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+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4-
+ADW-223+AD4- Enlazador pept+A00-dico

+ADW-400+AD4- 58

Gly Gly Gly Gly ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
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1 5 10

Gly Gly Gly Ser
20

+ADW-210+AD4- 59

+ADW-211+AD4- 8

+ADW-212+AD4- PRT

+ADW-213+AD4- Secuencia artificial

+ADwW-220+AD4 -
+ADwW-223+AD4- Enlazador pept+A00-dico

+ADw-400+AD4- 59

Gly Ser Gly Ser Gly Asn Gly Ser
1 5

+ADW-210+AD4- 60

+ADW-211+AD4- 8

+ADW-212+AD4- PRT

+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4 -
+ADwW-223+AD4- Enlazador pept+A00-dico

+ADW-400+AD4- 60

Gly Gly ser Gly Ser Gly Ser Gly
1 5

+ADW-210+AD4- 61

+ADW-211+AD4- 6

+ADW-212+AD4- PRT

+ADW-213+AD4- Secuencia artificial

+ADw-220+AD4 -
+ADwW-223+AD4- Enlazador pept+A00-dico

+ADW-400+AD4- 61

g1y Gly ser Gly Eer Gly

+ADW-210+AD4- 62

+ADW-211+AD4- 4

+ADW-212+AD4- PRT

+ADW-213+AD4- Secuencia artificial

+ADw-220+AD4 -
+ADwW-223+AD4- Enlazador pept+A00-dico

+ADW-400+AD4- 62

Gly Gly Ser Gly
1
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+ADW-210+AD4- 63
+ADW-211+AD4- 8
+ADw-212+AD4- PRT
+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4-
+ADW-223+AD4- Enlazador pept+A00-dico

+ADW-400+AD4- 63

Gly Gly Sser Gly Asn Gly Ser Gly
1 5

+ADW-210+AD4- 64

+ADW-211+AD4- 8

+ADw-212+AD4- PRT

+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4-
+ADW-223+AD4- Enlazador pept+A00-dico

+ADW-400+AD4- 64

Gly Gly Asn Gly Ser Gly Ser Gly
1 5

+ADW-210+AD4- 65

+ADW-211+AD4- 6

+ADw-212+AD4- PRT

+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4-
+ADW-223+AD4- Enlazador pept+A00-dico

+ADW-400+AD4- 65

Gly Gly Asn Gly Ser Gly
1 5

+ADW-210+AD4- 66

+ADW-211+AD4- 2154

+ADw-212+AD4- ADN

+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4-
+ADW-223+AD4- hu 4-1BBL dim+AOk-rico(71-254)-CH1 Fc de cadena de pomo

+ADW-400+AD4- 66
agagagggcc ctgagctgag ccccgatgat cctgctggac tgctggacct gcggcagggc

atgtttgctc agctggtggc ccagaacgtg ctgctgatcg atggccccct gtcctggtac
agcgatcctg gactggctgg cgtgtcactg acaggcggcc tgagctacaa agaggacacc
aaagaactgg tggtggccaa ggccggcgtg tactacgtgt tctttcagct ggaactgcgg
agagtggtgg ccggcgaagg atctggctct gtgtctctgg ccctgcatct gcagectctg
agaagcgctg ctggcgctgc agctctggca ctgacagtgg atctgcctcc tgccagetcc

Pagina 85

60
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180
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300
360



gaggcccgga
aggctgggag
ggcgctacag
ccaagaagcg
tcccctgacg
gctcagaatg
ggggtgtccc

aaagctgggg
ggctcaggat

gctgcactgg
ttcgggttcc
catactgaag
ctgtttcgcg
ggaggaagcg
cctagcagca
ttccccgagce
tttccagccg
tctagctctc
aaagtggaca
cctgcccctg
accctgatga
gaccctgaag
aagccgcggg
caccaggact
gcccccatcg
accctgcccc
aaaggcttct
aactacaaga
ctcaccgtgg

gaggctctgc

atagcgcatt
tgcatctgca
tgctgggcct
aaggcggagg
atccagccgg
tgctgctgat
tgactggggg
tgtactatgt
ctgtgtccct
ctctgactgt
aaggacgcct
ccagagcccg
tgacacctga
gagggggagg
agagcacaag
ccgtgaccgt
tgctgcagag
tgggcaccca
agaaggtgga
aagctgctgg
tcagccggac
tgaagttcaa
aggagcagta
ggctgaatgg
agaaaaccat
catgccggga
atcccagcga
ccacgcctcc
acaagagcag

acaaccacta

+ADW-210+AD4- 67

+ADW-211+AD4-

903

tgggtttcaa
cacagaggcc
gttcagagtg
cggatctggc
gctgctggat
tgacggacct
actgtcctac
gttttttcag
ggctctgcat
ggacctgcca
gctgcatctg
gcatgcttgg
gatccctgcc
aagtgctagc
tggaggaaca
gtcctggaat
cagcggcctg
gacctacatc
acccaagagc
tggcccttcc
ccccgaagtg
ttggtacgtg
caacagcacg
caaggagtac
ctccaaagcc
tgagctgacc
catcgccgtg
cgtgctggac
gtggcagcag

cacgcagaag
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ggcaggctge
agggctagac
acccccgaga
ggcggaggat
ctgagacagg
ctgagctggt
aaagaagata
ctggaactga
ctgcagccac
ccagcctcta
agcgccggac
cagctgactc
ggactgccaa
accaagggcc
gccgecctgg
tctggcgcecc
tactctctga
tgcaacgtga
tgcgacaaga
gtgttcctgt
acctgcgtgg
gacggcgtgg
taccgtgtgg
aagtgcaagg
aaagggcagc
aagaaccagg
gagtgggaga
tccgacggct
gggaacgtct

agcctctccc

Pagina

tgcacctgtc
acgcctggea
ttccagccgg
ctagagaggg
gaatgttcgc
actccgaccc
caaaagaact
ggcgggtggt
tgcgctctgce
gcgaggccag
agcgcctggg
agggggcaac
gccctagatc
ctagcgtgtt
gctgcctggt
tgacaagcgg
gcagcgtcgt
accacaagcc
cccacacctg
tccccccaaa
tggtcgatgt
aagtgcacaa
tcagcgtcct
tctccaacaa
cccgagaacc
tcagcctgtg
gcaatgggca
ccttcttect
tctcatgctc

tgtctccggg

tgccggccag
gctgacacag
cctgccttcet
acccgaactg
ccagctggtg
agggctggca
ggtggtggct
ggctggggag
tgctggcgea
aaacagcgcc
agtgcatctg
tgtgctggga
agaagggggc
ccctctggec
caaggactac
cgtgcacaca
gaccgtgccc
cagcaacacc
tccececttgce
gcccaaggac
gtcccacgag
tgccaagacc
caccgtcctg
agccctecggce
acaggtgtac
gtgcctggtc
gccggagaac
ctacagcaag
cgtgatgcat

taaa

420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2154



+ADW-212+AD4-
+ADW-213+AD4-

+ADW-220+AD4-
+ADW-223+AD4-

+ADW-400+AD4 -
agagagggcc

atgtttgctc
agcgatcctg
aaagaactgg
agagtggtgg
agaagcgctg
gaggcccgga
aggctgggag
ggcgctacag
ccaagaagcg
tctgtcttca
tgcctgetga
ctccaatcgg
agcctcagea

tgcgaagtca

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

+ADW-220+AD4-
+ADW-223+AD4-

+ADW-400+AD4 -
gaagtgcagc tgctggaatc cggcggaggc ctggtgcagc ctggcggatc

cctggcaaag
gactctgtga
cagatgaact
ggcaacttcg

ggcccctecg
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ADN
Secuencia artificial
Hu 4-1BBL monom+AOk-rico (71-254)-CL

67

ctgagctgag ccccgatgat cctgctggac tgctggacct
agctggtggc ccagaacgtg ctgctgatcg atggccccct
gactggctgg cgtgtcactg acaggcggcc tgagctacaa
tggtggccaa ggccggcgtg tactacgtgt tctttcagcet
ccggcgaagg atctggctct gtgtctctgg ccctgecatct
ctggcgctge agctctggca ctgacagtgg atctgectcc
atagcgcatt tgggtttcaa ggcaggctgc tgcacctgtc
tgcatctgca cacagaggcc agggctagac acgcctggca
tgctgggect gttcagagtg acccccgaga ttccagecgg
aaggcggagg cggatctggc ggcggaggat ctcgtacggt
tcttcccgec atctgatgag cagttgaaat ctggaactgc
ataacttcta tcccagagag gccaaagtac agtggaaggt
gtaactccca ggagagtgtc acagagcagg acagcaagga
gcaccctgac gctgagcaaa gcagactacg agaaacacaa

cccatcaggg cctgagctcg cccgtcacaa agagcttcaa

68

1338

ADN

Secuencia artificial

FAP (28H1) cadena pesada de Fc agujero
68

tcctgegecg ccteecggett caccttctec tcccacgcca tgtcctgggt
gcctggaatg ggtgtccgec atctgggcct ccggcgagcea
agggccggtt caccatctcc cgggacaact ccaagaacac
ccctgecggge cgaggacacc gccgtgtact actgtgccaa
actactgggg acagggcacc ctggtcaccg tgtccagcgc

tgttccccct ggcccccagc agcaagagca ccagcggcgg

Pagina 87

gcggcagggc
gtcctggtac
agaggacacc
ggaactgcgg
gcagcctctg
tgccagctcc
tgccggcecag
gctgacacag
cctgecttct
ggctgcacca
ctctgttgtg
ggataacgcc
cagcacctac

agtctacgcc

caggggagag

tctgagactg
ccgacaggct
gtactacgcc
cctgtacctg
gggctggctg
tagcaccaag

cacagccgct

60
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180
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ctgggctgec
gccctgacct
ctgagcagcg
gtgaaccaca
aaaactcaca
ctcttccccc
gtggtggtgg
gtggaggtgc
gtggtcagcg
aaggtctcca
cagccccgag
caggtcagcc
gagagcaatg
ggctccttct
gtcttctcat

tccctgtctc

tggtcaagga
ccggcgtgcea
tggtcaccgt
agcccagcaa
catgcccacc
caaaacccaa
acgtgagcca
ataatgccaa
tcctcaccgt
acaaagccct
aaccacaggt
tctcgtgegce
ggcagccgga
tcctcgtgag
gctccgtgat

cgggtaaa

+ADW-210+AD4- 69

+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

645
ADN

+ADW-220+AD4 -

+ADW-223+AD4-

+ADW-400+AD4- 69

gagatcgtgc
ctgtcctgca
cccggccagg
gaccggttct
cccgaggact
cagggcacca
ccatctgatg
tatcccagag
caggagagtg
acgctgagca

ggcctgagct

tgacccagtc
gagcctccca
ccccteggcet
ccggctctgg
tcgccgtgta
aggtggaaat
agcagttgaa
aggccaaagt
tcacagagca
aagcagacta

cgcccgtcac

ctacttcccc
caccttcccc
gccttctagce
caccaaggtg
gtgcccagca
ggacaccctc
cgaagaccct
gacaaagccg
cctgcaccag
cggcgccccc
gtgcaccctg
agtcaaaggc
gaacaactac
caagctcacc

gcatgaggct

ccccggceacc
gtccgtgtcc
gctgatcatc
ctccggcacc
ctactgccag
caagcgtacg
atctggaact
acagtggaag
ggacagcaag
cgagaaacac

aaagagcttc

915098.TXT

gagcccgtga
gccgtgetgce
agcctgggca
gacaagaagg
cctgaagctg
atgatctccc
gaggtcaagt
cgggaggagc
gactggctga
atcgagaaaa
cccccatccc
ttctatccca
aagaccacgc
gtggacaaga

ctgcacaacc

Secuencia artificial

cadena Tigera de FAP(28HL)

ctgtctctga
cggtcctacc
ggcgcctcta
gacttcaccc
cagggccagg
gtggctgcac
gcctctgttg
gtggataacg
gacagcacct

aaagtctacg

aacaggggag
Pagina

ccgtgtectg
agagttctgg
cccagaccta
tggagcccaa
cagggggacc
ggacccctga
tcaactggta
agtacaacag
atggcaagga
ccatctccaa
gggatgagct
gcgacatcgc
ctcccgtgcet
gcaggtggca

actacacgca

gccctggcga
tcgcctggta
ccagagccac
tgaccatctc
tcatccctcc
catctgtctt
tgtgcctget
ccctccaatc
acagcctcag
cctgcgaagt

agtgt
88

gaacagcgga
cctgtatagc
catctgcaac
gagctgcgac
gtcagtcttc
ggtcacatgc
cgtggacggc
cacgtaccgt
gtacaagtgc
agccaaaggg
gaccaagaac
cgtggagtgg
ggactccgac

gcaggggaac

gaagagcctc

gagagccacc
tcagcagaag
cggcatccct
ccggctggaa
cacctttggc
catcttcccg
gaataacttc
gggtaactcc
cagcaccctg

cacccatcag

480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1338

60
120
180
240
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540
600
645



+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

+ADwW-400+AD4 -

Met Asp Gln His Thr
1

Pro

Asn

Asp

65

Pro

Ala

Ile

val

Ser

145

Asn

Leu

Asp

Thr

Ala

Leu

Ala

50

Arg

Lys

cys

Thr

Thr

130

Pro

Thr

Ser

Ser

Phe
210

Gly

Leu

35

Ala

Glu

Leu

val

Thr

115

Pro

val

Thr

Gln

Pro

195

Thr

Thr

20

Ala

Leu

Ala

Tyr

Pro

100

Ser

val

Phe

Leu

Gly

Gly

Asn

70
309
PRT

Mus musculus

70

5

ser

Asp

Pro

Ala

Gly

85

Ile

Pro

ser

Ala

Asn

165

Leu

Leu

Thr

Leu

cys

Ala

Thr

Trp

70

Leu

Phe

Asn

Lys

Trp

Arg

Tyr

Gly

Asp

Pro

Ala

Asp

55

Pro

val

Thr

Leu

Ile

135

Leu

His

Tyr

Tyr

His
215

val

Ser

Leu

40

Ala

Pro

Ala

Arg

Gly

Gly

Leu

Ser

Glu

val

200

Lys

Glu

Asp

25

Leu

Ala

Ala

Leu

Thr

105

Thr

Cys

Ala

Gln

Glu

185

Phe

val
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Asp

10

Ala

Ser

Tyr

Leu

val

90

Glu

Arg

Pro

Lys

Asp

Asp

Leu

Gln

Thr

Ala

Asp

Pro

Asn

75

Leu

Pro

Glu

Asn

Asn

155

Gly

Lys

Glu

Gly

Pagina

Ala

Leu

Thr

Ala

60

Phe

Leu

Arg

Asn

Thr

140

Gln

Ala

Lys

Leu

Trp
220

89

Asp

Leu

val

45

val

Cys

Leu

Pro

Asn

125

Thr

Ala

Gly

Glu

Ala

Arg

30

Arg

Asn

Ser

Leu

Ala

110

Ala

Gln

Ser

Ser

Leu

190

Leu

Ser

Arg

15

Asp

Pro

val

Arg

Ile

95

Leu

Asp

Gln

Leu

Ser

175

val

Ser

Leu

His

Thr

Thr

Arg

His

80

Ala

Thr

Gln

Gly

Cys

160

Tyr

val

Pro

val



Leu GIn Ala

225

val Glu Leu

Trp Ser Gln

Ala
275

Leu Arg

Ser
290

Leu Tyr

Asp Asn Pro

305

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

Lys Pro

Phe Pro

245

Leu Leu

260

Tyr Leu

Pro Asn

Trp Glu

71
2298
ADN

+ADW-220+AD4-

+ADW-223+AD4-

+ADW-400+AD4 -
agaaccgagc ccagacccgc

aacaacgccg accaagtgac

ggcagccctg
ctgaactggc
gaagaggaca
ctgaagctga
gtgctgcagg
ttccccagea
aaggccggac
tacagagact
cccgacaacc
cggcctgecc
caagtgacac

tttgctaaac

71

tgttcgccaa
acagccagga
agaaagaact
gccccacctt
ccaaacccca
gcatggaaaa
acagactgag
gggagctgag
cttgggaagg
tgacaattac
ctgtgtctca

tgctggctaa

Gln
230

Ccys

Leu

Thr

val

Ser

Leu

Gly

Thr
295

Asp

Met

Lys

Ala

280

Ser

cccecgtgtec
gctgctggec
tggcgccgga
ggtggtggac
caccaacacc
ggtggacgac
caagctggtg
cgtgggectg
ctaccccaac
cggcggagga
cacatccccc
tattggctcc

aaatcaggcc

Asp

Glu

Ala

265

Gln

Phe

Secuencia artificial

4-1BBL dim+AOk-rico (71-254)

cctgaccatc accaccagcc
cacatcggca
aagaaccagg
agcagctatc
agccctggcec
ggccacaagg
ttcgacaacc
gatcggagct
agggcttatc
acaaccagct
tctggcggag
aatctgggca
ccaaacacta

tccctgtcta

915098.TXT

Phe Asp Asn
235

Asn Lys Leu

250

Gly His Arg

Asp Ala Tyr

Phe
300

Gly Leu

Pagina 90

Leu

val

Leu

Arg

Leu

Ala

Asp

Ser

270

Asp

val

ctaacctggg
gccccaatac
ccagcctgag
tgagccaggg
tgtactacgt
tgcagggctg
tggccctgac
ggtcccagct
tgcacggcgce
tcggectgtt
gcggatctag
cccgggaaaa
cccagcaggg

acacaacact

Leu

Trp

Lys

caccagagag
cacacagcag
caacaccacc
cctgagatac
gttcctggaa
ggtgtcactg
cgtggaactg
tctgctgctg
ccaggacgcc
cctcgtgaag
aacagagcct
caatgcagat
ctcceceegtg

gaactggcac

Thr
240

Ser

Gly

Pro

-CH1-cadena Fc pomo

60
120
180
240
300
360
420
480
540
600
660
720
780
840



tcccaggacg
aaagaactgg
cctaccttta
aagcctcagg
atggaaaaca
agactgagcg
gagctgagct
tgggaaggcg
tccatcttcc
ctgaacaact
cagaacggcg
agcagcaccc
gccacccaca
cccagagact
atcttcccac
gtggtggtgg
gtggaagtgc
agcgtgtccg
agagtgaaca
agacccaagg
aaggtgtccc
cagtggaacg
ggctcctact
accttcacct

tcccacagcc

gcgctggcag
tggtggattc
caaataccgg
tggacgattt
agctggtgga
tgggcctgag
accccaacac
gcggaggatc
cacccagcag
tctaccccaa
tgctgaatag
tgaccctgac
agaccagcac
gcggctgcaa
ccaagcccaa
ccatcagcaa
acaccgctca
agctgcccat
gcgccgectt
ccccccaggt
tgacctgcat
gccagcccgce
tcgtgtacag
gtagcgtgct

