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<210>1
<211>68
<212> PRT
<213> Snake

<400> 1
Gly Lys Glu Cys Asp Cys Ser Ser Pro Glu Asn Pro Cys Cys Asp Ala
1 5 10 15
Ala Thr Cys Lys Leu Arg Pro Gly Ala GIn Cys Gly Glu Glu Leu Cys
20 25 30
Cys Glu GIn Cys Lys Phe Ser Arg Ala Gly Lys lle Cys Arg lle Pro
35 40 45
Arg Gly Asp Met Pro Asp Asp Arg Cys Thr Gly GIn Ser Ala Asp Cys
50 55 60
Pro Arg Tyr His
65

<210>2

<211>68

<212> PRT

<213> Artificial Sequence

<220>

<221> VARIANT

<222>9,40,41, 42,43, 46,47, 48, 50, 52, 53, 65, 66, 67, 68
<223> Xaa = Any Amino Acid



<220>
<223> Rhodostomin mutant

<400> 2
Gly Lys Glu Cys Asp Cys Ser Ser Pro Glu Asn Pro Cys Cys Asp Ala
1 5 10 15
Ala Thr Cys Lys Leu Arg Pro Gly Ala GIn Cys Gly Glu Glu Leu Cys
20 25 30
Cys Glu GlIn Cys Lys Phe Xaa Xaa Xaa Xaa Xaa lle Cys Xaa Xaa Xaa
35 40 45
Arg Xaa Asp Xaa Xaa Asp Asp Arg Cys Thr Gly GIn Ser Ala Asp Cys
50 55 60
Xaa Xaa Xaa Xaa
65

<210>3
<211>70

<212> PRT
<213> Unknown

<220>
<223> Rhodostomin mutant

<400> 3
Gly Glu Glu Cys Asp Cys Gly Ser Pro Ser Asn Pro Cys Cys Asp Ala
1 5 10 15
Ala Thr Cys Lys Leu Arg Pro Gly Ala GIn Cys Ala Asp Gly Leu Cys
20 25 30
Cys Asp GIn Cys Arg Phe Lys Lys Lys Arg Thr lle Cys Arg lle Ala
35 40 45
Arg Gly Asp Phe Pro Asp Asp Arg Cys Thr Gly GIn Ser Ala Asp Cys
50 55 60
Pro Arg Trp Asn Gly Leu
65 70

<210>4
<211>49

<212> PRT
<213> Unknown

<220>
<223> Echistatin

<400> 4
GlIn Cys Glu Ser Gly Pro Cys Cys Arg Asn Cys Lys Phe Leu Lys Glu
1 5 10 15



Gly Thr lle Cys Lys Arg Ala Arg Gly Asp Asp Met Asp Asp Tyr Cys
20 25 30
Asn Gly Lys Thr Cys Asp Cys Pro Arg Asn Pro His Lys Gly Pro Ala
35 40 45
Thr

<210>5
<211>73
<212>PRT
<213> unknown

<220>
<223> Trimucrin

<400> 5
Glu Ala Gly Glu Glu Cys Asp Cys Gly Ser Pro Glu Asn Pro Cys Cys
1 5 10 15
Asp Ala Ala Thr Cys Lys Leu Arg Pro Gly Ala GIn Cys Ala Glu Gly
20 25 30
Leu Cys Cys Asp GIn Cys Arg Phe Lys Lys Lys Arg Thr lle Cys Arg
35 40 45
Arg Ala Arg Gly Asp Asn Pro Asp Asp Arg Cys Thr Gly GIn Ser Ala
50 55 60
Asp Cys Pro Arg Asn Gly Leu Tyr Gly
65 70

<210>6
<211>73

<212> PRT
<213> Unknown

<220>
<223> Elegantin

<400> 6
Glu Ala Gly Glu Glu Cys Asp Cys Gly Ser Pro Glu Asn Pro Cys Cys
1 5 10 15
Asp Ala Ala Thr Cys Lys Leu Arg Pro Gly Ala GIn Cys Ala Asp Gly
20 25 30
Leu Cys Cys Asp GIn Cys Arg Phe Lys Lys Lys Arg Thr lle Cys Arg
35 40 45
Arg Ala Arg Gly Asp Asn Pro Asp Asp Arg Cys Thr Gly GIn Ser Ala
50 55 60
Asp Cys Pro Arg Asn Gly Leu Tyr Ser
65 70



