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<210>1

<211>184

<212> PRT

<213> Homo sapiens

<400> 1

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15



Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140



His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu Ile Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu

180

<210>2
<211>170
<212> PRT

<213> Homo sapiens

<400> 2

Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val

1 5 10 15

Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala

20 25 30

Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu

35 40 45



Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu

50 55 60

Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala

65 70 75 80

Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala

85 90 95

Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala

100 105 110

Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu

115 120 125

Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp Gin Leu

130 135 140

Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle

145 150 155 160

Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu

165 170



<210>3
<211>175
<212>PRT

<213> Homo sapiens

<400> 3

Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu

1 5 10 15

Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser

20 25 30

Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys

35 40 45

Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val

50 55 60

Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly

65 70 75 80

Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly

85 90 95



Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu

100 105 110

Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser

115 120 125

Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg

130 135 140

His Ala Trp GlIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg

145 150 155 160

Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu

165 170 175

<210>4
<211>203
<212> PRT

<213>Homo sapiens

<400> 4

Pro Trp Ala Val Ser Gly Ala Arg Ala Ser Pro Gly Ser Ala Ala Ser

1 5 10 15



Pro Arg Leu Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly

20 25 30

Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn

35 40 45

Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu

50 55 60

Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys

65 70 75 80

Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu

85 90 95

Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu

100 105 110

Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu

115 120 125

Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser

130 135 140



Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg

145 150 155 160

Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn

165 170 175

Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu

180 185 190

Ile Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu

195 200

<210>5
<211>378
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL (71-254) conectado mediante el enlazador (G4S)2 a hu-4-1BBL (71-254)

<400> 5

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15



Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140



His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu

195 200 205

Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val

210 215 220

Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala

225 230 235 240

Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu

245 250 255

Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu

260 265 270



Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala

275 280 285

Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala

290 295 300

Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala

305 310 315 320

Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu

325 330 335

Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu

340 345 350

Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle

355 360 365

Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu

370 375

<210>6
<211>194

<212> PRT



<213> Secuencia artificial

<220>

<223> hu 4-1BBL (71-254) mas (G4S)2

<400> 6

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95



Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser

<210>13
<211>10
<212> PRT

<213> Secuencia artificial



<220>

<223> enlazador peptidico (G4S)2

<400> 13

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

1 5 10

<210> 14
<211>718
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (71-254) mdas CH1 mas cadena Fc pomo