ctggcaag

+ADW-210+AD4- 72

+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

954
ADN

+ADW-220+AD4 -

+ADW-223+AD4-

+ADW-400+AD4- 72
agaaccgagc ccagacccgc cctgaccatc accaccagcc ctaacctggg caccagagag

ctcttacctg
ccccggactg
gcacaaagtg
tgataatctg
cagaagctgg
agcctatctg
aaccagcttc
tggcggaggc
cgagcagctg
ggacatcaac
ctggaccgac
caaggacgag
cagccccatc
gccttgeatc
ggacgtgctg
ggatgacccc
gaccaagccc
catgcaccag
tggcgcccect
gtacacaatc
gatcaccaat
cgagaactac

cgacctgaac

gcacgagggc
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agtcagggac
tactatgtgt
cagggatggg
gctctgacag
tcccagetcc
cacggcgccc
ggcctgttcc
ggatccagag
acatctgggg
gtgaagtgga
caggacagca
tacgagcggc
gtgaagtcct
tgcaccgtgc
accatcaccc
gaggtgcagt
agagaggaac
gactggctga
atcgagaaaa
cccccaccca
ttcttcccag
gacaacaccc
gtgcagaagt

ctgcacaacc

Secuencia artificial

tgcgctatga
ttctggaact
tgtccctggt
tggaactgtt
tgctgctgaa
aggacgccta
tcgtgaagcc
ctgatgctgc
gagctagcgt
agatcgacgg
aggactccac
acaacagcta
tcaaccggaa
ctgaggtgtc
tgacacccaa
tcagttggtt
agatcaacag
acggcaaaga
ccatctccaa
aagaacagat
aggatatcac
agcctatcat
ccaactggga

aCcCacaccga

ggaagataag
gaaactgtcc
gctgcaggct
tcctagcagce
ggccggacac
cagagactgg
cgacaaccct
ccctaccgtg
cgtgtgcttc
cagcgagcgg
ctacagcatg
cacatgcgag
cgagtgcgtg
cagcgtgttc
agtgacctgc
cgtggacgac
caccttcaga
attcaagtgc
gaccaagggc
ggccaaggac
cgtggaatgg
ggacaccgac
ggccggcaac

gaagtccctg

fusi+APM-n de mu 4-1BBL monom+AOk-rico (71-254) -CL

aacaacgccg accaagtgac ccccgtgtcc cacatcggca gccccaatac cacacagcag

Pagina
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960
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1080
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1320
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1440
1500
1560
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1740
1800
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2160
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ggcagccctg
ctgaactggc
gaagaggaca
ctgaagctga
gtgctgcagg
ttccccagea
aaggccggac
tacagagact
cccgacaacc
cccceccageg
ctgggctgcc
agcctgagcea
agcagctccg

gcccaccctg

tgttcgccaa
acagccagga
agaaagaact
gccccacctt
ccaaacccca
gcatggaaaa
acagactgag
gggagctgag
cttgggaagg
tgtaccctct
tggtgaaggg
gcggcgtgcea
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cctcctgeca gctccgaggce
ctgtctgccg gccagaggct
tggcagctga cacagggcgc

gccggcctge cttctccaag

Secuencia artificial

cctgctggac tgctggacct
ctgctgatcg atggccccct
acaggcggcc tgagctacaa
tactacgtgt tctttcagct
gtgtctctgg ccctgcatct
ctgacagtgg atctgcctcc
ggcaggctgc tgcacctgtc
agggctagac acgcctggca
acccccgaga ttccagecgg
acggtggctg caccatctgt
actgcctctg ttgtgtgect
aaggtggata acgccctcca
aaggacagca cctacagcct
cacaaagtct acgcctgcga

ttcaacaggg gagagtgt
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gggccctgag
tgctcagetg
tcctggactg
actggtggtg
ggtggccggc
cgctgetggce
ccggaatagc
gggagtgcat
tacagtgctg

aagcgaa

hu 4-1BBL monom+AOk-rico (71-254) -(G4S)1- CL+ACo-

gcggcagggc
gtcctggtac
agaggacacc
ggaactgcgg
gcagcctctg
tgccagctcc
tgccggcecag
gctgacacag
cctgecttct
cttcatcttc
gctgaataac
atcgggtaac
cagcagcacc

agtcacccat

1380
1440
1500
1560
1620
1680
1740
1800
1860
1917

60
120
180
240
300
360
420
480
540
600
660
720
780
840
888



+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

2028
ADN

+ADW-220+AD4 -

+ADW-223+AD4-

+ADwW-400+AD4 -

gaagtgcagc
tcctgegecg
cctggcaaag
gactctgtga
cagatgaact
ggcaacttcg
ggacctagcg
ctgggctgcc
gctctgacaa
ctgagcagcg
gtgaaccaca
ggcggagggg
ctggtgcagc
tcccacgceca
atctgggcct
cgggacaact
gccgtgtact
ctggtcaccg
agcaagagca
gagcccgtga
gccgtgetgc
agcctgggca
gacaagaagg
cctgaagctg
atgatctccc
gaggtcaagt
cgggaggagc
gactggctga

144
tgctggaatc

cctccggett
gcctggaatg
agggccggtt
ccctgegggce
actactgggg
tgttccccct
tcgtgaagga
gcggcgtgea
tcgtgacagt
agcccagcaa
gatctggcgg
ctggcggatc
tgtcctgggt
ccggcgagcea
ccaagaacac
actgtgccaa
tgtccagcgce
ccagcggcgg
ccgtgtectg
agagttctgg
cccagaccta
tggagcccaa
cagggggacc
ggacccctga
tcaactggta
agtacaacag

atggcaagga
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Secuencia artificial

+AFs-anti-FAP (28H1)+AF0-2 cadena de Fc

cggcggaggc ctggtgcagc ctggcggatc

caccttctcc
ggtgtccgec
caccatctcc
cgaggacacc
acagggcacc
ggcccccagce
ctactttccc
cacctttcca
gcccagcagce
caccaaggtg
cggaggatcc
tctgagactg
ccgacaggct
gtactacgcc
cctgtacctg
gggctggctg
tagcaccaag
cacagccgct
gaacagcgga
cctgtatagc
catctgcaac
gagctgcgac
gtcagtcttc
ggtcacatgc
cgtggacggc
cacgtaccgt

gtacaagtgc

tcccacgceca
atctgggcct
cgggacaact
gccgtgtact
ctggtcaccg
agcaagtcta
gagcccgtga
gccgtgetgce
tctctgggca
gacaagaagg
gaagtgcagc
tcctgegecg
cctggcaaag
gactctgtga
cagatgaact
ggcaacttcg
ggcccctcecg
ctgggctgcc
gccctgacct
ctgagcagcg
gtgaaccaca
aaaactcaca
ctcttccccc
gtggtggtgg
gtggaggtgc
gtggtcagcg

aaggtctcca

tgtcctgggt
ccggcgagcea
ccaagaacac
actgtgccaa
tgtccagcgc
catctggcgg
ccgtgtectg
agagcagcgg
cccagaccta
tggaacccaa
tgctggaatc
cctccggett
gcctggaatg
agggccggtt
ccctgegggce
actactgggg
tgttccccct
tggtcaagga
ccggcgtgcea
tggtcaccgt
agcccagcaa
catgcccacc
caaaacccaa
acgtgagcca
ataatgccaa
tcctcaccgt

acaaagccct
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agujero

tctgagactg
ccgacaggct
gtactacgcc
cctgtacctg
gggctggctg
tagcacaaag
aacagccgcc
gaactctggc
cctgtactct
catctgcaac
gagctgcgac
cggcggaggc
caccttctcc
ggtgtccgcec
caccatctcc
cgaggacacc
acagggcacc
ggcccccagc
ctacttcccc
caccttcccc
gccttctagce
caccaaggtg
gtgcccagca
ggacaccctc
cgaagaccct
gacaaagccg
cctgcaccag

cggcgccccc

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680



atcgagaaaa

cccccatcecc

ttctatccca

aagaccacgc

gtggacaaga

ctgcacaacc

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

+ADW-220+AD4-
+ADW-223+AD4-

+ADW-400+AD4 -

ccatctccaa
gggatgagct
gcgacatcgc
ctcccgtget
gcaggtggca

actacacgca

145
676
PRT

agccaaaggg
gaccaagaac
cgtggagtgg
ggactccgac

gcaggggaac

gaagagcctc

915098.TXT

cagccccgag aaccacaggt

caggtcagcc tctcgtgcgce

gagagcaatg ggcagccgga
ggctccttct tcctcgtgag

gtcttctcat gctccgtgat

tccctgtctc cgggtaaa

Secuencia artificial

+AFs-anti-FAP (28H1)+AF0-2 cadena de
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Glu
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1920
1980
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660

Ser Pro Gly Lys

675

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

146
2514
ADN

+ADW-220+AD4 -

+ADW-223+AD4-

+ADwW-400+AD4 -

agagagggcc
atgtttgctc
agcgatcctg
aaagaactgg
agagtggtgg
agaagcgctg
gaggcccgga
aggctgggag
ggcgctacag
ccaagaagcg
tcccctgacg
gctcagaatg
ggggtgtccc

aaagctgggg
ggctcaggat

gctgcactgg
ttcgggttcc
catactgaag
ctgtttcgcg
ggaggttccg
cagcctggcg
gccatgtcct
gcctccggeg

aactccaaga

146
ctgagctgag

agctggtggc
gactggctgg
tggtggccaa
ccggcgaagg
ctggcgctgce
atagcgcatt
tgcatctgca
tgctgggcct
daaggcggagg
atccagccgg
tgctgctgat
tgactggggg
tgtactatgt
ctgtgtccct
ctctgactgt
aaggacgcct
ccagagcccg
tgacacctga
gaggcggagg
gatctctgag
gggtccgaca
agcagtacta

acaccctgta
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665

Secuencia artificial

670

ccccgatgat cctgctggac tgctggacct gcggcagggc

ccagaacgtg
cgtgtcactg
ggccggcegtg
atctggctct
agctctggca
tgggtttcaa
cacagaggcc
gttcagagtg
cggatctggc
gctgctggat
tgacggacct
actgtcctac
gttttttcag
ggctctgcat
ggacctgcca
gctgcatctg
gcatgcttgg
gatccctgec
atctgaggtg
actgtcctgc
ggctcctggc
cgccgactct

cctgcagatg

ctgctgatcg
acaggcggcc
tactacgtgt
gtgtctctgg
ctgacagtgg
ggcaggctgc
agggctagac
acccccgaga
ggcggaggat
ctgagacagg
ctgagctggt
aaagaagata
ctggaactga
ctgcagccac
ccagcctcta
agcgccggac
cagctgactc
ggactgccaa
cagctgctgg
gccgectcecg
aaaggcctgg
gtgaagggcc

aactccctgc

atggccccct
tgagctacaa
tctttcaget
ccctgcatct
atctgcctcc
tgcacctgtc
acgcctggea
ttccagccgg
ctagagaggg
gaatgttcgc
actccgaccc
caaaagaact
ggcgggtggt
tgcgctctgce
gcgaggccag
agcgcctggg
agggggcaac
gccctagatc
aatccggcgg
gcttcacctt
aatgggtgtc

ggttcaccat

gggccgagga
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gtcctggtac
agaggacacc
ggaactgcgg
gcagcctctg
tgccagctcc
tgccggccag
gctgacacag
cctgccttcet
acccgaactg
ccagctggtg
agggctggca
ggtggtggct
ggctggggag
tgctggcgca
aaacagcgcc
agtgcatctg
tgtgctggga
agaagggggc
aggcctggtg
ctcctecccac
cgccatctgg
ctcccgggac

caccgccgtg

hu 4-1BBL dim+AOk-rico (71-254) - FAP (VHCL+ACo-) cadena Fc pomo
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1080
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1200
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1320
1380
1440
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tactactgtg ccaagggctg gctgggcaac ttcgactact ggggccaggg caccctggtc 1500
accgtgtcca gcgctagcgt ggctgcacca tctgtcttta tcttcccacc cagcgaccgg 1560
aagctgaagt ctggcacagc cagcgtcgtg tgcctgctga ataacttcta cccccgcgag 1620
gccaaggtgc agtggaaggt ggacaatgcc ctgcagagcg gcaacagcca ggaaagcgtg 1680
accgagcagg acagcaagga ctccacctac agcctgagca gcaccctgac cctgagcaag 1740
gccgactacg agaagcacaa ggtgtacgcc tgcgaagtga cccaccaggg cctgtctagc 1800
cccgtgacca agagcttcaa ccggggcgag tgcgacaaga cccacacctg tcctccatgce 1860
cctgccecctg aagctgctgg cggccctage gtgttcctgt tccccccaaa gcccaaggac 1920
accctgatga tcagccggac ccctgaagtg acctgcgtgg tggtggatgt gtcccacgag 1980
gaccctgaag tgaagttcaa ttggtacgtg gacggcgtgg aagtgcacaa tgccaagacc 2040
aagccgcggg aggagcagta caacagcacg taccgtgtgg tcagcgtcct caccgtcctg 2100
caccaggact ggctgaatgg caaggagtac aagtgcaagg tctccaacaa agccctcggc 2160
gcccccatcg agaaaaccat ctccaaagcc aaagggcagc cccgagaacc acaggtgtac 2220
accctgcccc catgccggga tgagctgacc aagaaccagg tcagcctgtg gtgcctggtc 2280
aaaggcttct atcccagcga catcgccgtg gagtgggaga gcaatgggca gccggagaac 2340
aactacaaga ccacgcctcc cgtgctggac tccgacggct ccttcttcct ctacagcaag 2400
ctcaccgtgg acaagagcag gtggcagcag gggaacgtct tctcatgctc cgtgatgcat 2460
gaggctctgc acaaccacta cacgcagaag agcctctccc tgtctccggg taaa 2514

+ADw-210+AD4- 147

+ADW-211+AD4- 1221

+ADw-212+AD4- ADN

+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4-
+ADW-223+AD4- Hu 4-1BBL monom+AOk-rico (71-254) +IBM-FAP (VLCH1+ACo-)

+ADW-400+AD4- 147

agagagggcc ctgagctgag ccccgatgat cctgctggac tgctggacct gcggcagggce 60
atgtttgctc agctggtggc ccagaacgtg ctgctgatcg atggccccct gtcctggtac 120
agcgatcctg gactggctgg cgtgtcactg acaggcggcc tgagctacaa agaggacacc 180
aaagaactgg tggtggccaa ggccggcgtg tactacgtgt tctttcagct ggaactgcgg 240
agagtggtgg ccggcgaagg atctggctct gtgtctctgg ccctgcatct gcagcctctg 300
agaagcgctg ctggcgctgce agctctggct ctgacagtgg atctgcctcc tgccagctcc 360
gaggcccgga atagcgcatt tgggtttcaa ggccggctgc tgcacctgtc tgccggcecag 420
agactgggag tgcatctgca cacagaggcc agagccaggc acgcctggca gctgacacag 480
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ggcgctacag tgctgggcct gttcagagtg acccccgaga ttcctgccgg cctgcctagce 540
cctagatctg aaggcggcgg aggttccgga ggcggaggat ctgagatcgt gctgacccag 600
tctcccggca ccctgagcct gagccctggc gagagagcca ccctgagctg cagagccagce 660
cagagcgtga gccggagcta cctggcctgg tatcagcaga agcccggcca ggcccccaga 720
ctgctgatca tcggcgccag cacccgggcc accggcatcc ccgatagatt cagcggcagce 780
ggctccggca ccgacttcac cctgaccatc agccggctgg aacccgagga cttcgcecgtg 840
tactactgcc agcagggcca ggtgatcccc cccaccttcg gccagggcac caaggtggaa 900
atcaagtcct ctgctagcac aaagggcccc agcgtgttcc ctctggcccc tagcagcaag 960
agcacatctg gcggaacagc cgccctgggc tgcctggtgg aagattactt ccccgagccc 1020
gtgaccgtgt cctggaattc tggcgccctg acaagcggcg tgcacacctt tccagccgtg 1080
ctgcagagca gcggcctgta ctctctgagc agcgtcgtga cagtgcccag cagctctctg 1140
ggcacccaga cctacatctg caacgtgaac cacaagccca gcaacaccaa ggtggacgag 1200
aaggtggaac ccaagtcctg ¢ 1221

+ADW-210+AD4- 148
+ADW-211+AD4- 838
+ADW-212+AD4- PRT
+ADW-213+AD4- Secuencia artificial

+ADw-220+AD4 -
+ADW-223+AD4- hu 4-1BBL dim+AOk-rico (71-254) - FAP (VHCL+ACo-) cadena Fc pomo

+ADwW-400+AD4- 148
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 Gln 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 Gln Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr
100 105 110
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Gly Glu Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu
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Ala Ala Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp
625 630

635 640

Thr Leu Met Ile Ser Arg Thr Pro Glu val Thr Cys val val val Asp
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655

val Ser His Glu Asp Pro Glu val Lys Phe Asn Trp Tyr val Asp Gly
660 665

val Glu val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn
675 680

685

Ser Thr Tyr Arg val val Ser val Leu Thr val Leu His Gln Asp Trp
690 695

Leu Ash Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Gly
705 710

715 720

Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly GIln Pro Arg Glu
725 730 735

Pro Gln val Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn
740 745

Gln val Ser Leu Trp Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile
755 760
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Ala val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr
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775 780

Thr Pro Pro val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys
785 790

Leu Thr val Asp Lys Ser Arg Trp GIn Gln Gly Asn val Phe Ser Cys
805 81

815
Ser val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
820 825

830
Ser Leu Ser Pro Gly Lys
835
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+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4 -
+ADW-223+AD4- Hu 4-1BBL monom+AOk-rico (71-254) +IBM-FAP (VLCH1+ACo0-)

+ADw-400+AD4- 149

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 Gln 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 Gln 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 Gln Gly Arg Leu Leu His Leu Ser Ala Gly Gln Arg Leu Gly val
130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp Gln Leu Thr Gln
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 Glu Ile val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser
195 200 205

Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser
210 215 220
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Arg Ser Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIln Ala Pro Arg
225 230 235 240

Leu Leu ITe Ile Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Asp Arg
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Phe ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg
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Leu Glu Pro Glu Asp Phe Ala val Tyr Tyr Cys Gln GIn Gly GIn val
275 280 285

Ile Pro Pro Thr Phe Gly Gln Gly Thr Lys val Glu Ile Lys Ser Ser
290 295 300

Ala ser Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys
305 310 315 320
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Phe Pro Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser
340 345 350

Gly val His Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr Ser
355 360 365

Leu Ser Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr GIn Thr
370 375 380

Tyr Ile Cys Asnh val Ash His Lys Pro Ser Asn Thr Lys val Asp Glu
385 390 395 400

Lys val Glu Pro Lys Ser Cys
405

+ADW-210+AD4- 150
+ADW-211+AD4- 2268
+ADw-212+AD4- ADN
+ADW-213+AD4- Secuencia artificial

