<110>

<120>

<130>

<140>
<141>

<150>
<151>

<1l60>
<170>
<210>
<211>
<212>
<213>

<220>
<223>

<400>
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91
PatentIn versidén 3.5
1
42

PRT
Secuencia Artificial

4-1BB secuencia de acido nucleico del dominio coestimulador

Lys Arg Gly Arg Lys Lys Leu Leu Tyr Ile Phe Lys Gln Pro Phe Met

1

5 10 15

Arg Pro Val Gln Thr Thr Gln Glu Glu Asp Gly Cys Ser Cys Arg Phe

20 25 30

Pro Glu Glu Glu Glu Gly Gly Cys Glu Leu

35 40
<210> 2
<211> 126
<212> ADN
<213> Secuencia Artificial
<220>
<223> 4-1BB secuencia de acido nucleico del dominio coestimulador #1
<400> 2
aaacggggca gaaagaaact cctgtatata ttcaaacaac catttatgag accagtacaa 60
actactcaag aggaagacgg ctgtagctgc cgatttccag aagaagaaga aggaggatgt 120
gaactg 126
<210> 3
<211> 126
<212> ADN
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<213> Secuencia Artificial
<220>
<223> 4-1BB secuencia de &4cido nucleico del dominio coestimulador #2
<400> 3
aaacggggca gaaagaaact cctgtatata ttcaaacaac catttatgag accagtacaa 60
actactcaag aggaagatgg ctgtagctgc cgatttccag aagaagaaga aggaggatgt 120
gaactg 126
<210> 4
<211> 41
<212> PRT
<213> Secuencia Artificial
<220>
<223> C(CD28 secuencia de acido nucleico del dominio coestimulador
<400> 4
Arg Ser Lys Arg Ser Arg Leu Leu His Ser Asp Tyr Met Asn Met Thr
1 5 10 15
Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro
20 25 30

Pro Arg Asp Phe Ala Ala Tyr Arg Ser

35 40
<210> 5
<211> 123
<212> ADN
<213> Secuencia Artificial
<220>
<223> (CD28 secuencia de acido nucleico del dominio coestimulador
<400> 5
aggagtaaga ggagcaggct cctgcacagt gactacatga acatgactcc ccgccgcccce 60
gggcccaccc gcaagcatta ccagccctat gccccaccac gcgacttcgce agcctatcge 120
tcec 123
<210> 6
<211> 41
<212> PRT
<213> Secuencia Artificial
<220>
<223> CD28 (YMFM) secuencia de &4cido nucleico del dominio coestimulador

<400>

6
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Arg Ser Lys Arg Ser Arg Leu Leu His Ser Asp Tyr Met Phe Met Thr

1

5 10 15

Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro

20 25 30

Pro Arg Asp Phe Ala Ala Tyr Arg Ser

35 40
<210> 7
<211> 123
<212> ADN
<213> Secuencia Artificial
<220>
<223> CD28(YMFM) secuencia de &acido nucleico del dominio coestimulador
<400> 7
aggagtaaga ggagcaggct cctgcacagt gactacatgt tcatgactcc ccgccgceccc 60
gggcccaccc gcaagcatta ccagccctat gccccaccac gcgacttcgce agcecctatcge 120
tcec 123
<210> 8
<211> 35
<212> PRT
<213> Secuencia Artificial
<220>
<223> 1ICOS secuencia de acido nucleico del dominio coestimulador
<400> 8
Thr Lys Lys Lys Tyr Ser Ser Ser Val His Asp Pro Asn Gly Glu Tyr
1 5 10 15
Met Phe Met Arg Ala Val Asn Thr Ala Lys Lys Ser Arg Leu Thr Asp

20 25 30

Val Thr Leu

35
<210> 9
<211> 105
<212> ADN
<213> Secuencia Artificial
<220>
<223> 1ICOS secuencia de acido nucleico del dominio coestimulador #1
<400> 9
acaaaaaaga agtattcatc cagtgtgcac gaccctaacg gtgaatacat gttcatgaga 60

gcagtgaaca cagccaaaaa atccagactc acagatgtga cccta 105
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<210> 10
<211> 105
<212> ADN

<213> Secuencia Artificial

<220>
<223> ICOS secuencia de &acido nucleico del dominio coestimulador #2

<400> 10

acaaaaaaga agtattcatc cagtgtgcac gaccctaacg gtgaatacat gttcatgaga 60
gcagtgaaca cagccaaaaa atctagactc acagatgtga cccta 105
<210> 11

<211> 35

<212> PRT

<213> Secuencia Artificial

<220>
<223> ICOS(YMNM) secuencia de acido nucleico del dominio coestimulador

<400> 11

Thr Lys Lys Lys Tyr Ser Ser Ser Val His Asp Pro Asn Gly Glu Tyr
1 5 10 15

Met Asn Met Arg Ala Val Asn Thr Ala Lys Lys Ser Arg Leu Thr Asp
20 25 30

Val Thr Leu

35
<210> 12
<211> 105
<212> ADN

<213> Secuencia Artificial

<220>
<223> ICOS(YMNM) secuencia de acido nucleico del dominio coestimulador

<400> 12

acaaaaaaga agtattcatc cagtgtgcac gaccctaacg gtgaatacat gaacatgaga 60
gcagtgaaca cagccaaaaa atccagactc acagatgtga cccta 105
<210> 13

<211> 117

<212> PRT

<213> Secuencia Artificial

<220>
<223> CD2 secuencia de &cido nucleico del dominio coestimulador

<400> 13



Thr Lys Arg

Thr Arg Ala

Gln Ile Pro

35
Pro Pro
50

Pro

Pro Pro

65

Gly

Pro Ser Gly

Pro Arg Val

Ser
115

Ser Pro

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

14
351
ADN

<220>

<223> CD2

<400> 14
accaaaagga

agagtagcta
aatccagcaa
catcgtcccc
ccgtcgggcea
ccaaaacctc
<210>
<211>

<212>
<213>

15
48
PRT

<220>

<223>

<400> 15

Lys Lys

His
20

Arg

Ala Ser

Pro Gly

His Arg

Thr Gln

85

Gln
100

Pro

Ser Asn

Gln

Val

Thr

His

Val

70

Val

Lys

Arg Ser

Ala Thr

Gln
40

Pro

Arg Ser

55

Gln His

Gln

His

Pro Pro

Secuencia Artificial

5/42

Arg Arg Asn

10

Glu
25

Glu Arg

Asn Pro Ala

Gln Ala Pro

Gln Gln

75

Pro

Gln Lys

90

Gly

His Ala

105

Gly

Asp Glu Glu

Gly Arg Lys

30

Thr Ser Gln

45
Ser His
60

Arg

Lys Arg Pro

Pro Pro Leu

Ala Glu Asn

110

Leu Glu

15

Pro His

His Pro
Pro

Pro

Ala
80

Pro

Pro
95

Arg

Ser Leu

secuencia de &acido nucleico del dominio coestimulador

aaaaacagag
ctgaagaaag
cttcccaaca
cgcctcecctgg
cacaagttca

cccatggggce

gagtcggaga
gggccggaag
tcctectceca
acaccgtgtt
ccagcagaaa

agcagaaaac

Secuencia Artificial

aatgatgagg
ccccaccaaa
ccacctggtc
cagcaccagc
ggcccgcccce

tcattgtccc

agctggagac
ttccagcettc
atcgttccca
ctcagaagag
tccccagacc

cttcctctaa

aagagcccac
aacccctcag
ggcacctagt
gcctcctgcet
tcgagttcag

t

CD27 secuencia de &cido nucleico del dominio coestimulador

60

120

180

240

300

351
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Gln Arg Arg Lys Tyr Arg Ser Asn Lys Gly Glu Ser Pro Val Glu Pro

1

5 10 15

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

20 25 30

Ile Pro Ile Gln Glu Asp Tyr Arg Lys Pro Glu Pro Ala Cys Ser Pro

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

<220>
<223>

<400>

35 40 45

16

144

ADN

Secuencia Artificial

CD27 secuencia de acido nucleico del dominio coestimulador

16

caacgaagga aatatagatc aaacaaagga gaaagtcctg tggagcctgc agagccttgt

cgttacagct gccccaggga ggaggagggc agcaccatcc ccatccagga ggattaccga

aaaccggagc ctgcctgctc cccc

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

<220>
<223>

<400>

17

42

PRT

Secuencia Artificial

0X40 secuencia de &cido nucleico del dominio coestimulador

17

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

1

5 10 15

Lys Pro Pro Gly Gly Gly Ser Phe Arg Thr Pro Ile Gln Glu Glu Gln

20 25 30

Ala Asp Ala His Ser Thr Leu Ala Lys Ile

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

<220>
<223>

<400>

35 40

18

126

ADN

Secuencia Artificial

0OX40 secuencia de &acido nucleico del dominio coestimulador

18

gccctgtacc tgctccgcag ggaccagagg ctgccccccg atgcccacaa gccccctggg

ggaggcagtt tcaggacccc catccaagag gagcaggccg acgcccactc caccctggcec

60

120

144

60

120



aagatc

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

19
112
PRT

<220>
<223>
zeta

Secu

<400> 19

Arg Val
1

Lys

Gln Asn Gln

Val Leu

35

Asp

Pro Arg Arg

Asp Met

65

Lys

Arg Arg Gly

Thr Lys Asp

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

20
336
ADN

<220>
<223>
CD3 zeta

<400> 20
agagtgaagt

tataacgagc
cgggaccctg
gaactgcaga
¢cggaggggca

tacgacgccc

encia de

Phe

Leu
20

Asp Lys

Lys Asn

Ala Glu

Lys Gly

85

Thr
100

Tyr

tcagcaggag
tcaatctagg
agatgggggg

aagataagat

aggggcacga

ttcacatgca

Arg

Asn

Arg

Pro

Ala

70

His

Asp

Secuencia Artificial

aminoacidos

Ser Ala

Glu Leu

Arg Gly

40

Gln
55

Glu
Tyr Ser
Asp Gly

Ala Leu

Secuencia Artificial

cgcagacgcc
acgaagagag
aaagccgaga
ggcggaggcce
tggcctttac

ggccctgecce
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del dominio

Ala
10

Asp Pro

Asn Leu

25

Gly

Arg Asp Pro

Gly Leu Tyr

Glu Ile Gly

75

Leu Tyr Gln

90

His Met Gln

105

cccgcegtacc
gagtacgatg
aggaagaacc
tacagtgaga
cagggtctca

cctcgce

de sefializa

Ala Tyr Gln

Glu
30

Arg Arg

Glu Met

45

Gly

Asn Glu Leu

60

Met Lys Gly

Gly Leu Ser

Ala Pro

110

Leu

agcagggcca
ttttggacaa
ctcaggaagg
ttgggatgaa

gtacagccac

cidén

Gln
15

Gly

Glu Tyr

Gly Lys

Gln Lys

Glu Arg

80

Thr
95

Ala

Pro Arg

gaaccagctc
gagacgtggc
cctgtacaat
aggcgagcgce

caaggacacc

126

intracelular CD3

Secuencia de &acido nucleico del dominio de sefializacidn intracelular

60

120

180

240

300

336



<210> 21
<211> 112
<212> PRT
<213>

<220>

<223> Secu
zeta (Q14K)
<400> 21

Arg Val Lys
1
Gln

Asn Gln

Val Leu

35

Asp

Pro Arg Arg

Asp Met

65

Lys

Arg Arg Gly

Thr Lys Asp

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

22
336
ADN

<220>
<223>
CD3 zeta (Q

<400> 22
agagtgaagt

tataacgagc
cgggaccctg
gaactgcaga
cggaggggca

tacgacgccc

<210>
<211>

23
24

encia de

Phe Ser

Leu
20

Tyr

Asp Lys

Lys Asn

Ala Glu

Lys Gly

85

Thr
100

Tyr

14K)

