

phe

val

Trp

Thr

Thr
180

Thr
5
Tie
Gln
Ser
Thr
Thr
85
Gcly
tle
val
LysS

Glu

Leu

Glin

Leu

ASD

70

Tyr

Thr

Fhe

cys

val

150

Gln

Sar

ser

cys

Lys

His

55

Phe

TYr

Lys

Fro

Leu

i35

ASD

ASp

Lys

440

Pro

ser

Pro

40

ser

Thr

Cys

va'l

Pro

120

Ley

Asn

Ser

Ala

Ser

Gly
Gly
Leu
§1n
Glu
Ser
Asn
Ala

Lys

Lys

val

Thr

Gln

20

Iie

ASp

Asn

Leu

ASD

170

Tyr

Leu

Gin

Ala

Pro

Ile

75

Tyr

Lys

Glu

Phe

Glin

155

Ser

Glu

Ser

Pro

Ser

50

Ser

Ser

Arg

Gln

Tyr

Ser

Thr

Lys

445

Ala

Arg

Sar

Tar

Thr

Leu

125

Pro

Gly

Tyr

His

Ser

Ser

30

val

phe

Leu

val

val

110

Lys

Arg

ASN

Ser

Lys
150

val

15

ASn

Leu

Ser

Gin

Pro

95

Ala

Ser

Glu

Ser

Leu

175

val

Gly

Tyr

Ile

Gly

Pro

80

Trp

Ala

Gly

Ala

Gln

160

Ser

Tyr



Ala Cys Glu

195

Phe Asn Arg

210

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

<400>

47
91
PRT
Homo

47

Met Asnh Phe

1
Tyr

Gly

Arg

Tyr

65

Met

Thr

Gln

Glu

Pro

145

Cys

Leu

<210>

Leu

Gly

Ser

50

Pro

Arg

Glu

Gly

cys

Cys

Lys

Glu

<211l>
<212>

<213>

<220>

His

Gln
35

Tyr

ASp

Cys

Glu

Gln

115

Arg

sSer

Cys

Leu

48

504
PRT

val

Gly

Thr

Glu

sapiens

Leu

His

20

Asn

Cys

Glu

Gly

ser

100

His

Pro

Glu

Ser

Asn
1890

l.eu

Ala

His

His

Ile

Gly

B3

Asn

Ile

Lys

ATg

Cys

165

Glu

Artificial
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Mis GIn Gy Leu Ser Ser Pro val Thr Lys Ser
205

Cys

Ser

Lys

His

Pro

Glu

70

Cys

Ile

Gly

Lys

Lys

Arg

Trp

Trp

Glu

Tle

55

Tyr

Cys

Thr

Glu

ASn

Thr

200

val

Ser

val

40

Glu

Ile

Asn

Met

120

Arg

His

Thr

Cys

His

Gln

val

Thr

Phe

ASP

Gin

105

Ser

Ala

Leu

Asp

Trp

10

Ala

Lys

Leu

LYS

Glu

50

I1e

Phe

Arg

Phe

Ser

i70

Cys

ser

Ala

Phe

val

Pro

75

Gly

Met

Leu

Gin

val

155

Arg

ASD

ey

Pro

Met

Asp

60

Ser

Leu

Arg

Gin

Glu

140

Gln

Cys

Lys

Ala
Met
ASp
45

Ile
Cys

Glu

Ile

ASp

Lys

Pro

tey

Ala

30

val

phe

va'l

Cys

Lys

110

AsSh

Pro

Pro

Ala

Arg

Leu

15

Glu

Tyr

Glin

Pro

val

95

Pro

Lys

Cys

Gin

Ley

Gly

Glin

Glu

Leu

80

Pro

H1s

Cys

Gly

Thr

160

Gln



<223> Human angiopoietin-2
<400> 48

Met Trp Glin Ile ga1 phe
1

Ala

Gin

Giu

val

65

Gin

Leu

Gin

Thr

val

145

Leu

Gin

Lys

Ile

Ser

225

Asn

Asn

Ala

Tyr

Met

50

Gln

val

Glu

Gln

AsSn

130

Glu

Glu

Thy

Lys

LYS

210

Ser

Leu

Tyr
Gln
35

Asp
Arg
=H
Asn
Asn
115
Leu
Ala
His
Ser
val
195
Glu
Ile

val

Leu

ASh
20

val
AsSh
Asp
Giu
Tyr
100
Ala
Ley
Gln
Sar
Glu
180
ieu
Glu
Glu

Leu

Thr

AsSh

Gln

Cys

Ala

Asn

BS

Ile

val

AsSn

val

Leu

165

Ile

Ala

Lys

Glu

Gin
245

Met

Phe

His

Arg

Pro

70

Ile

Gin

Gln

Gln

Leu

150

Ser

Asn

Met

Asp

Leu

230

Lys

Met

Phe

Arg

Gly

Ser

Leu

Met

ASD

Asn

Thr

135

Asn

Thr

Lys

Glin
215
Glu

Glin

ser

(ANG-2)