<400> 14

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45



Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175



Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu

195 200 205

Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val

210 215 220

Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala

225 230 235 240

Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu

245 250 255

Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu

260 265 270

Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala

275 280 285

Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala

290 295 300



Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala

305 310 315 320

Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu

325 330 335

Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu

340 345 350

Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle

355 360 365

Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly

370 375 380

Gly Gly Gly Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala

385 390 395 400

Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu

405 410 415

Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly

420 425 430



Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser

435 440 445

Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu

450 455 460

Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr

465 470 475 480

Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr

485 490 495

Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe

500 505 510

Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro

515 520 525

Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val

530 535 540

Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr

545 550 555 560



Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val

565 570 575

Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys

580 585 590

Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle Glu Lys Thr lle Ser

595 600 605

Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro

610 615 620

Cys Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Trp Cys Leu Val

625 630 635 640

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

645 650 655

GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp

660 665 670

Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp

675 680 685



GlIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His

690 695 700

Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys

705 710 715

<210> 15
<211>301
<212> PRT

<213> Secuencia artificial

<220>

<223>hu 4-1BBL (71-254) -CL

<400> 15

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45



Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175



Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser

195 200 205

Asp Glu GIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn

210 215 220

Asn Phe Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala

225 230 235 240

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

245 250 255

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

260 265 270

Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu

275 280 285

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

290 295 300



<210> 28
<211>702
<212> PRT

<213> Homo sapiens

<400> 28

Met Glu Ser Pro Ser Ala Pro Pro His Arg Trp Cys lle Pro Trp GIn

1 5 10 15

Arg Leu Leu Leu Thr Ala Ser Leu Leu Thr Phe Trp Asn Pro Pro Thr

20 25 30

Thr Ala Lys Leu Thr lle Glu Ser Thr Pro Phe Asn Val Ala Glu Gly

35 40 45

Lys Glu Val Leu Leu Leu Val His Asn Leu Pro Gln His Leu Phe Gly

50 55 60

Tyr Ser Trp Tyr Lys Gly Glu Arg Val Asp Gly Asn Arg GIn lle lle

65 70 75 80

Gly Tyr Val lle Gly Thr GIn GIn Ala Thr Pro Gly Pro Ala Tyr Ser

85 90 95



Gly Arg Glu lle lle Tyr Pro Asn Ala Ser Leu Leu lle GIn Asn lle

100 105 110

Ile GIn Asn Asp Thr Gly Phe Tyr Thr Leu His Val lle Lys Ser Asp

115 120 125

Leu Val Asn Glu Glu Ala Thr Gly GIn Phe Arg Val Tyr Pro Glu Leu

130 135 140

Pro Lys Pro Ser lle Ser Ser Asn Asn Ser Lys Pro Val Glu Asp Lys

145 150 155 160

Asp Ala Val Ala Phe Thr Cys Glu Pro Glu Thr GIn Asp Ala Thr Tyr

165 170 175

Leu Trp Trp Val Asn Asn GIn Ser Leu Pro Val Ser Pro Arg Leu GIn

180 185 190

Leu Ser Asn Gly Asn Arg Thr Leu Thr Leu Phe Asn Val Thr Arg Asn

195 200 205

Asp Thr Ala Ser Tyr Lys Cys Glu Thr GIn Asn Pro Val Ser Ala Arg

210 215 220



Arg Ser Asp Ser Val lle Leu Asn Val Leu Tyr Gly Pro Asp Ala Pro

225 230 235 240

Thr lle Ser Pro Leu Asn Thr Ser Tyr Arg Ser Gly Glu Asn Leu Asn

245 250 255

Leu Ser Cys His Ala Ala Ser Asn Pro Pro Ala GIn Tyr Ser Trp Phe

260 265 270

Val Asn Gly Thr Phe GIn GIn Ser Thr GIn Glu Leu Phe lle Pro Asn

275 280 285

Ile Thr Val Asn Asn Ser Gly Ser Tyr Thr Cys Gln Ala His Asn Ser

290 295 300

Asp Thr Gly Leu Asn Arg Thr Thr Val Thr Thr lle Thr Val Tyr Ala

305 310 315 320

Glu Pro Pro Lys Pro Phe lle Thr Ser Asn Asn Ser Asn Pro Val Glu

325 330 335

Asp Glu Asp Ala Val Ala Leu Thr Cys Glu Pro Glu lle GIn Asn Thr

340 345 350



Thr Tyr Leu Trp Trp Val Asn Asn GIn Ser Leu Pro Val Ser Pro Arg

355 360 365

Leu GIn Leu Ser Asn Asp Asn Arg Thr Leu Thr Leu Leu Ser Val Thr

370 375 380

Arg Asn Asp Val Gly Pro Tyr Glu Cys Gly lle GIn Asn Lys Leu Ser

385 390 395 400

Val Asp His Ser Asp Pro Val lle Leu Asn Val Leu Tyr Gly Pro Asp

405 410 415

Asp Pro Thr lle Ser Pro Ser Tyr Thr Tyr Tyr Arg Pro Gly Val Asn

420 425 430

Leu Ser Leu Ser Cys His Ala Ala Ser Asn Pro Pro Ala GIn Tyr Ser

435 440 445

Trp Leu lle Asp Gly Asn lle GIn GIn His Thr GIn Glu Leu Phe lle

450 455 460

Ser Asn lle Thr Glu Lys Asn Ser Gly Leu Tyr Thr Cys Gln Ala Asn

465 470 475 480



Asn Ser Ala Ser Gly His Ser Arg Thr Thr Val Lys Thr lle Thr Val

485 490 495

Ser Ala Glu Leu Pro Lys Pro Ser lle Ser Ser Asn Asn Ser Lys Pro

500 505 510

Val Glu Asp Lys Asp Ala Val Ala Phe Thr Cys Glu Pro Glu Ala GIn

515 520 525

Asn Thr Thr Tyr Leu Trp Trp Val Asn Gly GIn Ser Leu Pro Val Ser

530 535 540

Pro Arg Leu GIn Leu Ser Asn Gly Asn Arg Thr Leu Thr Leu Phe Asn

545 550 555 560

Val Thr Arg Asn Asp Ala Arg Ala Tyr Val Cys Gly lle GIn Asn Ser

565 570 575

Val Ser Ala Asn Arg Ser Asp Pro Val Thr Leu Asp Val Leu Tyr Gly

580 585 590

Pro Asp Thr Pro lle Ile Ser Pro Pro Asp Ser Ser Tyr Leu Ser Gly

595 600 605



Ala Asn Leu Asn Leu Ser Cys His Ser Ala Ser Asn Pro Ser Pro GIn

610 615 620

Tyr Ser Trp Arg lle Asn Gly lle Pro GIn GIn His Thr GIn Val Leu

625 630 635 640

Phe lle Ala Lys lle Thr Pro Asn Asn Asn Gly Thr Tyr Ala Cys Phe

645 650 655

Val Ser Asn Leu Ala Thr Gly Arg Asn Asn Ser lle Val Lys Ser lle

660 665 670

Thr Val Ser Ala Ser Gly Thr Ser Pro Gly Leu Ser Ala Gly Ala Thr

675 680 685

Val Gly lle Met lle Gly Val Leu Val Gly Val Ala Leu lle

690 695 700

<210> 29
<211> 2322
<212> PRT

<213>Homo sapiens



<400> 29

Met GIn Ser Gly Pro Arg Pro Pro Leu Pro Ala Pro Gly Leu Ala Leu

1 5 10 15

Ala Leu Thr Leu Thr Met Leu Ala Arg Leu Ala Ser Ala Ala Ser Phe

20 25 30

Phe Gly Glu Asn His Leu Glu Val Pro Val Ala Thr Ala Leu Thr Asp

35 40 45

Ile Asp Leu GIn Leu GIn Phe Ser Thr Ser GIn Pro Glu Ala Leu Leu

50 55 60

Leu Leu Ala Ala Gly Pro Ala Asp His Leu Leu Leu GIn Leu Tyr Ser

65 70 75 80

Gly Arg Leu GIn Val Arg Leu Val Leu Gly GIn Glu Glu Leu Arg Leu

85 90 95

GIn Thr Pro Ala Glu Thr Leu Leu Ser Asp Ser lle Pro His Thr Val

100 105 110



Val Leu Thr Val Val Glu Gly Trp Ala Thr Leu Ser Val Asp Gly Phe

115 120 125

Leu Asn Ala Ser Ser Ala Val Pro Gly Ala Pro Leu Glu Val Pro Tyr

130 135 140

Gly Leu Phe Val Gly Gly Thr Gly Thr Leu Gly Leu Pro Tyr Leu Arg

145 150 155 160

Gly Thr Ser Arg Pro Leu Arg Gly Cys Leu His Ala Ala Thr Leu Asn

165 170 175

Gly Arg Ser Leu Leu Arg Pro Leu Thr Pro Asp Val His Glu Gly Cys

180 185 190

Ala Glu Glu Phe Ser Ala Ser Asp Asp Val Ala Leu Gly Phe Ser Gly

195 200 205

Pro His Ser Leu Ala Ala Phe Pro Ala Trp Gly Thr GIn Asp Glu Gly

210 215 220

Thr Leu Glu Phe Thr Leu Thr Thr GIn Ser Arg GIn Ala Pro Leu Ala

225 230 235 240



Phe GIn Ala Gly Gly Arg Arg Gly Asp Phe lle Tyr Val Asp lle Phe

245 250 255

Glu Gly His Leu Arg Ala Val Val Glu Lys Gly GIn Gly Thr Val Leu

260 265 270

Leu His Asn Ser Val Pro Val Ala Asp Gly GIn Pro His Glu Val Ser

275 280 285

Val His Ile Asn Ala His Arg Leu Glu lle Ser Val Asp GIn Tyr Pro

290 295 300

Thr His Thr Ser Asn Arg Gly Val Leu Ser Tyr Leu Glu Pro Arg Gly

305 310 315 320

Ser Leu Leu Leu Gly Gly Leu Asp Ala Glu Ala Ser Arg His Leu GIn

325 330 335

Glu His Arg Leu Gly Leu Thr Pro Glu Ala Thr Asn Ala Ser Leu Leu

340 345 350

Gly Cys Met Glu Asp Leu Ser Val Asn Gly GIn Arg Arg Gly Leu Arg

355 360 365



Glu Ala Leu Leu Thr Arg Asn Met Ala Ala Gly Cys Arg Leu Glu Glu

370 375 380

Glu Glu Tyr Glu Asp Asp Ala Tyr Gly His Tyr Glu Ala Phe Ser Thr

385 390 395 400

Leu Ala Pro Glu Ala Trp Pro Ala Met Glu Leu Pro Glu Pro Cys Val

405 410 415

Pro Glu Pro Gly Leu Pro Pro Val Phe Ala Asn Phe Thr GIn Leu Leu

420 425 430

Thr lle Ser Pro Leu Val Val Ala Glu Gly Gly Thr Ala Trp Leu Glu

435 440 445

Trp Arg His Val GIn Pro Thr Leu Asp Leu Met Glu Ala Glu Leu Arg

450 455 460

Lys Ser GIn Val Leu Phe Ser Val Thr Arg Gly Ala Arg His Gly Glu

465 470 475 480

Leu Glu Leu Asp lle Pro Gly Ala GIn Ala Arg Lys Met Phe Thr Leu

485 490 495



Leu Asp Val Val Asn Arg Lys Ala Arg Phe lle His Asp Gly Ser Glu

500 505 510

Asp Thr Ser Asp GIn Leu Val Leu Glu Val Ser Val Thr Ala Arg Val

515 520 525

Pro Met Pro Ser Cys Leu Arg Arg Gly GIn Thr Tyr Leu Leu Pro lle

530 535 540

GIn Val Asn Pro Val Asn Asp Pro Pro His lle lle Phe Pro His Gly

545 550 555 560

Ser Leu Met Val lle Leu Glu His Thr GIn Lys Pro Leu Gly Pro Glu

565 570 575

Val Phe GIn Ala Tyr Asp Pro Asp Ser Ala Cys Glu Gly Leu Thr Phe

580 585 590

GIn Val Leu Gly Thr Ser Ser Gly Leu Pro Val Glu Arg Arg Asp GIn

595 600 605

Pro Gly Glu Pro Ala Thr Glu Phe Ser Cys Arg Glu Leu Glu Ala Gly

610 615 620



Ser Leu Val Tyr Val His Arg Gly Gly Pro Ala GIn Asp Leu Thr Phe

625 630 635 640

Arg Val Ser Asp Gly Leu GIn Ala Ser Pro Pro Ala Thr Leu Lys Val

645 650 655

Val Ala lle Arg Pro Ala lle GIn lle His Arg Ser Thr Gly Leu Arg

660 665 670

Leu Ala GIn Gly Ser Ala Met Pro lle Leu Pro Ala Asn Leu Ser Val

675 680 685

Glu Thr Asn Ala Val Gly GIn Asp Val Ser Val Leu Phe Arg Val Thr

690 695 700

Gly Ala Leu GIn Phe Gly Glu Leu GIn Lys GIn Gly Ala Gly Gly Val

705 710 715 720

Glu Gly Ala Glu Trp Trp Ala Thr GIn Ala Phe His GIn Arg Asp Val

725 730 735

Glu GIn Gly Arg Val Arg Tyr Leu Ser Thr Asp Pro Gln His His Ala

740 745 750



Tyr Asp Thr Val Glu Asn Leu Ala Leu Glu Val GIn Val Gly GIn Glu

755 760 765

Ile Leu Ser Asn Leu Ser Phe Pro Val Thr lle GIn Arg Ala Thr Val

770 775 780

Trp Met Leu Arg Leu Glu Pro Leu His Thr GIn Asn Thr GIn GIn Glu

785 790 795 800

Thr Leu Thr Thr Ala His Leu Glu Ala Thr Leu Glu Glu Ala Gly Pro

805 810 815

Ser Pro Pro Thr Phe His Tyr Glu Val Val GIn Ala Pro Arg Lys Gly

820 825 830

Asn Leu GIn Leu GIn Gly Thr Arg Leu Ser Asp Gly GIn Gly Phe Thr

835 840 845

GIn Asp Asp lle GIn Ala Gly Arg Val Thr Tyr Gly Ala Thr Ala Arg

850 855 860

Ala Ser Glu Ala Val Glu Asp Thr Phe Arg Phe Arg Val Thr Ala Pro

865 870 875 880



Pro Tyr Phe Ser Pro Leu Tyr Thr Phe Pro lle His lle Gly Gly Asp

885 890 895

Pro Asp Ala Pro Val Leu Thr Asn Val Leu Leu Val Val Pro Glu Gly

900 905 910

Gly Glu Gly Val Leu Ser Ala Asp His Leu Phe Val Lys Ser Leu Asn

915 920 925

Ser Ala Ser Tyr Leu Tyr Glu Val Met Glu Arg Pro Arg His Gly Arg

930 935 940

Leu Ala Trp Arg Gly Thr GIn Asp Lys Thr Thr Met Val Thr Ser Phe

945 950 955 960

Thr Asn Glu Asp Leu Leu Arg Gly Arg Leu Val Tyr GIn His Asp Asp

965 970 975

Ser Glu Thr Thr Glu Asp Asp lle Pro Phe Val Ala Thr Arg GIn Gly

980 985 990

Glu Ser Ser Gly Asp Met Ala Trp Glu Glu Val Arg Gly Val Phe Arg

995 1000 1005



Val Ala Ile GIn Pro Val Asn Asp His Ala Pro Val GIn Thr lle

1010 1015 1020

Ser Arg lle Phe His Val Ala Arg Gly Gly Arg Arg Leu Leu Thr

1025 1030 1035

Thr Asp Asp Val Ala Phe Ser Asp Ala Asp Ser Gly Phe Ala Asp

1040 1045 1050

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

1055 1060 1065

Val Ala Val Asp Glu Pro Thr Arg Pro lle Tyr Arg Phe Thr Gin

1070 1075 1080

Glu Asp Leu Arg Lys Arg Arg Val Leu Phe Val His Ser Gly Ala

1085 1090 1095

Asp Arg Gly Trp lle GIn Leu GIn Val Ser Asp Gly GlIn His GIn

1100 1105 1110

Ala Thr Ala Leu Leu Glu Val GIn Ala Ser Glu Pro Tyr Leu Arg

1115 1120 1125



Val Ala Asn Gly Ser Ser Leu Val Val Pro GIn Gly Gly GIn Gly

1130 1135 1140

Thrlle Asp Thr Ala Val Leu His Leu Asp Thr Asn Leu Asp lle

1145 1150 1155

Arg Ser Gly Asp Glu Val His Tyr His Val Thr Ala Gly Pro Arg

1160 1165 1170

Trp Gly GIn Leu Val Arg Ala Gly GIn Pro Ala Thr Ala Phe Ser

1175 1180 1185

GIn GIn Asp Leu Leu Asp Gly Ala Val Leu Tyr Ser His Asn Gly

1190 1195 1200

Ser Leu Ser Pro Arg Asp Thr Met Ala Phe Ser Val Glu Ala Gly

1205 1210 1215

Pro Val His Thr Asp Ala Thr Leu GIn Val Thrlle Ala Leu Glu

1220 1225 1230

Gly Pro Leu Ala Pro Leu Lys Leu Val Arg His Lys Lys lle Tyr

1235 1240 1245



Val Phe GIn Gly Glu Ala Ala Glu lle Arg Arg Asp GIn Leu Glu

1250 1255 1260

Ala Ala GIn Glu Ala Val Pro Pro Ala Asp lle Val Phe Ser Val

1265 1270 1275

Lys Ser Pro Pro Ser Ala Gly Tyr Leu Val Met Val Ser Arg Gly

1280 1285 1290

Ala Leu Ala Asp Glu Pro Pro Ser Leu Asp Pro Val GIn Ser Phe

1295 1300 1305

Ser GIn Glu Ala Val Asp Thr Gly Arg Val Leu Tyr Leu His Ser

1310 1315 1320

Arg Pro Glu Ala Trp Ser Asp Ala Phe Ser Leu Asp Val Ala Ser

1325 1330 1335

Gly Leu Gly Ala Pro Leu Glu Gly Val Leu Val Glu Leu Glu Val

1340 1345 1350

Leu Pro Ala Ala lle Pro Leu Glu Ala Gln Asn Phe Ser Val Pro

1355 1360 1365



Glu Gly Gly Ser Leu Thr Leu Ala Pro Pro Leu Leu Arg Val Ser

1370 1375 1380

Gly Pro Tyr Phe Pro Thr Leu Leu Gly Leu Ser Leu GIn Val Leu

1385 1390 1395

Glu Pro Pro GIn His Gly Ala Leu GIn Lys Glu Asp Gly Pro GIn

1400 1405 1410

Ala Arg Thr Leu Ser Ala Phe Ser Trp Arg Met Val Glu Glu GIn

1415 1420 1425

Leu lle Arg Tyr Val His Asp Gly Ser Glu Thr Leu Thr Asp Ser

1430 1435 1440

Phe Val Leu Met Ala Asn Ala Ser Glu Met Asp Arg GIn Ser His

1445 1450 1455

Pro Val Ala Phe Thr Val Thr Val Leu Pro Val Asn Asp GIn Pro

1460 1465 1470

Prolle Leu Thr Thr Asn Thr Gly Leu GIn Met Trp Glu Gly Ala

1475 1480 1485



Thr Ala Pro lle Pro Ala Glu Ala Leu Arg Ser Thr Asp Gly Asp

1490 1495 1500

Ser Gly Ser Glu Asp Leu Val Tyr Thr lle Glu GIn Pro Ser Asn

1505 1510 1515

Gly Arg Val Val Leu Arg Gly Ala Pro Gly Thr Glu Val Arg Ser

1520 1525 1530

Phe Thr GIn Ala GIn Leu Asp Gly Gly Leu Val Leu Phe Ser His

1535 1540 1545

Arg Gly Thr Leu Asp Gly Gly Phe Arg Phe Arg Leu Ser Asp Gly

1550 1555 1560

Glu His Thr Ser Pro Gly His Phe Phe Arg Val Thr Ala GIn Lys

1565 1570 1575

GIn Val Leu Leu Ser Leu Lys Gly Ser GIn Thr Leu Thr Val Cys

1580 1585 1590

Pro Gly Ser Val GIn Pro Leu Ser Ser GIn Thr Leu Arg Ala Ser

1595 1600 1605



Ser Ser Ala Gly Thr Asp Pro GlIn Leu Leu Leu Tyr Arg Val Val

1610 1615 1620

Arg Gly Pro GIn Leu Gly Arg Leu Phe His Ala GIn GlIn Asp Ser

1625 1630 1635

Thr Gly Glu Ala Leu Val Asn Phe Thr GIn Ala Glu Val Tyr Ala

1640 1645 1650

Gly Asn lle Leu Tyr Glu His Glu Met Pro Pro Glu Pro Phe Trp

1655 1660 1665

Glu Ala His Asp Thr Leu Glu Leu GIn Leu Ser Ser Pro Pro Ala

1670 1675 1680

Arg Asp Val Ala Ala Thr Leu Ala Val Ala Val Ser Phe Glu Ala

1685 1690 1695

Ala Cys Pro GIn Arg Pro Ser His Leu Trp Lys Asn Lys Gly Leu

1700 1705 1710

Trp Val Pro Glu Gly GIn Arg Ala Arg lle Thr Val Ala Ala Leu

1715 1720 1725



Asp Ala Ser Asn Leu Leu Ala Ser Val Pro Ser Pro GIn Arg Ser

1730 1735 1740

Glu His Asp Val Leu Phe GIn Val Thr GIn Phe Pro Ser Arg Gly

1745 1750 1755

GIn Leu Leu Val Ser Glu Glu Pro Leu His Ala Gly GIn Pro His

1760 1765 1770

Phe Leu GIn Ser GIn Leu Ala Ala Gly GIn Leu Val Tyr Ala His

1775 1780 1785

Gly Gly Gly Gly Thr GIn GIn Asp Gly Phe His Phe Arg Ala His

1790 1795 1800

Leu GIn Gly Pro Ala Gly Ala Ser Val Ala Gly Pro GIn Thr Ser

1805 1810 1815

Glu Ala Phe Ala lle Thr Val Arg Asp Val Asn Glu Arg Pro Pro

1820 1825 1830

GIn Pro GIn Ala Ser Val Pro Leu Arg Leu Thr Arg Gly Ser Arg

1835 1840 1845



Ala Pro lle Ser Arg Ala GIn Leu Ser Val Val Asp Pro Asp Ser

1850 1855 1860

Ala Pro Gly Glu lle Glu Tyr Glu Val GIn Arg Ala Pro His Asn

1865 1870 1875

Gly Phe Leu Ser Leu Val Gly Gly Gly Leu Gly Pro Val Thr Arg

1880 1885 1890

Phe Thr GIn Ala Asp Val Asp Ser Gly Arg Leu Ala Phe Val Ala

1895 1900 1905

Asn Gly Ser Ser Val Ala Gly lle Phe GIn Leu Ser Met Ser Asp

1910 1915 1920

Gly Ala Ser Pro Pro Leu Pro Met Ser Leu Ala Val Asp lle Leu

1925 1930 1935

Pro Ser Ala lle Glu Val GIn Leu Arg Ala Pro Leu Glu Val Pro

1940 1945 1950

GIn Ala Leu Gly Arg Ser Ser Leu Ser GIn GIn GIn Leu Arg Val

1955 1960 1965



Val Ser Asp Arg Glu Glu Pro Glu Ala Ala Tyr Arg Leu lle GIn

1970 1975 1980

Gly Pro GIn Tyr Gly His Leu Leu Val Gly Gly Arg Pro Thr Ser

1985 1990 1995

Ala Phe Ser GIn Phe GIn lle Asp GIn Gly Glu Val Val Phe Ala

2000 2005 2010

Phe Thr Asn Phe Ser Ser Ser His Asp His Phe Arg Val Leu Ala

2015 2020 2025

Leu Ala Arg Gly Val Asn Ala Ser Ala Val Val Asn Val Thr Val

2030 2035 2040

Arg Ala Leu Leu His Val Trp Ala Gly Gly Pro Trp Pro GIn Gly

2045 2050 2055

Ala Thr Leu Arg Leu Asp Pro Thr Val Leu Asp Ala Gly Glu Leu

2060 2065 2070

Ala Asn Arg Thr Gly Ser Val Pro Arg Phe Arg Leu Leu Glu Gly

2075 2080 2085



Pro Arg His Gly Arg Val Val Arg Val Pro Arg Ala Arg Thr Glu

2090 2095 2100

Pro Gly Gly Ser GIn Leu Val Glu GIn Phe Thr GIn GIn Asp Leu

2105 2110 2115

Glu Asp Gly Arg Leu Gly Leu Glu Val Gly Arg Pro Glu Gly Arg

2120 2125 2130

Ala Pro Gly Pro Ala Gly Asp Ser Leu Thr Leu Glu Leu Trp Ala

2135 2140 2145

GIn Gly Val Pro Pro Ala Val Ala Ser Leu Asp Phe Ala Thr Glu

2150 2155 2160

Pro Tyr Asn Ala Ala Arg Pro Tyr Ser Val Ala Leu Leu Ser Val

2165 2170 2175

Pro Glu Ala Ala Arg Thr Glu Ala Gly Lys Pro Glu Ser Ser Thr

2180 2185 2190

Pro Thr Gly Glu Pro Gly Pro Met Ala Ser Ser Pro Glu Pro Ala

2195 2200 2205



Val Ala Lys Gly Gly Phe Leu Ser Phe Leu Glu Ala Asn Met Phe

2210 2215 2220

Ser Val lle lle Pro Met Cys Leu Val Leu Leu Leu Leu Ala Leu

2225 2230 2235

Ile Leu Pro Leu Leu Phe Tyr Leu Arg Lys Arg Asn Lys Thr Gly

2240 2245 2250

Lys His Asp Val GIn Val Leu Thr Ala Lys Pro Arg Asn Gly Leu

2255 2260 2265

Ala Gly Asp Thr Glu Thr Phe Arg Lys Val Glu Pro Gly GIn Ala

2270 2275 2280

lle Pro Leu Thr Ala Val Pro Gly GIn Gly Pro Pro Pro Gly Gly

2285 2290 2295

GIn Pro Asp Pro Glu Leu Leu GIn Phe Cys Arg Thr Pro Asn Pro

2300 2305 2310

Ala Leu Lys Asn Gly GIn Tyr Trp Val

2315 2320



<210>30
<211> 1210
<212> PRT

<213>Homo sapiens

<400> 30

Met Arg Pro Ser Gly Thr Ala Gly Ala Ala Leu Leu Ala Leu Leu Ala

1 5 10 15

Ala Leu Cys Pro Ala Ser Arg Ala Leu Glu Glu Lys Lys Val Cys GIn

20 25 30

Gly Thr Ser Asn Lys Leu Thr GIn Leu Gly Thr Phe Glu Asp His Phe

35 40 45

Leu Ser Leu GIn Arg Met Phe Asn Asn Cys Glu Val Val Leu Gly Asn

50 55 60

Leu Glu lle Thr Tyr Val GIn Arg Asn Tyr Asp Leu Ser Phe Leu Lys

65 70 75 80

Thr lle GIn Glu Val Ala Gly Tyr Val Leu lle Ala Leu Asn Thr Val

85 90 95



Glu Arg lle Pro Leu Glu Asn Leu GIn lle lle Arg Gly Asn Met Tyr

100 105 110

Tyr Glu Asn Ser Tyr Ala Leu Ala Val Leu Ser Asn Tyr Asp Ala Asn

115 120 125

Lys Thr Gly Leu Lys Glu Leu Pro Met Arg Asn Leu GIn Glu lle Leu

130 135 140

His Gly Ala Val Arg Phe Ser Asn Asn Pro Ala Leu Cys Asn Val Glu

145 150 155 160

Ser lle GIn Trp Arg Asp lle Val Ser Ser Asp Phe Leu Ser Asn Met

165 170 175

Ser Met Asp Phe GIn Asn His Leu Gly Ser Cys Gln Lys Cys Asp Pro

180 185 190

Ser Cys Pro Asn Gly Ser Cys Trp Gly Ala Gly Glu Glu Asn Cys GIn

195 200 205

Lys Leu Thr Lys lle lle Cys Ala GIn GIn Cys Ser Gly Arg Cys Arg

210 215 220



Gly Lys Ser Pro Ser Asp Cys Cys His Asn GIn Cys Ala Ala Gly Cys

225 230 235 240

Thr Gly Pro Arg Glu Ser Asp Cys Leu Val Cys Arg Lys Phe Arg Asp

245 250 255

Glu Ala Thr Cys Lys Asp Thr Cys Pro Pro Leu Met Leu Tyr Asn Pro

260 265 270

Thr Thr Tyr GIn Met Asp Val Asn Pro Glu Gly Lys Tyr Ser Phe Gly

275 280 285

Ala Thr Cys Val Lys Lys Cys Pro Arg Asn Tyr Val Val Thr Asp His

290 295 300

Gly Ser Cys Val Arg Ala Cys Gly Ala Asp Ser Tyr Glu Met Glu Glu

305 310 315 320

Asp Gly Val Arg Lys Cys Lys Lys Cys Glu Gly Pro Cys Arg Lys Val

325 330 335

Cys Asn Gly lle Gly lle Gly Glu Phe Lys Asp Ser Leu Ser lle Asn

340 345 350



Ala Thr Asn lle Lys His Phe Lys Asn Cys Thr Ser lle Ser Gly Asp

355 360 365

Leu His lle Leu Pro Val Ala Phe Arg Gly Asp Ser Phe Thr His Thr

370 375 380

Pro Pro Leu Asp Pro GIn Glu Leu Asp lle Leu Lys Thr Val Lys Glu

385 390 395 400

Ile Thr Gly Phe Leu Leu lle GIn Ala Trp Pro Glu Asn Arg Thr Asp

405 410 415

Leu His Ala Phe Glu Asn Leu Glu lle lle Arg Gly Arg Thr Lys GIn

420 425 430

His Gly GIn Phe Ser Leu Ala Val Val Ser Leu Asn lle Thr Ser Leu

435 440 445

Gly Leu Arg Ser Leu Lys Glu lle Ser Asp Gly Asp Val lle lle Ser

450 455 460

Gly Asn Lys Asn Leu Cys Tyr Ala Asn Thr lle Asn Trp Lys Lys Leu

465 470 475 480



Phe Gly Thr Ser Gly GIn Lys Thr Lys lle lle Ser Asn Arg Gly Glu

485 490 495

Asn Ser Cys Lys Ala Thr Gly GIn Val Cys His Ala Leu Cys Ser Pro

500 505 510

Glu Gly Cys Trp Gly Pro Glu Pro Arg Asp Cys Val Ser Cys Arg Asn

515 520 525

Val Ser Arg Gly Arg Glu Cys Val Asp Lys Cys Asn Leu Leu Glu Gly

530 535 540

Glu Pro Arg Glu Phe Val Glu Asn Ser Glu Cys lle GIn Cys His Pro

545 550 555 560

Glu Cys Leu Pro GIn Ala Met Asn lle Thr Cys Thr Gly Arg Gly Pro

565 570 575

Asp Asn Cys lle GIn Cys Ala His Tyr lle Asp Gly Pro His Cys Val

580 585 590

Lys Thr Cys Pro Ala Gly Val Met Gly Glu Asn Asn Thr Leu Val Trp

595 600 605



Lys Tyr Ala Asp Ala Gly His Val Cys His Leu Cys His Pro Asn Cys

610 615 620

Thr Tyr Gly Cys Thr Gly Pro Gly Leu Glu Gly Cys Pro Thr Asn Gly

625 630 635 640

Pro Lys lle Pro Ser lle Ala Thr Gly Met Val Gly Ala Leu Leu Leu

645 650 655

Leu Leu Val Val Ala Leu Gly lle Gly Leu Phe Met Arg Arg Arg His

660 665 670

Ile Val Arg Lys Arg Thr Leu Arg Arg Leu Leu GIn Glu Arg Glu Leu

675 680 685

Val Glu Pro Leu Thr Pro Ser Gly Glu Ala Pro Asn GIn Ala Leu Leu

690 695 700

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

705 710 715 720

Gly Ala Phe Gly Thr Val Tyr Lys Gly Leu Trp lle Pro Glu Gly Glu

725 730 735



Lys Val Lys lle Pro Val Ala lle Lys Glu Leu Arg Glu Ala Thr Ser

740 745 750

Pro Lys Ala Asn Lys Glu lle Leu Asp Glu Ala Tyr Val Met Ala Ser

755 760 765

Val Asp Asn Pro His Val Cys Arg Leu Leu Gly lle Cys Leu Thr Ser

770 775 780

Thr Val GIn Leu lle Thr GIn Leu Met Pro Phe Gly Cys Leu Leu Asp

785 790 795 800

Tyr Val Arg Glu His Lys Asp Asn lle Gly Ser GIn Tyr Leu Leu Asn

805 810 815

Trp Cys Val GIn lle Ala Lys Gly Met Asn Tyr Leu Glu Asp Arg Arg

820 825 830

Leu Val His Arg Asp Leu Ala Ala Arg Asn Val Leu Val Lys Thr Pro

835 840 845

Gln His Val Lys lle Thr Asp Phe Gly Leu Ala Lys Leu Leu Gly Ala

850 855 860



Glu Glu Lys Glu Tyr His Ala Glu Gly Gly Lys Val Pro lle Lys Trp

865 870 875 880

Met Ala Leu Glu Ser lle Leu His Arg lle Tyr Thr His GIn Ser Asp

885 890 895

Val Trp Ser Tyr Gly Val Thr Val Trp Glu Leu Met Thr Phe Gly Ser

900 905 910

Lys Pro Tyr Asp Gly lle Pro Ala Ser Glu lle Ser Ser lle Leu Glu

915 920 925

Lys Gly Glu Arg Leu Pro GIn Pro Pro lle Cys Thr lle Asp Val Tyr

930 935 940

Met Ile Met Val Lys Cys Trp Met lle Asp Ala Asp Ser Arg Pro Lys

945 950 955 960

Phe Arg Glu Leu lle lle Glu Phe Ser Lys Met Ala Arg Asp Pro GIn

965 970 975

Arg Tyr Leu Val lle GIn Gly Asp Glu Arg Met His Leu Pro Ser Pro

980 985 990



Thr Asp Ser Asn Phe Tyr Arg Ala Leu Met Asp Glu Glu Asp Met Asp

995 1000 1005

Asp Val Val Asp Ala Asp Glu Tyr Leu lle Pro GIn GIn Gly Phe

1010 1015 1020

Phe Ser Ser Pro Ser Thr Ser Arg Thr Pro Leu Leu Ser Ser Leu

1025 1030 1035

Ser Ala Thr Ser Asn Asn Ser Thr Val Ala Cys lle Asp Arg Asn

1040 1045 1050

Gly Leu GIn Ser Cys Pro lle Lys Glu Asp Ser Phe Leu GIn Arg

1055 1060 1065

Tyr Ser Ser Asp Pro Thr Gly Ala Leu Thr Glu Asp Ser lle Asp

1070 1075 1080

Asp Thr Phe Leu Pro Val Pro Glu Tyr lle Asn GIn Ser Val Pro

1085 1090 1095

Lys Arg Pro Ala Gly Ser Val GIn Asn Pro Val Tyr His Asn GIn

1100 1105 1110



Pro Leu Asn Pro Ala Pro Ser Arg Asp Pro His Tyr Gln Asp Pro

1115 1120 1125

His Ser Thr Ala Val Gly Asn Pro Glu Tyr Leu Asn Thr Val GIn

1130 1135 1140

Pro Thr Cys Val Asn Ser Thr Phe Asp Ser Pro Ala His Trp Ala

1145 1150 1155

GIn Lys Gly Ser His GIn Ile Ser Leu Asp Asn Pro Asp Tyr GIn

1160 1165 1170

GIn Asp Phe Phe Pro Lys Glu Ala Lys Pro Asn Gly lle Phe Lys

1175 1180 1185

Gly Ser Thr Ala Glu Asn Ala Glu Tyr Leu Arg Val Ala Pro GIn

1190 1195 1200

Ser Ser Glu Phe lle Gly Ala

1205 1210

<210>31

<211>556



<212> PRT

<213>Homo sapiens

<400> 31

Met Pro Pro Pro Arg Leu Leu Phe Phe Leu Leu Phe Leu Thr Pro Met

1 5 10 15

Glu Val Arg Pro Glu Glu Pro Leu Val Val Lys Val Glu Glu Gly Asp

20 25 30

Asn Ala Val Leu GIn Cys Leu Lys Gly Thr Ser Asp Gly Pro Thr GIn

35 40 45

GIn Leu Thr Trp Ser Arg Glu Ser Pro Leu Lys Pro Phe Leu Lys Leu

50 55 60

Ser Leu Gly Leu Pro Gly Leu Gly lle His Met Arg Pro Leu Ala lle

65 70 75 80

Trp Leu Phe lle Phe Asn Val Ser GIn GIn Met Gly Gly Phe Tyr Leu

85 90 95

Cys GIn Pro Gly Pro Pro Ser Glu Lys Ala Trp GIn Pro Gly Trp Thr

100 105 110



Val Asn Val Glu Gly Ser Gly Glu Leu Phe Arg Trp Asn Val Ser Asp

115 120 125

Leu Gly Gly Leu Gly Cys Gly Leu Lys Asn Arg Ser Ser Glu Gly Pro

130 135 140

Ser Ser Pro Ser Gly Lys Leu Met Ser Pro Lys Leu Tyr Val Trp Ala

145 150 155 160

Lys Asp Arg Pro Glu lle Trp Glu Gly Glu Pro Pro Cys Leu Pro Pro

165 170 175

Arg Asp Ser Leu Asn GlIn Ser Leu Ser GIn Asp Leu Thr Met Ala Pro

180 185 190

Gly Ser Thr Leu Trp Leu Ser Cys Gly Val Pro Pro Asp Ser Val Ser

195 200 205

Arg Gly Pro Leu Ser Trp Thr His Val His Pro Lys Gly Pro Lys Ser

210 215 220



Leu Leu Ser Leu Glu Leu Lys Asp Asp Arg Pro Ala Arg Asp Met Trp

225 230 235 240

Val Met Glu Thr Gly Leu Leu Leu Pro Arg Ala Thr Ala GIn Asp Ala

245 250 255

Gly Lys Tyr Tyr Cys His Arg Gly Asn Leu Thr Met Ser Phe His Leu

260 265 270

Glu lle Thr Ala Arg Pro Val Leu Trp His Trp Leu Leu Arg Thr Gly

275 280 285

Gly Trp Lys Val Ser Ala Val Thr Leu Ala Tyr Leu lle Phe Cys Leu

290 295 300

Cys Ser Leu Val Gly lle Leu His Leu GIn Arg Ala Leu Val Leu Arg

305 310 315 320

Arg Lys Arg Lys Arg Met Thr Asp Pro Thr Arg Arg Phe Phe Lys Val

325 330 335

Thr Pro Pro Pro Gly Ser Gly Pro GIn Asn GIn Tyr Gly Asn Val Leu

340 345 350



Ser Leu Pro Thr Pro Thr Ser Gly Leu Gly Arg Ala GIn Arg Trp Ala

355 360 365

Ala Gly Leu Gly Gly Thr Ala Pro Ser Tyr Gly Asn Pro Ser Ser Asp

370 375 380

Val GIn Ala Asp Gly Ala Leu Gly Ser Arg Ser Pro Pro Gly Val Gly

385 390 395 400

Pro Glu Glu Glu Glu Gly Glu Gly Tyr Glu Glu Pro Asp Ser Glu Glu

405 410 415

Asp Ser Glu Phe Tyr Glu Asn Asp Ser Asn Leu Gly GIn Asp GIn Leu

420 425 430

Ser GIn Asp Gly Ser Gly Tyr Glu Asn Pro Glu Asp Glu Pro Leu Gly

435 440 445

Pro Glu Asp Glu Asp Ser Phe Ser Asn Ala Glu Ser Tyr Glu Asn Glu

450 455 460

Asp Glu Glu Leu Thr GIn Pro Val Ala Arg Thr Met Asp Phe Leu Ser

465 470 475 480



Pro His Gly Ser Ala Trp Asp Pro Ser Arg Glu Ala Thr Ser Leu Gly

485 490 495

Ser GIn Ser Tyr Glu Asp Met Arg Gly lle Leu Tyr Ala Ala Pro GIn

500 505 510

Leu Arg Ser lle Arg Gly GIn Pro Gly Pro Asn His Glu Glu Asp Ala

515 520 525

Asp Ser Tyr Glu Asn Met Asp Asn Pro Asp Gly Pro Asp Pro Ala Trp

530 535 540

Gly Gly Gly Gly Arg Met Gly Thr Trp Ser Thr Arg

545 550 555

<210>32
<211>297
<212> PRT

<213> Homo sapiens

<400> 32

Met Thr Thr Pro Arg Asn Ser Val Asn Gly Thr Phe Pro Ala Glu Pro

1 5 10 15



Met Lys Gly Pro lle Ala Met GIn Ser Gly Pro Lys Pro Leu Phe Arg

20 25 30

Arg Met Ser Ser Leu Val Gly Pro Thr GIn Ser Phe Phe Met Arg Glu

35 40 45

Ser Lys Thr Leu Gly Ala Val GIn lle Met Asn Gly Leu Phe His lle

50 55 60

Ala Leu Gly Gly Leu Leu Met lle Pro Ala Gly Ile Tyr Ala Pro lle

65 70 75 80

Cys Val Thr Val Trp Tyr Pro Leu Trp Gly Gly lle Met Tyr lle lle

85 90 95

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

100 105 110

Val Lys Gly Lys Met lle Met Asn Ser Leu Ser Leu Phe Ala Ala lle

115 120 125

Ser Gly Met lle Leu Ser lle Met Asp lle Leu Asn lle Lys lle Ser

130 135 140



His Phe Leu Lys Met Glu Ser Leu Asn Phe lle Arg Ala His Thr Pro

145 150 155 160

Tyr lle Asn lle Tyr Asn Cys Glu Pro Ala Asn Pro Ser Glu Lys Asn

165 170 175

Ser Pro Ser Thr GIn Tyr Cys Tyr Ser lle GIn Ser Leu Phe Leu Gly

180 185 190

lle Leu Ser Val Met Leu lle Phe Ala Phe Phe GIn Glu Leu Val lle

195 200 205

Ala Gly lle Val Glu Asn Glu Trp Lys Arg Thr Cys Ser Arg Pro Lys

210 215 220

Ser Asn lle Val Leu Leu Ser Ala Glu Glu Lys Lys Glu GIn Thr lle

225 230 235 240

Glu lle Lys Glu Glu Val Val Gly Leu Thr Glu Thr Ser Ser GIn Pro

245 250 255

Lys Asn Glu Glu Asp lle Glu lle lle Pro lle GIn Glu Glu Glu Glu

260 265 270



Glu Glu Thr Glu Thr Asn Phe Pro Glu Pro Pro GIn Asp GIn Glu Ser

275 280 285

Ser Pro lle Glu Asn Asp Ser Ser Pro

290 295

<210>33
<211>364
<212> PRT

<213> Homo sapiens

<400> 33

Met Pro Leu Leu Leu Leu Leu Pro Leu Leu Trp Ala Gly Ala Leu Ala

1 5 10 15

Met Asp Pro Asn Phe Trp Leu GIn Val GIn Glu Ser Val Thr Val GIn

20 25 30

Glu Gly Leu Cys Val Leu Val Pro Cys Thr Phe Phe His Pro lle Pro

35 40 45

Tyr Tyr Asp Lys Asn Ser Pro Val His Gly Tyr Trp Phe Arg Glu Gly

50 55 60



Ala lle Ile Ser Arg Asp Ser Pro Val Ala Thr Asn Lys Leu Asp GIn

65 70 75 80

Glu Val GIn Glu Glu Thr GIn Gly Arg Phe Arg Leu Leu Gly Asp Pro

85 90 95

Ser Arg Asn Asn Cys Ser Leu Ser lle Val Asp Ala Arg Arg Arg Asp

100 105 110

Asn Gly Ser Tyr Phe Phe Arg Met Glu Arg Gly Ser Thr Lys Tyr Ser

115 120 125

Tyr Lys Ser Pro GIn Leu Ser Val His Val Thr Asp Leu Thr His Arg

130 135 140

Pro Lys lle Leu lle Pro Gly Thr Leu Glu Pro Gly His Ser Lys Asn

145 150 155 160

Leu Thr Cys Ser Val Ser Trp Ala Cys Glu GIn Gly Thr Pro Pro lle

165 170 175

Phe Ser Trp Leu Ser Ala Ala Pro Thr Ser Leu Gly Pro Arg Thr Thr

180 185 190



His Ser Ser Val Leu lle lle Thr Pro Arg Pro GIn Asp His Gly Thr

195 200 205

Asn Leu Thr Cys GIn Val Lys Phe Ala Gly Ala Gly Val Thr Thr Glu

210 215 220

Arg Thr lle GIn Leu Asn Val Thr Tyr Val Pro Gln Asn Pro Thr Thr

225 230 235 240

Gly Ile Phe Pro Gly Asp Gly Ser Gly Lys GIn Glu Thr Arg Ala Gly

245 250 255

Val Val His Gly Ala lle Gly Gly Ala Gly Val Thr Ala Leu Leu Ala

260 265 270

Leu Cys Leu Cys Leu lle Phe Phe lle Val Lys Thr His Arg Arg Lys

275 280 285

Ala Ala Arg Thr Ala Val Gly Arg Asn Asp Thr His Pro Thr Thr Gly

290 295 300

Ser Ala Ser Pro Lys His GIn Lys Lys Ser Lys Leu His Gly Pro Thr

305 310 315 320



Glu Thr Ser Ser Cys Ser Gly Ala Ala Pro Thr Val Glu Met Asp Glu

325 330 335

Glu Leu His Tyr Ala Ser Leu Asn Phe His Gly Met Asn Pro Ser Lys

340 345 350

Asp Thr Ser Thr Glu Tyr Ser Glu Val Arg Thr GIn

355 360

<210> 34
<211> 205
<212> PRT

<213> Homo sapiens

<400> 34

Met Thr Pro Pro Glu Arg Leu Phe Leu Pro Arg Val Cys Gly Thr Thr

1 5 10 15

Leu His Leu Leu Leu Leu Gly Leu Leu Leu Val Leu Leu Pro Gly Ala

20 25 30

GIn Gly Leu Pro Gly Val Gly Leu Thr Pro Ser Ala Ala GIn Thr Ala

35 40 45



Arg GlIn His Pro Lys Met His Leu Ala His Ser Thr Leu Lys Pro Ala

50 55 60

Ala His Leu lle Gly Asp Pro Ser Lys GIn Asn Ser Leu Leu Trp Arg

65 70 75 80

Ala Asn Thr Asp Arg Ala Phe Leu GIn Asp Gly Phe Ser Leu Ser Asn

85 90 95

Asn Ser Leu Leu Val Pro Thr Ser Gly lle Tyr Phe Val Tyr Ser GIn

100 105 110

Val Val Phe Ser Gly Lys Ala Tyr Ser Pro Lys Ala Thr Ser Ser Pro

115 120 125

Leu Tyr Leu Ala His Glu Val GIn Leu Phe Ser Ser GIn Tyr Pro Phe

130 135 140

His Val Pro Leu Leu Ser Ser GIn Lys Met Val Tyr Pro Gly Leu GIn

145 150 155 160

Glu Pro Trp Leu His Ser Met Tyr His Gly Ala Ala Phe GIn Leu Thr

165 170 175



GIn Gly Asp GIn Leu Ser Thr His Thr Asp Gly lle Pro His Leu Val

180 185 190

Leu Ser Pro Ser Thr Val Phe Phe Gly Ala Phe Ala Leu

195 200 205

<210> 35
<211>233
<212> PRT

<213> Homo sapiens

<400> 35

Met Ser Thr Glu Ser Met lle Arg Asp Val Glu Leu Ala Glu Glu Ala

1 5 10 15

Leu Pro Lys Lys Thr Gly Gly Pro GIn Gly Ser Arg Arg Cys Leu Phe

20 25 30

Leu Ser Leu Phe Ser Phe Leu lle Val Ala Gly Ala Thr Thr Leu Phe

35 40 45

Cys Leu Leu His Phe Gly Val lle Gly Pro GIn Arg Glu Glu Phe Pro

50 55 60



Arg Asp Leu Ser Leu lle Ser Pro Leu Ala GIn Ala Val Arg Ser Ser

65 70 75 80

Ser Arg Thr Pro Ser Asp Lys Pro Val Ala His Val Val Ala Asn Pro

85 90 95

GIn Ala Glu Gly GIn Leu GIn Trp Leu Asn Arg Arg Ala Asn Ala Leu

100 105 110

Leu Ala Asn Gly Val Glu Leu Arg Asp Asn GIn Leu Val Val Pro Ser

115 120 125

Glu Gly Leu Tyr Leu lle Tyr Ser GIn Val Leu Phe Lys Gly GIn Gly

130 135 140

Cys Pro Ser Thr His Val Leu Leu Thr His Thr lle Ser Arg lle Ala

145 150 155 160

Val Ser Tyr GIn Thr Lys Val Asn Leu Leu Ser Ala lle Lys Ser Pro

165 170 175

Cys GIn Arg Glu Thr Pro Glu Gly Ala Glu Ala Lys Pro Trp Tyr Glu

180 185 190



Pro lle Tyr Leu Gly Gly Val Phe GIn Leu Glu Lys Gly Asp Arg Leu

195 200 205

Ser Ala Glu Ile Asn Arg Pro Asp Tyr Leu Asp Phe Ala Glu Ser Gly

210 215 220

GIn Val Tyr Phe Gly lle lle Ala Leu

225 230

<210> 36
<211>244
<212> PRT

<213> Homo sapiens

<400> 36

Met Gly Ala Leu Gly Leu Glu Gly Arg Gly Gly Arg Leu GIn Gly Arg

1 5 10 15

Gly Ser Leu Leu Leu Ala Val Ala Gly Ala Thr Ser Leu Val Thr Leu

20 25 30

Leu Leu Ala Val Pro lle Thr Val Leu Ala Val Leu Ala Leu Val Pro

35 40 45



GIn Asp GIn Gly Gly Leu Val Thr Glu Thr Ala Asp Pro Gly Ala GIn

50 55 60

Ala GIn GIn Gly Leu Gly Phe GIn Lys Leu Pro Glu Glu Glu Pro Glu

65 70 75 80

Thr Asp Leu Ser Pro Gly Leu Pro Ala Ala His Leu lle Gly Ala Pro

85 90 95

Leu Lys Gly GIn Gly Leu Gly Trp Glu Thr Thr Lys Glu GIn Ala Phe

100 105 110

Leu Thr Ser Gly Thr GIn Phe Ser Asp Ala Glu Gly Leu Ala Leu Pro

115 120 125

GIn Asp Gly Leu Tyr Tyr Leu Tyr Cys Leu Val Gly Tyr Arg Gly Arg

130 135 140

Ala Pro Pro Gly Gly Gly Asp Pro GIn Gly Arg Ser Val Thr Leu Arg

145 150 155 160

Ser Ser Leu Tyr Arg Ala Gly Gly Ala Tyr Gly Pro Gly Thr Pro Glu

165 170 175



Leu Leu Leu Glu Gly Ala Glu Thr Val Thr Pro Val Leu Asp Pro Ala

180 185 190

Arg Arg GIn Gly Tyr Gly Pro Leu Trp Tyr Thr Ser Val Gly Phe Gly

195 200 205

Gly Leu Val GIn Leu Arg Arg Gly Glu Arg Val Tyr Val Asn lle Ser

210 215 220

His Pro Asp Met Val Asp Phe Ala Arg Gly Lys Thr Phe Phe Gly Ala

225 230 235 240

Val Met Val Gly

<210> 37
<211>183
<212> PRT

<213> Homo sapiens

<400> 37

Met Glu Arg Val GIn Pro Leu Glu Glu Asn Val Gly Asn Ala Ala Arg

1 5 10 15



Pro Arg Phe Glu Arg Asn Lys Leu Leu Leu Val Ala Ser Val lle GIn

20 25 30

Gly Leu Gly Leu Leu Leu Cys Phe Thr Tyr lle Cys Leu His Phe Ser

35 40 45

Ala Leu GIn Val Ser His Arg Tyr Pro Arg lle GIn Ser lle Lys Val

50 55 60

GIn Phe Thr Glu Tyr Lys Lys Glu Lys Gly Phe lle Leu Thr Ser GIn

65 70 75 80

Lys Glu Asp Glu lle Met Lys Val GIn Asn Asn Ser Val lle lle Asn

85 90 95

Cys Asp Gly Phe Tyr Leu lle Ser Leu Lys Gly Tyr Phe Ser GIn Glu

100 105 110

Val Asn lle Ser Leu His Tyr GIn Lys Asp Glu Glu Pro Leu Phe GIn

115 120 125

Leu Lys Lys Val Arg Ser Val Asn Ser Leu Met Val Ala Ser Leu Thr

130 135 140



Tyr Lys Asp Lys Val Tyr Leu Asn Val Thr Thr Asp Asn Thr Ser Leu

145 150 155 160

Asp Asp Phe His Val Asn Gly Gly Glu Leu lle Leu lle His GIn Asn

165 170 175

Pro Gly Glu Phe Cys Val Leu

180

<210> 38
<211>261
<212> PRT

<213> Homo sapiens

<400> 38

Met lle Glu Thr Tyr Asn GIn Thr Ser Pro Arg Ser Ala Ala Thr Gly

1 5 10 15

Leu Pro lle Ser Met Lys lle Phe Met Tyr Leu Leu Thr Val Phe Leu

20 25 30

Ile Thr GIn Met lle Gly Ser Ala Leu Phe Ala Val Tyr Leu His Arg

35 40 45



Arg Leu Asp Lys lle Glu Asp Glu Arg Asn Leu His Glu Asp Phe Val

50 55 60

Phe Met Lys Thr lle GIn Arg Cys Asn Thr Gly Glu Arg Ser Leu Ser

65 70 75 80

Leu Leu Asn Cys Glu Glu lle Lys Ser GIn Phe Glu Gly Phe Val Lys

85 90 95

Asp lle Met Leu Asn Lys Glu Glu Thr Lys Lys Glu Asn Ser Phe Glu

100 105 110

Met GIn Lys Gly Asp GIn Asn Pro GlIn Ile Ala Ala His Val lle Ser

115 120 125

Glu Ala Ser Ser Lys Thr Thr Ser Val Leu GIn Trp Ala Glu Lys Gly

130 135 140

Tyr Tyr Thr Met Ser Asn Asn Leu Val Thr Leu Glu Asn Gly Lys GIn

145 150 155 160

Leu Thr Val Lys Arg GlIn Gly Leu Tyr Tyr lle Tyr Ala GIn Val Thr

165 170 175



Phe Cys Ser Asn Arg Glu Ala Ser Ser GIn Ala Pro Phe lle Ala Ser

180 185 190

Leu Cys Leu Lys Ser Pro Gly Arg Phe Glu Arg lle Leu Leu Arg Ala

195 200 205

Ala Asn Thr His Ser Ser Ala Lys Pro Cys Gly GIn GIn Ser lle His

210 215 220

Leu Gly Gly Val Phe Glu Leu GIn Pro Gly Ala Ser Val Phe Val Asn

225 230 235 240

Val Thr Asp Pro Ser GIn Val Ser His Gly Thr Gly Phe Thr Ser Phe

245 250 255

Gly Leu Leu Lys Leu

260

<210>39
<211>281
<212> PRT

<213> Homo sapiens

<400> 39



Met GIn GIn Pro Phe Asn Tyr Pro Tyr Pro Gln lle Tyr Trp Val Asp

1 5 10 15

Ser Ser Ala Ser Ser Pro Trp Ala Pro Pro Gly Thr Val Leu Pro Cys

20 25 30

Pro Thr Ser Val Pro Arg Arg Pro Gly GIn Arg Arg Pro Pro Pro Pro

35 40 45

Pro Pro Pro Pro Pro Leu Pro Pro Pro Pro Pro Pro Pro Pro Leu Pro

50 55 60

Pro Leu Pro Leu Pro Pro Leu Lys Lys Arg Gly Asn His Ser Thr Gly

65 70 75 80

Leu Cys Leu Leu Val Met Phe Phe Met Val Leu Val Ala Leu Val Gly

85 90 95

Leu Gly Leu Gly Met Phe GIn Leu Phe His Leu GIn Lys Glu Leu Ala

100 105 110

Glu Leu Arg Glu Ser Thr Ser GIn Met His Thr Ala Ser Ser Leu Glu

115 120 125



Lys GIn lle Gly His Pro Ser Pro Pro Pro Glu Lys Lys Glu Leu Arg

130 135 140

Lys Val Ala His Leu Thr Gly Lys Ser Asn Ser Arg Ser Met Pro Leu

145 150 155 160

Glu Trp Glu Asp Thr Tyr Gly lle Val Leu Leu Ser Gly Val Lys Tyr

165 170 175

Lys Lys Gly Gly Leu Val lle Asn Glu Thr Gly Leu Tyr Phe Val Tyr

180 185 190

Ser Lys Val Tyr Phe Arg Gly GIn Ser Cys Asn Asn Leu Pro Leu Ser

195 200 205

His Lys Val Tyr Met Arg Asn Ser Lys Tyr Pro GIn Asp Leu Val Met

210 215 220

Met Glu Gly Lys Met Met Ser Tyr Cys Thr Thr Gly GIn Met Trp Ala

225 230 235 240

Arg Ser Ser Tyr Leu Gly Ala Val Phe Asn Leu Thr Ser Ala Asp His

245 250 255



Leu Tyr Val Asn Val Ser Glu Leu Ser Leu Val Asn Phe Glu Glu Ser

260 265 270

GIn Thr Phe Phe Gly Leu Tyr Lys Leu

275 280

<210>40
<211>193
<212> PRT

<213> Homo sapiens

<400> 40

Met Pro Glu Glu Gly Ser Gly Cys Ser Val Arg Arg Arg Pro Tyr Gly

1 5 10 15

Cys Val Leu Arg Ala Ala Leu Val Pro Leu Val Ala Gly Leu Val lle

20 25 30

Cys Leu Val Val Cys lle GIn Arg Phe Ala GIn Ala GIn GIn GIn Leu

35 40 45

Pro Leu Glu Ser Leu Gly Trp Asp Val Ala Glu Leu GIn Leu Asn His

50 55 60



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

65 70 75 80

Leu Gly Arg Ser Phe Leu His Gly Pro Glu Leu Asp Lys Gly GIn Leu

85 90 95

Arg lle His Arg Asp Gly lle Tyr Met Val His lle GIn Val Thr Leu

100 105 110

Ala lle Cys Ser Ser Thr Thr Ala Ser Arg His His Pro Thr Thr Leu

115 120 125

Ala Val Gly lle Cys Ser Pro Ala Ser Arg Ser lle Ser Leu Leu Arg

130 135 140

Leu Ser Phe His GIn Gly Cys Thr lle Ala Ser GIn Arg Leu Thr Pro

145 150 155 160

Leu Ala Arg Gly Asp Thr Leu Cys Thr Asn Leu Thr Gly Thr Leu Leu

165 170 175

Pro Ser Arg Asn Thr Asp Glu Thr Phe Phe Gly Val GIn Trp Val Arg

180 185 190



Pro

<210>41
<211>234
<212> PRT

<213> Homo sapiens

<400> 41

Met Asp Pro Gly Leu GIn GIn Ala Leu Asn Gly Met Ala Pro Pro Gly

1 5 10 15

Asp Thr Ala Met His Val Pro Ala Gly Ser Val Ala Ser His Leu Gly

20 25 30

Thr Thr Ser Arg Ser Tyr Phe Tyr Leu Thr Thr Ala Thr Leu Ala Leu

35 40 45

Cys Leu Val Phe Thr Val Ala Thr lle Met Val Leu Val Val GIn Arg

50 55 60

Thr Asp Ser lle Pro Asn Ser Pro Asp Asn Val Pro Leu Lys Gly Gly

65 70 75 80



Asn Cys Ser Glu Asp Leu Leu Cys lle Leu Lys Arg Ala Pro Phe Lys

85 90 95

Lys Ser Trp Ala Tyr Leu GIn Val Ala Lys His Leu Asn Lys Thr Lys

100 105 110

Leu Ser Trp Asn Lys Asp Gly lle Leu His Gly Val Arg Tyr GIn Asp

115 120 125

Gly Asn Leu Val lle GIn Phe Pro Gly Leu Tyr Phe lle lle Cys GIn

130 135 140

Leu GIn Phe Leu Val GIn Cys Pro Asn Asn Ser Val Asp Leu Lys Leu

145 150 155 160

Glu Leu Leu lle Asn Lys His lle Lys Lys GIn Ala Leu Val Thr Val

165 170 175

Cys Glu Ser Gly Met GIn Thr Lys His Val Tyr GIn Asn Leu Ser GIn

180 185 190

Phe Leu Leu Asp Tyr Leu GIn Val Asn Thr Thr lle Ser Val Asn Val

195 200 205



Asp Thr Phe GIn Tyr lle Asp Thr Ser Thr Phe Pro Leu Glu Asn Val

210 215 220

Leu Ser lle Phe Leu Tyr Ser Asn Ser Asp

225 230

<210>42
<211>254
<212> PRT

<213> Homo sapiens

<400> 42

Met Glu Tyr Ala Ser Asp Ala Ser Leu Asp Pro Glu Ala Pro Trp Pro

1 5 10 15

Pro Ala Pro Arg Ala Arg Ala Cys Arg Val Leu Pro Trp Ala Leu Val

20 25 30

Ala Gly Leu Leu Leu Leu Leu Leu Leu Ala Ala Ala Cys Ala Val Phe

35 40 45

Leu Ala Cys Pro Trp Ala Val Ser Gly Ala Arg Ala Ser Pro Gly Ser

50 55 60



Ala Ala Ser Pro Arg Leu Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp

65 70 75 80

Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val

85 90 95

Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp

100 105 110

Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu

115 120 125

Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe

130 135 140

Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser

145 150 155 160

Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala

165 170 175

Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala

180 185 190



Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala

195 200 205

Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg His

210 215 220

Ala Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val

225 230 235 240

Thr Pro Glu lle Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu

245 250

<210>43
<211>281
<212> PRT

<213> Homo sapiens

<400> 43

Met Ala Met Met Glu Val GIn Gly Gly Pro Ser Leu Gly GIn Thr Cys

1 5 10 15

Val Leu lle Val lle Phe Thr Val Leu Leu GIn Ser Leu Cys Val Ala

20 25 30



Val Thr Tyr Val Tyr Phe Thr Asn Glu Leu Lys GIn Met GIn Asp Lys

35 40 45

Tyr Ser Lys Ser Gly Ile Ala Cys Phe Leu Lys Glu Asp Asp Ser Tyr

50 55 60

Trp Asp Pro Asn Asp Glu Glu Ser Met Asn Ser Pro Cys Trp Gln Val

65 70 75 80

Lys Trp GIn Leu Arg GIn Leu Val Arg Lys Met lle Leu Arg Thr Ser

85 90 95

Glu Glu Thr lle Ser Thr Val GIn Glu Lys GIn GIn Asn Ile Ser Pro

100 105 110

Leu Val Arg Glu Arg Gly Pro GIn Arg Val Ala Ala His lle Thr Gly

115 120 125

Thr Arg Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu

130 135 140

Lys Ala Leu Gly Arg Lys lle Asn Ser Trp Glu Ser Ser Arg Ser Gly

145 150 155 160



His Ser Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val lle

165 170 175

His Glu Lys Gly Phe Tyr Tyr lle Tyr Ser GIn Thr Tyr Phe Arg Phe

180 185 190

GIn Glu Glu lle Lys Glu Asn Thr Lys Asn Asp Lys GIn Met Val GIn

195 200 205

Tyr lle Tyr Lys Tyr Thr Ser Tyr Pro Asp Pro lle Leu Leu Met Lys

210 215 220

Ser Ala Arg Asn Ser Cys Trp Ser Lys Asp Ala Glu Tyr Gly Leu Tyr

225 230 235 240

Ser lle Tyr GIn Gly Gly lle Phe Glu Leu Lys Glu Asn Asp Arg lle

245 250 255

Phe Val Ser Val Thr Asn Glu His Leu lle Asp Met Asp His Glu Ala

260 265 270

Ser Phe Phe Gly Ala Phe Leu Val Gly

275 280



<210> 44
<211>317
<212> PRT

<213> Homo sapiens

<400> 44

Met Arg Arg Ala Ser Arg Asp Tyr Thr Lys Tyr Leu Arg Gly Ser Glu

1 5 10 15

Glu Met Gly Gly Gly Pro Gly Ala Pro His Glu Gly Pro Leu His Ala

20 25 30

Pro Pro Pro Pro Ala Pro His GIn Pro Pro Ala Ala Ser Arg Ser Met

35 40 45

Phe Val Ala Leu Leu Gly Leu Gly Leu Gly GIn Val Val Cys Ser Val

50 55 60

Ala Leu Phe Phe Tyr Phe Arg Ala GIn Met Asp Pro Asn Arg lle Ser

65 70 75 80

Glu Asp Gly Thr His Cys lle Tyr Arg lle Leu Arg Leu His Glu Asn

85 90 95



Ala Asp Phe GIn Asp Thr Thr Leu Glu Ser GIn Asp Thr Lys Leu lle

100 105 110

Pro Asp Ser Cys Arg Arg lle Lys GIn Ala Phe GIn Gly Ala Val GIn

115 120 125

Lys Glu Leu GIn His lle Val Gly Ser GIn His lle Arg Ala Glu Lys

130 135 140

Ala Met Val Asp Gly Ser Trp Leu Asp Leu Ala Lys Arg Ser Lys Leu

145 150 155 160

Glu Ala GIn Pro Phe Ala His Leu Thr Ile Asn Ala Thr Asp lle Pro

165 170 175

Ser Gly Ser His Lys Val Ser Leu Ser Ser Trp Tyr His Asp Arg Gly

180 185 190

Trp Ala Lys lle Ser Asn Met Thr Phe Ser Asn Gly Lys Leu lle Val

195 200 205

Asn GIn Asp Gly Phe Tyr Tyr Leu Tyr Ala Asn lle Cys Phe Arg His

210 215 220



His Glu Thr Ser Gly Asp Leu Ala Thr Glu Tyr Leu GIn Leu Met Val

225 230 235 240

Tyr Val Thr Lys Thr Ser lle Lys lle Pro Ser Ser His Thr Leu Met

245 250 255

Lys Gly Gly Ser Thr Lys Tyr Trp Ser Gly Asn Ser Glu Phe His Phe

260 265 270

Tyr Ser lle Asn Val Gly Gly Phe Phe Lys Leu Arg Ser Gly Glu Glu

275 280 285

Ile Ser lle Glu Val Ser Asn Pro Ser Leu Leu Asp Pro Asp GIn Asp

290 295 300

Ala Thr Tyr Phe Gly Ala Phe Lys Val Arg Asp lle Asp

305 310 315

<210>45
<211>249
<212> PRT

<213>Homo sapiens

<400> 45



Met Ala Ala Arg Arg Ser GiIn Arg Arg Arg Gly Arg Arg Gly Glu Pro

1 5 10 15

Gly Thr Ala Leu Leu Val Pro Leu Ala Leu Gly Leu Gly Leu Ala Leu

20 25 30

Ala Cys Leu Gly Leu Leu Leu Ala Val Val Ser Leu Gly Ser Arg Ala

35 40 45

Ser Leu Ser Ala GIn Glu Pro Ala GIn Glu Glu Leu Val Ala Glu Glu

50 55 60

Asp GIn Asp Pro Ser Glu Leu Asn Pro GIn Thr Glu Glu Ser GIn Asp

65 70 75 80

Pro Ala Pro Phe Leu Asn Arg Leu Val Arg Pro Arg Arg Ser Ala Pro

85 90 95

Lys Gly Arg Lys Thr Arg Ala Arg Arg Ala lle Ala Ala His Tyr Glu

100 105 110

Val His Pro Arg Pro Gly GIn Asp Gly Ala GIn Ala Gly Val Asp Gly

115 120 125



Thr Val Ser Gly Trp Glu Glu Ala Arg lle Asn Ser Ser Ser Pro Leu

130 135 140

Arg Tyr Asn Arg GIn lle Gly Glu Phe lle Val Thr Arg Ala Gly Leu

145 150 155 160

Tyr Tyr Leu Tyr Cys GIn Val His Phe Asp Glu Gly Lys Ala Val Tyr

165 170 175

Leu Lys Leu Asp Leu Leu Val Asp Gly Val Leu Ala Leu Arg Cys Leu

180 185 190

Glu Glu Phe Ser Ala Thr Ala Ala Ser Ser Leu Gly Pro GIn Leu Arg

195 200 205

Leu Cys GIn Val Ser Gly Leu Leu Ala Leu Arg Pro Gly Ser Ser Leu

210 215 220

Arg lle Arg Thr Leu Pro Trp Ala His Leu Lys Ala Ala Pro Phe Leu

225 230 235 240

Thr Tyr Phe Gly Leu Phe GIn Val His

245



<210> 46
<211> 250
<212> PRT

<213>Homo sapiens

<400> 46

Met Pro Ala Ser Ser Pro Phe Leu Leu Ala Pro Lys Gly Pro Pro Gly

1 5 10 15

Asn Met Gly Gly Pro Val Arg Glu Pro Ala Leu Ser Val Ala Leu Trp

20 25 30

Leu Ser Trp Gly Ala Ala Leu Gly Ala Val Ala Cys Ala Met Ala Leu

35 40 45

Leu Thr GIn GIn Thr Glu Leu GIn Ser Leu Arg Arg Glu Val Ser Arg

50 55 60

Leu GIn Gly Thr Gly Gly Pro Ser GIn Asn Gly Glu Gly Tyr Pro Trp

65 70 75 80

Gln Ser Leu Pro Glu GIn Ser Ser Asp Ala Leu Glu Ala Trp Glu Asn

85 90 95



Gly Glu Arg Ser Arg Lys Arg Arg Ala Val Leu Thr GIn Lys GIn Lys

100 105 110

Lys GIn His Ser Val Leu His Leu Val Pro Ile Asn Ala Thr Ser Lys

115 120 125

Asp Asp Ser Asp Val Thr Glu Val Met Trp GIn Pro Ala Leu Arg Arg

130 135 140

Gly Arg Gly Leu GIn Ala GIn Gly Tyr Gly Val Arg lle GIn Asp Ala

145 150 155 160

Gly Val Tyr Leu Leu Tyr Ser GIn Val Leu Phe GIn Asp Val Thr Phe

165 170 175

Thr Met Gly GIn Val Val Ser Arg Glu Gly GIn Gly Arg GIn Glu Thr

180 185 190

Leu Phe Arg Cys lle Arg Ser Met Pro Ser His Pro Asp Arg Ala Tyr

195 200 205

Asn Ser Cys Tyr Ser Ala Gly Val Phe His Leu His GIn Gly Asp lle

210 215 220



Leu Ser Val lle lle Pro Arg Ala Arg Ala Lys Leu Asn Leu Ser Pro

225 230 235 240

His Gly Thr Phe Leu Gly Phe Val Lys Leu

245 250

<210>47
<211> 285
<212> PRT

<213> Homo sapiens

<400> 47

Met Asp Asp Ser Thr Glu Arg Glu GIn Ser Arg Leu Thr Ser Cys Leu

1 5 10 15

Lys Lys Arg Glu Glu Met Lys Leu Lys Glu Cys Val Ser lle Leu Pro

20 25 30

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

35 40 45

Ala Ala Thr Leu Leu Leu Ala Leu Leu Ser Cys Cys Leu Thr Val Val

50 55 60



Ser Phe Tyr GIn Val Ala Ala Leu GIn Gly Asp Leu Ala Ser Leu Arg

65 70 75 80

Ala Glu Leu GIn Gly His His Ala Glu Lys Leu Pro Ala Gly Ala Gly

85 90 95

Ala Pro Lys Ala Gly Leu Glu Glu Ala Pro Ala Val Thr Ala Gly Leu

100 105 110

Lys lle Phe Glu Pro Pro Ala Pro Gly Glu Gly Asn Ser Ser GIn Asn

115 120 125

Ser Arg Asn Lys Arg Ala Val GIn Gly Pro Glu Glu Thr Val Thr GIn

130 135 140

Asp Cys Leu GIn Leu lle Ala Asp Ser Glu Thr Pro Thr lle GIn Lys

145 150 155 160

Gly Ser Tyr Thr Phe Val Pro Trp Leu Leu Ser Phe Lys Arg Gly Ser

165 170 175

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

180 185 190



Phe Phe lle Tyr Gly GIn Val Leu Tyr Thr Asp Lys Thr Tyr Ala Met

195 200 205

Gly His Leu lle GIn Arg Lys Lys Val His Val Phe Gly Asp Glu Leu

210 215 220

Ser Leu Val Thr Leu Phe Arg Cys lle GIn Asn Met Pro Glu Thr Leu

225 230 235 240

Pro Asn Asn Ser Cys Tyr Ser Ala Gly lle Ala Lys Leu Glu Glu Gly

245 250 255

Asp Glu Leu GIn Leu Ala lle Pro Arg Glu Asn Ala GIn lle Ser Leu

260 265 270

Asp Gly Asp Val Thr Phe Phe Gly Ala Leu Lys Leu Leu

275 280 285

<210>48
<211> 240
<212> PRT

<213> Homo sapiens



<400> 48

Met Glu Glu Ser Val Val Arg Pro Ser Val Phe Val Val Asp Gly GIn

1 5 10 15

Thr Asp lle Pro Phe Thr Arg Leu Gly Arg Ser His Arg Arg GIn Ser

20 25 30

Cys Ser Val Ala Arg Val Gly Leu Gly Leu Leu Leu Leu Leu Met Gly

35 40 45

Ala Gly Leu Ala Val GIn Gly Trp Phe Leu Leu GIn Leu His Trp Arg

50 55 60

Leu Gly Glu Met Val Thr Arg Leu Pro Asp Gly Pro Ala Gly Ser Trp

65 70 75 80

Glu GIn Leu lle GIn Glu Arg Arg Ser His Glu Val Asn Pro Ala Ala

85 90 95

His Leu Thr Gly Ala Asn Ser Ser Leu Thr Gly Ser Gly Gly Pro Leu

100 105 110



Leu Trp Glu Thr GIn Leu Gly Leu Ala Phe Leu Arg Gly Leu Ser Tyr

115 120 125

His Asp Gly Ala Leu Val Val Thr Lys Ala Gly Tyr Tyr Tyr lle Tyr

130 135 140

Ser Lys Val GIn Leu Gly Gly Val Gly Cys Pro Leu Gly Leu Ala Ser

145 150 155 160

Thr lle Thr His Gly Leu Tyr Lys Arg Thr Pro Arg Tyr Pro Glu Glu

165 170 175

Leu Glu Leu Leu Val Ser GIn GIn Ser Pro Cys Gly Arg Ala Thr Ser

180 185 190

Ser Ser Arg Val Trp Trp Asp Ser Ser Phe Leu Gly Gly Val Val His

195 200 205

Leu Glu Ala Gly Glu Lys Val Val Val Arg Val Leu Asp Glu Arg Leu

210 215 220

Val Arg Leu Arg Asp Gly Thr Arg Ser Tyr Phe Gly Ala Phe Met Val

225 230 235 240



<210>49
<211> 251
<212> PRT

<213> Homo sapiens

<400> 49

Met Ala Glu Asp Leu Gly Leu Ser Phe Gly Glu Thr Ala Ser Val Glu

1 5 10 15

Met Leu Pro Glu His Gly Ser Cys Arg Pro Lys Ala Arg Ser Ser Ser

20 25 30

Ala Arg Trp Ala Leu Thr Cys Cys Leu Val Leu Leu Pro Phe Leu Ala

35 40 45

Gly Leu Thr Thr Tyr Leu Leu Val Ser GIn Leu Arg Ala GIn Gly Glu

50 55 60

Ala Cys Val GIn Phe GIn Ala Leu Lys Gly GIn Glu Phe Ala Pro Ser

65 70 75 80

His GIn GIn Val Tyr Ala Pro Leu Arg Ala Asp Gly Asp Lys Pro Arg

85 90 95



Ala His Leu Thr Val Val Arg GIn Thr Pro Thr GIn His Phe Lys Asn

100 105 110

GIn Phe Pro Ala Leu His Trp Glu His Glu Leu Gly Leu Ala Phe Thr

115 120 125

Lys Asn Arg Met Asn Tyr Thr Asn Lys Phe Leu Leu lle Pro Glu Ser

130 135 140

Gly Asp Tyr Phe lle Tyr Ser GIn Val Thr Phe Arg Gly Met Thr Ser

145 150 155 160

Glu Cys Ser Glu lle Arg GIn Ala Gly Arg Pro Asn Lys Pro Asp Ser

165 170 175

Ile Thr Val Val lle Thr Lys Val Thr Asp Ser Tyr Pro Glu Pro Thr

180 185 190

GIn Leu Leu Met Gly Thr Lys Ser Val Cys Glu Val Gly Ser Asn Trp

195 200 205

Phe GIn Pro lle Tyr Leu Gly Ala Met Phe Ser Leu GIn Glu Gly Asp

210 215 220



Lys Leu Met Val Asn Val Ser Asp lle Ser Leu Val Asp Tyr Thr Lys

225 230 235 240

Glu Asp Lys Thr Phe Phe Gly Ala Phe Leu Leu

245 250

<210>50
<211>199
<212> PRT

<213> Homo sapiens

<400> 50

Met Thr Leu His Pro Ser Pro Ile Thr Cys Glu Phe Leu Phe Ser Thr

1 5 10 15

Ala Leu lle Ser Pro Lys Met Cys Leu Ser His Leu Glu Asn Met Pro

20 25 30

Leu Ser His Ser Arg Thr GIn Gly Ala GIn Arg Ser Ser Trp Lys Leu

35 40 45

Trp Leu Phe Cys Ser lle Val Met Leu Leu Phe Leu Cys Ser Phe Ser

50 55 60



Trp Leu lle Phe lle Phe Leu GIn Leu Glu Thr Ala Lys Glu Pro Cys

65 70 75 80

Met Ala Lys Phe Gly Pro Leu Pro Ser Lys Trp GIn Met Ala Ser Ser

85 90 95

Glu Pro Pro Cys Val Asn Lys Val Ser Asp Trp Lys Leu Glu lle Leu

100 105 110

GIn Asn Gly Leu Tyr Leu lle Tyr Gly GIn Val Ala Pro Asn Ala Asn

115 120 125

Tyr Asn Asp Val Ala Pro Phe Glu Val Arg Leu Tyr Lys Asn Lys Asp

130 135 140

Met Ile GIn Thr Leu Thr Asn Lys Ser Lys lle Gln Asn Val Gly Gly

145 150 155 160

Thr Tyr Glu Leu His Val Gly Asp Thr lle Asp Leu lle Phe Asn Ser

165 170 175

Glu His GIn Val Leu Lys Asn Asn Thr Tyr Trp Gly lle lle Leu Leu

180 185 190



Ala Asn Pro GIn Phe lle Ser

195

<210>51
<211>391
<212> PRT

<213>Homo sapiens

<400> 51

Met Gly Tyr Pro Glu Val Glu Arg Arg Glu Leu Leu Pro Ala Ala Ala

1 5 10 15

Pro Arg Glu Arg Gly Ser GIn Gly Cys Gly Cys Gly Gly Ala Pro Ala

20 25 30

Arg Ala Gly Glu Gly Asn Ser Cys Leu Leu Phe Leu Gly Phe Phe Gly

35 40 45

Leu Ser Leu Ala Leu His Leu Leu Thr Leu Cys Cys Tyr Leu Glu Leu

50 55 60

Arg Ser Glu Leu Arg Arg Glu Arg Gly Ala Glu Ser Arg Leu Gly Gly

65 70 75 80



Ser Gly Thr Pro Gly Thr Ser Gly Thr Leu Ser Ser Leu Gly Gly Leu

85 90 95

Asp Pro Asp Ser Pro lle Thr Ser His Leu Gly GIn Pro Ser Pro Lys

100 105 110

GIn GIn Pro Leu Glu Pro Gly Glu Ala Ala Leu His Ser Asp Ser GIn

115 120 125

Asp Gly His GIn Met Ala Leu Leu Asn Phe Phe Phe Pro Asp Glu Lys

130 135 140

Pro Tyr Ser Glu Glu Glu Ser Arg Arg Val Arg Arg Asn Lys Arg Ser

145 150 155 160

Lys Ser Asn Glu Gly Ala Asp Gly Pro Val Lys Asn Lys Lys Lys Gly

165 170 175

Lys Lys Ala Gly Pro Pro Gly Pro Asn Gly Pro Pro Gly Pro Pro Gly

180 185 190

Pro Pro Gly Pro GIn Gly Pro Pro Gly lle Pro Gly lle Pro Gly lle

195 200 205



Pro Gly Thr Thr Val Met Gly Pro Pro Gly Pro Pro Gly Pro Pro Gly

210 215 220

Pro GlIn Gly Pro Pro Gly Leu GIn Gly Pro Ser Gly Ala Ala Asp Lys

225 230 235 240

Ala Gly Thr Arg Glu Asn GIn Pro Ala Val Val His Leu GIn Gly GIn

245 250 255

Gly Ser Ala lle GIn Val Lys Asn Asp Leu Ser Gly Gly Val Leu Asn

260 265 270

Asp Trp Ser Arg lle Thr Met Asn Pro Lys Val Phe Lys Leu His Pro

275 280 285

Arg Ser Gly Glu Leu Glu Val Leu Val Asp Gly Thr Tyr Phe lle Tyr

290 295 300

Ser GIn Val Glu Val Tyr Tyr lle Asn Phe Thr Asp Phe Ala Ser Tyr

305 310 315 320

Glu Val Val Val Asp Glu Lys Pro Phe Leu GIn Cys Thr Arg Ser lle

325 330 335



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

340 345 350

Leu Leu Lys Ala Arg GIn Lys lle Ala Val Lys Met Val His Ala Asp

355 360 365

Ile Ser lle Asn Met Ser Lys His Thr Thr Phe Phe Gly Ala lle Arg

370 375 380

Leu Gly Glu Ala Pro Ala Ser

385 390

<210> 52
<211> 205
<212> PRT

<213> Homo sapiens

<400> 52

Ala Cys Pro Trp Ala Val Ser Gly Ala Arg Ala Ser Pro Gly Ser Ala

1 5 10 15

Ala Ser Pro Arg Leu Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro

20 25 30



Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala

35 40 45

GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro

50 55 60

Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp

65 70 75 80

Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe

85 90 95

GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val

100 105 110

Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala

115 120 125

Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg

130 135 140

Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly

145 150 155 160



GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala

165 170 175

Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr

180 185 190

Pro Glu lle Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu

195 200 205

<210>53
<211>133
<212> PRT

<213> Homo sapiens

<400> 53

GlIn Val Ser His Arg Tyr Pro Arg lle GIn Ser lle Lys Val GIn Phe

1 5 10 15

Thr Glu Tyr Lys Lys Glu Lys Gly Phe lle Leu Thr Ser GIn Lys Glu

20 25 30

Asp Glu lle Met Lys Val GIn Asn Asn Ser Val lle lle Asn Cys Asp

35 40 45



Gly Phe Tyr Leu lle Ser Leu Lys Gly Tyr Phe Ser GIn Glu Val Asn

50 55 60

Ile Ser Leu His Tyr GIn Lys Asp Glu Glu Pro Leu Phe GIn Leu Lys

65 70 75 80

Lys Val Arg Ser Val Asn Ser Leu Met Val Ala Ser Leu Thr Tyr Lys

85 90 95

Asp Lys Val Tyr Leu Asn Val Thr Thr Asp Asn Thr Ser Leu Asp Asp

100 105 110

Phe His Val Asn Gly Gly Glu Leu lle Leu lle His GIn Asn Pro Gly

115 120 125

Glu Phe Cys Val Leu

130

<210> 54
<211>132
<212> PRT

<213>Homo sapiens



<400> 54

Val Ser His Arg Tyr Pro Arg lle GIn Ser lle Lys Val GIn Phe Thr

1 5 10 15

Glu Tyr Lys Lys Glu Lys Gly Phe lle Leu Thr Ser GIn Lys Glu Asp

20 25 30

Glu lle Met Lys Val GIn Asn Asn Ser Val lle lle Asn Cys Asp Gly

35 40 45

Phe Tyr Leu lle Ser Leu Lys Gly Tyr Phe Ser GIn Glu Val Asn lle

50 55 60

Ser Leu His Tyr Gln Lys Asp Glu Glu Pro Leu Phe GIn Leu Lys Lys

65 70 75 80

Val Arg Ser Val Asn Ser Leu Met Val Ala Ser Leu Thr Tyr Lys Asp

85 90 95

Lys Val Tyr Leu Asn Val Thr Thr Asp Asn Thr Ser Leu Asp Asp Phe

100 105 110

His Val Asn Gly Gly Glu Leu lle Leu lle His GIn Asn Pro Gly Glu

115 120 125



Phe Cys Val Leu

130

<210>55
<211>10
<212> PRT

<213> Secuencia artificial

<220>

<223> Enlazador peptidico (5G4)2

<400> 55

Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly

1 5 10

<210> 56
<211>14
<212> PRT

<213> Secuencia artificial

<220>

<223> Enlazador pept+A0O0-dico

<400> 56

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly

1 5 10



<210>57
<211>10
<212> PRT

<213> Secuencia artificial

<220>

<223> Enlazador pept+AO0-dico

<400> 57

Gly Ser Pro Gly Ser Ser Ser Ser Gly Ser

1 5 10

<210>58
<211> 20
<212> PRT

<213> Secuencia artificial

<220>

<223> Enlazador pept+A00-dico

<400> 58

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly

1 5 10 15

Gly Gly Gly Ser

20



<210>59
<211>8
<212> PRT

<213> Secuencia artificial

<220>

<223> Enlazador pept+AO0-dico

<400> 59

Gly Ser Gly Ser Gly Asn Gly Ser

1 5

<210> 60
<211>8
<212> PRT

<213> Secuencia artificial

<220>

<223> Enlazador pept+A00-dico

<400> 60

Gly Gly Ser Gly Ser Gly Ser Gly

1 5



<210>61
<211>6
<212>PRT

<213> Secuencia artificial

<220>

<223> Enlazador pept+AO0-dico

<400> 61

Gly Gly Ser Gly Ser Gly

1 5

<210> 62
<211>4
<212> PRT

<213> Secuencia artificial

<220>

<223> Enlazador pept+A0O0-dico

<400> 62

Gly Gly Ser Gly

1

<210> 63
<211>8

<212> PRT



<213> Secuencia artificial

<220>

<223> Enlazador pept+AO0-dico

<400> 63

Gly Gly Ser Gly Asn Gly Ser Gly

1 5

<210> 64
<211>8
<212> PRT

<213> Secuencia artificial

<220>

<223> Enlazador pept+A00-dico

<400> 64

Gly Gly Asn Gly Ser Gly Ser Gly

1 5

<210> 65
<211>6
<212> PRT

<213> Secuencia artificial



<220>

<223> Enlazador pept+AO0-dico

<400> 65

Gly Gly Asn Gly Ser Gly

1 5

<210> 66
<211> 2154
<212> ADN

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico(71-254)-CH1 Fc de cadena de pomo

<400> 66

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 60

atgtttgctc agctggtggce ccagaacgtg ctgetgatcg atggecccect gtectggtac 120

agcgatcctg gactggetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggegaagg atctggetct gtgtetetgg cectgeatct gecagectctg 300

agaagcgctg ctggegetge agetctggea ctgacagtgg atctgectec tgecagetce 360

gaggcccgga atagegcatt tgggtttcaa ggecaggetge tgeacctgte tgecggecag 420



aggctgggag tgcatctgca cacagaggec agggctagac acgectggea getgacacag 480

ggcgctacag tgetgggect gttcagagtg acccccgaga ttccageegg cctgecttet 540

ccaagaagcg aaggcggagg cggatctgge ggeggaggat ctagagaggg acccgaactg 600

tccectgacg atccagecgg getgetggat ctgagacagg gaatgttcge ccagetggtg 660

gctcagaatg tgctgetgat tgacggacct ctgagetggt actccgacce agggetggca 720

ggggtgtccc tgactggggg actgtcctac aaagaagata caaaagaact ggtggtgget 780

aaagctgggg tgtactatgt gttttttcag ctggaactga ggcgggtggt ggctggggag 840

ggctcaggat ctgtgtccct ggetetgeat ctgeagecac tgegetetge tgetggegeca 900

gctgeactgg ctctgactgt ggacctgeca ccagectcta gegaggecag aaacagegee 960

ttcgggttcc aaggacgect getgeatctg agegecggac agegectggg agtgeatctg 1020

catactgaag ccagagcccg geatgettgg cagetgactc agggggcaac tgtgetggga 1080

ctgtttcgeg tgacacctga gatccctgec ggactgecaa gecctagate agaaggggge 1140

ggaggaagceg gaggegggage aagtgetage accaagggec ctagegtgtt cectetggee 1200

cctagcagca agagcacaag tggaggaaca geecgeectgg getgectggt caaggactac 1260

ttccccgage ccgtgacegt gtectggaat tetggegecc tgacaagegg cgtgecacaca 1320



tttccagecg tgctgcagag cageggectg tactctctga gcagegtegt gaccgtgece 1380

tctagcetctc tgggcaccca gacctacatc tgcaacgtga accacaagec cagcaacacc 1440

aaagtggaca agaaggtgga acccaagagc tgcgacaaga cccacacctg tcececttge 1500

cctgecectg aagetgetgg tggececttec gtgttectgt tecccccaaa geccaaggac 1560

accctgatga tcagccggac ccccgaagtg acctgegtgg tggtegatgt gtcccacgag 1620

gaccctgaag tgaagttcaa ttggtacgtg gacggcegtgg aagtgcacaa tgccaagacc 1680

aagccgeggg aggageagta caacageacg taccgtgtgg tcagegtect caccgtectg 1740

caccaggact ggctgaatgg caaggagtac aagtgcaagg tctccaacaa agecctcgge 1800

gcccccatcg agaaaaccat ctccaaagec aaagggceage cccgagaacc acaggtgtac 1860

accctgeccce catgeeggga tgagetgacc aagaaccagg tcagectgtg gtgectggte 1920

aaaggcttct atcccagega catcgecgtg gagtgggaga gecaatgggea gecggagaac 1980

aactacaaga ccacgcctcc cgtgetggac tccgacggct ccttcttect ctacagcaag 2040

ctcaccgtgg acaagagcag gtggcagcag gggaacgtct tctcatgete cgtgatgcat 2100

gaggctctge acaaccacta cacgcagaag agcctctecc tgtetecggg taaa 2154

<210> 67

<211>903



<212> ADN

<213> Secuencia artificial

<220>

<223> Hu 4-1BBL monomérico (71-254)-CL

<400> 67

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 60

atgtttgctc agctggtgge ccagaacgtg ctgetgatcg atggecccct gtectggtac 120

agcgatcctg gactggetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggegaagg atctggctct gtgtctctgg ccctgeatct gecagectctg 300