+ADw-220+AD4-
+ADW-223+AD4- hu 4-1BBL dim+AOk-rico (52-254) - CH1+ACo- cadena Fc pomo

+ADW-400+AD4- 150

ccttgggctg tgtctggcgc tagagcctct cctggatctg ccgccagccc cagactgaga 60
gagggacctg agctgagccc cgatgatcct gccggactgc tggatctgag acagggcatg 120
ttcgcccage tggtggccca gaacgtgctg ctgatcgatg gccccctgtc ctggtacagc 180
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gaactggtgg
gtggtggccg
agcgctgctg
gcccggaata
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gcgctgcagce
gcgcatttgg
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tgattgacgg
ggggactgtc
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ctgtggacct
ggctgctgca
cccggcatgce
ctgagatccc
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ccagcggcgg
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ccatctccaa
gggatgagct

gcgacatcgc

gtcactgaca
cggcgtgtac
tggatctgtg
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gtttcaaggc
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cagagtgacc
aagcggaggc
cgccagcccc
ggacctgcgg
acctctgtcc
ctacaaagaa
tcagctggaa
gcatctgcag
gccaccagcec
tctgagcgec
ttggcagctg
cgctggcctg
tagcaccaag
cacagccgct
gaacagcgga
cctgtatagc
catctgcaac
gagctgcgac
gtcagtcttc
ggtcacatgc
cgtggacggc
cacgtaccgt
gtacaagtgc
agccaaaggg

gaccaagaac

cgtggagtgg
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cagggaatgt
tggtactccg
gatacaaaag
ctgaggcggg
cctctgeget
tctagcgagg
ggacagcgcc
acccaggggg
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gtggtggtgg
gtggaggtgc
gtggtcagcg
aaggtctcca
cagccccgag
caggtcagcc

gagagcaatg

gctacaaaga
ttcagctgga
tgcatctgca
tgcctcctgce
acctgtctgc
cctggcagcet
cagccggact
cttgggctgt
agggacctga
tcgctcaget
accctggect
aactggtggt
tggtggctgg
ctgctgctgg
ccagaaacag
tgggagtgca
caactgtgct
gaagtgaagg
tgttccccct
tggtcgagga
ccggcgtgcea
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acaaagccct
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tgtggtgcct
ggcagccgga
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aagaccacgc ctcccgtgct ggactccgac ggctccttct tcctctacag caagctcacc

gtggacaaga gcaggtggca gcaggggaac gtcttctcat gctccgtgat gcatgaggct

ctgcacaacc actacacgca gaagagcctc tccctgtctc cgggtaaa
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Secuencia artificial

ccttgggctg tgtctggcgc tagagcctct cctggatctg

gagggacctg

ttcgececage
gatcctggac
gaactggtgg
gtggtggceg
agcgetgctg
gcccggaata
ctgggagtgc
gctacagtgc
agaagcgaag
gtcttcatct
ctgctgaata
caatcgggta
ctcagcagca

gaagtcaccc

+ADW-210+AD4-
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+ADW-212+AD4-
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agctgagccc
tggtggccca
tggctggegt
tggccaaggc
gcgagggatc
gcgctgcagce
gcgcatttgg
atctgcacac
tgggcctgtt
gcggaggcgg
tcccgecatce
acttctatcc
actcccagga
ccctgacgcet
atcagggcct
152

2100
ADN

+ADW-220+AD4-

+ADW-223+AD4-
+ADW-400+AD4 -

152

cgatgatcct
gaacgtgctg
gtcactgaca
cggcgtgtac
tggatctgtg
tctggcactg
gtttcaaggc
agaggccagg
cagagtgacc
atctggcggce
tgatcggaag
cagagaggcc
gagtgtcaca
gagcaaagca

gagctcgccc

gccggactgce
ctgatcgatg
ggcggcctga
tacgtgttct
tctctggecc
acagtggatc
aggctgctgce
gctagacacg
cccgagattc
ggaggatctc
ttgaaatctg
aaagtacagt
gagcaggaca
gactacgaga

gtcacaaaga

Secuencia artificial

ccgccagecc
tggatctgag
gcccecctgtce
gctacaaaga
ttcagctgga
tgcatctgca
tgcctectge
acctgtctgce
cctggcagcet
cagccggcect
gtacggtggc
gaactgcctc
ggaaggtgga
gcaaggacag
aacacaaagt

gcttcaacag

Hu 4-1BBL monom+AOk-rico (52-254)-CL+ACo-

cagactgaga
acagggcatg
ctggtacagc
ggacaccaaa
actgcggaga
gcccctgaga
cagctccgag
cggccagagg
gacacagggc
gccttctcca
tgcaccatct
tgttgtgtgc
taacgccctc
cacctacagc

ctacgcctgc

gggagagtgt

gatcctgccg gcctgctgga tctgcggcag ggaatgtttg cccagctggt ggcccagaac

gtgctgctga tcgatggccc cctgagctgg tacagcgatc ctggactggc tggcgtgtca

Pagina 208

2160
2220
2268

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

hu 4-1BBL dim+AOk-rico (80-254) - CHl1+ACo- cadena Fc pomo

60
120



ctgacaggcg
gtgtactacg
tctgtgtctc
gcactgacag
caaggcagac
gccagggcta
gtgacccccg
ggaggcggag
ctggtggctc
ctggcagggg
gtggctaaag
ggggagggct
ggcgcagctg
agcgccttcg
catctgcata
ctgggactgt
gggggaggcg
ctggccccca
gactacttcc
cacaccttcc
gtgccttcta
aacaccaagg
ccgtgcccag
aaggacaccc
cacgaagacc
aagacaaagc
gtcctgcacc
ctcggegecc
gtgtacaccc
ctggtcaaag
gagaacaact

agcaagctca

gcctgagceta
tgttctttca
tggccctgea
tggatctgcc
tgctgcacct
gacacgcctg
agattccagc
gatccgaccc
agaatgtgct
tgtccctgac
ctggggtgta
caggatctgt
cactggctct
ggttccaagg
ctgaagccag
ttcgcgtgac
gatctggcgg
gcagcaagag
ccgagcccgt
ccgcegtgcet
gcagcctggg
tggacgagaa
cacctgaagc
tcatgatctc
ctgaggtcaa
cgcgggagga
aggactggct
ccatcgagaa
tgcccccatg
gcttctatcc
acaagaccac

ccgtggacaa

caaagaggac
gctggaactg
tctgcagcecc
tcctgccagce
gtctgccggc
gcagctgaca
cggactgccc
agctggactg
gctgattgac
tgggggactg
ctatgtgttt
gtccctggcet
gactgtggac
acggctgctg
agcccggceat
acctgagatc
agggggatct
caccagcggc
gaccgtgtcc
gcagagttct
cacccagacc
ggtggagccc
tgcaggggga
ccggacccct
gttcaactgg
gcagtacaac
gaatggcaag
aaccatctcc
ccgggatgag
cagcgacatc

gcctceccgtg

gagcaggtgg
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cagaggctgg
cagggcgcta
agccctagat
ctggacctgc
ggacctctgt
tcctacaaag
tttcagctgg
ctgcatctgc
ctgccaccag
catctgagcg
gcttggcagc
cccgctggec
gctagcacca
ggcacagccg
tggaacagcg
ggcctgtata
tacatctgca
aagagctgcg
ccgtcagtct
gaggtcacat
tacgtggacg
agcacgtacc
gagtacaagt
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ctggactccg

cagcagggga

tggtggtggc
tggccggega
ctgctggcgce
ggaatagcgc
gagtgcatct
cagtgctggg
ctgaaggcgg
ggcagggaat
cctggtactc
aagatacaaa
aactgaggcg
agcctctgeg
cctctagcga
ccggacagcg
tgacccaggg
tgcctagcecc
agggcccctc
ctctgggctg
gagccctgac
gcctgagcag
acgtgaacca
acaaaactca
tcctettecc
gcgtggtggt
gcgtggaggt
gtgtggtcag
gcaaggtctc
ggcagccccg
accaggtcag
gggagagcaa
acggctcctt

acgtcttctc

Pagina 209

caaggccggc
aggatctggc
tgcagctctg
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atgcatgagg ctctgcacaa ccactacacg cagaagagcc tctccctgtc tccgggtaaa
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gatcctgccg
gtgctgctga
ctgacaggcg
gtgtactacg
tctgtgtctc
gcactgacag
caaggcaggc
gccagggcta
gtgacccccg
ggcggcggag
cggaagttga
gaggccaaag
gtcacagagc
aaagcagact

tcgcccgtca
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153
gcctgctgga

tcgatggccc
gcctgagcta
tgttctttca
tggccctgea
tggatctgcc
tgctgcacct
gacacgcctg
agattccagc
gatctcgtac
aatctggaac
tacagtggaa
aggacagcaa
acgagaaaca
caaagagctt
154

1317
ADN

+ADW-220+AD4-

+ADW-223+AD4-
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gaggtgcaat
tcctgtgceag
ccagggaagg
gcagactccg

ctgcagatga

154
tgttggagtc

cctccggatt
ggctggagtg
tgaagggccg

acagcctgag

tctgcggeag
cctgagctgg
caaagaggac
gctggaactg
tctgcagecc
tcctgecagce
gtctgccggce
gcagctgaca
cggcctgect
ggtggctgea
tgcctctgtt
ggtggataac
ggacagcacc
caaagtctac

caacagggga

Secuencia artificial

ggaatgtttg
tacagcgatc
accaaagaac
cggagagtgg
ctgagaagcg
tccgaggecc
cagaggctgg
cagggcgcta
tctccaagaa
ccatctgtct
gtgtgcctgce
gccctccaat
tacagcctca
gcctgcgaag
gagtgt

Secuencia artificial

cccagctggt
ctggactggc
tggtggtggc
tggccggega
ctgctggegce
ggaatagcgc
gagtgcatct
cagtgctggg
gcgaaggcgg
tcatctteccc
tgaataactt
cgggtaactc
gcagcaccct

tcacccatca

ADN de cadena KK de Fc de DP47

tgggggaggc ttggtacagc ctggggggtc

cacctttagc
ggtctcagct
gttcaccatc

agccgaggac

agttatgcca
attagtggta
tccagagaca

acggccgtat

tgagctgggt
gtggtggtag
attccaagaa

attactgtgc
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cctagcgtgt
ggctgcctgg
ctgagcagcg
agctccgtga
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ccctgcatct
gacgtgctga
gacgaccccg
acaaagcccc
atgcaccagg
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cacgagggcc
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accctctggc
tgaagggcta
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ccgtgectag
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tcgagaaaac
ccccacccaa
ttttccccga
agaacaccca
tgcagaagtc
tgcacaacca
155

645
ADN

+ADW-220+AD4 -

+ADW-223+AD4-

+ADwW-400+AD4 -

gaaatcgtgt
ctctcttgca
cctggccagg
gacaggttca
cctgaagatt
caggggacca
ccatccagtg
taccccaaag
ctgaacagtt

acgttgacca

ADN de

155
taacgcagtc

gggccagtca
ctcccaggcet
gtggcagtgg
ttgcagtgta
aagtggaaat
agcagttaac
acatcaatgt
ggactgatca

aggacgagta

aggaaccctg
ccctggatct
cttccccgag
ctttccagcc
cagcacctgg
ggtggacaag
cgaggtgtcc
gacccccaaa
ctcttggttt
gatcaacagc
cggcaaagaa
catcagcaag
aaaacagatg
ggacatcacc
gcccatcatg
caactgggag

ccacaccgag

915098.TXT

gtcaccgtct
gccgcccaga
cctgtgaccg
gtgctgcaga
cccagccaga
aaaatcgtgc
agcgtgttca
gtgacctgcg
gtggacgacg
accttcagaa
ttcaagtgca
accaagggca
gccaaggaca
gtggagtggc
aagaccgacg
gccggcaaca

aagtccctga

Secuencia artificial

cadena Tigera de DP47

tccaggcacc
gagtgttagc
cctcatctat
atccgggaca
ttactgtcag
caaacgtgcc
atctggaggt
caagtggaag
ggacagcaaa

tgaacgacat

ctgtctttgt
agcagctact
ggagcatcca
gacttcactc
cagtatggta
gatgctgcac
gcctcagtcg
attgatggca
gacagcacct

aacagctata

cgagcgctaa
ccaacagcat
tgacctggaa
gcgacctgta
cagtgacctg
cccgggactg
tcttcccacc
tggtggtggc
tggaggtgca
gcgtgtccga
gagtgaacag
gacccaaggc
aggtgtccct
agtggaatgg
gcagctactt
ccttcacctg

gccactcccc

ctccagggga
tagcctggta
gcagggccac
tcaccatcag
gctcaccgct
caactgtatc
tgtgcttctt
gtgaacgaca
acagcatgag

cctgtgaggc

Pagina 211

gaccaccccc
ggtgaccctg
cagcggcagc
caccctgagc
caacgtggcc
cggctgcaag
caagcccaag
catcagcaag
cacagcccag
gctgcccatc
cgccgecttce
cccccaggtg
gacctgcatg
ccagcccgec
cgtgtacagc
tagcgtgctg

cggcaag

aagagccacc
ccagcagaaa
tggcatccca
cagactggag
gacgttcggc
gattttccca
gaacaacttc
aaatggcgtc
cagcaccctc

cactcacaag

360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1317

60
120
180
240
300
360
420
480
540
600



915098 .TXT
acatcaactt cacccattgt caagagcttc aacaggaatg agtgt 645
+ADW-210+AD4- 156
+ADW-211+AD4- 439
+ADw-212+AD4- PRT
+ADwW-213+AD4- Secuencia artificial

+ADW-220+AD4-
+ADW-223+AD4- cadena KK de Fc de DP47

+ADwW-400+AD4- 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 Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser val
50 55 60

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

Leu Gln Met Ash 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 Gln 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 Gln 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
Pagina 212



Asp

Thr

225

Asp

Ala

Asp

Asn

Gly

Ala

Asp

Ile

Asn

385

Lys

cys

Leu

val

Ile

val

Ser

290

Leu

Ala

Pro

Lys

Thr

370

Thr

Leu

Ser

Ser

195

Lys

Pro

Leu

ser

Glu

275

Thr

Asn

Pro

Gln

val

355

val

Gln

Asn

val

His
435

Ile

Glu

Thr

Phe

Gly

Ile

val

340

Ser

Glu

Pro

val

Leu

420

Ser

val

val

Ile

245

Asp

Arg

Lys

Glu

325

Tyr

Leu

Trp

Gln
405

Pro

Pro

ser

230

Thr

Asp

Thr

ser

Glu

310

Lys

Thr

Thr

Gln

Met

390

Lys

Glu

Gly

Arg

Ser

Leu

Pro

Ala

val

295

Phe

Thr

cys

Trp

Lys

Ser

Gly

Lys

200

Asp

val

Thr

Glu

Gln

280

Ser

Lys

Ile

Pro

Met

360

Asn

Thr

Asn

Leu

cys

Phe

Pro

val

265

Thr

Glu

cys

Ser

Pro

345

Ile

Gly

Asp

Trp

His
425

915098.TXT

Gly Cys Lys
220

Ile

Lys

Leu

Arg

Thr

Gln

Gly

Glu

410

Asn

Phe

235

val

Phe

Pro

Pro

val

315

Thr

Lys

Asn

Pro

Ser

395

Ala

His

Pro

Thr

Ser

Arg

Ile

300

Asn

Lys

Lys

Phe

Ala

380

Tyr

Gly

His

Pagina 213

205

Pro

Pro

cys

Trp

Glu

285

Met

Ser

Gly

Gln

Phe

365

Glu

Phe

Asn

Thr

cys

Lys

val

Phe

270

Glu

Ala

Arg

Met

350

Pro

Asn

val

Thr

Glu
430

Ile

Pro

val

255

val

Gln

Gln

Ala

Pro

335

Ala

Glu

Tyr

Tyr

Phe

415

Lys

cys

Lys

val

Asp

Ile

Asp

Phe

320

Lys

Lys

Asp

Lys

ser

400

Thr

Ser



+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

+ADW-220+AD4-
+ADW-223+AD4-

+ADW-400+AD4 -

157
215
PRT

Secuencia artificial

cadena Tigera de DP47

157

Glu ITe val Leu Thr Gln Ser

1

Glu

Tyr

Ile

Gly

65

Pro

Leu

Ala

Gly

Ile

145

Leu

Ser

Tyr

Ser

Arg

Leu

Tyr

50

Ser

Glu

Thr

Pro

Asn

Ser

Thr

Phe

Ala

Ala

35

Gly

Asp

Phe

Thr

115

Ala

val

Ser

Thr

cys

Asn

Thr

20

Trp

Ala

Ser

Phe

Gly

val

Ser

Lys

Trp

Leu

180

Glu

Arg

5

Leu

Tyr

Ser

Gly

Ala

85

Gln

Ser

val

Trp

Thr

165

Thr

Ala

Asn

Ser

Gln

Ser

Thr

70

val

Gly

Ile

val

150

Asp

Leu

Thr

Glu

Ccys

Gln

Arg

55

Asp

Tyr

Thr

Phe

Gln

Thr

His

Ccys

Pro

Arg

Lys

Ala

Phe

Tyr

Lys

Pro

120

Phe

Asp

Asp

Lys

Lys

Gly

Ala

25

Pro

Thr

Thr

Cys

val

105

Pro

Leu

Gly

Ser

Asp

Thr

915098.TXT

Thr

10

Ser

Gly

Gly

Leu

Gln

90

Glu

Ser

Asn

Ser

Lys

Glu

Ser

Leu

Gln

Gln

Ile

Thr

75

Gln

Ile

Ser

Asn

Glu

155

Asp

Tyr

Thr

Ser

Ser

Ala

Pro

60

Ile

Tyr

Lys

Glu

Phe

140

Arg

Ser

Glu

Ser

Pagina 214

Leu

val

Pro

45

Asp

Ser

Gly

Arg

Gln

125

Tyr

Gln

Thr

Arg

Pro
205

Ser

Ser

30

Arg

Arg

Arg

Ser

Ala

110

Leu

Pro

Asn

Tyr

His

190

Ile

Pro

15

Ser

Leu

Phe

Leu

Ser

95

Asp

Thr

Lys

Gly

Ser

175

Asn

val

Gly

Ser

Leu

Ser

Glu

80

Pro

Ala

Ser

Asp

val

160

Met

Ser

Lys



210

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

158
2298
ADN

+ADW-220+AD4 -

+ADW-223+AD4-

CL

+ADW-400+AD4 -

agaaccgagc
aacaacgccg
ggcagccctg
ctgaactggc
gaagaggaca
ctgaagctga
gtgctgcagg
ttcccctgea
aaggccggac
tacagagact
cccgacaacc
cggcctgecc
caagtgacac
tttgctaaac
agtcaggacg
aaagaactgg
cctaccttta
aagcctcagg
atggaaaaca
cggctgtctg
gaactgtcct
tgggagggcg
tccatcttec
ctgaacaact