tcagcaggag
tcaatctagg
agatgggggg
aagataagat

aggggcacga

ttcacatgca

Arg

Asn

Arg

Pro

Ala

70

His

Asp

Secuencia Artificial

aminoacidos

Ser Ala

Glu Leu

Arg Gly

40

Gln
55

Glu
Tyr Ser
Asp Gly

Ala Leu

Secuencia Artificial

cgcagacgcc
acgaagagag
aaagccgaga
ggcggaggcece
tggcctttac

ggccctgecce
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del dominio

Ala
10

Asp Pro

Asn Leu

25

Gly

Arg Asp Pro

Gly Leu Tyr

Glu Ile Gly

75

Leu Tyr Gln

90

His Met Gln

105

cccgcecgtaca
gagtacgatg
aggaagaacc
tacagtgaga
cagggtctca

cctcgce

de sefializa

Ala Tyr Lys

Glu
30

Arg Arg

Glu Met

45

Gly

Asn Glu Leu

60

Met Lys Gly

Gly Leu Ser

Ala Pro

110

Leu

agcagggcca
ttttggacaa
ctcaggaagg
ttgggatgaa

gtacagccac

cidén

Gln
15

Gly

Glu Tyr

Gly Lys

Gln Lys

Glu Arg

80

Thr
95

Ala

Pro Arg

gaaccagctc

gagacgtggc

cctgtacaat

aggcgagcgce

caaggacacc

intracelular CD3

Secuencia de acido nucleico del dominio de sefializacidén intracelular

60

120

180

240

300

336



<212>
<213>

<220>
<223>

<400>

PRT
Secuencia Artificial

Secuencia de aminodcidos del dominio transmembrana CD8 alfa

23

9/42

Ile Tyr Ile Trp Ala Pro Leu Ala Gly Thr Cys Gly Val Leu Leu Leu

1

5

Ser Leu Val Ile Thr Leu Tyr Cys

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

<220>
<223>

<400>

20

24

72

ADN

Secuencia Artificial

Secuencia de &cido nucleico del dominio transmembrana CD8 alfa

24

10

15

atctacatct gggcgccctt ggccgggact tgtggggtcc ttctcecctgtce actggttatce

accctttact gc

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

<220>
<223>

<400>

25

45

PRT

Secuencia Artificial

Secuencia de aminoacidos

25

Thr Thr Thr Pro Ala Pro Arg Pro

1

5

Ser Gln Pro Leu Ser Leu Arg Pro

<210>
<211>

20
Gly Ala Val His Thr Arg Gly Leu
35 40
26
135
ADN

<212>
<213>

<220>
<223>

<400>

Secuencia Artificial

Secuencia de &cido nucleico del dominio bisagra CD8 alfa

26

del

Pro

Glu
25

Asp

dominio

Thr Pro
10

Ala Cys

Phe Ala

bisagra CD8 alfa (CD8a)

Ala Pro Thr Ile Ala
15

Arg Pro Ala Ala Gly
30

Cys Asp
45

(CD8a)

(CD8a)

(CD8a)

60

72
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accacgacgc cagcgccgcg accaccaaca ccggcgccca ccatcgcecgtce gcagcccectg 60
tccectgecgeec cagaggcgtg ccggccagcg gcggggggcg cagtgcacac gagggggctg 120
gacttcgcct gtgat 135
<210> 27

<211> 27

<212> PRT

<213> Secuencia Artificial

<220>

<223> Secuencia de aminocacidos del dominio transmembrana CD28

<400> 27

Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr Ser Leu

1

5 10 15

Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val

20 25

<210> 28

<211> 81

<212> ADN

<213> Secuencia Artificial

<220>

<223> Secuencia de &cido nucleico del dominio transmembrana CD28

<400> 28

ttttgggtgc tggtggtggt tggtggagtc ctggcttgct atagcttgct agtaacagtg 60
gcctttatta ttttctgggt g 81
<210> 29

<211> 4

<212> PRT

<213> Secuencia Artificial

<220>

<223> Bisagra/enlazador

<400> 29

Gly Gly Ser Gly

1

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

<220>

30

5

PRT

Secuencia Artificial



<223>

<400>

11/42

Bisagra/enlazador

30

Gly Gly Ser Gly Gly

1 5
<210> 31

<211> 5

<212> PRT

<213> Secuencia Artificial

<220>
<223> Bisagra/enlazador

<400> 31

Gly Ser Gly Ser Gly

1 5
<210> 32

<211> 5

<212> PRT

<213> Secuencia Artificial

<220>
<223> Bisagra/enlazador

<400> 32

Gly Ser Gly Gly Gly

1 5
<210> 33
<211> 5

<212> PRT
<213> Secuencia Artificial

<220>
<223> Bisagra/enlazador

<400> 33

Gly Gly Gly Ser Gly

1 5
<210> 34
<211> 5

<212> PRT
<213> Secuencia Artificial

<220>
<223> Bisagra/enlazador
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<400> 34

Gly Ser Ser Ser Gly

1 5
<210> 35

<211> 5

<212> PRT

<213> Secuencia Artificial

<220>
<223> Regidn de bisagra Ig

<400> 35

Asp Lys Thr His Thr

1 5
<210> 36

<211> 4

<212> PRT

<213> Secuencia Artificial

<220>
<223> Regidn de bisagra Ig

<400> 36

Cys Pro Pro Cys

1

<210> 37
<211> 15
<212> PRT

<213> Secuencia Artificial

<220>
<223> Regidn de bisagra Ig

<400> 37

Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg

1 5 10 15
<210> 38

<211> 12

<212> PRT

<213> Secuencia Artificial

<220>
<223> Regidn de bisagra Ig

<400> 38
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Glu Leu Lys Thr Pro Leu Gly Asp Thr Thr His Thr

1 5 10
<210> 39

<211> 10

<212> PRT

<213> Secuencia Artificial

<220>
<223> Regidén de bisagra Ig

<400> 39

Lys Ser Cys Asp Lys Thr His Thr Cys Pro

1 5 10
<210> 40

<211> 7

<212> PRT

<213> Secuencia Artificial

<220>
<223> Regidén de bisagra Ig

<400> 40

Lys Cys Cys Val Asp Cys Pro

1 5
<210> 41

<211> 7

<212> PRT

<213> Secuencia Artificial

<220>
<223> Regidn de bisagra Ig

<400> 41

Lys Tyr Gly Pro Pro Cys Pro

1 5
<210> 42
<211> 15

<212> PRT
<213> Secuencia Artificial

<220>
<223> Dbisagra de IgGl humana

<400> 42

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro
1 5 10 15
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<210> 43
<211> 12
<212> PRT

<213> Secuencia Artificial

<220>
<223> Dbisagra de IgG2 humana

<400> 43

Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro

1 5 10
<210> 44

<211> 17

<212> PRT

<213> Secuencia Artificial

<220>
<223> Dbisagra de IgG3 humana

<400> 44

Glu Leu Lys Thr Pro Leu Gly Asp Thr Thr His Thr Cys Pro Arg Cys

1 5 10 15
Pro

<210> 45

<211> 12

<212> PRT
<213> Secuencia Artificial

<220>
<223> Dbisagra de IgG4 humana

<400> 45

Ser Pro Asn Met Val Pro His Ala His His Ala Gln

1 5 10
<210> 4o
<211> 15

<212> PRT
<213> Secuencia Artificial

<220>
<223> Dbisagra IgGlH229Y humana

<400> 46

Glu Pro Lys Ser Cys Asp Lys Thr Tyr Thr Cys Pro Pro Cys Pro
1 5 10 15
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<210> 47
<211> o6
<212> PRT