agaagcgctg ctggegcetge agetctggea ctgacagtgg atctgectec tgecagetce 360

gaggcccgga atagegcatt tgggtttcaa ggcaggetge tgcacctgte tgeeggecag 420

aggctgggag tgcatctgca cacagaggec agggctagac acgectggea getgacacag 480

ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccageegg cctgecttet 540

ccaagaagcg aaggcggagg cggatctgge ggeggaggat ctegtacggt ggctgcacca 600

tctgtcttca tettecccgece atctgatgag cagttgaaat ctggaactge ctetgttgtg 660

tgcctgetga ataacttcta tcccagagag gecaaagtac agtggaaggt ggataacgee 720



ctccaatcgg gtaactccca ggagagtgtc acagagcagg acagcaagga cagcacctac 780

agcctcagca gecaccctgac getgagcaaa gcagactacg agaaacacaa agtctacgec 840

tgcgaagtca cccatcaggg cctgagetcg cccgtcacaa agagcttcaa caggggagag 900

tgt 903

<210>70
<211>309
<212> PRT

<213> Mus musculus

<400> 70

Met Asp GIn His Thr Leu Asp Val Glu Asp Thr Ala Asp Ala Arg His

1 5 10 15

Pro Ala Gly Thr Ser Cys Pro Ser Asp Ala Ala Leu Leu Arg Asp Thr

20 25 30

Gly Leu Leu Ala Asp Ala Ala Leu Leu Ser Asp Thr Val Arg Pro Thr

35 40 45

Asn Ala Ala Leu Pro Thr Asp Ala Ala Tyr Pro Ala Val Asn Val Arg

50 55 60



Asp Arg Glu Ala Ala Trp Pro Pro Ala Leu Asn Phe Cys Ser Arg His

65 70 75 80

Pro Lys Leu Tyr Gly Leu Val Ala Leu Val Leu Leu Leu Leu lle Ala

85 90 95

Ala Cys Val Pro lle Phe Thr Arg Thr Glu Pro Arg Pro Ala Leu Thr

100 105 110

Ile Thr Thr Ser Pro Asn Leu Gly Thr Arg Glu Asn Asn Ala Asp GlIn

115 120 125

Val Thr Pro Val Ser His lle Gly Cys Pro Asn Thr Thr GIn GIn Gly

130 135 140

Ser Pro Val Phe Ala Lys Leu Leu Ala Lys Asn GIn Ala Ser Leu Cys

145 150 155 160

Asn Thr Thr Leu Asn Trp His Ser GIn Asp Gly Ala Gly Ser Ser Tyr

165 170 175



Leu Ser GIn Gly Leu Arg Tyr Glu Glu Asp Lys Lys Glu Leu Val Val

180 185 190

Asp Ser Pro Gly Leu Tyr Tyr Val Phe Leu Glu Leu Lys Leu Ser Pro

195 200 205

Thr Phe Thr Asn Thr Gly His Lys Val GIn Gly Trp Val Ser Leu Val

210 215 220

Leu GIn Ala Lys Pro GIn Val Asp Asp Phe Asp Asn Leu Ala Leu Thr

225 230 235 240

Val Glu Leu Phe Pro Cys Ser Met Glu Asn Lys Leu Val Asp Arg Ser

245 250 255

Trp Ser GlIn Leu Leu Leu Leu Lys Ala Gly His Arg Leu Ser Val Gly

260 265 270

Leu Arg Ala Tyr Leu His Gly Ala GIn Asp Ala Tyr Arg Asp Trp Glu

275 280 285

Leu Ser Tyr Pro Asn Thr Thr Ser Phe Gly Leu Phe Leu Val Lys Pro

290 295 300



Asp Asn Pro Trp Glu

305

<210>71
<211>2298
<212> ADN

<213> Secuencia artificial

<220>

<223> 4-1BBL dimérico (71-254) -CH1-cadena Fc pomo

<400> 71

agaaccgagc ccagacccge cctgaccatc accaccagcec ctaacctggg caccagagag 60

aacaacgccg accaagtgac ccecgtgtee cacatcggea gecccaatac cacacagcag 120

ggcagccctg tgttcgecaa getgetggee aagaaccagg ccagectgag caacaccacc 180

ctgaactggc acagccagga tggegecgga ageagctatc tgagecaggg cctgagatac 240

gaagaggaca agaaagaact ggtggtggac agccctggec tgtactacgt gttcctggaa 300

ctgaagctga geceeccacctt caccaacacc ggeccacaagg tgcagggetg ggtgtcactg 360

gtgctgcagg ccaaacccca ggtggacgac ttcgacaacc tggecctgac cgtggaactg 420

ttccccagea geatggaaaa caagetggtg gatcggaget ggteccagcet tetgetgetg 480

aaggccggac acagactgag cgtgggcectg agggcttatce tgcacggege ccaggacgee 540



tacagagact gggagctgag ctaccccaac acaaccagct tcggectgtt cctegtgaag 600

cccgacaacc cttgggaagg cggeggagga tctggeggag geggatctag aacagagect 660

cggcctgecc tgacaattac cacatccecc aatctgggea cccgggaaaa caatgcagat 720

caagtgacac ctgtgtctca tattggctcc ccaaacacta cccagcaggg ctcececgtg 780

tttgctaaac tgctggctaa aaatcaggece tecctgtcta acacaacact gaactggcac 840

tcccaggacg gegetggeag ctettacctg agtcagggac tgcgctatga ggaagataag 900

aaagaactgg tggtggattc ccccggactg tactatgtgt ttctggaact gaaactgtcc 960

cctaccttta caaataccgg gcacaaagtg cagggatggg tgtcectggt getgcagget 1020

aagcctcagg tggacgattt tgataatctg getctgacag tggaactgtt tcctagcage 1080

atggaaaaca agctggtgga cagaagctgg tcccagetec tgetgetgaa ggeeggacac 1140

agactgagcg tgggcectgag agectatctg cacggegece aggacgecta cagagactgg 1200

gagctgagct accccaacac aaccagcttc ggectgttee tcgtgaagec cgacaaccct 1260

tgggaaggceg geggaggate tggeggaggc ggatccagag ctgatgetge cectaccgtg 1320

tccatcttce cacccagecag cgagcagcetg acatctgggg gagcetagegt cgtgtgettc 1380

ctgaacaact tctaccccaa ggacatcaac gtgaagtgga agatcgacgg cagegagegg 1440

cagaacggcg tgctgaatag ctggaccgac caggacagca aggactccac ctacagcatg 1500



agcagcaccc tgaccctgac caaggacgag tacgagcggce acaacagcta cacatgegag 1560

gccacccaca agaccageac cagecccate gtgaagtect tcaaccggaa cgagtgegtg 1620

cccagagact geggctgeaa gecttgeatc tgcaccgtge ctgaggtgte cagegtgttc 1680

atcttcccac ccaagceccaa ggacgtgetg accatcacce tgacacccaa agtgacctge 1740

gtggtggtgg ccatcagcaa ggatgacccc gaggtgcagt tcagttggtt cgtggacgac 1800

gtggaagtgc acaccgctca gaccaagecc agagaggaac agatcaacag caccttcaga 1860

agcgtgtccg agetgeccat catgcaccag gactggetga acggcaaaga attcaagtge 1920

agagtgaaca gcgcegcectt tggegeeect atcgagaaaa ccatctccaa gaccaaggge 1980

agacccaagg ccccccaggt gtacacaatc cccccaccca aagaacagat ggeccaaggac 2040

aaggtgtccc tgacctgeat gatcaccaat ttcttcccag aggatatcac cgtggaatgg 2100

cagtggaacg gccagcccge cgagaactac gacaacaccc agectatcat ggacaccgac 2160

ggctcctact tcgtgtacag cgacctgaac gtgcagaagt ccaactggga ggecggecaac 2220

accttcacct gtagcgtgct gcacgagggc ctgecacaacc accacaccga gaagtcectg 2280

tcccacagec ctggeaag 2298



<210>72
<211>954
<212> ADN

<213> Secuencia artificial

<220>

<223> fusién de mu 4-1BBL monomérico (71-254) -CL

<400> 72

agaaccgagc ccagacccge cctgaccatc accaccagcec ctaacctggg caccagagag 60

aacaacgccg accaagtgac ccecgtgtec cacatcggcea gecccaatac cacacagcag 120

ggcagccctg tgttcgecaa getgetggee aagaaccagg ccagectgag caacaccacc 180

ctgaactggc acagccagga tggegeegga ageagetate tgagecaggg cctgagatac 240

gaagaggaca agaaagaact ggtggtggac agccctggece tgtactacgt gttcctggaa 300

ctgaagctga geceeccacctt caccaacacc ggecacaagg tgcagggetg ggtgtcactg 360

gtgctgcagg ccaaacccca ggtggacgac ttcgacaacc tggeectgac cgtggaactg 420

ttccccagea geatggaaaa caagetggtg gatcggaget ggteccagcet tetgetgetg 480

aaggccggac acagactgag cgtgggcctg agggectatc tgcatggege ccaggacgec 540

tacagagact gggagctgag ctaccccaac acaaccagct teggectgtt cctegtgaag 600

cccgacaacc cttgggaagg cggeggaggc tccggaggag geggaagege taagaccacc 660



cccecccageg tgtaccctct ggecectgga tetgecgece agaccaacag catggtgace 720

ctgggctgec tggtgaaggg ctacttccce gagectgtga cegtgacctg gaacagegge 780

agcctgagca geggegtgea cacctttcca gecgtgetge agagegacct gtacaccctg 840

agcagctccg tgaccgtgec tagcagcacc tggeecagec agacagtgac ctgcaacgtg 900

gcccaccctg ccagcagceac caaggtggac aagaaaatcg tgccceggga ctgc 954

<210>75

<211>766

<212> PRT

<213> Secuencia artificial

<220>

<223> mu 4-1BBL dimérico (71-254)-CH1-cadena pesada Fc DD

<400> 75

Arg Thr Glu Pro Arg Pro Ala Leu Thr lle Thr Thr Ser Pro Asn Leu

1 5 10 15

Gly Thr Arg Glu Asn Asn Ala Asp GIn Val Thr Pro Val Ser His lle

20 25 30

Gly Ser Pro Asn Thr Thr GIn GIn Gly Ser Pro Val Phe Ala Lys Leu

35 40 45



Leu Ala Lys Asn GlIn Ala Ser Leu Ser Asn Thr Thr Leu Asn Trp His

50 55 60

Ser GIn Asp Gly Ala Gly Ser Ser Tyr Leu Ser GIn Gly Leu Arg Tyr

65 70 75 80

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

85 90 95

Val Phe Leu Glu Leu Lys Leu Ser Pro Thr Phe Thr Asn Thr Gly His

100 105 110

Lys Val GIn Gly Trp Val Ser Leu Val Leu GIn Ala Lys Pro GIn Val

115 120 125

Asp Asp Phe Asp Asn Leu Ala Leu Thr Val Glu Leu Phe Pro Ser Ser

130 135 140

Met Glu Asn Lys Leu Val Asp Arg Ser Trp Ser GIn Leu Leu Leu Leu

145 150 155 160

Lys Ala Gly His Arg Leu Ser Val Gly Leu Arg Ala Tyr Leu His Gly

165 170 175



Ala GIn Asp Ala Tyr Arg Asp Trp Glu Leu Ser Tyr Pro Asn Thr Thr

180 185 190

Ser Phe Gly Leu Phe Leu Val Lys Pro Asp Asn Pro Trp Glu Gly Gly

195 200 205

Gly Gly Ser Gly Gly Gly Gly Ser Arg Thr Glu Pro Arg Pro Ala Leu

210 215 220

Thr lle Thr Thr Ser Pro Asn Leu Gly Thr Arg Glu Asn Asn Ala Asp

225 230 235 240

GIn Val Thr Pro Val Ser His lle Gly Ser Pro Asn Thr Thr GIn GIn

245 250 255

Gly Ser Pro Val Phe Ala Lys Leu Leu Ala Lys Asn GIn Ala Ser Leu

260 265 270

Ser Asn Thr Thr Leu Asn Trp His Ser GIn Asp Gly Ala Gly Ser Ser

275 280 285

Tyr Leu Ser GIn Gly Leu Arg Tyr Glu Glu Asp Lys Lys Glu Leu Val

290 295 300



Val Asp Ser Pro Gly Leu Tyr Tyr Val Phe Leu Glu Leu Lys Leu Ser

305 310 315 320

Pro Thr Phe Thr Asn Thr Gly His Lys Val GIn Gly Trp Val Ser Leu

325 330 335

Val Leu GIn Ala Lys Pro GlIn Val Asp Asp Phe Asp Asn Leu Ala Leu

340 345 350

Thr Val Glu Leu Phe Pro Ser Ser Met Glu Asn Lys Leu Val Asp Arg

355 360 365

Ser Trp Ser GIn Leu Leu Leu Leu Lys Ala Gly His Arg Leu Ser Val

370 375 380

Gly Leu Arg Ala Tyr Leu His Gly Ala GIn Asp Ala Tyr Arg Asp Trp

385 390 395 400

Glu Leu Ser Tyr Pro Asn Thr Thr Ser Phe Gly Leu Phe Leu Val Lys

405 410 415

Pro Asp Asn Pro Trp Glu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

420 425 430



Arg Ala Asp Ala Ala Pro Thr Val Ser lle Phe Pro Pro Ser Ser Glu

435 440 445

GIn Leu Thr Ser Gly Gly Ala Ser Val Val Cys Phe Leu Asn Asn Phe

450 455 460

Tyr Pro Lys Asp lle Asn Val Lys Trp Lys lle Asp Gly Ser Glu Arg

465 470 475 480

GIn Asn Gly Val Leu Asn Ser Trp Thr Asp GIn Asp Ser Lys Asp Ser

485 490 495

Thr Tyr Ser Met Ser Ser Thr Leu Thr Leu Thr Lys Asp Glu Tyr Glu

500 505 510

Arg His Asn Ser Tyr Thr Cys Glu Ala Thr His Lys Thr Ser Thr Ser

515 520 525

Pro lle Val Lys Ser Phe Asn Arg Asn Glu Cys Val Pro Arg Asp Cys

530 535 540

Gly Cys Lys Pro Cys lle Cys Thr Val Pro Glu Val Ser Ser Val Phe

545 550 555 560



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

565 570 575

Lys Val Thr Cys Val Val Val Ala lle Ser Lys Asp Asp Pro Glu Val

580 585 590

GIn Phe Ser Trp Phe Val Asp Asp Val Glu Val His Thr Ala GIn Thr

595 600 605

Lys Pro Arg Glu Glu GIn lle Asn Ser Thr Phe Arg Ser Val Ser Glu

610 615 620

Leu Pro lle Met His GIn Asp Trp Leu Asn Gly Lys Glu Phe Lys Cys

625 630 635 640

Arg Val Asn Ser Ala Ala Phe Gly Ala Pro lle Glu Lys Thr lle Ser

645 650 655

Lys Thr Lys Gly Arg Pro Lys Ala Pro GIn Val Tyr Thr lle Pro Pro

660 665 670

Pro Lys Glu GIn Met Ala Lys Asp Lys Val Ser Leu Thr Cys Met lle

675 680 685



Thr Asn Phe Phe Pro Glu Asp Ile Thr Val Glu Trp GIn Trp Asn Gly

690 695 700

GIn Pro Ala Glu Asn Tyr Asp Asn Thr GIn Pro Ile Met Asp Thr Asp

705 710 715 720

Gly Ser Tyr Phe Val Tyr Ser Asp Leu Asn Val GIn Lys Ser Asn Trp

725 730 735

Glu Ala Gly Asn Thr Phe Thr Cys Ser Val Leu His Glu Gly Leu His

740 745 750

Asn His His Thr Glu Lys Ser Leu Ser His Ser Pro Gly Lys

755 760 765

<210>76
<211>318
<212> PRT

<213> Secuencia artificial

<220>

<223> fusién de mu 4-1BBL monomérico (71-254) -CL



<400> 76

Arg Thr Glu Pro Arg Pro Ala Leu Thr lle Thr Thr Ser Pro Asn Leu

1 5 10 15

Gly Thr Arg Glu Asn Asn Ala Asp GIn Val Thr Pro Val Ser His lle

20 25 30

Gly Ser Pro Asn Thr Thr GIn GIn Gly Ser Pro Val Phe Ala Lys Leu

35 40 45

Leu Ala Lys Asn GlIn Ala Ser Leu Ser Asn Thr Thr Leu Asn Trp His

50 55 60

Ser GIn Asp Gly Ala Gly Ser Ser Tyr Leu Ser GIn Gly Leu Arg Tyr

65 70 75 80

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

85 90 95

Val Phe Leu Glu Leu Lys Leu Ser Pro Thr Phe Thr Asn Thr Gly His

100 105 110



Lys Val GIn Gly Trp Val Ser Leu Val Leu GIn Ala Lys Pro GIn Val

115 120 125

Asp Asp Phe Asp Asn Leu Ala Leu Thr Val Glu Leu Phe Pro Ser Ser

130 135 140

Met Glu Asn Lys Leu Val Asp Arg Ser Trp Ser Gln Leu Leu Leu Leu

145 150 155 160

Lys Ala Gly His Arg Leu Ser Val Gly Leu Arg Ala Tyr Leu His Gly

165 170 175

Ala GIn Asp Ala Tyr Arg Asp Trp Glu Leu Ser Tyr Pro Asn Thr Thr

180 185 190

Ser Phe Gly Leu Phe Leu Val Lys Pro Asp Asn Pro Trp Glu Gly Gly

195 200 205

Gly Gly Ser Gly Gly Gly Gly Ser Ala Lys Thr Thr Pro Pro Ser Val

210 215 220

Tyr Pro Leu Ala Pro Gly Ser Ala Ala GIn Thr Asn Ser Met Val Thr

225 230 235 240



Leu Gly Cys Leu Val Lys Gly Tyr Phe Pro Glu Pro Val Thr Val Thr

245 250 255

Trp Asn Ser Gly Ser Leu Ser Ser Gly Val His Thr Phe Pro Ala Val

260 265 270

Leu GIn Ser Asp Leu Tyr Thr Leu Ser Ser Ser Val Thr Val Pro Ser

275 280 285

Ser Thr Trp Pro Ser GIn Thr Val Thr Cys Asn Val Ala His Pro Ala

290 295 300

Ser Ser Thr Lys Val Asp Lys Lys lle Val Pro Arg Asp Cys

305 310 315

<210>79
<211> 1335
<212> ADN

<213> Secuencia artificial

<220>

<223> cadena pesada de DP47 Fc agujero

<400> 79



gaggtgcaat tgttggagtc tgggggaggc ttggtacage ctggggggtc cctgagactc 60

tcctgtgeag cctecggatt cacctttage agttatgeca tgagetgggt ccgecagget 120

ccagggaagg ggctggagtg ggtctcagct attagtggta gtggtggtag cacatactac 180

gcagactccg tgaagggecg gttcaccatc tccagagaca attccaagaa cacgetgtat 240

ctgcagatga acagcctgag agccgaggac acggecgtat attactgtge gaaaggcage 300

ggatttgact actggggcca aggaaccctg gtcaccgtct cgagtgctag caccaaggge 360

ccatcggtct tccecctgge accctectee aagageacct ctgggggeac ageggeectg 420

ggctgectgg tcaaggacta cttccccgaa ccggtgacgg tgtegtggaa ctcaggegee 480

ctgaccagcg gegtgeacac cttececggcet gtectacagt cctcaggact ctactcccte 540

agcagcgtgg tgaccgtgec ctccageagce ttgggeacce agacctacat ctgcaacgtg 600

aatcacaagc ccagcaacac caaggtggac aagaaagttg agcccaaatc ttgtgacaaa 660

actcacacat gcccaccgtg cccageacct gaagetgeag ggggaccgte agtcttcctc 720

ttccececcaa aacccaagga caccctcatg atctcccgga cecctgaggt cacatgegtg 780

gtggtggacg tgagccacga agaccctgag gtcaagttca actggtacgt ggacggegtg 840

gaggtgcata atgccaagac aaagccgegg gaggagcagt acaacagcac gtaccgtgtg 900

gtcagcgtcc tcaccgtcct gcaccaggac tggetgaatg gcaaggagta caagtgcaag 960



gtctccaaca aagecctegg cgeccccate gagaaaacca tctccaaage caaagggecag 1020

ccccgagaac cacaggtgtg caccctgecc ccatccecggg atgagetgac caagaaccag 1080

gtcagcctct cgtgegeagt caaaggcttc tatcccageg acatcgecgt ggagtgggag 1140

agcaatgggc agccggagaa caactacaag accacgcecte ccgtgetgga ctecgacgge 1200

tccttcttcce tegtgagcaa getcaccgtg gacaagagcea ggtggecagea ggggaacgtc 1260

ttctcatgct ccgtgatgcea tgaggcetctg cacaaccact acacgcagaa gagectctce 1320

ctgtctccgg gtaaa 1335

<210> 80

<211> 645

<212> ADN

<213> Secuencia artificial

<220>

<223> cadena ligera de DP47

<400> 80

gaaatcgtgt taacgcagtc tccaggcacc ctgtctttgt ctccagggga aagageccacc 60

ctctcttgea gggcecagtca gagtgttage agcagctact tagectggta ccagcagaaa 120

cctggecagg ctcccagget cctcatctat ggagceatcca gcagggecac tggeatccca 180



gacaggttca gtggcagtgg atccgggaca gacttcactc tcaccatcag cagactggag 240

cctgaagatt ttgcagtgta ttactgtcag cagtatggta gctcaccget gacgttcgge 300

caggggacca aagtggaaat caaacgtacg gtggctgcac catctgtctt catcttcccg 360

ccatctgatg agcagttgaa atctggaact gectctgttg tgtgectget gaataacttc 420

tatcccagag aggccaaagt acagtggaag gtggataacg ccctccaatc gggtaactce 480

caggagagtg tcacagagca ggacagcaag gacagcacct acagectcag cagcaccctg 540

acgctgagca aagcagacta cgagaaacac aaagtctacg cctgcgaagt cacccatcag 600

ggcctgagct cgeecgtcac aaagagcettc aacaggggag agtgt 645

<210> 81

<211> 445

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena pesada de DP47 Fc agujero

<400> 81

Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly

1 5 10 15



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

20 25 30

Ala Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45

Ser Ala lle Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val

50 55 60

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

65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Lys Gly Ser Gly Phe Asp Tyr Trp Gly GIn Gly Thr Leu Val Thr

100 105 110

Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro

115 120 125

Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val

130 135 140



Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala

145 150 155 160

Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GlIn Ser Ser Gly

165 170 175

Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly

180 185 190

Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys

195 200 205

Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys

210 215 220

Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe Leu

225 230 235 240

Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu

245 250 255

Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys

260 265 270



Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys

275 280 285

Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu

290 295 300

Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys

305 310 315 320

Val Ser Asn Lys Ala Leu Gly Ala Pro lle Glu Lys Thr lle Ser Lys

325 330 335

Ala Lys Gly GIn Pro Arg Glu Pro Gln Val Cys Thr Leu Pro Pro Ser

340 345 350

Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Ser Cys Ala Val Lys

355 360 365

Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn

370 375 380

Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly

385 390 395 400



Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn

405 410 415

GlIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn

420 425 430

His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

435 440 445

<210> 82
<211> 215
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena ligera de DP47

<400> 82

Glu lle Val Leu Thr GIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly

1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser GIn Ser Val Ser Ser Ser

20 25 30



Tyr Leu Ala Trp Tyr GIn GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu

35 40 45

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly lle Pro Asp Arg Phe Ser

50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu

65 70 75 80

Pro Glu Asp Phe Ala Val Tyr Tyr Cys GIn GIn Tyr Gly Ser Ser Pro

85 90 95

Leu Thr Phe Gly GIn Gly Thr Lys Val Glu lle Lys Arg Thr Val Ala

100 105 110

Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn Leu Lys Ser

115 120 125

Gly 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



GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser Leu

165 170 175

Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val

180 185 190

Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro Val Thr Lys

195 200 205

Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 83
<211>163
<212> PRT

<213> Homo sapiens

<400> 83

Leu GIn Asp Pro Cys Ser Asn Cys Pro Ala Gly Thr Phe Cys Asp Asn

1 5 10 15

Asn Arg Asn Gln lle Cys Ser Pro Cys Pro Pro Asn Ser Phe Ser Ser

20 25 30



Ala Gly Gly GIn Arg Thr Cys Asp lle Cys Arg GlIn Cys Lys Gly Val

35 40 45

Phe Arg Thr Arg Lys Glu Cys Ser Ser Thr Ser Asn Ala Glu Cys Asp

50 55 60

Cys Thr Pro Gly Phe His Cys Leu Gly Ala Gly Cys Ser Met Cys Glu

65 70 75 80

GIn Asp Cys Lys GIn Gly GIn Glu Leu Thr Lys Lys Gly Cys Lys Asp

85 90 95

Cys Cys Phe Gly Thr Phe Asn Asp GIn Lys Arg Gly lle Cys Arg Pro

100 105 110

Trp Thr Asn Cys Ser Leu Asp Gly Lys Ser Val Leu Val Asn Gly Thr

115 120 125

Lys Glu Arg Asp Val Val Cys Gly Pro Ser Pro Ala Asp Leu Ser Pro

130 135 140

Gly Ala Ser Ser Val Thr Pro Pro Ala Pro Ala Arg Glu Pro Gly His

145 150 155 160



Ser Pro GIn

<210> 84
<211>163
<212> PRT

<213> Cinomolgo

<400> 84

Leu GIn Asp Leu Cys Ser Asn Cys Pro Ala Gly Thr Phe Cys Asp Asn

1 5 10 15

Asn Arg Ser GlIn lle Cys Ser Pro Cys Pro Pro Asn Ser Phe Ser Ser

20 25 30

Ala Gly Gly GIn Arg Thr Cys Asp lle Cys Arg GlIn Cys Lys Gly Val

35 40 45

Phe Lys Thr Arg Lys Glu Cys Ser Ser Thr Ser Asn Ala Glu Cys Asp

50 55 60

Cys lle Ser Gly Tyr His Cys Leu Gly Ala Glu Cys Ser Met Cys Glu

65 70 75 80

GIn Asp Cys Lys GIn Gly GIn Glu Leu Thr Lys Lys Gly Cys Lys Asp

85 90 95



Cys Cys Phe Gly Thr Phe Asn Asp GlIn Lys Arg Gly lle Cys Arg Pro

100 105 110

Trp Thr Asn Cys Ser Leu Asp Gly Lys Ser Val Leu Val Asn Gly Thr

115 120 125

Lys Glu Arg Asp Val Val Cys Gly Pro Ser Pro Ala Asp Leu Ser Pro

130 135 140

Gly Ala Ser Ser Ala Thr Pro Pro Ala Pro Ala Arg Glu Pro Gly His

145 150 155 160

Ser Pro GIn

<210> 85
<211>164
<212> PRT

<213> Mus musculus

<400> 85

Val GIn Asn Ser Cys Asp Asn Cys GIn Pro Gly Thr Phe Cys Arg Lys

1 5 10 15

Tyr Asn Pro Val Cys Lys Ser Cys Pro Pro Ser Thr Phe Ser Ser lle

20 25 30



Gly Gly GIn Pro Asn Cys Asn lle Cys Arg Val Cys Ala Gly Tyr Phe

35 40 45

Arg Phe Lys Lys Phe Cys Ser Ser Thr His Asn Ala Glu Cys Glu Cys

50 55 60

Ile Glu Gly Phe His Cys Leu Gly Pro GIn Cys Thr Arg Cys Glu Lys

65 70 75 80

Asp Cys Arg Pro Gly GIn Glu Leu Thr Lys GIn Gly Cys Lys Thr Cys

85 90 95

Ser Leu Gly Thr Phe Asn Asp GIn Asn Gly Thr Gly Val Cys Arg Pro

100 105 110

Trp Thr Asn Cys Ser Leu Asp Gly Arg Ser Val Leu Lys Thr Gly Thr

115 120 125

Thr Glu Lys Asp Val Val Cys Gly Pro Pro Val Val Ser Phe Ser Pro

130 135 140



Ser Thr Thr lle Ser Val Thr Pro Glu Gly Gly Pro Gly Gly His Ser

145 150 155 160

Leu GIn Val Leu

<210> 86
<211>681
<212> ADN

<213> Secuencia artificial

<220>

<223> cadena Fc agujero

<400> 86

gacaaaactc acacatgccc accgtgccca gecacctgaac tectgggggg accgtcagtc 60

ttcctettee ccccaaaacce caaggacacc ctcatgatct cccggacccece tgaggtcaca 120

tgcgtggteg tggacgtgag ccacgaagac cctgaggtca agttcaactg gtacgtggac 180

ggcgtggagg tgcataatge caagacaaag ccgegggagg agecagtacaa cagcacgtac 240

cgtgtggtca gegtectcac cgtectgeac caggactgge tgaatggeaa ggagtacaag 300

tgcaaggtct ccaacaaagc cctcccagece cccatcgaga aaaccatctc caaagccaaa 360

gggcagcecc gagaaccaca ggtgtgeacc ctgeccecat cccgggatga getgaccaag 420



aaccaggtca gcctctegtg cgeagtcaaa ggcttctate ccagegacat cgecgtggag 480

tgggagagca atgggcagce ggagaacaac tacaagacca cgectcecgt getggactce 540

gacggctcct tcttectegt gagcaagcetc accgtggaca agagcaggtg gcageagggg 600

aacgtcttct catgctccgt gatgcatgag getctgeaca accactacac gcagaagage 660

ctcteectgt ctecgggtaa a 681

<210> 87

<211> 1266

<212> ADN

<213> Secuencia artificial

<220>

<223> fusién de hu 4-1BB Fc pomo

<400> 87

ctgcaggacc cctgcagcaa ctgecctgec ggeaccttct gcgacaacaa ccggaaccag 60

atctgcagcce cctgeccecce caacagcettc agetctgecg geggacageg gacctgegac 120

atctgcagac agtgcaaggg cgtgttcaga acccggaaag agtgcagcag caccagcaac 180

gcegagtgeg actgcacccc cggettecat tgtetgggag ccggetgeag catgtgegag 240

caggactgca agcagggcca ggaactgacc aagaagggct gcaaggactg ctgettcgge 300

accttcaacg accagaagcg gggcatctge cggecctgga ccaactgtag cctggacgge 360



aagagcgtgc tggtcaacgg caccaaagaa cgggacgtcg tgtgeggecce cageectget 420

gatctgtctc ctggggcecag cagegtgacc ccteetgecc ctgecagaga gectggecac 480

tctectcagg tcgacgaaca gttatatttt cagggeggct cacccaaatc tgcagacaaa 540

actcacacat gcccaccgtg cccageacct gaactectgg ggggaccgte agtcttcctc 600

ttccceccaa aacccaagga caccctcatg atctcccgga cccctgaggt cacatgegtg 660

gtggtggacg tgagccacga agaccctgag gtcaagttca actggtacgt ggacggegtg 720

gaggtgcata atgccaagac aaagccgegg gaggageagt acaacagcac gtaccgtgtg 780

gtcagcgtcc tcaccgtect gcaccaggac tggetgaatg gcaaggagta caagtgcaag 840

gtctccaaca aagccctece ageccccate gagaaaacca tctccaaage caaagggeag 900

ccccgagaac cacaggtgta caccctgecc ccatgecggg atgagetgac caagaaccag 960

gtcagcctgt ggtgcctggt caaaggcettc tatcccageg acatcgecgt ggagtgggag 1020

agcaatgggc agecggagaa caactacaag accacgectc ccgtgetgga ctccgacgge 1080

tccttcttee tctacagcaa getcaccgtg gacaagagca ggtggeagea ggggaacgte 1140

ttctcatgct ccgtgatgcea tgaggctctg cacaaccact acacgcagaa gagectctce 1200

ctgtctccgg gtaaatcecgg aggectgaac gacatcttcg aggeccagaa gattgaatgg 1260



cacgag 1266

<210> 88
<211> 1266
<212> ADN

<213> Secuencia artificial

<220>

<223> Fusién de 4-1BB de cinomolgo Fc pomo

<400> 88

ttgcaggatc tgtgtagtaa ctgcccaget ggtacattct gtgataataa caggagtcag

atttgcagtc cctgtcctce aaatagtttc tccagegcag gtggacaaag gacctgtgac

atatgcaggc agtgtaaagg tgttttcaag accaggaagg agtgttcctc caccagcaat

gcagagtgtg actgcatttc agggtatcac tgcctggggg cagagtgeag catgtgtgaa

caggattgta aacaaggtca agaattgaca aaaaaaggtt gtaaagactg ttgctttggg

acatttaatg accagaaacg tggcatctgt cgcccctgga caaactgttc tttggatgga

aagtctgtgc ttgtgaatgg gacgaaggag agggacgtgg tctgeggacc atctccagec

gacctctctc caggagcatc ctctgecgacc ccgectgecce ctgecgagaga gccaggacac

tctccgeagg tcgacgaaca gttatatttt cagggegget cacccaaatc tgcagacaaa

actcacacat gcccaccgtg cccagcacct gaactcctgg ggggaccgtc agtcttectc

60

120

180

240

300

360

420

480

540

600



ttccccccaa aacccaagga caccctcatg atctccegga ccectgaggt cacatgegtg 660

gtggtggacg tgagccacga agaccctgag gtcaagttca actggtacgt ggacggegtg 720

gaggtgcata atgccaagac aaagccgegg gaggagceagt acaacagcac gtaccgtgtg 780

gtcagcgtcc tcaccgtect gcaccaggac tggetgaatg gcaaggagta caagtgcaag 840

gtctccaaca aagccctece ageecccate gagaaaacca tctccaaage caaagggecag 900

ccccgagaac cacaggtgta caccctgecc ccatgecggg atgagetgac caagaaccag 960

gtcagcectgt ggtgectggt caaaggcttc tatcccageg acatcgecgt ggagtgggag 1020

agcaatgggc agccggagaa caactacaag accacgcectc ccgtgetgga ctccgacgge 1080

tccttcttcce tctacageaa getcaccgtg gacaagagcea ggtggeagea ggggaacgte 1140

ttctcatgct ccgtgatgcea tgaggctctg cacaaccact acacgcagaa gagectctce 1200

ctgtctccgg gtaaatccgg aggectgaac gacatcttcg aggcccagaa gattgaatgg 1260

cacgag 1266

<210> 89

<211> 1269

<212> ADN

<213> Secuencia artificial



<220>

<223> Fusidén de 4-1BB murino Fc pomo

<400> 89

gtgcagaaca gctgegacaa ctgccagecc ggeaccttct gccggaagta caacccegtg 60

tgcaagagct gceccccccag caccttcage ageatcggeg gecageccaa ctgcaacatc 120

tgcagagtgt gcgeeggcta cttceggttc aagaagttct gcagecageac ccacaacgec 180

gagtgcgagt gcatcgaggg cttccactge ctgggeccee agtgcaccag atgcgagaag 240

gactgcagac ccggccagga actgaccaag cagggctgta agacctgcag cctgggecacc 300

ttcaacgacc agaacgggac cggegtgtge cggecttgga ccaattgeag cctggacggg 360

agaagcgtgc tgaaaaccgg caccaccgag aaggacgtcg tgtgeggecc teecgtggtg 420

tccttcagec ctagcaccac catcagegtg acccctgaag geggecectgg cggacactct 480

ctgcaggtcc tggtcgacga acagttatat tttcagggceg getcacccaa atctgcagac 540

aaaactcaca catgcccacc gtgeccagcea cctgaactece tggggggacc gtcagtcttc 600

ctcttcccce caaaacccaa ggacaccctc atgatctccc ggaccectga ggtcacatge 660

gtggtggtgg acgtgagcca cgaagaccct gaggtcaagt tcaactggta cgtggacgge 720

gtggaggtgc ataatgccaa gacaaagcecg cgggaggage agtacaacag cacgtaccgt 780

gtggtcagceg tectcaccgt cctgeaccag gactggetga atggcaagga gtacaagtge 840



aaggtctcca acaaagccct cccagecccc atcgagaaaa ccatctccaa agccaaaggg 900

cagccccgag aaccacaggt gtacaccctg cccecatgec gggatgaget gaccaagaac 960

caggtcagcc tgtggtgect ggtcaaaggce ttctatccca gegacatege cgtggagtgg 1020

gagagcaatg ggcagccgga gaacaactac aagaccacgc ctcecegtget ggactccgac 1080

ggctccttct tcctctacag caagcetcace gtggacaaga geaggtggea gcaggggaac 1140

gtcttctcat getecgtgat gecatgaggcet ctgcacaacc actacacgca gaagagectc 1200

tcectgtcte cgggtaaatc cggaggectg aacgacatct tcgaggecca gaagattgaa 1260

tggcacgag 1269

<210>90

<211>227

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena Fc agujero

<400> 90

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

1 5 10 15



Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20 25 30

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

35 40 45

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

50 55 60

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

65 70 75 80

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

85 90 95

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle

100 105 110

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

115 120 125

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

130 135 140



Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

145 150 155 160

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

165 170 175

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

180 185 190

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

195 200 205

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

210 215 220

Pro Gly Lys

225

<210>91
<211>422
<212> PRT

<213> Secuencia artificial

<220>

<223> Fusidén de 4-1BB humano Fc pomo



<400>91

Leu GIn Asp Pro Cys Ser Asn Cys Pro Ala Gly Thr Phe Cys Asp Asn

1 5 10 15

Asn Arg Asn GIn lle Cys Ser Pro Cys Pro Pro Asn Ser Phe Ser Ser

20 25 30

Ala Gly Gly GIn Arg Thr Cys Asp lle Cys Arg GIn Cys Lys Gly Val

35 40 45

Phe Arg Thr Arg Lys Glu Cys Ser Ser Thr Ser Asn Ala Glu Cys Asp

50 55 60

Cys Thr Pro Gly Phe His Cys Leu Gly Ala Gly Cys Ser Met Cys Glu

65 70 75 80

GlIn Asp Cys Lys GIn Gly GIn Glu Leu Thr Lys Lys Gly Cys Lys Asp

85 90 95

Cys Cys Phe Gly Thr Phe Asn Asp GIn Lys Arg Gly lle Cys Arg Pro

100 105 110



Trp Thr Asn Cys Ser Leu Asp Gly Lys Ser Val Leu Val Asn Gly Thr

115 120 125

Lys Glu Arg Asp Val Val Cys Gly Pro Ser Pro Ala Asp Leu Ser Pro

130 135 140

Gly Ala Ser Ser Val Thr Pro Pro Ala Pro Ala Arg Glu Pro Gly His

145 150 155 160

Ser Pro GIn Val Asp Glu GIn Leu Tyr Phe GIn Gly Gly Ser Pro Lys

165 170 175

Ser Ala Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu

180 185 190

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr

195 200 205

Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val

210 215 220

Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val

225 230 235 240



Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser

245 250 255

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu

260 265 270

Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala

275 280 285

Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro

290 295 300

GIn Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn

305 310 315 320

Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala

325 330 335

Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr

340 345 350

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu

355 360 365



Thr Val Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys Ser

370 375 380

Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser

385 390 395 400

Leu Ser Pro Gly Lys Ser Gly Gly Leu Asn Asp lle Phe Glu Ala GIn

405 410 415

Lys lle Glu Trp His Glu

420

<210>92
<211> 422
<212> PRT

<213> Secuencia artificial

<220>

<223> Fusion de 4-1BB de cinomolgo Fc pomo

<400> 92

Leu GIn Asp Leu Cys Ser Asn Cys Pro Ala Gly Thr Phe Cys Asp Asn

1 5 10 15

Asn Arg Ser GIn Ile Cys Ser Pro Cys Pro Pro Asn Ser Phe Ser Ser

20 25 30



Ala Gly Gly GIn Arg Thr Cys Asp lle Cys Arg GIn Cys Lys Gly Val

35 40 45

Phe Lys Thr Arg Lys Glu Cys Ser Ser Thr Ser Asn Ala Glu Cys Asp

50 55 60

Cys lle Ser Gly Tyr His Cys Leu Gly Ala Glu Cys Ser Met Cys Glu

65 70 75 80

GIn Asp Cys Lys GIn Gly GIn Glu Leu Thr Lys Lys Gly Cys Lys Asp

85 90 95

Cys Cys Phe Gly Thr Phe Asn Asp GlIn Lys Arg Gly lle Cys Arg Pro

100 105 110

Trp Thr Asn Cys Ser Leu Asp Gly Lys Ser Val Leu Val Asn Gly Thr

115 120 125

Lys Glu Arg Asp Val Val Cys Gly Pro Ser Pro Ala Asp Leu Ser Pro

130 135 140

Gly Ala Ser Ser Ala Thr Pro Pro Ala Pro Ala Arg Glu Pro Gly His

145 150 155 160



Ser Pro GIn Val Asp Glu GIn Leu Tyr Phe GIn Gly Gly Ser Pro Lys

165 170 175

Ser Ala Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu

180 185 190

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr

195 200 205

Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val

210 215 220

Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val

225 230 235 240

Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser

245 250 255

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu

260 265 270

Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala

275 280 285



Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro

290 295 300

GIn Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn

305 310 315 320

Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala

325 330 335

Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr

340 345 350

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu

355 360 365

Thr Val Asp Lys Ser Arg Trp GIn Gln Gly Asn Val Phe Ser Cys Ser

370 375 380

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

385 390 395 400

Leu Ser Pro Gly Lys Ser Gly Gly Leu Asn Asp lle Phe Glu Ala GIn

405 410 415



Lys lle Glu Trp His Glu

420

<210>93
<211>423
<212> PRT

<213> Secuencia artificial

<220>

<223> Fusidén de 4-1BB murino Fc pomo

<400> 93

Val GIn Asn Ser Cys Asp Asn Cys GIn Pro Gly Thr Phe Cys Arg Lys

1 5 10 15

Tyr Asn Pro Val Cys Lys Ser Cys Pro Pro Ser Thr Phe Ser Ser lle

20 25 30

Gly Gly GIn Pro Asn Cys Asn lle Cys Arg Val Cys Ala Gly Tyr Phe

35 40 45

Arg Phe Lys Lys Phe Cys Ser Ser Thr His Asn Ala Glu Cys Glu Cys

50 55 60



Ile Glu Gly Phe His Cys Leu Gly Pro GIn Cys Thr Arg Cys Glu Lys

65 70 75 80

Asp Cys Arg Pro Gly GIn Glu Leu Thr Lys GIn Gly Cys Lys Thr Cys

85 90 95

Ser Leu Gly Thr Phe Asn Asp GIn Asn Gly Thr Gly Val Cys Arg Pro

100 105 110

Trp Thr Asn Cys Ser Leu Asp Gly Arg Ser Val Leu Lys Thr Gly Thr

115 120 125

Thr Glu Lys Asp Val Val Cys Gly Pro Pro Val Val Ser Phe Ser Pro

130 135 140

Ser Thr Thr lle Ser Val Thr Pro Glu Gly Gly Pro Gly Gly His Ser

145 150 155 160

Leu GIn Val Leu Val Asp Glu GIn Leu Tyr Phe GIn Gly Gly Ser Pro

165 170 175

Lys Ser Ala Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu

180 185 190



Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp

195 200 205

Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp

210 215 220

Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly

225 230 235 240

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn

245 250 255

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp

260 265 270

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro

275 280 285

Ala Pro lle Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu

290 295 300

Pro GIn Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn

305 310 315 320



GIn Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle

325 330 335

Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr

340 345 350

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys

355 360 365

Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe Ser Cys

370 375 380

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu

385 390 395 400

Ser Leu Ser Pro Gly Lys Ser Gly Gly Leu Asn Asp lle Phe Glu Ala

405 410 415

GIn Lys lle Glu Trp His Glu

420

<210>94
<211>594

<212> ADN



<213> Secuencia artificial

<220>

<223> 4-1BB humano marcado con His

<400> 94

ctgcaggacc cctgcagcaa ctgeectgec ggeaccttct gcgacaacaa ccggaaccag 60

atctgcagcce cctgeccecce caacagcettc agetctgecg geggacageg gacctgegac 120

atctgcagac agtgcaaggg cgtgttcaga acccggaaag agtgcagcag caccagcaac 180

gccgagtgeg actgcaccce cggcettccat tgtectgggag ccggetgeag catgtgegag 240

caggactgca agcagggcca ggaactgacc aagaagggct gcaaggactg ctgecttcgge 300

accttcaacg accagaageg gggcatctge cggeectgga ccaactgtag cctggacgge 360

aagagcgtgc tggtcaacgg caccaaagaa cgggacgtcg tgtgeggecce cageectget 420

gatctgtctc ctggggcecag cagegtgacc cctectgecc ctgecagaga gectggecac 480

tctectcagg tcgacgaaca gttatatttt cagggeggct caggectgaa cgacatcttc 540

gaggcccaga agatcgagtg gcacgaggct cgagctcacc accatcacca tcac 594

<210>95

<211>198

<212> PRT

<213> Secuencia artificial



<220>

<223> 4-1BB humano marcado con His

<400> 95

Leu GIn Asp Pro Cys Ser Asn Cys Pro Ala Gly Thr Phe Cys Asp Asn

1 5 10 15

Asn Arg Asn GIn lle Cys Ser Pro Cys Pro Pro Asn Ser Phe Ser Ser

20 25 30

Ala Gly Gly GIn Arg Thr Cys Asp lle Cys Arg GIn Cys Lys Gly Val

35 40 45

Phe Arg Thr Arg Lys Glu Cys Ser Ser Thr Ser Asn Ala Glu Cys Asp

50 55 60

Cys Thr Pro Gly Phe His Cys Leu Gly Ala Gly Cys Ser Met Cys Glu

65 70 75 80

GlIn Asp Cys Lys GIn Gly GIn Glu Leu Thr Lys Lys Gly Cys Lys Asp

85 90 95

Cys Cys Phe Gly Thr Phe Asn Asp GlIn Lys Arg Gly lle Cys Arg Pro

100 105 110



Trp Thr Asn Cys Ser Leu Asp Gly Lys Ser Val Leu Val Asn Gly Thr

115 120 125

Lys Glu Arg Asp Val Val Cys Gly Pro Ser Pro Ala Asp Leu Ser Pro

130 135 140

Gly Ala Ser Ser Val Thr Pro Pro Ala Pro Ala Arg Glu Pro Gly His

145 150 155 160

Ser Pro GIn Val Asp Glu GIn Leu Tyr Phe GIn Gly Gly Ser Gly Leu

165 170 175

Asn Asp lle Phe Glu Ala GIn Lys lle Glu Trp His Glu Ala Arg Ala

180 185 190

His His His His His His

195

<210>96
<211>178
<212> PRT

<213> Homo sapiens

<400> 96



Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125



Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu

<210>97
<211> 366
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico conectado mediante (G4S)2

<400> 97

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30



Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160



Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

180 185 190

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

195 200 205

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

210 215 220

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

225 230 235 240

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

245 250 255

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

260 265 270

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

275 280 285



Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

290 295 300

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

305 310 315 320

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

325 330 335

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

340 345 350

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu

355 360 365

<210>98
<211> 360
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (80-254) conectado mediante enlazador (G4S)2

<400> 98



Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu

1 5 10 15

Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser

20 25 30

Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys

35 40 45

Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val

50 55 60

Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly

65 70 75 80

Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly

85 90 95

Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu

100 105 110

Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser

115 120 125



Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg

130 135 140

His Ala Trp GlIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg

145 150 155 160

Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly

165 170 175

Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp Pro Ala Gly Leu Leu Asp

180 185 190

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

195 200 205

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

210 215 220

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

225 230 235 240

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

245 250 255



Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

260 265 270

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

275 280 285

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

290 295 300

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

305 310 315 320

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

325 330 335

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

340 345 350

Gly Leu Pro Ser Pro Arg Ser Glu

355 360

<210>99
<211> 416
<212> PRT

<213> Secuencia artificial



<220>

<223> hu 4-1BBL dimérico (52-254) conectado mediante enlazador (G4S)2

<400> 99

Pro Trp Ala Val Ser Gly Ala Arg Ala Ser Pro Gly Ser Ala Ala Ser

1 5 10 15

Pro Arg Leu Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly

20 25 30

Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn

35 40 45

Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu

50 55 60

Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys

65 70 75 80

Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu

85 90 95

Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu

100 105 110



Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu

115 120 125

Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser

130 135 140

Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg

145 150 155 160

Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn

165 170 175

Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu

180 185 190

Ile Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser

195 200 205

Gly Gly Gly Gly Ser Pro Trp Ala Val Ser Gly Ala Arg Ala Ser Pro

210 215 220

Gly Ser Ala Ala Ser Pro Arg Leu Arg Glu Gly Pro Glu Leu Ser Pro

225 230 235 240



Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn

245 250 255

Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr

260 265 270

Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr

275 280 285

Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr

290 295 300

Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser

305 310 315 320

Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala

325 330 335

Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser

340 345 350

Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu

355 360 365



Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala

370 375 380

Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe

385 390 395 400

Arg Val Thr Pro Glu Ile Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu

405 410 415

<210>108
<211>718
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (71-254) - CH1* cadena Fc pomo

<400> 108

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30



Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160



Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu

195 200 205

Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val

210 215 220

Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala

225 230 235 240

Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu

245 250 255

Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu

260 265 270

Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala

275 280 285



Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala

290 295 300

Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala

305 310 315 320

Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu

325 330 335

Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu

340 345 350

Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle

355 360 365

Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly

370 375 380

Gly Gly Gly Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala

385 390 395 400



Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu

405 410 415

Val Glu Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly

420 425 430

Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser

435 440 445

Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu

450 455 460

Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr

465 470 475 480

Lys Val Asp Glu Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr

485 490 495

Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe

500 505 510

Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro

515 520 525



Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val

530 535 540

Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr

545 550 555 560

Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val

565 570 575

Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys

580 585 590

Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle Glu Lys Thr lle Ser

595 600 605

Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro

610 615 620

Cys Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Trp Cys Leu Val

625 630 635 640

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

645 650 655



GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp

660 665 670

Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp

675 680 685

GIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His

690 695 700

Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys

705 710 715

<210> 109
<211>301
<212> PRT

<213> Secuencia artificial

<220>

<223> Hu 4-1BBL monomérico (71-254)-CL*

<400> 109

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15



Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140



His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser

195 200 205

Asp Arg Lys Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn

210 215 220

Asn Phe Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala

225 230 235 240

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

245 250 255

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

260 265 270



Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu

275 280 285

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

290 295 300

<210> 110
<211>296
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL monomérico (71-254) -(G4S)1- CL*

<400> 110

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45



Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175



Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Arg Thr Val

180 185 190

Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Arg Lys Leu Lys

195 200 205

Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg

210 215 220

Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser Gly Asn

225 230 235 240

Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser

245 250 255

Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys

260 265 270

Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro Val Thr

275 280 285

Lys Ser Phe Asn Arg Gly Glu Cys

290 295



<210>111
<211>756
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (52-254) - CH1* cadena Fc pomo

<400> 111

Pro Trp Ala Val Ser Gly Ala Arg Ala Ser Pro Gly Ser Ala Ala Ser

1 5 10 15

Pro Arg Leu Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly

20 25 30

Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn

35 40 45

Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu

50 55 60

Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys

65 70 75 80



Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu

85 90 95

Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu

100 105 110

Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu

115 120 125

Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser

130 135 140

Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg

145 150 155 160

Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn

165 170 175

Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu

180 185 190

Ile Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser

195 200 205



Gly Gly Gly Gly Ser Pro Trp Ala Val Ser Gly Ala Arg Ala Ser Pro

210 215 220

Gly Ser Ala Ala Ser Pro Arg Leu Arg Glu Gly Pro Glu Leu Ser Pro

225 230 235 240

Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn

245 250 255

Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr

260 265 270

Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr

275 280 285

Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr

290 295 300

Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser

305 310 315 320

Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala

325 330 335



Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser

340 345 350

Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu

355 360 365

Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala

370 375 380

Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe

385 390 395 400

Arg Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu

405 410 415

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Ala Ser Thr Lys Gly Pro

420 425 430

Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr

435 440 445

Ala Ala Leu Gly Cys Leu Val Glu Asp Tyr Phe Pro Glu Pro Val Thr

450 455 460



Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro

465 470 475 480

Ala Val Leu GlIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr

485 490 495

Val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn

500 505 510

His Lys Pro Ser Asn Thr Lys Val Asp Glu Lys Val Glu Pro Lys Ser

515 520 525

Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala

530 535 540

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

545 550 555 560

Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

565 570 575

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu

580 585 590



Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr

595 600 605

Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn

610 615 620

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro

625 630 635 640

Ile Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GiIn

645 650 655

Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn Val

660 665 670

Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val

675 680 685

Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro

690 695 700

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr

705 710 715 720



Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe Ser Cys Ser Val

725 730 735

Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu

740 745 750

Ser Pro Gly Lys

755

<210> 112
<211>320
<212> PRT

<213> Secuencia artificial

<220>

<223> Hu 4-1BBL monomérico (52-254)-CL*

<400> 112

Pro Trp Ala Val Ser Gly Ala Arg Ala Ser Pro Gly Ser Ala Ala Ser

1 5 10 15

Pro Arg Leu Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly

20 25 30



Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn

35 40 45

Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu

50 55 60

Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys

65 70 75 80

Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu

85 90 95

Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu

100 105 110

Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu

115 120 125

Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser

130 135 140

Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg

145 150 155 160



Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn

165 170 175

Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu

180 185 190

Ile Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser

195 200 205

Gly Gly Gly Gly Ser Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe

210 215 220

Pro Pro Ser Asp Arg Lys Leu Lys Ser Gly Thr Ala Ser Val Val Cys

225 230 235 240

Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val

245 250 255

Asp Asn Ala Leu GIn Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GIn

260 265 270

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

275 280 285



Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His

290 295 300

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

305 310 315 320

<210>113
<211>700
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (80-254) - CH1* cadena Fc pomo

<400> 113

Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu

1 5 10 15

Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser

20 25 30

Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys

35 40 45



Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val

50 55 60

Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly

65 70 75 80

Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly

85 90 95

Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu

100 105 110

Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser

115 120 125

Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg

130 135 140

His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg

145 150 155 160

Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly

165 170 175



Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp Pro Ala Gly Leu Leu Asp

180 185 190

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

195 200 205

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

210 215 220

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

225 230 235 240

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

245 250 255

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

260 265 270

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

275 280 285

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

290 295 300



Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

305 310 315 320

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

325 330 335

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

340 345 350

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

355 360 365

Gly Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser

370 375 380

Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Glu

385 390 395 400

Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu

405 410 415

Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu

420 425 430



Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr

435 440 445

GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val

450 455 460

Asp Glu Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro

465 470 475 480

Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe Leu Phe

485 490 495

Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val

500 505 510

Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe

515 520 525

Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro

530 535 540

Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr

545 550 555 560



Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val

565 570 575

Ser Asn Lys Ala Leu Gly Ala Pro lle Glu Lys Thr lle Ser Lys Ala

580 585 590

Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Cys Arg

595 600 605

Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Trp Cys Leu Val Lys Gly

610 615 620

Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro

625 630 635 640

Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser

645 650 655

Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln GlIn

660 665 670

Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His

675 680 685



Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys

690 695 700

<210>114
<211>292
<212> PRT

<213> Secuencia artificial

<220>

<223> Hu 4-1BBL monomérico (80-254)-CL*

<400> 114

Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu

1 5 10 15

Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser

20 25 30

Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys

35 40 45

Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val

50 55 60

Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly

65 70 75 80



Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly

85 90 95

Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu

100 105 110

Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser

115 120 125

Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg

130 135 140

His Ala Trp GlIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg

145 150 155 160

Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly

165 170 175

Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Thr Val Ala Ala Pro Ser

180 185 190

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

195 200 205



Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val

210 215 220

GIn Trp Lys Val Asp Asn Ala Leu GIn Ser Gly Asn Ser GIn Glu Ser

225 230 235 240

Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr

245 250 255

Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys

260 265 270

Glu Val Thr His GIn Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn

275 280 285

Arg Gly Glu Cys

290

<210> 115
<211>722
<212> PRT

<213> Secuencia artificial



<220>

<223> hu 4-1BBL dimérico (71-254) - CL* cadena Fc pomo

<400> 115

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110



Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu

195 200 205

Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val

210 215 220

Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala

225 230 235 240



Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu

245 250 255

Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu

260 265 270

Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala

275 280 285

Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala

290 295 300

Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala

305 310 315 320

Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu

325 330 335

Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu

340 345 350

Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle

355 360 365



Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly

370 375 380

Gly Gly Gly Ser Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro

385 390 395 400

Pro Ser Asp Arg Lys Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu

405 410 415

Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp

420 425 430

Asn Ala Leu GIn Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp

435 440 445

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

450 455 460

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His GIn

465 470 475 480

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

485 490 495



Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly

500 505 510

Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle

515 520 525

Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu

530 535 540

Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His

545 550 555 560

Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg

565 570 575

Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys

580 585 590

Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle Glu

595 600 605

Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr

610 615 620



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

625 630 635 640

Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp

645 650 655

Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val

660 665 670

Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp

675 680 685

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

690 695 700

Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro

705 710 715 720

Gly Lys

<210> 116
<211>297
<212> PRT

<213> Secuencia artificial



<220>

<223> hu 4-1BBL monomérico (71-254) -CH1*

<400> 116

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110



Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser

195 200 205

Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Glu

210 215 220

Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu

225 230 235 240



Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu

245 250 255

Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr

260 265 270

GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val

275 280 285

Asp Glu Lys Val Glu Pro Lys Ser Cys

290 295

<210> 117
<211>722
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (71-254) - CL cadena Fc pomo

<400> 117

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15



Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140



His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu

195 200 205

Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val

210 215 220

Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala

225 230 235 240

Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu

245 250 255

Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu

260 265 270



Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala

275 280 285

Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala

290 295 300

Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala

305 310 315 320

Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu

325 330 335

Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu

340 345 350

Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle

355 360 365

Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly

370 375 380

Gly Gly Gly Ser Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro

385 390 395 400



Pro Ser Asp Glu GlIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu

405 410 415

Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp

420 425 430

Asn Ala Leu GIn Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp

435 440 445

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

450 455 460

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His GIn

465 470 475 480

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

485 490 495

Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly

500 505 510

Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle

515 520 525



Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu

530 535 540

Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His

545 550 555 560

Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg

565 570 575

Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys

580 585 590

Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle Glu

595 600 605

Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr

610 615 620

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

625 630 635 640

Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp

645 650 655



Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val

660 665 670

Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp

675 680 685

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

690 695 700

Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro

705 710 715 720

Gly Lys

<210>118
<211>297
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL monomérico (71-254) - CH1

<400> 118

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15



Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125



Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu Ile Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser

195 200 205

Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys

210 215 220

Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu

225 230 235 240

Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu

245 250 255



Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr

260 265 270

GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val

275 280 285

Asp Lys Lys Val Glu Pro Lys Ser Cys

290 295

<210> 119
<211>710
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (71-248) - CL* cadena Fc pomo

<400> 119

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30



Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160



Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu Ile Pro Ala

165 170 175

Gly Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

180 185 190

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

195 200 205

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

210 215 220

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

225 230 235 240

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

245 250 255

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

260 265 270

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

275 280 285



Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

290 295 300

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

305 310 315 320

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

325 330 335

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

340 345 350

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Gly Gly

355 360 365

Gly Gly Ser Gly Gly Gly Gly Ser Arg Thr Val Ala Ala Pro Ser Val

370 375 380

Phe lle Phe Pro Pro Ser Asp Arg Lys Leu Lys Ser Gly Thr Ala Ser

385 390 395 400

Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val GIn

405 410 415



Trp Lys Val Asp Asn Ala Leu GIn Ser Gly Asn Ser GIn Glu Ser Val

420 425 430

Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu

435 440 445

Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu

450 455 460

Val Thr His GIn Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg

465 470 475 480

Gly Glu Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu

485 490 495

Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp

500 505 510

Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp

515 520 525

Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly

530 535 540



Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn

545 550 555 560

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp

565 570 575

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly

580 585 590

Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu

595 600 605

Pro GIn Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn

610 615 620

GIn Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle

625 630 635 640

Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr

645 650 655

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys

660 665 670



Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe Ser Cys

675 680 685

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu

690 695 700

Ser Leu Ser Pro Gly Lys

705 710

<210> 120
<211>291
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL monomérico (71-248) - CH1*

<400> 120

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30



Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160



Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu Ile Pro Ala

165 170 175

Gly Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Ala Ser Thr Lys

180 185 190

Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly

195 200 205

Gly Thr Ala Ala Leu Gly Cys Leu Val Glu Asp Tyr Phe Pro Glu Pro

210 215 220

Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr

225 230 235 240

Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val

245 250 255

Val Thr Val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn

260 265 270

Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Glu Lys Val Glu Pro

275 280 285



Lys Ser Cys

290

<210> 128
<211>5
<212>PRT

<213> Secuencia artificial

<220>

<223> Enlazador peptidico G4S

<400> 128

Gly Gly Gly Gly Ser

1 5

<210> 129
<211> 2166
<212> ADN

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (71-254) - CL* cadena Fc pomo