cagaacggcg

158
ccagacccgc

accaagtgac
tgttcgccaa
acagccagga
agaaagaact
gccccacctt
ccaaacccca
gcatggaaaa
acagactgag
gggagctgag
cttgggaagg
tgacaattac
ctgtgtctca
tgctggctaa
gggctggcag
tggtggattc
caaataccgg
tggacgattt
aactggtgga
tgggactgag
accctaacac
gaggcggaag
cacccagcag
tctaccccaa

tgctgaatag

215

cctgaccatc
ccecegtgtec
gctgctggcec
tggcgccgga
ggtggtggac
caccaacacc
ggtggacgac
caagctggtg
cgtgggectg
ctaccccaac
cggcggaggc
cacatccccc
tattgggtgc
aaatcaggcc
cagctacctg
ccccggactg
gcacaaagtg
tgataatctg
ccgctcttgg
agcatacctg
tacttccttc
tggcggaggg
cgagcagctg
ggacatcaac

ctggaccgac

915098.TXT

Secuencia artificial

accaccagcc
cacatcggct
aagaaccagg
agcagctatc
agccctggec
ggccacaagg
ttcgacaacc
gatcggagct
agggcttatc
acaaccagct
tccggaggag
aatctgggca
cccaacacta
tccctgtcta
tctcagggac
tactatgtgt
cagggatggg
gctctgacag
agccagttgce
catggggcac
ggactgttcc
ggatccagag
acatctgggg
gtgaagtgga

caggacagca

ctaacctggg
gccccaatac
ccagcctgag
tgagccaggg
tgtactacgt
tgcagggctg
tggccctgac
ggtcccagct
tgcacggcgce
tcggectgtt
gcggatctag
cccgggaaaa
cccagcaggg
acacaacact
tgcgctatga
ttctggaact
tgtccctggt
tggaactgtt
tgctgctgaa
aggatgccta
tcgtgaaacc
ctgatgctgc
gagctagcgt
agatcgacgg

aggactccac

Pagina 215

caccagagag
cacacagcag
caacaccacc
cctgagatac
gttcctggaa
ggtgtcactg
cgtggaactg
tctgctgcetg
ccaggacgcc
cctcgtgaag
aacagagcct
caatgcagat
gtccccagtg
gaattggcat
ggaagataag
gaaactgtcc
gctgcaggct
tccttgetct
agctggccac
ccgggattgg
tgataatccc
ccctaccgtg
cgtgtgcttc
cagcgagcegg

ctacagcatg

4-1BBL murino dim+Aok-rico (104-309, c160S) +IBM- cadena DD de Fc de

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
1320
1380
1440
1500



agcagcaccc
gccacccaca
cccagagact
atcttcccac
gtggtggtgg
gtggaagtgc
agcgtgtccg
agagtgaaca
agacccaagg
aaggtgtccc
cagtggaacg
ggctcctact
accttcacct

tcccacagcc

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

tgaccctgac
agaccagcac
gcggctgcaa
ccaagcccaa
ccatcagcaa
acaccgctca
agctgcccat
gcgccgectt
ccccccaggt
tgacctgcat
gccagcccgce
tcgtgtacag
gtagcgtgct
ctggcaag
159

954
ADN

+ADW-220+AD4-

+ADW-223+AD4-

+ADwW-400+AD4 -

agaaccgagc
aacaacgccg
ggcagccctg
ctgaactggc
gaagaggaca
ctgaagctga
gtgctgcagg
ttcccctgea
aaggccggac
tacagagact
cccgacaacc
ccccccageg

ctgggctgcec

159
ccagacccgc

accaagtgac
tgttcgccaa
acagccagga
agaaagaact
gccccacctt
ccaaacccca
gcatggaaaa
acagactgag
gggagctgag
cttgggaagg

tgtaccctct

tggtgaaggg

caaggacgag
cagccccatc
gccttgcatc
ggacgtgctg
ggatgacccc
gaccaagccc
catgcaccag
tggcgcccect
gtacacaatc
gatcaccaat
cgagaactac

cgacctgaac

gcacgagggc

915098.TXT

tacgagcggc
gtgaagtcct
tgcaccgtgc
accatcaccc
gaggtgcagt
agagaggaac
gactggctga
atcgagaaaa
cccccaccca
ttcttcccag
gacaacaccc
gtgcagaagt

ctgcacaacc

Secuencia artificial

acaacagcta
tcaaccggaa
ctgaggtgtc
tgacacccaa
tcagttggtt
agatcaacag
acggcaaaga
ccatctccaa
aagaacagat
aggatatcac
agcctatcat
ccaactggga

aCccacaccga

cacatgcgag
cgagtgcgtg
cagcgtgttc
agtgacctgc
cgtggacgac
caccttcaga
attcaagtgc
gaccaagggc
ggccaaggac
cgtggaatgg
ggacaccgac
ggccggcaac

gaagtccctg

cctgaccatc accaccagcc ctaacctggg caccagagag

cccecgtgtec
gctgctggec
tggcgccgga
ggtggtggac
caccaacacc
ggtggacgac
caagctggtg
cgtgggcctg
ctaccccaac
€ggcggaggc
ggcccctgga

ctacttcccc

cacatcggct
aagaaccagg
agcagctatc
agccctggec
ggccacaagg
ttcgacaacc
gatcggagct
agggcttatc
acaaccagct
tccggaggag
tctgccgecc

gagcctgtga

gccccaatac
ccagcctgag
tgagccaggg
tgtactacgt
tgcagggctg
tggccctgac
ggtcccagct
tgcacggcgc
tcggectgtt
gcggaagcgc
agaccaacag

ccgtgacctg

Pagina 216

cacacagcag
caacaccacc
cctgagatac
gttcctggaa
ggtgtcactg
cgtggaactg
tctgctgctg
ccaggacgcc
cctcgtgaag
taagaccacc
catggtgacc

gaacagcggc

1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2298

ADN de 4-1BBL murino monom+AOk-rico (104-309, c160S) - CH1

60
120
180
240
300
360
420
480
540
600
660
720
780



915098.TXT

agcctgagca gcggcgtgca cacctttcca gccgtgctgc agagcgacct gtacaccctg 840
agcagctccg tgaccgtgcc tagcagcacc tggcccagcc agacagtgac ctgcaacgtg 900
gcccaccctg ccagcagcac caaggtggac aagaaaatcg tgccccggga ctgc 954

+ADW-210+AD4- 160
+ADW-211+AD4- 766
+ADw-212+AD4- PRT
+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4 -

+ADW-223+AD4- 4-1BBL murino dim+Aok-rico (104-309, C€160S) +IBM- cadena DD de Fc de
CL

+ADwW-400+AD4- 160

Arg Thr Glu Pro Arg Pro Ala Leu Thr Ile Thr Thr Ser Pro Asn Leu

1 5 10 15

Gly Thr Arg Glu Asn Asn Ala Asp Gln val Thr Pro val Ser His Ile
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 GIn 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 Gln 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 Gln Ala Lys Pro Gln 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 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

Pagina 217



Ala

Ser

Gly

Thr

225

Gln

Gly

Ser

Tyr

val

305

Pro

val

Thr

Ser

Gly

Glu

Pro

Gln

Phe

Gly

Ile

val

Ser

Asn

Leu

290

Asp

Thr

Leu

val

Trp

Leu

Leu

Asp

Thr

Thr

Pro

Thr

275

Ser

Ser

Phe

Gln

Glu

355

Ser

Arg

Ser

Asn

Ala

180

Leu

Gly

Thr

Pro

val

260

Thr

Gln

Pro

Thr

Ala

340

Leu

Gln

Ala

Tyr

Pro
420

Tyr

Phe

Gly

Ser

val

245

Phe

Leu

Gly

Gly

Asn

325

Lys

Phe

Leu

Tyr

Pro

405

Trp

Arg

Leu

Gly

Pro

230

Ser

Ala

Asn

Leu

Leu

310

Thr

Pro

Pro

Leu

Leu

390

Asn

Glu

Asp

val

His

Lys

Trp

Arg

295

Tyr

Gly

Gln

Ccys

Leu

375

His

Thr

Gly

Trp

Lys

Ser

Leu

Ile

Leu

His

280

Tyr

Tyr

His

val

Ser

360

Leu

Gly

Thr

Gly

Glu

185

Pro

Arg

Gly

Gly

Leu

265

Ser

Glu

val

Lys

Asp

345

Met

Lys

Ala

Ser

Gly

915098.TXT
Leu Ser Tyr

Asp

Thr

Thr

250

Ala

Gln

Glu

Phe

val

330

Asp

Glu

Ala

Gln

Phe

410

Gly

Asn

Glu

Arg

Pro

Lys

Asp

Asp

Leu

315

Gln

Phe

Asn

Gly

Asp

395

Gly

Ser

Pro

Pro

220

Glu

Asn

Asn

Gly

Lys

Glu

Gly

Asp

Lys

His

380

Ala

Leu

Gly

Pagina 218

Pro

205

Arg

Asn

Thr

Gln

Ala

285

Lys

Leu

Trp

Asn

Leu

365

Arg

Tyr

Phe

Gly

Asn

190

Glu

Pro

Asn

Thr

Ala

270

Gly

Glu

Lys

val

Leu

350

val

Leu

Arg

Leu

Thr

Gly

Ala

Ala

Gln

255

Ser

Ser

Leu

Leu

Ser

335

Ala

Asp

Ser

Asp

val

415

Gly

Thr

Gly

Leu

Asp

240

Leu

Ser

val

Ser

320

Leu

Leu

Arg

val

Trp

Lys

Ser



Arg

Gln

Tyr

465

Gln

Thr

Arg

Pro

Lys

Gln

Lys

Leu

625

Arg

Lys

Pro

Ala

Leu

450

Pro

Asn

Tyr

His

Ile

530

cys

Phe

val

Phe

Pro

610

Pro

val

Thr

Lys

Lys

Gly

ser

Asn

515

val

Lys

Pro

Thr

ser

595

Arg

Ile

Asn

Lys

Glu
675

Ala

Ser

Asp

val

Met

500

Ser

Lys

Pro

Pro

cys

580

Trp

Glu

Met

Ser

Gly

Gln

Ala

Gly

Ile

Leu

485

ser

Tyr

ser

cys

Phe

Glu

Ala
645

Arg

Met

Pro

Gly

Asn

470

Asn

ser

Thr

Phe

Ile

550

Pro

val

val

Gln

Gln

630

Ala

Pro

Ala

Thr

Ala

455

val

Ser

Thr

Cys

Asn

535

cys

Lys

val

Asp

Ile

615

Asp

Phe

Lys

Lys

val

440

Ser

Lys

Trp

Leu

Glu

520

Arg

Thr

Asp

Ala

Asp

Asn

Trp

Gly

Ala

Asp

Ser

val

Trp

Thr

Thr

505

Ala

Asn

val

val

Ile

585

val

Ser

Leu

Ala

Pro

665

Lys

915098.TXT

ITe Phe Pro

val

Lys

Thr

Glu

Pro

Leu

570

Ser

Glu

Thr

Asn

Pro

650

Gln

cys

Ile

475

Gln

Thr

His

Cys

Glu

555

Thr

Lys

val

Phe

Gly

Ile

val

Phe

460

Asp

Asp

Lys

Lys

val

540

val

Ile

Asp

His

Arg

Lys

Glu

Tyr

val Ser Leu

Pagina 219

Pro

445

Leu

Gly

ser

Asp

Thr

525

Pro

Ser

Thr

Asp

Thr

605

Ser

Glu

Lys

Thr

Thr
685

Ser

Asn

Ser

Lys

Glu

510

Ser

Arg

Ser

Leu

Pro

590

Ala

val

Phe

Thr

Ile

670

cys

Ser

Asn

Glu

Tyr

Thr

Asp

val

Thr

575

Glu

Gln

Ser

Lys

Ile

655

Pro

Met

Glu

Phe

Arg

Ser

Glu

ser

Cys

Phe

560

Pro

val

Thr

Cys

640

Ser

Pro

Ile



915098.TXT

Thr Asn Phe Phe Pro Glu Asp Ile Thr val Glu Trp GIn Trp Asn Gly
690 695 700

Gln Pro Ala Glu Asn Tyr Asp Asn Thr Gln Pro Ile Met Asp Thr Asp
705 710 715 720

Gly Ser Tyr Phe val Tyr Ser Asp Leu Asn Val Gln 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

+ADW-210+AD4- 161
+ADW-211+AD4- 318
+ADw-212+AD4- PRT
+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4 -
+ADW-223+AD4- ADN de 4-1BBL murino monom+AOk-rico (104-309, C160S) - CH1

+ADW-400+AD4- 161
Arg Thr Glu Pro Arg Pro Ala Leu Thr Ile Thr Thr Ser Pro Asn Leu
1 5 10

Gly Thr Arg Glu Asn Asn Ala Asp GIn val Thr Pro val Ser His Ile
20 25 30

Gly Cys Pro Asn Thr Thr GIn Gln Gly Ser Pro val Phe Ala Lys Leu
35 40 45

Leu Ala Lys Asnh GIn 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 Gln val
115 120 125
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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 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 Gln 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

Gly Gly ser Gly Gly Gly Gly Ser Ala Lys Thr Thr Pro Pro Ser Vval
210 215 220

Tyr Pro Leu Ala Pro Gly Ser Ala Ala Gln 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 Ile val Pro Arg Asp Cys
305 310 315

+ADW-210+AD4- 162

+ADW-211+AD4- 1341

+ADW-212+AD4- ADN

+ADW-213+AD4- Secuencia artificial

+ADwW-220+AD4-
+ADw-223+AD4- ADN de +AFs-anti-FAP (28H1)+AF0-2 cadena de Fc agujero

+ADW-400+AD4- 162

gaggtgcagc tgctcgaaag cggcggagga ctggtgcagc ctggcggcag cctgagactg 60
tcttgcgccg ccagcggctt caccttcagc agctacgcca tgagctgggt ccgccaggcc 120
cctggcaagg gactggaatg ggtgtccgcc atcatcggct ctggcgccag cacctactac 180
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gccgacageg
ctgcagatga
ttcggcggcet
aagggcccct
gctctgggcet
ggagccctga
agcctgagcea
aacgtgaacc
gacaaaactc
ttcctcttcc
tgcgtggtgg
ggcgtggagg
cgtgtggtca
tgcaaggtct
gggcagcccc
aaccaggtca
tgggagagca
gacggctcct
aacgtcttct

ctctccctgt

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

tgaagggccg
acagcctgcg
tcaactactg
ccgtgttccc
gcctggtcaa
cctcecggegt
gcgtggtcac
acaagcccag
acacatgccc
ccccaaaacc
tggacgtgag
tgcataatgc
gcgtcctcac
ccaacaaagc
gagaaccaca
gcctctegtg
atgggcagcc
tcttcctegt
catgctccgt
ctccgggtaa
163

645
ADN

+ADW-220+AD4-

+ADW-223+AD4-
+ADW-400+AD4 -

gagatcgtgc
ctgtcctgca
cccggecagg
gaccggttct
cccgaggact

cagggcacca

163
tgacccagtc

gagcctccca
ccccteggcet
ccggctctgg
tcgccgtgta

aggtggaaat

gttcaccatc
ggccgaggac
gggacagggc
cctggccccc
ggactacttc
gcacaccttc
cgtgccttct
caacaccaag
accgtgccca
caaggacacc
ccacgaagac
caagacaaag
cgtcctgeac
cctcggegec
ggtgtgcacc
cgcagtcaaa
ggagaacaac
gagcaagctc
gatgcatgag

a

ccccggceacc
gtccgtgacc
gctgatcaac
ctccggcacc
ctactgccag

caagcgtacg
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agccgggaca acagcaagaa
accgccgtgt actactgcge
accctggtca cagtgtccag
agcagcaaga gcaccagcgg
cccgagcccg tgaccgtgtc
cccgecgtge tgcagagttc
agcagcctgg gcacccagac
gtggacaaga aggtggagcc
gcacctgaag ctgcaggggg
ctcatgatct cccggacccc
cctgaggtca agttcaactg
ccgcgggagg agcagtacaa
caggactggc tgaatggcaa
cccatcgaga aaaccatctc
ctgcccccat cccgggatga
ggcttctatc ccagcgacat
tacaagacca cgcctcccgt
accgtggaca agagcaggtg

gctctgcaca accactacac

Secuencia artificial

ADN de cadena ligera de anti-FAP (4B9)

ctgtctctga gccctggcga
tcctcctacc tcgcctggta
gtgggcagtc ggagagccac
gacttcaccc tgaccatctc
cagggcatca tgctgccccc

gtggctgcac catctgtctt
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caccctgtac
caagggatgg
cgctagcacc
cggcacagcc
ctggaacagc
tggcctgtat
ctacatctgc
caagagctgc
accgtcagtc
tgaggtcaca
gtacgtggac
cagcacgtac
ggagtacaag
caaagccaaa
gctgaccaag
cgccgtggag
gctggactcc

gcagcagggg

gcagaagagc

gagagccacc
tcagcagaag
cggcatccct
ccggctggaa
cacctttggc

catcttcccg

240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1341
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300
360



ccatctgatg

tatcccagag

caggagagtg

acgctgagca

ggcctgagct cgcccgtcac

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

+ADW-220+AD4 -
+ADW-223+AD4-

+ADwW-400+AD4 -

1
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val
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Leu
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Gly

Leu

Met

Ala

50

Gly

Gln

Lys

Thr

Pro

130

val

Ala

Arg

Ser

35

Ile

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

20

Trp

Ile

Phe

Asn

Ser

Asp

Thr

agcagttgaa
aggccaaagt
tcacagagca

aagcagacta

164
447
PRT

atctggaact
acagtggaag
ggacagcaag
cgagaaacac

aaagagcttc

gcctctgttg tgtgcctgct gaataacttc
gtggataacg ccctccaatc gggtaactcc
gacagcacct acagcctcag cagcaccctg

aaagtctacg cctgcgaagt cacccatcag
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aacaggggag agtgt

Secuencia artificial

cadena de agujero de
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Pro

val
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Glu
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Gly
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Pro
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Glu
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105

Lys
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Pro
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Fc anti-FAP(4B9)

Gly Leu val GIn Pro

10

Gly

Gly

Thr

Asn

Asp

90

Tyr

Gly

Gly

val

Phe
170

Phe Thr
Lys Gly
Tyr Tyr
60

ser Lys
75

Thr Ala
Trp Gly
Pro Ser
Thr Ala

140

Thr val
155

Pro Ala
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Asn
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425