<213> Secuencia Artificial

<220>
<223> Bisagra/enlazador

<400> 47

Gly Ser Gly Gly Ser Asn

1 5
<210> 438

<211> 5

<212> PRT

<213> Secuencia Artificial

<220>
<223> Bisagra/enlazador

<400> 48

Gly Gly Gly Ser Asn

1 5
<210> 49

<211> 6

<212> PRT

<213> Secuencia Artificial

<220>
<223> Bisagra/enlazador

<400> 49

Gly Gly Gly Gly Ser Asn

1 5
<210> 50

<211> 15

<212> PRT

<213> Secuencia Artificial

<220>
<223> Bisagra/enlazador

<400> 50
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

1 5 10 15

<210> 51
<211> 45



<212>
<213>

<220>
<223>

<400>

PRT
Secuencia Artificial

Bisagra/enlazador

51

16/42

Gly Gly Thr Gly Gly Cys Gly Gly Thr Gly Gly Cys Thr Cys Gly Gly

1

5

10

15

Gly Cys Gly Gly Thr Gly Gly Thr Gly Gly Gly Thr Cys Gly Gly Gly

20

Thr Gly Gly Cys Gly Gly Cys

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

<220>
<223>

<400>

35

52

21

ARN

Secuencia Artificial

CD3epsilon

52

agauccagga uacugagggc a

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

<220>
<223>

<400>

53

21

ARN

Secuencia Artificial

CD3delta

53

ucucuggccu gguacuggcu a

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

<220>
<223>

<400>

54

21

ARN

Secuencia Artificial

CD3gamma

54

gcuucugcau cacaagucag a

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

55

20

ARN

Secuencia Artificial

25

30

Gly Gly Ala Thr Cys Thr

40

45

21

21

21



<220>
<223> B2M
<400> 55

uaucucuugu acuacacuga

<210> 56
<211> 20
<212> ARN

<213> Secuencia Artificial

<220>
<223> TAP1

<400> 56
gcucuuggag ccaaccguug

<210> 57
<211> 21
<212> ARN

<213> Secuencia Artificial

<220>
<223> TAP2

<400> 57
cuuccucaag ggcugccagg a

<210> 58
<211> 20
<212> ARN

<213> Secuencia Artificial

<220>
<223> TAPBP gARNl

<400> 58
ccuacaugcc ccccaccucce

<210> 59
<211> 20
<212> ARN

<213> Secuencia Artificial

<220>
<223> TAPBP_ gARN2

<400> 59

cgcucgcauc cuccacgaac

<210> 60
<211> 21

17/42

20

20

21

20

20



<212>
<213>

<220>
<223>

<400>

ARN
Secuencia Artificial

NLRC5

60

gugagcagcc ucacaagaca g

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

<220>
<223>

<400>

61

20

ARN

Secuencia Artificial

C2TA

61

ccuuggggcu cugacaggua

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

<220>
<223>

<400>

62

21

ARN

Secuencia Artificial

HLA-DMA

62

ccagaacacu cgggugccuc g

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

<220>
<223>

<400>

63

21

ARN

Secuencia Artificial

RFX5 gARN1

63

caaggccgug cagaacaaag u

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

<220>
<223>

<400>

04

21

ARN

Secuencia Artificial

RFX5 gARN2

64

uucugcacgg ccuuggaaau g

18/42

21

20

21

21

21



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

<220>
<223>

<400>

65

21

ARN

Secuencia Artificial

REXANK

65

ccugcacccc ugagccugug a

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

<220>
<223>

<400>

66

21

ARN

Secuencia Artificial

REXAP

66

gaggaucuag aggacgagga g

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

<220>
<223>

<400>

67

21

ARN

Secuencia Artificial

Ii Cadena gARN1

67

cauccuggug acucugcucc u

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

<220>
<223>

<400>

08

21

ARN

Secuencia Artificial

Ii Cadena_ gARN2

68

uccagccggce ccugcugcug g

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

<220>
<223>

69

1707

ADN

Secuencia Artificial

Tn-MUC1 CAR

secuencia de &cido nucleico

<400>

69

19/42

21

21

21

21



atggccttac
ccgggatccc
gtgaagatca
aagcagaagc
atcaagtaca
accgcctaca
accagcacct
ggcggaggat
agccccagct
cagagcctgc
ggccagcccce
agattcacag
gaggacctgg
ggcaccaagc
gcgcccacca
gggggcgcag
ttggccggga
aggaaaaaac
gctactgaag
gcaacttccc
ccecceegectce
ggcacacaag
cctcccecatg
ttcagcagga
ctcaatctag

gagatggggg

aaagataaga

aaggggcacg

cttcacatgc

cagtgaccgc
aggtgcagct
gctgcaaggc
ctgagcaggg
acgacaagtt
tgcagctgaa
tctttttcga
ctggcggcgg
ctctgacagt
tgaactccgg
ccaagctgcet
gcagcggctc
ccgtgtatta
tggaactgaa
tcgcgtcgcea
tgcacacgag
cttgtggggt
agaggagtcg
aaaggggccg
aacatcctcc
ctggacaccg
ttcaccagca
gggcagcaga
gcgcagacgce
gacgaagaga
gaaagccgag
tggcggaggce
atggccttta

aggccctgcc

cttgctcctg
gcagcagtct
cagcggctac
cctggagtgg
caagggcaag
cagcctgacc
ctactggggc
aggaagtggc
gacagccggc
cgaccagaag
gatcttttgg
cggcaccgac
ctgccagaac
gtccggaacc
gcccectgtcece
ggggctggac
ccttctectg
gagaaatgat
gaagccccac
tccaccacct
tgttcagcac
gaaaggcccg
aaactcattg
ccccgcegtac
ggagtacgat
aaggaagaac
ctacagtgag
ccagggtctc

ccectege

20/42

ccgctggect
gatgccgagc
accttcaccg
atcggccact
gccaccctga
agcgaggaca
cagggcacaa
ggagggggat
gagaaagtga
aactacctga
gccagcaccce
tttaccctga
gactacagct
acgacgccag
ctgcgcccag
ttcgecctgtg
tcactggtta
gaggagctgg
caaattccag
ggtcatcgtt
cagcctcaga
cccctcececcca
tccecttect
aagcagggcc
gttttggaca
cctcaggaag
attgggatga

agtacagcca

tgctgctcca
tcgtgaagcecc
accacgccat
tcagccccgg
ccgtggacag
gcgccgtgta
ccctgacagt
ctgaactcgt
ccatgatctg
cctggtatca
gggaaagcgg
ccatcagctc
accccctgac
cgccgcgacce
aggcgtgccg
atatctacat
tcacccttta
agacaagagc
cttcaacccc
cccaggcacce
agaggcctcc
gacctcgagt
ctaatatcga
agaaccagct
agagacgtgg
gcctgtacaa
aaggcgagcg

ccaaggacac

cgccgccagyg
tggcagcagc
ccactgggtc
caacaccgac
aagcagcagc
cttctgcaag
gtctagcgga
gatgacccag
caagtcctcc
gcagaaaccc
cgtgcccgat
cgtgcaggcc
cttcggagcec
accaacaccg
gccagceggceg
ctgggcgccc
ctgcaccaaa
ccacagagta
tcagaatcca
tagtcatcgt
tgctccgtceg
tcagccaaaa
tagagtgaag
ctataacgag
ccgggaccct
tgaactgcag
ccggaggggce