<400> 129

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 60

atgtttgctc agctggtggce ccagaacgtg ctgetgatcg atggecccect gtectggtac 120



agcgatcctg gactggetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggegaagg atctggctct gtgtctetgg cectgeatct gecagectctg 300

agaagcgctg ctggegcetge agetctggea ctgacagtgg atctgectec tgecagetce 360

gaggcccgga atagegceatt tgggtttcaa ggecaggetge tgeacctgte tgecggecag 420

aggctgggag tgcatctgea cacagaggcec agggcetagac acgectggea getgacacag 480

ggcgctacag tgetgggect gttcagagtg acccccgaga ttccageegg cetgecttct 540

ccaagaagcg aaggcggagg cggatctgge ggeggaggat ctagagaggg acccgaactg 600

tccectgacg atccagecgg getgetggat ctgagacagg gaatgttege ccagetggtg 660

gctcagaatg tgctgetgat tgacggacct ctgagetggt actccgacce agggetggeca 720

ggggtgtccce tgactggggg actgtectac aaagaagata caaaagaact ggtggtgget 780

aaagctgggg tgtactatgt gttttttcag ctggaactga ggegggtggt ggctggggag 840

ggctcaggat ctgtgtcect ggetetgeat ctgecagecac tgegetetge tgetggegeca 900

gctgeactgg ctctgactgt ggacctgeca ccagectcta gcgaggecag aaacagegee 960

ttcgggttcc aaggacgcect getgeatctg agegecggac agegectggg agtgeatctg 1020

catactgaag ccagagcccg geatgettgg cagetgactc agggggcaac tgtgetggga 1080



ctgtttcgceg tgacacctga gatccctgec ggactgecaa gecctagate agaaggggge 1140

ggaggttccg gagggggagg atctcgtacg gtggetgeac catctgtctt tatcttccca 1200

cccagcgacc ggaagctgaa gtectggeaca gecagegteg tgtgectget gaataacttc 1260

tacccecgeg aggecaaggt gcagtggaag gtggacaatg cectgeagag cggecaacage 1320

caggaaagcg tgaccgagca ggacagcaag gactccacct acagectgag cagcaccctg 1380

accctgagca aggccgacta cgagaagcac aaggtgtacg cctgegaagt gacccaccag 1440

ggcctgtcta gececegtgac caagagctic aaccggggeg agtgegacaa gacccacacc 1500

tgtcctecat geectgeecc tgaagetgcet ggeggececta gegtgttect gttcccccca 1560

aagcccaagg acaccctgat gatcagecgg acccctgaag tgacctgegt ggtggtggat 1620

gtgtcccacg aggaccctga agtgaagttc aattggtacg tggacggegt ggaagtgcac 1680

aatgccaaga ccaagccgceg ggaggageag tacaacagea cgtaccgtgt ggtcagegtc 1740

ctcaccgtcc tgcaccagga ctggetgaat ggcaaggagt acaagtgcaa ggtctccaac 1800

aaagccctcg gegeecccat cgagaaaacc atctccaaag ccaaagggea gececgagaa 1860

ccacaggtgt acaccctgcec cccatgeegg gatgagcetga ccaagaacca ggtcagectg 1920

tggtgcctgg tcaaaggcett ctatcccage gacatcgecg tggagtggga gagecaatggg 1980



cagccggaga acaactacaa gaccacgect ccegtgetgg actccgacgg ctecttettc 2040

ctctacagca agctcaccgt ggacaagagc aggtggcage aggggaacgt cttctcatge 2100

tccgtgatge atgaggctct gcacaaccac tacacgcaga agagcctctc cctgtctccg 2160

ggtaaa 2166

<210> 130

<211>891

<212> ADN

<213> Secuencia artificial

<220>

<223> hu 4-1BBL monomérico (71-254) -CH1*

<400> 130

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 60

atgtttgctc agctggtggce ccagaacgtg ctgetgatcg atggecccect gtectggtac 120

agcgatcctg gactggctgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggegaagg atctggetct gtgtetetgg cectgeatct gecagectctg 300

agaagcgctg ctggegetge agetctgget ctgacagtgg atctgectece tgecagetce 360

gaggcccgga atagegcatt tgggtttcaa ggeecggetge tgecacctgte tgeeggecag 420



agactgggag tgcatctgca cacagaggcc agagccaggce acgectggea getgacacag 480

ggcgctacag tgetgggect gttcagagtg acccccgaga ttectgeegg cetgectage 540

cctagatctg aaggcggcgg aggttccgga ggcggaggat ctgetageac aaagggecee 600

agcgtgttcc ctctggecce tagcagcaag agcacatctg gecggaacage cgeectggge 660

tgcctggtgg aagattactt ccccgagecc gtgaccegtgt cetggaatte tggegeectg 720

acaagcggcg tgcacacctt tccageegtg ctgcagagea geggectgta ctctctgage 780

agcgtegtga cagtgeccag cagcetctctg ggcacccaga cctacatctg caacgtgaac 840

cacaagccca gcaacaccaa ggtggacgag aaggtggaac ccaagtectg ¢ 891

<210> 131

<211> 2154

<212> ADN

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (71-254) - CH1* cadena Fc pomo

<400> 131

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct gcggcaggsc 60

atgtttgctc agctggtggc ccagaacgtg ctgetgatcg atggeccecct gtectggtac 120



agcgatcctg gactggetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggegaagg atctggctct gtgtctctgg ccctgeatct gecagectctg 300

agaagcgctg ctggegcetge agetctggea ctgacagtgg atctgectec tgecagetce 360

gaggcccgga atagegceatt tgggtttcaa ggecaggetge tgeacctgte tgecggecag 420

aggctgggag tgcatctgea cacagaggcec agggcetagac acgectggea getgacacag 480

ggcgctacag tgetgggect gttcagagtg acccccgaga ttccageegg cctgecttct 540

ccaagaagcg aaggcggagg cggatctgge ggeggaggat ctagagaggg acccgaactg 600

tccectgacg atccagecgg getgetggat ctgagacagg gaatgttcge ccagetggtg 660

gctcagaatg tgctgetgat tgacggacct ctgagetggt actccgacce agggetggeca 720

ggggtgtcece tgactggggg actgtcctac aaagaagata caaaagaact ggtggtgget 780

aaagctgggg tgtactatgt gttttttcag ctggaactga ggegggtggt ggctggggag 840

ggctcaggat ctgtgtccect ggetetgeat ctgcagecac tgegetetge tgetggegca 900

gctgeactgg ctctgactgt ggacctgeca ccagectcta gcgaggecag aaacagegee 960

ttcgggttcc aaggacgcect getgeatctg agegecggac agegectggg agtgeatctg 1020

catactgaag ccagagcccg geatgettgg cagetgactc agggggcaac tgtgetggga 1080



ctgtttcgeg tgacacctga gatccctgec ggactgecaa gecctagate agaaggggge 1140

ggaggaagcg gagggggageg aagtgetage accaagggece ccteegtgtt cccectggee 1200

cccagcagca agagcaccag cggeggceaca geegetetgg getgectggt cgaggactac 1260

ttccccgage ccgtgacegt gtectggaac ageggagcecc tgaccteegg cgtgcacace 1320

ttccecgecg tgetgeagag ttctggectg tatagectga gecagegtggt caccgtgect 1380

tctagcagcc tgggcaccca gacctacatc tgcaacgtga accacaagcec cagcaacace 1440

aaggtggacg agaaggtgga gcccaagage tgegacaaaa ctcacacatg cccaccgtge 1500

ccagcacctg aagctgcagg gggaccgtca gtcttectct tccccccaaa acccaaggac 1560

accctcatga tctcceggac ccctgaggte acatgegtgg tggtggacgt gagecacgaa 1620

gaccctgagg tcaagttcaa ctggtacgtg gacggcegtgg aggtgecataa tgccaagaca 1680

aagccgeggg aggagceagta caacagcacg taccgtgtgg tcagegtect caccgtectg 1740

caccaggact ggctgaatgg caaggagtac aagtgcaagg tctccaacaa ageectcgge 1800

gcccccatcg agaaaaccat ctccaaagcc aaagggcage cccgagaacc acaggtgtac 1860

accctgececc catgeeggga tgagetgacc aagaaccagg tcagectgtg gtgectggte 1920

aaaggcttct atcccagega catcgecgtg gagtgggaga gcaatgggea gecggagaac 1980



aactacaaga ccacgcctcc cgtgetggac tccgacggcet ccttettect ctacagcaag 2040

ctcaccgtgg acaagagcag gtggcagcag gggaacgtct tctcatgete cgtgatgcat 2100

gaggctctge acaaccacta cacgcagaag agcctctecc tgtetecggg taaa 2154

<210> 132

<211>903

<212> ADN

<213> Secuencia artificial

<220>

<223> Hu 4-1BBL monomérico (71-254)-CL*

<400> 132

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct gecggeaggge 60

atgtttgctc agctggtggc ccagaacgtg ctgctgatcg atggeccecct gtectggtac 120

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tctttcaget ggaactgegg 240

agagtggtgg ccggegaagg atctggctct gtgtetetgg cectgeatct gecagectctg 300

agaagcgctg ctggegetge agetctggea ctgacagtgg atctgectee tgecagetce 360

gaggcccgga atagegceatt tgggtttcaa ggecaggetge tgeacctgte tgeccggecag 420

aggctgggag tgcatctgcea cacagaggec agggctagac acgectggea getgacacag 480



ggcgctacag tgetgggcect gttcagagtg acccecgaga ttccageegg cctgecttet 540

ccaagaagcg aaggcggagg cggatctgge ggeggaggat ctegtacggt ggetgecacca 600

tctgtcttca tetteccgee atctgatcgg aagttgaaat ctggaactge ctetgttgtg 660

tgcctgcetga ataacttcta tcccagagag gecaaagtac agtggaaggt ggataacgee 720

ctccaatcgg gtaactccca ggagagtgtc acagagcagg acagcaagga cagcacctac 780

agcctcagca geaccctgac gectgagcaaa gecagactacg agaaacacaa agtctacgec 840

tgcgaagtca cccatcaggg cctgagcetcg cccgtcacaa agagcttcaa caggggagag 900

tgt 903

<210> 137

<211> 1572

<212> ADN

<213> Secuencia artificial

<220>

<223> hu 4-1BBL monomérico (71-254) - CH1* cadena Fc pomo

<400> 137

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct gcggcaggsc 60

atgtttgctc agctggtggc ccagaacgtg ctgetgatcg atggeccecct gtectggtac 120



agcgatcctg gactggetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggegaagg atctggctct gtgtctctgg ccctgeatct gecagectctg 300

agaagcgctg ctggegcetge agetetggct ctgacagtgg atctgectec tgecagetee 360

gaggcccgga atagegceatt tgggtttcaa ggecggcetge tgcacctgte tgecggecag 420

agactgggag tgcatctgca cacagaggcec agagccaggce acgectggea getgacacag 480

ggcgctacag tgetgggect gttcagagtg acccccgaga ttectgecgg cetgectage 540

cctagatctg aaggcggcgg aggttccgga ggeggaggat ctgetageac caagggecce 600

tcegtgttec cectggeccee cagecageaag agcaccageg geggeacage cgetetggge 660

tgcctggteg aggactactt ccccgagecc gtgaccgtgt cctggaacag cggageectg 720

accteceggeg tgcacacctt cccegeegtg ctgecagagtt ctggectgta tagectgage 780

agcgtggtca ccgtgectte tagcagectg ggcacccaga cctacatctg caacgtgaac 840

cacaagccca gcaacaccaa ggtggacgag aaggtggage ccaagagetg cgacaaaact 900

cacacatgcc caccgtgecc agcacctgaa getgcagggg gaccgtcagt cttectettc 960

cccccaaaac ccaaggacac cctcatgatc tcccggacce ctgaggteac atgegtggtg 1020

gtggacgtga gccacgaaga ccctgaggtc aagttcaact ggtacgtgga cggegtggag 1080



gtgcataatg ccaagacaaa gcecgegggag gageagtaca acagcacgta ccgtgtggte 1140

agcgtcctca ccgtectgea ccaggactgg ctgaatggea aggagtacaa gtgcaaggtc 1200

tccaacaaag cccteggege cecccatcgag aaaaccatct ccaaagccaa agggecageee 1260

cgagaaccac aggtgtacac cctgccccca tgecgggatg agetgaccaa gaaccaggtc 1320

agcctgtggt gectggtcaa aggcttctat cccagegaca tegeegtgga gtgggagage 1380

aatgggcagc cggagaacaa ctacaagacc acgcctcecg tgetggacte cgacggetce 1440

ttcttectct acagcaagcet caccgtggac aagagcaggt ggcagcaggg gaacgtcttc 1500

tcatgctccg tgatgceatga ggetetgeac aaccactaca cgcagaagag cctctcectg 1560

tctccgggta aa 1572

<210>138

<211> 1485

<212> ADN

<213> Secuencia artificial

<220>

<223> Hu 4-1BBL dimérico (71-254)-CL*

<400> 138

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeagggce 60



atgtttgctc agctggtggce ccagaacgtg ctgetgatcg atggecccct gtectggtac 120

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggcgaagg atctggctct gtgtctctgg cectgeatct gcagectctg 300

agaagcgctg ctggegetge agcetctggea ctgacagtgg atctgectece tgecagetce 360

gaggcccgga atagegcatt tgggtttcaa ggcaggcetge tgeacctgte tgecggecag 420

aggctgggag tgcatctgea cacagaggcec agggcetagac acgectggea getgacacag 480

ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccageegg cctgecttct 540

ccaagaagcg aaggcggagg cggatctgge ggeggaggat ctagagaggg acccgaactg 600

tccectgacg atccagecgg getgetggat ctgagacagg gaatgttcge ccagetggtg 660

gctcagaatg tgctgetgat tgacggacct ctgagetggt actccgaccc agggetggeca 720

ggggtgtccc tgactggggg actgtcctac aaagaagata caaaagaact ggtggtgget 780

aaagctgggg tgtactatgt gttttttcag ctggaactga ggegggtggt ggctggggag 840

ggctcaggat ctgtgtcect ggetetgeat ctgcagecac tgegetetge tgetggegca 900

gctgcactgg ctctgactgt ggacctgeca ccagectcta gecgaggecag aaacagegee 960

ttcgggttcc aaggacgect getgeatctg agegecggac agegectggg agtgeatctg 1020



catactgaag ccagagcccg geatgettgg cagetgactc agggggcaac tgtgetggga 1080

ctgtttcgcg tgacacctga gatccctgee ggactgecaa gecctagatc agaaggggge 1140

ggaggttccg gagggggagg atctegtacg gtggetgeac catctgtctt catcttcccg 1200

ccatctgatc ggaagttgaa atctggaact gectctgttg tgtgectget gaataacttc 1260

tatcccagag aggccaaagt acagtggaag gtggataacg ccctccaate gggtaactce 1320

caggagagtg tcacagagca ggacagcaag gacagcacct acagcctcag cagcacectg 1380

acgctgagca aagcagacta cgagaaacac aaagtctacg cctgcgaagt cacccatcag 1440

ggcctgagct cgeecgtcac aaagagcettc aacaggggag agtgt 1485

<210> 139

<211>718

<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL monomeérico (71-254) - CL* cadena Fc pomo

<400> 139

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15



Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140



His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu

195 200 205

Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val

210 215 220

Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala

225 230 235 240

Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu

245 250 255

Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu

260 265 270



Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala

275 280 285

Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala

290 295 300

Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala

305 310 315 320

Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu

325 330 335

Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu

340 345 350

Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle

355 360 365

Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly

370 375 380

Gly Gly Gly Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala

385 390 395 400



Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu

405 410 415

Val Glu Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly

420 425 430

Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser

435 440 445

Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu

450 455 460

Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr

465 470 475 480

Lys Val Asp Glu Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr

485 490 495

Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe

500 505 510

Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro

515 520 525



Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val

530 535 540

Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr

545 550 555 560

Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val

565 570 575

Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys

580 585 590

Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle Glu Lys Thr lle Ser

595 600 605

Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro

610 615 620

Cys Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Trp Cys Leu Val

625 630 635 640

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

645 650 655



GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp

660 665 670

Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp

675 680 685

GlIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His

690 695 700

Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys

705 710 715

<210> 140
<211>495
<212> PRT

<213> Secuencia artificial

<220>

<223> Hu 4-1BBL dimérico (71-254)-CL*

<400> 140

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15



Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140



His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu Ile Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly

180 185 190

Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu

195 200 205

Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val

210 215 220

Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala

225 230 235 240

Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu

245 250 255

Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu

260 265 270



Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala

275 280 285

Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala

290 295 300

Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala

305 310 315 320

Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu

325 330 335

Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu

340 345 350

Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle

355 360 365

Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly

370 375 380

Gly Gly Gly Ser Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro

385 390 395 400



Pro Ser Asp Arg Lys Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu

405 410 415

Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp

420 425 430

Asn Ala Leu GIn Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp

435 440 445

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

450 455 460

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His GIn

465 470 475 480

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

485 490 495

<210> 143
<211> 888
<212> ADN

<213> Secuencia artificial

<220>

<223> hu 4-1BBL monomérico (71-254) -(G4S)1- CL*



<400> 143

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct gecggeaggge 60

atgtttgctc agctggtggce ccagaacgtg ctgetgatcg atggeccecct gtectggtac 120

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggcgaagg atctggcetct gtgtctctgg cectgeatct gecagectctg 300

agaagcgctg ctggegcetge agetetggea ctgacagtgg atctgectec tgecagetce 360

gaggcccgga atagegceatt tgggtttcaa ggecaggetge tgeacctgte tgeccggecag 420

aggctgggag tgcatctgea cacagaggcec agggcetagac acgectggea getgacacag 480

ggcgctacag tgetgggcect gttcagagtg acccecgaga ttccageegg cetgecttct 540

ccaagaagcg aaggceggagg cggatctegt acggtggetg caccatctgt cttcatcttc 600

ccgccatctg atcggaagtt gaaatctgga actgectctg ttgtgtgect getgaataac 660

ttctatccca gagaggccaa agtacagtgg aaggtggata acgeccteca atcgggtaac 720

tcccaggaga gtgtcacaga gcaggacage aaggacagcea cctacagect cagcagcacc 780

ctgacgctga gcaaagcaga ctacgagaaa cacaaagtct acgectgega agtcacccat 840

cagggcctga gctcgeccgt cacaaagagc ttcaacaggg gagagtgt 888



<210> 150
<211> 2268
<212> ADN

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (52-254) - CH1* cadena Fc pomo

<400> 150

ccttgggctg tgtctggege tagagectct cctggatctg ccgecagece cagactgaga 60

gagggacctg agctgagcecc cgatgatcct gecggactgce tggatctgag acagggecatg 120

ttcgcccage tggtggecca gaacgtgetg ctgatcgatg geccectgte ctggtacage 180

gatcctggac tggctggegt gtcactgaca ggeggectga getacaaaga ggacaccaaa 240

gaactggtgg tggccaaggce cggegtgtac tacgtgttcet ttcagetgga actgeggaga 300

gtggtggccg gegagggatce tggatctgtg tctctggecee tgeatctgea geecctgaga 360

agcgctgetg gegetgeage tetggeactg acagtggatce tgectectge cagetccgag 420

gccecggaata gegeatttgg gtttcaagge agactgcetge acctgtetge cggecagagg 480

ctgggagtgc atctgcacac agaggccagg gctagacacg cctggeaget gacacaggge 540

gctacagtgc tgggectgtt cagagtgacc cccgagatte cagecggact gecccageecct 600



agatctgaag gcggeggagg aageggaggc ggaggatecc cttgggetgt gtctggeget 660

agagcctcte ctggatctge cgecagecce agactgagag agggacctga getgagecee 720

gatgatcctg ccggactgct ggacctgegg cagggaatgt tcgetcaget ggtggetcag 780

aatgtgctgc tgattgacgg acctctgtcc tggtactecg accctggect ggeaggggtg 840

tccctgactg ggggactgtc ctacaaagaa gatacaaaag aactggtggt ggctaaaget 900

ggggtgtact atgtgttttt tcagctggaa ctgaggeggg tggtggetgg ggagggctca 960

ggatctgtgt ccctggctcet geatctgeag cctetgeget ctgetgetgg cgecagetgca 1020

ctggctctga ctgtggacct gccaccagec tctagegagg ccagaaacag cgectteggg 1080

ttccaaggac ggctgetgea tctgagegece ggacagegec tgggagtgea tetgecatact 1140

gaagccagag cccggeatge ttggcagetg acccaggggg caactgtget gggactgttt 1200

cgcgtgacac ctgagatccc cgetggectg cctageccaa gaagtgaagg gggaggegga 1260

tctggeggag ggggatctge tagcaccaag ggeccctecg tgttcccect ggeccccage 1320

agcaagagca ccageggegg cacagecgcet ctgggetgec tggtcgagga ctacttccce 1380

gagcccgtga ccgtgtectg gaacagegga geectgacct ccggegtgea caccttcecce 1440

gecegtgetge agagttctgg cctgtatage ctgagcageg tggtcaccgt gecttctage 1500

agcctgggca cccagaccta catctgcaac gtgaaccaca ageccagcaa caccaaggtg 1560



gacgagaagg tggagcccaa gagetgegac aaaactcaca catgeccacc gtgeccagca 1620

cctgaagctg cagggggacc gtcagtcttc ctcttcccce caaaacccaa ggacacccte 1680

atgatctccc ggaccectga ggtcacatge gtggtggtgg acgtgageca cgaagaccct 1740

gaggtcaagt tcaactggta cgtggacggce gtggaggtge ataatgccaa gacaaagecg 1800

cgggaggagce agtacaacag cacgtaccgt gtggtcageg tcctcaccgt cctgcaccag 1860

gactggctga atggcaagga gtacaagtgc aaggtctcca acaaagecct cggegeeccee 1920

atcgagaaaa ccatctccaa agccaaaggg cagccccgag aaccacaggt gtacaccctg 1980

cccccatgec gggatgagct gaccaagaac caggtcagec tgtggtgect ggtcaaagge 2040

ttctatccca gegacatcge cgtggagtgg gagagcaatg ggcagecgga gaacaactac 2100

aagaccacgc ctcccgtget ggactcecgac ggetecttct tectctacag caagetcace 2160

gtggacaaga gcaggtggca gcaggggaac gtcttctcat getecgtgat gcatgagget 2220

ctgcacaacc actacacgca gaagagcctc tcectgtcte cgggtaaa 2268

<210>151

<211>960

<212> ADN

<213> Secuencia artificial



<220>

<223> Hu 4-1BBL monomeérico (52-254)-CL*

<400> 151

ccttgggctg tgtctggege tagagectct cctggatctg ccgecagece cagactgaga 60

gagggacctg agctgagcecc cgatgatcct gecggactgce tggatctgag acagggecatg 120

ttcgcccage tggtggecca gaacgtgetg ctgatcgatg geecectgte ctggtacage 180

gatcctggac tggctggegt gtcactgaca ggeggectga getacaaaga ggacaccaaa 240

gaactggtgg tggccaagge cggegtgtac tacgtgttct ttcagetgga actgeggaga 300

gtggtggccg gegagggatce tggatctgtg tetctggecee tgeatctgea geeectgaga 360

agcgctgcetg gegetgeagce tetggeactg acagtggate tgectectge cagetccgag 420

gccecggaata gegeatttgg gtttcaagge aggetgetge acctgtetge cggecagagg 480

ctgggagtgc atctgcacac agaggccagg gctagacacg cctggeaget gacacaggge 540

gctacagtgc tgggectgtt cagagtgacc cccgagatte cagecggect gecttctcca 600

agaagcgaag geggaggegg atctggegge ggaggatcte gtacggtgge tgecaccatect 660

gtcttcatct tccegecate tgatcggaag ttgaaatctg gaactgectc tgttgtgtge 720

ctgctgaata acttctatcc cagagaggcec aaagtacagt ggaaggtgga taacgeectc 780

caatcgggta actcccagga gagtgtcaca gagcaggaca gcaaggacag cacctacagec 840



ctcagcagca ccctgacgct gagcaaagca gactacgaga aacacaaagt ctacgectge 900

gaagtcaccc atcagggcct gagctegece gtcacaaaga gettcaacag gggagagtgt 960

<210> 152

<211>2100

<212> ADN

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (80-254) - CH1* cadena Fc pomo

<400> 152

gatcctgecg gectgetgga tetgeggeag ggaatgtttg cccagetggt ggeccagaac 60

gtgctgctga tcgatggece cctgagetgg tacagegatce ctggactgge tggegtgtca 120

ctgacaggcg gectgagceta caaagaggac accaaagaac tggtggtgge caaggeecgge 180

gtgtactacg tgttctttca gctggaactg cggagagtgg tggccggega aggatctgge 240

tctgtgtcte tggeectgea tetgeagecc ctgagaageg ctgetggege tgecagetctg 300

gcactgacag tggatctgcc tectgecage tecgaggece ggaatagege atttgggttt 360

caaggcagac tgctgcacct gtctgeegge cagaggetgg gagtgeatct gcacacagag 420

gccagggcta gacacgectg gecagetgaca cagggegcta cagtgetggg cctgttcaga 480



gtgacccccg agattccage cggactgecc agecctagat ctgaaggegg cggaggaage 540

ggaggcggag gatccgacce agetggactg ctggacctge ggecagggaat gttcgetcag 600

ctggtggctc agaatgtgct getgattgac ggacctctgt cctggtacte cgacectgge 660

ctggcagggg tgtcectgac tgggggactg tcctacaaag aagatacaaa agaactggtg 720

gtggctaaag ctggggtgta ctatgtgttt tttcagetgg aactgaggeg ggtggtgget 780

ggggagggct caggatctgt gtcectgget ctgeatctge agectetgeg ctetgetget 840

ggcgcagetg cactggetct gactgtggac ctgecaccag cctctagega ggecagaaac 900

agcgccttcg ggttccaagg acggcetgetg catctgageg ccggacageg cctgggagtg 960

catctgcata ctgaagccag agcccggeat gettggeage tgacccaggg ggcaactgtg 1020

ctgggactgt ttcgegtgac acctgagatc cccgetggec tgectagecc aagaagtgaa 1080

gggggaggcg gatctggegg agggggatct getageacca agggececctce cgtgttcecce 1140

ctggceccca gecagcaagag caccageggc ggcacagecg ctetgggetg cctggtcgag 1200

gactacttcc ccgagceccgt gaccgtgtece tggaacageg gagecctgac ctecggegtg 1260

cacaccttcc ccgecgtget gcagagttct ggectgtata gectgageag cgtggtcace 1320

gtgccttcta gcagectggg cacccagacce tacatctgea acgtgaacca caageccage 1380

aacaccaagg tggacgagaa ggtggagecc aagagetgeg acaaaactca cacatgecca 1440



ccgtgeccag cacctgaagce tgcaggggga cegtecagtcet tectetteee cccaaaacce 1500

aaggacaccc tcatgatctc ccggacccct gaggtcacat gegtggtggt ggacgtgage 1560

cacgaagacc ctgaggtcaa gttcaactgg tacgtggacg gcgtggaggt gecataatgee 1620

aagacaaagc cgcgggagga gcagtacaac agcacgtacc gtgtggtcag cgtcctcace 1680

gtcctgcacc aggactggct gaatggcaag gagtacaagt gcaaggtctc caacaaagcc 1740

ctcggegecec ccatcgagaa aaccatctcc aaagccaaag ggeagecccg agaaccacag 1800

gtgtacaccc tgcccccatg ccgggatgag ctgaccaaga accaggtcag cctgtggtge 1860

ctggtcaaag gcttctatcc cagegacate geecgtggagt gggagagceaa tgggecageeg 1920

gagaacaact acaagaccac gccteecgtg ctggactceg acggcetcctt cttectctac 1980

agcaagctca ccgtggacaa gagcaggtgg cagcagggga acgtcttcte atgetecgtg 2040

atgcatgagg ctctgcacaa ccactacacg cagaagagcec tctcectgte teccgggtaaa 2100

<210> 153

<211> 876

<212> ADN

<213> Secuencia artificial

<220>

<223> Hu 4-1BBL monomérico (80-254)-CL*



<400> 153

gatcctgeeg gectgetgga tetgeggeag ggaatgtttg cccagetggt ggecccagaac 60

gtgctgctga tcgatggecc cctgagetgg tacagegatce ctggactgge tggegtgtca 120

ctgacaggcg gectgagceta caaagaggac accaaagaac tggtggtgge caaggecgge 180

gtgtactacg tgttctttca gctggaactg cggagagtgg tggccggega aggatctgge 240

tctgtgtcte tggeectgea tetgeagecce ctgagaageg ctgetggege tgcagetctg 300

gcactgacag tggatctgec tcctgecage tccgaggece ggaatagegc atttgggttt 360

caaggcaggc tgctgcacct gtctgeecgge cagaggetgg gagtgeatct gcacacagag 420

gccagggceta gacacgectg gcagetgaca cagggegeta cagtgetggg cctgttcaga 480

gtgacccccg agattccage cggectgect tctccaagaa gegaaggegg aggeggatct 540

ggcggeggag gatctegtac ggtggetgea ccatctgtcet tcatcttece gecatctgat 600

cggaagttga aatctggaac tgectctgtt gtgtgectge tgaataactt ctatcccaga 660

gaggccaaag tacagtggaa ggtggataac gecctccaat cgggtaactc ccaggagagt 720

gtcacagagc aggacagcaa ggacagcacc tacagcctca gcagcaccct gacgetgage 780

aaagcagact acgagaaaca caaagtctac gcctgegaag tcacccatca gggectgage 840

tcgcccgtca caaagagcett caacagggga gagtgt 876



<210> 154
<211> 1317
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena KK de Fc de DP47

<400> 154

gaggtgcaat tgttggagtc tgggggaggc ttggtacage ctggggggte cctgagactc 60

tcctgtgeag ccteeggatt cacctttage agttatgeca tgagetgggt ccgecagget 120

ccagggaagg ggctggagtg ggtctcagct attagtggta gtggtggtag cacatactac 180

gcagactccg tgaagggcecg gttcaccatc tccagagaca attccaagaa cacgetgtat 240

ctgcagatga acagcctgag agccgaggac acggecgtat attactgtge gaaaggcage 300

ggatttgact actggggcca aggaaccctg gtcaccgtct cgagegctaa gaccacccece 360

cctagegtgt accctctgge ccctggatct geccgeccaga ccaacageat ggtgaccctg 420

ggctgectgg tgaagggcta cttecccegag cetgtgaccg tgacctggaa cageggecage 480

ctgagcagcg gegtgeacac ctttccagec gtgetgeaga gegacctgta cacectgage 540

agctccgtga ccgtgectag cagcacctgg cccagecaga cagtgacctg caacgtggee 600

caccctgcca gcagcaccaa ggtggacaag aaaatcgtge cccgggactg cggetgcaag 660



ccctgeatct gcaccgtgee cgaggtgtcec agegtgttca tcttcccace caageccaag 720

gacgtgctga ccatcaccct gacccccaaa gtgacctgeg tggtggtgge catcagcaag 780

gacgaccccg aggtgcagtt ctcttggttt gtggacgacg tggaggtgea cacageccag 840

acaaagcccc gggaggaaca gatcaacagc accttcagaa gegtgtcega getgeccate 900

atgcaccagg actggctgaa cggcaaagaa ttcaagtgca gagtgaacag cgecgecttc 960

ggcgeeccca tcgagaaaac catcagcaag accaagggca gacccaagge cccccaggtg 1020

tacaccatcc ccccacccaa aaaacagatg gccaaggaca aggtgtecct gacctgcatg 1080

atcaccaact ttttccccga ggacatcacc gtggagtggce agtggaatgg ccageeccgee 1140

gagaactaca agaacaccca gcccatcatg aagaccgacg geagctactt cgtgtacage 1200

aagctgaacg tgcagaagtc caactgggag gccggeaaca ccttcacctg tagegtgetg 1260

cacgagggcc tgcacaacca ccacaccgag aagtccctga gecacteecce cggeaag 1317

<210> 155

<211> 645

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena ligera de DP47



<400> 155

gaaatcgtgt taacgcagtc tccaggcacc ctgtctttgt ctccagggga aagagccacc 60

ctctcttgca gggecagtca gagtgttage agcagctact tagectggta ccagcagaaa 120

cctggecagg ctcccaggcet cctcatctat ggagceatcca gcagggecac tggeatccca 180

gacaggttca gtggcagtgg atccgggaca gacttcactc tcaccatcag cagactggag 240

cctgaagatt ttgcagtgta ttactgtcag cagtatggta gctcaccget gacgttcgge 300

caggggacca aagtggaaat caaacgtgcc gatgctgcac caactgtatc gattttccca 360

ccatccagtg agcagttaac atctggaggt gectcagteg tgtgettctt gaacaacttc 420

taccccaaag acatcaatgt caagtggaag attgatggca gtgaacgaca aaatggegtc 480

ctgaacagtt ggactgatca ggacagcaaa gacagcacct acagcatgag cagcaccctc 540

acgttgacca aggacgagta tgaacgacat aacagctata cctgtgaggc cactcacaag 600

acatcaactt cacccattgt caagagcttc aacaggaatg agtgt 645

<210> 156

<211>439

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena KK de Fc de DP47



<400> 156

Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly

1 5 10 15

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

20 25 30

Ala Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45

Ser Ala lle Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val

50 55 60

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

65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Lys Gly Ser Gly Phe Asp Tyr Trp Gly GIn Gly Thr Leu Val Thr

100 105 110



Val Ser Ser Ala Lys Thr Thr Pro Pro Ser Val Tyr Pro Leu Ala Pro

115 120 125

Gly Ser Ala Ala GIn Thr Asn Ser Met Val Thr Leu Gly Cys Leu Val

130 135 140

Lys Gly Tyr Phe Pro Glu Pro Val Thr Val Thr Trp Asn Ser Gly Ser

145 150 155 160

Leu Ser Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Asp Leu

165 170 175

Tyr Thr Leu Ser Ser Ser Val Thr Val Pro Ser Ser Thr Trp Pro Ser

180 185 190

GIn Thr Val Thr Cys Asn Val Ala His Pro Ala Ser Ser Thr Lys Val

195 200 205

Asp Lys Lys lle Val Pro Arg Asp Cys Gly Cys Lys Pro Cys lle Cys

210 215 220

Thr Val Pro Glu Val Ser Ser Val Phe lle Phe Pro Pro Lys Pro Lys

225 230 235 240



Asp Val Leu Thr lle Thr Leu Thr Pro Lys Val Thr Cys Val Val Val

245 250 255

Ala lle Ser Lys Asp Asp Pro Glu Val Gln Phe Ser Trp Phe Val Asp

260 265 270

Asp Val Glu Val His Thr Ala GIn Thr Lys Pro Arg Glu Glu GIn lle

275 280 285

Asn Ser Thr Phe Arg Ser Val Ser Glu Leu Pro lle Met His GIn Asp

290 295 300

Trp Leu Asn Gly Lys Glu Phe Lys Cys Arg Val Asn Ser Ala Ala Phe

305 310 315 320

Gly Ala Pro lle Glu Lys Thr lle Ser Lys Thr Lys Gly Arg Pro Lys

325 330 335

Ala Pro GIn Val Tyr Thr lle Pro Pro Pro Lys Lys GIn Met Ala Lys

340 345 350

Asp Lys Val Ser Leu Thr Cys Met lle Thr Asn Phe Phe Pro Glu Asp

355 360 365



Ile Thr Val Glu Trp GIn Trp Asn Gly GIn Pro Ala Glu Asn Tyr Lys

370 375 380

Asn Thr GIn Pro lle Met Lys Thr Asp Gly Ser Tyr Phe Val Tyr Ser

385 390 395 400

Lys Leu Asn Val GIn Lys Ser Asn Trp Glu Ala Gly Asn Thr Phe Thr

405 410 415

Cys Ser Val Leu His Glu Gly Leu His Asn His His Thr Glu Lys Ser

420 425 430

Leu Ser His Ser Pro Gly Lys

435

<210> 157
<211>215
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena ligera de DP47

<400> 157



Glu lle Val Leu Thr GIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly

1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser GIn Ser Val Ser Ser Ser

20 25 30

Tyr Leu Ala Trp Tyr GIn GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu

35 40 45

lle Tyr Gly Ala Ser Ser Arg Ala Thr Gly lle Pro Asp Arg Phe Ser

50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser Arg Leu Glu

65 70 75 80

Pro Glu Asp Phe Ala Val Tyr Tyr Cys GlIn GIn Tyr Gly Ser Ser Pro

85 90 95

Leu Thr Phe Gly GIn Gly Thr Lys Val Glu lle Lys Arg Ala Asp Ala

100 105 110

Ala Pro Thr Val Ser lle Phe Pro Pro Ser Ser Glu GIn Leu Thr Ser

115 120 125



Gly Gly Ala Ser Val Val Cys Phe Leu Asn Asn Phe Tyr Pro Lys Asp

130 135 140

Ile Asn Val Lys Trp Lys lle Asp Gly Ser Glu Arg GIn Asn Gly Val

145 150 155 160

Leu Asn Ser Trp Thr Asp GIn Asp Ser Lys Asp Ser Thr Tyr Ser Met

165 170 175

Ser Ser Thr Leu Thr Leu Thr Lys Asp Glu Tyr Glu Arg His Asn Ser

180 185 190

Tyr Thr Cys Glu Ala Thr His Lys Thr Ser Thr Ser Pro lle Val Lys

195 200 205

Ser Phe Asn Arg Asn Glu Cys

210 215

<210> 158
<211> 2298
<212> ADN

<213> Secuencia artificial

<220>



<223> 4-1BBL murino dimérico (104-309, C160S) +IBM- cadena DD de Fc de CL

<400> 158

agaaccgagc ccagacccge cctgaccatc accaccagcec ctaacctggg caccagagag 60

aacaacgccg accaagtgac ccecgtgtec cacatcgget gecccaatac cacacagcag 120

ggcagccctg tgttcgecaa getgetggee aagaaccagg ccagectgag caacaccace 180

ctgaactggc acagccagga tggegecgga agcagetate tgagccaggg cctgagatac 240

gaagaggaca agaaagaact ggtggtggac agccctggec tgtactacgt gttcctggaa 300

ctgaagctga gccccacctt caccaacacc ggecacaagg tgcagggcetg ggtgtcactg 360

gtgctgcagg ccaaacccca ggtggacgac ttcgacaacc tggecctgac cgtggaactg 420

ttcccctgea geatggaaaa caagetggtg gatcggaget ggteccagct tetgetgetg 480

aaggccggac acagactgag cgtgggectg agggcttatc tgcacggege ccaggacgec 540

tacagagact gggagctgag ctaccccaac acaaccagct tcggectgtt cctcgtgaag 600

cccgacaacc cttgggaagg cggeggaggc tccggaggag geggatctag aacagagect 660

cggcctgecc tgacaattac cacatccecc aatctgggea cccgggaaaa caatgcagat 720

caagtgacac ctgtgtctca tattgggtgc cccaacacta cccagcaggg gtccccagtg 780

tttgctaaac tgctggcetaa aaatcaggec teectgtcta acacaacact gaattggcat 840



agtcaggacg gggctggcag cagctacctg tctcagggac tgegetatga ggaagataag 900

aaagaactgg tggtggattc ccccggactg tactatgtgt ttctggaact gaaactgtcc 960

cctaccttta caaataccgg gcacaaagtg cagggatggg tgtcecctggt getgcagget 1020

aagcctcagg tggacgattt tgataatctg getctgacag tggaactgtt tecttgetct 1080

atggaaaaca aactggtgga ccgctcttgg agecagtige tgetgetgaa agetggecac 1140

cggctgtctg tgggactgag agcatacctg catggggeac aggatgecta ccgggattgg 1200

gaactgtcct accctaacac tacttccttc ggactgticce tcgtgaaacc tgataatccc 1260

tgggagggcg gaggcggaag tggcggaggg ggatccagag ctgatgetge cectaccgtg 1320

tccatcttce cacccagecag cgagcagetg acatctgggg gagetagegt cgtgtgettc 1380

ctgaacaact tctaccccaa ggacatcaac gtgaagtgga agatcgacgg cagegagegg 1440

cagaacggcg tgctgaatag ctggaccgac caggacagca aggactccac ctacagcatg 1500

agcagcaccc tgaccctgac caaggacgag tacgagcggce acaacagcta cacatgegag 1560

gccacccaca agaccagceac cagecccatce gtgaagtect tcaaccggaa cgagtgegtg 1620

cccagagact geggctgeaa gecttgeatc tgecaccgtge ctgaggtgte cagegtgttc 1680

atcttcccac ccaagceccaa ggacgtgetg accatcacce tgacacccaa agtgacctge 1740

gtggtggtgg ccatcagcaa ggatgacccc gaggtgeagt tcagttggtt cgtggacgac 1800



gtggaagtgc acaccgctca gaccaagecc agagaggaac agatcaacag caccttcaga 1860

agcgtgtccg agctgeccat catgcaccag gactggetga acggcaaaga attcaagtge 1920

agagtgaaca gcgcegcectt tggegecect atcgagaaaa ccatctccaa gaccaaggge 1980

agacccaagg ccccccaggt gtacacaatc cccccaccca aagaacagat ggeccaaggac 2040

aaggtgtccc tgacctgceat gatcaccaat ttcttcccag aggatatcac cgtggaatgg 2100

cagtggaacg gccagcccgce cgagaactac gacaacaccc agectatcat ggacaccgac 2160

ggctcctact tcgtgtacag cgacctgaac gtgcagaagt ccaactggga ggeeggcaac 2220

accttcacct gtagcgtgct gcacgagggc ctgcacaacc accacaccga gaagtcectg 2280

tcccacagec ctggeaag 2298

<210> 159

<211>954

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de 4-1BBL murino monomeérico (104-309, C160S) - CH1

<400> 159

agaaccgagc ccagacccgce cctgaccatc accaccagcec ctaacctggg caccagagag 60



aacaacgccg accaagtgac ccecgtgtec cacatcgget gecccaatac cacacagcag 120

ggcagccctg tgttcgecaa getgetggee aagaaccagg ccagectgag caacaccacc 180

ctgaactggc acagccagga tggegeegga agcagctate tgagecaggg cctgagatac 240

gaagaggaca agaaagaact ggtggtggac agccctggece tgtactacgt gttcctggaa 300

ctgaagctga gceccacctt caccaacacc ggeccacaagg tgecagggctg ggtgtcactg 360

gtgctgcagg ccaaacccca ggtggacgac ttcgacaacc tggeectgac cgtggaactg 420

ttcccctgea geatggaaaa caagetggtg gatcggaget ggteccagct tetgetgetg 480

aaggccggac acagactgag cgtgggcectg agggcttatc tgcacggege ccaggacgec 540

tacagagact gggagctgag ctaccccaac acaaccagct tcggectgtt cctcgtgaag 600

cccgacaacc cttgggaagg cggeggaggc tccggaggag geggaagege taagaccacc 660

ccceccageg tgtaccctet ggecectgga tetgecgece agaccaacag catggtgace 720

ctgggctgec tggtgaaggg ctacttccce gagectgtga cegtgacctg gaacagegge 780

agcctgagca geggegtgea cacctttecca geegtgetge agagegacct gtacaccctg 840

agcagctccg tgaccgtgec tagcagcacc tggeccagec agacagtgac ctgcaacgtg 900

gcccaccctg ccagcagceac caaggtggac aagaaaatcg tgecceggga ctgc 954



<210> 160
<211>766
<212> PRT

<213> Secuencia artificial

<220>

<223> 4-1BBL murino dimérico (104-309, C160S) +IBM- cadena DD de Fc de CL

<400> 160

Arg Thr Glu Pro Arg Pro Ala Leu Thr lle Thr Thr Ser Pro Asn Leu

1 5 10 15

Gly Thr Arg Glu Asn Asn Ala Asp GIn Val Thr Pro Val Ser His lle

20 25 30

Gly Cys Pro Asn Thr Thr GIn GIn Gly Ser Pro Val Phe Ala Lys Leu

35 40 45

Leu Ala Lys Asn GlIn Ala Ser Leu Ser Asn Thr Thr Leu Asn Trp His

50 55 60

Ser Gln Asp Gly Ala Gly Ser Ser Tyr Leu Ser GIn Gly Leu Arg Tyr

65 70 75 80



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

85 90 95

Val Phe Leu Glu Leu Lys Leu Ser Pro Thr Phe Thr Asn Thr Gly His

100 105 110

Lys Val GIn Gly Trp Val Ser Leu Val Leu GIn Ala Lys Pro GIn Val

115 120 125

Asp Asp Phe Asp Asn Leu Ala Leu Thr Val Glu Leu Phe Pro Cys Ser

130 135 140

Met Glu Asn Lys Leu Val Asp Arg Ser Trp Ser GIn Leu Leu Leu Leu

145 150 155 160

Lys Ala Gly His Arg Leu Ser Val Gly Leu Arg Ala Tyr Leu His Gly

165 170 175

Ala GIn Asp Ala Tyr Arg Asp Trp Glu Leu Ser Tyr Pro Asn Thr Thr

180 185 190

Ser Phe Gly Leu Phe Leu Val Lys Pro Asp Asn Pro Trp Glu Gly Gly

195 200 205



Gly Gly Ser Gly Gly Gly Gly Ser Arg Thr Glu Pro Arg Pro Ala Leu

210 215 220

Thr lle Thr Thr Ser Pro Asn Leu Gly Thr Arg Glu Asn Asn Ala Asp

225 230 235 240

GIn Val Thr Pro Val Ser His lle Gly Cys Pro Asn Thr Thr GIn GIn

245 250 255

Gly Ser Pro Val Phe Ala Lys Leu Leu Ala Lys Asn GIn Ala Ser Leu

260 265 270

Ser Asn Thr Thr Leu Asn Trp His Ser GIn Asp Gly Ala Gly Ser Ser

275 280 285

Tyr Leu Ser GIn Gly Leu Arg Tyr Glu Glu Asp Lys Lys Glu Leu Val

290 295 300

Val Asp Ser Pro Gly Leu Tyr Tyr Val Phe Leu Glu Leu Lys Leu Ser

305 310 315 320

Pro Thr Phe Thr Asn Thr Gly His Lys Val GIn Gly Trp Val Ser Leu

325 330 335



Val Leu GIn Ala Lys Pro GlIn Val Asp Asp Phe Asp Asn Leu Ala Leu

340 345 350

Thr Val Glu Leu Phe Pro Cys Ser Met Glu Asn Lys Leu Val Asp Arg

355 360 365

Ser Trp Ser GIn Leu Leu Leu Leu Lys Ala Gly His Arg Leu Ser Val

370 375 380

Gly Leu Arg Ala Tyr Leu His Gly Ala GIn Asp Ala Tyr Arg Asp Trp

385 390 395 400

Glu Leu Ser Tyr Pro Asn Thr Thr Ser Phe Gly Leu Phe Leu Val Lys

405 410 415

Pro Asp Asn Pro Trp Glu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

420 425 430

Arg Ala Asp Ala Ala Pro Thr Val Ser lle Phe Pro Pro Ser Ser Glu

435 440 445

GIn Leu Thr Ser Gly Gly Ala Ser Val Val Cys Phe Leu Asn Asn Phe

450 455 460



Tyr Pro Lys Asp lle Asn Val Lys Trp Lys lle Asp Gly Ser Glu Arg

465 470 475 480

GIn Asn Gly Val Leu Asn Ser Trp Thr Asp GIn Asp Ser Lys Asp Ser

485 490 495

Thr Tyr Ser Met Ser Ser Thr Leu Thr Leu Thr Lys Asp Glu Tyr Glu

500 505 510

Arg His Asn Ser Tyr Thr Cys Glu Ala Thr His Lys Thr Ser Thr Ser

515 520 525

Pro lle Val Lys Ser Phe Asn Arg Asn Glu Cys Val Pro Arg Asp Cys

530 535 540

Gly Cys Lys Pro Cys lle Cys Thr Val Pro Glu Val Ser Ser Val Phe

545 550 555 560

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

565 570 575

Lys Val Thr Cys Val Val Val Ala lle Ser Lys Asp Asp Pro Glu Val

580 585 590



GIn Phe Ser Trp Phe Val Asp Asp Val Glu Val His Thr Ala GIn Thr

595 600 605

Lys Pro Arg Glu Glu GIn lle Asn Ser Thr Phe Arg Ser Val Ser Glu

610 615 620

Leu Pro lle Met His GIn Asp Trp Leu Asn Gly Lys Glu Phe Lys Cys

625 630 635 640

Arg Val Asn Ser Ala Ala Phe Gly Ala Pro lle Glu Lys Thr lle Ser

645 650 655

Lys Thr Lys Gly Arg Pro Lys Ala Pro GIn Val Tyr Thr lle Pro Pro

660 665 670

Pro Lys Glu GIn Met Ala Lys Asp Lys Val Ser Leu Thr Cys Met lle

675 680 685

Thr Asn Phe Phe Pro Glu Asp Ile Thr Val Glu Trp GIn Trp Asn Gly

690 695 700

GIn Pro Ala Glu Asn Tyr Asp Asn Thr GIn Pro lle Met Asp Thr Asp

705 710 715 720



Gly Ser Tyr Phe Val Tyr Ser Asp Leu Asn Val GIn Lys Ser Asn Trp

725 730 735

Glu Ala Gly Asn Thr Phe Thr Cys Ser Val Leu His Glu Gly Leu His

740 745 750

Asn His His Thr Glu Lys Ser Leu Ser His Ser Pro Gly Lys

755 760 765

<210> 161
<211>318
<212> PRT

<213> Secuencia artificial

<220>

<223> ADN de 4-1BBL murino monomeérico (104-309, C160S) - CH1

<400> 161

Arg Thr Glu Pro Arg Pro Ala Leu Thr lle Thr Thr Ser Pro Asn Leu

1 5 10 15

Gly Thr Arg Glu Asn Asn Ala Asp GIn Val Thr Pro Val Ser His lle

20 25 30



Gly Cys Pro Asn Thr Thr GIn GIn Gly Ser Pro Val Phe Ala Lys Leu

35 40 45

Leu Ala Lys Asn GlIn Ala Ser Leu Ser Asn Thr Thr Leu Asn Trp His

50 55 60

Ser GIn Asp Gly Ala Gly Ser Ser Tyr Leu Ser GIn Gly Leu Arg Tyr

65 70 75 80

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

85 90 95

Val Phe Leu Glu Leu Lys Leu Ser Pro Thr Phe Thr Asn Thr Gly His

100 105 110

Lys Val GIn Gly Trp Val Ser Leu Val Leu GIn Ala Lys Pro GIn Val

115 120 125

Asp Asp Phe Asp Asn Leu Ala Leu Thr Val Glu Leu Phe Pro Cys Ser

130 135 140

Met Glu Asn Lys Leu Val Asp Arg Ser Trp Ser GIn Leu Leu Leu Leu

145 150 155 160



Lys Ala Gly His Arg Leu Ser Val Gly Leu Arg Ala Tyr Leu His Gly

165 170 175

Ala GIn Asp Ala Tyr Arg Asp Trp Glu Leu Ser Tyr Pro Asn Thr Thr

180 185 190

Ser Phe Gly Leu Phe Leu Val Lys Pro Asp Asn Pro Trp Glu Gly Gly

195 200 205

Gly Gly Ser Gly Gly Gly Gly Ser Ala Lys Thr Thr Pro Pro Ser Val

210 215 220

Tyr Pro Leu Ala Pro Gly Ser Ala Ala GIn Thr Asn Ser Met Val Thr

225 230 235 240

Leu Gly Cys Leu Val Lys Gly Tyr Phe Pro Glu Pro Val Thr Val Thr

245 250 255

Trp Asn Ser Gly Ser Leu Ser Ser Gly Val His Thr Phe Pro Ala Val

260 265 270

Leu GIn Ser Asp Leu Tyr Thr Leu Ser Ser Ser Val Thr Val Pro Ser

275 280 285



Ser Thr Trp Pro Ser GIn Thr Val Thr Cys Asn Val Ala His Pro Ala

290 295 300

Ser Ser Thr Lys Val Asp Lys Lys lle Val Pro Arg Asp Cys

305 310 315

<210> 165
<211> 2166
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de hu 4-1BBL dimérico (71-254) - CL cadena Fc pomo

