eolf-seql
SEQUENCE LISTING

<110> Roche Glycart AG

<120> BISPECIFIC ANTIBODIES SPECIFIC FOR FAP AND DR5, ANTIBODIES
SPECIFIC FOR DR5 AND METHODS OF USE

<130> 31434 wo

<150> US 61/808128
<151> 2013-04-03

<160> 318
<170> PatentIn version 3.5

<210> 1

<211> 5

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (5E11l) binder; CDR1 of VH

<400> 1

Ser Tyr Ala Met Ser
1 5

<210> 2

<211> 17

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (5E11) binder; CDR2 of VH

<400> 2

Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser val Lys
1 5 10 15

Gly

<210> 3

<211> 8

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (5E11) binder; CDR3 of VH

<400> 3

Gly val Arg val Ser Phe Asp Tyr
1 5

<210> 4

<211> 12

<212> PRT

<213> Artificial Sequence

<220>
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eolf-seql
<223> DR5 (5E11) binder; CDR1 of VL

<400> 4

Arg Ala Ser GIn Ser val Ser Ser Ser Tyr Leu Ala

1 5 10
<210> 5

<211> 7

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (5E11) binder; CDR2 of VL
<400> 5

Gly Ala Ser Ser Arg Ala Thr
1

5
<210> 6
<211> 9
<212> PRT
<213> Artificial Sequence
<220>

<223> DR5 (5E11) binder; CDR3 of VL
<400> 6

Gln GIn Gly Thr Thr His Pro Ile Thr
1 5

<210> 7

<211> 117

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5(5E11)binder_variable heavy chain (VH)

<400> 7
Glu val Gln Leu Leu Glu Ser Gly Gly Gly Leu val
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr
20 25

Ala Met Ser Trp val Arg Gln Ala Pro Gly Lys Gly
35 40

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

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala
85 90

Page 2

Gln

Phe

Leu

45

Ala

Asn

val

Pro

Ser

30

Glu

Asp

Thr

Tyr

Gly

15

Ser

Trp

Ser

Leu

Tyr
95

Gly

Tyr

val

val

Tyr

80

Cys



eolf-seql

Ala Lys Gly val Arg val Ser Phe Asp Tyr Trp Gly Gln Gly Thr Leu
100 105 110

val Thr val Ser Ser

115

<210> 8
<211> 108
<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (5E11) binder_variable 1light chain (vL)