<210>7
<211>62

<212> PRT
<213> Unknown

<220>
<223> Trigramin

<400> 7
Glu Ala Gly Glu Asp Cys Asp Cys Gly Ser Pro Ser Asn Pro Cys Cys
1 5 10 15
Asp Ala Ala Thr Cys Lys Leu lle Pro Gly Ala GIn Cys Gly Glu Gly
20 25 30
Leu Cys Cys Asp GIn Cys Ser Phe lle Glu Glu Gly Thr Val Cys Arg
35 40 45
lle Ala Arg Gly Asp Asp Leu Asp Asp Tyr Cys Asn Gly Arg
50 55 60

<210>8

<211>102

<212> PRT

<213> Artificial Sequence

<220>
<223> VEGFR1 extracellular domain D2

<400> 8
Val Val Leu Ser Pro Ser His Gly lle Glu Leu Ser Val Gly Glu Lys
1 5 10 15
Leu Val Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn Val Gly lle Asp
20 25 30
Phe Asn Trp Glu Tyr Pro Ser Ser Lys His Gln His Lys Lys Leu Val
35 40 45
Asn Arg Asp Leu Lys Thr GIn Ser Gly Ser Glu Met Lys Lys Phe Leu
50 55 60
Ser Thr Leu Thr lle Asp Gly Val Thr Arg Ser Asp GIn Gly Leu Tyr

65 70 75 80
Thr Cys Ala Ala Ser Ser Gly Leu Met Thr Lys Lys Asn Ser Thr Phe
85 90 95
Val Arg Val His Glu Lys
100
<210>9
<211>102
<212> PRT

<213> Artificial Sequence

<220>
<223> VEGFR2 extracellular domain D3



<400>9

Val Val Leu Ser Pro Ser His Gly lle Glu Leu Ser Val Gly Glu Lys

1 5 10 15

Leu Val Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn Val Gly lle Asp
20 25 30

Phe Asn Trp Glu Tyr Pro Ser Ser Lys His GlIn His Lys Lys Leu Val

35 40 45
Asn Arg Asp Leu Lys Thr GIn Ser Gly Ser Glu Met Lys Lys Phe Leu
50 55 60

Ser Thr Leu Thr lle Asp Gly Val Thr Arg Ser Asp GIn Gly Leu Tyr

65 70 75 80

Thr Cys Ala Ala Ser Ser Gly Leu Met Thr Lys Lys Asn Ser Thr Phe

85 90 95

Val Arg Val His Glu Lys

100

<210> 10

<211> 202

<212> PRT

<213> Artificial Sequence

<220>
<223> VEGFR1 extracellular domain D2/VEGFR2
extracellular domain D3

<400> 10

Gly Arg Pro Phe Val Glu Met Tyr Ser Glu lle Pro Glu lle lle His

1 5 10 15

Met Thr Glu Gly Arg Glu Leu Val lle Pro Cys Arg Val Thr Ser Pro
20 25 30

Asn lle Thr Val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu lle Pro

35 40 45
Asp Gly Lys Arg lle lle Trp Asp Ser Arg Lys Gly Phe lle lle Ser
50 55 60

Asn Ala Thr Tyr Lys Glu lle Gly Leu Leu Thr Cys Glu Ala Thr Val

65 70 75 80

Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg GIn Thr Asn

85 90 95

Thr lle Ile Asp Val Val Leu Ser Pro Ser His Gly lle Glu Leu Ser
100 105 110

Val Gly Glu Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn

115 120 125
Val Gly lle Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His GIn His
130 135 140

Lys Lys Leu Val Asn Arg Asp Leu Lys Thr GIn Ser Gly Ser Glu Met

145 150 155 160

Lys Lys Phe Leu Ser Thr Leu Thr lle Asp Gly Val Thr Arg Ser Asp

165 170 175
GlIn Gly Leu Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met Thr Lys Lys