ctacgacgcc

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

1707



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

<220>
<223>

<400>

70
569
PRT

Secuencia Artificial

Tn-MUC1 CAR
secuencia de aminoéacidos

70

Met Ala Leu

1
His

Glu

Gly

Glu

65

Ile

Arg

Asp

Trp

Gly

145

Ser

Cys

Leu

Phe

Ser
225

Ala

Leu

Tyr

50

Gln

Lys

Ser

Ser

Gly

130

Gly

Pro

Lys

Thr

Trp

210

Gly

Ala

Val

35

Thr

Gly

Tyr

Ser

Ala

115

Gln

Gly

Ser

Ser

Trp

195

Ala

Ser

Pro

Arg

20

Lys

Phe

Leu

Asn

Ser

100

Val

Gly

Gly

Ser

Ser

180

Tyr

Ser

Gly

Val

Pro

Pro

Thr

Glu

Asp

85

Thr

Tyr

Thr

Ser

Leu

165

Gln

Gln

Thr

Thr

Thr

Gly

Gly

Asp

Trp

Lys

Ala

Phe

Thr

Gly

150

Thr

Ser

Gln

Arg

Asp
230

Ala

Ser

Ser

His

55

Ile

Phe

Tyr

Cys

Leu

135

Gly

Val

Leu

Lys

Glu

215

Phe

Leu

Gln

Ser

40

Ala

Gly

Lys

Met

Lys

120

Thr

Gly

Thr

Leu

Pro

200

Ser

Thr

Leu

Val

25

Val

Ile

His

Gly

Gln

105

Thr

Val

Gly

Ala

Asn

185

Gly

Gly

Leu

21/42

Leu

10

Gln

Lys

His

Phe

Lys

90

Leu

Ser

Ser

Ser

Gly

170

Ser

Gln

Val

Thr

Pro

Leu

Ile

Trp

Ser

75

Ala

Asn

Thr

Ser

Glu

155

Glu

Gly

Pro

Pro

Ile
235

Leu

Gln

Ser

Val

60

Pro

Thr

Ser

Phe

Gly

140

Leu

Lys

Asp

Pro

Asp

220

Ser

Ala

Gln

Cys

45

Lys

Gly

Leu

Leu

Phe

125

Gly

Val

Val

Gln

Lys

205

Arg

Ser

Leu

Ser

30

Lys

Gln

Asn

Thr

Thr

110

Phe

Gly

Met

Thr

Lys

190

Leu

Phe

Val

Leu

15

Asp

Ala

Lys

Thr

Val

95

Ser

Asp

Gly

Thr

Met

175

Asn

Leu

Thr

Gln

Leu

Ala

Ser

Pro

Asp

Asp

Glu

Tyr

Ser

Gln

160

Ile

Tyr

Ile

Gly

Ala
240



Glu

Thr

Pro

Leu

His

305

Leu

Tyr

Leu

Pro

His

385

Pro

Pro

Pro

Ser

Ala

465

Leu

Gly

Glu

Ser

Asp

Phe

Ala

Ser

290

Thr

Ala

Cys

Glu

His

370

Pro

Pro

Ala

Arg

Leu

450

Asp

Asn

Arg

Gly

Glu
530

Leu

Gly

Pro

275

Leu

Arg

Gly

Thr

Thr

355

Gln

Pro

Pro

Pro

Pro

435

Ser

Ala

Leu

Asp

Leu

515

Ile

Ala

Ala

260

Arg

Arg

Gly

Thr

Lys

340

Arg

Ile

Pro

Pro

Ser

420

Arg

Pro

Pro

Gly

Pro

500

Tyr

Gly

Val

245

Gly

Pro

Pro

Leu

Cys

325

Arg

Ala

Pro

Pro

Gly

405

Gly

Val

Ser

Ala

Arg

485

Glu

Asn

Met

Tyr

Thr

Pro

Glu

Asp

310

Gly

Lys

His

Ala

Pro

390

His

Thr

Gln

Ser

Tyr

470

Arg

Met

Glu

Lys

Tyr

Lys

Thr

Ala

295

Phe

Val

Lys

Arg

Ser

375

Gly

Arg

Gln

Pro

Asn

455

Lys

Glu

Gly

Leu

Gly
535

Cys

Leu

Pro

280

Cys

Ala

Leu

Gln

Val

360

Thr

His

Val

Val

Lys

440

Ile

Gln

Glu

Gly

Gln

520

Glu

Gln

Glu

265

Ala

Arg

Cys

Leu

Arg

345

Ala

Pro

Arg

Gln

His

425

Pro

Asp

Gly

Tyr

Lys

505

Lys

Arg

22/42

Asn

250

Leu

Pro

Pro

Asp

Leu

330

Ser

Thr

Gln

Ser

His

410

Gln

Pro

Arg

Gln

Asp

490

Pro

Asp

Arg

Asp

Lys

Thr

Ala

Ile

315

Ser

Arg

Glu

Asn

Gln

395

Gln

Gln

His

Val

Asn

475

Val

Arg

Lys

Arg

Tyr

Ser

Ile

Ala

300

Tyr

Leu

Arg

Glu

Pro

380

Ala

Pro

Lys

Gly

Lys

460

Gln

Leu

Arg

Met

Gly
540

Ser

Gly

Ala

285

Gly

Ile

Val

Asn

Arg

365

Ala

Pro

Gln

Gly

Ala

445

Phe

Leu

Asp

Lys

Ala

525

Lys

Tyr

Thr

270

Ser

Gly

Trp

Ile

Asp

350

Gly

Thr

Ser

Lys

Pro

430

Ala

Ser

Tyr

Lys

Asn

510

Glu

Gly

Pro

255

Thr

Gln

Ala

Ala

Thr

335

Glu

Arg

Ser

His

Arg

415

Pro

Glu

Arg

Asn

Arg

495

Pro

Ala

His

Leu

Thr

Pro

Val

Pro

320

Leu

Glu

Lys

Gln

Arg

400

Pro

Leu

Asn

Ser

Glu

480

Arg

Gln

Tyr

Asp



23/42

Gly Leu Tyr Gln Gly Leu Ser Thr Ala Thr Lys Asp Thr Tyr Asp Ala

545

550

Leu His Met Gln Ala Leu Pro Pro Arg

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

<220>
<223>

secuencia de aminoacidos

<400>

71
485
PRT

565

Secuencia Artificial

Mesotelina CAR

71

Met Ala Leu

1
His

Glu

Thr

Gly

65

Tyr

Ile

Ala

Gly

Gly

145

Thr

Ile

Gln

Ala

Lys

Phe

50

Leu

Ala

Ser

Val

Thr

130

Ser

Gln

Thr

Gln

Ala

Pro

35

Thr

Glu

Gln

Thr

Tyr

115

Leu

Gly

Ser

Cys

Lys
195

Pro

Arg

20

Gly

Asp

Trp

Lys

Ala

100

Tyr

Val

Gly

Pro

Arg

180

Pro

Val

Pro

Ala

Tyr

Met

Phe

85

Tyr

Cys

Thr

Gly

Ser

165

Ala

Gly

Thr

Gln

Ser

Tyr

Gly

70

Gln

Met

Ala

Val

Gly

150

Ser

Ser

Lys

Ala

Val

Val

Met

55

Trp

Gly

Glu

Ser

Ser

135

Ser

Leu

Gln

Ala

(M5)

Leu

Gln

Lys

His

Ile

Arg

Leu

Gly

120

Ser

Gly

Ser

Ser

Pro
200

Leu

Leu

25

Val

Trp

Asn

Val

Ser

105

Trp

Gly

Gly

Ala

Ile

185

Lys

Leu

10

Val

Ser

Val

Pro

Thr

90

Arg

Asp

Gly

Gly

Ser

170

Arg

Leu

555

Pro

Gln

Cys

Arg

Asn

75

Met

Leu

Phe

Gly

Gly

155

Val

Tyr

Leu

Leu

Ser

Lys

Gln

60

Ser

Thr

Arg

Asp

Gly

140

Ser

Gly

Tyr

Ile

Ala

Gly

Ala

45

Ala

Gly

Arg

Ser

Tyr

125

Ser

Asp

Asp

Leu

Tyr
205

Leu

Ala

30

Ser

Pro

Gly

Asp

Asp

110

Trp

Gly

Ile

Arg

Ser

190

Thr

Leu

15

Glu

Gly

Gly

Thr

Thr

95

Asp

Gly

Gly

Val

Val

175

Trp

Ala

560

Leu

Val

Tyr

Gln

Asn

80

Ser

Thr

Gln

Gly

Met

160

Thr

Tyr

Ser



Ile

Thr

225

Thr

Thr

Pro

Cys

Ala

305

Leu

Lys

Thr

Gly

Ala

385

Arg

Glu

Asn

Met

Gly

465

Ala

Leu

210

Asp

Tyr

Lys

Ala

Arg

290

Cys

Leu

Leu

Gln

Gly

370

Tyr

Arg

Met

Glu

Lys

450

Leu

Leu

<210>
<211>
<212>

Gln

Phe

Tyr

Val

Pro

275

Pro

Asp

Leu

Leu

Glu

355

Cys

Lys

Glu

Gly

Leu

435

Gly

Ser

Pro

72
485
PRT

Asn

Thr

Cys

Glu

260

Thr

Ala

Ile

Ser

Tyr

340

Glu

Glu

Gln

Glu

Gly

420

Gln

Glu

Thr

Pro

Gly

Leu

Leu

245

Ile

Ile

Ala

Tyr

Leu

325

Ile

Asp

Leu

Gly

Tyr

405

Lys

Lys

Arg

Ala

Arg
485

Val

Thr

230

Gln

Lys

Ala

Gly

Ile

310

Val

Phe

Gly

Arg

Gln

390

Asp

Pro

Asp

Arg

Thr
470

Pro

215

Ile

Thr

Thr

Ser

Gly

295

Trp

Ile

Lys

Cys

Val

375

Asn

Val

Arg

Lys

Arg

455

Lys

Ser

Ser

Tyr

Thr

Gln

280

Ala

Ala

Thr

Gln

Ser

360

Lys

Gln

Leu

Arg

Met

440

Gly

Asp

Arg

Ser

Thr

Thr

265

Pro

Val

Pro

Leu

Pro

345

Cys

Phe

Leu

Asp

Lys

425

Ala

Lys

Thr

24/42

Phe

Leu

Thr

250

Pro

Leu

His

Leu

Tyr

330

Phe

Arg

Ser

Tyr

Lys

410

Asn

Glu

Gly

Tyr

Ser

Gln

235

Pro

Ala

Ser

Thr

Ala

315

Cys

Met

Phe

Arg

Asn

395

Arg

Pro

Ala

His

Asp
475

Gly

220

Pro

Asp

Pro

Leu

Arg

300

Gly

Lys

Arg

Pro

Ser

380

Glu

Arg

Gln

Tyr

Asp

460

Ala

Ser

Glu

Phe

Arg

Arg

285

Gly

Thr

Arg

Pro

Glu

365

Ala

Leu

Gly

Glu

Ser

445

Gly

Leu

Gly

Asp

Gly

Pro

270

Pro

Leu

Cys

Gly

Val

350

Glu

Asp

Asn

Arg

Gly

430

Glu

Leu

His

Ser

Phe

Pro

255

Pro

Glu

Asp

Gly

Arg

335

Gln

Glu

Ala

Leu

Asp

415

Leu

Ile

Tyr

Met

Gly

Ala

240

Gly

Thr

Ala

Phe

Val

320

Lys

Thr

Glu

Pro

Gly

400

Pro

Tyr

Gly

Gln

Gln
480



<213>

<220>
<223>

<400>

72

Met Ala Leu

1

His

Lys

Thr

Gly

Tyr

Ile

Ala

Gly

Gly

145

Thr

Ile

Gln

Ile

Thr

225

Thr

Thr

Ala

Lys

Phe

50

Leu

Ala

Ser

Val

Thr

130

Ser

Gln

Thr

Gln

Leu

210

Asp

Tyr

Lys

Ala

Pro

35

Thr

Glu

Gln

Thr

Tyr

115

Leu

Gly

Ser

Cys

Lys

195

Gln

Phe

Tyr

Val

Pro

Arg

20

Gly

Gly

Trp

Asn

Ala

100

Tyr

Val

Gly

Pro

Arg

180

Pro

Asn

Thr

Cys

Glu
260

Val

Pro

Ala

Tyr

Met

Phe

85

Tyr

Cys

Thr

Gly

Ser

165

Ala

Gly

Gly

Leu

Leu

245

Ile

Mesotelina CAR
secuencia de aminoacidos

Thr

Gln

Ser

Tyr

Gly

Gln

Met

Ala

Val

Gly

150

Ser

Ser

Lys

Val

Thr

230

Gln

Lys

Secuencia Artificial

Ala

Val

Val

Met

55

Trp

Gly

Glu

Ser

Ser

135

Ser

Leu

Gln

Ala

Pro

215

Ile

Thr

Thr

(M11)