Thr Leu

Lys ser

sar Cys

40

Ser Sar

Glu Tyr

Glu Asn

Asn Met

105

Gin Thr

120

Ala Glu

Gin Thr

Asn Lys

Leu Gin

Asp Lys

200

Leu G1n

Lys Lys

Gin His

Thr Ser
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with leader

Ser

10

Met

Ser

sSer

ASpP

ASh

90

Lys

Ala

Gln

Thr

Leu

170

Asp

His

val

Ile

250

Asn

Cys

Asp

Tyr

Pro

Asp

75

Thr

Lys

va'l

Thr

Lys

Ile

Leu

val

235

Leu

ser

ASD
sar
Thr
Tyr
60

Ser
Gin
Glu

Met

Lys
ASN
Tle
val
220
Thr

Meat

Ala

and

Leuy

Ite

Phe

45

val

val

Trp

Met

Ile

125

Lys

Glu

Gln

Ser

Gln

205

ser

Ala

Glu

Lys

His-

val

Gly

30

l.eu

ser

Gin

Leu

val

110

Glu

Leu

Leu

Ile

Phe

180

Leuy

Lys

Thr

Thr

ASp

tag

Leu:

15

Lys

Leu

AsSn

Arg

Met

95

Glu

Ile

Thr

Gin

Leu

175

Lel

Gln

Gin

val

val

255

Pro

Ala

Lys

Pro

Ala

Leu

80

Lys

e

Gly

Asp

Ley

160

Asp

ser
Asn
Asn
24G

AsSh

Thr



val

Lys

Ser

305

GTy

ATyY

Tyr

Ty

Ser

385

Ile

Ser

Cys

Ala

ASn

465

Gly
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Ser

290

Thr

Trp

The

Trp

val

370

l.eu

His

Gln

rle

Cys

450

Thr

Tyt

Giy

Lys

275

Gly

Glu

Thr

Trp

Leu

355

Lau

Tyr

Ley

Pro

Cys

435

Gly

ASn

Ser

His

260

Glu

His

Glu

Ile

Lys

340

Gly

Lys

Glu

Lys

Gly

Lys

Pro

Lys

Leu

His
500

Glu

Thy

Ile

Ile

325

Glu

Asn

ITe

His

Gly

ASt

Cys

Ser

Phe

Lys

His

Gin

Thr

Lys

310

Glin

Tyr

Glu

His

Phe

390 .

Leu

ASp

Ser

Asn

ASnN

470

Ala

His

Iie

Asn

295

Ala

Arg

Lys

Phe

Leu

375

Tyr

Thr

Phe

Glin

Leu

455

Gly

Thr

His

Ser

280

Gly

Tyr

Arg

val

val

360

Lys

Leu

Gly

Ser

Met

440

ASN

Ile

Thr

His

265

Phe

Ile

Cys

Glu

Gly

Ser

ASD

Ser

Thr

Thr

425

Lay

Gly

Lys

Met

—72e

Arg

Tyr

ASD

Asp

330

Phe

Gln

Trp

Ser

Ala

410

LYs

Thr

Met

Trp

Met
490

ASD

Thr

Met

315

Gly

Gly

Leu

Glu

Glu

395

Gly

ASp

Gly

Tyr

TYr

Ile

Cys

Leu

300

Glu

Ser

Asn

Thr

Gly

Glu

Lys

Gly

Gly

TYr

460

Tyr

Arg

Ala

285

Thr

Ala

val

Pro

Asn

365

Asn

Leu

Ile

Asp

Trp

Pro

Trp

Pro

270

Glu

Phe

Gly

Asp

Ser

350

Glin

Glu

Asn

Ser

Asn

430

Trp

Gln

Lys

Ala

val

Pro

Gin

Ala

Tyr

Ser

415

Asp

Phe

Arg

Gly

ASH

rhe

Asn

Gly

GTn

Glu

Arg

TYH

Arg

400

Lys

Asp

Gin

ser

480

Phe