180 185 190
Asn Ser Thr Phe Val Arg Val His Glu Lys
195 200

<210>11

<211> 299

<212> PRT

<213> Artificial Sequence

<220>
<223> PDGFR-beta extracellular domains D1-D3

<400> 11
GlIn Gly Leu Val Val Thr Pro Pro Gly Pro Glu Leu Val Leu Asn Val
1 5 10 15
Ser Ser Thr Phe Val Leu Thr Cys Ser Gly Ser Ala Pro Val Val Trp
20 25 30
Glu Arg Met Ser GIn Glu Pro Pro GIn Glu Met Ala Lys Ala GIn Asp
35 40 45
Gly Thr Phe Ser Ser Val Leu Thr Leu Thr Asn Leu Thr Gly Leu Asp
50 55 60
Thr Gly Glu Tyr Phe Cys Thr His Asn Asp Ser Arg Gly Leu Glu Thr
65 70 75 80
Asp Glu Arg Lys Arg Leu Tyr lle Phe Val Pro Asp Pro Thr Val Gly
85 90 95
Phe Leu Pro Asn Asp Ala Glu Glu Leu Phe lle Phe Leu Thr Glu lle
100 105 110
Thr Glu lle Thr lle Pro Cys Arg Val Thr Asp Pro GIn Leu Val Val
115 120 125
Thr Leu His Glu Lys Lys Gly Asp Val Ala Leu Pro Val Pro Tyr Asp
130 135 140
His GIn Arg Gly Phe Phe Gly lle Phe Glu Asp Arg Ser Tyr lle Cys
145 150 155 160
Lys Thr Thr lle Gly Asp Arg Glu Val Asp Ser Asp Ala Tyr Tyr Val
165 170 175
Tyr Arg Leu GIn Val Ser Ser lle Asn Val Ser Val Asn Ala Val GIn
180 185 190
Thr Val Val Arg GIn Gly Glu Asn lle Thr Leu Met Cys lle Val lle
195 200 205
Gly Asn Glu Val Val Asn Phe Glu Trp Thr Tyr Pro Arg Lys Glu Ser
210 215 220
Gly Arg Leu Val Glu Pro Val Thr Asp Phe Leu Leu Asp Met Pro Tyr
225 230 235 240
His lle Arg Ser lle Leu His lle Pro Ser Ala Glu Leu Glu Asp Ser
245 250 255
Gly Thr Tyr Thr Cys Asn Val Thr Glu Ser Val Asn Asp His GIn Asp
260 265 270
Glu Lys Ala lle Asn lle Thr Val Val Glu Ser Gly Tyr Val Arg Leu
275 280 285
Leu Gly Glu Val Gly Thr Leu GIn Phe Ala Glu



290 295

<210> 12

<211>70

<212> PRT

<213> Artificial Sequence

<220>
<223> Rhodostomin variant KG-WN

<400> 12
Gly Lys Glu Cys Asp Cys Ser Ser Pro Glu Asn Pro Cys Cys Asp Ala
1 5 10 15
Ala Thr Cys Lys Leu Arg Pro Gly Ala GIn Cys Gly Glu Gly Leu Cys
20 25 30
Cys Glu GIn Cys Lys Phe Lys Lys Ala Arg Thr lle Cys Ala Arg Gly
35 40 45
Arg Gly Asp Asn Pro Asp Asp Arg Cys Thr Gly GIn Ser Ala Asp Cys
50 55 60
Pro Arg Trp Asn Asp Leu
65 70

<210> 13

<211> 68

<212> PRT

<213> Artificial Sequence

<220>
<223> Rhodostomin variant KG

<400> 13
Gly Lys Glu Cys Asp Cys Ser Ser Pro Glu Asn Pro Cys Cys Asp Ala
1 5 10 15
Ala Thr Cys Lys Leu Arg Pro Gly Ala GIn Cys Gly Glu Gly Leu Cys
20 25 30
Cys Glu GIn Cys Lys Phe Lys Lys Ala Arg Thr lle Cys Ala Arg Gly
35 40 45
Arg Gly Asp Asn Pro Asp Asp Arg Cys Thr Gly GIn Ser Ala Asp Cys
50 55 60
Pro Arg Tyr His
65