Leu

Gln

Lys

40

His

Ile

Arg

Leu

Gly

120

Ser

Gly

Ser

Ser

Pro

200

Ser

Ser

Tyr

Thr

Leu

Leu

25

Val

Trp

Asn

Val

Arg

105

Trp

Gly

Gly

Ala

Ile

185

Lys

Arg

Ser

Thr

Thr
265

25/42

Leu

10

Gln

Ser

Val

Pro

Thr

90

Arg

Asp

Gly

Gly

Ser

170

Arg

Leu

Phe

Leu

Thr

250

Pro

Pro

Gln

Cys

Arg

Asn

75

Met

Leu

Phe

Gly

Gly

155

Val

Tyr

Leu

Ser

Gln

235

Pro

Ala

Leu

Ser

Lys

Gln

60

Ser

Thr

Arg

Asp

Gly

140

Ser

Gly

Tyr

Ile

Gly

220

Pro

Asp

Pro

Ala

Gly

Ala

45

Ala

Gly

Arg

Ser

Tyr

125

Ser

Asp

Asp

Leu

Tyr

205

Ser

Glu

Phe

Arg

Leu

Ala

30

Ser

Pro

Gly

Asp

Asp

110

Trp

Gly

Ile

Arg

Ser

190

Thr

Gly

Asp

Gly

Pro
270

Leu

15

Glu

Gly

Gly

Thr

Thr

95

Asp

Gly

Gly

Arg

Val

175

Trp

Ala

Ser

Phe

Pro

255

Pro

Leu

Val

Tyr

Gln

Asn

80

Ser

Thr

Gln

Gly

Met

160

Thr

Tyr

Ser

Gly

Ala

240

Gly

Thr



Pro

Cys

Ala

305

Leu

Lys

Thr

Gly

Ala

385

Arg

Glu

Asn

Met

Gly

465

Ala

Ala

Arg

290

Cys

Leu

Leu

Gln

Gly

370

Tyr

Arg

Met

Glu

Lys

450

Leu

Leu

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

<220>
<223>

<400>

Pro

275

Pro

Asp

Leu

Leu

Glu

355

Cys

Lys

Glu

Gly

Leu

435

Gly

Ser

Pro

73
237
PRT

Thr

Ala

Ile

Ser

Tyr

340

Glu

Glu

Gln

Glu

Gly

420

Gln

Glu

Thr

Pro

Ile

Ala

Tyr

Leu

325

Ile

Asp

Leu

Gly

Tyr

405

Lys

Lys

Arg

Ala

Arg
485

Ala

Gly

Ile

310

Val

Phe

Gly

Arg

Gln

390

Asp

Pro

Asp

Arg

Thr
470

Ser

Gly

295

Trp

Ile

Lys

Cys

Val

375

Asn

Val

Arg

Lys

Arg

455

Lys

Secuencia Artificial

Gln

280

Ala

Ala

Thr

Gln

Ser

360

Lys

Gln

Leu

Arg

Met

440

Gly

Asp

Pro

Val

Pro

Leu

Pro

345

Cys

Phe

Leu

Asp

Lys

425

Ala

Lys

Thr

26/42

Leu

His

Leu

Tyr

330

Phe

Arg

Ser

Tyr

Lys

410

Asn

Glu

Gly

Tyr

Ser

Thr

Ala

315

Cys

Met

Phe

Arg

Asn

395

Arg

Pro

Ala

His

Asp
475

Leu

Arg

300

Gly

Lys

Arg

Pro

Ser

380

Glu

Arg

Gln

Tyr

Asp

460

Ala

Arg

285

Gly

Thr

Arg

Pro

Glu

365

Ala

Leu

Gly

Glu

Ser

445

Gly

Leu

Pro

Leu

Cys

Gly

Val

350

Glu

Asp

Asn

Arg

Gly

430

Glu

Leu

His

Dominio de unién especifico de PSMA humanizado
secuencia de aminoéacidos

73

Glu

Asp

Gly

Arg

335

Gln

Glu

Ala

Leu

Asp

415

Leu

Ile

Tyr

Met

Ala

Phe

Val

320

Lys

Thr

Glu

Pro

Gly

400

Pro

Tyr

Gly

Gln

Gln
480

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

1

5

10

15



27/42
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Glu Tyr
20 25 30

Thr Ile His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45

Gly Asn Ile Asn Pro Asn Asn Gly Gly Thr Thr Tyr Asn Gln Lys Phe
50 55 60

Glu Asp Arg Val Thr Ile Thr Val Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Ala Gly Trp Asn Phe Asp Tyr Trp Gly Gln Gly Thr Thr Val Thr
100 105 110

Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Ser Gly Gly
115 120 125

Gly Ser Asp Ile Gln Met Thr Gln Ser Pro Ser Thr Leu Ser Ala Ser
130 135 140

Val Gly Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asp Val Gly
145 150 155 160

Thr Ala Val Asp Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Lys Leu
165 170 175

Leu Ile Tyr Trp Ala Ser Thr Arg His Thr Gly Val Pro Asp Arg Phe
180 185 190

Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu
195 200 205

Gln Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr
210 215 220

Pro Leu Thr Phe Gly Gln Gly Thr Lys Val Asp Ile Lys

225 230 235
<210> 74

<211> 711

<212> ADN

<213> Secuencia Artificial

<220>
<223> Dominio de unién especifico de PSMA humanizado
secuencia de &cido nucleico

<400> 74
gaggtccagc tggtgcagtc tggagctgag gtgaagaagc ctggggcctc agtgaaggtce 60
tcctgcaagg cttctggata cacattcact gaatacacca tccactgggt gaggcaggcc 120

cctggaaagg gccttgagtg gattggaaac attaatccta acaatggtgg tactacctac 180



aaccagaagt
atggagctca
aactttgact
ggcggcggag
ctgtccgcecat
actgctgtag
gcatccaccc
ttcactctca
tataacagct
<210>
<211>

<212>
<213>

75
241
PRT

<220>
<223>

tcgaggacag
gcagcctgag
actggggcca
gaagttctgg
cagtaggaga
actggtatca
ggcacactgg
ccatcagcag

atcctctcac

agtcacaatc
atctgaggat
aggcaccacg
cggaggcagce
cagggtcacc
acagaaacca
agtccctgat
actgcagcct

gttcggccag

Secuencia Artificial

secuencia de aminoéacidos

<400> 75
Gln Val Gln
1

Val

Ser Lys

His
35

Tyr Met

Gly Trp Ile

50

Gln
65

Gly Arg

Met Glu Leu

Ala Ser Gly

Val Ser

115

Ser

Gly Ser

130

Gly

Leu
5

Val
20

Ser

Trp Val

Asn Pro

Val Thr

Arg Arg

85

Trp
100

Asp
Gly Gly

Gly Gly

Gln Gln

Cys

Arg

Asn

Met

70

Leu

Phe

Gly

Gly

Ser Gly

Lys Ala

Gln Ala

40

Ser
55

Gly
Thr Arg
Arg Ser
Asp Tyr

Ser
120

Gly

Ser
135

Asp

28/42

actgtagaca
actgcagtct
gtcaccgtct
gacattcaga
atcacttgca
gggcaagctc
cgcttcagecg
gaagactttg

gggaccaagg

Ala Glu

10

Val

Ser
25

Gly Tyr

Pro Gly Gln

Gly Thr Asn

Thr Ser

75

Asp

Asp Asp Thr

90
Trp Gln
105

Gly

Gly Gly Gly

Ile Arg Met

agtccaccag
attactgtgc
cctcaggagg
tgacccagtc
aggccagtca
ctaaactact
gcagtggatc
cagtttatta

tggatatcaa

Dominio de unidén especifico de Mesotelina

Lys Lys Pro

Thr Thr

30

Phe

Leu Glu

45

Gly

Tyr Ala Gln

60

Ile Ser Thr

Ala Val Tyr

Thr Leu

110

Gly

Ser
125

Gly Gly

Thr
140

Gln Ser

cacagcctac
agctggttgg
cggaggatct
tcccagcecacc
ggatgtgggt
gatttactgg
tgggacagat
ctgtcagcaa

a

Gly Ala

15

Gly Tyr

Trp Met

Asn Phe

Ala Tyr

80

Tyr
95

Cys
Val Thr
Gly Gly

Pro Ser

240

300

360

420

480

540

600

660

711



Ser

145

Ser

Lys

Val

Thr

Gln

225

Lys

Leu

Gln

Ala

Pro

Ile

210

Thr

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

<220>
<223>

<400>

Ser

Ser

Pro

Ser

195

Ser

Tyr

76
201
PRT

Ala

Ile

Lys

180

Arg

Ser

Thr

Ser

Arg

165

Leu

Phe

Leu

Thr

Val

150

Tyr

Leu

Ser

Gln

Pro
230

Gly

Tyr

Ile

Gly

Pro

215

Asp

Secuencia Artificial

Asp

Leu

Tyr

Ser

200

Glu

Phe

Arg

Ser

Thr

185

Gly

Asp

Gly

29/42

Val

Trp

170

Ala

Ser

Phe

Pro

Thr

155

Tyr

Ser

Gly

Ala

Gly
235

Receptor negativo dominante TGFPRII

secuencia de aminoacidos
(TGFbRII-DN)

76

Met Gly Arg Gly

1

Trp

Asn

Gln

Lys

65

Gln

Leu

Leu

Thr

Asn

Leu

50

Ser

Glu

Glu

Glu

Arg

Asp

35

Cys

Cys

Val

Thr

Asp
115

Ile
20

Met

Lys

Met

Cys

Val

100

Ala

Leu

Ala

Ile

Phe

Ser

Val

85

Cys

Ala

Leu

Ser

Val

Cys

Asn

70

Ala

His

Ser

Arg

Thr

Thr

Asp

55

Cys

Val

Asp

Pro

Gly

Ile

Asp

40

Val

Ser

Trp

Pro

Lys
120

Leu

Pro

25

Asn

Arg

Ile

Arg

Lys

105

Cys

Trp

Pro

Asn

Phe

Thr

Lys

90

Leu

Ile

Pro

His

Gly

Ser

Ser

75

Asn

Pro

Met

Ile

Gln

Ile

Thr

Thr

220

Thr

Leu

Val

Ala

Thr

60

Ile

Asp

Tyr

Lys

Thr

Gln

Leu

Asp

205

Tyr

Lys

His

Gln

Val

45

Cys

Cys

Glu

His

Glu
125

Cys

Lys

Gln

190

Phe

Tyr

Val

Ile

Lys

30

Lys

Asp

Glu

Asn

Asp

110

Lys

Arg

Pro

175

Asn

Thr

Cys

Glu

Val

15

Ser

Phe

Asn

Lys

Ile

95

Phe

Lys

Ala

160

Gly

Gly

Leu

Leu

Ile
240

Leu

Val

Pro

Gln

Pro

80

Thr

Ile

Lys



Pro Gly Glu

130

Asp Asn Ile

145

Leu Leu Val

Gly Val Ala

Gln Gln

195

Arg

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

77
603
ADN

<220>
<223>

Thr Phe

Ile Phe

Phe

Ser

Met
135

Cys

Glu Glu

150

Ile Phe

165

Ile
180

Ser

Lys Leu

Gln

Val

Ser

Val Thr

Ile Ile

Ser
200

Ser

Secuencia Artificial

30/42

Ser Cys Ser

Thr
155

Tyr Asn

Ile
170

Gly Ser

Ile
185

Phe Tyr

Gly

Receptor negativo dominante TGFPRII

secuencia de &acido nucleico

(TGFbRII-D

<400> 77
atgggtcggg

gccagcacga
aacaacggtg
tgtgacaacc
caggaagtct
tgccatgacc
tgcattatga
gatgagtgca
ttgctagtca

tctgtcatca

gga

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

78
238
PRT

<220>
<223>

N)

ggctgctcag
tcccaccgcea
cagtcaagtt
agaaatcctg
gtgtggctgt
ccaagctccc
aggaaaaaaa
atgacaacat
tatttcaagt

tcatcttcta

gggcctgtgg
cgttcagaag
tccacaactg
catgagcaac
atggagaaag
ctaccatgac
aaagcctggt
catcttctca
gacaggcatc

ctgctaccgc

Secuencia Artificial

ccgctgcaca
tcggttaata
tgtaaatttt
tgcagcatca
aatgacgaga
tttattctgg
gagactttct
gaagaatata
agcctcctgce