<400> 8

Glu Ile val Leu Thr
1 5

Thr

20

Trp

Ala

Ser

Phe

Gly

Leu

Tyr

Ser

Gly

Ala

85

Gln

Gln

Ser

Gln

Ser

Thr

70

val

Gly

Ser

Cys

Gln

Arg

55

Asp

Tyr

Thr

<213> Artificial Sequence

Pro Gly Thr Leu Ser Leu
10

Arg

Phe

Tyr

Lys

Ala

25

Pro

Thr

Thr

Cys

val
105

Ser Gln Ser val

Gly GIn Ala Pro
45

Gly ITe Pro Asp
60

Leu Thr Ile ser
75

Gln GIn Gly Thr
90

Glu Ile Lys

<223> FAP (28H1) binder; CDR1 of VH

Ser His Ala Met Ser

Glu Arg Ala
Tyr Leu Ala
35

Ile Tyr Gly
50

Gly Ser Gly

65

Pro Glu Asp

ITe Thr Phe

<210> 9

<211> 5

<212> PRT

<220>

<400> 9

1

<210> 10

<211> 16

<212> PRT

5

<213> Artificial Sequence

<220>

Page 3

Ser

Ser

30

Arg

Arg

Arg

Thr

Pro

15

Ser

Leu

Phe

Leu

His
95

Gly

Ser

Leu

Ser

Glu

80

Pro



eolf-seql
<223> FAP(28H1), binder; CDR2 of VH

<400> 10

Ala Ile Trp Ala Ser Gly Glu GIn Tyr Tyr Ala Asp Ser val Lys Gly
1 5 10 15

<210> 11

<211> 8

<212> PRT

<213> Artificial Sequence

<220>
<223> FAP(28H1) binder; CDR3 of VH

<400> 11

Gly Trp Leu Gly Asn Phe Asp Tyr
1 5

<210> 12

<211> 12

<212> PRT

<213> Artificial Sequence

<220>
<223> FAP(28H1) binder; cDR1 of VL

<400> 12

Arg Ala Ser GIn Ser val Ser Arg Ser Tyr Leu Ala
1 5 10

<210> 13

<211> 7

<212> PRT

<213> Artificial Sequence

<220>
<223> FAP(28H1) binder; CDR2 of VL

<400> 13

Gly Ala ser Thr Arg Ala Thr
1 5

<210> 14

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> FAP(28H1) binder; CDR3 of VL

<400> 14

Gln GIn Gly GIn val Ile Pro Pro Thr
1 5

<210> 15

<211> 116

<212> PRT

<213> Artificial Sequence
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eolf-seql

<220>
<223> FAP(28H1) binder_variable heavy chain (VH)

<400> 15
Glu val Gln 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 His
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 Trp Ala Ser Gly Glu GIn Tyr Tyr Ala Asp Ser val Lys
50 55 60

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

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys Ala
85 90 95

Lys Gly Trp Leu Gly Asn Phe Asp Tyr Trp Gly GIn Gly Thr Leu val
100 105 110

Thr val Ser Ser
115

<210> 16

<211> 108

<212> PRT

<213> Artificial Sequence

<220>
<223> FAP(28H1)binder_variable 1light chain (VL)

<400> 16
Glu ITe val Leu Thr GIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Arg Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile ITe Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80
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eolf-seql
Pro Glu Asp Phe é]a val Tyr Tyr Cys ggn Gln Gly Gln val g]e Pro
5 5

Pro Thr Phe Gly GIn Gly Thr Lys val Glu ITe Lys

100 105
<210> 17
<211> 5
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (174-VH7) and (174-vH17) binders; CDR1l of VH
<400> 17
Arg Tyr Ala Met Ile
1 5
<210> 18
<211> 16
<212> PRT
<213> Artificial Sequence
<220>

<223> DR5 (174-VH7) binder; CDR2 of VH

<400> 18

Phe I1e Thr Ser Asp Gly Ser Thr Tyr Tyr Ala Asp Ser Ala Lys Gly
1 5 10 15

<210> 19

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (174-VH7) and (174-VH17) binders; CDR3 of VH

<400> 19
Tyr Thr Tyr Ser Asp Gly Thr Asp Leu
1 5

<210> 20

<211> 11

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (174-vL15), (174-vL10), (174-vL3) and (174-vL2) binders; CDR1l of VL

<400> 20

Arg Ala Ser GIln Ser Ile Ser Thr Tyr Leu Ser
1 5 10

<210> 21

<211> 7

<212> PRT

<213> Artificial Sequence
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eolf-seql

<220>
<223> DR5 (174-vL15) and (174-vL2) binders; CDR2 of VL

<400> 21

Lys Ala Ser Ser Leu Ala Ser
1 5

<210> 22

<211> 12

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (174-vL15), (174-vL1l), (174-vL10), (174-vL3) and (174-VL2) binders;
CDR3 of VL

<400> 22

Gln Pro Asn Ser Gly ITe Ala Thr Tyr Gly Ala Ala
1 5 10

<210> 23

<211> 117

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (174-vH7) binder; variable heavy chain (VH)

<400> 23
Glu val Gln Leu val Glu Thr Gly Gly Gly Leu Ile Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr val Ser Arg Tyr
20 25 30

Ala Met ITe Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Tyr Ile
35 40 45

Gly Phe 1Ile Thr Ser Asp Gly Ser Thr Tyr Tyr Ala Asp Ser Ala Lys
50 55 60

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

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys Ala
85 90 95

Arg Tyr Thr Tyr Ser Asp Gly Thr Asp Leu Trp Gly Arg Gly Thr Leu
100 105 110

val Thr val Ser Ser
115

<210> 24
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eolf-seql
<211> 111
<212> PRT
<213> Artificial Sequence