<210> 14

<211> 68

<212> PRT

<213> Artificial Sequence

<220>



<223> Rhodostomin variant KA

<400> 14
Gly Lys Glu Cys Asp Cys Ser Ser Pro Glu Asn Pro Cys Cys Asp Ala
1 5 10 15
Ala Thr Cys Lys Leu Arg Pro Gly Ala GIn Cys Gly Glu Gly Leu Cys
20 25 30
Cys Glu GlIn Cys Lys Phe Lys Lys Ala Arg Thr lle Cys Ala Arg Ala
35 40 45
Arg Gly Asp Asn Pro Asp Asp Arg Cys Thr Gly Gln Ser Ala Asp Cys
50 55 60
Pro Arg Tyr His
65

<210> 15

<211>517

<212> PRT

<213> Artificial Sequence

<220>
<223> Fusion of VEGFR1 D2/VEGFR2 D3 and Rhodostomin
variant KG-WN

<400> 15
Gly Arg Pro Phe Val Glu Met Tyr Ser Glu lle Pro Glu lle lle His
1 5 10 15
Met Thr Glu Gly Arg Glu Leu Val lle Pro Cys Arg Val Thr Ser Pro
20 25 30
Asn lle Thr Val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu lle Pro
35 40 45
Asp Gly Lys Arg lle lle Trp Asp Ser Arg Lys Gly Phe lle lle Ser
50 55 60
Asn Ala Thr Tyr Lys Glu lle Gly Leu Leu Thr Cys Glu Ala Thr Val
65 70 75 80
Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg GIn Thr Asn
85 90 95
Thr lle Ile Asp Val Val Leu Ser Pro Ser His Gly lle Glu Leu Ser
100 105 110
Val Gly Glu Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn
115 120 125
Val Gly lle Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His GIn His
130 135 140
Lys Lys Leu Val Asn Arg Asp Leu Lys Thr GIn Ser Gly Ser Glu Met
145 150 155 160
Lys Lys Phe Leu Ser Thr Leu Thr lle Asp Gly Val Thr Arg Ser Asp
165 170 175
GlIn Gly Leu Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met Thr Lys Lys
180 185 190
Asn Ser Thr Phe Val Arg Val His Glu Lys Gly Pro Gly Asp Lys Thr
195 200 205



His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser
210 215 220
Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg
225 230 235 240
Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
245 250 255
Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
260 265 270
Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val
275 280 285
Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
290 295 300
Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr
305 310 315 320
lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu
325 330 335
Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys
340 345 350
Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser
355 360 365
Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
370 375 380
Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
385 390 395 400
Arg Trp GlIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
405 410 415
Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
420 425 430
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
435 440 445
Lys Glu Cys Asp Cys Ser Ser Pro Glu Asn Pro Cys Cys Asp Ala Ala
450 455 460
Thr Cys Lys Leu Arg Pro Gly Ala GIn Cys Gly Glu Gly Leu Cys Cys

465 470 475 480
Glu GIn Cys Lys Phe Lys Lys Ala Arg Thr lle Cys Ala Arg Gly Arg
485 490 495
Gly Asp Asn Pro Asp Asp Arg Cys Thr Gly GIn Ser Ala Asp Cys Pro
500 505 510
Arg Trp Asn Asp Leu
515
<210> 16
<211>516
<212> PRT

<213> Artificial Sequence

<220>
<223> Fusion of VEGFR1 D2/VEGFR2 D3 and Rhodostomin
variant KG



<400> 16
Ser Gly Gly Arg Pro Phe Val Glu Met Tyr Ser Glu lle Pro Glu lle
1 5 10 15

lle His Met Thr Glu Gly Arg Glu Leu Val lle Pro Cys Arg Val Thr
20 25 30

Ser Pro Asn lle Thr Val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu
35 40 45

Ile Pro Asp Gly Lys Arg lle lle Trp Asp Ser Arg Lys Gly Phe lle
50 55 60

lle Ser Asn Ala Thr Tyr Lys Glu lle Gly Leu Leu Thr Cys Glu Ala
65 70 75 80

Thr Val Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg GIn
85 90 95

Thr Asn Thr lle lle Asp Val Val Leu Ser Pro Ser His Gly lle Glu
100 105 110

Leu Ser Val Gly Glu Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu
115 120 125