gttaaccggc

Ser Asp Glu

140

Ser Asn Pro

Leu Leu Pro

Cys Tyr Arg

190

tcgtcctgtg
acgacatgat
gtgatgtgag
cctccatctg
acataacact
aagatgctgc
tcatgtgttc
acaccagcaa
caccactggg

agcagaagct

PD1-CTM-CD28 receptor secuencia de aminoacidos

Cys Asn

Leu
160

Asp

Pro Leu

175

Val Asn

gacgcgtatc
agtcactgac
attttccacc
tgagaagcca
agagacagtt
ttctccaaag
ctgtagctct
tcctgacttg
agttgccata

gagttcatcc

60

120

180

240

300

360

420

480

540

600

603



<400>

78

Met Gln Ile

1

Leu

Asn

Asn

Leu

65

Ala

Val

Ala

Ala

Thr

145

Arg

Val

Ile

Tyr

Gln
225

Gly

Pro

Ala

50

Asn

Phe

Thr

Arg

Pro

130

Glu

Pro

Gly

Ile

Met

210

Pro

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

<220>
<223>

<400>

Trp

Pro

35

Thr

Trp

Pro

Gln

Arg

115

Lys

Arg

Ala

Gly

Phe

195

Asn

Tyr

79
714
ADN

Pro

Arg

20

Thr

Phe

Tyr

Glu

Leu

100

Asn

Ala

Arg

Gly

Val

180

Trp

Met

Ala

Gln

Pro

Phe

Thr

Arg

Asp

85

Pro

Asp

Gln

Ala

Gln

165

Leu

Val

Thr

Pro

Ala

Gly

Ser

Cys

Met

70

Arg

Asn

Ser

Ile

Glu

150

Phe

Ala

Arg

Pro

Pro
230

Pro

Trp

Pro

Ser

55

Ser

Ser

Gly

Gly

Lys

135

Val

Gln

Cys

Ser

Arg

215

Arg

Secuencia Artificial

PD1-CTM-CD28 receptor secuencia de &cido nucleico

79

Trp

Phe

Ala

40

Phe

Pro

Gln

Arg

Thr

120

Glu

Pro

Thr

Tyr

Lys

200

Arg

Asp

Pro

Leu

25

Leu

Ser

Ser

Pro

Asp

105

Tyr

Ser

Thr

Leu

Ser

185

Arg

Pro

Phe

31/42

Val

10

Asp

Leu

Asn

Asn

Gly

90

Phe

Leu

Leu

Ala

Val

170

Leu

Ser

Gly

Ala

Val

Ser

Val

Thr

Gln

75

Gln

His

Cys

Arg

His

155

Phe

Leu

Arg

Pro

Ala
235

Trp

Pro

Val

Ser

60

Thr

Asp

Met

Gly

Ala

140

Pro

Trp

Val

Leu

Thr

220

Tyr

Ala

Asp

Thr

45

Glu

Asp

Cys

Ser

Ala

125

Glu

Ser

Val

Thr

Leu

205

Arg

Arg

Val

Arg

30

Glu

Ser

Lys

Arg

Val

110

Ile

Leu

Pro

Leu

Val

190

His

Lys

Ser

Leu

15

Pro

Gly

Phe

Leu

Phe

95

Val

Ser

Arg

Ser

Val

175

Ala

Ser

His

Gln

Trp

Asp

Val

Ala

80

Arg

Arg

Leu

Val

Pro

160

Val

Phe

Asp

Tyr



atgcagatcc
ccaggatggt
ctgctcgtgg
gagagcttcg
gcctteccecg
cccaacgggce
tacctctgtg
gagctcaggg
aggccagccg
ctggcttgcet
aggagcaggc
cgcaagcatt
<210>
<211>

<212>
<213>

80
232
PRT

<220>
<223>
<400> 80
Met Gln Ile
1
Leu

Gly Trp

Pro
35

Asn Pro

Ala Thr

50

Asn

Leu Asn

65

Trp

Ala Phe Pro

Val Thr Gln

Ala Arg Arg

115

cacaggcgcc
tcttagactc
tgaccgaagg
tgctaaactg
aggaccgcag
gtgacttcca
gggccatctc
tgacagagag
gccagttcca
atagcttgct
tcctgcacag

accagcccta

Pro Gln

Arg Pro

20

Thr Phe

Phe Thr

Tyr Arg

Glu Asp

85
Leu Pro
100

Asn Asp

Ala

Gly

Ser

Cys

Met

70

Arg

Asn

Ser

ctggccagtc
cccagacagg
ggacaacgcc
gtaccgcatg
ccagcccggce
catgagcgtg
cctggccccec
aagggcagaa
aaccctggtg
agtaacagtg
tgactacatg

tgccccacca

Secuencia Artificial

Pro Trp

Trp Phe

Ala
40

Pro

Ser Phe

55

Ser Pro

Ser Gln

Gly Arg

Thr
120

Gly

32/42

gtctgggcag
ccctggaacc
accttcacct
agccccagca
caggactgcc
gtcagggccc
aaggcgcaga
gtgcccacag
ttttgggtgc
gcctttatta
aacatgactc

cgcgacttcg

Pro Val Val

10
Leu Ser
25

Asp

Leu Leu Val

Ser Asn Thr

Gln
75

Ser Asn

Pro Gly Gln

90

Asp Phe His

105
Val

Leu Cys

tgctacaact
cccccacctt
gcagcttctc
accagacgga
gcttccgtgt
ggcgcaatga
tcaaagagag
cccaccccag
tggtggtggt
ttttctgggt
cccgecgecce

cagcctatcg

PD1-PTM-CD28 receptor secuencia de aminoacidos

Trp Ala Val

Pro Asp Arg

30

Thr
45

Val Glu

Ser Glu Ser

60
Thr

Asp Lys

Asp Cys Arg

Val
110

Met Ser

Ala
125

Gly Ile

gggctggcgag
ctccccagec
caacacatcg
caagctggcc
cacacaactg
cagcggcacce
cctgcgggceca
cccctcaccce
tggtggagtc
gaggagtaag
cgggcccacce

ctcc

Leu Gln

15

Pro Trp

Gly Asp
Phe Val

Ala
80

Leu

Phe
95

Arg
Val Arg

Ser Leu

60

120

180

240

300

360

420

480

540

600

660

714



Ala Pro

130

Lys

Thr
145

Glu Arg

Arg Pro Ala

Leu Leu Gly

Ser Lys Arg

195

Arg Arg Pro

210
Arg Phe
225

Asp

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

81
696
ADN

<220>
<223>

<400> 81
atgcagatcc

ccaggatggt

ctgctcgtgg

gagagcttcg

gcctteceecg

cccaacgggce

tacctctgtg

gagctcaggg

aggccagccg

ctggtgctgce

agtgactaca

tatgccccac

<210>
<211>

82
232

Leu Gln

Arg Ala

Ile

Glu

Lys Glu

135

Val Pro

150

Gln
165

Gly

Ser Leu

180

Ser Arg

Pro

Gly

Ala Ala

Phe

Val

Leu

Thr

Val

Gln Thr

Leu

Leu

His
200

Leu

Arg
215

Lys

Arg Ser

230

cacaggcgcc
tcttagactc
tgaccgaagg
tgctaaactg
aggaccgcag
gtgacttcca
gggccatctc
tgacagagag
gccagttcca
tagtctgggt
tgaacatgac

cacgcgactt

Secuencia Artificial

ctggccagtc
cccagacagg
ggacaacgcc
gtaccgcatg
ccagcccggce
catgagcgtg
cctggccccce
aagggcagaa
aaccctggtg
cctggcecegtce
tccecegecge

cgcagcctat

33/42

Ser Leu Arg

Thr Ala His

155

Val
170

Leu Val

Val
185

Trp Val

Ser Asp Tyr

His Tyr Gln

gtctgggcgg

ccctggaacc
accttcacct
agccccagca
caggactgcc
gtcagggccc
aaggcgcaga
gtgcccacag
gttggtgtcg
atcaggagta
cccgggecca

cgctcc

Ala
140

Glu Leu

Pro Ser Pro

Gly Val Vval

Ala Val

190

Leu

Met Asn Met

205
Pro Ala
220

Tyr

tgctacaact
cccccacctt
gcagcttctc
accagacgga
gcttccgtgt
ggcgcaatga
tcaaagagag
cccaccccag
tgggcggcect
agaggagcag

cccgcaagca

Arg Val

Pro
160

Ser

Gly
175

Gly
Ile Arg
Thr

Pro

Pro Pro

PD1-PTM-CD28 receptor secuencia de &acido nucleico

gggctggcgg

ctccccagcece
caacacatcg
caagctggcc
cacacaactg
cagcggcacc
cctgcgggca
cccctcacce
gctgggcagc
gctcctgcac

ttaccagccc

60

120

180

240

300

360

420

480

540

600

660

696



<212>
<213>

<220>
<223>

<400>

PRT

Secuencia Artificial

PDIA132L PTM-CD28 receptor
secuencia de aminoacidos

82

Met Gln Ile

1

Leu

Asn

Asn

Leu

65

Ala

Val

Ala

Ala

Thr

145

Arg

Leu

Ser

Arg

Arg
225

Gly

Pro

Ala

50

Asn

Phe

Thr

Arg

Pro

130

Glu

Pro

Leu

Lys

Arg

210

Asp

<210>
<211>
<212>

Trp

Pro

35

Thr

Trp

Pro

Gln

Arg

115

Lys

Arg

Ala

Gly

Arg

195

Pro

Phe

83
693

ADN

Pro

Arg

20

Thr

Phe

Tyr

Glu

Leu

100

Asn

Leu

Arg

Gly

Ser

180

Ser

Gly

Ala

Gln

Pro

Phe

Thr

Arg

Asp

Pro

Asp

Gln

Ala

Gln

165

Leu

Arg

Pro

Ala

Ala

Gly

Ser

Cys

Met

70

Arg

Asn

Ser

Ile

Glu

150

Phe

Val

Leu

Thr

Val
230

Pro

Trp

Pro

Ser

55

Ser

Ser

Gly

Gly

Lys

135

Val

Gln

Leu

Leu

Arg

215

Arg

Trp

Phe

Ala

40

Phe

Pro

Gln

Arg

Thr

120

Glu

Pro

Thr

Leu

His

200

Lys

Ser

Pro

Leu

25

Leu

Ser

Ser

Pro

Asp

105

Val

Ser

Thr

Leu

Val

185

Ser

His

34/42

Val

10

Asp

Leu

Asn

Asn

Gly

Phe

Leu

Leu

Ala

Val

170

Trp

Asp

Tyr

Val

Ser

Val

Thr

Gln

75

Gln

His

Cys

Arg

His

155

Val

Val

Tyr

Gln

Trp

Pro

Val

Ser

60

Thr

Asp

Met

Gly

Ala

140

Pro

Gly

Leu

Met

Pro
220

Ala

Asp

Thr

45

Glu

Asp

Cys

Ser

Ala

125

Glu

Ser

Val

Ala

Asn

205

Tyr

Val

Arg

30

Glu

Ser

Lys

Arg

Val

110

Ile

Leu

Pro

Val

Val

190

Met

Ala

Leu

15

Pro

Gly

Phe

Leu

Phe

95

Val

Ser

Arg

Ser

Gly

175

Ile

Thr

Pro

Gln

Trp

Asp

Val

Ala

80

Arg

Arg

Leu

Val

Pro

160

Gly

Arg

Pro

Pro



<213>

<220>
<223>

Secuencia Artificial

secuencia de &acido nucleico

<400> 83
atgcagatcc

ccaggatggt
ctgctcgtgg
gagagcttcg
gccttceceecg
cccaacgggce
tacctctgtg
gagctcaggg
aggccagccg
ctggtgctgce
agtgactaca
tatgccccac
<210>
<211>