430

His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
440

435

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

165
2166
ADN

+ADW-220+AD4 -

+ADW-223+AD4-

+ADwW-400+AD4 -

agagagggcc
atgtttgctc
agcgatcctg
aaagaactgg
agagtggtgg
agaagcgctg
gaggcccgga
aggctgggag
ggcgctacag
ccaagaagcg
tcccctgacg
gctcagaatg
ggggtgtccc

aaagctgggg
ggctcaggat

gctgcactgg
ttcgggttcc
catactgaag
ctgtttcgcg
ggaggttccg
ccatccgatg
taccctaggg
caggaatctg

acactgtcta

165
ctgagctgag

agctggtggc
gactggctgg
tggtggccaa
ccggcgaagg
ctggcgctgce
atagcgcatt
tgcatctgca
tgctgggcct
daaggcggagg
atccagccgg
tgctgctgat
tgactggggg
tgtactatgt
ctgtgtccct
ctctgactgt
aaggacgcct
ccagagcccg
tgacacctga
9agggggagg
aacagctgaa
aagctaaagt
tgacagaaca

aggctgatta

Secuencia artificial

445

ccccgatgat cctgctggac tgctggacct gcggcagggc

ccagaacgtg
cgtgtcactg
ggccggcegtg
atctggctct
agctctggca
tgggtttcaa
cacagaggcc
gttcagagtg
cggatctggc
gctgctggat
tgacggacct
actgtcctac
gttttttcag
ggctctgcat
ggacctgcca
gctgcatctg
gcatgcttgg
gatccctgec
atctcgtacg
aagcggcacc
gcagtggaaa
ggactccaag

tgagaaacac

ctgctgatcg
acaggcggcc
tactacgtgt
gtgtctctgg
ctgacagtgg
ggcaggctgc
agggctagac
acccccgaga
ggcggaggat
ctgagacagg
ctgagctggt
aaagaagata
ctggaactga
ctgcagccac
ccagcctcta
agcgccggac
cagctgactc
ggactgccaa
gtggccgcetc
gcctccgteg
gtggataacg
gacagcacct

aaagtctacg

atggccccct
tgagctacaa
tctttcaget
ccctgcatct
atctgcctcc
tgcacctgtc
acgcctggea
ttccagccgg
ctagagaggg
gaatgttcgc
actccgaccc
caaaagaact
ggcgggtggt
tgcgctctgce
gcgaggccag
agcgcctggg
agggggcaac
gccctagatc
cctccgtgtt
tgtgtctgct
cactgcagtc
actccctgtc

cctgcgaagt
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gtcctggtac
agaggacacc
ggaactgcgg
gcagcctctg
tgccagctcc
tgccggccag
gctgacacag
cctgccttcet
acccgaactg
ccagctggtg
agggctggca
ggtggtggct
ggctggggag
tgctggcgca
aaacagcgcc
agtgcatctg
tgtgctggga
agaagggggc
tatctttccc
gaacaatttt
cggcaactcc
ctccaccctg

cacccatcag

ADN de hu 4-1BBL dim+AOk-rico (71-254) - CL cadena Fc pomo
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ggcctgagcet
tgtcccectt
aagcccaagg
gtgtcccacg
aatgccaaga
ctcaccgtcc
aaagcccteg
ccacaggtgt
tggtgcctygg
cagccggaga
ctctacagca

tccgtgatgc

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

+ADW-220+AD4-
+ADW-223+AD4-

+ADW-400+AD4 -
agagagggcc ctgagctgag ccccgatgat cctgctggac tgctggacct gcggcagggc

atgtttgctc
agcgatcctg
aaagaactgg
agagtggtgg
agaagcgctg
gaggcccgga
agactgggag
ggcgctacag
cctagatctg
tccgtgtttce
tgcctcgtga

acctctggag
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cgcccgtcac aaagagcttc aacaggggag agtgtgacaa gacccacacc
gtcctgcccce tgaagctgct ggcggecctt ctgtgttcct gttcccccca
acaccctgat gatcagccgg acccccgaag tgacctgcgt ggtggtggat
aggaccctga agtgaagttc aattggtacg tggacggcgt ggaagtgcac
ccaagccgcg ggaggagcag tacaacagca cgtaccgtgt ggtcagcgtc
tgcaccagga ctggctgaat ggcaaggagt acaagtgcaa ggtctccaac
gcgcccccat cgagaaaacc atctccaaag ccaaagggca gccccgagaa
acaccctgcc cccatgccgg gatgagctga ccaagaacca ggtcagcctg
tcaaaggctt ctatcccagc gacatcgccg tggagtggga gagcaatggg
acaactacaa gaccacgcct cccgtgctgg actccgacgg ctccttcttc
agctcaccgt ggacaagagc aggtggcagc aggggaacgt cttctcatgc

atgaggctct gcacaaccac tacacgcaga agagcctctc cctgtctccg

166
891
ADN
Secuencia artificial

ADN de hu 4-1BBL monom+AOk-rico (71-254) - CH1
166

agctggtggc ccagaacgtg ctgctgatcg atggccccct gtcctggtac
gactggctgg cgtgtcactg acaggcggcc tgagctacaa agaggacacc
tggtggccaa ggccggcgtg tactacgtgt tctttcagct ggaactgcgg
ccggcgaagg atctggctct gtgtctctgg ccctgcatct gcagcctctg
ctggcgctge agctctggct ctgacagtgg atctgcctcc tgccagctcc
atagcgcatt tgggtttcaa ggccggctgc tgcacctgtc tgccggccag
tgcatctgca cacagaggcc agagccaggc acgcctggca gctgacacag
tgctgggect gttcagagtg acccccgaga ttcctgeccgg cctgectage
aaggcggcgg aggttccgga ggcggaggat ctgctagcac caaaggccct
ctctggctcc tagctccaag tccacctctg gaggcaccgc tgctctcgga
aggattattt tcctgagcct gtgacagtgt cctggaatag cggagcactg

tgcatacttt ccccgctgtg ctgcagtcct ctggactgta cagcctgagc
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agcgtggtga cagtgcccag cagcagcctg ggcacccaga cctacatctg caacgtgaac

cacaagccca gcaacaccaa ggtggacaag aaggtggaac ccaagtcttg t

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

167
2502
ADN

+ADW-220+AD4 -

+ADW-223+AD4-

dim+Aok-rico (71-254)

ADN

+ADwW-400+AD4 -

gaggtgcagc
tcttgcgecg
cctggcaagg
gccgacagcg
ctgcagatga
ttcggcggct
aagggcccct
gctctgggct
ggagccctga
agcctgagca
aacgtgaacc
gacaaaactc
ttcctcttcc
tgcgtggtgg
ggcgtggagg
cgtgtggtca
tgcaaggtct
gggcagcccc
aaccaggtca
tgggagagca
gacggctcct
aacgtcttct
ctctccctgt

gagctgagcc

167
tgctcgaaag

ccagcggett
gactggaatg
tgaagggccg
acagcctgcg
tcaactactg
ccgtgttccc
gcctggtcaa
cctccggegt
gcgtggtcac
acaagcccag
acacatgccc
ccccaaaacc
tggacgtgag
tgcataatgc
gcgtcctcac
ccaacaaagc
gagaaccaca
gcctctegtg
atgggcagcc
tcttcctegt
catgctccgt

ctccgggtgg

ccgatgatcc

cggcggagga
caccttcagc
ggtgtccgec
gttcaccatc
ggccgaggac
gggacagggc
cctggecccc
ggactacttc
gcacaccttc
cgtgccttct
caacaccaag
accgtgccca
caaggacacc
ccacgaagac
caagacaaag
cgtcctgcac
cctcggcgec
ggtgtgcacc
cgcagtcaaa
ggagaacaac
gagcaagctc
gatgcatgag
aggcggcgga
tgctggactg

Secuencia artificial

ctggtgcagc
agctacgcca
atcatcggct
agccgggaca
accgccgtgt
accctggtca
agcagcaaga
cccgagceccg
cccgeegtgce
agcagcctgg
gtggacaaga
gcacctgaag
ctcatgatct
cctgaggtca
ccgcgggagg
caggactggc
cccatcgaga
ctgcccccat
ggcttctatc
tacaagacca
accgtggaca
gctctgcaca
agcggaggag
ctggacctgc

ctggcggcag
tgagctgggt
ctggcgccag
acagcaagaa
actactgcgc
cagtgtccag
gcaccagcgg
tgaccgtgtc
tgcagagttc
gcacccagac
aggtggagcc
ctgcaggggg
cccggacccc
agttcaactg
agcagtacaa
tgaatggcaa
aaaccatctc
cccgggatga
ccagcgacat
cgcctcecgt
agagcaggtg
accactacac

gaggatccag
ggcagggcat
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cadena Fc agujero de anti-FAP (4B9) fusionada a hu

cctgagactg
ccgccaggcec
cacctactac
caccctgtac
caagggatgg
cgctagcacc
cggcacagcc
ctggaacagc
tggcctgtat
ctacatctgc
caagagctgc
accgtcagtc
tgaggtcaca
gtacgtggac
cagcacgtac
ggagtacaag
caaagccaaa
gctgaccaag
cgccgtggag
gctggactcc
gcagcagggg
gcagaagagc
agagggccct
gtttgctcag
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ctggtggccc agaacgtgct gctgatcgat ggccccctgt cctggtacag cgatcctgga 1500
ctggctggcg tgtcactgac aggcggcctg agctacaaag aggacaccaa agaactggtg 1560
gtggccaagg ccggcgtgta ctacgtgttc tttcagctgg aactgcggag agtggtggcc 1620
ggcgaaggat ctggctctgt gtctctggcc ctgcatctgc agcctctgag aagcgctgcet 1680
ggcgctgcag ctctggcact gacagtggat ctgcctcctg ccagctccga ggcccggaat 1740
agcgcatttg ggtttcaagg caggctgctg cacctgtctg ccggccagag gctgggagtg 1800
catctgcaca cagaggccag ggctagacac gcctggcagc tgacacaggg cgctacagtg 1860
ctgggcctgt tcagagtgac ccccgagatt ccagccggcc tgccttctcc aagaagcgaa 1920
ggcggaggcg gatctggcgg cggaggatct agagagggac ccgaactgtc ccctgacgat 1980
ccagccgggce tgctggatct gagacaggga atgttcgccc agctggtggc tcagaatgtg 2040
ctgctgattg acggacctct gagctggtac tccgacccag ggctggcagg ggtgtccctg 2100
actgggggac tgtcctacaa agaagataca aaagaactgg tggtggctaa agctggggtg 2160
tactatgtgt tttttcagct ggaactgagg cgggtggtgg ctggggaggg ctcaggatct 2220
gtgtccctgg ctctgcatct gcagccactg cgctctgctg ctggcgcagc tgcactggct 2280
ctgactgtgg acctgccacc agcctctagc gaggccagaa acagcgcctt cgggttccaa 2340
ggacgcctgc tgcatctgag cgccggacag cgcctgggag tgcatctgca tactgaagcc 2400
agagcccggc atgcttggca gctgactcag ggggcaactg tgctgggact gtttcgegtg 2460
acacctgaga tccctgccgg actgccaagc cctagatcag aa 2502

+ADW-210+AD4- 168

+ADW-211+AD4- 1920

+ADw-212+AD4- ADN

+ADW-213+AD4- Secuencia artificial

+ADw-220+AD4-
+ADW-223+AD4- ADN de cadena de Fc pomo de anti-FAP (4B9) fusionada a hu 4-1BBL
monom+AOKk-rico

(71-254)

+ADW-400+AD4- 168

gaggtgcagc tgctcgaaag cggcggagga ctggtgcagc ctggcggcag cctgagactg 60
tcttgcgecg ccagcggett caccttcagc agctacgcca tgagctgggt ccgccaggcec 120
cctggcaagg gactggaatg ggtgtccgcc atcatcggct ctggcgccag cacctactac 180
gccgacagcg tgaagggccg gttcaccatc agccgggaca acagcaagaa caccctgtac 240
ctgcagatga acagcctgcg ggccgaggac accgccgtgt actactgcgc caagggatgg 300
ttcggcggct tcaactactg gggacagggc accctggtca cagtgtccag cgctagcacc 360
aagggcccat cggtcttccc cctggcaccc tcctccaaga gcacctctgg gggcacageg 420
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gccctgggct
ggcgccctga
tccctcagea
aacgtgaatc
gacaaaactc
ttcctcttcc
tgcgtggtgg
ggcgtggagg
cgtgtggtca
tgcaaggtct
gggcagcccc
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
gagctgagcc
ctggtggccc
ctggctggeg
gtggccaagg
ggcgaaggat
ggcgctgcag
agcgcatttg
catctgcaca

ctgggcctgt

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

gcctggtcaa
ccagcggegt
gcgtggtgac
acaagcccag
acacatgccc
ccccaaaacc
tggacgtgag
tgcataatgc
gcgtcctcac
ccaacaaagc
gagaaccaca
ccctgtggtg
acggccagcc
tcttcctgta
gctgcagcgt
gccccggegg
ccgatgatcc
agaacgtgct
tgtcactgac
ccggcgtgta
ctggctctgt
ctctggcact
ggtttcaagg
cagaggccag
tcagagtgac
169

2130
ADN

+ADW-220+AD4 -

+ADW-223+AD4-

+ADw-400+AD4 -

169

ggactacttc
gcacaccttc
cgtgccctcc
caacaccaag
accgtgccca
caaggacacc
ccacgaagac
caagacaaag
cgtcctgcac
cctcggcgec
ggtgtacacc
tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
aggcggcgga
tgctggactg
gctgatcgat
aggcggectg
ctacgtgttc
gtctctggec
gacagtggat
caggctgctg
ggctagacac

ccccgagatt
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cccgaaccgg
ccggctgtcc
agcagcttgg
gtggacaaga
gcacctgaag
ctcatgatct
cctgaggtca
ccgcgggagg
caggactggc
cccatcgaga
ctgccccect
ggcttctacc
tacaagacca
accgtggaca
gccctgcaca
agcggaggag
ctggacctgc
ggccccctgt
agctacaaag
tttcagctgg
ctgcatctgc
ctgcctcctg
cacctgtctg
gcctggcagce

ccagccggcc

Secuencia artificial

tgacggtgtc
tacagtcctc
gcacccagac
aagttgagcc
ctgcaggggg
cccggacccc
agttcaactg
agcagtacaa
tgaatggcaa
aaaccatctc
gcagagatga
ccagcgatat
cccecccctgt
agagccggtg
accactacac
gaggatccag
ggcagggcat
cctggtacag
aggacaccaa
aactgcggag
agcctctgag
ccagctccga
ccggccagag
tgacacaggg

tgccttctec

gtggaactca
aggactctac
ctacatctgc
caaatcttgt
accgtcagtc
tgaggtcaca
gtacgtggac
cagcacgtac
ggagtacaag
caaagccaaa
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
agagggccct
gtttgctcag
cgatcctgga
agaactggtg
agtggtggcc
aagcgctgct
ggcccggaat
gctgggagtg
cgctacagtg

aagaagcgaa

agagagggcc ctgagctgag ccccgatgat cctgctggac tgctggacct gcggcagggc

atgtttgctc agctggtggc ccagaacgtg ctgctgatcg atggccccct gtcctggtac
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agcgatcctg
aaagaactgg
agagtggtgg
agatctgctg
gaggcccgga
aggctgggag
ggcgctacag
ggcggatctg

gggctgctgg
attgacggac

ggactgtcct
gtgttttttc
ctggctctgce
gtggacctgc
ctgctgcatc
cggcatgctt
gagatccccg
gcaccatctg
gtcgtgtgcc
aatgccctgce
acctacagcc
tacgcctgceg
ggcgagtgeg
cctagcgtgt
gaagtgacct
tacgtggacg
agcacgtacc
gagtacaagt
aaagccaaag

ctgaccaaga

gccgtggagt

gactggctgg
tggtggccaa
ccggcgaagg
ctggcgeegce
atagcgcatt
tgcatctgca
tgctgggect
gcggcggagg
atctgagaca
ctctgagctg
acaaagaaga
agctggaact
atctgcagcc
ccccagettce
tgagcgccgg
ggcagctgac
ctggactggg
tctttatctt
tgctgaataa
agagcggcaa
tgagcagcac
aagtgaccca
acaagaccca
tcctgttecc
gcgtggtggt
gcgtggaagt
gtgtggtcag
gcaaggtctc
ggcagccccg

accaggtcag

gggagagcaa

cgtgtcactg
ggccggegtg
atctggctct
tgctctggca
tgggtttcaa
cacagaggcc
gttcagagtg
atctagagaa
gggaatgttc
gtactccgac
tacaaaagaa
gaggcgggtg
actgcgctct
ttccgaggcc
acagcgcctg
tcagggggca
cggaggcggt
cccacccagc
cttctacccc
cagccaggaa
cctgaccctg
ccagggcctg
cacctgtcct
cccaaagccc
ggatgtgtcc
gcacaatgcc
cgtcctcacc
caacaaagcc
agaaccacag
cctgtggtgce

tgggcagccg
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acaggcggcc
tactacgtgt
gtgtctctgg
ctgacagtgg
ggcaggctgc
agggctagac
acccccgaga
ggacccgagce
gcccagetgg
ccagggctgg
ctggtggtgg
gtggctgggg
gcagcagggg
agaaacagcg
ggagtgcatc
actgtgctgg
tccggagggg
gaccggaagc
cgcgaggcca
agcgtgaccg
agcaaggccg
tctagccccg
ccatgccctg
aaggacaccc
cacgaggacc
aagaccaagc
gtcctgcacc
ctcggcgecc
gtgtacaccc
ctggtcaaag

gagaacaact

tgagctacaa
tctttcaget
ccctgcatct
atctgcctcc
tgcacctgtc
acgcctggea
ttccagccgg
tgtcccctga
tggctcagaa

caggggtgtc
ctaaagctgg

agggctcagg
ctgcagcact
ccttcgggtt
tgcatactga
gactgtttcg
gaggatctcg
tgaagtctgg
aggtgcagtg
agcaggacag
actacgagaa
tgaccaagag
cccctgaagce
tgatgatcag
ctgaagtgaa
cgcgggagga
aggactggct
ccatcgagaa
tgcccccatg
gcttctatcc

daCaagaccac
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agaggacacc
ggaactgcgg
gcagcctctg
tgccagcagce
tgccggcecag
gctgacacag
actgggaggc
cgatccagcc
tgtgctgctg
cctgactggg
ggtgtactat
atctgtgtcc
ggccctgact
ccaaggacgc
agccagagcc
cgtgacacct
tacggtggct
cacagccagc
gaaggtggac
caaggactcc
gcacaaggtg
cttcaaccgg
tgctggcggc
ccggacccct
gttcaattgg
gcagtacaac
gaatggcaag
aaccatctcc
ccgggatgag
cagcgacatc

gcctcccgtg
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ctggactccg acggctcctt cttcctctac agcaagctca ccgtggacaa gagcaggtgg 2040
cagcagggga acgtcttctc atgctccgtg atgcatgagg ctctgcacaa ccactacacg 2100
cagaagagcc tctccctgtc tccgggtaaa 2130