Leu Asn Val Gly lle Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His
130 135 140

Gln His Lys Lys Leu Val Asn Arg Asp Leu Lys Thr GIn Ser Gly Ser
145 150 155 160

Glu Met Lys Lys Phe Leu Ser Thr Leu Thr lle Asp Gly Val Thr Arg
165 170 175

Ser Asp GIn Gly Leu Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met Thr
180 185 190

Lys Lys Asn Ser Thr Phe Val Arg Val His Glu Lys Gly Pro Gly Asp
195 200 205



Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly
210 215 220

Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle
225 230 235 240

Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
245 250 255

Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
260 265 270

Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg
275 280 285

Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys
290 295 300

Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu
305 310 315 320

Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GlIn Val Tyr
325 330 335

Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu
340 345 350

Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp
355 360 365

Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val
370 375 380

Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
385 390 395 400

Lys Ser Arg Trp GIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His



405 410 415

Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro
420 425 430

Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
435 440 445

Gly Lys Glu Cys Asp Cys Ser Ser Pro Glu Asn Pro Cys Cys Asp Ala
450 455 460

Ala Thr Cys Lys Leu Arg Pro Gly Ala GIn Cys Gly Glu Gly Leu Cys
465 470 475 480

Cys Glu GIn Cys Lys Phe Lys Lys Ala Arg Thr lle Cys Ala Arg Gly
485 490 495

Arg Gly Asp Asn Pro Asp Asp Arg Cys Thr Gly GIn Ser Ala Asp Cys
500 505 510

Pro Arg Tyr His
515

<210> 17

<211>515

<212> PRT

<213> Artificial Sequence

<220>
<223> Fusion of VEGFR1 D2/VEGFR2 D3 and Rhodostomin
variant KA

<400> 17
Gly Arg Pro Phe Val Glu Met Tyr Ser Glu lle Pro Glu lle lle His
1 5 10 15
Met Thr Glu Gly Arg Glu Leu Val lle Pro Cys Arg Val Thr Ser Pro
20 25 30
Asn lle Thr Val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu lle Pro
35 40 45
Asp Gly Lys Arg lle lle Trp Asp Ser Arg Lys Gly Phe lle Ile Ser
50 55 60
Asn Ala Thr Tyr Lys Glu lle Gly Leu Leu Thr Cys Glu Ala Thr Val



65 70 75 80
Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg GlIn Thr Asn

85 90 95
Thr lle Ile Asp Val Val Leu Ser Pro Ser His Gly lle Glu Leu Ser
100 105 110

Val Gly Glu Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn
115 120 125
Val Gly lle Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His GIn His
130 135 140
Lys Lys Leu Val Asn Arg Asp Leu Lys Thr GIn Ser Gly Ser Glu Met
145 150 155 160
Lys Lys Phe Leu Ser Thr Leu Thr lle Asp Gly Val Thr Arg Ser Asp
165 170 175
GlIn Gly Leu Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met Thr Lys Lys
180 185 190
Asn Ser Thr Phe Val Arg Val His Glu Lys Gly Pro Gly Asp Lys Thr
195 200 205
His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser
210 215 220
Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg
225 230 235 240
Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
245 250 255
Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
260 265 270
Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val
275 280 285
Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
290 295 300
Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr
305 310 315 320
lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu
325 330 335
Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys
340 345 350
Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser
355 360 365
Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
370 375 380
Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
385 390 395 400
Arg Trp GIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
405 410 415
Leu His Asn His Tyr Thr GlIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
420 425 430
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
435 440 445
Lys Glu Cys Asp Cys Ser Ser Pro Glu Asn Pro Cys Cys Asp Ala Ala
450 455 460
Thr Cys Lys Leu Arg Pro Gly Ala GIn Cys Gly Glu Gly Leu Cys Cys
465 470 475 480



Glu GIn Cys Lys Phe Lys Lys Ala Arg Thr lle Cys Ala Arg Ala Arg
485 490 495
Gly Asp Asn Pro Asp Asp Arg Cys Thr Gly GIn Ser Ala Asp Cys Pro
500 505 510
Arg Tyr His
515