<220>
<223> DR5 (174-vL15) binder; variable Tight chain (vL)

<400> 24

Ala Asp ITe Gln Met Thr GIn Ser Pro Ser Thr Leu Ser Ala Ser val
1 5 10 15

Gly Asp Arg val Thr ITe Thr Cys Arg Ala Ser Gln Ser Ile Ser Thr
20 25 30

Tyr Leu Ser Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Arg Leu
35 40 45

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

Gly ser Gly Ser Gly Thr Glu Phe Thr Leu Thr ITe Ser Ser Leu GIn
65 70 75 80

Pro Asp Asp Ala Ala Thr Tyr Tyr Cys GIn Pro Asn Ser Gly Ile Ala
85 90 95

Thr Tyr Gly Ala Ala Phe Gly Gly Gly Thr Lys val Glu Ile Lys

100 105 110
<210> 25
<211> 16
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (174-VH17) binder; CDR2 of VH
<400> 25
Phe IT1e Thr Ser Asp Ser Ser Ala Tyr Tyr Ala Ser Trp Ala Lys Gly
1 5 10 15
<210> 26
<211> 117
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (174-vH17) binder; variable heavy chain

<400> 26
Gln val Gln Leu val Glu Ser Gly Gly Gly Leu val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ser Ala Ser Gly Phe Ser Ile Ser Arg Tyr
20 25 30

Page 8



eolf-seql

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

Gly Phe Ile Thr Ser Asp Ser Ser Ala Tyr Tyr Ala Ser Trp Ala Lys
50 55 60

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

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys Ala
85 90 95

Arg Tyr Thr Tyr Ser Asp Gly Thr Asp Leu Trp Gly GIn Gly Thr Leu
100 105 110

val Thr val Ser Ser

115
<210> 27
<211> 11
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (174-vL1l) binder; CDR1 of VL
<400> 27
Gln Ala Ser GIn Ser Ile Ser Thr Tyr Leu Ser
1 5 10
<210> 28
<211> 7
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (174-vL1l), (174-vL10) and (174-vL3) binders; CDR2 of VL

<400> 28

Lys Ala Ser Thr Leu Ala Ser
1 5

<210> 29
<211> 110
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (174-vL11l) binder; variable Tight chain (vL)