<400> 165

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 60

atgtttgctc agctggtggce ccagaacgtg ctgetgatcg atggecccect gtectggtac 120

agcgatcctg gactggetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggegaagg atctggetct gtgtetetgg cectgeatct gecagectctg 300

agaagcgctg ctggegetge agetctggea ctgacagtgg atctgectec tgecagetce 360

gaggcccgga atagegcatt tgggtttcaa ggecaggetge tgcacctgte tgecggecag 420



aggctgggag tgcatctgca cacagaggec agggctagac acgectggea getgacacag 480

ggcgctacag tgetgggect gttcagagtg acccccgaga ttccageegg cctgecttet 540

ccaagaagcg aaggeggagg cggatctgge ggeggaggat ctagagaggg acccgaactg 600

tccectgacg atccagecgg getgetggat ctgagacagg gaatgttcge ccagetggtg 660

gctcagaatg tgctgetgat tgacggacct ctgagetggt actccgacce agggetggca 720

ggggtgtccc tgactggggg actgtcctac aaagaagata caaaagaact ggtggtgget 780

aaagctgggg tgtactatgt gttttttcag ctggaactga ggcgggtggt ggetggggag 840

ggctcaggat ctgtgtccct ggetetgeat ctgeagecac tgegetetge tgetggegeca 900

gctgeactgg ctctgactgt ggacctgeca ccagectcta gegaggecag aaacagegee 960

ttcgggttcc aaggacgcct getgeatctg agegecggac agegectggg agtgeatctg 1020

catactgaag ccagagcccg geatgettgg cagetgactc agggggcaac tgtgetggga 1080

ctgtttcgcg tgacacctga gatccctgec ggactgecaa gecctagate agaaggggge 1140

ggaggttccg gagggggagg atctcgtacg gtggecgcte cctecgtgtt tatctttcce 1200

ccatccgatg aacagctgaa aageggceacc gectecgteg tgtgtetget gaacaatttt 1260

taccctaggg aagctaaagt gcagtggaaa gtggataacg cactgcagtc cggecaactcc 1320



caggaatctg tgacagaaca ggactccaag gacagcacct actccctgtce ctccaccctg 1380

acactgtcta aggctgatta tgagaaacac aaagtctacg cctgcgaagt cacccatcag 1440

ggcctgagct cgeecgtcac aaagagcettc aacaggggag agtgtgacaa gacccacacc 1500

tgtccecctt gtectgeccce tgaagetget ggeggecctt ctgtgttect gttcccccca 1560

aagcccaagg acaccctgat gatcageegg acccccgaag tgacctgegt ggtggtggat 1620

gtgtcccacg aggaccctga agtgaagttc aattggtacg tggacggegt ggaagtgcac 1680

aatgccaaga ccaagccgeg ggaggageag tacaacagea cgtacegtgt ggtcagegtc 1740

ctcaccgtcc tgcaccagga ctggctgaat ggcaaggagt acaagtgcaa ggtctccaac 1800

aaagccctcg gegeccccat cgagaaaacc atctccaaag ccaaagggcea geecccgagaa 1860

ccacaggtgt acaccctgcc cccatgeegg gatgagetga ccaagaacca ggtcagectg 1920

tggtgcectgg tcaaaggcett ctatcccage gacatcgecg tggagtggga gagcaatggg 1980

cagccggaga acaactacaa gaccacgect cccgtgetgg actcecgacgg ctecttettc 2040

ctctacagca agctcaccgt ggacaagagce aggtggecage aggggaacgt cttctcatge 2100

tccgtgatge atgaggctct gcacaaccac tacacgcaga agagcctctc cctgtctccg 2160

ggtaaa 2166



<210> 166
<211>891
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de hu 4-1BBL monomérico (71-254) - CH1

<400> 166

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 60

atgtttgctc agctggtggc ccagaacgtg ctgetgatcg atggeccecct gtectggtac 120

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggcgaagg atctggcetct gtgtctctgg cectgeatct gecagectctg 300

agaagcgctg ctggegetge agetetgget ctgacagtgg atctgectee tgecagetce 360

gaggcccgga atagegeatt tgggtttcaa ggecggcetge tgecacctgte tgecggecag 420

agactgggag tgcatctgca cacagaggcec agagccagge acgectggea getgacacag 480

ggcgctacag tgetgggect gttcagagtg accceccgaga ttectgeegg cetgectage 540

cctagatctg aaggcggcegg aggttccgga ggeggaggat ctgetageac caaaggeect 600

tcegtgttte ctetggcetec tagetccaag tccacctctg gaggeaccge tgetctcgga 660



tgcctegtga aggattattt tcctgagect gtgacagtgt cctggaatag cggagecactg 720

acctctggag tgcatacttt ccccgetgtg ctgeagtect ctggactgta cagectgage 780

agcgtggtga cagtgcccag cagcagcectg ggeacccaga cctacatctg caacgtgaac 840

cacaagccca gcaacaccaa ggtggacaag aaggtggaac ccaagtcttg t 891

<210> 169

<211> 2130

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de hu 4-1BBL dimérico (71-248) - CL* cadena de Fc pomo

<400> 169

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 60

atgtttgctc agctggtggce ccagaacgtg ctgetgatcg atggecccect gtectggtac 120

agcgatcctg gactggetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggegaagg atctggetct gtgtetetgg cectgeatct gecagectctg 300

agatctgctg ctggegecge tgctctggea ctgacagtgg atctgectee tgccagecage 360

gaggcccgga atagegcatt tgggtttcaa ggcaggetge tgcacctgte tgecggecag 420



aggctgggag tgcatctgca cacagaggec agggctagac acgectggea getgacacag 480

ggcgctacag tgetgggect gttcagagtg acccccgaga ttccageegg actgggagge 540

ggcggatctg gcggeggagg atctagagaa ggacccgagce tgtecectga cgatccagee 600

gggctgctgg atctgagaca gggaatgttc gcccagetgg tggcetcagaa tgtgetgetg 660

attgacggac ctctgagctg gtactccgac ccagggcetgg caggggtgte cctgactggg 720

ggactgtcct acaaagaaga tacaaaagaa ctggtggtgg ctaaagctgg ggtgtactat 780

gtgttttttc agctggaact gaggcgggtg gtggcetgggg agggctcagg atctgtgtce 840

ctggctctge atctgcagec actgegetct gcagcagggg ctgeageact ggeectgact 900

gtggacctgc ccccagcette ttccgaggece agaaacageg ccttegggtt ccaaggacge 960

ctgctgcatc tgagegecgg acagegectg ggagtgceate tgcatactga agccagagee 1020

cggcatgctt ggcagctgac tcagggggea actgtgetgg gactgtttcg cgtgacacct 1080

gagatccccg ctggactggg cggaggeggt tccggagggg gaggatcteg tacggtgget 1140

gcaccatctg tctttatctt cccacccage gaccggaage tgaagtctgg cacageccage 1200

gtcgtgtgece tgetgaataa cttctaccee cgegaggeca aggtgeagtg gaaggtggac 1260

aatgccctge agagceggcaa cagecaggaa agegtgaccg agcaggacag caaggactcc 1320



acctacagcc tgagcagcac cctgaccctg agcaaggecg actacgagaa gcacaaggtg 1380

tacgcctgeg aagtgaccca ccagggectg tctagecccg tgaccaagag cttcaaccgg 1440

ggcgagtgeg acaagaccca cacctgtect ccatgecctg cecctgaage tgetggegge 1500

cctagcgtgt tectgttcee cccaaagecc aaggacaccce tgatgatcag ccggaccect 1560

gaagtgacct gcgtggtggt ggatgtgtcc cacgaggacc ctgaagtgaa gttcaattgg 1620

tacgtggacg gcgtggaagt gcacaatgee aagaccaagce cgegggagga gecagtacaac 1680

agcacgtacc gtgtggtcag cgtcctcacc gtectgecacc aggactgget gaatggcaag 1740

gagtacaagt gcaaggtctc caacaaagcc ctcggegecc ccatcgagaa aaccatctcc 1800

aaagccaaag ggcagccccg agaaccacag gtgtacaccc tgeccccatg ccgggatgag 1860

ctgaccaaga accaggtcag cctgtggtgc ctggtcaaag gettctatcec cagegacatc 1920

gecegtggagt gggagagcaa tgggcageceg gagaacaact acaagaccac gectceegtg 1980

ctggactccg acggctcctt cttectctac agcaagetca ccgtggacaa gageaggtgg 2040

cagcagggga acgtcttctc atgcteegtg atgcatgagg ctctgcacaa ccactacacg 2100

cagaagagcc tctecectgte tccgggtaaa 2130

<210> 170

<211>873



<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de hu 4-1BBL monomérico (71-248) - CH1*

<400> 170

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 60

atgtttgctc agctggtgge ccagaacgtg ctgetgatcg atggecccct gtectggtac 120

agcgatcctg gactggetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggegaagg atctggctct gtgtctctgg ccctgeatct gecagectctg 300

agatctgctg ctggegeegc tgetetggea ctgacagtgg atctgectec tgeccagcage 360

gaggcccgga atagegcatt tgggtttcaa ggcaggetge tgcacctgte tgeeggecag 420

aggctgggag tgcatctgca cacagaggec agggctagac acgectggea getgacacag 480

ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccagecgg actgggagge 540

ggaggttccg gaggeggagg atctgctage acaaagggcec ccagegtgtt ccctetggee 600

cctagcagca agagcacatc tggecggaaca geegeectgg getgectggt ggaagattac 660

ttccccgage ccgtgaccgt gtectggaat tetggegecce tgacaagegg cgtgecacace 720



tttccageceg tgetgcagag cageggectg tactctctga geagegtegt gacagtgece 780

agcagctctc tgggcaccca gacctacatc tgcaacgtga accacaagec cagcaacacc 840

aaggtggacg agaaggtgga acccaagtcc tge 873

<210>171

<211>2130

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de hu 4-1BBL dimérico (71-248) - CL cadena Fc pomo

<400> 171

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct gecggeaggge 60

atgtttgctc agctggtggc ccagaacgtg ctgctgatcg atggeccecct gtectggtac 120

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tctttcaget ggaactgegg 240

agagtggtgg ccggegaagg atctggctct gtgtetetgg cectgeatct gecagectctg 300

agatctgctg ctggegecge tgetetggea ctgacagtgg atctgectee tgeccagecage 360

gaggcccgga atagegceatt tgggtttcaa ggecaggetge tgeacctgte tgeccggecag 420

aggctgggag tgcatctgcea cacagaggec agggctagac acgectggea getgacacag 480



ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccagecgg actgggagge 540

ggcggatctg geggeggagg atctagagaa ggacccgagce tgteecctga cgatccagee 600

gggctgctgg atctgagaca gggaatgttc gcccagetgg tggcetcagaa tgtgetgetg 660

attgacggac ctctgagctg gtactccgac ccagggctgg caggggtgtc cctgactggg 720

ggactgtcct acaaagaaga tacaaaagaa ctggtggtgg ctaaagctgg ggtgtactat 780

gtgttttttc agctggaact gaggcgggtg gtggctgggg agggctcagg atctgtgtce 840

ctggctctge atctgecagec actgegetct gcageagggg ctgeageact ggeectgact 900

gtggacctgc ccccagctte ttccgaggec agaaacageg ccttcgggtt ccaaggacge 960

ctgctgceatc tgagegecgg acagegectg ggagtgceatc tgeatactga agccagagee 1020

cggcatgctt ggcagctgac tcagggggea actgtgetgg gactgttteg cgtgacacct 1080

gagatccccg ctggactggg cggaggeggt tccggagggg gaggatceteg tacggtggee 1140

gcteectecg tgtttatett tcceccatee gatgaacage tgaaaagegg caccgectce 1200

gtcgtgtgtc tgctgaacaa tttttaccct agggaagcta aagtgcagtg gaaagtggat 1260

aacgcactgc agtccggcaa ctcccaggaa tctgtgacag aacaggactc caaggacage 1320

acctactccc tgtcctccac cctgacactg tctaaggcetg attatgagaa acacaaagtc 1380



tacgcctgeg aagtcaccca tcagggectg agetegeceg tcacaaagag cttcaacagg 1440

ggagagtgtg acaagaccca cacctgtccc ccttgtectg ccecctgaage tgetggegge 1500

ccttctgtgt tectgtteece cccaaagecc aaggacaccc tgatgatcag ccggacccece 1560

gaagtgacct gcgtggtggt ggatgtgtcc cacgaggacc ctgaagtgaa gttcaattgg 1620

tacgtggacg gcgtggaagt gcacaatgec aagaccaage cgegggagga geagtacaac 1680

agcacgtacc gtgtggtcag cgtcctcacc gtectgecacc aggactgget gaatggcaag 1740

gagtacaagt gcaaggtctc caacaaagcc ctcggegecc ccatcgagaa aaccatctcc 1800

aaagccaaag ggcagccccg agaaccacag gtgtacaccc tgeecccatg ccgggatgag 1860

ctgaccaaga accaggtcag cctgtggtgc ctggtcaaag gettctatcec cagegacatc 1920

gccgtggagt gggagagceaa tgggeageceg gagaacaact acaagaccac gectcecgtg 1980

ctggactccg acggctcctt cttectctac agcaagcetca ccgtggacaa gagcaggtgg 2040

cagcagggga acgtcttctc atgctccgtg atgcatgagg ctctgcacaa ccactacacg 2100

cagaagagcc tctecectgte tccgggtaaa 2130

<210>172

<211>873

<212> ADN

<213> Secuencia artificial



<220>

<223> ADN de hu 4-1BBL monomérico (71-248) - CH1

<400> 172

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 60

atgtttgctc agctggtgge ccagaacgtg ctgetgatcg atggececcct gtectggtac 120

agcgatcctg gactggetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 180

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 240

agagtggtgg ccggcgaagg atctggcetct gtgtctctgg cectgeatct gecagectctg 300

agatctgctg ctggegecge tgctctggea ctgacagtgg atctgectee tgccagcage 360

gaggcccgga atagegcatt tgggtttcaa ggcaggcetge tgeacctgte tgecggecag 420

aggctgggag tgcatctgea cacagaggec agggctagac acgectggea getgacacag 480

ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccagecgg actgggagge 540

ggaggttccg gaggeggagg atctgctage accaaaggec cttecgtgtt tectctgget 600

cctagctcca agtccacctc tggaggcacc getgetcteg gatgectegt gaaggattat 660

tttcctgage ctgtgacagt gtcctggaat ageggageac tgacctetgg agtgecatact 720

ttcccegetg tgetgeagtc ctetggactg tacagectga geagegtggt gacagtgeee 780

agcagcagcc tgggcaccca gacctacatc tgcaacgtga accacaagec cagcaacacc 840



aaggtggaca agaaggtgga acccaagtct tgt 873

<210> 173
<211>710
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL dimérico (71-248) - CL cadena Fc pomo

<400> 173

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80



Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

180 185 190

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GiIn Gly

195 200 205



Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

210 215 220

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

225 230 235 240

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

245 250 255

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

260 265 270

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

275 280 285

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

290 295 300

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

305 310 315 320

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

325 330 335



Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

340 345 350

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Gly Gly

355 360 365

Gly Gly Ser Gly Gly Gly Gly Ser Arg Thr Val Ala Ala Pro Ser Val

370 375 380

Phe Ile Phe Pro Pro Ser Asp Glu GlIn Leu Lys Ser Gly Thr Ala Ser

385 390 395 400

Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val GIn

405 410 415

Trp Lys Val Asp Asn Ala Leu GIn Ser Gly Asn Ser GIn Glu Ser Val

420 425 430

Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu

435 440 445

Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu

450 455 460



Val Thr His GIn Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg

465 470 475 480

Gly Glu Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu

485 490 495

Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp

500 505 510

Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp

515 520 525

Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly

530 535 540

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn

545 550 555 560

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp

565 570 575

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly

580 585 590



Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu

595 600 605

Pro GlIn Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn

610 615 620

GIn Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle

625 630 635 640

Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr

645 650 655

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys

660 665 670

Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe Ser Cys

675 680 685

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu

690 695 700

Ser Leu Ser Pro Gly Lys

705 710



<210>174
<211>291
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL monomérico (71-248) - CH1

<400> 174

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80



Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Ala Ser Thr Lys

180 185 190

Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly

195 200 205



Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro

210 215 220

Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr

225 230 235 240

Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val

245 250 255

Val Thr Val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn

260 265 270

Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro

275 280 285

Lys Ser Cys
290

b

<210> 177
<211> 2496
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena de Fc agujero de DP47 fusionada a hu 4-1BBL dimérico (71-254)



<400> 177

gaggtgcaat tgttggagtc tgggggaggc ttggtacage ctggggggtc cctgagactc 60

tcctgtgeag cctecggatt cacctttage agttatgeca tgagetgggt ccgecagget 120

ccagggaagg ggctggagtg ggtctcagct attagtggta gtggtggtag cacatactac 180

gcagactccg tgaagggcecg gttcaccatc tccagagaca attccaagaa cacgetgtat 240

ctgcagatga acagcctgag agccgaggac acggecgtat attactgtge gaaaggcage 300

ggatttgact actggggcca aggaaccctg gtcaccgtct cgagtgctag caccaaggge 360

cccteegtgt teecectgge ccccageage aagageacca geggeggeac agecgetctg 420

ggctgectgg tcaaggacta cttcccegag cccgtgaccg tgtectggaa cageggagee 480

ctgacctccg gegtgeacac ctteccecgee gtgetgeaga gttetggect gtatagectg 540

agcagcegtgg tcaccgtgec ttctageage ctgggeacce agacctacat ctgcaacgtg 600

aaccacaagc ccagcaacac caaggtggac aagaaggtgg agcccaagag ctgegacaaa 660

actcacacat gcccaccgtg cccagcacct gaagctgeag ggggaccgte agtcttectc 720

ttccccecaa aacccaagga caccctcatg atctccegga ccectgaggt cacatgegtg 780

gtggtggacg tgagccacga agaccctgag gtcaagttca actggtacgt ggacggegtg 840

gaggtgcata atgccaagac aaagccgegg gaggagcagt acaacagcac gtaccgtgtg 900



gtcagcgtce tcaccgtect gcaccaggac tggetgaatg gcaaggagta caagtgcaag 960

gtctccaaca aagccctegg cgeccccate gagaaaacca tctccaaage caaagggecag 1020

ccccgagaac cacaggtgtg caccctgece ccatcecggg atgagetgac caagaaccag 1080

gtcagcectct cgtgegceagt caaaggcettc tatcccageg acatcgecgt ggagtgggag 1140

agcaatgggc agccggagaa caactacaag accacgcectce ccgtgetgga ctccgacgge 1200

tccttcttcce tegtgagcaa getcaccgtg gacaagagcea ggtggcagea ggggaacgtc 1260

ttctcatgcet ccgtgatgea tgaggctctg cacaaccact acacgcagaa gagectctce 1320

ctgtctcegg gtggaggegg cggaagegga ggaggaggat ccagagaggg cectgagetg 1380

agccccgatg atcctgetgg actgetggac ctgeggeagg geatgttige tcagetggtg 1440

gcccagaacg tgetgetgat cgatggeccc ctgtectggt acagegatec tggactgget 1500

ggcgtgtcac tgacaggegg cctgagetac aaagaggaca ccaaagaact ggtggtggee 1560

aaggccggeg tgtactacgt gttctttcag ctggaactge ggagagtggt ggecggegaa 1620

ggatctggct ctgtgtctct ggeectgeat ctgecagectc tgagaagege tgetggeget 1680

gcagctctgg cactgacagt ggatctgect cctgecaget ccgaggeccg gaatagegca 1740

tttgggtttc aaggcaggct getgeacctg tctgeecggec agaggetggg agtgeatctg 1800

cacacagagg ccagggctag acacgectgg cagctgacac agggegctac agtgetggge 1860



ctgttcagag tgacccccga gattccagece ggectgectt ctccaagaag cgaaggegga 1920

ggcggatctg geggeggagg atctagagag ggacccgaac tgtcccctga cgatccagce 1980

gggctgetgg atctgagaca gggaatgttc gecccagetgg tggetcagaa tgtgetgetg 2040

attgacggac ctctgagctg gtactccgac ccagggcetgg caggggtgtc cctgactggg 2100

ggactgtcct acaaagaaga tacaaaagaa ctggtggtgg ctaaagetgg ggtgtactat 2160

gtgttttttc agctggaact gaggcgggtg gtggctgggg agggctcagg atctgtgtece 2220

ctggctctge atctgcagec actgegetcet getgetggeg cagetgeact ggetctgact 2280

gtggacctgc caccagcctc tagcgaggec agaaacageg ccttcgggtt ccaaggacge 2340

ctgctgcatc tgagegecgg acagegectg ggagtgeatce tgeatactga agccagagee 2400

cggcatgctt ggcagcetgac tcagggggca actgtgetgg gactgttteg cgtgacacct 2460

gagatccctg ccggactgec aagecctaga tcagaa 2496

<210>178

<211>1914

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena de Fc pomo de DP47 fusionada a hu 4-1BBL monomérico (71-254)



<400> 178

gaggtgcaat tgttggagtc tgggggaggc ttggtacage ctggggggtc cctgagactc 60

tcctgtgeag cctecggatt cacctttage agttatgeca tgagetgggt ccgecagget 120

ccagggaagg ggctggagtg ggtctcaget attagtggta gtggtggtag cacatactac 180

gcagactccg tgaagggcecg gttcaccatc tccagagaca attccaagaa cacgetgtat 240

ctgcagatga acagcctgag agccgaggac acggecgtat attactgtge gaaaggcage 300

ggatttgact actggggcca aggaaccctg gtcaccgtct cgagtgctag caccaaggge 360

ccatcggtct tcceectgge accctectee aagageacct ctgggggeac ageggeectg 420

ggctgectgg tcaaggacta cttccccgaa ccggtgacgg tgtegtggaa ctcaggegee 480

ctgaccagcg gegtgeacac cttcceggcet gtectacagt cctcaggact ctactccctc 540

agcagcegtgg tgaccgtgec ctccagcage ttgggcacce agacctacat ctgcaacgtg 600

aatcacaagc ccagcaacac caaggtggac aagaaagttg agcccaaatc ttgtgacaaa 660

actcacacat gcccaccgtg cccagcacct gaagctgeag ggggaccgte agtcttectc 720

ttccccccaa aacccaagga caccctcatg atctccegga ccectgaggt cacatgegtg 780

gtggtggacg tgagccacga agaccctgag gtcaagttca actggtacgt ggacggegtg 840

gaggtgcata atgccaagac aaagccgegg gaggagcagt acaacagcac gtaccgtgtg 900



gtcagcgtce tcaccgtect gcaccaggac tggetgaatg gcaaggagta caagtgcaag 960

gtctccaaca aagccctegg cgeccccate gagaaaacca tetccaaage caaagggcag 1020

ccccgagaac cacaggtgta caccctgecc ccctgecagag atgagetgac caagaaccag 1080

gtgtcectgt ggtgtctggt caagggctic taccccageg atatcgecgt ggagtgggag 1140

agcaacggcc agectgagaa caactacaag accacccccce ctgtgetgga cagegacgge 1200

agcttcttcc tgtactccaa actgaccgtg gacaagagcece ggtggeagea gggecaacgtg 1260

ttcagctgca gegtgatgea cgaggecctg cacaaccact acacccagaa gtcectgage 1320

ctgagccccg geggaggegg cggaagegga ggaggaggat ccagagaggg ccctgagetg 1380

agccccgatg atcctgetgg actgetggac ctgeggeagg geatgtttge tcagetggtg 1440

gcccagaacg tgetgetgat cgatggeccc ctgtectggt acagegatec tggactgget 1500

ggcgtgtcac tgacaggcegg cctgagctac aaagaggaca ccaaagaact ggtggtggee 1560

aaggccggceg tgtactacgt gttctttcag ctggaactge ggagagtggt ggeccggegaa 1620

ggatctggct ctgtgtctct ggeectgeat ctgecagectc tgagaagege tgetggeget 1680

gcagctctgg cactgacagt ggatctgect cctgecaget ccgaggeccg gaatagegca 1740

tttgggtttc aaggcaggct getgeacctg tctgeecggec agaggetggg agtgeatctg 1800

cacacagagg ccagggctag acacgectgg cagctgacac agggegctac agtgetggge 1860



ctgttcagag tgacccccga gattccagece ggectgectt ctccaagaag cgaa 1914

<210>179
<211>834
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena de Fc agujero de DP47 fusionada a hu 4-1BBL dimérico (71-254)

<400> 179

Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly

1 5 10 15

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

20 25 30

Ala Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45

Ser Ala lle lle Gly Ser Gly Ala Ser Thr Tyr Tyr Ala Asp Ser Val

50 55 60

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

65 70 75 80



Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Lys Gly Trp Phe Gly Gly Phe Asn Tyr Trp Gly GIn Gly Thr Leu

100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu

115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys

130 135 140

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser

145 150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser

165 170 175

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser

180 185 190

Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn

195 200 205



Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His

210 215 220

Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val

225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr

245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu

260 265 270

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys

275 280 285

Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser

290 295 300

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

305 310 315 320

Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle Glu Lys Thr lle

325 330 335



Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Cys Thr Leu Pro

340 345 350

Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Ser Cys Ala

355 360 365

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

370 375 380

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

385 390 395 400

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

405 410 415

Trp GlIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu

420 425 430

His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly

435 440 445

Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro

450 455 460



Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn

465 470 475 480

Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr

485 490 495

Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr

500 505 510

Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr

515 520 525

Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser

530 535 540

Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala

545 550 555 560

Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser

565 570 575

Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu

580 585 590



Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala

595 600 605

Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe

610 615 620

Arg Val Thr Pro Glu Ile Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu

625 630 635 640

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro Glu Leu

645 650 655

Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe

660 665 670

Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser

675 680 685

Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu

690 695 700

Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val

705 710 715 720



Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu

725 730 735

Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser

740 745 750

Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala

755 760 765

Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu

770 775 780

His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala

785 790 795 800

Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly

805 810 815

Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser Pro Arg

820 825 830

Ser Glu



<210> 180
<211> 640
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena de Fc pomo de DP47 fusionada a hu 4-1BBL monomérico (71-254)

<400> 180

Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly

1 5 10 15

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

20 25 30

Ala Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45

Ser Ala lle lle Gly Ser Gly Ala Ser Thr Tyr Tyr Ala Asp Ser Val

50 55 60

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

65 70 75 80



Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Lys Gly Trp Phe Gly Gly Phe Asn Tyr Trp Gly GIn Gly Thr Leu

100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu

115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys

130 135 140

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser

145 150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser

165 170 175

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser

180 185 190

Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn

195 200 205



Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His

210 215 220

Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val

225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr

245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu

260 265 270

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys

275 280 285

Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser

290 295 300

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

305 310 315 320

Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle Glu Lys Thr lle

325 330 335



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

340 345 350

Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Trp Cys Leu

355 360 365

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

370 375 380

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

385 390 395 400

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

405 410 415

Trp GlIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu

420 425 430

His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly

435 440 445

Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro

450 455 460



Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn

465 470 475 480

Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr

485 490 495

Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr

500 505 510

Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr

515 520 525

Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser

530 535 540

Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala

545 550 555 560

Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser

565 570 575

Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu

580 585 590



Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala

595 600 605

Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe

610 615 620

Arg Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser Pro Arg Ser Glu

625 630 635 640

<210> 181
<211> 1335
<212> ADN

<213> Secuencia artificial

<220>

<223> DP47 heavy chain (hu IgG1 PGLALA) DNA

<400> 181

gaggtgcaat tgttggagtc tgggggaggc ttggtacage ctggggggtc cctgagactc 60

tcctgtgeag cctecggatt cacctttage agttatgeca tgagetgggt ccgecagget 120

ccagggaagg ggctggagtg ggtctcagcet attagtggta gtggtggtag cacatactac 180

gcagactccg tgaagggcecg gttcaccatc tccagagaca attccaagaa cacgetgtat 240

ctgcagatga acagcctgag agccgaggac acggecgtat attactgtge gaaaggcage 300



ggatttgact actggggcca aggaaccctg gtcaccgtct cgagtgctag caccaaggge 360

ccatcggtct tccecctgge accctectee aagageacct ctgggggceac ageggeectg 420

ggctgectgg tcaaggacta cttccccgaa ccggtgacgg tgtegtggaa ctcaggegee 480

ctgaccagcg gegtgcacac cttcecggct gtectacagt cctcaggact ctactcectc 540

agcagcgtgg tgaccgtgece cteccageage ttgggeacce agacctacat ctgcaacgtg 600

aatcacaagc ccagcaacac caaggtggac aagaaagttg agcccaaatc ttgtgacaaa 660

actcacacat gcccaccgtg cccageacct gaagetgeag ggggaccgtc agtcttccte 720

ttccccecaa aacccaagga caccctcatg atctccegga ccectgaggt cacatgegtg 780

gtggtggacg tgagccacga agaccctgag gtcaagttca actggtacgt ggacggegtg 840

gaggtgcata atgccaagac aaagccgcegg gaggagcagt acaacagceac gtaccgtgtg 900

gtcagcgtcc tcaccgtect gcaccaggac tggetgaatg gcaaggagta caagtgcaag 960

gtctccaaca aagccctcgg cgececcate gagaaaacca tctccaaage caaagggecag 1020

ccccgagaac cacaggtgta caccctgecc ccatcecggg atgagetgac caagaaccag 1080

gtcagcctga cctgectggt caaaggcttce tatcccageg acatcgecgt ggagtgggag 1140

agcaatgggc agccggagaa caactacaag accacgcecte ccgtgetgga ctccgacgge 1200



tccttettece tctacagcaa getcaccgtg gacaagagcea ggtggcagea ggggaacgte 1260

ttctcatgcet ccgtgatgea tgaggctctg cacaaccact acacgcagaa gagectctce 1320

ctgtctcecgg gtaaa 1335

<210> 182

<211> 445

<212> PRT

<213> Secuencia artificial

<220>

<223> DP47 heavy chain (hu IgG1 PGLALA)

<400> 182

Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly

1 5 10 15

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

20 25 30

Ala Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45

Ser Ala lle Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val

50 55 60



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

65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Lys Gly Ser Gly Phe Asp Tyr Trp Gly GIn Gly Thr Leu Val Thr

100 105 110

Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro

115 120 125

Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val

130 135 140

Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala

145 150 155 160

Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly

165 170 175

Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly

180 185 190



Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys

195 200 205

Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys

210 215 220

Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe Leu

225 230 235 240

Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu

245 250 255

Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys

260 265 270

Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys

275 280 285

Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu

290 295 300

Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys

305 310 315 320



Val Ser Asn Lys Ala Leu Gly Ala Pro lle Glu Lys Thr lle Ser Lys

325 330 335

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

340 345 350

Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys

355 360 365

Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn

370 375 380

Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly

385 390 395 400

Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn

405 410 415

GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn

420 425 430

His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys

435 440 445



<210> 183
<211>189
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL monomérico (71-254) mas enlazador (G4S)1

<400> 183

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80



Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala

165 170 175

Gly Leu Pro Ser Pro Arg Ser Glu Gly Gly Gly Gly Ser

180 185

<210> 184
<211>188

<212> PRT



<213> Secuencia artificial

<220>

<223> hu 4-1BBL monomérico (71-248) mas enlazador (G4S)2

<400> 184

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95



Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110

Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu Ile Pro Ala

165 170 175

Gly Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

180 185

<210> 185
<211>183
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL monomérico (71-248) mas enlazador (G4S)1



<400> 185

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp

1 5 10 15

Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu

20 25 30

Ile Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val

35 40 45

Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val

50 55 60

Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg

65 70 75 80

Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His

85 90 95

Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr

100 105 110



Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly

115 120 125

Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val

130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn

145 150 155 160

Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu Ile Pro Ala

165 170 175

Gly Leu Gly Gly Gly Gly Ser

180

<210> 186
<211> 1602
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena de Fc pomo de ant+A00-geno CD19 humano marcador avi

<400> 186

cccgaggaac ccctggtcegt gaaggtggaa gagggcgaca atgeegtget gecagtgectg 60



aagggcacct ccgatggccc tacccageag ctgacctggt ccagagagag ccccctgaag 120

cccttcctga agetgtetct gggectgect ggectgggea tecatatgag gectetggee 180

atctggctgt tcatcttcaa cgtgtcccag cagatgggceg gettctacct gtgtcagect 240

ggccecccat ctgagaaggc ttggcagect ggetggaccg tgaacgtgga aggatcegge 300

gagctgttcc ggtggaacgt gtccgatctg ggeggectgg gatgeggect gaagaacaga 360

tctagcgagg gecccageag ccccagegge aaactgatga gecccaaget gtacgtgtgg 420

gccaaggaca gacccgagat ctgggaggge gagectectt gectgeccce tagagacage 480

ctgaaccaga gcctgagceca ggacctgaca atggeccctg gcageacact gtggetgage 540

tgtggcgtge cacccgactc tgtgtctaga ggecctetga getggaceca cgtgecaccet 600

aagggcccta agagectget gagectggaa ctgaaggacg acaggeccge cagagatatg 660

tgggtcatgg aaaccggcect getgetgect agagecacag cccaggatge cggecaagtac 720

tactgccaca gaggcaacct gaccatgagc ttccacctgg aaatcaccge cagaccegtg 780

ctgtggcact ggctgetgag aacaggeggce tggaaggtcg acgctagegg tggtagtccg 840

acacctccga cacccggggg tggttctgeca gacaaaactc acacatgecc accgtgecca 900

gcacctgaag ccgcaggggg accgtcagtc ttectettee ccccaaaacc caaggacacc 960

ctcatgatct cccggacccc tgaggtcaca tgegtggtgg tggacgtgag ccacgaagac 1020



cctgaggtca agttcaactg gtacgtggac ggcgtggagg tgcataatge caagacaaag 1080

ccgegggagg agcagtacaa cagcacgtac cgtgtggtca gegtectcac cgtectgcac 1140

caggactggc tgaatggcaa ggagtacaag tgcaaggtct ccaacaaagc cctcggageec 1200

cccatcgaga aaaccatctc caaagccaaa gggcagecce gagaaccaca ggtgtacace 1260

ctgcccccat gecgggatga getgaccaag aaccaggtca gectgtggtg cctggtcaaa 1320

ggcttctatc ccagecgacat cgecgtggag tgggagagea atgggeagee ggagaacaac 1380

tacaagacca cgcctcccgt getggactece gacggctcct tettectcta cagcaagete 1440

accgtggaca agagcaggtg gcagcagggg aacgtcttct catgctecgt gatgcatgag 1500

gctctgcaca accactacac gcagaagagc ctcteectgt cteccgggtaa atccggagge 1560

ctgaacgaca tcttcgaggce ccagaagatt gaatggcacg ag 1602

<210> 187

<211>534

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena de Fc pomo de ant+A00-geno CD19 humano marcador avi

<400> 187



Pro Glu Glu Pro Leu Val Val Lys Val Glu Glu Gly Asp Asn Ala Val

1 5 10 15

Leu GIn Cys Leu Lys Gly Thr Ser Asp Gly Pro Thr GIn GIn Leu Thr

20 25 30

Trp Ser Arg Glu Ser Pro Leu Lys Pro Phe Leu Lys Leu Ser Leu Gly

35 40 45

Leu Pro Gly Leu Gly lle His Met Arg Pro Leu Ala lle Trp Leu Phe

50 55 60

Ile Phe Asn Val Ser GIn GIn Met Gly Gly Phe Tyr Leu Cys GIn Pro

65 70 75 80

Gly Pro Pro Ser Glu Lys Ala Trp GIn Pro Gly Trp Thr Val Asn Val

85 90 95

Glu Gly Ser Gly Glu Leu Phe Arg Trp Asn Val Ser Asp Leu Gly Gly

100 105 110

Leu Gly Cys Gly Leu Lys Asn Arg Ser Ser Glu Gly Pro Ser Ser Pro

115 120 125



Ser Gly Lys Leu Met Ser Pro Lys Leu Tyr Val Trp Ala Lys Asp Arg

130 135 140

Pro Glu lle Trp Glu Gly Glu Pro Pro Cys Leu Pro Pro Arg Asp Ser

145 150 155 160

Leu Asn GIn Ser Leu Ser GIn Asp Leu Thr Met Ala Pro Gly Ser Thr

165 170 175

Leu Trp Leu Ser Cys Gly Val Pro Pro Asp Ser Val Ser Arg Gly Pro

180 185 190

Leu Ser Trp Thr His Val His Pro Lys Gly Pro Lys Ser Leu Leu Ser

195 200 205

Leu Glu Leu Lys Asp Asp Arg Pro Ala Arg Asp Met Trp Val Met Glu

210 215 220

Thr Gly Leu Leu Leu Pro Arg Ala Thr Ala GIn Asp Ala Gly Lys Tyr

225 230 235 240

Tyr Cys His Arg Gly Asn Leu Thr Met Ser Phe His Leu Glu lle Thr

245 250 255



Ala Arg Pro Val Leu Trp His Trp Leu Leu Arg Thr Gly Gly Trp Lys

260 265 270

Val Asp Ala Ser Gly Gly Ser Pro Thr Pro Pro Thr Pro Gly Gly Gly

275 280 285

Ser Ala Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala

290 295 300

Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr

305 310 315 320

Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val

325 330 335

Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val

340 345 350

Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser

355 360 365

Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu

370 375 380



Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala

385 390 395 400

Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro

405 410 415

GIn Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn

420 425 430

Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala

435 440 445

Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr

450 455 460

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu

465 470 475 480

Thr Val Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys Ser

485 490 495

Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser

500 505 510



Leu Ser Pro Gly Lys Ser Gly Gly Leu Asn Asp lle Phe Glu Ala GIn

515 520 525

Lys lle Glu Trp His Glu

530

<210>188
<211> 1605
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena de Fc pomo de ant+A00-geno CD19 de cinomolgo marcador avi

<400> 188

ccccaggaac ccctggtegt gaaggtggaa gagggegaca atgecgtget ccagtgectg 60

gaaggcacct ccgatggecc tacacagcag ctegtgtggt gcagagacag ccccttcgag 120

cccttectga acctgtetct gggectgect ggeatgggea tcagaatggg cectctggge 180

atctggctgc tgatcttcaa cgtgtccaac cagaccggeg gettctacct gtgtcageet 240

ggcctgecaa gegagaaggc ttggeagect ggatggaccg tgtecgtgga aggatctgge 300

gagctgttcc ggtggaacgt gtccgatctg ggeggectgg gatgeggect gaagaacaga 360

agcagcgagg geectagcag ccccagegge aagcetgaata gecagecagcet gtacgtgtgg 420



gccaaggaca gacccgagat gtgggagggc gagectgtgt gtggececce tagagatage 480

ctgaaccaga gcctgagceca ggacctgaca atggeccctg gcageacact gtggetgage 540

tgtggcgtge cacccgactc tgtgtccaga ggecctetga getggacaca cgtgeggeca 600

aagggcccta agagcagect getgagectg gaactgaagg acgaccggec cgaccgggat 660

atgtgggtgg tggatacagg cctgetgetg accagageca cageccagga tgecggcaag 720

tactactgcc acagaggcaa ctggaccaag agcttttacc tggaaatcac cgccagaccc 780

gccctgtgge actggetget gagaatcgga ggetggaagg tcgacgetag cggtggtagt 840

ccgacacctc cgacacccgg gggtggttct gcagacaaaa ctcacacatg cccaccgtge 900

ccagcacctg aagccgcagg gggaccgtca gtcttectct tccccccaaa acccaaggac 960

accctcatga tctcccggac cectgaggtc acatgegtgg tggtggacgt gagccacgaa 1020

gaccctgagg tcaagttcaa ctggtacgtg gacggegtgg aggtgcataa tgccaagaca 1080

aagccgeggg aggagceagta caacagceacg taccgtgtgg tcagegtect caccgtectg 1140

caccaggact ggctgaatgg caaggagtac aagtgcaagg tctccaacaa agecctcgga 1200

gcccccateg agaaaaccat ctccaaagec aaagggeage cccgagaacc acaggtgtac 1260

accctgececc catgeecggga tgagetgacce aagaaccagg tcagectgtg gtgectggte 1320



aaaggcttct atcccagega catcgecgtg gagtgggaga gcaatgggcea gecggagaac 1380

aactacaaga ccacgcctcc cgtgetggac tccgacggct ccttcttect ctacagcaag 1440

ctcaccgtgg acaagagcag gtggcagcag gggaacgtct tctcatgete cgtgatgcat 1500

gaggctctge acaaccacta cacgcagaag agcectctcec tgtctccggg taaatccgga 1560

ggcctgaacg acatcttcga ggeccagaag attgaatgge acgag 1605

<210> 189

<211>535

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena de Fc pomo de ant+A00-geno CD19 de cinomolgo marcador avi

<400> 189

Pro GlIn Glu Pro Leu Val Val Lys Val Glu Glu Gly Asp Asn Ala Val

1 5 10 15

Leu GIn Cys Leu Glu Gly Thr Ser Asp Gly Pro Thr GIn GIn Leu Val

20 25 30

Trp Cys Arg Asp Ser Pro Phe Glu Pro Phe Leu Asn Leu Ser Leu Gly

35 40 45



Leu Pro Gly Met Gly Ile Arg Met Gly Pro Leu Gly lle Trp Leu Leu

50 55 60

Ile Phe Asn Val Ser Asn GIn Thr Gly Gly Phe Tyr Leu Cys GIn Pro

65 70 75 80

Gly Leu Pro Ser Glu Lys Ala Trp GIn Pro Gly Trp Thr Val Ser Val

85 90 95

Glu Gly Ser Gly Glu Leu Phe Arg Trp Asn Val Ser Asp Leu Gly Gly

100 105 110

Leu Gly Cys Gly Leu Lys Asn Arg Ser Ser Glu Gly Pro Ser Ser Pro

115 120 125

Ser Gly Lys Leu Asn Ser Ser GIn Leu Tyr Val Trp Ala Lys Asp Arg

130 135 140

Pro Glu Met Trp Glu Gly Glu Pro Val Cys Gly Pro Pro Arg Asp Ser

145 150 155 160

Leu Asn GIn Ser Leu Ser GIn Asp Leu Thr Met Ala Pro Gly Ser Thr

165 170 175



Leu Trp Leu Ser Cys Gly Val Pro Pro Asp Ser Val Ser Arg Gly Pro

180 185 190

Leu Ser Trp Thr His Val Arg Pro Lys Gly Pro Lys Ser Ser Leu Leu

195 200 205

Ser Leu Glu Leu Lys Asp Asp Arg Pro Asp Arg Asp Met Trp Val Val

210 215 220

Asp Thr Gly Leu Leu Leu Thr Arg Ala Thr Ala GIn Asp Ala Gly Lys

225 230 235 240

Tyr Tyr Cys His Arg Gly Asn Trp Thr Lys Ser Phe Tyr Leu Glu lle

245 250 255

Thr Ala Arg Pro Ala Leu Trp His Trp Leu Leu Arg lle Gly Gly Trp

260 265 270

Lys Val Asp Ala Ser Gly Gly Ser Pro Thr Pro Pro Thr Pro Gly Gly

275 280 285

Gly Ser Ala Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu

290 295 300



Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp

305 310 315 320

Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp

325 330 335

Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly

340 345 350

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn

355 360 365

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp

370 375 380

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly

385 390 395 400

Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu

405 410 415



Pro GlIn Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn

420 425 430

GIn Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle

435 440 445

Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr

450 455 460

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys

465 470 475 480

Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe Ser Cys

485 490 495

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu

500 505 510

Ser Leu Ser Pro Gly Lys Ser Gly Gly Leu Asn Asp lle Phe Glu Ala

515 520 525

Gln Lys lle Glu Trp His Glu

530 535



<210> 190
<211>6
<212>PRT

<213> Secuencia artificial

<220>

<223> CD19 humanizado (8B8) HVR-L1

<400> 190

Asn Ser Asn Gly Asn Thr

1 5

<210>191
<211>4
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 humanizado (8B8) HVR-H2

<400> 191

Lys Phe Asn Gly

1

<210> 192
<211>10

<212> PRT



<213> Secuencia artificial

<220>

<223>CD19 humanizado (8B8) var. 1 a 9 HVR-H2

<400> 192

Thr Glu Lys Phe GIn Gly Arg Val Thr Met

1 5 10

<210>193
<211>8
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8) humanizado var.5 HVR-L1

<400> 193

Leu Glu Asn Pro Asn Gly Asn Thr

1 5

<210> 194
<211>8
<212> PRT

<213> Secuencia artificial



<220>

<223>CD19 (8B8) humanizado var.9 HVR-L1

<400> 194

Leu Glu Asn Pro Ser Gly Asn Thr

1 5

<210> 195
<211>5
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-018) CDR-H1

<400> 195

Asp Tyr lle Met His

1 5

<210> 196
<211>17
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-018) CDR-H2



<400> 196

Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe GIn

1 5 10 15

Gly

<210> 197
<211>12
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-018) CDR-H3

<400> 197

Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr

1 5 10

<210>198
<211>16
<212> PRT

<213> Secuencia artificial

<220>
<223>CD19 (888-018) CDR-L1

<400> 198



Lys Ser Ser GIn Ser Leu Glu Asn Pro Asn Gly Asn Thr Tyr Leu Asn

1 5 10 15

<210> 199
<211>7
<212>PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-018) CDR-L2

<400> 199

Arg Val Ser Lys Arg Phe Ser

1 5

<210> 200
<211>9
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-018) CDR-L3

<400> 200

Leu GIn Leu Thr His Val Pro Tyr Thr

1 5



<210> 201
<211>121
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-018) VH

<400> 201

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser

115 120

<210> 202
<211>112
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-018) VL

<400> 202

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GlIn Pro Ala Ser lle Ser Cys Lys Ser Ser Gln Ser Leu Glu Asn Pro

20 25 30



Asn Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GlIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Thr His Val Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

<210> 203
<211> 1353
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena Fc agujero de anti-CD19(8B8-018)

<400> 203

caggtccagc tggtgcagtc cggegecgag gtcaagaaac ccggggctte tgtgaaggtt

tcatgcaagg caagcggata caccttcacc gactatatca tgcattgggt caggcaggcec

60

120



cctggccaag gtctcgaatg gatgggctac attaacccat ataatgatgg ctccaaatac 180

accgagaagt ttcagggaag agtcactatg acatctgaca ccagtatcag cactgcttac 240

atggagctgt cccgecttceg gtctgatgac accgeagtgt attactgtge caggggcaca 300

tattactacg gctcagctct gttcgactat tgggggcagg gaaccacagt aaccgtgage 360

tccgetagcea ccaagggecc cteegtgttc cecetggecee ccagcageaa gagecaccage 420

ggcggcacag ccgetctggg ctgectggte aaggactact tccecgagece cgtgaccgtg 480

tcctggaaca geggagecct gacctecgge gtgeacacct tececgeegt getgecagagt 540

tctggectgt atagectgag cagegtggtc accgtgectt ctagcagect gggcacccag 600

acctacatct gcaacgtgaa ccacaagccc agcaacacca aggtggacaa gaaggtggag 660

cccaagagct gcgacaaaac tcacacatge ccaccgtgec cagcacctga agetgecaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctcceggace 780

cctgaggtca catgegtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagegtcectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gecectcggeg cccccatcga gaaaaccatc 1020



tccaaagcca aagggcagcee ccgagaacca caggtgtgea ccctgececce atcecgggat 1080

gagctgacca agaaccaggt cagcctctecg tgcgcagtca aaggcttcta tcccagegac 1140

atcgcegtgg agtgggagag caatgggeag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctc cttcttecte gtgagcaage tcaccgtgga caagagecagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggetctgea caaccactac 1320

acgcagaaga gccteteect gtecteegggt aaa 1353

<210> 204

<211> 657

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena ligera de anti-CD19(8B8-018)

<400> 204

gacatcgtca tgacccagac acccctgtec ctctectgtga ccectggeca gecagectca 60

attagctgca agtcctctca aagtctggag aaccccaatg ggaacactta ccttaattgg 120

tatctgcaga aacccggaca atcccctcaa ctectgatct acagggtcte taagagattc 180

tcaggcgtgc cagatcgctt tageggttce gggtctggea cagacttcac cttgaagatt 240

agtcgggttg aagctgagga tgtgggagtc tattactgtc tgcagctcac tcatgtgcce 300



tacacctttg gtcagggcac aaaactggag atcaagcgga ccgtggecege tecctecgtg 360

ttcatcttce caccctcega cgageagcetg aagtccggea ccgecagegt ggtgtgectg 420

ctgaacaact tctacccecg cgaggccaag gtgcagtgga aggtggacaa cgeectgcag 480

tccggcaact cccaggaatc cgtgaccgag caggactcca aggacagceac ctactccctg 540

tccteccacce tgaccctgte caaggecgac tacgagaage acaaggtgta cgectgegaa 600

gtgacccacc agggcctgtc cageccegtg accaagtect tcaaccgggg cgagtge 657

<210> 205

<211>451

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena Fc agujero de anti-CD19(8B8-018)

<400> 205

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30



Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160



Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285



His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

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

355 360 365

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

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

405 410 415



Asp Lys Ser Arg Trp GIn GlIn Gly Asn Val Phe Ser Cys Ser Val Met

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450

<210> 206
<211>219
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena ligera de anti-CD19(8B8-018)

<400> 206

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GIn Pro Ala Ser lle Ser Cys Lys Ser Ser GIn Ser Leu Glu Asn Pro

20 25 30



Asn Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Thr His Val Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

115 120 125

GIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

130 135 140

Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn

145 150 155 160



Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser

165 170 175

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

180 185 190

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

195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 207
<211>2514
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena Fc agujero ligando dimérico de anti-CD19(8B8-018)

<400> 207

caggtccagc tggtgcagtc cggecgecgag gtcaagaaac ccggggcttce tgtgaaggtt 60

tcatgcaagg caagcggata caccttcacc gactatatca tgcattgggt caggcaggee 120



cctggccaag gtctcgaatg gatgggctac attaacccat ataatgatgg ctccaaatac 180

accgagaagt ttcagggaag agtcactatg acatctgaca ccagtatcag cactgcttac 240

atggagctgt cccgecttceg gtetgatgac accgeagtgt attactgtge caggggcaca 300

tattactacg gctcagctct gttcgactat tgggggcagg gaaccacagt aaccgtgage 360

tccgctagea ccaagggcecce cteegtgttc cecctggece ccageageaa gagcaccage 420

ggcggcacag ccgetetggg ctgectggte aaggactact tccecgagece cgtgacegtg 480

tcctggaaca geggagecct gacctecgge gtgeacacct tececgeegt getgcagagt 540

tctggectgt atagectgag cagegtggtc accgtgectt ctagcagect gggcacccag 600

acctacatct gcaacgtgaa ccacaagccc agcaacacca aggtggacaa gaaggtggag 660

cccaagagct gcgacaaaac tcacacatge ccaccgtgec cageacctga agetgecaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctecccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcegtgga ggtgecataat gccaagacaa ageecgeggga ggagcagtac 900

aacagcacgt accgtgtggt cagegtectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gecectcggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagec ccgagaacca caggtgtgea cecctgecccce atcecgggat 1080



gagctgacca agaaccaggt cagcctctcg tgcgcagtca aaggcettcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggceag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggcetce cttettecte gtgagcaage tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggetctgea caaccactac 1320

acgcagaaga gcctctecct gtctccgggt ggaggeggceg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 1440

atgtttgctc agctggtgge ccagaacgtg ctgetgateg atggecccect gtectggtac 1500

agcgatcctg gactggcetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 1560

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggegaagg atctggetct gtgtetetgg cectgeatct gecagectctg 1680

agaagcgctg ctggegetge agetctggea ctgacagtgg atctgectee tgecagetce 1740

gaggcccgga atagegcatt tgggtttcaa ggcaggetge tgeacctgte tgecggecag 1800

aggctgggag tgcatctgea cacagaggec agggctagac acgectggea getgacacag 1860

ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccageegg cctgecttet 1920

ccaagaagcg aaggcggagg cggatctggce ggeggaggat ctagagaggg acccgaactg 1980



tccectgacg atccagecgg getgetggat ctgagacagg gaatgttege ccagetggtg 2040

gctcagaatg tgctgcetgat tgacggacct ctgagetggt actccgaccc agggetggea 2100

ggggtgtccc tgactggggg actgtcctac aaagaagata caaaagaact ggtggtgget 2160

aaagctgggg tgtactatgt gttttttcag ctggaactga ggegggtggt ggctggggag 2220

ggctcaggat ctgtgtccct ggetctgeat ctgcagecac tgegetetge tgetggegeca 2280

gctgeactgg ctetgactgt ggacctgeca ccagectcta gegaggecag aaacagegee 2340

ttcgggttcc aaggacgect getgeatctg agegecggac agegectggg agtgeatctg 2400

catactgaag ccagagcccg geatgettgg cagetgactc agggggcaac tgtgetggga 2460

ctgtttcgcg tgacacctga gatccctgee ggactgecaa gecctagate agaa 2514

<210> 208

<211>1932

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de anti-CD19(8B8-018) ligando monomérico de Fc pomo