<210> 18

<211>514

<212> PRT

<213> Artificial Sequence

<220>
<223> Fusion of Eylea and Rhodostomin variant KG

<400> 18

Ser Asp Thr Gly Arg Pro Phe Val Glu Met Tyr Ser Glu lle Pro Glu

1 5 10 15

lle lle His Met Thr Glu Gly Arg Glu Leu Val lle Pro Cys Arg Val
20 25 30

Thr Ser Pro Asn lle Thr Val Thr Leu Lys Lys Phe Pro Leu Asp Thr
35 40 45
Leu lle Pro Asp Gly Lys Arg lle lle Trp Asp Ser Arg Lys Gly Phe
50 55 60
lle lle Ser Asn Ala Thr Tyr Lys Glu lle Gly Leu Leu Thr Cys Glu
65 70 75 80
Ala Thr Val Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg
85 90 95
GIn Thr Asn Thr lle lle Asp Val Val Leu Ser Pro Ser His Gly lle
100 105 110
Glu Leu Ser Val Gly Glu Lys Leu Val Leu Asn Cys Thr Ala Arg Thr
115 120 125
Glu Leu Asn Val Gly lle Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys
130 135 140
His GIn His Lys Lys Leu Val Asn Arg Asp Leu Lys Thr GIn Ser Gly
145 150 155 160
Ser Glu Met Lys Lys Phe Leu Ser Thr Leu Thr lle Asp Gly Val Thr
165 170 175
Arg Ser Asp GIn Gly Leu Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met
180 185 190
Thr Lys Lys Asn Ser Thr Phe Val Arg Val His Glu Lys Asp Lys Thr
195 200 205
His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser
210 215 220
Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg
225 230 235 240
Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
245 250 255
Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
260 265 270



Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val
275 280 285
Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr
290 295 300
Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr
305 310 315 320
Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu
325 330 335
Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys
340 345 350
Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser
355 360 365
Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
370 375 380
Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
385 390 395 400
Arg Trp GlIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
405 410 415
Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Gly
420 425 430
Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Lys
435 440 445
Glu Cys Asp Cys Ser Ser Pro Glu Asn Pro Cys Cys Asp Ala Ala Thr
450 455 460
Cys Lys Leu Arg Pro Gly Ala GIn Cys Gly Glu Gly Leu Cys Cys Glu

465 470 475 480
Gln Cys Lys Phe Lys Lys Ala Arg Thr lle Cys Ala Arg Gly Arg Gly
485 490 495

Asp Asn Pro Asp Asp Arg Cys Thr Gly GIn Ser Ala Asp Cys Pro Arg
500 505 510

Tyr His

<210> 19

<211> 1551

<212> DNA

<213> Artificial Sequence

<220>
<223> nucleotide sequence of fusion protein of SEQ ID
NO: 16

<400> 19

agcggeggaa ggectttegt cgagatgtac agegagatcce ccgagatcat tcacatgacc 60
gaaggcaggg agctcgtgat cccttgeagg gtcacatccc ccaacatcac cgtcaccctec 120
aagaagttcc ccctggatac cctcatcecc gacggcaage ggatcatttg ggatageegg 180
aagggcttca tcatctccaa cgetacctac aaagaaattg gactgetgac ctgegaggcet 240
accgtcaacg gecacctcta taagaccaac tacctgaccc acaggcagac caataccatc 300
atcgatgtgg tcctcagece cagecacgga atcgaactgt ccgtgggega gaagetggtc 360
ctgaactgta cagccaggac agaactcaac gtgggcatcg acttcaactg ggagtaccct 420