<400> 29

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser val Gly
1 5 15

Asp Arg val Thr ITe Thr Cys Gln Ala Ser GIn Ser Ile Ser Thr Tyr
Page 9



Leu

Tyr

ser

65

Glu

Tyr

Ser

Asp

Gly

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

<220>
<223>

<400>

eolf-seql
20 25 30

Trp Tyr GIn Gln Lys Pro Gly Gln Pro Pro Lys Arg
35 40 45

Ala Ser Thr Leu Ala Ser Gly val Pro Ser Arg Phe
55 60

Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu
70 75

Phe Ala Thr Tyr Tyr Cys Gln Pro Asn Ser Gly Ile
85 90

Ala Ala Phe Gly Gly Gly Thr Lys val Glu ITe Lys
100 105 110

30

110

PRT

Artificial Sequence

DR5 (174-vL3) binder; variable Tight chain (vL)
30

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser
1

Asp

Leu

Tyr

Ser

65

Glu

Tyr

Arg

Ser

Asp

Gly

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

<220>
<223>

5 10

val Thr ITe Thr Cys Arg Ala Ser Gln Ser Ile Ser
20 25 30

Trp Tyr GIn Gln Lys Pro Gly Lys Ala Pro Lys Arg
35 40 45

Ala Ser Thr Leu Ala Ser Gly val Pro Ser Arg Phe
55 60

Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu
70 75

Ala Ala Thr Tyr Tyr Cys GIn Pro Asn Ser Gly Ile
85 90

Ala Ala Phe Gly Gly Gly Thr Lys val Glu ITe Lys
100 105 110

31

110

PRT

Artificial Sequence

DR5 (174-vL10) binder; variable Tight chain (vL)
page 10

Leu

Ser

Gln

Ala
95

val

15

Thr

Leu

Ser

GlIn

Ala
95

Ile

Gly

Pro

80

Thr

Gly

Tyr

Ile

Gly

Pro

80

Thr



<400>

31

Asp Ile GIn
1

Asp

Leu

Tyr

ser

65

Glu

Tyr

Arg

Ser

Asp

Gly

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

<220>
<223>

<400>

val

Trp

35

Ala

Ser

Phe

Ala

32
110
PRT

Met

Thr

20

Tyr

Ser

Gly

Ala

Ala
100

Thr

Ile

GlIn

Thr

Thr

Thr

85

Phe

GlIn

Thr

GlIn

Leu

Asp

70

Tyr

Gly

Ser Pro

Cys Arg

Lys Pro

40

Ala Ser
55
Phe Thr

Tyr Cys

Gly Gly

Artificial Sequence

DR5 (174-vL2) binder; variable Tight

32

Ser

Ala

25

Gly

Leu

Gln

Thr
105

Asp Ile GIn Met Thr GIn Ser Pro Ser

1

Asp

Leu

Tyr

ser

65

Asp

Tyr

Arg

Ser

Lys

Gly

Asp

Gly

val

Trp

35

Ala

Ser

Ala

Ala

Thr

20

Tyr

Ser

Gly

Ala

Ala
100

5

Ile

GlIn

sSer

Thr

Thr

85

Phe

Thr

GlIn

Leu

Glu

70

Tyr

Gly

Cys Arg

Lys Pro
40

Ala Ser

55

Phe Thr

Tyr Cys

Gly Gly

Ala

25

Gly

Gly

Leu

Gln

Thr
105

eolf-seql

ser

10

Ser

Gln

val

Thr

Pro

90

Lys

Thr

10

Ser

Lys

val

Thr

Pro

90

Lys

Leu Ser

Gln Ser

Pro Pro

Pro Ser

60

ITe Ser
75

Asn Ser

val Glu

Leu Ser

Gln Ser

Ala Pro

Pro Ser

60

ITe Ser
75

Asn Ser

val Glu

Page 11

Ala

Ile

Lys

Arg

Ser

Gly

Ile

Ala

Ile

Arg

Ser

Gly

Ile

Ser

ser

30

Arg

Phe

Leu

Ile

Lys
110

chain (vL)

Ser

ser

30

Arg

Phe

Leu

Ile

Lys
110

val

15

Thr

Leu

Ser

GlIn

Ala
95

val

15

Thr

Leu

Ser

Gln

Ala
95

Gly

Tyr

Ile

Gly

Pro

80

Thr

Gly

Tyr

Ile

Gly

Pro

80

Thr



eolf-seql

<210> 33

<211> 5

<212> PRT

<213> Artificial Sequence

<220>

<223> FAP(4B9) binder; CDR1 of VH
<400> 33

Ser Tyr Ala Met Ser

1 5

<210> 34

<211> 17

<212> PRT

<213> Artificial Sequence

<220>

<223> FAP(4B9) binder; CDR2 of VH
<400> 34

Ala Ile ITe Gly Ser Gly Ala Ser Thr Tyr Tyr Ala Asp Ser val Lys
1 5 10 15

Gly

<210> 35

<211> 8

<212> PRT

<213> Artificial Sequence

<220>

<223> FAP(4B9) binder; CDR3 of VH
<400> 35

Gly Trp Phe Gly Gly Phe Asn Tyr
1 5

<210> 36

<211> 12

<212> PRT

<213> Artificial Sequence

<220>

<223> FAP(4B9) binder; CDR1 of VL
<400> 36

Arg Ala Ser GIn Ser val Thr Ser Ser Tyr Leu Ala
1 5 10

<210> 37
<211> 7
<212> PRT

<213> Artificial Sequence

<220>
<223> FAP(4B9) binder; CDR2 of VL
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<400> 37