<400> 208

caggtccagc tggtgcagtc cggegecgag gtcaagaaac ccggggcttce tgtgaaggtt 60

tcatgcaagg caagcggata caccttcacc gactatatca tgcattgggt caggcaggee 120



cctggccaag gtctcgaatg gatgggctac attaacccat ataatgatgg ctccaaatac 180

accgagaagt ttcagggaag agtcactatg acatctgaca ccagtatcag cactgcttac 240

atggagctgt cccgecttceg gtctgatgac accgeagtgt attactgtge caggggcaca 300

tattactacg gctcagctct gttcgactat tgggggcagg gaaccacagt aaccgtgage 360

tccgetagcea ccaagggecc atcggtctte cccctggeac cctectccaa gageacctct 420

gggggcacag cggecctggg ctgectggtc aaggactact tccecgaace ggtgacggtg 480

tcgtggaact caggcgecct gaccagegge gtgecacacct tcecggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgce ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctcceggace 780

cctgaggtca catgegtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagegtectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gecectcggeg cccccatcga gaaaaccatc 1020



tccaaagcca aagggcagcee ccgagaacca caggtgtaca cectgecccce ctgecagagat 1080

gagctgacca agaaccaggt gtccctgtgg tgtctggtca agggcttcta ccccagegat 1140

atcgccgtgg agtgggagag caacggccag cctgagaaca actacaagac cacccccect 1200

gtgctggaca gecgacggceag cttcttectg tactccaaac tgaccgtgga caagageecgg 1260

tggcagcagg gcaacgtgtt cagctgcagce gtgatgcacg aggecctgea caaccactac 1320

acccagaagt ccctgagect gageccegge ggaggeggeg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 1440

atgtttgctc agctggtggce ccagaacgtg ctgctgateg atggecccct gtectggtac 1500

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacacc 1560

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggegaagg atctggetct gtgtetetgg cectgeatct gecagectctg 1680

agaagcgctg ctggegetge agetctggea ctgacagtgg atctgectec tgecagetce 1740

gaggcccgga atagegcatt tgggtttcaa ggcaggctge tgecacctgte tgecggecag 1800

aggctgggag tgcatctgcea cacagaggec agggctagac acgectggea getgacacag 1860

ggcgctacag tgetgggect gttcagagtg accceccgaga ttccagecgg cctgecttet 1920

ccaagaagcg aa 1932



<210> 209
<211> 838
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena Fc agujero ligando dimérico de anti-CD19(8B8-018)

<400> 209

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205



Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335



Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser

355 360 365

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

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

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460



Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590



Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser

625 630 635 640

Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu

645 650 655

Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg

660 665 670

GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp

675 680 685

Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu

690 695 700

Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala

705 710 715 720



Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val

725 730 735

Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GlIn

740 745 750

Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp

755 760 765

Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn

770 775 780

Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu

785 790 795 800

His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala

805 810 815

Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu

820 825 830

Pro Ser Pro Arg Ser Glu

835



<210> 210
<211>644
<212> PRT

<213> Secuencia artificial

<220>

<223> anti-CD19(8B8-018) ligando monomeérico de Fc pomo

<400> 210

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205



Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335



Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460



Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590



Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser

625 630 635 640

Pro Arg Ser Glu

<210>211
<211> 2478
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena Fc agujero ligando dimérico (71-248) de anti-CD19(8B8-018)

<400> 211

caggtccagc tggtgcagtc cggegecgag gtcaagaaac ccggggcttce tgtgaaggtt 60

tcatgcaagg caagcggata caccttcacc gactatatca tgcattgggt caggcaggee 120

cctggccaag gtctcgaatg gatgggctac attaacccat ataatgatgg ctccaaatac 180



accgagaagt ttcagggaag agtcactatg acatctgaca ccagtatcag cactgcttac 240

atggagctgt ccecgectteg gtetgatgac accgeagtgt attactgtge caggggecaca 300

tattactacg gctcagctct gttcgactat tgggggcagg gaaccacagt aaccgtgage 360

tccgetagcea ccaagggecc cteegtgttc cecetggecee ccagcageaa gagecaccage 420

ggcggcacag ccgetetggg ctgectggte aaggactact tcccegagece cgtgaccgtg 480

tcctggaaca geggagecct gacctecgge gtgeacacct tececgeegt getgcagagt 540

tctggectgt atagectgag cagegtggte accgtgectt ctagcagect gggecacccag 600

acctacatct gcaacgtgaa ccacaagccc agcaacacca aggtggacaa gaaggtggag 660

cccaagagct gcgacaaaac tcacacatge ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttcctctt ccccccaaaa cccaaggaca cectcatgat ctcecggace 780

cctgaggtca catgegtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagegtcectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa geecteggeg cccccatega gaaaaccatc 1020

tccaaagcca aagggcagec ccgagaacca caggtgtgea ccctgececce atcecgggat 1080

gagctgacca agaaccaggt cagcctctcg tgcgcagtca aaggcettcta tcccagegac 1140



atcgcegtgg agtgggagag caatgggeag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctc cttcttecte gtgagcaage tcaccgtgga caagagecagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggetctgea caaccactac 1320

acgcagaaga gcctcteect gtctecgggt ggaggeggceg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccctgatgat cctgecggac tgetggacct geggeaggga 1440

atgtttgccc agctggtggce ccagaacgtg ctgetgateg atggecccct gtectggtac 1500

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacace 1560

daagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggcgaagg atctggctcet gtgtctetgg cectgeatct gecagectctg 1680

agatctgctg ctggegecege tgetetggea ctgacagtgg atctgectee tgecagecage 1740

gaggcccgga atagegcatt tgggtttcaa ggcaggetge tgecacctgte tgecggecag 1800

aggctgggag tgcatctgcea cacagaggec agggcetagac acgectggea getgacacag 1860

ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccageagg cctgggagge 1920

ggcggatctg geggeggagg atctagagaa ggacccgage tgtecececcga cgatcecget 1980

gggctgctgg atctgagaca gggeatgttc getcagetgg tggetcagaa tgtgetgetg 2040



attgacggac ctctgagctg gtactccgac ccagggcetgg caggggtgte cctgactggg 2100

ggactgtcct acaaagaaga tacaaaagaa ctggtggtgg ctaaagctgg ggtgtactat 2160

gtgtttttic agctggaact gaggegggtg gtggctgggg agggetcagg atctgtgtce 2220

ctggctctge atctgcagec actgegetct gcagecagggg ctgecagceact ggeectgact 2280

gtggacctgce ccccagcette ttccgaggec agaaacageg ccttegggtt ccaaggacge 2340

ctgctgcatc tgagegecgg acagegectg ggagtgeatce tgeatactga agccagagee 2400

cggcatgctt ggcagctgac tcagggggca actgtgetgg gactgtitcg cgtgacacct 2460

gagatcccag ccgggctc 2478

<210> 212

<211>1914

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de anti-CD19(8B8-018) ligando monomérico (71-248) de Fc pomo

<400> 212

caggtccagc tggtgcagtc cggecgecgag gtcaagaaac ccggggcttce tgtgaaggtt 60

tcatgcaagg caagcggata caccttcacc gactatatca tgcattgggt caggcaggee 120

cctggccaag gtctcgaatg gatgggctac attaacccat ataatgatgg ctccaaatac 180



accgagaagt ttcagggaag agtcactatg acatctgaca ccagtatcag cactgcttac 240

atggagctgt ccecgectteg gtetgatgac accgeagtgt attactgtge caggggecaca 300

tattactacg gctcagctct gttcgactat tgggggcagg gaaccacagt aaccgtgage 360

tccgctagea ccaagggcecc atcggtettc cccctggeac cctectecaa gageacctet 420

gggggeacag cggecctggg ctgectggte aaggactact tccccgaace ggtgacggtg 480

tcgtggaact caggegecct gaccagegge gtgcacacct tceeggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagcett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgc ccaccgtgee cagcacctga agetgcaggg 720

ggaccgtcag tcttcctctt ccccccaaaa cccaaggaca cectcatgat cteccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcegtgga ggtgcataat gccaagacaa ageecgeggga ggagcagtac 900

aacagcacgt accgtgtggt cagegtcctc accgtectge accaggactg gectgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa geecteggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcec ccgagaacca caggtgtaca ccctgecccce ctgecagagat 1080



gagctgacca agaaccaggt gtccctgtgg tgtctggtca agggcttcta ccccagegat 1140

atcgccgtgg agtgggagag caacggecag cctgagaaca actacaagac cacccceccct 1200

gtgctggaca gecgacggceag cttcttectg tactccaaac tgaccgtgga caagageecgg 1260

tggcagcagg gcaacgtgtt cagctgcage gtgatgecacg aggecectgea caaccactac 1320

acccagaagt ccctgagcect gageeccgge ggaggeggcg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccctgatgat cctgecggac tgetggacct geggeaggga 1440

atgtttgccc agetggtgge ccagaacgtg ctgetgatcg atggeccect gtectggtac 1500

agcgatcctg gactggcetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 1560

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggegaagg atctggetct gtgtctctgg cectgeatcet gecagectctg 1680

agatctgctg ctggegecege tgetetggea ctgacagtgg atctgectee tgecagecage 1740

gaggcccgga atagegcatt tgggtttcaa ggcaggetge tgecacctgte tgecggecag 1800

aggctgggag tgcatctgcea cacagaggec agggctagac acgectggea getgacacag 1860

ggcgctacag tgetgggcct gttcagagtg acccccgaga ttectgeegg gete 1914

<210> 213

<211> 826



<212> PRT

<213> Secuencia artificial

<220>

<223> cadena Fc agujero ligando dimérico (71-248) de anti-CD19(8B8-018)

<400> 213

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95



Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220



Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335



Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

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

355 360 365

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

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

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460



Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590



Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Gly Gly

625 630 635 640

Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro

645 650 655

Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn

660 665 670

Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr

675 680 685

Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr

690 695 700

Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr

705 710 715 720



Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser

725 730 735

Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala

740 745 750

Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser

755 760 765

Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu

770 775 780

Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala

785 790 795 800

Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe

805 810 815

Arg Val Thr Pro Glu lle Pro Ala Gly Leu

820 825

<210> 214
<211>638

<212> PRT



<213> Secuencia artificial

<220>

<223> anti-CD19(8B8-018) ligando monomérico (71-248) de Fc pomo

<400> 214

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95



Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220



Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350



Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480



Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605



Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu

625 630 635

<210> 215
<211>363
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de secuencia nucleot+A00-dica CD19 (8B8) VH clon progenitor

<400> 215

gaggtccage tgcagcagtc tggacctgag ctggtaaage ctggggctte agtgaagatg 60

gcectgecaagg cttctggata cacattcact gactatatta tgcactgggt gaagcagaag 120

actgggcagg gccttgagtg gattggatat attaatcctt acaatgatgg ttctaagtac 180

actgagaagt tcaacggcaa ggccacactg acttcagaca aatcttccat cacagectac 240

atggagctca gcagcctgac ctctgaggac tctgeggtct attactgtge aagagggacc 300

tattattatg gtagcgccct ctttgactac tggggccaag gcaccactct cacagtctcc 360

tcg 363



<210> 216
<211>336
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de secuencia nucleot+A00-dica CD19 (8B8) VL clon progenitor

<400> 216

gatgctgtga tgacccaaac tccactctce ctgectgtca gtcttggaga tcaagectce 60

atctcttgca ggtctagtca gagcecttgaa aacagtaatg gaaacaccta tttgaactgg 120

tacctccaga aaccaggcca gtctccacaa ctectgatct acagggtttc caaacgattt 180

tctggggtcc tagacaggtt cagtggtagt ggatcaggga cagatttcac actgaaaatc 240

agcagagtgg aggctgagga tttgggagtt tatttctgee tacaacttac acatgtcccg 300

tacacgttcg gaggggggac caagctggaa ataaaa 336

<210> 217

<211>94

<212> ADN

<213> Secuencia artificial

<220>

<223> 43-45: 40+AKAAJQ- Y, 6+AKAAJQ- A/S/T/G/P/D/N/E/Q/V, 49-51: 40+AKAAJQ- N, 6
+ACU-

A/S/T/Y/G/P/D/E/Q/V, 55-57: 25+AKAAIQ- S/T/Q/E, 61-63: 25+AKAAIQ- S/T/Q/E



<220>
<221> misc+AF8-feature
<222> (43)..(45)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (49)..(51)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (55)..(57)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (61)..(63)

<223>nesa,c,got

<400> 217

cagctgcggg ctctgaccceg gtttctggag ataccagttc agnnncgtnn ngecnnngga 60

nnnttccaga gattggctgg atttgcaaga aatg 94

<210>218
<211>99
<212> ADN

<213> Secuencia artificial



<220>

<223> 40-42: 30+AKAAJQ- R, 20+AKAAJQ- E, 5+AKAAJQ- A/S/T/Y/G/P/D/N/Q/V. 49-51:
30+AKAAJQ- K, 20+AKAAJQ- S,

5+AKAAJQ- A/N/T/Y/G/P/D/E/Q/V, 55-57: 40+AKAAIQ- F, 5+AKAAIQ-
A/S[T/Y[G/P/D/E/QIN/I/L,

58-60: 40+AKAAJQ- S, 6,6+AKAAIQ- A/T/Y/G/P/D/E/Q/V, 67-69: 50+AKAAIQ- P,
50+AKAAJQ- L

<220>
<221> misc+AF8-feature
<222> (40)..(42)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (49)..(51)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (55)..(57)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (58)..(60)

<223>nesa,c,got

<220>
<221> misc+AF8-feature

<222> (67)..(69)



<223>nesa,c,got

<400> 218

ctccagaaac cgggtcagag cccgeagcetg ctgatctacn nngtatctnn ncgennnnnn - 60

ggcgttnnng atcgtttcag cggttctgga tceggeacc 99

<210> 219
<211>99
<212> ADN

<213> Secuencia artificial

<220>

<223>40-42: 52+AKAAIQ- H, 4+AKAAJQ- G/A/S/P/T/N/Y/D/E/Q/V/I 46-48: 30+AKAAIQ- |,
15+AKAAJQ- Y, 5+AKAAJQ-

G/A/S/T/P/N/H/D/E/Q/V, 49-51: 52+AKAAIQ- Y, 4+AKAAIQ- G/A/S/P/T/N/H/D/E/Q/V/I,

52-54: 30+AKAAJQ- D, 15+AKAAIQ- G, 5+AKAAIQ- A/S/P/Y/N/H/D/E/Q/V/I, 55-57:
52+AKAAJQ- T, 4+AKAAJQ-

G/A/S/P/Y/N/H/D/E/Q/V/I, 61-63: 52+AKAAIQ- T, 4+AKAAIQ- G/A/S/P/Y/N/H/D/E/Q/V/I

<220>
<221> misc+AF8-feature
<222> (40)..(42)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (46)..(48)

<223>nesa,c,got



<220>
<221> misc+AF8-feature
<222> (49)..(51)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (52)..(54)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (55)..(57)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (61)..(63)

<223>nesa,c,got

<400> 219

catccactcc agaccctggce ccggggectg acgaacccan nncatnnnnn nnnnnnngaa 60

nnngtaacca gatgctttgc agctcacttt aacggaagc 99

<210> 220
<211>99
<212> ADN

<213> Secuencia artificial



<220>

<223> 34-36: 45+AKAAJQ- Y, 5+ACU- otros, 40-42: 52+AKAAJQ- N, 4+AKAAJQ- otros, 46-48:
40+AKAAIQ-Y,

5+ACU- otros, 49-51: 30+AKAAJQ- N, 15+AKAAJQ- S, 5+ACU- otros, 52-54: 30+AKAAJQ- D,
15+AKAAIQ- G,

5+ACU- otros, 55-57: 52+AKAAJQ- G, 4+AKAAJQ- otros, 61-63: 30+AKAAIQ- K, 15+AKAAJQ-
N, 4+AKAAJQ-

otros, 70-72: 30+AKAAJQ- E, 15+AKAAJQ- Q, 5+ACU- otros

<220>
<221> misc+AF8-feature
<222> (34)..(36)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (40)..(42)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (46)..(48)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (49)..(51)

<223>nesa,c,got

<220>
<221> misc+AF8-feature

<222>(52)..(54)



<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (55)..(57)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (61)..(63)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (70)..(72)

<223>nesa,c,got

<400> 220

caggccecgg gecagggtcet ggagtggatg ggennnattn nnccannnnn nnnnnnntcc 60

nnntataccn nnaaattcca gggccgegte acgatgacc 99

<210> 221
<211>33
<212> ADN

<213> Secuencia artificial

<220>

<223> CD19 H3 inverso constante



<400> 221

cgtcaccggt tcggggaagt agtccttgac cag

<210> 222
<211>26
<212> ADN

<213> Secuencia artificial

<220>

<223>LMB3

<400> 222

caggaaacag ctatgaccat gattac

<210> 223
<211>33
<212> ADN

<213> Secuencia artificial

<220>

<223>CD19 L1 directo constante

<400> 223

tggtatctcc agaaaccggg tcagagccecg cag

<210> 224
<211>84

<212> ADN

26

33

33



<213> Secuencia artificial

<220>

<223> 34-36: 52+AKAAJQ- Y, 4+AKAAJQ- otros, 37-39: 52+AKAAJQ- P, 4+AKAAJQ- otros, 40-42:
42+AKAAIQ-V,

10+AKAAIQ- L, 4+AKAAIQ- otros, 43-45: 52+AKAAIQ- H, 4+AKAAJQ- otros, 46-48:
42+AKAAIQ- T, 10+AKAAJQ- |,

4+AKAAJQ- otros, 49-51: 45+AKAAJQ- L, 11+AKAAJQ- G, 4+AKAAJQ- otros

<220>
<221> misc+AF8-feature
<222> (34)..(36)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (37)..(39)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (40)..(42)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (43)..(45)

<223>nesa,c,got

<220>
<221> misc+AF8-feature

<222> (46)..(48)



<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (49)..(51)

<223>nesa,c,got

<400> 224

tttaatttcc agtttagttc cttgaccgaa ggtnnnnnnn nnnnnnnnnn nctgcagaca 60

atagtagacg ccaacgtctt cagc 84

<210> 225
<211>35
<212> ADN

<213> Secuencia artificial

<220>

<223>CD19 L3 directo constante

<400> 225

accttcggtc aaggaactaa actggaaatt aaacg 35

<210> 226
<211>107
<212> ADN

<213> Secuencia artificial



<220>

<223> pos. 59-61: 50+AKAAJQ- L, 3,8+AKAAJQ- otros, 62-64: 50+AKAAJQ- A, 4,2+AKAAJQ-
otros, 65-67:

50+AKAAJQ- S, 4,2+AKAAJQ- otros, 68-70: 50+AKAAIQ- G, 4,2+AKAAJQ- otros, 71-73:
50+AKAAJQ- Y, 4,2+AKAAIQ-

otros, 74-76: 50+AKAAJQ- Y, 4,2+AKAAJQ- otros, 77-79: 50+AKAAIQ-Y, 4,2+AKAAJQ- otros,

80-82: 50+AKAAJQ- T, 4,2+AKAAJQ- otros, 83-85: 50+AKAAIQ- G, 4,2+AKAAJQ- otros.

<220>
<221> misc+AF8-feature
<222> (54)..(58)

<223>nesa,c g ot

<220>
<221> misc+AF8-feature
<222> (59)..(61)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (62)..(64)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (65)..(67)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (68)..(70)

<223>nesa,c,got



<220>
<221> misc+AF8-feature
<2225 (71)..(73)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (74)..(76)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (77)..(79)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (80)..(82)

<223>nesa,c,got

<220>
<221> misc+AF8-feature
<222> (83)..(85)

<223>nesa,c,got

<400> 226

ttggtgctag cagagcttac ggtcaccgtg gtaccttggce cccagtaatc aaannnnnnn 60

nnnnnnnnnn nnnnnnnnnn gcgtgcacaa tagtaaacag cggtgtc 107



<210> 227
<211> 1615
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de marcador SNAP ECD de CD19 humano-PDGFR

<400> 227

ggccgeeget ageggeatcg actacaagga cgacgatgac aaggecggcea tcgatgecat 60

catggacaaa gactgcgaaa tgaagcgcac caccctggat agecctctgg gcaagetgga 120

actgtctggg tgcgaacagg gectgecacga gatcaagetg ctgggcaaag gaacatctge 180

cgccgacgec gtggaagtgce ctgecccage cgeegtgetg ggeggaccag agecactgat 240

gcaggccacc gectggetca acgectactt tcaccagect gaggecateg aggagttcce 300

tgtgccagcc ctgeaccacc cagtgttcca gcaggagagce tttaccegee aggtgetgtg 360

gaaactgctg aaagtggtga agttcggaga ggtcatcagce taccageage tggeegeect 420

ggccggceaat ccecgeegeca ccgeegeegt gaaaaccgec ctgageggaa atceegtgee 480

cattctgatc ccctgecacc gggtggtgtc tagetctgge geegtggggg getacgaggg 540

cgggctegece gtgaaagagt ggetgetgge ccacgagggce cacagactgg gcaagectgg 600

gctgggtgat atccccgagg aaccectggt cgtgaaggtg gaagagggeg acaatgecegt 660



gctgcagtgce ctgaagggca cctccgatgg ccctacccag cagetgacct ggtccagaga 720

gagccccctg aageecttce tgaagetgte tetgggectg cctggectgg geatccatat 780

gaggcctctg gecatctggce tgttcatctt caacgtgtce cagcagatgg geggettcta 840

cctgtgtcag cctggeccce catctgagaa ggettggeag cctggetgga ccgtgaacgt 900

ggaaggatcc ggcgagetgt tccggtggaa cgtgtecgat ctgggeggec tgggatgegg 960

cctgaagaac agatctagcg agggcecccag cagccccage ggcaaactga tgageecccaa 1020

gctgtacgtg tgggccaagg acagacccga gatctgggag ggegagcectc cttgectgee 1080

ccctagagac agcctgaacc agagcectgag ccaggacctg acaatggecc ctggcagcac 1140

actgtggctg agctgtggceg tgeccacccga ctetgtgtct agaggeccte tgagetggac 1200

ccacgtgcac cctaagggcc ctaagagect getgagectg gaactgaagg acgacaggee 1260

cgccagagat atgtgggtca tggaaaccgg cctgetgetg cctagageca cageccagga 1320

tgccggcaag tactactgec acagaggcaa cctgaccatg agcttccacce tggaaatcac 1380

cgccagaccc gtgetgtgge actggetget gagaacagge ggetggaagg tcgacgaaca 1440

aaaactcatc tcagaagagg atctgaatgc tgtgggccag gacacgcagg aggtcatcgt 1500

ggtgccacac tccttgecct ttaaggtggt ggtgatctca gecatectgg cectggtggt 1560

gctcaccatc atctecctta tcatcctcat catgetttgg cagaagaagce cacgt 1615



<210> 228
<211> 1620
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de marcador SNAP ECD de CD19 de cinomolgo-PDGFR

<400> 228

ccggecgeceg ctageggeat cgactacaag gacgacgatg acaaggecgg catcgatgec 60

atcatggaca aagactgcga aatgaagcgc accaccctgg atagecctct gggeaagetg 120

gaactgtctg ggtgcgaaca gggectgeac gagatcaage tgctgggeaa aggaacatct 180

gccgecgacg ccgtggaagt gectgeccca gecgeegtge tgggeggace agagecactg 240

atgcaggcca ccgectgget caacgectac tttcaccage ctgaggecat cgaggagttc 300

cctgtgecag ccctgecacca cccagtgttc cagcaggaga getttacceg ccaggtgetg 360

tggaaactgc tgaaagtggt gaagttcgga gaggtcatca gectaccagea getggecgee 420

ctggccggea atcecgecge caccgecgec gtgaaaaccg ccctgagegg aaatcecgtg 480

cccattctga tccectgeca ccgggtggtg tetagetetg gegeegtggg gggetacgag 540

ggcgggcteg ccgtgaaaga gtggetgetg geccacgagg gecacagact gggeaageect 600

gggctgggtg atatccccca ggaacccectg gtegtgaagg tggaagaggg cgacaatgee 660



gtgctccagt gtctcgaggg cacctcegat ggecctacac ageagetegt gtggtgecaga 720

gacagcccct tcgagcecctt cctgaacctg tetctgggec tgectggeat gggeatcaga 780

atgggccctc tgggcatctg getgetgate ttcaacgtgt ccaaccagac cggeggettc 840

tacctgtgtc agcctggect geccaagegag aaggcttgge agectggatg gaccgtgtce 900

gtggaaggat ctggcgagct gttceggtgg aacgtgtccg atctgggegg cctgggatge 960

ggcctgaaga acagaagcag cgagggccct agcageccca geggeaagcet gaatagecage 1020

cagctgtacg tgtgggccaa ggacagaccc gagatgtggg agggegagcec tgtgtgtgge 1080

ccccctagag atagcectgaa ccagagcectg agccaggacc tgacaatgge ccctggecage 1140

acactgtggc tgagctgtgg cgtgccaccce gactetgtgt ccagaggecc tctgagetgg 1200

acacacgtgc ggcctaaggg ccctaagage agectgetga gectggaact gaaggacgac 1260

cggcccgacc gggatatgtg ggtggtggat acaggectge tgctgaccag agccacagee 1320

caggatgccg gcaagtacta ctgccacaga ggcaactgga ccaagagctt ttacctggaa 1380

atcaccgcca gacccgecct gtggeactgg ctgctgagaa tcggaggcetg gaaggtcgac 1440

gagcagaagc tgatctccga agaggacctg aacgeegtgg gecaggatac ccaggaagtg 1500

atcgtggtgc cccacagcect geecttcaag gtggtegtga tcagegecat tetggeectg 1560



gtggtgctga ccatcatcag cctgatcatc ctgattatge tgtggcagaa aaageccege

<210> 229
<211>539
<212>PRT

<213> Secuencia artificial

<220>

<223> marcador SNAP ECD de CD19 humano-PDGFR

<400> 229

Pro Ala Ala Ala Ser Gly lle Asp Tyr Lys Asp Asp Asp Asp Lys Ala

1 5 10 15

Gly Ile Asp Ala lle Met Asp Lys Asp Cys Glu Met Lys Arg Thr Thr

20 25 30

Leu Asp Ser Pro Leu Gly Lys Leu Glu Leu Ser Gly Cys Glu GIn Gly

35 40 45

Leu His Glu lle Lys Leu Leu Gly Lys Gly Thr Ser Ala Ala Asp Ala

50 55 60

Val Glu Val Pro Ala Pro Ala Ala Val Leu Gly Gly Pro Glu Pro Leu

65 70 75 80

1620



Met GIn Ala Thr Ala Trp Leu Asn Ala Tyr Phe His GIn Pro Glu Ala

85 90 95

lle Glu Glu Phe Pro Val Pro Ala Leu His His Pro Val Phe Gln GIn

100 105 110

Glu Ser Phe Thr Arg GIn Val Leu Trp Lys Leu Leu Lys Val Val Lys

115 120 125

Phe Gly Glu Val lle Ser Tyr GIn GIn Leu Ala Ala Leu Ala Gly Asn

130 135 140

Pro Ala Ala Thr Ala Ala Val Lys Thr Ala Leu Ser Gly Asn Pro Val

145 150 155 160

Pro lle Leu lle Pro Cys His Arg Val Val Ser Ser Ser Gly Ala Val

165 170 175

Gly Gly Tyr Glu Gly Gly Leu Ala Val Lys Glu Trp Leu Leu Ala His

180 185 190

Glu Gly His Arg Leu Gly Lys Pro Gly Leu Gly Asp lle Pro Glu Glu

195 200 205



Pro Leu Val Val Lys Val Glu Glu Gly Asp Asn Ala Val Leu GIn Cys

210 215 220

Leu Lys Gly Thr Ser Asp Gly Pro Thr GIn GIn Leu Thr Trp Ser Arg

225 230 235 240

Glu Ser Pro Leu Lys Pro Phe Leu Lys Leu Ser Leu Gly Leu Pro Gly

245 250 255

Leu Gly lle His Met Arg Pro Leu Ala lle Trp Leu Phe lle Phe Asn

260 265 270

Val Ser GIn GIn Met Gly Gly Phe Tyr Leu Cys GIn Pro Gly Pro Pro

275 280 285

Ser Glu Lys Ala Trp GIn Pro Gly Trp Thr Val Asn Val Glu Gly Ser

290 295 300

Gly Glu Leu Phe Arg Trp Asn Val Ser Asp Leu Gly Gly Leu Gly Cys

305 310 315 320

Gly Leu Lys Asn Arg Ser Ser Glu Gly Pro Ser Ser Pro Ser Gly Lys

325 330 335



Leu Met Ser Pro Lys Leu Tyr Val Trp Ala Lys Asp Arg Pro Glu lle

340 345 350

Trp Glu Gly Glu Pro Pro Cys Leu Pro Pro Arg Asp Ser Leu Asn GIn

355 360 365

Ser Leu Ser GIn Asp Leu Thr Met Ala Pro Gly Ser Thr Leu Trp Leu

370 375 380

Ser Cys Gly Val Pro Pro Asp Ser Val Ser Arg Gly Pro Leu Ser Trp

385 390 395 400

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

405 410 415

Lys Asp Asp Arg Pro Ala Arg Asp Met Trp Val Met Glu Thr Gly Leu

420 425 430

Leu Leu Pro Arg Ala Thr Ala GIn Asp Ala Gly Lys Tyr Tyr Cys His

435 440 445

Arg Gly Asn Leu Thr Met Ser Phe His Leu Glu lle Thr Ala Arg Pro

450 455 460



Val Leu Trp His Trp Leu Leu Arg Thr Gly Gly Trp Lys Val Asp Glu

465 470 475 480

GlIn Lys Leu lle Ser Glu Glu Asp Leu Asn Ala Val Gly GIn Asp Thr

485 490 495

GlIn Glu Val lle Val Val Pro His Ser Leu Pro Phe Lys Val Val Val

500 505 510

Ile Ser Ala lle Leu Ala Leu Val Val Leu Thr lle lle Ser Leu lle

515 520 525

Ile Leu lle Met Leu Trp GIn Lys Lys Pro Arg

530 535

<210> 230
<211>540
<212> PRT

<213> Secuencia artificial

<220>

<223> marcador SNAP ECD de CD19 de cinomolgo-PDGFR

<400> 230



Pro Ala Ala Ala Ser Gly lle Asp Tyr Lys Asp Asp Asp Asp Lys Ala

1 5 10 15

Gly lle Asp Ala lle Met Asp Lys Asp Cys Glu Met Lys Arg Thr Thr

20 25 30

Leu Asp Ser Pro Leu Gly Lys Leu Glu Leu Ser Gly Cys Glu GIn Gly

35 40 45

Leu His Glu lle Lys Leu Leu Gly Lys Gly Thr Ser Ala Ala Asp Ala

50 55 60

Val Glu Val Pro Ala Pro Ala Ala Val Leu Gly Gly Pro Glu Pro Leu

65 70 75 80

Met GIn Ala Thr Ala Trp Leu Asn Ala Tyr Phe His GIn Pro Glu Ala

85 90 95

lle Glu Glu Phe Pro Val Pro Ala Leu His His Pro Val Phe Gln GIn

100 105 110

Glu Ser Phe Thr Arg GlIn Val Leu Trp Lys Leu Leu Lys Val Val Lys

115 120 125



Phe Gly Glu Val lle Ser Tyr GIn GIn Leu Ala Ala Leu Ala Gly Asn

130 135 140

Pro Ala Ala Thr Ala Ala Val Lys Thr Ala Leu Ser Gly Asn Pro Val

145 150 155 160

Pro lle Leu lle Pro Cys His Arg Val Val Ser Ser Ser Gly Ala Val

165 170 175

Gly Gly Tyr Glu Gly Gly Leu Ala Val Lys Glu Trp Leu Leu Ala His

180 185 190

Glu Gly His Arg Leu Gly Lys Pro Gly Leu Gly Asp lle Pro GIn Glu

195 200 205

Pro Leu Val Val Lys Val Glu Glu Gly Asp Asn Ala Val Leu GIn Cys

210 215 220

Leu Glu Gly Thr Ser Asp Gly Pro Thr GIn GIn Leu Val Trp Cys Arg

225 230 235 240

Asp Ser Pro Phe Glu Pro Phe Leu Asn Leu Ser Leu Gly Leu Pro Gly

245 250 255



Met Gly lle Arg Met Gly Pro Leu Gly lle Trp Leu Leu lle Phe Asn

260 265 270

Val Ser Asn GIn Thr Gly Gly Phe Tyr Leu Cys GIn Pro Gly Leu Pro

275 280 285

Ser Glu Lys Ala Trp GIn Pro Gly Trp Thr Val Ser Val Glu Gly Ser

290 295 300

Gly Glu Leu Phe Arg Trp Asn Val Ser Asp Leu Gly Gly Leu Gly Cys

305 310 315 320

Gly Leu Lys Asn Arg Ser Ser Glu Gly Pro Ser Ser Pro Ser Gly Lys

325 330 335

Leu Asn Ser Ser GIn Leu Tyr Val Trp Ala Lys Asp Arg Pro Glu Met

340 345 350

Trp Glu Gly Glu Pro Val Cys Gly Pro Pro Arg Asp Ser Leu Asn GIn

355 360 365

Ser Leu Ser GIn Asp Leu Thr Met Ala Pro Gly Ser Thr Leu Trp Leu

370 375 380



Ser Cys Gly Val Pro Pro Asp Ser Val Ser Arg Gly Pro Leu Ser Trp

385 390 395 400

Thr His Val Arg Pro Lys Gly Pro Lys Ser Ser Leu Leu Ser Leu Glu

405 410 415

Leu Lys Asp Asp Arg Pro Asp Arg Asp Met Trp Val Val Asp Thr Gly

420 425 430

Leu Leu Leu Thr Arg Ala Thr Ala GIn Asp Ala Gly Lys Tyr Tyr Cys

435 440 445

His Arg Gly Asn Trp Thr Lys Ser Phe Tyr Leu Glu lle Thr Ala Arg

450 455 460

Pro Ala Leu Trp His Trp Leu Leu Arg lle Gly Gly Trp Lys Val Asp

465 470 475 480

Glu GIn Lys Leu lle Ser Glu Glu Asp Leu Asn Ala Val Gly GIn Asp

485 490 495

Thr GIn Glu Val lle Val Val Pro His Ser Leu Pro Phe Lys Val Val

500 505 510



Val lle Ser Ala lle Leu Ala Leu Val Val Leu Thr lle lle Ser Leu

515 520 525

lle lle Leu lle Met Leu Trp GIn Lys Lys Pro Arg

530 535 540

<210> 231
<211>16
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5H09) CDR-L1

<400> 231

Lys Ser Ser GIn Ser Leu Glu Ser Ser Thr Gly Asn Thr Tyr Leu Asn

1 5 10 15

<210> 232
<211>7
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-5H09) CDR-L2



<400> 232

Arg Val Ser Lys Arg Phe Ser

1 5

<210> 233
<211>9
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5H09) CDR-L3

<400> 233

Leu GIn Leu lle Asp Tyr Pro Val Thr

1 5

<210> 234
<211>5
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5H09) CDR-H1

<400> 234



Asp Tyr lle Met His

1 5

<210> 235
<211>17
<212>PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-5H09) CDR-H2

<400> 235

Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe GIn

1 5 10 15

Gly

<210> 236

<211>12

<212> PRT

<213> Secuencia artificial

<220>

<223> CDR-H3 de CDR(8B8-5H09)

<400> 236

Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr

1 5 10



<210> 237
<211>16
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-7H07) CDR-L1

<400> 237

Lys Ser Ser GIn Ser Leu Glu Thr Ser Thr Gly Asn Thr Tyr Leu Asn

1 5 10

<210> 238
<211>7
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-7H07) CDR-L2

<400> 238

Arg Val Ser Lys Arg Phe Ser

1 5

<210> 239

<211>9

15



<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-7H07) CDR-L3

<400> 239

Leu GIn Ala Thr His lle Pro Tyr Thr

1 5

<210> 240
<211>5
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-7H07) CDR-H1

<400> 240

Asp Tyr lle Met His

1 5

<210> 241
<211>17
<212> PRT

<213> Secuencia artificial



<220>

<223>CD19 (8B8-7H07) CDR-H2

<400> 241

Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe GIn

1 5 10 15

Gly

<210> 242
<211>12
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-7H07) CDR-H3

<400> 242

Gly Thr Tyr Tyr Tyr Gly Ser Glu Leu Phe Asp Tyr

1 5 10

<210> 243
<211>16
<212> PRT

<213> Secuencia artificial



<220>

<223>CD19 (8B8-2B03) CDR-L1

<400> 243

Lys Ser Ser GIn Ser Leu Glu Thr Ser Thr Gly Asn Thr Tyr Leu Asn

1 5 10 15

<210> 244
<211>7
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B03) CDR-L2

<400> 244

Arg Val Ser Lys Arg Phe Ser

1 5

<210> 245
<211>9
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-2B03) CDR-L3



<400> 245

Leu GIn Leu Thr His Val Pro Tyr Thr

1 5

<210> 246
<211>5
<212>PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B03) CDR-H1

<400> 246

Asp Tyr lle Thr His

1 5

<210> 247
<211>17
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B03) CDR-H2

<400> 247

Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe GIn

1 5 10 15



Gly

<210> 248
<211>12
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B03) CDR-H3

<400> 248

Gly Thr Tyr Tyr Tyr Gly Pro Asp Leu Phe Asp Tyr

1 5 10

<210> 249
<211>16
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B11) CDR-L1

<400> 249

Lys Ser Ser GIn Ser Leu Glu Thr Ser Thr Gly Thr Thr Tyr Leu Asn

1 5 10 15



<210> 250
<211>7
<212>PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B11) CDR-L2

<400> 250

Arg Val Ser Lys Arg Phe Ser

1 5

<210> 251
<211>9
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B11) CDR-L3

<400> 251

Leu GIn Leu Leu Glu Asp Pro Tyr Thr

1 5

<210> 252
<211>5

<212> PRT



<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B11) CDR-H1

<400> 252

Asp Tyr lle Met His

1 5

<210> 253
<211>17
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B11) CDR-H2

<400> 253

Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe GIn

1 5 10

Gly

<210> 254
<211>12
<212> PRT

<213> Secuencia artificial

15



<220>

<223>CD19 (8B8-2B11) CDR-H3

<400> 254

Gly Thr Tyr Tyr Tyr Gly Pro GIn Leu Phe Asp Tyr

1 5 10

<210> 255
<211>16
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5A07) CDR-L1

<400> 255

Lys Ser Ser GIn Ser Leu Glu Thr Ser Thr Gly Asn Thr Tyr Leu Asn

1 5 10 15

<210> 256
<211>7
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5A07) CDR-L2



<400> 256

Arg Val Ser Lys Arg Phe Ser

1 5

<210> 257
<211>9
<212>PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5A07) CDR-L3

<400> 257

Leu GIn Pro Gly His Tyr Pro Gly Thr

1 5

<210> 258
<211>5
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5A07) CDR-H1

<400> 258



Asp Tyr lle Met His

1 5

<210> 259
<211>17
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5A07) CDR-H2

<400> 259

Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe GIn

1 5 10 15

Gly

<210> 260
<211>12
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5A07) CDR-H3

<400> 260
Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr

1 5 10



<210> 261
<211>16
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5B08) CDR-L1

<400> 261

Lys Ser Ser GIn Ser Leu Glu Thr Ser Thr Gly Asn Thr Tyr Leu Asn

1 5 10

<210> 262
<211>7
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-5B08) CDR-L2

<400> 262

Arg Val Ser Lys Arg Phe Ser

1 5

15



<210> 263
<211>9
<212>PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5B08) CDR-L3

<400> 263

Leu GIn Leu Asp Ser Tyr Pro Asn Thr

1 5

<210> 264
<211>5
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-5B08) CDR-H1

<400> 264

Asp Tyr lle Met His

1 5

<210> 265
<211>17
<212> PRT

<213> Secuencia artificial



<220>

<223>CD19 (8B8-5B08) CDR-H2

<400> 265

Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe GIn

1 5 10 15

Gly

<210> 266
<211>12
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5B08) CDR-H3

<400> 266

Gly Thr Tyr Tyr Tyr Gly Pro GIn Leu Phe Asp Tyr

1 5 10

<210> 267
<211>16
<212> PRT

<213> Secuencia artificial



<220>

<223>CD19 (8B8-5D08) CDR-L1

<400> 267

Lys Ser Ser GIn Ser Leu Glu Thr Ser Thr Gly Asn Thr Tyr Leu Asn

1 5 10 15

<210> 268
<211>7
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5D08) CDR-L2

<400> 268

Arg Val Ser Lys Arg Phe Ser

1 5

<210> 269
<211>9
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-5D08) CDR-L3



<400> 269

Leu GIn Leu Thr His Glu Pro Tyr Thr

1 5

<210> 270
<211>5
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-5D08) CDR-H1

<400> 270

Asp Tyr lle Met His

1 5

<210>271
<211>17
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5D08) CDR-H2

<400> 271



Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe GIn

1 5 10 15

Gly

<210> 272
<211>12
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5D08) CDR-H3

<400> 272

Gly Thr Tyr Tyr Tyr Gly Ser Glu Leu Phe Asp Tyr

1 5 10

<210> 273
<211> 657
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de CD19 (8B8) cadena ligera progenitora

<400> 273

gatgctgtga tgacccaaac tccactctee ctgectgtea gtecttggaga tcaagectec

60



atctcttgca ggtctagtca gagcecttgaa aacagtaatg gaaacaccta tttgaactgg 120

tacctccaga aaccaggcca gtctccacaa ctectgatct acagggtttc caaacgattt 180

tctggggtcc tagacaggtt cagtggtagt ggatcaggga cagatttcac actgaaaatc 240

agcagagtgg aggctgagga tttgggagtt tatttctgee tacaacttac acatgtcccg 300

tacacgttcg gaggggggac caagctggaa ataaaacgta cggtggetge accatctgtc 360

ttcatcttce cgecatctga tgagcagttg aaatctggaa ctgectctgt tgtgtgectg 420

ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgecectccaa 480

tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagectc 540

agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgectgcgaa 600

gtcacccatc agggcectgag ctcgeecgtc acaaagagct tcaacagggg agagtgt 657

<210> 274

<211>1353

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de CD19 (8B8) cadena pesada progenitora

<400> 274

gaggtccagc tgcagcagtc tggacctgag ctggtaaagce ctggggcttc agtgaagatg 60



gcctgcaagg cttctggata cacattcact gactatatta tgcactgggt gaagcagaag 120

actgggcagg gccttgagtg gattggatat attaatcctt acaatgatgg ttctaagtac 180

actgagaagt tcaacggcaa ggccacactg acttcagaca aatcttccat cacagectac 240

atggagctca gcagectgac ctctgaggac tetgeggtct attactgtge aagagggacc 300

tattattatg gtagcgccct ctttgactac tggggccaag gecaccactct cacagtctcc 360

tcggctagea ccaagggcecc atcggtctte cccctggeac cetectccaa gageacctet 420

gggggeacag cggecctggg ctgectggte aaggactact tccccgaace ggtgacggtg 480

tcgtggaact caggegecct gaccagegge gtgcacacct tcceggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagcett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgce ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttcctctt ccccccaaaa cccaaggaca cectcatgat ctcecggace 780

cctgaggtca catgegtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcegtgga ggtgcataat gccaagacaa agecgeggga ggagcagtac 900

aacagcacgt accgtgtggt cagegtccte accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa geecteggeg cccccatcga gaaaaccatc 1020



tccaaagcca aagggcagcee ccgagaacca caggtgtaca ccctgececce atcccgggat 1080

gagctgacca agaaccaggt cagcctgacc tgectggtca aaggcttcta tcccagegac 1140

atcgcegtgg agtgggagag caatgggeag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctc cttcttecte tacagcaage tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggetctgea caaccactac 1320

acgcagaaga gcctcteect gtecteegggt aaa 1353

<210> 275

<211>219

<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8) cadena ligera progenitora

<400> 275

Asp Ala Val Met Thr GIn Thr Pro Leu Ser Leu Pro Val Ser Leu Gly

1 5 10 15

Asp GlIn Ala Ser lle Ser Cys Arg Ser Ser Gln Ser Leu Glu Asn Ser

20 25 30



Asn Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45

Pro GlIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Leu

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Leu GIn Leu

85 90 95

Thr His Val Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu lle Lys

100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

115 120 125

GlIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

130 135 140

Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn

145 150 155 160



Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GlIn Asp Ser Lys Asp Ser

165 170 175

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

180 185 190

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

195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 276
<211>451
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8) cadena pesada progenitora

<400> 276

Glu Val GIn Leu GIn GIn Ser Gly Pro Glu Leu Val Lys Pro Gly Ala

1 5 10 15



Ser Val Lys Met Ala Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Lys GIn Lys Thr Gly GIn Gly Leu Glu Trp lle

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

Asn Gly Lys Ala Thr Leu Thr Ser Asp Lys Ser Ser lle Thr Ala Tyr

65 70 75 80

Met Glu Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys

85 90 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Leu Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140



Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270



Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400



Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450

<210> 277
<211> 657
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena ligera de CD19 (8B8-2B11)

<400> 277

gatattgtca tgactcaaac tccactgtct ctgtccgtga ccccgggtea gecagegage

atttcttgca aatccagcca atctctggaa acctccaccg gcaccacgta cctgaactgg

tatctccaga aaccgggtca gagcccgeag ctgctgatct accgtgtate taagegcttc

60

120

180



tccggegttc ctgatcgttt cageggttct ggatccggea ccgactttac tctgaaaatc 240

agccgtgtgg aagctgaaga cgttggegtce tactattgte tgcagetget ggaagatcca 300

tacaccttcg gtcaaggaac gaaactggaa attaaacgta cggtggctge accatctgtc 360

ttcatcttce cgecatctga tgagcagttg aaatctggaa ctgectctgt tgtgtgectg 420

ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgecctccaa 480

tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagectc 540

agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgectgcgaa 600

gtcacccatc agggcectgag ctcgeecgtc acaaagagct tcaacagggg agagtgt 657

<210> 278

<211>1353

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena pesada de CD19 (8B8-2B11)

<400> 278

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggcegcttc cgttaaagtg 60

agctgcaaag catctggtta caccttcact gactatatca tgcactgggt tcgtcaggee 120

ccgggecagg gtectggagtg gatgggcetac attaacccat acaacgacgg ttccaaatat 180



accgagaaat tccagggecg cgtcacgatg accagegaca cttctatctc caccgegtac 240

atggaactgt ctagactgcg ttctgacgac accgetgttt actattgtge acgcggtacc 300

tactactacg gtccacagct gtttgattac tggggccaag gtaccacggt gaccgtaagc 360

tctgetagea ccaagggecc atcggtcttc ccecctggeac cctectecaa gageacctet 420

gggggeacag cggecctggg ctgectggte aaggactact tccccgaace ggtgacggtg 480

tcgtggaact caggegecct gaccagegge gtgcacacct tceeggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagcett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgc ccaccgtgee cagcacctga agetgcaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctecccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcegtgga ggtgcataat gccaagacaa ageecgeggga ggagcagtac 900

aacagcacgt accgtgtggt cagegtcctc accgtectge accaggactg gectgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa geecteggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagec ccgagaacca caggtgtaca ccctgececce atcccgggat 1080



gagctgacca agaaccaggt cagcctgacc tgectggtca aaggcettcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggceag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggcetce cttettecte tacagcaage tcaccgtgga caagagecagg 1260

tggcagcagg ggaacgtctt ctcatgctcc gtgatgcatg aggcetctgea caaccactac 1320

acgcagaaga gectcteect gtctecgggt aaa 1353

<210> 279

<211>219

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena ligera de CD19 (8B8-2B11)

<400> 279

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GIn Pro Ala Ser lle Ser Cys Lys Ser Ser Gln Ser Leu Glu Thr Ser

20 25 30

Thr Gly Thr Thr Tyr Leu Asn Trp Tyr Leu GlIn Lys Pro Gly GIn Ser

35 40 45



Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Leu Glu Asp Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

115 120 125

GIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

130 135 140

Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn

145 150 155 160

Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser

165 170 175



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

180 185 190

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

195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 280
<211>451
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena pesada de CD19 (8B8-2B11)

<400> 280

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30



Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Pro GIn Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160



Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285



His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415



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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450

<210> 281
<211> 657
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena ligera de CD19 (8B8-7H07)

<400> 281

gatattgtta tgactcaaac tccactgtct ctgtcegtga ccccgggtea geccagegage 60

atttcttgca aatccagceca atctctggaa acctccaccg gcaacacgta cctgaactgg 120

tatctccaga aaccgggtca gagceccgeag ctgetgatct accgtgtate taagegettc 180

tccggegttc ctgategttt cageggttct ggatccggea ccgactttac tctgaaaatc 240

agccgtgtgg aagctgaaga cgttggegtc tactattgtc tgcaggeaac ccatatccca 300



tacaccttcg gtcaaggaac taaactggaa attaaacgta cggtggctgce accatctgtc 360

ttcatcttce cgecatctga tgagcagttg aaatctggaa ctgectctgt tgtgtgectg 420

ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgecctccaa 480

tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagectc 540

agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgectgcgaa 600

gtcacccatc agggcectgag ctcgeecgtc acaaagagct tcaacagggg agagtgt 657

<210> 282

<211>1353

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena pesada de CD19 (8B8-7H07)

<400> 282

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggegcttc cgttaaagtg 60

agctgcaaag catctggtta caccttcact gactatatca tgcactgggt tcgtcaggee 120

ccgggecagg gtectggagtg gatgggcetac attaacccat acaacgacgg ttccaaatat 180

accgagaaat tccagggceceg cgtcacgatg accagegaca cttctatctc caccgegtac 240



atggaactgt ctagactgcg ttctgacgac accgctgttt actattgtge acgcggtacc 300

tactactacg gttctgaact gtttgattac tggggccaag gtaccacggt gaccgtaagc 360

tctgctagea ccaagggecc atcggtettc cccctggeac cctectecaa gageacctet 420

gggggeacag cggecctggg ctgectggte aaggactact tccccgaace ggtgacggtg 480

tcgtggaact caggcgecct gaccagegge gtgcacacct tcceggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagcett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgc ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctcecggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcegtgga ggtgecataat gccaagacaa ageecgeggga ggagcagtac 900

aacagcacgt accgtgtggt cagegtccte accgtectge accaggactg gectgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa geecteggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcece ccgagaacca caggtgtaca ccctgeccce atcccgggat 1080

gagctgacca agaaccaggt cagcctgacc tgectggtca aaggcttcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggeag ccggagaaca actacaagac cacgectcce 1200



gtgctggact ccgacggctc cttcttectc tacagcaage tcaccgtgga caagagcagg

tggcagcagg ggaacgtctt ctcatgctcce gtgatgcatg aggetctgea caaccactac

acgcagaaga gectcteect gtctecgggt aaa 1353

<210> 283

<211>219

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena ligera de CD19 (8B8-7H07)

<400> 283

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GIn Pro Ala Ser lle Ser Cys Lys Ser Ser GIn Ser Leu Glu Thr Ser

20 25 30

Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45

1260

1320



Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Ala

85 90 95

Thr His lle Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

115 120 125

GlIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

130 135 140

Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn

145 150 155 160

Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser

165 170 175



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

180 185 190

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

195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 284
<211>451
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena pesada de CD19 (8B8-7H07)

<400> 284

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30



Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Glu Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160



Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285



His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415



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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450

<210> 285
<211> 657
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena ligera de CD19 (8B8-2B03)

<220>
<221> misc+AF8-feature
<222>(320)..(321)

<223>nesa,c,g ot

<400> 285

gatattgtta tgactcaaac tccactgtct ctgtccgtga ccccgggtea geccagegage 60

atttcttgca aatccagceca atctctggaa acctccaccg gcaacacgta cctgaactgg 120



tatctccaga aaccgggtca gagcccgeag ctgetgatct accgtgtate taagegettc 180

tccggegtte ctgatcgttt cageggtict ggatccggea cegactttac tctgaaaatc 240

agccgtgtgg aagctgaaga cgttggegtce tactattgte tgeagttgac ccacgttccg 300

tacaccttcg gtcaaggaan naaactggaa attaaacgta cggtggctge accatctgtc 360

ttcatcttce cgecatctga tgagcagttg aaatctggaa ctgectctgt tgtgtgectg 420

ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgecctccaa 480

tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagectc 540

agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgectgegaa 600

gtcacccatc agggectgag ctcgeccgte acaaagagct tcaacagggg agagtgt 657

<210> 286

<211>1353

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena pesada de CD19 (8B8-2B03)