agctccaagce accagcacaa gaagctggtc aaccgggacc tgaagaccca gtecggetec 480
gaaatgaaga agttcctgtc caccctcacc atcgatggag tcacccggag cgatcaggga 540
ctgtatacct gcgecgecte ctecggectg atgacaaaga agaacagcac cttegtgegg 600
gtgcacgaga aaggccccgg cgacaagaca cacacctgec cteectgecce cgeccecgag 660
ctgcteggeg gacccagegt gttectgtte cccectaage ccaaggacac ccteatgate 720
agcaggaccc ctgaggtgac atgcgtcgtc gtggacgtga gccatgaaga ccccgaggtg 780
aagttcaact ggtatgtgga cggcgtcgag gtgcataacg ccaagaccaa accccgggag 840
gagcaataca acagcacata cagggtggtg tccgtgetga ccgtectgea ccaggattgg 900
ctgaacggca aagagtataa gtgcaaggtg agcaacaaag ccctgeccgce tcccatecgag 960
aagacaatct ccaaggccaa gggccaaccc agggagectc aggtgtacac actgectect 1020
tccegggacg agetgacaaa aaaccaagtg agectgacct gectegtcaa gggettctac 1080
ccttcegata tegecgtgga gtgggagtcc aacggecage ctgagaacaa ctacaagacc 1140
accccteecg tgetegatte cgacggctcc ttettectet acagcaagcet cacagtggac 1200
aaatcccggt ggcagcaggg caatgtgttc agetgttceg tgatgcacga ggecctecac 1260
aatcactaca cccagaagag cctgtcectg tcccccggeg gaggeggegg ctecggegga 1320
ggcggcteeg geggeggegg atccggaaaa gagtgegatt gecagetecce cgagaaccce 1380
tgctgegatg ccgetacatg caaactgegg cctggagecc agtgtggaga aggectgtge 1440
tgcgagcagt gcaagttcaa gaaggceccgg accatttgtg ctaggggecg gggagacaac 1500
cctgacgatc ggtgcaccgg ccaaagegct gactgtceccc ggtaccactg a 1551

<210> 20

<211>19

<212> PRT

<213> Artificial Sequence

<220>
<223> A Signal Peptide

<400> 20

Met Ala Trp Ala Leu Leu Leu Leu Thr Leu Leu Thr Arg Asp Thr Gly
1 5 10 15

Ser Trp Ala

<210>21

<211>57

<212>DNA

<213> Artificial Sequence

<220>
<223> Nucleotide Sequence of a Signal Peptide

<400> 21
atggcctggg ctectectget getgaccctg ctgacacggg acacaggate ctgggee 57

<210> 22

<211> 26

<212> PRT

<213> Artificial Sequence



<220>
<223> Signaling Peptide of Fusion Protein of SEQ ID NO: 18

<400> 22

Met Val Ser Tyr Trp Asp Thr Gly Val Leu Leu Cys Ala Leu Leu Ser
1 5 10 15

Cys Leu Leu Leu Thr Gly Ser Ser Ser Gly
20 25

<210> 23

<211> 431

<212> PRT

<213> Artificial Sequence

<220>
<223> VEGFR1 extracellular domain D2/VEGFR2 extracellular domain D3 fusion with human IgG 1 Fc
region

<400> 23
Asp Thr Gly Arg Pro Phe Val Glu Met Tyr Ser Glu lle Pro Glu lle
1 5 10 15

lle His Met Thr Glu Gly Arg Glu Leu Val lle Pro Cys Arg Val Thr
20 25 30

Ser Pro Asn lle Thr Val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu
35 40 45

lle Pro Asp Gly Lys Arg lle lle Trp Asp Ser Arg Lys Gly Phe lle
50 55 60

lle Ser Asn Ala Thr Tyr Lys Glu lle Gly Leu Leu Thr Cys Glu Ala
65 70 75 80

Thr Val Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg GIn
85 90 95

Thr Asn Thr lle lle Asp Val Val Leu Ser Pro Ser His Gly lle Glu
100 105 110



Leu Ser Val Gly Glu Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu
115 120 125

Leu Asn Val Gly lle Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His
130 135 140

GIn His Lys Lys Leu Val Asn Arg Asp Leu Lys Thr GlIn Ser Gly Ser
145 150 155 160

Glu Met Lys Lys Phe Leu Ser Thr Leu Thr lle Asp Gly Val Thr Arg
165 170 175

Ser Asp GIn Gly Leu Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met Thr
180 185 190

Lys Lys Asn Ser Thr Phe Val Arg Val His Glu Lys Asp Lys Thr His
195 200 205

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
210 215 220

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr
225 230 235 240

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
245 250 255

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
260 265 270

Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser
275 280 285

Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys
290 295 300

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr lle
305 310 315 320



Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro
325 330 335

Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys Leu
340 345 350

Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn
355 360 365

Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
370 375 380

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
385 390 395 400

Trp Gln GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
405 410 415

His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
420 425 430