+ADW-210+AD4- 170
+ADw-211+AD4- 873
+ADW-212+AD4- ADN
+ADW-213+AD4- Secuencia artificial

+ADw-220+AD4 -
+ADW-223+AD4- ADN de hu 4-1BBL monom+AOk-rico (71-248) - CH1+ACo-

+ADW-400+AD4- 170

agagagggcc ctgagctgag ccccgatgat cctgctggac tgctggacct gcggcagggce 60
atgtttgctc agctggtggc ccagaacgtg ctgctgatcg atggccccct gtcctggtac 120
agcgatcctg gactggctgg cgtgtcactg acaggcggcc tgagctacaa agaggacacc 180
aaagaactgg tggtggccaa ggccggcgtg tactacgtgt tctttcagct ggaactgcgg 240
agagtggtgg ccggcgaagg atctggctct gtgtctctgg ccctgcatct gcagcectctg 300
agatctgctg ctggcgccgce tgctctggca ctgacagtgg atctgcctcc tgccagcagce 360
gaggcccgga atagcgcatt tgggtttcaa ggcaggctgc tgcacctgtc tgccggccag 420
aggctgggag tgcatctgca cacagaggcc agggctagac acgcctggca gctgacacag 480
ggcgctacag tgctgggcct gttcagagtg acccccgaga ttccagccgg actgggaggce 540
ggaggttccg gaggcggagg atctgctagc acaaagggcc ccagcgtgtt ccctctggcec 600
cctagcagca agagcacatc tggcggaaca gccgccctgg gctgcctggt ggaagattac 660
ttccccgagec ccgtgaccgt gtcctggaat tctggcgccc tgacaagcgg cgtgcacacc 720
tttccagccg tgctgcagag cagcggcctg tactctctga gcagcgtcgt gacagtgccc 780
agcagctctc tgggcaccca gacctacatc tgcaacgtga accacaagcc cagcaacacc 840
aaggtggacg agaaggtgga acccaagtcc tgc 873

+ADW-210+AD4- 171

+ADW-211+AD4- 2130

+ADW-212+AD4- ADN

+ADW-213+AD4- Secuencia artificial

+ADwW-220+AD4 -
+ADw-223+AD4- ADN de hu 4-1BBL dim+AOk-rico (71-248) - CL cadena Fc pomo

+ADw-400+AD4- 171

agagagggcc ctgagctgag ccccgatgat cctgctggac tgctggacct gcggcaggge 60
atgtttgctc agctggtggc ccagaacgtg ctgctgatcg atggccccct gtcctggtac 120
agcgatcctg gactggctgg cgtgtcactg acaggcggcc tgagctacaa agaggacacc 180
aaagaactgg tggtggccaa ggccggcgtg tactacgtgt tctttcagct ggaactgcgg 240
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agagtggtgg
agatctgctg
gaggcccgga
aggctgggag
ggcgctacag
ggcggatctg

gggctgctgg
attgacggac

ggactgtcct
gtgttttttc
ctggctctgce
gtggacctgc
ctgctgcatc
cggcatgctt
gagatccccg
gctccctecg
gtcgtgtgtc
aacgcactgc
acctactccc
tacgcctgceg
ggagagtgtg
ccttctgtgt
gaagtgacct
tacgtggacg
agcacgtacc
gagtacaagt
aaagccaaag
ctgaccaaga
gccgtggagt
ctggactccg

cagcagggga

ccggcgaagg
ctggcgecgce
atagcgcatt
tgcatctgca
tgctgggect
gcggcggagyg
atctgagaca
ctctgagctg
acaaagaaga
agctggaact
atctgcagcc
ccccagettce
tgagcgccgg
ggcagctgac
ctggactggg
tgtttatctt
tgctgaacaa
agtccggcaa
tgtcctccac
aagtcaccca
acaagaccca
tcctgttecc
gcgtggtggt
gcgtggaagt
gtgtggtcag
gcaaggtctc
ggcagccccg
accaggtcag
gggagagcaa
acggctcctt

acgtcttctc

atctggctct
tgctctggca
tgggtttcaa
cacagaggcc
gttcagagtg
atctagagaa
gggaatgttc
gtactccgac
tacaaaagaa
gaggcgggtg
actgcgctct
ttccgaggcc
acagcgcctg
tcagggggca
cggaggcggt
tcccccatcc
tttttaccct
ctcccaggaa
cctgacactg
tcagggcctg
cacctgtccc
cccaaagccc
ggatgtgtcc
gcacaatgcc
cgtcctcacc
caacaaagcc
agaaccacag
cctgtggtgce
tgggcagecg
cttcctctac

atgctccgtg
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gtgtctctgg
ctgacagtgg
ggcaggctgce
agggctagac
acccccgaga
ggacccgagce
gcccagetgg
ccagggctgg
ctggtggtgg
gtggctgggg
gcagcagggg
agaaacagcg
ggagtgcatc
actgtgctgg
tccggagggg
gatgaacagc
agggaagcta
tctgtgacag
tctaaggctg
agctcgeecg
ccttgtcctg
aaggacaccc
cacgaggacc
aagaccaagc
gtcctgcacc
ctcggcgecc
gtgtacaccc
ctggtcaaag
gagaacaact
agcaagctca

atgcatgagg

ccctgcatct
atctgcctcc
tgcacctgtc
acgcctggea
ttccagccgg
tgtcccctga
tggctcagaa

caggggtgtc
ctaaagctgg

agggctcagg
ctgcagcact
ccttcgggtt
tgcatactga
gactgtttcg
gaggatctcg
tgaaaagcgg
aagtgcagtg
aacaggactc
attatgagaa
tcacaaagag
cccctgaagce
tgatgatcag
ctgaagtgaa
c€gcgggagga
aggactggct
ccatcgagaa
tgcccccatg
gcttctatcc
acaagaccac
ccgtggacaa

ctctgcacaa
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gcagcctctg
tgccagcagce
tgccggcecag
gctgacacag
actgggaggc
cgatccagcc
tgtgctgctg
cctgactggg
ggtgtactat
atctgtgtcc
ggccctgact
ccaaggacgc
agccagagcc
cgtgacacct
tacggtggcc
caccgcctec
gaaagtggat
caaggacagc
acacaaagtc
cttcaacagg
tgctggcggce
ccggaccccc
gttcaattgg
gcagtacaac
gaatggcaag
aaccatctcc
ccgggatgag
cagcgacatc
gcctccegtg
gagcaggtgg

ccactacacg
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cagaagagcc tctccctgtc tccgggtaaa

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

172
873
ADN

+ADW-220+AD4 -

+ADW-223+AD4-

+ADwW-400+AD4 -

agagagggcc
atgtttgctc
agcgatcctg
aaagaactgg
agagtggtgg
agatctgctg
gaggcccgga
aggctgggag
ggcgctacag
ggaggttccg
cctagctcca
tttcctgagce
ttcceccgcetg
agcagcagcc

aaggtggaca

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

172
ctgagctgag

agctggtggc
gactggctgg
tggtggccaa
ccggcgaagg
ctggcgccgce
atagcgcatt
tgcatctgca
tgctgggcct
gaggcggagg
agtccacctc
ctgtgacagt
tgctgcagtc
tgggcaccca

agaaggtgga

173
710
PRT

+ADW-220+AD4 -

+ADW-223+AD4-

+ADwW-400+AD4 -

173
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Secuencia artificial

ccccgatgat cctgctggac tgctggacct

ccagaacgtg
cgtgtcactg
ggccggegtg
atctggctct
tgctctggca
tgggtttcaa
cacagaggcc
gttcagagtg
atctgctagc
tggaggcacc
gtcctggaat
ctctggactg
gacctacatc

acccaagtct

ctgctgatcg
acaggcggcc
tactacgtgt
gtgtctctgg
ctgacagtgg
ggcaggctge
agggctagac
acccccgaga
accaaaggcc
gctgctctcg
agcggagcac
tacagcctga
tgcaacgtga
tgt

Secuencia artificial

atggccccct
tgagctacaa
tctttcaget
ccctgcatct
atctgcctcc
tgcacctgtc
acgcctggca
ttccagccgg
cttccgtgtt
gatgcctcgt
tgacctctgg
gcagcgtggt

aCCacCaagcc

ADN de hu 4-1BBL monom+AOk-rico (71-248) - CH1

gcggcaggge
gtcctggtac
agaggacacc
ggaactgcgg
gcagcctctg
tgccagcagc
tgccggccag
gctgacacag
actgggaggc
tcctctgget
gaaggattat
agtgcatact
gacagtgccc

cagcaacacc

hu 4-1BBL dim+AOk-rico (71-248) - CL cadena Fc pomo

Arg Glu Gly Pro Glu Leu Ser Pro Asp Asp Pro Ala Gly Leu Leu Asp
1 10 15

5

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
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Thr
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Trp
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Glu
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165

Gly
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Gly

Leu
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Glu
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Ala

Leu

Ala

150

Gly

Gly
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val

Asp
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Glu

Phe

Ser

Ala

Ser
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Tyr

Gly

Ala

Ser

His

135

Arg

Leu

Ser

Pro

Ala

215

Pro

Asp

Phe

val

Ala

Tyr

Tyr

Ser

Ala

Ser

120

Leu

Ala

Phe

Gly

Ala
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Gln

Gly

Thr

Gln

Ser
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Ala
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Gly

Ser

Arg

Arg

Gly

Gly
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Lys

Leu
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Leu
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Glu Asp Thr
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Phe

Ser
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Ala
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His

val
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Gly

Leu

val

Ala

Glu

250

Glu

Ala

Phe
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Ala
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Gly
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Thr

Gly

Leu
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Gln
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Fc agujero de anti-FAP (4B9) fusionada a hu 4-1BBL
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caccttcagc
ggtgtccgcec
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ggcagggcat
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ADN de cadena de Fc agujero de DP47 fusionada a hu

gaggtgcaat tgttggagtc tgggggaggc ttggtacagc ctggggggtc cctgagactc

tcctgtgcag cctccggatt cacctttagc agttatgcca tgagctgggt ccgccaggct
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gggctgctgg atctgagaca gggaatgttc gcccagctgg tggctcagaa tgtgctgctg 2040
attgacggac ctctgagctg gtactccgac ccagggctgg caggggtgtc cctgactggg 2100
ggactgtcct acaaagaaga tacaaaagaa ctggtggtgg ctaaagctgg ggtgtactat 2160
gtgttttttc agctggaact gaggcgggtg gtggctgggg agggctcagg atctgtgtcc 2220
ctggctctgc atctgcagcc actgcgctct gctgctggcg cagctgcact ggctctgact 2280
gtggacctgc caccagcctc tagcgaggcc agaaacagcg ccttcgggtt ccaaggacgc 2340
ctgctgcatc tgagcgccgg acagcgcctg ggagtgcatc tgcatactga agccagagcc 2400
cggcatgctt ggcagctgac tcagggggca actgtgctgg gactgtttcg cgtgacacct 2460
gagatccctg ccggactgcc aagccctaga tcagaa 2496

+ADW-210+AD4- 178

+ADW-211+AD4- 1914

+ADW-212+AD4- ADN

+ADW-213+AD4- Secuencia artificial

+ADwW-220+AD4-
+ADW-223+AD4- ADN de cadena de Fc pomo de DP47 fusionada a hu 4-1BBL
monom+AOk-rico (71-254)

+ADW-400+AD4- 178

gaggtgcaat tgttggagtc tgggggaggc ttggtacagc ctggggggtc cctgagactc 60
tcctgtgcag cctccggatt cacctttagc agttatgcca tgagctgggt ccgccaggcet 120
ccagggaagg ggctggagtg ggtctcagct attagtggta gtggtggtag cacatactac 180
gcagactccg tgaagggccg gttcaccatc tccagagaca attccaagaa cacgctgtat 240
ctgcagatga acagcctgag agccgaggac acggccgtat attactgtgc gaaaggcagc 300
ggatttgact actggggcca aggaaccctg gtcaccgtct cgagtgctag caccaagggc 360
ccatcggtct tccccctgge accctcctcc aagagcacct ctgggggcac agcggccctg 420
ggctgcctgg tcaaggacta cttccccgaa ccggtgacgg tgtcgtggaa ctcaggcgcec 480
ctgaccagcg gcgtgcacac cttcccggct gtcctacagt cctcaggact ctactccctc 540
agcagcgtgg tgaccgtgcc ctccagcagc ttgggcaccc agacctacat ctgcaacgtg 600
aatcacaagc ccagcaacac caaggtggac aagaaagttg agcccaaatc ttgtgacaaa 660
actcacacat gcccaccgtg cccagcacct gaagctgcag ggggaccgtc agtcttcctc 720
ttccccccaa aacccaagga caccctcatg atctcccgga cccctgaggt cacatgegtg 780
gtggtggacg tgagccacga agaccctgag gtcaagttca actggtacgt ggacggcgtg 840
gaggtgcata atgccaagac aaagccgcgg gaggagcagt acaacagcac gtaccgtgtg 900
gtcagcgtcc tcaccgtcct gcaccaggac tggctgaatg gcaaggagta caagtgcaag 960
gtctccaaca aagccctcgg cgcccccatc gagaaaacca tctccaaagc caaagggcag 1020
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ccccgagaac cacaggtgta caccctgccc ccctgcagag atgagctgac caagaaccag 1080
gtgtccctgt ggtgtctggt caagggcttc taccccagcg atatcgccgt ggagtgggag 1140
agcaacggcc agcctgagaa caactacaag accacccccc ctgtgctgga cagcgacggce 1200
agcttcttcc tgtactccaa actgaccgtg gacaagagcc ggtggcagca gggcaacgtg 1260
ttcagctgca gcgtgatgca cgaggccctg cacaaccact acacccagaa gtccctgagc 1320
ctgagccccg gcggaggcgg cggaagcgga ggaggaggat ccagagaggg ccctgagctg 1380
agccccgatg atcctgctgg actgctggac ctgcggcagg gcatgtttgc tcagctggtg 1440
gcccagaacg tgctgctgat cgatggcccc ctgtcctggt acagcgatcc tggactggct 1500
ggcgtgtcac tgacaggcgg cctgagctac aaagaggaca ccaaagaact ggtggtggcc 1560
aaggccggcg tgtactacgt gttctttcag ctggaactgc ggagagtggt ggccggcgaa 1620
ggatctggct ctgtgtctct ggccctgcat ctgcagcctc tgagaagcgc tgctggcgct 1680
gcagctctgg cactgacagt ggatctgcct cctgccagct ccgaggcccg gaatagcgca 1740
tttgggtttc aaggcaggct gctgcacctg tctgccggcc agaggctggg agtgcatctg 1800
cacacagagg ccagggctag acacgcctgg cagctgacac agggcgctac agtgctgggce 1860
ctgttcagag tgacccccga gattccagcc ggcctgcctt ctccaagaag cgaa 1914

+ADW-210+AD4- 179
+ADwW-211+AD4- 834
+ADW-212+AD4- PRT
+ADW-213+AD4- Secuencia artificial

+ADwW-220+AD4-

+ADW-223+AD4- cadena de Fc agujero de DP47 fusionada a hu 4-1BBL dim+AOk-rico
(71-254)

+ADW-400+AD4- 179
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1 5 10 15
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20 25 30
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35 40 45

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

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

Leu Gln Met Ash Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
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+ADW-210+AD4- 180
+ADW-211+AD4- 640
+ADw-212+AD4- PRT
+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4-

+ADW-223+AD4- cadena de Fc pomo de DP47 fusionada a hu 4-1BBL monom+AOk-rico
(71-254)

+ADw-400+AD4- 180

Glu val GIn Leu Leu Glu Ser Gly Gly Gly Leu val Gln 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 Ile Ile Gly Ser Gly Ala Ser Thr Tyr Tyr Ala Asp Ser val
50 55 60

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

Leu Gln 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 GIln 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 Gln Thr Tyr Ile Cys Asn Vval Asn His Lys Pro Ser Asn
195 200 205
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ccagggaagg ggctggagtg ggtctcagct attagtggta gtggtggtag

gcagactccg tgaagggccg gttcaccatc tccagagaca attccaagaa
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ctgcagatga
ggatttgact
ccatcggtct
ggctgectgg
ctgaccagcg
agcagcgtgg
aatcacaagc
actcacacat
ttccccccaa
gtggtggacg
gaggtgcata
gtcagcgtcc
gtctccaaca
ccccgagaac
gtcagcctga
agcaatgggc
tccttettec
ttctcatgct

ctgtctccgg

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

acagcctgag
actggggcca
tcccectggce
tcaaggacta
gcgtgcacac
tgaccgtgcc
ccagcaacac
gcccaccgtg
aacccaagga
tgagccacga
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tcaccgtect
aagccctcgg
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cctgecctggt
agccggagaa
tctacagcaa
ccgtgatgca
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+ADW-220+AD4-
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20 25
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Secuencia artificial
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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 Ile Glu Lys Thr Ile Ser Lys
325 330 335

Ala Lys Gly Gln Pro Arg Glu Pro Gln val Tyr Thr Leu Pro Pro Ser
340 345 350

Arg Asp Glu Leu Thr Lys Asn Gln val Ser Leu Thr Cys Leu Vval Lys
355 360 365

Gly Phe Tyr Pro Ser Asp Ile Ala val Glu Trp Glu Ser Asn Gly Gln
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 Gln
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

+ADW-210+AD4- 183
+ADW-211+AD4- 189
+ADw-212+AD4- PRT
+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4-
+ADW-223+AD4- hu 4-1BBL monom+AOk-rico (71-254) m+AOE-s enlazador (G4s)1

+ADwW-400+AD4- 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 Gln Leu val Ala Gln Asn val Leu Leu
20 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 Gln Leu Glu Leu Arg
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65 70 75 80

Arg val val Ala Gly Glu Gly Ser Gly Ser val Ser Leu Ala Leu His
85 90 95

Leu Gln 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 Gln Gly Arg Leu Leu His Leu Ser Ala Gly Gln Arg Leu Gly val
130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp Gln Leu Thr Gln
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
180 185

+ADW-210+AD4- 184
+ADwW-211+AD4- 188
+ADW-212+AD4- PRT
+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4 -
+ADW-223+AD4- hu 4-1BBL monom+AOk-rico (71-248) m+AOE-s enlazador (G4S)?2

+ADw-400+AD4- 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 GIln 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
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Leu Gln 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 Gln Gly Arg Leu Leu His Leu Ser Ala Gly Gln Arg Leu Gly val
130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp Gln Leu Thr Gln
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

+ADW-210+AD4- 185
+ADW-211+AD4- 183
+ADw-212+AD4- PRT
+ADwW-213+AD4- Secuencia artificial

+ADW-220+AD4-
+ADW-223+AD4- hu 4-1BBL monom+AOk-rico (71-248) m+AOE-s enlazador (G4sS)1