<212>
<213>

84
237
PRT

<220>
<223>

cacaggcgcce
tcttagactc
tgaccgaagg
tgctaaactg
aggaccgcag
gtgacttcca
gggccatctc
tgacagagag
gccagttcca
tagtctgggt
tgaacatgac

cacgcgactt

ctggccagtc
cccagacagg
ggacaacgcc
gtaccgcatg
ccagcccggce
catgagcgtg
cctggcecceccece
aagggcagaa
aaccctggtg
cctggceegtce
tccececgecge

cgcagcctat

Secuencia Artificial

PD-1-4-1BB receptor

secuencia de aminoacidos

(PD1-BB)

<400> 84
Met Gln Ile
1
Leu

Gly Trp

Pro
35

Asn Pro

Ala
50

Asn Thr

Leu Asn

65

Trp

Pro Gln

Arg Pro

20

Thr Phe

Phe Thr

Tyr Arg

Ala

Gly

Ser

Cys

Met
70

Pro Trp

Trp Phe

Ala
40

Pro

Ser Phe

55

Ser Pro

35/42

PDIA132L PTM-CD28 receptor

gtctgggcgg
ccctggaacc
accttcacct
agccccagca
caggactgcecc
gtcagggccc
aagctgcaga
gtgcccacag
gttggtgtcg
atcaggagta
cccgggecca

cgc

Val
10

Pro Val

Leu Ser

25

Asp

Leu Leu Val

Ser Asn Thr

Gln
75

Ser Asn

tgctacaact
cccccacctt
gcagcttctc
accagacgga
gcttccgtgt
ggcgcaatga
tcaaagagag
cccaccccag
tgggcggect
agaggagcag

cccgcaagca

Trp Ala Val

Pro Asp Arg

30

Thr
45

Val Glu

Ser Glu Ser

60

Thr Asp Lys

gggctggcgg

ctccccagcece
caacacatcg
caagctggcc
cacacaactg
cagcggcacc
cctgcgggcea
cccecctcecaccce
gctgggcagce
gctcctgcac

ttaccagccc

Leu Gln

15

Pro Trp

Gly Asp
Phe Val

Ala
80

Leu

60

120

180

240

300

360

420

480

540

600

660

693



Ala Phe Pro

Val Thr Gln

Ala Arg Arg

115
Ala Pro
130

Lys

Thr
145

Glu Arg

Arg Pro Ala

Leu Ala Gly

Tyr Cys Lys

195

Phe
210

Pro Met

Cys Phe

225

Arg

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

85
711
ADN

<220>
<223>

Glu Asp

85
Leu Pro
100

Asn Asp

Ala Gln

Arg Ala

Arg

Asn

Ser

Ile

Glu

Ser Gln

Gly Arg

Thr
120

Gly

Lys Glu

135

Val Pro

150

Gln
165

Gly

Thr
180

Cys
Lys Arg
Pro

Arg

Pro Glu

Phe

Gly

Gly

Val

Glu

Gln Thr

Val Leu

Arg Lys

200

Gln
215

Thr

Glu Glu

230

Secuencia Artificial

PD-1-4-1BB receptor

secuencia de &cido nucleico

(PD1-BB)

<400> 85
atgcagatcc

ccaggatggt
ctgctcgtgg
gagagcttcg
gccttceccecg
cccaacgggce
tacctctgtg

gagctcaggg

cacaggcgcce
tcttagactc
tgaccgaagg
tgctaaactg
aggaccgcag
gtgacttcca
gggccatctc

tgacagagag

ctggccagtc
cccagacagg
ggacaacgcc
gtaccgcatg
ccagcccgge
catgagcgtg
cctggccecccece

aagggcagaa

36/42

Pro Gly Gln

90

Asp Phe His

105

Tyr Leu Cys

Ser Leu Arg

Thr Ala His

155

Val
170

Leu Ile

Leu Leu Ser

185

Lys Leu Leu

Thr Gln Glu

Gly Gly Cys

235

gtctgggcag
ccctggaacc
accttcacct
agccccagca
caggactgcc
gtcagggccc
aaggcgcaga

gtgcccacag

Asp Cys Arg

Met Val

110

Ser

Ala
125

Gly Ile

Ala
140

Glu Leu

Pro Ser Pro

Tyr Ile Trp

Val Ile

190

Leu

Ile
205

Tyr Phe

Glu
220

Asp Gly

Glu Leu

tgctacaact
cccccacctt
gcagcttctc
accagacgga
gcttccgtgt
ggcgcaatga
tcaaagagag

cccacccecag

Phe
95

Arg
Val Arg
Ser Leu
Arg Val

Pro
160

Ser

Ala
175

Pro

Thr Leu

Lys Gln

Cys Ser

gggctggcag
ctccccagec
caacacatcg
caagctggcc
cacacaactg
cagcggcacce
cctgcgggcea

cccctcecaccc

60

120

180

240

300

360

420

480



37/42

atctacatct

accctttact

atgagaccag

gaagaaggag

aggccagccg gccagttcca aaccctggtt

tgtggggtcc ttctcctgtc actggttatc

aaactcctgt atatattcaa acaaccattt

gatggctgta gctgccgatt tccagaagaa

<210> 86

<211> 237

<212> PRT

<213> Secuencia Artificial

<220>

<223> PDI1Al132L 4-1BB receptor secuencia de
(PD1*BB)

<400> 86

Met Gln Ile
1
Leu

Gly Trp

Pro
35

Asn Pro

Ala Thr

50

Asn

Leu Asn

65

Trp

Ala Phe Pro

Val Thr Gln

Ala Arg Arg

115
Ala Pro
130

Lys

Thr
145

Glu Arg

Arg Pro Ala

Leu Ala Gly

Val Cys Lys

195

Pro Gln

Arg Pro

20

Thr Phe

Phe Thr

Tyr Arg

Glu Asp

Leu Pro

100

Asn Asp

Gln

Leu

Arg Ala

Ala

Gly

Ser

Cys

Met

70

Arg

Asn

Ser

Ile

Glu

Pro Trp

Trp Phe

Ala
40

Pro

Ser Phe

55

Ser Pro

Ser Gln

Gly Arg

Thr
120

Gly

Lys Glu

135

Val Pro

150

Gln
165

Gly

Thr
180

Cys

Lys Arg

Phe

Gly

Gly

Gln Thr

Val Leu

Arg Lys

200

Val
10

Pro Val

Leu Ser

25

Asp

Leu Leu Val

Ser Asn Thr

Gln
75

Ser Asn

Pro Gly Gln

Asp Phe His

105

Val Leu Cys

Ser Leu Arg

Thr Ala His

155

Val
170

Leu Ile

Leu Leu Ser

185
Leu

Lys Leu

gggcgccctt
gcaaaaaacg
tacaaactac

gatgtgaact

aminodacidos

Trp Ala Val

Pro Asp Arg

30
Val Thr
45

Glu

Ser Glu Ser

60
Thr

Asp Lys

Asp Cys Arg

Val
110

Met Ser

Ala
125

Gly Ile

Ala
140

Glu Leu

Pro Ser Pro

Tyr Ile Trp

Val Ile

190

Leu

Ile
205

Tyr Phe

ggccgggact
gggcagaaag

tcaagaggaa

g9

Leu Gln

15

Pro Trp

Gly Asp
Phe Val

Ala
80

Leu

Phe
95

Arg
Val Arg
Ser Leu
Arg Val

Pro
160

Ser

Ala
175

Pro
Thr

Leu

Lys Gln

540

600

660

711



38/42

Pro Phe Met Arg Pro Val Gln Thr Thr Gln Glu Glu Asp Gly Cys Ser

210

215

220

Cys Arg Phe Pro Glu Glu Glu Glu Gly Gly Cys Glu Leu
230

225

<210> 87
<211> 1711
<212> ADN
<213>
<220>
<223>
(PD1*BB)

<400> 87
atgcagatcc

ccaggatggt
ctgctcgtgg
gagagcttcg
gccttecececg
cccaacgggc
tacctctgtg
gagctcaggg
aggccagccg
tgtggggtcc
aaactcctgt
gatggctgta
<210> 88