<400> 286

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggegcttc cgttaaagtg 60



agctgcaaag catctggtta caccttcact gactatatca cgcactgggt tcgtcaggee 120

ccgggecagg gtctggagtg gatgggctac attaacccat acaacgacgg ttccaaatat 180

accgagaaat tccagggecg cgtcacgatg accagegaca cttctatctc caccgegtac 240

atggaactgt ctagactgcg ttctgacgac accgetgttt actattgtge acgcggtacc 300

tactactacg gtccagatct gtttgattac tggggccaag gtaccacggt gaccgtaagc 360

tctgcetagea ccaagggecc atcggtctte cccctggeac cctectccaa gageacctet 420

gggggeacag cggecctggg ctgectggte aaggactact tccccgaace ggtgacggtg 480

tcgtggaact caggegecct gaccagegge gtgcacacct tceeggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagcett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgce ccaccgtgec cagcacctga agetgecaggg 720

ggaccgtcag tcttcctctt ccccccaaaa cccaaggaca cectcatgat ctcecggace 780

cctgaggtca catgegtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcegtgga ggtgcataat gccaagacaa agecgeggga ggagcagtac 900

aacagcacgt accgtgtggt cagegtcctc accgtectge accaggactg gectgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa geecteggeg cccccatega gaaaaccatc 1020



tccaaagcca aagggcagcec ccgagaacca caggtgtaca ccctgececce atcccgggat 1080

gagctgacca agaaccaggt cagcctgacc tgectggtca aaggcttcta tcccagegac 1140

atcgcegtgg agtgggagag caatgggeag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctce cttettecte tacagcaage tcaccgtgga caagagecagg 1260

tggcagcagg ggaacgtctt ctcatgctcc gtgatgcatg aggcetctgea caaccactac 1320

acgcagaaga gectcteect gtctecgggt aaa 1353

<210> 287

<211>219

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena ligera de CD19 (8B8-2B03)

<220>
<221> misc+AF8-feature
<222>(107)..(107)

<223> Xaa puede ser cualquier amino+AOE-cido de origen natural

<400> 287



Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GlIn Pro Ala Ser lle Ser Cys Lys Ser Ser GIn Ser Leu Glu Thr Ser

20 25 30

Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Thr His Val Pro Tyr Thr Phe Gly GIn Gly Xaa Lys Leu Glu lle Lys

100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

115 120 125



GlIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

130 135 140

Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn

145 150 155 160

Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser

165 170 175

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

180 185 190

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

195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 288
<211>451
<212> PRT

<213> Secuencia artificial

<220>



<223> cadena pesada de CD19 (8B8-2B03)

<400> 288

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Thr His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Pro Asp Leu Phe Asp Tyr Trp Gly

100 105 110



GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240



Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365



Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450

<210> 289
<211> 657
<212> ADN

<213> Secuencia artificial

<220>



<223> ADN de cadena ligera de CD19 (8B8-5A07)

<400> 289

gatattgtta tgactcaaac tccactgtct ctgtccgtga ccccgggtca gecagegage 60

atttcttgca aatccagcca atctctggaa acctccaccg gcaacacgta cctgaactgg 120

tatctccaga aaccgggtca gagcccgeag ctgetgatct accgtgtatc taagegettc 180

tccggegtte ctgatcgttt cageggttct ggatccggea cegactttac tctgaaaatc 240

agccgtgtgg aagctgaaga cgttggegtce tactattgtc tgcagecagg tcattaccca 300

ggtaccttcg gtcaaggaac taaactggaa attaaacgta cggtggctge accatctgtc 360

ttcatcttcc cgecatctga tgagcagttg aaatctggaa ctgectctgt tgtgtgectg 420

ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgecectccaa 480

tcgggtaact cccaggagag tgtcacagag caggacagca aggacagceac ctacagectc 540

agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgectgcgaa 600

gtcacccatc agggectgag ctegeccgtc acaaagagcet tcaacagggg agagtgt 657

<210> 290

<211> 1353

<212> ADN

<213> Secuencia artificial



<220>

<223> ADN de cadena pesada de CD19 (8B8-5A07)

<400> 290

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggegcttc cgttaaagtg 60

agctgcaaag catctggtta caccttcact gactatatca tgcactgggt tcgtcaggee 120

ccgggecagg gtctggagtg gatgggctac attaacccat acaacgacgg ttccaaatat 180

accgagaaat tccagggecg cgtcacgatg accagcgaca cttctatctc caccgegtac 240

atggaactgt ctagactgcg ttctgacgac accgetgttt actattgtge acgeggtact 300

tactactacg gttccgecct ctttgattac tggggccaag gtaccacggt gaccgtaage 360

tctgetagea ccaagggecc ateggtctte ceccetggeac cctectccaa gageacctet 420

gggggcacag cggecctggg ctgectggte aaggactact tccecgaace ggtgacggtg 480

tcgtggaact caggegecect gaccagegge gtgecacacct tcceggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgce ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttcctctt ccccccaaaa cccaaggaca cectcatgat ctcecggace 780

cctgaggtca catgegtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840



tggtacgtgg acggegtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagcgtectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gecctcggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcec ccgagaacca caggtgtaca ccctgecece atcccgggat 1080

gagctgacca agaaccaggt cagcctgacc tgectggtca aaggcttcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggcag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctc cttcttectc tacagcaagce tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggetctgea caaccactac 1320

acgcagaaga gccteteect gteteegggt aaa 1353

<210>291

<211>219

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena ligera de CD19 (8B8-5A07)

<400> 291



Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GlIn Pro Ala Ser lle Ser Cys Lys Ser Ser GIn Ser Leu Glu Thr Ser

20 25 30

Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Pro

85 90 95

Gly His Tyr Pro Gly Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

115 120 125



GlIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

130 135 140

Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn

145 150 155 160

Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GlIn Asp Ser Lys Asp Ser

165 170 175

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

180 185 190

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

195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 292
<211>451
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena pesada de CD19 (8B8-5A07)



<400> 292

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110



GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240



Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365



Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450

<210> 293
<211> 657
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena ligera de CD19 (8B8-5D08)



<400> 293

gatattgtta tgactcaaac tccactgtct ctgtccgtga ccccgggteca gccagegage 60

atttcttgca aatccagcca atctctggaa acctccaccg gcaacacgta cctgaactgg 120

tatctccaga aaccgggtca gagcccgeag ctgetgatct accgtgtate taagegettc 180

tccggegttc ctgategttt cageggttct ggatccggea ccgactttac tctgaaaatc 240

agccgtgtgg aagctgaaga cgttggegtce tactattgte tgcagetgac ccatgaacca 300

tacaccttcg gtcaaggaac taaactggaa attaaacgta cggtggctge accatctgtc 360

ttcatcttcc cgecatctga tgagcagttg aaatctggaa ctgectctgt tgtgtgectg 420

ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgecectccaa 480

tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagectc 540

agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgectgcgaa 600

gtcacccatc agggcectgag ctcgeecgtc acaaagagct tcaacagggg agagtgt 657

<210> 294

<211> 1353

<212> ADN

<213> Secuencia artificial

<220>



<223> ADN de cadena pesada de CD19 (8B8-5D08)

<400> 294

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggegctte cgttaaagtg 60

agctgcaaag catctggtta caccttcact gactatatca tgcactgggt tcgtcaggee 120

ccgggccagg gtctggagtg gatgggctac attaacccat acaacgacgg ttccaaatat 180

accgagaaat tccagggecg cgtcacgatg accagcgaca cttctatctc caccgegtac 240

atggaactgt ctagactgcg ttctgacgac accgctgttt actattgtge acgcggtacc 300

tactactacg gttctgaact gtttgattac tggggccaag gtaccacggt gaccgtaage 360

tctgetagea ccaagggecc atcggtcttc cccetggeac cctectecaa gageacctet 420

gggggeacag cggecctggg ctgectggte aaggactact tccccgaace ggtgacggtg 480

tcgtggaact caggegecect gaccagegge gtgecacacct teeceggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgc ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat cteccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840



tggtacgtgg acggegtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagcgtectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gecctcggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcee ccgagaacca caggtgtaca ccctgeccee atcccgggat 1080

gagctgacca agaaccaggt cagcctgacc tgectggtca aaggcettcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggceag ccggagaaca actacaagac cacgectccc 1200

gtgctggact ccgacggctc cttcttectc tacagcaage tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggetctgea caaccactac 1320

acgcagaaga gccteteect gteteegggt aaa 1353

<210> 295

<211>219

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena ligera de CD19 (8B8-5D08)

<400> 295

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15



GlIn Pro Ala Ser lle Ser Cys Lys Ser Ser Gln Ser Leu Glu Thr Ser

20 25 30

Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Thr His Glu Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

115 120 125

GIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

130 135 140



Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn

145 150 155 160

Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser

165 170 175

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

180 185 190

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

195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 296
<211>451
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena pesada de CD19 (8B8-5D08)

<400> 296



GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Glu Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125



Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255



Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380



Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450

<210> 297
<211> 657
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena ligera de CD19 (8B8-5B08)

<400> 297

gatattgtta tgactcaaac tccactgtct ctgtcegtga ccccgggtea gecagegage

60



atttcttgca aatccagcca atctctggaa acctccaccg gcaacacgta cctgaactgg 120

tatctccaga aaccgggtca gagcccgeag ctgetgatct accgtgtate taagegettc 180

tccggegttc ctgategttt cageggttct ggatccggea ccgactttac tctgaaaatc 240

agccgtgtgg aagctgaaga cgttggegtce tactattgte tgcagetgga ttettaccca 300

aacaccttcg gtcaaggaac taaactggaa attaaacgta cggtggctge accatctgtc 360

ttcatcttce cgecatctga tgagcagttg aaatctggaa ctgectctgt tgtgtgectg 420

ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgeectccaa 480

tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagectc 540

agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgectgcgaa 600

gtcacccatc agggcectgag ctcgeecgtc acaaagagct tcaacagggg agagtgt 657

<210> 298

<211>1353

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena pesada de CD19 (8B8-5B08)

<400> 298

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggcegcttc cgttaaagtg 60



agctgcaaag catctggtta caccttcact gactatatca tgcactgggt tcgtcaggee 120

ccgggecagg gtctggagtg gatgggctac attaacccat acaacgacgg ttccaaatat 180

accgagaaat tccagggcecg cgtcacgatg accagegaca cttctatctc caccgegtac 240

atggaactgt ctagactgcg ttctgacgac accgctgttt actattgtge acgcggtacc 300

tactactacg gtccacagct gtttgattac tggggccaag gtaccacggt gaccgtaage 360

tctgetagea ccaagggecc atcggtcttc ccecetggeac cctectccaa gageacctet 420

gggggeacag cggecctggg ctgectggte aaggactact tccccgaace ggtgacggtg 480

tcgtggaact caggegecct gaccagegge gtgcacacct tceeggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagcett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgc ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctecccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcegtgga ggtgcataat gccaagacaa agecgeggga ggagcagtac 900

aacagcacgt accgtgtggt cagegtcctc accgtectge accaggactg gectgaatgge 960



aaggagtaca agtgcaaggt ctccaacaaa gecctcggeg cccccatcga gaaaaccate 1020

tccaaagcca aagggcagcec ccgagaacca caggtgtaca ccctgeccce atcccgggat 1080

gagctgacca agaaccaggt cagcctgacc tgectggtca aaggcettcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggceag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctce cttettecte tacagcaage tcaccgtgga caagagecagg 1260

tggcagcagg ggaacgtctt ctcatgctcec gtgatgcatg aggcetctgea caaccactac 1320

acgcagaaga gccteteect gteteegggt aaa 1353

<210> 299

<211>219

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena ligera de CD19 (8B8-5B08)

<400> 299

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GIn Pro Ala Ser lle Ser Cys Lys Ser Ser GIn Ser Leu Glu Thr Ser

20 25 30



Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GlIn Lys Pro Gly GIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Asp Ser Tyr Pro Asn Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

115 120 125

GIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

130 135 140

Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn

145 150 155 160



Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GlIn Asp Ser Lys Asp Ser

165 170 175

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

180 185 190

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

195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 300
<211>451
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena pesada de CD19 (8B8-5B08)

<400> 300

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15



Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Pro Gln Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140



Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270



Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400



Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450

<210>301
<211> 657
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena ligera de CD19 (8B8-5H09)

<400> 301

gatattgtta tgactcaaac tccactgtct ctgtcegtga ccccgggtea gecagegage

atttcttgca aatccagcca atctctggaa tcttccaccg gcaacacgta cctgaactgg

tatctccaga aaccgggtca gagcccgeag ctgctgatct accgtgtate taagegcettc

60

120

180



tccggegttc ctgatcgttt cageggttct ggatccggea ccgactttac tctgaaaatc 240

agccgtgtgg aagctgaaga cgttggegtce tactattgte tgcagetgat cgattaccca 300

gttaccttcg gtcaaggaac taaactggaa attaaacgta cggtggctgce accatctgtc 360

ttcatcttce cgecatctga tgagcagttg aaatctggaa ctgectctgt tgtgtgectg 420

ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgecctccaa 480

tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagectc 540

agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgectgcgaa 600

gtcacccatc agggcectgag ctcgeecgtc acaaagagct tcaacagggg agagtgt 657

<210> 302

<211>1353

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena pesada de CD19 (8B8-5H09)

<400> 302

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggcegcttc cgttaaagtg 60

agctgcaaag catctggtta caccttcact gactatatca tgcactgggt tcgtcaggee 120

ccgggecagg gtectggagtg gatgggcetac attaacccat acaacgacgg ttccaaatat 180



accgagaaat tccagggecg cgtcacgatg accagegaca cttctatctc caccgegtac 240

atggaactgt ctagactgcg ttctgacgac accgetgttt actattgtge acgcggtacc 300

tactactacg gttctgcact gtttgattac tggggccaag gtaccacggt gaccgtaagc 360

tctgcetagea ccaagggecc atcggtctte cccetggeac cctectccaa gageacctct 420

gggggcacag cggecctggg ctgectggtc aaggactact tccecgaace ggtgacggtg 480

tcgtggaact caggcgecct gaccagegge gtgecacacct tcecggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagcett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgc ccaccgtgee cagcacctga agetgcaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctcceggace 780

cctgaggtca catgegtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagegtcectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa geecteggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagec ccgagaacca caggtgtaca ccctgececce atcccgggat 1080

gagctgacca agaaccaggt cagcctgacc tgectggtca aaggcettcta tcccagegac 1140



atcgccgtgg agtgggagag caatgggeag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctc cttcttecte tacagcaage tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggetctgea caaccactac 1320

acgcagaaga gectcteect gtctecgggt aaa 1353

<210>303

<211>219

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena ligera de CD19 (8B8-5H09)

<400> 303

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GIn Pro Ala Ser lle Ser Cys Lys Ser Ser GIn Ser Leu Glu Ser Ser

20 25 30

Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45



Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Ile Asp Tyr Pro Val Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

Arg Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu

115 120 125

GIn Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe

130 135 140

Tyr Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn

145 150 155 160

Ser Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser

165 170 175



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

180 185 190

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

195 200 205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 304
<211>451
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena pesada de CD19 (8B8-5H09)

<400> 304

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30



Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160



Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285



His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415



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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450

<210> 305
<211>1353
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena Fc agujero de CD19(8B8-2B11)

<400> 305

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggegcttc cgttaaagtg 60

agctgcaaag catctggtta caccttcact gactatatca tgcactgggt tcgtcaggee 120

ccgggecagg gtctggagtg gatgggcetac attaacccat acaacgacgg ttccaaatat 180

accgagaaat tccagggcecg cgtcacgatg accagegaca cttctatctc caccgegtac 240

atggaactgt ctagactgcg ttctgacgac accgctgttt actattgtgec acgcggtacc 300



tactactacg gtccacagct gtttgattac tggggccaag gtaccacggt gaccgtaagc 360

tctgetagea ccaagggecc cteegtgttc cecctggecee ccageageaa gagecaccage 420

ggcggcacag ccgetetggg ctgectggte aaggactact tccecgagece cgtgaccgtg 480

tcctggaaca geggagecct gacctcegge gtgeacacct tceccegeegt getgecagagt 540

tctggectgt atagectgag cagegtggte acegtgectt ctagcagect gggecacccag 600

acctacatct gcaacgtgaa ccacaagccc agcaacacca aggtggacaa gaaggtggag 660

cccaagagct gcgacaaaac tcacacatge ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttcctctt ccccccaaaa cccaaggaca cectcatgat ctcccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcegtgga ggtgcataat gccaagacaa agecgeggga ggagcagtac 900

aacagcacgt accgtgtggt cagegtcctc accgtectge accaggactg gectgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa geecteggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagec ccgagaacca caggtgtgea ccctgececce atcecgggat 1080

gagctgacca agaaccaggt cagcctctcg tgcgcagtca aaggcettcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggcag ccggagaaca actacaagac cacgectcce 1200



gtgctggact ccgacggctc cttcttectc gtgagcaage tcaccgtgga caagageagg

tggcagcagg ggaacgtctt ctcatgctcce gtgatgcatg aggetctgea caaccactac

acgcagaaga gectcteect gtctecgggt aaa 1353

<210> 306

<211>451

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena Fc agujero de CD19(8B8-2B11)

<400> 306

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

1260

1320



GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Pro GIn Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190



Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320



Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

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

355 360 365

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

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

405 410 415

Asp Lys Ser Arg Trp GIn GlIn Gly Asn Val Phe Ser Cys Ser Val Met

420 425 430

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

435 440 445



Pro Gly Lys

450

<210> 307
<211>2514
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena de ligando dimérico de Fc agujero de CD19(8B8-2B11)

<400> 307

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggegctte cgttaaagtg 60

agctgcaaag catctggtta caccttcact gactatatca tgcactgggt tcgtcaggee 120

ccgggecagg gtctggagtg gatgggctac attaacccat acaacgacgg ttccaaatat 180

accgagaaat tccagggcecg cgtcacgatg accagcegaca cttctatctc caccgegtac 240

atggaactgt ctagactgcg ttctgacgac accgctgttt actattgtge acgcggtacc 300

tactactacg gtccacagct gtttgattac tggggccaag gtaccacggt gaccgtaage 360

tctgetagea ccaagggcecc cteegtgttc cecctggece ccageageaa gagcaccage 420

ggcggceacag ccgetetggg ctgectggtc aaggactact tccececgagec cgtgacegtg 480

tcctggaaca geggagecct gaccteegge gtgeacacct tcccegecgt getgecagagt 540



tctggectgt atagectgag cagegtggtc accgtgectt ctagcagect gggcacccag 600

acctacatct gcaacgtgaa ccacaagccc agcaacacca aggtggacaa gaaggtggag 660

cccaagagct gcgacaaaac tcacacatge ccaccgtgec cageacctga agetgecaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctcecggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcgtgga ggtgeataat gccaagacaa agecgeggga ggagecagtac 900

aacagcacgt accgtgtggt cagcgtectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gecectcggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcee ccgagaacca caggtgtgea ccctgecccce atcccgggat 1080

gagctgacca agaaccaggt cagcctctcg tgcgeagtca aaggcttcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggeag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctce cttcttecte gtgagcaage tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggctctgea caaccactac 1320

acgcagaaga gectcteect gtetecgggt ggaggeggeg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 1440

atgtttgctc agctggtgge ccagaacgtg ctgetgateg atggecccct gtectggtac 1500



agcgatcctg gactggcetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 1560

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggegaagg atctggetct gtgtctetgg cectgeatct gecagectctg 1680

agaagcgctg ctggegetge agetctggea ctgacagtgg atctgectee tgecagetce 1740

gaggcccgga atagegcatt tgggtttcaa ggcaggcetge tgecacctgte tgecggeccag 1800

aggctgggag tgcatctgca cacagaggec agggctagac acgectggea getgacacag 1860

ggcgctacag tgctgggcect gttcagagtg acccccgaga tteccageegg cectgecttet 1920

ccaagaagcg aaggcggagg cggatctggce ggeggaggat ctagagaggg acccgaactg 1980

tccectgacg atccagecgg getgetggat ctgagacagg gaatgttege ccagetggtg 2040

gctcagaatg tgetgetgat tgacggacct ctgagetggt actccgacce agggetggeca 2100

ggggtgtccc tgactggggg actgtcctac aaagaagata caaaagaact ggtggtgget 2160

aaagctgggg tgtactatgt gttttttcag ctggaactga ggegggtggt ggetggggag 2220

ggctcaggat ctgtgtccct ggetctgeat ctgcagecac tgegetetge tgetggegeca 2280

gctgcactgg ctctgactgt ggacctgeca ccagectcta gcgaggecag aaacagegee 2340

ttcgggttcc aaggacgcect getgeatctg agegecggac agegectggg agtgecatctg 2400



catactgaag ccagagcccg geatgettgg cagetgactc agggggeaac tgtgetggga 2460

ctgtttcgcg tgacacctga gatccctgee ggactgecaa gecctagate agaa 2514

<210>308

<211>1932

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de ligando mon+APM-erico de Fc pomo de CD19(8B8-2B11)

<400> 308

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggegcttc cgttaaagtg 60

agctgcaaag catctggtta caccttcact gactatatca tgcactgggt tcgtcaggee 120

ccgggecagg gtctggagtg gatgggctac attaacccat acaacgacgg ttccaaatat 180

accgagaaat tccagggcecg cgtcacgatg accagcegaca cttctatctc caccgegtac 240

atggaactgt ctagactgcg ttctgacgac accgctgttt actattgtge acgcggtacc 300

tactactacg gtccacagct gtttgattac tggggccaag gtaccacggt gaccgtaage 360

tctgctagcea ccaagggecec atcggtctte ccecetggeac cctecteccaa gageacctet 420

gggggcacag cggecctggg ctgectggte aaggactact tccecgaace ggtgacggtg 480

tcgtggaact caggegecect gaccagegge gtgecacacct tceceggetgt cctacagtce 540



tcaggactct actccctcag cagegtggtg accgtgeect ccageagett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatge ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttcctctt ccccccaaaa cccaaggaca cectcatgat ctcceggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggegtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagcgtectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gecectcggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcec ccgagaacca caggtgtaca ccctgeecce ctgcagagat 1080

gagctgacca agaaccaggt gtccctgtgg tgtctggtca agggcttcta ccccagegat 1140

atcgccgtgg agtgggagag caacggccag cctgagaaca actacaagac cacccccect 1200

gtgctggaca gegacggceag cttcttectg tactccaaac tgaccgtgga caagageecgg 1260

tggcagcagg gcaacgtgtt cagetgcagce gtgatgcacg aggecctgea caaccactac 1320

acccagaagt ccctgagcect gagecccgge ggaggeggeg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 1440



atgtttgctc agctggtgge ccagaacgtg ctgetgatcg atggecccct gtectggtac 1500

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacacc 1560

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggcegaagg atctggctcet gtgtectetgg cectgeatct gecagectctg 1680

agaagcgctg ctggegetge agetctggea ctgacagtgg atctgectee tgecagetce 1740

gaggcccgga atagegcatt tgggtttcaa ggcaggcetge tgecacctgte tgecggeccag 1800

aggctgggag tgcatctgea cacagaggec agggcetagac acgectggea getgacacag 1860

ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccageegg cctgecttet 1920

Cccaagaagcg aa 1932

<210> 309

<211> 838

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena de ligando dimérico de Fc agujero de CD19(8B8-2B11)

<400> 309

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15



Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Pro GIn Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140



Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270



Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser

355 360 365

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400



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

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525



Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser

625 630 635 640

Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu

645 650 655



Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg

660 665 670

GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp

675 680 685

Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu

690 695 700

Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala

705 710 715 720

Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val

725 730 735

Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GlIn

740 745 750

Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp

755 760 765

Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn

770 775 780



Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu

785 790 795 800

His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala

805 810 815

Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu

820 825 830

Pro Ser Pro Arg Ser Glu

835

<210> 310
<211>644
<212> PRT

<213> Secuencia artificial

<220>

<223> ligando mon+APM-erico de Fc pomo de CD19(8B8-2B11)

<400> 310

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15



Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Pro GIn Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140



Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270



Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400



Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525



Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser

625 630 635 640



Pro Arg Ser Glu
<210> 311
<211> 2478
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena de ligando dimérico (71-248) de Fc agujero de CD19(8B8-2B11)

<400> 311

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggegcttc cgttaaagtg 60

agctgcaaag catctggtta caccttcact gactatatca tgcactgggt tcgtcaggee 120

ccgggecagg gtctggagtg gatgggctac attaacccat acaacgacgg ttccaaatat 180

accgagaaat tccagggecg cgtcacgatg accagcgaca cttctatctc caccgegtac 240

atggaactgt ctagactgcg ttctgacgac accgctgttt actattgtgec acgeggtacc 300

tactactacg gtccacagct gtttgattac tggggccaag gtaccacggt gaccgtaagc 360

tctgctagea ccaagggecc cteegtgtte cceetggecce ccagcageaa gagecaccage 420

ggcggcacag ccgetetggg ctgectggte aaggactact tccecgagec cgtgaccgtg 480

tcctggaaca geggagecct gacctececgge gtgeacacct tececcgeegt getgecagagt 540

tctggectgt atagectgag cagegtggte accgtgectt ctagcagect gggcacccag 600



acctacatct gcaacgtgaa ccacaagccc agcaacacca aggtggacaa gaaggtggag 660

cccaagagct gcgacaaaac tcacacatge ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctcceggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggegtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagcgtectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gcectcggeg ceccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcec ccgagaacca caggtgtgea ccctgececce atcecgggat 1080

gagctgacca agaaccaggt cagcctctcg tgcgcagtca aaggcttcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggcag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctce cttcttectc gtgagcaage tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggetctgea caaccactac 1320

acgcagaaga gectcteect gteteegggt ggaggeggeg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccctgatgat cctgecggac tgetggacct geggecaggga 1440

atgtttgccc agctggtggce ccagaacgtg ctgetgateg atggecccct gtectggtac 1500

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacacc 1560



aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggcegaagg atctggctcet gtgtectctgg cectgeatct gecagectctg 1680

agatctgctg ctggegecege tgetctggea ctgacagtgg atctgectee tgecagecage 1740

gaggcccgga atagegcatt tgggtttcaa ggecaggetge tgecacctgte tgecggecag 1800

aggctgggag tgcatctgea cacagaggec agggcetagac acgectggea getgacacag 1860

ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccageagg cctgggagge 1920

ggcggatctg geggeggagg atctagagaa ggacccgagce tgtcccecga cgatceccget 1980

gggctgetgg atctgagaca gggeatgttc getcagetgg tggetcagaa tgtgetgetg 2040

attgacggac ctctgagctg gtactccgac ccagggcetgg caggggtgtc cctgactggg 2100

ggactgtcct acaaagaaga tacaaaagaa ctggtggtgg ctaaagetgg ggtgtactat 2160

gtgttttttc agctggaact gaggcgggtg gtggctgggg agggetcagg atctgtgtce 2220

ctggctctge atctgcagece actgegetcet gcagcagggg ctgeageact ggeectgact 2280

gtggacctgc ccccagctte ttccgaggece agaaacageg ccttcgggtt ccaaggacge 2340

ctgctgcatc tgagegecgg acagegectg ggagtgceate tgcatactga agccagagee 2400

cggcatgctt ggcagcetgac tcagggggca actgtgetgg gactgttteg cgtgacacct 2460



gagatcccag ccgggctc 2478

<210> 312
<211>1914
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de ligando mon+APM-erico de Fc pomo (71-248) de CD19(8B8-2B11)

<400> 312

caggtgcaat tggttcaatc tggtgctgaa gtaaaaaaac cgggegette cgttaaagtg 60

agctgcaaag catctggtta caccttcact gactatatca tgcactgggt tcgtcaggee 120

ccgggecagg gtctggagtg gatgggctac attaacccat acaacgacgg ttccaaatat 180

accgagaaat tccagggceeg cgtcacgatg accagegaca cttctatctc caccgegtac 240

atggaactgt ctagactgceg ttctgacgac accgctgttt actattgtgec acgeggtacc 300

tactactacg gtccacagct gtttgattac tggggccaag gtaccacggt gaccgtaagc 360

tctgctagea ccaagggecc atcggtctte ccecectggeac cctecteccaa gageacctet 420

gggggcacag cggeectggg ctgectggtc aaggactact tccccgaacc ggtgacggtg 480

tcgtggaact caggcgecct gaccagegge gtgcacacct tceeggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgeect ccagcagett gggcacccag 600



acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgc ccaccgtgee cagcacctga agetgcaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctceccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcgtgga ggtgeataat gccaagacaa agecgeggga ggagecagtac 900

aacagcacgt accgtgtggt cagegtcctc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gcectcggeg ceccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcec ccgagaacca caggtgtaca cectgeccce ctgecagagat 1080

gagctgacca agaaccaggt gtccctgtgg tgtctggtca agggcttcta ccccagegat 1140

atcgccgtgg agtgggagag caacggcecag cctgagaaca actacaagac cacccccect 1200

gtgctggaca gcgacggeag cttcttectg tactccaaac tgaccgtgga caagagecgg 1260

tggcagcagg gcaacgtgtt cagetgcage gtgatgcacg aggecctgea caaccactac 1320

acccagaagt ccctgagect gageeccgge ggaggeggcg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccctgatgat cctgecggac tgetggacct geggecaggga 1440

atgtttgccc agctggtggce ccagaacgtg ctgetgateg atggecccct gtectggtac 1500



agcgatcctg gactggetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 1560

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggegaagg atctggetct gtgtctctgg cectgeatct gecagectctg 1680

agatctgctg ctggegecge tgetctggea ctgacagtgg atctgectee tgeccagcage 1740

gaggcccgga atagegcatt tgggtttcaa ggecaggctge tgecacctgte tgecggecag 1800

aggctgggag tgcatctgea cacagaggec agggcetagac acgectggea getgacacag 1860

ggcgctacag tgctgggcect gttcagagtg acccccgaga ttectgeegg getc 1914

<210> 313

<211> 826

<212> PRT

<213> Secuencia artificial

<220>

<223> cadena de ligando dimérico (71-248) de Fc agujero de CD19(8B8-2B11)

<400> 313

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30



Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Pro GIn Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160



Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285



His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

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

355 360 365

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

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

405 410 415



Asp Lys Ser Arg Trp GIn GlIn Gly Asn Val Phe Ser Cys Ser Val Met

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540



Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Gly Gly

625 630 635 640

Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro

645 650 655

Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn

660 665 670



Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr

675 680 685

Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr

690 695 700

Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr

705 710 715 720

Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser

725 730 735

Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala

740 745 750

Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser

755 760 765

Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu

770 775 780

Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala

785 790 795 800



Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe

805 810 815

Arg Val Thr Pro Glu lle Pro Ala Gly Leu

820 825

<210>314
<211>638
<212> PRT

<213> Secuencia artificial

<220>

<223> ligando mon+APM-erico de Fc pomo (71-248) de CD19(8B8-2B11)

<400> 314

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60



GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Pro GIn Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190



Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320



Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

Asp Lys Ser Arg Trp GIn GlIn Gly Asn Val Phe Ser Cys Ser Val Met

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445



Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575



Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu

625 630 635

<210> 315
<211> 1353
<212> ADN

<213> Secuencia artificial

<220>

<223>CD19(8B8-018) heavy chain (hulgG1l PGLALA) DNA

<400> 315

caggtccagc tggtgcagtc cggegecgag gtcaagaaac ccggggctte tgtgaaggtt

tcatgcaagg caagcggata caccttcacc gactatatca tgcattgggt caggcaggcc

cctggccaag gtctcgaatg gatgggctac attaacccat ataatgatgg ctccaaatac

60

120

180



accgagaagt ttcagggaag agtcactatg acatctgaca ccagtatcag cactgcttac 240

atggagctgt cccgectteg gtetgatgac accgeagtgt attactgtge caggggecaca 300

tattactacg gctcagctct gttcgactat tgggggcagg gaaccacagt aaccgtgage 360

tccgcaagta ctaagggccce atcggtctte ccectggeac cetectccaa gageacctet 420

gggggcacag cggecctggg ctgectggtc aaggactact tccccgaace ggtgacggtg 480

tcgtggaact caggcgecct gaccagegge gtgecacacct tcecggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagcett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgc ccaccgtgee cagcacctga agcagetggg 720

ggaccgtcag tcttcctctt ccccccaaaa cccaaggaca cectcatgat ctcecggace 780

cctgaggtca catgegtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggegtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagegtcectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa geectecggag cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagec ccgagaacca caggtgtaca ccctgececce atcccgggat 1080

gagctgacca agaaccaggt cagcctgacc tgectggtca aaggcettcta tcccagegac 1140



atcgcegtgg agtgggagag caatgggeag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctce cttcttecte tacagcaage tcaccgtgga caagagecagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggetctgea caaccactac 1320

acgcagaaga gectcteect gtcceeggge aaa 1353

<210> 316

<211>451

<212> PRT

<213> Secuencia artificial

<220>

<223> CD19(8B8-018) heavy chain (hulgG1l PGLALA)

<400> 316

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45



Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175



Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285



His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415



Asp Lys Ser Arg Trp GIn GlIn Gly Asn Val Phe Ser Cys Ser Val Met

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450

<210>317
<211> 140
<212> PRT

<213> Secuencia artificial

<220>

<223> anti-mu CEA T84.66 VH

<400> 317

Met Lys Cys Ser Trp Val lle Phe Phe Leu Met Ala Val Val Thr Gly

1 5 10 15

Val Asn Ser Glu Val GIn Leu GIn GIn Ser Gly Ala Glu Leu Val Glu

20 25 30



Pro Gly Ala Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn lle

35 40 45

Lys Asp Thr Tyr Met His Trp Val Lys GIn Arg Pro Glu GIn Gly Leu

50 55 60

Glu Trp lle Gly Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val

65 70 75 80

Pro Lys Phe GIn Gly Lys Ala Thr lle Thr Ala Asp Thr Ser Ser Asn

85 90 95

Thr Ala Tyr Leu GIn Leu Thr Ser Leu Thr Ser Glu Asp Thr Ala Val

100 105 110

Tyr Tyr Cys Ala Pro Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala

115 120 125

Tyr Trp Gly GIn Gly Thr Ser Val Thr Val Ser Ser

130 135 140

<210> 318
<211>131

<212> PRT



<213> Secuencia artificial

<220>

<223> anti-mu CEA T84.66 VL

<400> 318

Met Glu Thr Asp Thr Leu Leu Leu Trp Val Leu Leu Leu Trp Val Pro

1 5 10 15

Gly Ser Thr Gly Asp lle Val Leu Thr GIn Ser Pro Ala Ser Leu Ala

20 25 30

Val Ser Leu Gly GIn Arg Ala Thr Met Ser Cys Arg Ala Gly Glu Ser

35 40 45

Val Asp lle Phe Gly Val Gly Phe Leu His Trp Tyr GIn GIn Lys Pro

50 55 60

Gly GIn Pro Pro Lys Leu Leu lle Tyr Arg Ala Ser Asn Leu Glu Ser

65 70 75 80

Gly lle Pro Val Arg Phe Ser Gly Thr Gly Ser Arg Thr Asp Phe Thr

85 90 95



Leu lle lle Asp Pro Val Glu Ala Asp Asp Val Ala Thr Tyr Tyr Cys

100 105 110

GIn GIn Thr Asn Glu Asp Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu

115 120 125

Glu lle Lys

130

<210> 319
<211>392
<212> ADN

<213> Secuencia artificial

<220>

<223> Secuencia de armaz+APM-n aceptor de cadena pesada

<400> 319

taaggggctt cctagtccta aggctgagga agggatcctg gtttagttaa agaggatttt 60

attcacccct gtgtectcte cacaggtgtc cagtcccagg tccagetggt gcaatctggg 120

gctgaggtga agaagectgg gtecteggtg aaggtctect gcaaggcette tggaggcacc 180

ttcagcagct atactatcag ctgggtgega caggeccctg gacaagggct tgagtggatg 240

ggaaggatca tccctatcct tggtacagcea aactacgcac agaagttcca gggecagagtc 300



acgattaccg cggacaaatc cacgagcaca gectacatgg agctgageag cctgagatct 360

gaggacacgg ccgtgtatta ctgtgcgaga ga 392

<210> 320

<211>797

<212> ADN

<213> Secuencia artificial

<220>

<223> Secuencia de armaz+APM-n aceptor de cadena ligera

<400> 320

ctgcagctgg aagctcagct cccacccagce tgetttgeat gteccteeca getgeectac 60

cttccagagc ccatatcaat gectgtgtca gagecctggg gaggaactge tcagttagga 120

cccagaggga accatggaag ccccagctca gettctette ctectgetac tetggetcce 180

aggtgagggg aacatgaggt ggttttgcac attagtgaaa actcttgeca cctctgetca 240

gcaagaaata taattaaaat tcaaagtata tcaacaattt tggctctact caaagacagt 300

tggtttgatc ttgattacat gagtgcattt ctgttttatt tccaatttca gataccaccg 360

gagaaattgt gttgacacag tctccagcca ccctgtcttt gtctccaggg gaaagagcca 420

ccctctectg cagggecagt cagagtgtta gcagctactt agectggtac caacagaaac 480

ctggccaggce tcccaggcetc ctcatctatg atgcatccaa cagggecact ggecatcccag 540



ccaggttcag tggcagtggg tctgggacag acttcactct caccatcage agectagage 600

ctgaagattt tgcagtttat tactgtcagc agcgtagcaa ctggectcec acagtgattc 660

cacatgaaac aaaaacccca acaagaccat cagtgtttac tagattatta taccagctgc 720

ttcctttaca gacagctagt ggggtggcca ctcagtgtta geatctcage tctatttgge 780

cattttggag ttcaagt 797

<210>321

<211>5

<212> PRT

<213> Secuencia artificial

<220>

<223> CEA (T84.66-LCHA) CDR-H1

<400> 321

Asp Thr Tyr Met His

1 5

<210> 322
<211>17
<212> PRT

<213> Secuencia artificial



<220>

<223> CEA(T84.66-LCHA) CDR-H2

<400> 322

Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val Pro Lys Phe GIn

1 5 10 15

Gly

<210>323
<211>12
<212> PRT

<213> Secuencia artificial

<220>

<223> CEA(T84.66-LCHA) CDR-H3

<400> 323

Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala Tyr

1 5 10

<210>324
<211>15
<212> PRT

<213> Secuencia artificial



<220>

<223> CEA(T84.66-LCHA) CDR-L1

<400> 324

Arg Ala Gly Glu Ser Val Asp lle Phe Gly Val Gly Phe Leu His

1 5 10 15

<210> 325
<211>7
<212> PRT

<213> Secuencia artificial

<220>

<223> CEA(T84.66-LCHA) CDR-L2

<400> 325

Arg Ala Ser Asn Arg Ala Thr

1 5

<210> 326
<211>9
<212> PRT

<213> Secuencia artificial

<220>

<223> CEA(T84.66-LCHA) CDR-L3



<400> 326

GIn GIn Thr Asn Glu Asp Pro Tyr Thr

1 5

<210> 327
<211>121
<212> PRT

<213> Secuencia artificial

<220>

<223> VH de uni+APM-n a CEA progenitora

<400> 327

Glu Val GIn Leu GIn GIn Ser Gly Ala Glu Leu Val Glu Pro Gly Ala

1 5 10 15

Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn lle Lys Asp Thr

20 25 30

Tyr Met His Trp Val Lys GIn Arg Pro Glu GIn Gly Leu Glu Trp lle

35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val Pro Lys Phe

50 55 60



GIn Gly Lys Ala Thr lle Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr

65 70 75 80

Leu GIn Leu Thr Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Pro Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala Tyr Trp Gly

100 105 110

GIn Gly Thr Ser Val Thr Val Ser Ser

115 120

<210>328
<211>111
<212> PRT

<213> Secuencia artificial

<220>

<223> VL de uni+APM-n a CEA progenitora

<400> 328

Asp lle Val Leu Thr GIn Ser Pro Ala Ser Leu Ala Val Ser Leu Gly

1 5 10 15



GIn Arg Ala Thr Met Ser Cys Arg Ala Gly Glu Ser Val Asp lle Phe

20 25 30

Gly Val Gly Phe Leu His Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro

35 40 45

Lys Leu Leu lle Tyr Arg Ala Ser Asn Leu Glu Ser Gly lle Pro Val

50 55 60

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

65 70 75 80

Pro Val Glu Ala Asp Asp Val Ala Thr Tyr Tyr Cys GIn GIn Thr Asn

85 90 95

Glu Asp Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu lle Lys

100 105 110

<210> 329
<211> 242
<212> PRT

<213> Secuencia artificial

<220>

<223> CEA(T84.66-LCHA) VH



<400> 329

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn lle Lys Asp Thr

20 25 30

Tyr Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val Pro Lys Phe

50 55 60

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

65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Pro Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala Tyr Trp Gly

100 105 110



GIn Gly Thr Leu Val Thr Val Ser Ser GIn Val GIn Leu Val GIn Ser

115 120 125

Gly Ala Glu Val Lys Lys Pro Gly Ser Ser Val Lys Val Ser Cys Lys

130 135 140

Ala Ser Gly Phe Asn lle Lys Asp Thr Tyr Met His Trp Val Arg GIn

145 150 155 160

Ala Pro Gly GIn Gly Leu Glu Trp Met Gly Arg lle Asp Pro Ala Asn

165 170 175

Gly Asn Ser Lys Tyr Val Pro Lys Phe GIn Gly Arg Val Thr lle Thr

180 185 190

Ala Asp Thr Ser Thr Ser Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg

195 200 205

Ser Glu Asp Thr Ala Val Tyr Tyr Cys Ala Pro Phe Gly Tyr Tyr Val

210 215 220

Ser Asp Tyr Ala Met Ala Tyr Trp Gly GIn Gly Thr Leu Val Thr Val

225 230 235 240



Ser Ser

<210> 330
<211>111
<212>PRT

<213> Secuencia artificial

<220>

<223> CEA(T84.66-LCHA) VL

<400> 330

Glu lle Val Leu Thr GIn Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Gly Glu Ser Val Asp lle Phe

20 25 30

Gly Val Gly Phe Leu His Trp Tyr GIn GIn Lys Pro Gly GIn Ala Pro

35 40 45

Arg Leu Leu lle Tyr Arg Ala Ser Asn Arg Ala Thr Gly lle Pro Ala

50 55 60

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

65 70 75 80



Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys GIn GIn Thr Asn

85 90 95

Glu Asp Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

<210> 331
<211> 1353
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena Fc agujero de CEA(T84.66-LCHA)

<400> 331

caggtgcagc tggtgcagtc tggcgecgaa gtgaagaaac ccggeageag cgtgaaggtg 60

tcctgcaagg ccageggctt caacatcaag gacacctaca tgecactgggt gegecaggee 120

cctggacagg gactggaatg gatgggcaga atcgaccccg ccaacggcaa cagcaaatac 180

gtgcccaagt tccagggceag agtgaccatc accgecgaca ccagcaccte caccgectac 240

atggaactga gcagcctgeg gagegaggac accgeegtgt actactgtge ceccttcgge 300

tactacgtgt ccgactacgc catggcectat tggggecagg gcacactegt gaccgtgtce 360

tctgetagea ccaagggcecc cteegtgtte cecctggece ccageageaa gagcaccage 420



ggcggcacag ccgetetggg ctgectggte aaggactact tccecgagec cgtgaccgtg 480

tcctggaaca geggagecct gaccteecgge gtgeacacct tececgeegt getgcagagt 540

tctggectgt atagectgag cagegtggtc accgtgectt ctagcagect gggcacccag 600

acctacatct gcaacgtgaa ccacaagccc agcaacacca aggtggacaa gaaggtggag 660

cccaagagct gcgacaaaac tcacacatge ccaccgtgec cageacctga agetgecaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctcecggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggegtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagcgtectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gecectcggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcece ccgagaacca caggtgtgea cectgeccce atcecgggat 1080

gagctgacca agaaccaggt cagcctctcg tgcgeagtca aaggcttcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggeag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctce cttecttectc gtgagcaage tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctcc gtgatgeatg aggctctgea caaccactac 1320

acgcagaaga gectcteect gtetecgggt aaa 1353



<210> 332
<211> 654
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena ligera de CEA(T84.66-LCHA)

<400> 332

gagatcgtgc tgacccagag ccctgecacc ctgtcactgt ctccaggega gagagecace 60

ctgagctgta gagccggega gagegtggac atcttcggeg tgggatttet gcactggtat 120

cagcagaagc ccggecagge ccccagactg ctgatctaca gagecagcaa ccgggecaca 180

ggcatccecg ccagattttc tggctctgge ageggeaccg acttcaccct gacaatcage 240

agcctggaac ccgaggactt cgecgtgtac tactgccage agaccaacga ggaccectac 300

acctttggcec agggcaccaa getggaaatc aagegtacgg tggetgeacc atctgtcttc 360

atcttcccgce catctgatga gecagttgaaa tctggaactg cctetgttgt gtgectgetg 420

aataacttct atcccagaga ggccaaagta cagtggaagg tggataacge cctccaatcg 480

ggtaactccc aggagagtgt cacagagcag gacagcaagg acagcaccta cagectcage 540

agcaccctga cgctgagcaa agcagactac gagaaacaca aagtctacge ctgegaagtc 600

acccatcagg gcctgagctc geccgtcaca aagagcttca acaggggaga gtgt 654



<210> 333
<211>451
<212> PRT

<213> Secuencia artificial

<220>

<223> CEA (T84.66-LCHA) cadena de Fc agujero

<400> 333

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn lle Lys Asp Thr

20 25 30

Tyr Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val Pro Lys Phe

50 55 60

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

65 70 75 80



Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Pro Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala Tyr Trp Gly

100 105 110

GIn Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205



Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335



Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

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

355 360 365

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

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

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450



<210>334
<211>218
<212> PRT

<213> Secuencia artificial

<220>

<223> CEA (T84.66-LCHA) cadena ligera

<400> 334

Glu lle Val Leu Thr GIn Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Gly Glu Ser Val Asp lle Phe

20 25 30

Gly Val Gly Phe Leu His Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro

35 40 45

Arg Leu Leu lle Tyr Arg Ala Ser Asn Arg Ala Thr Gly lle Pro Ala

50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser

65 70 75 80



Ser Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys GIn GIn Thr Asn

85 90 95

Glu Asp Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys Arg

100 105 110

Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn

115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr

130 135 140

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser

145 150 155 160

Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr

165 170 175

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

180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro

195 200 205



Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 335
<211>2514
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de CEA (T84.66-LCHA) cadena de 4-1BBL dimérico de Fc agujero (71-254)

<400> 335

caggtgcagc tggtgcagtc tggcgecgaa gtgaagaaac ccggeageag cgtgaaggtg 60

tcctgcaagg ccageggcett caacatcaag gacacctaca tgcactgggt gegecaggee 120

cctggacagg gactggaatg gatgggcaga atcgaccccg ccaacggcaa cagcaaatac 180

gtgcccaagt tccagggceag agtgaccatc accgecgaca ccagcaccte caccgectac 240

atggaactga gcagcctgeg gagegaggac accgeegtgt actactgtge ceecttcgge 300

tactacgtgt ccgactacgc catggcectat tggggecagg gcacactegt gacegtgtce 360

tctgctagcea ccaagggecc ctecgtgtte cceetggecec ccagcageaa gagecaccage 420

ggcggceacag ccgetetggg ctgectggte aaggactact tccecgagece cgtgaccgtg 480

tcctggaaca geggagecct gacctecegge gtgeacacct teceegeegt getgecagagt 540



tctggectgt atagectgag cagegtggtc accgtgectt ctagcagect gggcacccag 600

acctacatct gcaacgtgaa ccacaagccc agcaacacca aggtggacaa gaaggtggag 660

cccaagagct gcgacaaaac tcacacatge ccaccgtgec cageacctga agetgecaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctceccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggegtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagcgtectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gecectcggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcee ccgagaacca caggtgtgea ccctgeccce atcccgggat 1080

gagctgacca agaaccaggt cagcctctcg tgcgcagtca aaggcettcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggcag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctce cttcttectc gtgagcaage tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggetctgea caaccactac 1320

acgcagaaga gectcteect gtetecgggt ggaggeggeg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 1440



atgtttgctc agctggtgge ccagaacgtg ctgetgatcg atggecccct gtectggtac 1500

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacace 1560

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggcgaagg atctggctcet gtgtctetgg cectgeatct gecagectctg 1680

agaagcgctg ctggegetge agetctggea ctgacagtgg atctgectee tgecagetce 1740

gaggcccgga atagegcatt tgggtttcaa ggcaggcetge tgecacctgte tgecggeccag 1800

aggctgggag tgcatctgea cacagaggec agggcetagac acgectggea getgacacag 1860

ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccageegg cctgecttet 1920

ccaagaagcg aaggcggagg cggatctgge ggeggaggat ctagagaggg acccgaactg 1980

tccectgacg atccageegg getgetggat ctgagacagg gaatgttcge ccagetggtg 2040

gctcagaatg tgetgetgat tgacggacct ctgagetggt actccgaccc agggetggeca 2100

ggggtgtcec tgactggggg actgtcctac aaagaagata caaaagaact ggtggtgget 2160

aaagctgggg tgtactatgt gttttttcag ctggaactga ggegggtggt ggetggggag 2220

ggctcaggat ctgtgtcect ggetectgeat ctgecagecac tgegetetge tgetggegca 2280

gctgcactgg ctctgactgt ggacctgeca ccagectcta gecgaggecag aaacagegee 2340

ttcgggttcc aaggacgect getgeatctg agegecggac agegectggg agtgeatctg 2400



catactgaag ccagagcccg geatgettgg cagetgactc agggggcaac tgtgetggga 2460

ctgtttcgcg tgacacctga gatccctgee ggactgecaa gecctagate agaa 2514

<210> 336

<211> 1932

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de anti-CEA (T84.66-LCHA) Fc pomo 41-1BBL (71-254) monomeérico

<400> 336

caggtgcagc tggtgcagtc tggcgecgaa gtgaagaaac ccggeageag cgtgaaggtg 60

tcctgcaagg ccageggcett caacatcaag gacacctaca tgcactgggt gegecaggee 120

cctggacagg gactggaatg gatgggcaga atcgaccccg ccaacggcaa cagcaaatac 180

gtgcccaagt tccagggeag agtgaccatc accgecgaca ccageaccte caccgectac 240

atggaactga gcagcectgeg gagegaggac accgecgtgt actactgtge cececttcgge 300

tactacgtgt ccgactacgc catggcctat tggggecagg gecacactegt gaccgtgtce 360

tctgctagea ccaagggecc ateggtcttc cccectggeac cctectccaa gageacctet 420

gggggcacag cggecctggg ctgectggte aaggactact tccecgaace ggtgacggtg 480



tcgtggaact caggcgecct gaccagegge gtgcacacct tcceggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagcett gggecacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgc ccaccgtgee cagcacctga agetgcaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctceccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagticaac 840

tggtacgtgg acggcgtgga ggtgeataat gccaagacaa agecgeggga ggagecagtac 900

aacagcacgt accgtgtggt cagegtcctc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gcectcggeg ceccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcec ccgagaacca caggtgtaca ccctgecccce ctgecagagat 1080

gagctgacca agaaccaggt gtccctgtgg tgtctggtca agggcttcta ccccagegat 1140

atcgccgtgg agtgggagag caacggccag cctgagaaca actacaagac cacccccect 1200

gtgctggaca gegacggeag cttcttectg tactccaaac tgaccgtgga caagageecgg 1260

tggcagcagg gcaacgtgtt cagctgcage gtgatgcacg aggecctgea caaccactac 1320

acccagaagt ccctgagcect gageeccgge ggaggeggcg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggecaggge 1440



atgtttgctc agctggtgge ccagaacgtg ctgetgatcg atggecccct gtectggtac 1500

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacace 1560

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggegaagg atctggetct gtgtctetgg cectgeatct gecagectctg 1680

agaagcgctg ctggegetge agetctggea ctgacagtgg atctgectec tgeccagetce 1740

gaggcccgga atagegcatt tgggtttcaa ggecaggetge tgecacctgte tgecggecag 1800

aggctgggag tgcatctgea cacagaggec agggcetagac acgectggea getgacacag 1860

ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccageegg cctgecttet 1920

Cccaagaagcg aa 1932

<210>337

<211> 838

<212> PRT

<213> Secuencia artificial

<220>

<223> CEA (T84.66-LCHA) cadena de 4-1BBL dimérico de Fc agujero (71-254)