+ADW-400+AD4- 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 Gln Leu val Ala Gln 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 Gln 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 Gln Pro Leu Arg Ser Ala Ala Gly Ala Ala Ala Leu Ala Leu Thr
100 105 110
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val Asp Leu Pro Pro Ala Ser Ser Glu Ala Arg Asn Ser Ala Phe Gly
115 120 125

Phe Gln Gly Arg Leu Leu His Leu Ser Ala Gly Gln Arg Leu Gly val
130 135 140

His Leu His Thr Glu Ala Arg Ala Arg His Ala Trp Gln Leu Thr Gln
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

+ADW-210+AD4- 186
+ADwW-211+AD4- 1602
+ADW-212+AD4- ADN
+ADwW-213+AD4- Secuencia artificial

+ADwW-220+AD4- )
+ADw-223+AD4- ADN de cadena de Fc pomo de ant+A00O-geno CD19 humano marcador avi

+ADW-400+AD4- 186

cccgaggaac ccctggtcgt gaaggtggaa gagggcgaca atgccgtgct gcagtgectg 60
aagggcacct ccgatggccc tacccagcag ctgacctggt ccagagagag ccccctgaag 120
cccttectga agctgtctct gggcctgcct ggcctgggca tccatatgag gcctctggcec 180
atctggctgt tcatcttcaa cgtgtcccag cagatgggcg gcttctacct gtgtcagect 240
ggccccccat ctgagaaggc ttggcagcct ggctggaccg tgaacgtgga aggatccggc 300
gagctgttcc ggtggaacgt gtccgatctg ggcggcctgg gatgcggcct gaagaacaga 360
tctagcgagg gccccagcag ccccagcggc aaactgatga gccccaagct gtacgtgtgg 420
gccaaggaca gacccgagat ctgggagggc gagcctcctt gcctgccccc tagagacagc 480
ctgaaccaga gcctgagcca ggacctgaca atggcccctg gcagcacact gtggctgagce 540
tgtggcgtgc cacccgactc tgtgtctaga ggccctctga gctggaccca cgtgcaccct 600
aagggcccta agagcctgct gagcctggaa ctgaaggacg acaggcccgc cagagatatg 660
tgggtcatgg aaaccggcct gctgctgcct agagccacag cccaggatgc cggcaagtac 720
tactgccaca gaggcaacct gaccatgagc ttccacctgg aaatcaccgc cagacccgtg 780
ctgtggcact ggctgctgag aacaggcggc tggaaggtcg acgctagcgg tggtagtccg 840
acacctccga cacccggggg tggttctgca gacaaaactc acacatgccc accgtgccca 900
gcacctgaag ccgcaggggg accgtcagtc ttcctcttcc ccccaaaacc caaggacacc 960
ctcatgatct cccggacccc tgaggtcaca tgcgtggtgg tggacgtgag ccacgaagac 1020
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ggcgtggagg tgcataatgc
cgtgtggtca gcgtcctcac
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aaccaggtca gcctgtggtg
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gaatggcacg ag
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cgtcctgeac
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cctggtcaaa
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cagcaagctc
gatgcatgag
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1080
1140
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1260
1320
1380
1440
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ant+A00-geno CD19 humano marcador avi
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Asn Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Gly Ala
385 390 395 400

Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
405 410 415

Gln val Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn Gln
420 425 430

val Ser Leu Trp Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
435 440 445

val Glu Trp Glu Ser Asn Gly Gln 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 Gln Lys Ser Leu Ser
500 505 510

Leu Ser Pro Gly Lys Ser Gly Gly Leu Asnh Asp Ile Phe Glu Ala Gln
515 520 525

Lys Ile Glu Trp His Glu
530

+ADW-210+AD4- 188
+ADW-211+AD4- 1605
+ADw-212+AD4- ADN
+ADW-213+AD4- Secuencia artificial

+ADw-220+AD4-
+ADW-223+AD4- ADN de cadena de Fc pomo de ant+A0O-geno CD19 de cinomolgo marcador
avi

+ADW-400+AD4- 188

ccccaggaac ccctggtcgt gaaggtggaa gagggcgaca atgccgtgct ccagtgcectg 60
gaaggcacct ccgatggccc tacacagcag ctcgtgtggt gcagagacag ccccttcgag 120
cccttcctga acctgtctct gggcctgcct ggcatgggca tcagaatggg ccctctggge 180
atctggctgc tgatcttcaa cgtgtccaac cagaccggcg gcttctacct gtgtcagect 240
ggcctgccaa gcgagaaggc ttggcagcct ggatggaccg tgtccgtgga aggatctgge 300
gagctgttcc ggtggaacgt gtccgatctg ggcggcctgg gatgcggcct gaagaacaga 360
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agcagcgagg
gccaaggaca
ctgaaccaga
tgtggcgtgce
aagggcccta
atgtgggtgg
tactactgcc
gccctgtggce
ccgacacctc
ccagcacctg
accctcatga
gaccctgagg
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caccaggact
gcccccatceg
accctgeccc
aaaggcttct
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+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

gccctagceag
gacccgagat
gcctgagcca
cacccgactc
agagcagcct
tggatacagg
acagaggcaa
actggctgct
cgacacccgg
aagccgcagg
tctcccggac
tcaagttcaa
aggagcagta
ggctgaatgg
agaaaaccat
catgccggga
atcccagcga
ccacgcctcc
acaagagcag
acaaccacta
acatcttcga
189

535
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+ADW-220+AD4-
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20
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cctgctgctg
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gggtggttct
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gtggcagcag
cacgcagaag

ggcccagaag

cadena de Fc pomo de
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aagctgaata gcagccagct
gagcctgtgt gtggcccccc
atggcccctg gcagcacact
ggccctctga gctggacaca
gaactgaagg acgaccggcc
accagagcca cagcccagga
agcttttacc tggaaatcac
ggctggaagg tcgacgctag
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gagtgggaga gcaatgggca
tccgacggct ccttettect
gggaacgtct tctcatgctc
agcctctccc tgtctccggg

attgaatggc acgag

Secuencia artificial
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ant+A00-geno CD19 de cinomolgo marcador avi
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Cys Lys Ala Ser
25

Arg Gln Ala Pro
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55

Met Thr Ser Asp
70
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35 40 45
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atggagctgt
tattactacg
tccgctagea
ggcggcacag
tcctggaaca
tctggcctgt
acctacatct
cccaagagct
ggaccgtcag
cctgaggtca
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ccgctctggg
gcggagccct
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gcaacgtgaa
gcgacaaaac
tcttcctcectt
catgcgtggt
acggcgtgga
accgtgtggt
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aagggcagcc
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agtgggagag
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gcctctecect
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gatgggctac
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ctccgtgttc
ctgcctggtc
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cagcgtggtc
ccacaagccc
tcacacatgc
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ggtggacgtg
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ccgagaacca
cagcctctcg
caatgggcag
cttcttcctc
ctcatgctcc

gtctccgggt
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attaacccat ataatgatgg

acatctgaca ccagtatcag
accgcagtgt attactgtgc
tgggggcagg gaaccacagt
cccctggecc ccagcagcaa
aaggactact tccccgagcc
gtgcacacct tccccgccgt
accgtgcctt ctagcagect
agcaacacca aggtggacaa
ccaccgtgcc cagcacctga
cccaaggaca ccctcatgat
agccacgaag accctgaggt
gccaagacaa agccgcggga
accgtcctgc accaggactg
gccctcggeg cccccatcga
caggtgtgca ccctgccccc
tgcgcagtca aaggcttcta
ccggagaaca actacaagac
gtgagcaagc tcaccgtgga
gtgatgcatg aggctctgca

ada
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ctccaaatac
cactgcttac
caggggcaca
aaccgtgagc
gagcaccagc
cgtgaccgtg
gctgcagagt
gggcacccag
gaaggtggag
agctgcaggg
ctcccggacc
caagttcaac
ggagcagtac
gctgaatggc
gaaaaccatc
atcccgggat
tcccagcgac
cacgccteccc
caagagcagg

caaccactac

ADN de cadena Tigera de anti-cb19(8B8-018)

gacatcgtca tgacccagac
attagctgca agtcctctca
tatctgcaga aacccggaca
tcaggcgtgc cagatcgctt
agtcgggttg aagctgagga

tacacctttg gtcagggcac

acccctgtcc ctctctgtga cccctggcca gccagcctca

aagtctggag aaccccaatg ggaacactta ccttaattgg

atcccctcaa ctcctgatct acagggtctc taagagattc

tagcggttcc gggtctggca cagacttcac cttgaagatt

tattactgtc tgcagctcac tcatgtgccc

tgtgggagtc
aaaactggag atcaagcgga ccgtggccgc
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ggaccgtcag
cctgaggtca
tggtacgtgg
aacagcacgt
aaggagtaca
tccaaagcca
gagctgacca

atcgccgtgg
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tggtgcagtc

caagcggata
gtctcgaatg
ttcagggaag
cccgectteg
gctcagctct
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ccgctctggg
gcggagccct
atagcctgag
gcaacgtgaa
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tcttcctcectt
catgcgtggt
acggcgtgga
accgtgtggt
agtgcaaggt
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ccacaagccc
tcacacatgc
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ggtggacgtg
ggtgcataat
cagcgtcctc
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ccgagaacca
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Secuencia artificial

gtcaagaaac ccggggcttc tgtgaaggtt

gactatatca
attaacccat
acatctgaca
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cccctggecc
aaggactact
gtgcacacct
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cctgctggac
ctgctgatcg
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gtgtctctgg
ctgacagtgg
ggcaggctgc
agggctagac
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ccagcctcta
agcgccggac
cagctgactc
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Secuencia artificial

tcaccgtgga
aggctctgca
gaagcggagg
tgctggacct
atggccccct
tgagctacaa
tctttcaget
ccctgcatct
atctgcectcc
tgcacctgtc
acgcctggea
ttccagccgg
ctagagaggg
gaatgttcgc
actccgaccc
caaaagaact
ggcgggtggt
tgcgctctge
gcgaggccag
agcgcctggg
agggggcaac

gccctagatc

caggtccagc tggtgcagtc cggcgccgag gtcaagaaac ccggggcttc

tcatgcaagg caagcggata caccttcacc gactatatca tgcattgggt

cctggccaag gtctcgaatg gatgggctac attaacccat ataatgatgg

accgagaagt ttcagggaag agtcactatg acatctgaca ccagtatcag
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gcagcctctg
tgccagctcc
tgccggcecag
gctgacacag
cctgecttct
acccgaactg
ccagctggtg
agggctggca
ggtggtggct
ggctggggag
tgctggcgea
aaacagcgcc
agtgcatctg
tgtgctggga

agaa

tgtgaaggtt
caggcaggcc
ctccaaatac

cactgcttac

1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
2400
2460
2514

ADN de anti-cD19(8B8-018) Tigando monom+AOk-rico de Fc pomo

60
120
180
240



atggagctgt
tattactacg
tccgctagea
gggggcacag
tcgtggaact
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acctacatct
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cctgaggtca
tggtacgtgg
aacagcacgt
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atcgccgtgg
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gctcagctct
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cggccctggg
caggcgccct
actccctcag
gcaacgtgaa
gtgacaaaac
tcttcctctt
catgcgtggt
acggcgtgga
accgtgtggt
agtgcaaggt
aagggcagcc
agaaccaggt
agtgggagag
gcgacggcag
gcaacgtgtt
ccctgagect
ctgagctgag
agctggtggc
gactggctgg
tggtggccaa
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ctggcgctgce
atagcgcatt
tgcatctgca
tgctgggcct
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gtctgatgac
gttcgactat
atcggtcttc
ctgcctggtc
gaccagcggc
cagcgtggtg
tcacaagccc
tcacacatgc
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ggtggacgtg
ggtgcataat
cagcgtcctc
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gtccctgtgg
caacggccag
cttcttcctg
cagctgcagc
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agctctggca
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gttcagagtg
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Secuencia artificial

attactgtgc
gaaccacagt
cctcctccaa
tccccgaacc
tcccggetgt
ccagcagctt
aggtggacaa
cagcacctga
ccctcatgat
accctgaggt
agccgcggga
accaggactg
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ccctgecccc
agggcttcta
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tgaccgtgga
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nnngtaacca gatgctttgc agctcacttt aacggaagc
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Secuencia artificial
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+ADw-220+AD4 -
+ADW-223+AD4- 34-36: 45+AKAAJQ- Y, 5+ACU- otros, 40-42: 52+AKAAJQ- N, 4+AKAAJQ-
otros, 46-48: 40+AKAAJQ- Y,

5+ACU- otros, 49-51: 30+AKAAJQ- N, 15+AKAAJQ- S, 5+ACU- otros, 52-54:
30+AKAAJQ- D, 15+AKAAJQ- 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

+ADW-220+AD4-

+ADW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (34)..(36)
+ADwW-223+AD4- n es a, ¢, go t
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+ADwW-221+AD4- misc+AF8-feature
+ADwW-222+AD4- (40)..(42)
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+ADW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (46)..(48)
+ADwW-223+AD4- n es a, ¢, go t

+ADW-220+AD4 -

+ADwW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (49)..(51)
+ADwW-223+AD4- n es a, c, got

+ADW-220+AD4-

+ADW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (52)..(54)
+ADwW-223+AD4- n es a, ¢, go t

+ADW-220+AD4 -

+ADwW-221+AD4- misc+AF8-feature
+ADwW-222+AD4- (55)..(57)
+ADwW-223+AD4- n es a, ¢, got

+ADW-220+AD4-

+ADW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (61)..(63)
+ADwW-223+AD4- n es a, ¢, go t

+ADW-220+AD4 -

+ADwW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (70)..(72)
+ADW-223+AD4- n es a, c, got

+ADW-400+AD4- 220
caggccccgg gccagggtct ggagtggatg ggcnnnattn nnccannnnn nnnnnnntcc 60

nnntataccn nnaaattcca gggccgcgtc acgatgacc 99

+ADW-210+AD4- 221

+ADW-211+AD4- 33

+ADW-212+AD4- ADN

+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4-
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+ADW-223+AD4- D19 H3 inverso constante

+ADW-400+AD4- 221
cgtcaccggt tcggggaagt agtccttgac cag 33

+ADwW-2104+AD4- 222
+ADW-211+AD4- 26
+ADw-212+AD4- ADN
+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4-
+ADw-223+AD4- LMB3

+ADW-400+AD4- 222
caggaaacag ctatgaccat gattac 26

+ADW-210+AD4- 223

+ADW-211+AD4- 33

+ADw-212+AD4- ADN

+ADwW-213+AD4- Secuencia artificial

+ADW-220+AD4-
+ADW-223+AD4- D19 L1 directo constante

+ADW-400+AD4- 223
tggtatctcc agaaaccggg tcagagcccg cag 33

+ADwW-210+AD4- 224
+ADW-211+AD4- 84
+ADw-212+AD4- ADN
+ADwW-213+AD4- Secuencia artificial

+ADW-220+AD4-
+ADW-223+AD4- 34-36: 52+AKAAJQ- Y, 4+AKAAJQ- otros, 37-39: 52+AKAAJQ- P, 4+AKAAIQ-
otros, 40-42: 42+AKAAIQ- V,

10+AKAAJQ- L, 4+AKAAJQ- otros, 43-45: 52+AKAAJQ- H, 4+AKAAJQ- otros, 46-48:
42+AKAAJQ- T, 10+AKAAJQ- I,

4+AKAAJQ- otros, 49-51: 45+AKAAJQ- L, 11+AKAAJQ- G, 4+AKAAJQ- otros

+ADW-220+AD4-

+ADW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (34)..(36)
+ADwW-223+AD4- n es a, ¢, go t

+ADW-220+AD4 -

+ADwW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (37)..(39)
+ADwW-223+AD4- n es a, ¢, got

+ADW-220+AD4-

+ADW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (40)..(42)
+ADwW-223+AD4- n es a, ¢, go t

+ADW-220+AD4 -

+ADwW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (43)..(45)
+ADwW-223+AD4- n es a, c, got
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+ADwW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (46)..(48)
+ADwW-223+AD4- n es a, c, got

+ADW-220+AD4-

+ADW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (49)..(51)
+ADwW-223+AD4- n es a, ¢, go t

+ADW-400+AD4- 224
tttaatttcc agtttagttc cttgaccgaa ggtnnnnnnn nnnnnnnnnn nctgcagaca 60

atagtagacg ccaacgtctt cagc 84

+ADW-210+AD4- 225

+ADW-211+AD4- 35

+ADw-212+AD4- ADN

+ADwW-213+AD4- Secuencia artificial

+ADW-220+AD4-
+ADW-223+AD4- D19 L3 directo constante

+ADwW-400+AD4- 225
accttcggtc aaggaactaa actggaaatt aaacg 35

+ADW-210+AD4- 226
+ADW-211+AD4- 107
+ADw-212+AD4- ADN
+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4 -
+ADwW-223+AD4- pos. 59-61: 50+AKAAIQ- L, 3,8+AKAAJQ- otros, 62-64: 50+AKAAIQ- A,
4, 2+AKAAJQ- otros, 65-67:

50+AKAAJQ- S, 4,2+AKAAJIQ- otros, 68-70: 50+AKAAJQ- 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+AKAAIQ-
otros.