<211> 238
<212> PRT
<213>

<220>
<223>

<400> 88

PD1A132L 4-1BB

cacaggcgcce
tcttagactc
tgaccgaagg
tgctaaactg
aggaccgcag
gtgacttcca
gggccatctc
tgacagagag
gccagttcca
ttctecctgtce
atatattcaa

gctgccgatt

Secuencia Artificial

235

receptor secuencia de

ctggccagtc
cccagacagg
ggacaacgcc
gtaccgcatg
ccagcccggce
catgagcgtg
cctggcceccece
aagggcagaa
aaccctggtt
actggttatc
acaaccattt

tccagaagaa

Secuencia Artificial

gtctgggcgg
ccctggaacc
accttcacct
agccccagca
caggactgcecc
gtcagggccc
aagctgcaga
gtgcccacag
atctacatct
accctttact
atgagaccag

gaagaaggag

dcido nucleico

tgctacaact
cccccacctt
gcagcttctc
accagacgga
gcttccgtgt
ggcgcaatga
tcaaagagag
cccaccccag
gggcgccctt
gcaaaaaacg
tacaaactac

gatgtgaact

TGFRR-IL12RR1 receptor secuencia de aminoacidos

gggctggcgg

ctccceccagec
caacacatcg
caagctggcc
cacacaactg
cagcggcacce
cctgcgggcea
cccctcaccce
ggccgggact
gggcagaaag

tcaagaggaa

g

Met Glu Ala Ala Val Ala Ala Pro Arg Pro Arg Leu Leu Leu Leu Val

1

5

10

15

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

20

25

30

60

120

180

240

300

360

420

480

540

600

660

711



Ala Gln

35

Leu

Val Thr

50

Asp

Val
65

Ile His

Asp Arg Pro

Thr Thr Tyr

Thr Thr Val

115
Val Ile
130

Ala

Val
145

Tyr Ile

Cys Ala Ser

Trp Ile Asn

Val Val

195

Leu

Glu Lys Thr

210

Glu
225

Leu Ser

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

89
714
ADN

<220>
<223>

<400> 89
atggaggcgg

gcggcggcgg
tgtacaaaag
accacagaca

gataggccgt

Cys Phe

Gly Leu

Asn Ser

Phe Val

85

Cys
100

Cys
Lys Ser
Pro

Gly

Arg Ala

Cys

Cys

Met

70

Cys

Asn

Ser

Val

Ala

Leu
40

His

Phe
55

Val

Cys Ile

Ala Pro

Gln Asp

Pro Gly

120
Cys Phe
135

Arg His

150

Ala
165

Ser

Pro Val

180

Glu Met

Glu

Leu

Leu Glu

Ile

Asp

Ser

Pro

Asp

Glu Phe

Phe Gln

Trp Asp

200

Glu
215

Gly

Gly Asp

230

cggtcgcectgce
cggcggceget
acaattttac
aagttataca

ttgtatgtgc

Secuencia Artificial

tcecgegtcecece
gctcccgggg
ttgtgtgaca
caacagcatg

accctcttca

39/42

Cys Thr Lys

Ser Val Thr

Ala Glu Ile

75

Ser
90

Ser Lys

His Asn

105

Cys

Leu Gly Pro

Val Cys Ile

Pro
155

Leu Cys

Pro Gly

170

Gly

Glu
185

Glu Ala

Lys Gly Glu

Ala Pro Glu

Arg Cys Lys

235

cggctgcetcc
gcgacggcgt
gatgggctct
tgtatagctg

aaaactgggt

Asn Phe

45

Asp

Glu
60

Thr Thr

Asp Leu Ile

Thr Gly Ser

Ile Glu

110

Lys

Val Glu

125

Leu

Ser Leu Met

140
Pro

Pro Leu

Lys Glu Thr

Gln
190

Ser Leu

Thr
205

Arg Glu

Leu Ala Leu

220

Ala Lys Met

tcctegtget
tacagtgttt
gctttgtctc
aaattgactt

ctgtgactac

Thr Cys

Asp Lys

Pro Arg

80

Val
95

Thr

Leu Pro

Ala Ala

Leu Met

Thr Pro

160
Trp Gln
175

Glu Ala

Leu

Pro

Asp Thr

TGFRR-IL12RR1 receptor secuencia de &cido nucleico

ggcggcggcyg
ctgccacctc
tgtcacagag
aattcctcga

aacatattgc

60

120

180

240

300



tgcaatcagg
cttggtcctg
ctcatgttga
tgtgccagcet
gtggacttcc
aaaggcgaga
gccctggata
<210>
<211>

<212>
<213>

90
403
PRT

<220>
<223>
<400> 90
Met Gly Arg
1

Thr

Trp Arg

Asn Asn Asp

35
Gln Leu
50

Cys

Lys Ser

65

Cys

Gln Glu Val

Leu Glu Thr

Leu Glu Asp

115

Pro Gly Glu

130

Asp Asn Ile

145
Val

Leu Leu

accattgcaa
tggaactggc
tggtctatat
ccgccattga
aggaagaggc
ggactgagcc

cagagttgtc

Gly Leu

Ile
20

Ala
Met TIle
Lys Phe
Met

Ser

Val
85

Cys

Val
100

Cys
Ala Ala
Thr Phe

Ile Phe

Leu

Ser

Val

Cys

Asn

70

Ala

His

Ser

Phe

Ser

taaaatagaa
agctgtcatt
cagggccgca
gttccctgga
atccctgcag
tctcgagaag

cttggaggat

Secuencia Artificial

TGFRR-IL12RR2 receptor secuencia

Arg Gly

Thr Ile

Thr Asp

40

Asp Val

Cys Ser

Val Trp

Asp Pro

Pro Lys

120

Met
135

Cys

Glu Glu

150

Ile Phe

165

Gln

Val Thr

40/42

cttccaacta
gctggaccag
cggcacctgt
gggaaggaga
gaggccctgg

acagagctac

ggagacaggt

Leu Trp Pro

10

Pro Pro His

25

Asn Asn Gly

Arg Phe Ser

Ile Thr Ser

75

Arg Lys Asn

90

Lys Leu Pro

105
Ile

Cys Met

Ser Cys Ser

Thr
155

Tyr Asn

Ile
170

Gly Ser

ctgtaaagtc
tgtgcttcgt
gcccgcecgcet
cttggcagtg
tggtagagat
ctgagggtgc

gcaaggccaa

de amino&cidos

Leu His Ile

Val Gln Lys

30
Ala Val
45

Lys

Thr
60

Cys Asp

Ile Cys Glu

Asp Glu Asn

Tyr His Asp

110

Glu
125

Lys Lys

Ser Glu

140

Asp

Ser Asn Pro

Leu Leu Pro

atcacctggc
ctgcatctca
gcccacaccc
gatcaaccca
gtcctgggac
ccctgagcectg

gatg

Val
15

Leu

Ser Val

Phe Pro

Gln

Asn

Pro
80

Lys

Ile Thr

95

Phe Ile

Lys Lys
Asn

Cys

Leu
160

Asp

Pro Leu

175

360

420

480

540

600

660

714



41/42

Gly Val Ala Ile Ser Val Ile Ile Ile Phe Tyr Gln Gln Lys Val Phe
180 185 190

Val Leu Leu Ala Ala Leu Arg Pro Gln Trp Cys Ser Arg Glu Ile Pro
195 200 205

Asp Pro Ala Asn Ser Thr Cys Ala Lys Lys Tyr Pro Ile Ala Glu Glu
210 215 220

Lys Thr Gln Leu Pro Leu Asp Arg Leu Leu Ile Asp Trp Pro Thr Pro
225 230 235 240

Glu Asp Pro Glu Pro Leu Val Ile Ser Glu Val Leu His Gln Val Thr
245 250 255

Pro Val Phe Arg His Pro Pro Cys Ser Asn Trp Pro Gln Arg Glu Lys
260 265 270

Gly Ile Gln Gly His Gln Ala Ser Glu Lys Asp Met Met His Ser Ala
275 280 285

Ser Ser Pro Pro Pro Pro Arg Ala Leu Gln Ala Glu Ser Arg Gln Leu
290 295 300

Val Asp Leu Tyr Lys Val Leu Glu Ser Arg Gly Ser Asp Pro Lys Pro
305 310 315 320

Glu Asn Pro Ala Cys Pro Trp Thr Val Leu Pro Ala Gly Asp Leu Pro
325 330 335

Thr His Asp Gly Tyr Leu Pro Ser Asn Ile Asp Asp Leu Pro Ser His
340 345 350

Glu Ala Pro Leu Ala Asp Ser Leu Glu Glu Leu Glu Pro Gln His Ile
355 360 365

Ser Leu Ser Val Phe Pro Ser Ser Ser Leu His Pro Leu Thr Phe Ser
370 375 380

Cys Gly Asp Lys Leu Thr Leu Asp Gln Leu Lys Met Arg Cys Asp Ser
385 390 395 400

Leu Met Leu

<210> 91

<211> 1209

<212> ADN

<213> Secuencia Artificial

<220>
<223> TGFBRR-IL12RR2 receptor secuencia de acido nucleico

<400> 091
atgggtcggg ggctgctcag gggcctgtgg ccgctgcaca tcgtcctgtg gacgcgtatce 60

gccagcacga tcccaccgca cgttcagaag tcggttaata acgacatgat agtcactgac 120



aacaacggtg
tgtgacaacc
caggaagtct
tgccatgacc
tgcattatga
gatgagtgca
ttgctagtca
tctgtcatca
cagtggtgta
attgcagagg
gaagatcctg
catcccccect
gagaaagaca
agcagacaac
gaaaacccag
tacttaccct
gaagaactgg
ctcaccttct

ctcatgctc

cagtcaagtt
agaaatcctg
gtgtggctgt
ccaagctccc
aggaaaaaaa
atgacaacat
tatttcaagt
tcatcttcta
gcagagaaat
agaagacaca
aaccgctggt
gctccaactg
tgatgcacag
tggtggatct
cctgtcecctg
ccaacataga
agcctcagca

cctgtggtga

tccacaactg
catgagcaac
atggagaaag
ctaccatgac
aaagcctggt
catcttctca
gacaggcatc
ccagcaaaag
tccagatcca
gctgcccttg
catcagtgaa
gccacaaagg
tgcctcaagce
gtacaaggtg
gacggtgctc
tgacctcccecce
catctccctt

taagctgact

42/42

tgtaaatttt
tgcagcatca
aatgacgaga
tttattctgg
gagactttct
gaagaatata
agcctcctgce
gtgtttgttc
gcaaatagca
gacaggctcc
gtccttcatc
gaaaaaggaa
ccaccacctc
ctggagagca
ccagcaggtg
tcacatgagg
tctgttttcce

ctggatcagt

gtgatgtgag
cctccatctg
acataacact
aagatgctgc
tcatgtgttc
acaccagcaa
caccactggg
tcctagecagce
cttgcgctaa
tgatagactg
aagtgacccc
tccaaggtca
caagagctct
ggggctccga
accttcccac
cacctctcgce
cctcaagttc

taaagatgag

attttccacc
tgagaagcca
agagacagtt
ttctccaaag
ctgtagctct
tcctgacttg
agttgccata
cctcagacct
gaaatatccc
gcccacgcect
agttttcaga
tcaggcctct
ccaagctgag
cccaaagcca
ccatgatggc
tgactctctg
tcttcaccca

gtgtgactcc

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1209