<400> 337



GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn lle Lys Asp Thr

20 25 30

Tyr Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val Pro Lys Phe

50 55 60

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

65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Pro Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala Tyr Trp Gly

100 105 110

GIn Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125



Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255



Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser

355 360 365

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380



Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

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

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510



Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser

625 630 635 640



Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu

645 650 655

Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg

660 665 670

GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp

675 680 685

Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu

690 695 700

Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala

705 710 715 720

Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val

725 730 735

Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn

740 745 750

Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp

755 760 765



Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn

770 775 780

Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu

785 790 795 800

His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala

805 810 815

Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu

820 825 830

Pro Ser Pro Arg Ser Glu

835

<210> 338
<211> 644
<212> PRT

<213> Secuencia artificial

<220>

<223> cadena anti-CEA (T84.66-LCHA) Fc pomo 4-1BBL (71-254) monomérico

<400> 338



GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn lle Lys Asp Thr

20 25 30

Tyr Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val Pro Lys Phe

50 55 60

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

65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Pro Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala Tyr Trp Gly

100 105 110

GIn Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125



Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255



Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380



Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510



Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser

625 630 635 640



Pro Arg Ser Glu
<210> 339
<211> 2478
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de CEA (T84.66-LCHA) cadena de 4-1BBL dimérico de Fc agujero (71-248)

<400> 339

caggtgcagc tggtgcagtc tggcgecgaa gtgaagaaac ccggeageag cgtgaaggtg 60

tcctgcaagg ccageggcett caacatcaag gacacctaca tgcactgggt gegeccaggee 120

cctggacagg gactggaatg gatgggcaga atcgaccccg ccaacggcaa cagcaaatac 180

gtgcccaagt tccagggeag agtgaccatc accgecgaca ccageaccte caccgectac 240

atggaactga gcagcectgeg gagegaggac accgecgtgt actactgtge ccecttecgge 300

tactacgtgt ccgactacgc catggectat tggggecagg gecacactegt gaccgtgtce 360

tctgctagea ccaagggecc cteegtgtte cceetggecce ccagcageaa gagecaccage 420

ggcggcacag ccgetetggg ctgectggte aaggactact tccecgagec cgtgaccgtg 480

tcctggaaca geggagecct gacctecegge gtgeacacct teceegeegt getgecagagt 540

tctggectgt atagectgag cagegtggte accgtgectt ctagcagect gggcacccag 600



acctacatct gcaacgtgaa ccacaagccc agcaacacca aggtggacaa gaaggtggag 660

cccaagagct gcgacaaaac tcacacatge ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctceccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggegtgga ggtgcataat gccaagacaa agecgeggga ggageagtac 900

aacagcacgt accgtgtggt cagcgtectc accgtectge accaggactg getgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gcectcggeg ceccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcec ccgagaacca caggtgtgea ccctgececce atcecgggat 1080

gagctgacca agaaccaggt cagcctctcg tgcgcagtca aaggcttcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggcag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggctce cttcttectc gtgagcaage tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctce gtgatgeatg aggetctgea caaccactac 1320

acgcagaaga gectcteect gtetecgggt ggaggeggeg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccctgatgat cctgecggac tgetggacct geggecaggga 1440

atgtttgccc agctggtggce ccagaacgtg ctgetgateg atggecccct gtectggtac 1500

agcgatcctg gactggcetgg cgtgtcactg acaggeggec tgagctacaa agaggacacc 1560



aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggcegaagg atctggctcet gtgtectctgg cectgeatct gecagectctg 1680

agatctgctg ctggegecege tgetctggea ctgacagtgg atctgectee tgecagcage 1740

gaggcccgga atagegcatt tgggtttcaa ggcaggcetge tgecacctgte tgecggecag 1800

aggctgggag tgcatctgca cacagaggec agggctagac acgectggea getgacacag 1860

ggcgctacag tgctgggcct gttcagagtg acccccgaga ttccageagg cctgggagge 1920

ggcggatctg geggeggagg atctagagaa ggacccgagce tgtcccecga cgatceccget 1980

gggctgetgg atctgagaca gggeatgttc getcagetgg tggetcagaa tgtgetgetg 2040

attgacggac ctctgagctg gtactccgac ccagggctgg caggggtgtc cctgactggg 2100

ggactgtcct acaaagaaga tacaaaagaa ctggtggtgg ctaaagetgg ggtgtactat 2160

gtgttttttc agctggaact gaggegggtg gtggctgggg agggcetcagg atctgtgtce 2220

ctggctctge atctgcagece actgegetct gcagcagggg ctgecageact ggeectgact 2280

gtggacctge ccccagcette ttccgaggee agaaacageg ccttegggtt ccaaggacge 2340

ctgctgcatc tgagegecgg acagegectg ggagtgceate tgcatactga agccagagee 2400

cggcatgctt ggcagcetgac tcagggggca actgtgetgg gactgttteg cgtgacacct 2460

gagatcccag ccgggctc 2478



<210> 340
<211>1914
<212> ADN

<213> Secuencia artificial

<220>

<223> cadena de ADN de anti-CEA (T84.66-LCHA) Fc pomo 4-1BBL (71-248) monomérico

<400> 340

caggtgcagc tggtgcagtc tggcgecgaa gtgaagaaac ccggeageag cgtgaaggtg 60

tcctgcaagg ccageggctt caacatcaag gacacctaca tgcactgggt gcgeccaggee 120

cctggacagg gactggaatg gatgggcaga atcgaccccg ccaacggcaa cagcaaatac 180

gtgcccaagt tccagggeag agtgaccatc accgecgaca ccageaccte caccgectac 240

atggaactga gcagcctgeg gagcgaggac accgecgtgt actactgtge ccecttcgge 300

tactacgtgt ccgactacgc catggcectat tggggecagg gcacactegt gaccgtgtce 360

tctgetagea ccaagggecc atcggtcttce ccecetggeac cctectccaa gageacctet 420

gggggcacag cggeectggg ctgectggtc aaggactact tccccgaacc ggtgacggtg 480

tcgtggaact caggegecct gaccagegge gtgcacacct tceeggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecect ccagcagett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660



cccaaatctt gtgacaaaac tcacacatge ccaccgtgec cageacctga agetgcaggg 720

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctcecggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcgtgga ggtgeataat gccaagacaa agecgeggga ggagecagtac 900

aacagcacgt accgtgtggt cagegtccte accgtectge accaggactg gectgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa gcectcggeg ceccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcec ccgagaacca caggtgtaca ccctgeecce ctgcagagat 1080

gagctgacca agaaccaggt gtccctgtgg tgtctggtca agggcttcta ccccagegat 1140

atcgccgtgg agtgggagag caacggcecag cctgagaaca actacaagac cacccceccct 1200

gtgctggaca gecgacggeag cttcttectg tactccaaac tgaccgtgga caagagecgg 1260

tggcagcagg gcaacgtgtt cagetgcage gtgatgcacg aggecctgea caaccactac 1320

acccagaagt ccctgagect gageeccgge ggaggeggcg gaageggageg aggaggatce 1380

agagagggcc ctgagctgag ccctgatgat cctgecggac tgetggacct geggecaggga 1440

atgtttgccec agetggtgge ccagaacgtg ctgetgateg atggecccct gtectggtac 1500

agcgatcctg gactggetgg cgtgtcactg acaggeggcec tgagctacaa agaggacacc 1560

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620



agagtggtgg ccggegaagg atctggctct gtgtctetgg cectgeatct gecagectctg 1680

agatctgctg ctggegecge tgetctggea ctgacagtgg atctgectee tgeccagcage 1740

gaggcccgga atagegcatt tgggtttcaa ggcaggetge tgecacctgte tgecggecag 1800

aggctgggag tgcatctgea cacagaggcec agggcetagac acgectggea getgacacag 1860

ggcgctacag tgetgggcct gttcagagtg acccccgaga ttectgeegg gete 1914

<210> 341

<211> 826

<212> PRT

<213> Secuencia artificial

<220>

<223> CEA (T84.66-LCHA) cadena de 4-1BBL dimérico de Fc agujero (71-248)

<400> 341

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn lle Lys Asp Thr

20 25 30

Tyr Met His Trp Val Arg GlIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45



Gly Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val Pro Lys Phe

50 55 60

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

65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Pro Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala Tyr Trp Gly

100 105 110

GIn Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175



Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300



Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

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

355 360 365

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

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

405 410 415

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

420 425 430



His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560



Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Gly Gly

625 630 635 640

Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro Glu Leu Ser Pro

645 650 655

Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn

660 665 670

Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr

675 680 685



Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr

690 695 700

Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr

705 710 715 720

Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser

725 730 735

Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala

740 745 750

Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser

755 760 765

Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu

770 775 780

Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala

785 790 795 800

Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe

805 810 815



Arg Val Thr Pro Glu lle Pro Ala Gly Leu

820 825

<210> 342
<211>638
<212>PRT

<213> Secuencia artificial

<220>

<223> cadena de anti-CEA (T84.66-LCHA) Fc pomo 4-1BBL (71-248) monomérico

<400> 342

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ser

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn lle Lys Asp Thr

20 25 30

Tyr Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val Pro Lys Phe

50 55 60



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

65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Pro Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala Tyr Trp Gly

100 105 110

GIn Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190



Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320



Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445



Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480

Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575



Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605

Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu

625 630 635

<210> 343
<211> 1353
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena Fc agujero de CEA(T84.66)

<400> 343

gaggtgcagc tgcagcagtc tggcgecgaa ctggtggaac ctggegcectc tgtgaagcetg 60

agctgtaccg ccageggctt caacatcaag gacacctaca tgcactgggt caagcagegg 120

cctgagcagg gectggaatg gatcggcaga atcgaccccg ccaacggcaa cagcaaatac 180



gtgcccaagt tccagggeaa ggecaccatc accgecgaca ccagcagcaa cacagectac 240

ctgcagctga ccagectgac ctecgaggac accgecgtgt actactgege ceccttcgge 300

tactacgtgt ccgactacgc catggcctat tggggecagg gcacaagegt gaccgtgtce 360

tctgctagea ccaagggcecc cteegtgttc cecctggece ccageageaa gagcaccage 420

ggcggcacag ccgetetggg ctgectggte aaggactact tccecgagece cgtgacegtg 480

tcctggaaca geggagecct gacctcegge gtgeacacct tcccegeegt getgecagagt 540

tctggectgt atagectgag cagegtggte accgtgectt ctagcagect gggecacccag 600

acctacatct gcaacgtgaa ccacaagccc agcaacacca aggtggacaa gaaggtggag 660

cccaagagct gcgacaaaac tcacacatge ccaccgtgec cagcacctga agetgcaggg 720

ggaccgtcag tcttcctctt ccccccaaaa cccaaggaca cectcatgat cteccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcegtgga ggtgcataat gccaagacaa ageecgeggga ggagcagtac 900

aacagcacgt accgtgtggt cagegtcctc accgtectge accaggactg gectgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa geecteggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagec ccgagaacca caggtgtgea ccctgececce atcecgggat 1080



gagctgacca agaaccaggt cagcctctcg tgcgcagtca aaggcettcta tcccagegac 1140

atcgccgtgg agtgggagag caatgggceag ccggagaaca actacaagac cacgectcce 1200

gtgctggact ccgacggcetce cttcttecte gtgagcaage tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctcc gtgatgcatg aggcetctgea caaccactac 1320

acgcagaaga gectcteect gtctecgggt aaa 1353

<210> 344

<211>654

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de cadena ligera de anti-CEA(T84.66)

<400> 344

gacatcgtgc tgacccagag ccctgcctct ctggecgtgt ctctgggaca gagggcecacc 60

atgtcttgca gagcecggega gagegtggac atcttcggeg tgggatttct gcactggtat 120

cagcagaagc ccggecagec ccccaagetg ctgatctaca gagecageaa cctggaaage 180

ggcatccccg tgeggtttag cggeaccgge agcagaaccg acttcaccct gatcatcgac 240

cccgtggaag ccgacgacgt ggecacctac tactgccage agaccaacga ggacccctac 300

acctttggceg gaggcaccaa getggaaatc aagegtacgg tggetgeacc atctgtcttc 360



atcttcccgce catctgatga gcagttgaaa tctggaactg cctetgttgt gtgectgetg 420

aataacttct atcccagaga ggccaaagta cagtggaagg tggataacgc cctccaatcg 480

ggtaactccc aggagagtgt cacagagcag gacagcaagg acagcaccta cagectcage 540

agcaccctga cgctgagcaa agcagactac gagaaacaca aagtctacge ctgecgaagtc 600

acccatcagg gcctgagctc gecegtcaca aagagcttca acaggggaga gtgt 654

<210> 345

<211>451

<212> PRT

<213> Secuencia artificial

<220>

<223> CEA (T84.66) cadena de Fc agujero

<400> 345

Glu Val GIn Leu GIn GIn Ser Gly Ala Glu Leu Val Glu Pro Gly Ala

1 5 10 15

Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn lle Lys Asp Thr

20 25 30



Tyr Met His Trp Val Lys GIn Arg Pro Glu GIn Gly Leu Glu Trp lle

35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val Pro Lys Phe

50 55 60

GIn Gly Lys Ala Thr lle Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr

65 70 75 80

Leu GIn Leu Thr Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95

Ala Pro Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala Tyr Trp Gly

100 105 110

GIn Gly Thr Ser Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160



Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285



His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350

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

355 360 365

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

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

405 410 415



Asp Lys Ser Arg Trp GIn GlIn Gly Asn Val Phe Ser Cys Ser Val Met

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Lys

450

<210> 346
<211>218
<212> PRT

<213> Secuencia artificial

<220>

<223> CEA (T84.66) cadena ligera

<400> 346

Asp lle Val Leu Thr GIn Ser Pro Ala Ser Leu Ala Val Ser Leu Gly

1 5 10 15

GIn Arg Ala Thr Met Ser Cys Arg Ala Gly Glu Ser Val Asp lle Phe

20 25 30

Gly Val Gly Phe Leu His Trp Tyr GIn GIn Lys Pro Gly GIn Pro Pro

35 40 45



Lys Leu Leu lle Tyr Arg Ala Ser Asn Leu Glu Ser Gly lle Pro Val

50 55 60

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

65 70 75 80

Pro Val Glu Ala Asp Asp Val Ala Thr Tyr Tyr Cys GIn GIn Thr Asn

85 90 95

Glu Asp Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu lle Lys Arg

100 105 110

Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn

115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr

130 135 140

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser

145 150 155 160

Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr

165 170 175



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

180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro

195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215

<210> 347
<211> 2514
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de CEA (T84.66) cadena de 4-1BBL dimérico de Fc agujero (71-254)

<400> 347

gaggtgcagc tgcagcagtc tggegeegaa ctggtggaac ctggegecte tgtgaagetg 60

agctgtaccg ccageggctt caacatcaag gacacctaca tgcactgggt caagcagegg 120

cctgagcagg gectggaatg gatcggcaga atcgaccccg ccaacggcaa cagcaaatac 180

gtgcccaagt tccagggcaa ggecaccate accgecgaca ccagcageaa cacagectac 240

ctgcagctga ccagectgac ctccgaggac accgecgtgt actactgege ccecttegge 300



tactacgtgt ccgactacgc catggcctat tggggecagg gcacaagegt gaccgtgtec

tctgetagea ccaagggecc cteegtgtte cecctggece ccagecagcaa gageaccage

ggcggcacag ccgetetggg ctgectggte aaggactact tccecgagec cgtgaccgtg

tcctggaaca geggagecct gaccteegge gtgeacacct tceccecgecgt getgeagagt

tctggectgt atagectgag cagegtggte accgtgectt ctagcagect gggeacccag

acctacatct gcaacgtgaa ccacaagccc agcaacacca aggtggacaa gaaggtggag

cccaagagct gcgacaaaac tcacacatge ccaccgtgec cagcacctga agetgeaggg

ggaccgtcag tcttectctt ccccccaaaa cccaaggaca cectcatgat ctceeggace

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac

tggtacgtgg acggcgtgga ggtgcataat gccaagacaa agecgeggga ggagcagtac

aacagcacgt accgtgtggt cagegtcctc accgtectge accaggactg getgaatgge

aaggagtaca agtgcaaggt ctccaacaaa gccctcggeg cccccatcga gaaaaccatce

tccaaagcca aagggcagcec ccgagaacca caggtgtgea ccctgececc atcecgggat

gagctgacca agaaccaggt cagcctctcg tgcgcagtca aaggcttcta tcccagegac

atcgccgtgg agtgggagag caatgggcag ccggagaaca actacaagac cacgectecc

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200



gtgctggact ccgacggcetce cttcttectc gtgagcaage tcaccgtgga caagagcagg 1260

tggcagcagg ggaacgtctt ctcatgctcc gtgatgcatg aggcetctgea caaccactac 1320

acgcagaaga gcctcteect gtctecgggt ggaggeggceg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 1440

atgtttgctc agctggtgge ccagaacgtg ctgetgatcg atggecccect gtectggtac 1500

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacace 1560

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggegaagg atctggctct gtgtctctgg cectgeatct gecagectctg 1680

agaagcgctg ctggegetge agetctggea ctgacagtgg atctgectee tgeccagetce 1740

gaggcccgga atagegcatt tgggtttcaa ggcaggetge tgecacctgte tgecggecag 1800

aggctgggag tgcatctgcea cacagaggec agggctagac acgectggea getgacacag 1860

ggcgctacag tgetgggcect gttcagagtg acccccgaga ttccageegg cetgecttet 1920

ccaagaagcg aaggceggagg cggatctgge ggeggaggat ctagagaggg acccgaactg 1980

tccectgacg atccagecgg getgetggat ctgagacagg gaatgttege ccagetggtg 2040

gctcagaatg tgetgetgat tgacggacct ctgagetggt actccgacce agggetggeca 2100

ggggtgtcec tgactggggg actgtcctac aaagaagata caaaagaact ggtggtgget 2160



aaagctgggg tgtactatgt gttttttcag ctggaactga ggegggtggt ggetggggag 2220

ggctcaggat ctgtgtcect ggetetgeat ctgecagecac tgegetetge tgetggegea 2280

gctgcactgg ctctgactgt ggacctgeca ccagectcta gecgaggecag aaacagegee 2340

ttcgggttcc aaggacgect getgeatctg agegecggac agegectggg agtgeatctg 2400

catactgaag ccagagcccg geatgettgg cagetgactc agggggeaac tgtgetggga 2460

ctgtttcgcg tgacacctga gatccctgee ggactgecaa gecctagate agaa 2514

<210> 348

<211>1932

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de CEA (T84.66) cadena de 4-1BBL monomérico de Fc pomo (72-254)

<400> 348

gaggtgcagc tgcagcagtc tggegeegaa ctggtggaac ctggegecte tgtgaagetg 60

agctgtaccg ccageggctt caacatcaag gacacctaca tgcactgggt caagcagegg 120

cctgagcagg gectggaatg gatcggcaga atcgaccccg ccaacggcaa cagcaaatac 180

gtgcccaagt tccagggcaa ggecaccate accgecgaca ccagcagceaa cacagectac 240

ctgcagctga ccagectgac ctccgaggac accgecgtgt actactgege ccecttegge 300



tactacgtgt ccgactacgc catggcctat tggggecagg gcacaagegt gaccgtgtce 360

tctgcetagea ccaagggecc atcggtctte cccetggeac cctectccaa gageacctct 420

gggggcacag cggccctggg ctgectggte aaggactact tccccgaace ggtgacggtg 480

tcgtggaact caggcgecct gaccagegge gtgcacacct tcceggetgt cctacagtce 540

tcaggactct actccctcag cagegtggtg accgtgecct ccageagcett gggcacccag 600

acctacatct gcaacgtgaa tcacaagccc agcaacacca aggtggacaa gaaagttgag 660

cccaaatctt gtgacaaaac tcacacatgc ccaccgtgee cagcacctga agetgcaggg 720

ggaccgtcag tcttcctctt ccccccaaaa cccaaggaca cectcatgat ctceccggace 780

cctgaggtca catgcgtggt ggtggacgtg agccacgaag accctgaggt caagttcaac 840

tggtacgtgg acggcegtgga ggtgcataat gccaagacaa agecgeggga ggagcagtac 900

aacagcacgt accgtgtggt cagegtcctc accgtectge accaggactg gectgaatgge 960

aaggagtaca agtgcaaggt ctccaacaaa geecteggeg cccccatcga gaaaaccatc 1020

tccaaagcca aagggcagcec ccgagaacca caggtgtaca ccctgecccce ctgecagagat 1080

gagctgacca agaaccaggt gtccctgtgg tgtctggtca agggcttcta ccccagegat 1140

atcgccgtgg agtgggagag caacggccag cctgagaaca actacaagac cacccccect 1200



gtgctggaca gecgacggceag cttcttectg tactccaaac tgaccgtgga caagagecgg 1260

tggcagcagg gcaacgtgtt cagctgcage gtgatgecacg aggecectgea caaccactac 1320

acccagaagt ccctgagcect gageeccgge ggaggeggeg gaageggagg aggaggatce 1380

agagagggcc ctgagctgag ccccgatgat cctgetggac tgetggacct geggeaggge 1440

atgtttgctc agctggtgge ccagaacgtg ctgetgatcg atggecccct gtectggtac 1500

agcgatcctg gactggetgg cgtgtcactg acaggeggec tgagctacaa agaggacace 1560

aaagaactgg tggtggccaa ggecggegtg tactacgtgt tetttcaget ggaactgegg 1620

agagtggtgg ccggegaagg atctggetct gtgtctctgg cectgeatcet gecagectctg 1680

agaagcgctg ctggegetge agetctggea ctgacagtgg atctgectee tgeccagetce 1740

gaggcccgga atagegcatt tgggtttcaa ggcaggetge tgecacctgte tgecggecag 1800

aggctgggag tgcatctgcea cacagaggec agggctagac acgectggea getgacacag 1860

ggcgctacag tgetgggect gttcagagtg acccccgaga ttccageegg cctgecttet 1920

ccaagaagcg aa 1932

<210> 349

<211>838

<212> PRT

<213> Secuencia artificial



<220>

<223> CEA (T84.66) cadena de 4-1BBL dimérico de Fc agujero (71-254)

<400> 349

Glu Val GIn Leu GIn GIn Ser Gly Ala Glu Leu Val Glu Pro Gly Ala

1 5 10 15

Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn lle Lys Asp Thr

20 25 30

Tyr Met His Trp Val Lys GIn Arg Pro Glu GIn Gly Leu Glu Trp lle

35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val Pro Lys Phe

50 55 60

GIn Gly Lys Ala Thr lle Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr

65 70 75 80

Leu GIn Leu Thr Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95



Ala Pro Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala Tyr Trp Gly

100 105 110

GlIn Gly Thr Ser Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220



Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350



Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser

355 360 365

Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

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

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480



Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605



Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser

625 630 635 640

Pro Arg Ser Glu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu

645 650 655

Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg

660 665 670

GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp

675 680 685

Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu

690 695 700

Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala

705 710 715 720

Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val

725 730 735



Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn

740 745 750

Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp

755 760 765

Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn

770 775 780

Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu

785 790 795 800

His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala

805 810 815

Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu

820 825 830

Pro Ser Pro Arg Ser Glu

835

<210> 350
<211> 644

<212> PRT



<213> Secuencia artificial

<220>

<223> CEA (T84.66) cadena de 4-1BBL monomérico de Fc pomo (71-254)

<400> 350

Glu Val GIn Leu GIn GIn Ser Gly Ala Glu Leu Val Glu Pro Gly Ala

1 5 10 15

Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn lle Lys Asp Thr

20 25 30

Tyr Met His Trp Val Lys GIn Arg Pro Glu GIn Gly Leu Glu Trp lle

35 40 45

Gly Arg lle Asp Pro Ala Asn Gly Asn Ser Lys Tyr Val Pro Lys Phe

50 55 60

GIn Gly Lys Ala Thr lle Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr

65 70 75 80

Leu GIn Leu Thr Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95



Ala Pro Phe Gly Tyr Tyr Val Ser Asp Tyr Ala Met Ala Tyr Trp Gly

100 105 110

GlIn Gly Thr Ser Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser

115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala

165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His

195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys

210 215 220



Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly

225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr

290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly

305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Gly Ala Pro lle

325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val

340 345 350



Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn GIn Val Ser

355 360 365

Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu

370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

405 410 415

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

420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser

435 440 445

Pro Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Glu Gly Pro

450 455 460

Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly

465 470 475 480



Met Phe Ala GIn Leu Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro

485 490 495

Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly

500 505 510

Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala

515 520 525

Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala

530 535 540

Gly Glu Gly Ser Gly Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu

545 550 555 560

Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro

565 570 575

Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg

580 585 590

Leu Leu His Leu Ser Ala Gly GIn Arg Leu Gly Val His Leu His Thr

595 600 605



Glu Ala Arg Ala Arg His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val

610 615 620

Leu Gly Leu Phe Arg Val Thr Pro Glu lle Pro Ala Gly Leu Pro Ser

625 630 635 640

Pro Arg Ser Glu

<210> 351
<211> 1287
<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de hu NA3B3A2-avi His

<400> 351

cagctgacca ccgagtccat geccttcaac gtggecgagg gcaaagaggt getgetgctg

gtccacaacc tgccccagcea getgttcgge tacagetggt acaagggega gegggtggac

ggcaaccggc agatcgtggg ctacgccatc ggcacccagce aggecacacc cggecctgec

aatagcggca gagagacaat ctaccccaac gecagectge tgatccagaa cgtgacccag

aacgacaccg gcttctacac actccaagtc atcaagagcg acctggtcaa cgaggaagcec

60

120

180

240

300



accggccagt tccacgtgta ccccgagetg cccaagecca geatcageag caacaacage 360

aagcccgtgg aagataagga cgecgtggcec tttacctgeg ageccgagge ccagaacacc 420

acctacctgt ggtgggtcaa cggeccagage ctgeecgtgt cccccagact ccagetgage 480

aacggcaaca gaaccctgac cctgttcaac gtgacccgga atgacgccag agectacgtg 540

tgcggcatce agaacagegt gtecgecaac cgeagegacc cecgtgaccct ggatgtgetg 600

tacggccceg acacccccat catcageccc cctgacagcea getacctgag cggegecaac 660

ctgaacctga gctgccacag cgecagcaac cccageccte agtacagetg geggatcaac 720

ggcatccecc agcageacac ccaggtgcetg tttatcgeca agatcaccce caacaacaac 780

ggcacctacg cctgcttcgt gtccaacctg gecaccggec ggaacaacag catcgtgaag 840

tccatcaccg tgtccgecte cctgageccc gtggtggeca agectcagat caaggecage 900

aagaccaccg tgaccggcega caaggacagc gtgaacctga cctgetccac caacgatacc 960

ggcatcagca tccggtggtt cttcaagaat cagtccctge ccagcagega geggatgaag 1020

ctgagccagg gcaacatcac cctgtccatc aaccccgtga aaagagagga cgecggecace 1080

tattggtgcg aggtgttcaa ccccatcage aagaaccaga gegaccccat catgetgaac 1140

gtgaactaca acgccctgec ccaagaaaac ctgatcaatg ttgatctgga agtgetgttc 1200



cagggcccag gcageggect gaacgacatc ttcgaagecc agaaaatcga gtggecacgag 1260

gccagagccc accaccacca tcaccac 1287

<210> 352

<211> 429

<212>PRT

<213> Secuencia artificial

<220>

<223> hu NA3B3A2-avi-His

<400> 352

GIn Leu Thr Thr Glu Ser Met Pro Phe Asn Val Ala Glu Gly Lys Glu

1 5 10 15

Val Leu Leu Leu Val His Asn Leu Pro GIn GIn Leu Phe Gly Tyr Ser

20 25 30

Trp Tyr Lys Gly Glu Arg Val Asp Gly Asn Arg Gin lle Val Gly Tyr

35 40 45

Ala lle Gly Thr GIn GIn Ala Thr Pro Gly Pro Ala Asn Ser Gly Arg

50 55 60



Glu Thr lle Tyr Pro Asn Ala Ser Leu Leu lle GIn Asn Val Thr GIn

65 70 75 80

Asn Asp Thr Gly Phe Tyr Thr Leu GIn Val lle Lys Ser Asp Leu Val

85 90 95

Asn Glu Glu Ala Thr Gly GIn Phe His Val Tyr Pro Glu Leu Pro Lys

100 105 110

Pro Ser lle Ser Ser Asn Asn Ser Lys Pro Val Glu Asp Lys Asp Ala

115 120 125

Val Ala Phe Thr Cys Glu Pro Glu Ala GIn Asn Thr Thr Tyr Leu Trp

130 135 140

Trp Val Asn Gly GIn Ser Leu Pro Val Ser Pro Arg Leu GIn Leu Ser

145 150 155 160

Asn Gly Asn Arg Thr Leu Thr Leu Phe Asn Val Thr Arg Asn Asp Ala

165 170 175

Arg Ala Tyr Val Cys Gly lle GIn Asn Ser Val Ser Ala Asn Arg Ser

180 185 190



Asp Pro Val Thr Leu Asp Val Leu Tyr Gly Pro Asp Thr Pro lle lle

195 200 205

Ser Pro Pro Asp Ser Ser Tyr Leu Ser Gly Ala Asn Leu Asn Leu Ser

210 215 220

Cys His Ser Ala Ser Asn Pro Ser Pro GIn Tyr Ser Trp Arg lle Asn

225 230 235 240

Gly Ile Pro GIn GIn His Thr GIn Val Leu Phe lle Ala Lys lle Thr

245 250 255

Pro Asn Asn Asn Gly Thr Tyr Ala Cys Phe Val Ser Asn Leu Ala Thr

260 265 270

Gly Arg Asn Asn Ser lle Val Lys Ser lle Thr Val Ser Ala Ser Leu

275 280 285

Ser Pro Val Val Ala Lys Pro GIn lle Lys Ala Ser Lys Thr Thr Val

290 295 300

Thr Gly Asp Lys Asp Ser Val Asn Leu Thr Cys Ser Thr Asn Asp Thr

305 310 315 320



Gly lle Ser lle Arg Trp Phe Phe Lys Asn GIn Ser Leu Pro Ser Ser

325 330 335

Glu Arg Met Lys Leu Ser GIn Gly Asn lle Thr Leu Ser lle Asn Pro

340 345 350

Val Lys Arg Glu Asp Ala Gly Thr Tyr Trp Cys Glu Val Phe Asn Pro

355 360 365

Ile Ser Lys Asn GIn Ser Asp Pro lle Met Leu Asn Val Asn Tyr Asn

370 375 380

Ala Leu Pro GIn Glu Asn Leu lle Asn Val Asp Leu Glu Val Leu Phe

385 390 395 400

GIn Gly Pro Gly Ser Gly Leu Asn Asp lle Phe Glu Ala GIn Lys lle

405 410 415

Glu Trp His Glu Ala Arg Ala His His His His His His

420 425

<210> 353
<211> 1860

<212> ADN



<213> Secuencia artificial

<220>

<223> ADN de hu OX40L dimérico (51-183) - CL* cadena de Fc pomo

<400> 353

caggtgtccc acagataccc cagaatccag agcatcaagg tgcagttcac cgagtacaag 60

aaagagaagg gcttcatcct gaccagccag aaagaggacg agatcatgaa ggtgcaggac 120

aacagcgtga tcatcaactg cgacggcttc tacctgatca gectgaaggg ctacttcage 180

caggaagtgg acatcagcct gcactaccag aaggacgagg aacccctgtt ccagetgaag 240

aaagtgcgga gegtgaacag cctgatggtg gecagectga cctacaagga caaggtgtac 300

ctgaacgtga ccaccgacaa caccagectg gacgacttcc acgtgaacgg cggegagetg 360

atcctgattc accagaaccc cggcgagttc tgegtgcetgg gaggeggagg atctggegga 420

ggcggatctc aggtgtcaca ccgetaccee cggattcagt ccattaaggt gcagtttaca 480

gagtataaga aagaaaaagg ctttattctg acttcccaga aagaagatga gattatgaag 540

gtgcaggata attctgtgat catcaattgt gacggcttct acctgatcag cctgaaggge 600

tacttcagcc aggaagtgga catcagcectg cactaccaga aggacgagga accecctgttc 660

cagctgaaga aagtgcggag cgtgaacagc ctgatggtgg ccagectgac ctacaaggac 720

aaggtgtacc tgaacgtgac caccgacaac accagcctgg acgacttcca cgtgaacgge 780



ggcgagctga tcctgatcca ccagaaccct ggegagttct gegtgetggg aggeggagge 840

tccggagggg gaggatctceg tacggtggct geaccatctg tetttatctt cccacccage 900

gaccggaagc tgaagtctgg cacagccage gtegtgtgec tgctgaataa cttctaccce 960

cgcgaggcca aggtgcagtg gaaggtggac aatgecctge agageggeaa cagecaggaa 1020

agcgtgaccg agcaggacag caaggactcc acctacagcc tgagcagcac cctgaccctg 1080

agcaaggccg actacgagaa gcacaaggtg tacgectgeg aagtgaccca ccagggectg 1140

tctagecccg tgaccaagag cttcaaccgg ggegagtgeg acaagaccca cacctgtcct 1200

ccatgccctg cccctgaage tgetggegge cctagegtgt tectgtteee cccaaagece 1260

aaggacaccc tgatgatcag ccggacccct gaagtgacct gegtggtggt ggatgtgtce 1320

cacgaggacc ctgaagtgaa gttcaattgg tacgtggacg gegtggaagt gcacaatgec 1380

aagaccaagc cgcgggagga gcagtacaac agcacgtacc gtgtggtcag cgtcctcacc 1440

gtcctgecacc aggactggct gaatggcaag gagtacaagt gcaaggtctc caacaaagec 1500

ctcggegecec ccatcgagaa aaccatctcc aaagccaaag ggcagecccg agaaccacag 1560

gtgtacaccc tgcececccatg ccgggatgag ctgaccaaga accaggtcag cctgtggtge 1620

ctggtcaaag gcttctatce cagecgacatc geegtggagt gggagageaa tgggecagecg 1680



gagaacaact acaagaccac gccteceegtg ctggactccg acggetcectt cttectctac 1740

agcaagctca ccgtggacaa gagcaggtgg cagcagggga acgtcttcte atgctccgtg 1800

atgcatgagg ctctgcacaa ccactacacg cagaagagcec tcteectgte tccgggtaaa 1860

<210>354

<211>738

<212> ADN

<213> Secuencia artificial

<220>

<223> ADN de hu OX40L monomérico (51-183) - CH1*

<400> 354

caggtgtccc acagataccc cagaatccag agcatcaagg tgcagttcac cgagtacaag 60

aaagagaagg gcttcatcct gaccagccag aaagaggacg agatcatgaa ggtgcaggac 120

aacagcgtga tcatcaactg cgacggcttc tacctgatca gectgaaggg ctacttcage 180

caggaagtgg acatcagcct gcactaccag aaggacgagg aacccctgtt ccagectgaag 240

aaagtgcgga gegtgaacag cctgatggtg geccagectga cctacaagga caaggtgtac 300

ctgaacgtga ccaccgacaa caccagcectg gacgacttcc acgtgaacgg cggegagetg 360

atcctgattc accagaaccc cggcgagttc tgegtgcetgg gaggeggagg ttccggagge 420

ggaggatctg ctagcacaaa gggccccagce gtgttcecte tggeccctag cagcaagage 480



acatctggcg gaacageegce cctgggetge ctggtggaag attacttcce cgageecegtg 540

accgtgtcct ggaattctgg cgeectgaca ageggegtge acacctttec agecgtgetg 600

cagagcagcg gectgtactc tctgagcage gtegtgacag tgeccageag ctetetggge 660

acccagacct acatctgcaa cgtgaaccac aagcccagca acaccaaggt ggacgagaag 720

gtggaaccca agtcctgc 738

<210> 355

<211> 620

<212> PRT

<213> Secuencia artificial

<220>

<223> hu OX40L dimérico (51-183) - CL* cadena de Fc pomo

<400> 355

GlIn Val Ser His Arg Tyr Pro Arg lle GIn Ser lle Lys Val GIn Phe

1 5 10 15

Thr Glu Tyr Lys Lys Glu Lys Gly Phe lle Leu Thr Ser GIn Lys Glu

20 25 30



Asp Glu lle Met Lys Val GIn Asp Asn Ser Val lle lle Asn Cys Asp

35 40 45

Gly Phe Tyr Leu lle Ser Leu Lys Gly Tyr Phe Ser GIn Glu Val Asp

50 55 60

Ile Ser Leu His Tyr GIn Lys Asp Glu Glu Pro Leu Phe GIn Leu Lys

65 70 75 80

Lys Val Arg Ser Val Asn Ser Leu Met Val Ala Ser Leu Thr Tyr Lys

85 90 95

Asp Lys Val Tyr Leu Asn Val Thr Thr Asp Asn Thr Ser Leu Asp Asp

100 105 110

Phe His Val Asn Gly Gly Glu Leu lle Leu lle His GIn Asn Pro Gly

115 120 125

Glu Phe Cys Val Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser GIn

130 135 140

Val Ser His Arg Tyr Pro Arg lle GIn Ser lle Lys Val GIn Phe Thr

145 150 155 160



Glu Tyr Lys Lys Glu Lys Gly Phe lle Leu Thr Ser GIn Lys Glu Asp

165 170 175

Glu lle Met Lys Val GIn Asp Asn Ser Val lle lle Asn Cys Asp Gly

180 185 190

Phe Tyr Leu lle Ser Leu Lys Gly Tyr Phe Ser GIn Glu Val Asp lle

195 200 205

Ser Leu His Tyr Gln Lys Asp Glu Glu Pro Leu Phe GIn Leu Lys Lys

210 215 220

Val Arg Ser Val Asn Ser Leu Met Val Ala Ser Leu Thr Tyr Lys Asp

225 230 235 240

Lys Val Tyr Leu Asn Val Thr Thr Asp Asn Thr Ser Leu Asp Asp Phe

245 250 255

His Val Asn Gly Gly Glu Leu lle Leu lle His GIn Asn Pro Gly Glu

260 265 270

Phe Cys Val Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Arg Thr

275 280 285



Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Arg Lys Leu

290 295 300

Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro

305 310 315 320

Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser Gly

325 330 335

Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr

340 345 350

Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His

355 360 365

Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro Val

370 375 380

Thr Lys Ser Phe Asn Arg Gly Glu Cys Asp Lys Thr His Thr Cys Pro

385 390 395 400

Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe Leu Phe

405 410 415



Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val

420 425 430

Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe

435 440 445

Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro

450 455 460

Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr

465 470 475 480

Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val

485 490 495

Ser Asn Lys Ala Leu Gly Ala Pro lle Glu Lys Thr lle Ser Lys Ala

500 505 510

Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Cys Arg

515 520 525

Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Trp Cys Leu Val Lys Gly

530 535 540



Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro

545 550 555 560

Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser

565 570 575

Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn

580 585 590

Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His

595 600 605

Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys

610 615 620

<210> 356
<211> 246
<212> PRT

<213> Secuencia artificial

<220>

<223> hu OX40L monomérico (51-183) - CH1*

<400> 356



GlIn Val Ser His Arg Tyr Pro Arg lle GIn Ser lle Lys Val GIn Phe

1 5 10 15

Thr Glu Tyr Lys Lys Glu Lys Gly Phe lle Leu Thr Ser GIn Lys Glu

20 25 30

Asp Glu lle Met Lys Val GIn Asp Asn Ser Val lle lle Asn Cys Asp

35 40 45

Gly Phe Tyr Leu lle Ser Leu Lys Gly Tyr Phe Ser GIn Glu Val Asp

50 55 60

Ile Ser Leu His Tyr GIn Lys Asp Glu Glu Pro Leu Phe GIn Leu Lys

65 70 75 80

Lys Val Arg Ser Val Asn Ser Leu Met Val Ala Ser Leu Thr Tyr Lys

85 90 95

Asp Lys Val Tyr Leu Asn Val Thr Thr Asp Asn Thr Ser Leu Asp Asp

100 105 110

Phe His Val Asn Gly Gly Glu Leu lle Leu lle His GIn Asn Pro Gly

115 120 125



Glu Phe Cys Val Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Ala

130 135 140

Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser

145 150 155 160

Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Glu Asp Tyr Phe

165 170 175

Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly

180 185 190

Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu

195 200 205

Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr

210 215 220

Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Glu Lys

225 230 235 240

Val Glu Pro Lys Ser Cys

245



<210> 357
<211>121
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B11) VH

<400> 357

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Pro GIn Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser

115 120

<210> 358
<211>112
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-2B11) VL

<400> 358

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GlIn Pro Ala Ser lle Ser Cys Lys Ser Ser Gln Ser Leu Glu Thr Ser

20 25 30



Thr Gly Thr Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Leu Glu Asp Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

<210> 359
<211>121
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-7H07) VH

<400> 359



GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Glu Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser

115 120



<210> 360
<211>112
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-7H07) VL

<400> 360

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GIn Pro Ala Ser lle Ser Cys Lys Ser Ser Gln Ser Leu Glu Thr Ser

20 25 30

Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80



Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Ala

85 90 95

Thr His lle Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

<210> 361
<211>121
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B03) VH

<400> 361

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Thr His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45



Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Pro Asp Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser

115 120

<210> 362
<211>112
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-2B03) VL

<220>
<221> misc+AF8-feature

<222>(107)..(107)



<223> Xaa puede ser cualquier amino+AOE-cido de origen natural

<400> 362

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GlIn Pro Ala Ser lle Ser Cys Lys Ser Ser Gln Ser Leu Glu Thr Ser

20 25 30

Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Thr His Val Pro Tyr Thr Phe Gly GIn Gly Xaa Lys Leu Glu lle Lys

100 105 110



<210> 363
<211>121
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-5A07) VH

<400> 363

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser

115 120

<210> 364
<211>112
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-5A07) VL

<400> 364

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GlIn Pro Ala Ser lle Ser Cys Lys Ser Ser GIn Ser Leu Glu Thr Ser

20 25 30



Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Pro

85 90 95

Gly His Tyr Pro Gly Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

<210> 365
<211>121
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5D08) VH

<400> 365



GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Glu Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser

115 120



<210> 366
<211>112
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-5D08) VL

<400> 366

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GIn Pro Ala Ser lle Ser Cys Lys Ser Ser Gln Ser Leu Glu Thr Ser

20 25 30

Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GlIn Lys Pro Gly GIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80



Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Thr His Glu Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

<210> 367
<211>121
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-5B08) VH

<400> 367

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45



Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95

Ala Arg Gly Thr Tyr Tyr Tyr Gly Pro GIn Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser

115 120

<210> 368
<211>112
<212> PRT

<213> Secuencia artificial

<220>

<223> CD19 (8B8-5B08) VL

<400> 368



Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GlIn Pro Ala Ser lle Ser Cys Lys Ser Ser GIn Ser Leu Glu Thr Ser

20 25 30

Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45

Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Asp Ser Tyr Pro Asn Thr Phe Gly GlIn Gly Thr Lys Leu Glu lle Lys

100 105 110

<210> 369
<211>121

<212> PRT



<213> Secuencia artificial

<220>

<223> CD19 (8B8-5H09) VH

<400> 369

GIn Val GIn Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

20 25 30

Ile Met His Trp Val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met

35 40 45

Gly Tyr lle Asn Pro Tyr Asn Asp Gly Ser Lys Tyr Thr Glu Lys Phe

50 55 60

GIn Gly Arg Val Thr Met Thr Ser Asp Thr Ser lle 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 95



Ala Arg Gly Thr Tyr Tyr Tyr Gly Ser Ala Leu Phe Asp Tyr Trp Gly

100 105 110

GIn Gly Thr Thr Val Thr Val Ser Ser

115 120

<210> 370
<211>112
<212> PRT

<213> Secuencia artificial

<220>

<223>CD19 (8B8-5H09) VL

<400> 370

Asp lle Val Met Thr GIn Thr Pro Leu Ser Leu Ser Val Thr Pro Gly

1 5 10 15

GlIn Pro Ala Ser lle Ser Cys Lys Ser Ser GIn Ser Leu Glu Ser Ser

20 25 30

Thr Gly Asn Thr Tyr Leu Asn Trp Tyr Leu GIn Lys Pro Gly GIn Ser

35 40 45



Pro GIn Leu Leu lle Tyr Arg Val Ser Lys Arg Phe Ser Gly Val Pro

50 55 60

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

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Leu GIn Leu

85 90 95

Ile Asp Tyr Pro Val Thr Phe Gly GIn Gly Thr Lys Leu Glu lle Lys

100 105 110

<210>371
<211> 276
<212> PRT

<213> Secuencia artificial

<220>

<223> hu OX40L dimérico (51-183) conectado mediante el enlazador (G4S)2

<400> 371

GlIn Val Ser His Arg Tyr Pro Arg lle GIn Ser lle Lys Val GIn Phe

1 5 10 15



Thr Glu Tyr Lys Lys Glu Lys Gly Phe lle Leu Thr Ser GIn Lys Glu

20 25 30

Asp Glu lle Met Lys Val GIn Asn Asn Ser Val lle lle Asn Cys Asp

35 40 45

Gly Phe Tyr Leu lle Ser Leu Lys Gly Tyr Phe Ser GIn Glu Val Asn

50 55 60

Ile Ser Leu His Tyr GIn Lys Asp Glu Glu Pro Leu Phe GIn Leu Lys

65 70 75 80

Lys Val Arg Ser Val Asn Ser Leu Met Val Ala Ser Leu Thr Tyr Lys

85 90 95

Asp Lys Val Tyr Leu Asn Val Thr Thr Asp Asn Thr Ser Leu Asp Asp

100 105 110

Phe His Val Asn Gly Gly Glu Leu lle Leu lle His GIn Asn Pro Gly

115 120 125

Glu Phe Cys Val Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser GIn

130 135 140



Val Ser His Arg Tyr Pro Arg lle GIn Ser lle Lys Val GIn Phe Thr

145 150 155 160

Glu Tyr Lys Lys Glu Lys Gly Phe lle Leu Thr Ser GIn Lys Glu Asp

165 170 175

Glu lle Met Lys Val GIn Asn Asn Ser Val lle lle Asn Cys Asp Gly

180 185 190

Phe Tyr Leu lle Ser Leu Lys Gly Tyr Phe Ser GIn Glu Val Asn lle

195 200 205

Ser Leu His Tyr GlIn Lys Asp Glu Glu Pro Leu Phe GIn Leu Lys Lys

210 215 220

Val Arg Ser Val Asn Ser Leu Met Val Ala Ser Leu Thr Tyr Lys Asp

225 230 235 240

Lys Val Tyr Leu Asn Val Thr Thr Asp Asn Thr Ser Leu Asp Asp Phe

245 250 255

His Val Asn Gly Gly Glu Leu lle Leu lle His GIn Asn Pro Gly Glu

260 265 270



Phe Cys Val Leu

275

<210> 372
<211>274
<212> PRT

<213> Secuencia artificial

<220>

<223> hu OX40L dimérico (52-183) conectado mediante el enlazador (G4S)2

<400> 372

Val Ser His Arg Tyr Pro Arg lle GIn Ser lle Lys Val GIn Phe Thr

1 5 10 15

Glu Tyr Lys Lys Glu Lys Gly Phe lle Leu Thr Ser GIn Lys Glu Asp

20 25 30

Glu lle Met Lys Val GIn Asn Asn Ser Val lle lle Asn Cys Asp Gly

35 40 45

Phe Tyr Leu lle Ser Leu Lys Gly Tyr Phe Ser GIn Glu Val Asn lle

50 55 60

Ser Leu His Tyr GIn Lys Asp Glu Glu Pro Leu Phe GIn Leu Lys Lys

65 70 75 80



Val Arg Ser Val Asn Ser Leu Met Val Ala Ser Leu Thr Tyr Lys Asp

85 90 95

Lys Val Tyr Leu Asn Val Thr Thr Asp Asn Thr Ser Leu Asp Asp Phe

100 105 110

His Val Asn Gly Gly Glu Leu lle Leu lle His GIn Asn Pro Gly Glu

115 120 125

Phe Cys Val Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Val Ser

130 135 140

His Arg Tyr Pro Arg lle GIn Ser lle Lys Val GIn Phe Thr Glu Tyr

145 150 155 160

Lys Lys Glu Lys Gly Phe lle Leu Thr Ser GIn Lys Glu Asp Glu lle

165 170 175

Met Lys Val GIn Asn Asn Ser Val lle lle Asn Cys Asp Gly Phe Tyr

180 185 190

Leu lle Ser Leu Lys Gly Tyr Phe Ser GIn Glu Val Asn lle Ser Leu

195 200 205



His Tyr GIn Lys Asp Glu Glu Pro Leu Phe GIn Leu Lys Lys Val Arg

210 215 220

Ser Val Asn Ser Leu Met Val Ala Ser Leu Thr Tyr Lys Asp Lys Val

225 230 235 240

Tyr Leu Asn Val Thr Thr Asp Asn Thr Ser Leu Asp Asp Phe His Val

245 250 255

Asn Gly Gly Glu Leu lle Leu lle His GIn Asn Pro Gly Glu Phe Cys

260 265 270

Val Leu

<210> 373
<211>164
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL (85-248)

<400> 373

Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn Val

1 5 10 15



Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu Ala

20 25 30

Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys Glu

35 40 45

Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu Glu

50 55 60

Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu Ala

65 70 75 80

Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala

85 90 95

Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala

100 105 110

Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg Leu

115 120 125

Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn Leu

130 135 140



Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu lle

145 150 155 160

Pro Ala Gly Leu

<210>374
<211>169
<212> PRT

<213> Secuencia artificial

<220>

<223> hu 4-1BBL (80-248)

<400> 374

Asp Pro Ala Gly Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu

1 5 10 15

Val Ala GIn Asn Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser

20 25 30

Asp Pro Gly Leu Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys

35 40 45



Glu Asp Thr Lys Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val

50 55 60

Phe Phe GIn Leu Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly

65 70 75 80

Ser Val Ser Leu Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly

85 90 95

Ala Ala Ala Leu Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu

100 105 110

Ala Arg Asn Ser Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser

115 120 125

Ala Gly GIn Arg Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg

130 135 140

His Ala Trp GIn Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg

145 150 155 160

Val Thr Pro Glu lle Pro Ala Gly Leu

165



<210> 375
<211>197
<212> PRT

<213> Secuencia artificial

<220>

<223>hu 4-1BBL (52-248)

<400> 375

Pro Trp Ala Val Ser Gly Ala Arg Ala Ser Pro Gly Ser Ala Ala Ser

1 5 10 15

Pro Arg Leu Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly

20 25 30

Leu Leu Asp Leu Arg GIn Gly Met Phe Ala GIn Leu Val Ala GIn Asn

35 40 45

Val Leu Leu lle Asp Gly Pro Leu Ser Trp Tyr Ser Asp Pro Gly Leu

50 55 60

Ala Gly Val Ser Leu Thr Gly Gly Leu Ser Tyr Lys Glu Asp Thr Lys

65 70 75 80



Glu Leu Val Val Ala Lys Ala Gly Val Tyr Tyr Val Phe Phe GIn Leu

85 90 95

Glu Leu Arg Arg Val Val Ala Gly Glu Gly Ser Gly Ser Val Ser Leu

100 105 110

Ala Leu His Leu GIn Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu

115 120 125

Ala Leu Thr Val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser

130 135 140

Ala Phe Gly Phe GIn Gly Arg Leu Leu His Leu Ser Ala Gly GIn Arg

145 150 155 160

Leu Gly Val His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp GIn

165 170 175

Leu Thr GIn Gly Ala Thr Val Leu Gly Leu Phe Arg Val Thr Pro Glu

180 185 190

lle Pro Ala Gly Leu
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