+ADW-220+AD4 -

+ADwW-221+AD4- misc+AF8-feature
+ADwW-222+AD4- (54)..(58)
+ADwW-223+AD4- n es a, Cc, g, O t
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+ADW-222+AD4- (59)..(61)
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+ADwW-221+AD4- misc+AF8-feature
+ADW-222+AD4- (62)..(64)
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+ADW-222+AD4- (65)..(67)
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(74)..(76)
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got

misc+AF8-feature
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misc+AF8-feature
(80)..(82)
n es a, c,

got

misc+AF8-feature

(83)..(85)
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ttggtgctag cagagcttac ggtcaccgtg gtaccttggc cccagtaatc aaannnnnnn

nnnnnnnnnn nnnnnnnnnn gcgtgcacaa tagtaaacag cggtgtc

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

227
1615
ADN

+ADW-220+AD4 -

+ADW-223+AD4-

+ADwW-400+AD4 -

ggccgccgct
catggacaaa
actgtctggg
cgccgacgcec
gcaggccacc
tgtgccagcec
gaaactgctg
ggccggcaat

cattctgatc

227
agcggcatcg

gactgcgaaa
tgcgaacagg
gtggaagtgc
gcctggctca
ctgcaccacc
aaagtggtga
cccgccgeca

ccctgccacc

Secuencia artificial

ADN de marcador SNAP ECD de CD19 humano-PDGFR

actacaagga cgacgatgac aaggccggca tcgatgccat

tgaagcgcac
gcctgcacga
ctgccccagce
acgcctactt
cagtgttcca
agttcggaga
ccgccgecgt

gggtggtgtc

caccctggat
gatcaagctg
cgccgtgctg
tcaccagcct
gcaggagagc
ggtcatcagc
gaaaaccgcc

tagctctggc

agccctctgg gcaagctgga
ctgggcaaag gaacatctgc
ggcggaccag agccactgat
gaggccatcg aggagttccc
tttacccgcc aggtgctgtg
taccagcagc tggccgccct
ctgagcggaa atcccgtgec

gccgtggggg gctacgaggg
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cgggctcgec
gctgggtgat
gctgcagtgce
gagccccctg
gaggcctctg
cctgtgtcag
ggaaggatcc
cctgaagaac
gctgtacgtg
ccctagagac
actgtggctg
ccacgtgcac
cgccagagat
tgccggcaag
cgccagaccc
aaaactcatc
ggtgccacac

gctcaccatc

+ADW-210+AD4-
+ADW-211+AD4-
+ADW-212+AD4-
+ADW-213+AD4-

gtgaaagagt
atccccgagg
ctgaagggca
aagcccttcc
gccatctggc
cctggccccc
ggcgagctgt
agatctagcg
tgggccaagg
agcctgaacc
agctgtggcg
cctaagggcc
atgtgggtca
tactactgcc
gtgctgtggc
tcagaagagg
tccttgeect
atctccctta
228

1620
ADN

+ADW-220+AD4-

+ADW-223+AD4-
+ADW-400+AD4 -

ccggecgecg
atcatggaca
gaactgtctg
gccgccgacg
atgcaggcca
cctgtgccag
tggaaactgc

ctggccggea

228
ctagcggcat

aagactgcga
ggtgcgaaca
ccgtggaagt
ccgcctggcet
ccctgcacca
tgaaagtggt

atcccgecgce

ggctgctggce
aacccctggt
cctccgatgg
tgaagctgtc
tgttcatctt
catctgagaa
tccggtggaa
agggccccag
acagacccga
agagcctgag
tgccacccga
ctaagagcct
tggaaaccgg
acagaggcaa
actggctgct
atctgaatgc
ttaaggtggt

tcatcctcat

cgactacaag
aatgaagcgc
gggcctgceac
gcctgcccca
caacgcctac
cccagtgttc
gaagttcgga

caccgccgec
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ccacgagggc
cgtgaaggtg
ccctacccag
tctgggectg
caacgtgtcc
ggcttggcag
cgtgtccgat
cagccccagce
gatctgggag
ccaggacctg
ctctgtgtct
gctgagectg
cctgctgcetg
cctgaccatg
gagaacaggc
tgtgggccag
ggtgatctca
catgctttgg

Secuencia artificial

cacagactgg
gaagagggcg
cagctgacct
cctggectgg
cagcagatgg
cctggctgga
ctgggcggec
ggcaaactga
ggcgagcectc
acaatggccc
agaggccctc
gaactgaagg
cctagagcca
agcttccacc
ggctggaagg
gacacgcagg
gccatcctgg

cagaagaagc

gcaagcctgg
acaatgccgt
ggtccagaga
gcatccatat
gcggcttcta
ccgtgaacgt
tgggatgcgg
tgagccccaa
cttgcctgec
ctggcagcac
tgagctggac
acgacaggcc
cagcccagga
tggaaatcac
tcgacgaaca
aggtcatcgt
ccctggtggt

cacgt

ADN de marcador SNAP ECD de CD19 de cinomolgo-PDGFR

gacgacgatg acaaggccgg catcgatgcc

accaccctgg
gagatcaagc
gccgeegtge
tttcaccagce
cagcaggaga
gaggtcatca

gtgaaaaccg

atagccctct
tgctgggcaa
tgggcggacc
ctgaggccat
gctttacccg
gctaccagca

ccctgagegg
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cccattctga tcccctgecca ccgggtggtg tctagctctg gcgccgtggg gggctacgag

ggcgggctcg ccgtgaaaga gtggctgctg gcccacgagg gccacagact gggcaagcect
gggctgggtg atatccccca ggaacccctg gtcgtgaagg tggaagaggg cgacaatgcc
gtgctccagt gtctcgaggg cacctccgat ggccctacac agcagctcgt gtggtgcaga
gacagcccct tcgagccctt cctgaacctg tctctgggcc tgcctggcat gggcatcaga
atgggccctc tgggcatctg gctgctgatc ttcaacgtgt ccaaccagac cggcggcttc
tacctgtgtc agcctggcct gccaagcgag aaggcttggc agcctggatg gaccgtgtcc
gtggaaggat ctggcgagct gttccggtgg aacgtgtccg atctgggcgg cctgggatgc
ggcctgaaga acagaagcag cgagggccct agcagcccca gcggcaagct gaatagcagc
cagctgtacg tgtgggccaa ggacagaccc gagatgtggg agggcgagcc tgtgtgtggc
ccccctagag atagcctgaa ccagagcctg agccaggacc tgacaatggc ccctggcagc
acactgtggc tgagctgtgg cgtgccaccc gactctgtgt ccagaggccc tctgagctgg
acacacgtgc ggcctaaggg ccctaagagc agcctgctga gcctggaact gaaggacgac
cggcccgacc gggatatgtg ggtggtggat acaggcctgc tgctgaccag agccacagcc
caggatgccg gcaagtacta ctgccacaga ggcaactgga ccaagagctt ttacctggaa
atcaccgcca gacccgccct gtggcactgg ctgctgagaa tcggaggctg gaaggtcgac
gagcagaagc tgatctccga agaggacctg aacgccgtgg gccaggatac ccaggaagtg
atcgtggtgc cccacagcct gcccttcaag gtggtcgtga tcagcgccat tctggccctg
gtggtgctga ccatcatcag cctgatcatc ctgattatgc tgtggcagaa aaagccccgc
+ADw-210+AD4- 229

+ADw-211+AD4- 539

+ADw-212+AD4- PRT

+ADw-213+AD4- Secuencia artificial

+ADW-220+AD4 -
+ADW-223+AD4- marcador SNAP ECD de CD19 humano-PDGFR

+ADW-400+AD4- 229

Pro Ala Ala Ala Ser Gly Ile Asp Tyr Lys Asp Asp Asp Asp Lys Ala
1 5 10 15

Gly I1e Asp Ala ITe 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 Gln Gly
35 40 45

Leu His Glu Ile Lys Leu Leu Gly Lys Gly Thr Ser Ala Ala Asp Ala
55 60
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Glu ITe Lys
130

+ADW-210+AD4- 319
+ADwW-211+AD4- 392
+ADW-212+AD4- ADN
+ADW-213+AD4- Secuencia artificial

+ADwW-220+AD4 - ]
+ADw-223+AD4- Secuencia de armaz+APM-n aceptor de cadena pesada
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+ADW-400+AD4- 319

taaggggctt cctagtccta aggctgagga agggatcctg gtttagttaa agaggatttt 60
attcacccct gtgtcctctc cacaggtgtc cagtcccagg tccagctggt gcaatctggg 120
gctgaggtga agaagcctgg gtcctcggtg aaggtctcct gcaaggcttc tggaggcacc 180
ttcagcagct atactatcag ctgggtgcga caggcccctg gacaagggct tgagtggatg 240
ggaaggatca tccctatcct tggtacagca aactacgcac agaagttcca gggcagagtc 300
acgattaccg cggacaaatc cacgagcaca gcctacatgg agctgagcag cctgagatct 360
gaggacacgg ccgtgtatta ctgtgcgaga ga 392

+ADW-210+AD4- 320
+ADW-211+AD4- 797
+ADw-212+AD4- ADN
+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4 - ) )
+ADW-223+AD4- Secuencia de armaz+APM-n aceptor de cadena ligera

+ADW-400+AD4- 320

ctgcagctgg aagctcagct cccacccagc tgctttgcat gtccctccca gctgecctac 60
cttccagagc ccatatcaat gcctgtgtca gagccctggg gaggaactgc tcagttagga 120
cccagaggga accatggaag ccccagctca gcttctcttc ctcctgctac tctggcetccc 180
aggtgagggg aacatgaggt ggttttgcac attagtgaaa actcttgcca cctctgctca 240
gcaagaaata taattaaaat tcaaagtata tcaacaattt tggctctact caaagacagt 300
tggtttgatc ttgattacat gagtgcattt ctgttttatt tccaatttca gataccaccg 360
gagaaattgt gttgacacag tctccagcca ccctgtcttt gtctccaggg gaaagagcca 420
ccctctectg cagggccagt cagagtgtta gcagctactt agcctggtac caacagaaac 480
ctggccaggc tcccaggctc ctcatctatg atgcatccaa cagggccact ggcatcccag 540
ccaggttcag tggcagtggg tctgggacag acttcactct caccatcagc agcctagagc 600
ctgaagattt tgcagtttat tactgtcagc agcgtagcaa ctggcctccc acagtgattc 660
cacatgaaac aaaaacccca acaagaccat cagtgtttac tagattatta taccagctgc 720
ttcctttaca gacagctagt ggggtggcca ctcagtgtta gcatctcagc tctatttggc 780
cattttggag ttcaagt 797

+ADW-210+AD4- 321

+ADW-211+AD4- 5

+ADw-212+AD4- PRT

+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4-
+ADW-223+AD4- CEA (T84.66-LCHA) CDR-H1

+ADW-400+AD4- 321
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+ADW-210+AD4- 322

+ADW-211+AD4- 17

+ADW-212+AD4- PRT

+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4 -
+ADW-223+AD4- CEA(T84.66-LCHA) CDR-H2

+ADW-400+AD4- 322

Arg Ile Asp Pro Ala Asn Gly Asn Ser Lys Tyr val Pro Lys Phe Gln
1 5 10 15
Gly

+ADW-210+AD4- 323

+ADW-211+AD4- 12

+ADW-212+AD4- PRT

+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4 -
+ADW-223+AD4- CEA(T84.66-LCHA) CDR-H3

+ADW-400+AD4- 323

Phe Gly Tyr Tyr val Ser Asp Tyr Ala Met Ala Tyr
1 5 10

+ADW-210+AD4- 324

+ADwW-211+AD4- 15

+ADW-212+AD4- PRT

+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4 -
+ADW-223+AD4- CEA(T84.66-LCHA) CDR-L1

+ADw-400+AD4- 324
Arg Ala Gly Glu Ser val Asp Ile Phe Gly val Gly Phe Leu His
1 5 10 15

+ADW-210+AD4- 325

+ADW-211+AD4- 7

+ADW-212+AD4- PRT

+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4-
+ADW-223+AD4- CEA(T84.66-LCHA) CDR-L2

+ADW-400+AD4- 325

Arg Ala Ser Asn Arg Ala Thr
1 5
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100
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327
121
PRT
Secuencia artificial

VH de uni+APM-n a CEA progenitora

327
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Ser Cys Thr Ala Ser Gly
25

val Lys GIn Arg Pro Glu
40

Pro Ala Asn Gly Asn Ser
55

Thr Iée Thr Ala Asp Thr
7

Ser Leu Thr Ser Glu Asp
85 90

Tyr Tyr val Ser Asp Tyr

GIn Gly Thr Sser val Thr val Ser Ser

115
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328
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PRT
Secuencia artificial

Leu val
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+ADw-220+AD4 -
+ADwW-223+AD4- VL de uni+APM-n a CEA progenitora

+ADW-400+AD4- 328
Asp Ile val Leu Thr Gln Ser Pro Ala Ser Leu Ala val Ser Leu Gly
1 5 10 15

Gln Arg Ala Thr Met Ser Cys Arg Ala Gly Glu Ser val Asp Ile Phe
20 25 30

Gly val Gly Phe Leu His Trp Tyr GIn Gln Lys Pro Gly Gln Pro Pro
35 40 45

Lys Leu Leu Ile Tyr Arg Ala Ser Asn Leu Glu Ser Gly Ile Pro val
50 55 60

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

Pro val Glu Ala Asp Asp val Ala Thr Tyr Tyr Cys GIn Gln Thr Asn
85 90 95

Glu Asp Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

+ADW-210+AD4- 329
+ADW-211+AD4- 242
+ADW-212+AD4- PRT
+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4-
+ADW-223+AD4- CEA(T84.66-LCHA) VH

+ADw-400+AD4- 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 Ile 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 Ile Asp Pro Ala Asn Gly Asn Ser Lys Tyr val Pro Lys Phe
50 55 60

Gln Gly Arg val Thr Ile Thr Ala Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
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Tyr

215

Tyr
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Ser

120

Gly

Asp

Trp

Lys

Ala

200

Tyr

Trp

Glu

Asp

105

Ser

Ser

Thr
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185

Tyr

Cys

Gly

CEA(T84.66-LCHA) VL
330

Glu ITe val Leu Thr GIn Ser Pro Ala

1

5

Glu Arg Ala Thr Leu Ser Cys Arg Ala

20

25

Gly val Gly Phe Leu His Trp Tyr Gln
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Asp Thr Ala
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Tyr
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Ser

Tyr
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Gln
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Gln
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val
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155

Arg
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Pro
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140

His

Arg
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Phe

220

Thr
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Trp
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Tyr
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35 40 45

Arg Leu Leu Ile Tyr Arg Ala Ser Asn Arg Ala Thr Gly Ile
50 55 60

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

65 70 75

Ser Leu Glu Pro Glu Asp Phe Ala val Tyr Tyr Cys GIln Gln
85 90

Glu Asp Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu Ile
100 105 110

+ADW-210+AD4- 331
+ADW-211+AD4- 1353
+ADW-212+AD4- ADN

+ADW-213+AD4-

+ADW-220+AD4 -

+ADW-223+AD4-

+ADwW-400+AD4 -

caggtgcagc
tcctgcaagg
cctggacagg
gtgcccaagt
atggaactga
tactacgtgt
tctgctagea
ggcggcacag
tcctggaaca
tctggcctgt
acctacatct
cccaagagct
ggaccgtcag
cctgaggtca
tggtacgtgg
aacagcacgt
aaggagtaca

tccaaagcca

331
tggtgcagtc

ccagcggctt
gactggaatg
tccagggcag
gcagcctgcg
ccgactacgc
ccaagggccc
ccgctctggg
gcggagccct
atagcctgag
gcaacgtgaa
gcgacaaaac
tcttcctcectt
catgcgtggt
acggcgtgga
accgtgtggt
agtgcaaggt

aagggcagcc

tggcgccgaa
caacatcaag
gatgggcaga
agtgaccatc
gagcgaggac
catggcctat
ctccgtgttc
ctgcctggtc
gacctccggc
cagcgtggtc
ccacaagccc
tcacacatgc
ccccccaaaa
ggtggacgtg
ggtgcataat
cagcgtcctc
ctccaacaaa

ccgagaacca

Secuencia artificial

gtgaagaaac
gacacctaca
atcgaccccg
accgccgaca
accgccgtgt
tggggccagg
cccctggecc
aaggactact
gtgcacacct
accgtgcctt
agcaacacca
ccaccgtgcc
cccaaggaca
agccacgaag
gccaagacaa
accgtcctgc
gccctecggeg
caggtgtgca

ccggcagcag
tgcactgggt
ccaacggcaa
ccagcacctc
actactgtgc
gcacactcgt
ccagcagcaa
tccccgagcec
tcccecgecgt
ctagcagcct
aggtggacaa
cagcacctga
ccctcatgat
accctgaggt
agccgcggga
accaggactg
cccccatcga

ccctgcececcc
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gagctgacca agaaccaggt cagcctctcg tgcgcagtca aaggcttcta tcccagcgac
atcgccgtgg agtgggagag caatgggcag ccggagaaca actacaagac cacgcctccc
gtgctggact ccgacggctc cttcttcctc gtgagcaagc tcaccgtgga caagagcagg
tggcagcagg ggaacgtctt ctcatgctcc gtgatgcatg aggctctgca caaccactac
acgcagaaga gcctctccct gtctccgggt aaa
+ADW-210+AD4- 332
+ADW-211+AD4- 654
+ADw-212+AD4- ADN
+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4-
+ADW-223+AD4- ADN de cadena ligera de CEA(T84.66-LCHA)

+ADwW-400+AD4- 332
gagatcgtgc tgacccagag ccctgccacc ctgtcactgt ctccaggcga gagagccacc

ctgagctgta gagccggcga gagcgtggac atcttcggcg tgggatttct gcactggtat
cagcagaagc ccggccaggce ccccagactg ctgatctaca gagccagcaa ccgggccaca
ggcatccccg ccagattttc tggctctggc agcggcaccg acttcaccct gacaatcagc
agcctggaac ccgaggactt cgccgtgtac tactgccagc agaccaacga ggacccctac
acctttggcc agggcaccaa gctggaaatc aagcgtacgg tggctgcacc atctgtcttc
atcttcccgc catctgatga gcagttgaaa tctggaactg cctctgttgt gtgcctgcetg
aataacttct atcccagaga ggccaaagta cagtggaagg tggataacgc cctccaatcg
ggtaactccc aggagagtgt cacagagcag gacagcaagg acagcaccta cagcctcagc
agcaccctga cgctgagcaa agcagactac gagaaacaca aagtctacgc ctgcgaagtc
acccatcagg gcctgagctc gcccgtcaca aagagcttca acaggggaga gtgt
+ADw-210+AD4- 333

+ADwW-211+AD4- 451

+ADwW-212+AD4- PRT

+ADwW-213+AD4- Secuencia artificial

+ADw-220+AD4-
+ADW-223+AD4- CEA (T84.66-LCHA) cadena de Fc agujero

+ADwW-400+AD4- 333
GIn val GIn Leu val Gln 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 Ile Lys Asp Thr
20 25 30

Tyr Met His Trp val Arg GIn Ala Pro Gly GIn Gly Leu Glu Trp Met
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35 40 45

Arg Leu Leu ITe Tyr Arg Ala Ser Asn Arg Ala Thr Gly Ile 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 Gln Gln Thr Asn
85 90 95

Glu Asp Pro Tyr Thr Phe Gly GIn Gly Thr Lys Leu Glu Ile Lys Arg
100 105 110

Thr val Ala Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu Gln
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 Gln Trp Lys val Asp Asn Ala Leu GIn Ser
145 150 155 160

Gly Asn Ser GIn Glu Ser val Thr Glu Gln 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

+ADW-210+AD4- 335

+ADW-211+AD4- 2514

+ADW-212+AD4- ADN

+ADW-213+AD4- Secuencia artificial

+ADW-220+AD4- )
+ADw-223+AD4- ADN de CEA (T84.66-LCHA) cadena de 4-1BBL dim+AOk-rico de Fc agujero
(71-254)

+ADW-400+AD4- 335

caggtgcagc tggtgcagtc tggcgccgaa gtgaagaaac ccggcagcag cgtgaaggtg 60
tcctgcaagg ccagcggctt caacatcaag gacacctaca tgcactgggt gcgccaggcec 120
cctggacagg gactggaatg gatgggcaga atcgaccccg ccaacggcaa cagcaaatac 180
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