val Gly Ser Arg Arg Ala Thr
1 5

<213> Artificial Sequence

<223> FAP(4B9) binder; CDR3 of

Gln Gln Gly Ile Met Leu Pro Pro

<210> 38
<211> 9
<212> PRT
<220>
<400> 38
1

<210> 39
<211> 117
<212> PRT

5

<213> Artificial Sequence

<220>

<223> FAP(4B9) binder variable

<400> 39
Glu val Gln
1

Ser Leu Arg

Ala Met Ser
35

Ser Ala Ile
50

Lys Gly Arg

Leu GIn Met

Ala Lys Gly
val Thr val
115
<210> 40
<211> 108
<212> PRT

Leu

Leu

20

Trp

Ile

Phe

Asn

Leu

Ser

val

Gly

Thr

ser

85

Phe

sSer

Glu Ser

Cys Ala

Arg Gln

Ser Gly

55

ITe Ser
70

Leu Arg

Gly Gly

<213> Artificial Sequence

Gly

Ala

Ala

40

Ala

Arg

Ala

Phe

eolf-seql

Thr

heavy chain
Gly Gly Leu
10

Ser Gly Phe
25

Pro Gly Lys
Ser Thr Tyr

Asp Asnh Ser
75

Glu Asp Thr
90

Asn Tyr Trp
105

Page 13

(VH)

val

Thr

Gly

Tyr

60

Lys

Ala

Gly

GlIn

Phe

Leu

45

Ala

Asn

val

GlIn

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly
110

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Gly

Tyr

val

val

Tyr

80

cys

Leu



<220>
<223> FAP(4B9)
<400> 40

Glu Ile val Leu
1

Glu Arg Ala Thr
20

Tyr Leu Ala Trp
35

Ile Asn val Gly
50

Gly Ser Gly Ser
65

Pro Glu Asp Phe

Pro Thr Phe Gly

<210> 41
<211> 114
<212> PRT

binder variable

Thr

Leu

Tyr

Ser

Gly

Ala

85

Gln

GlIn

Ser

GlIn

Arg

Thr

70

val

Gly

Ser

cys

GlIn

Arg

55

Asp

Tyr

Thr

<213> Artificial Sequence

<220>

Pro

Arg

Lys

Ala

Phe

Tyr

Lys

eolf-seql

Tight chain (vL)

Gly

Ala

25

Pro

Thr

Thr

cys

val
105

Thr Leu
10

Ser Gln

Gly GIn

Gly 1Ile

Leu Thr
75

Gln Gln
90

Glu Ile

<223> DR5 (TAA-0005) binder variable heavy

<400> 41

Gln Ser Leu Glu Glu Ser Gly Gly Arg Leu val
1 5 10

Leu Thr Leu Thr
20

Met Ser Trp val
35

Tyr Ile Tyr Ser
50

Gly Arg Phe Thr
65

Thr Ser Pro Thr

Tyr Ser Thr Met

cys

Arg

Gly

Ile

Thr

85

Gly

Thr

GlIn

Ser

ser

70

Glu

Asp

Ala

Ala

Gly

55

Lys

Asp

Leu

Ser

Pro

40

Ser

Thr

Thr

Trp

Gly

25

Gly

Thr

Ser

Ala

Gly

Phe Ser

Lys Gly

Trp Tyr

Thr Thr
75

Thr Tyr
90

Pro Gly
Page 14

Ser Leu

Ser val

Ala Pro

45

Pro Asp
60
ITe Ser

Gly 1Ile

Lys

Ser

Thr

30

Arg

Arg

Arg

Met

chain (VH)

Thr Pro

Leu Ser

Leu Glu

45

Ala Ser
60
val Asp

Phe Cys

Thr Leu

Gly

sSer

30

Trp

Trp

Leu

Ala

val

Pro

15

Ser

Leu

Phe

Leu

Leu
95

Thr

15

Ala

Ile

val

Lys

Arg

95

Thr

Gly

Ser

Leu

Ser

Glu

80

Pro

Pro

Tyr

Gly

Lys

Ile

80

Gly

val



eolf-seql

100 105 110
Ser Ser
<210> 42
<211> 323
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 binder (rabbit) constant heavy chain (CH1)

<400> 42

Gly Gln Pro Lys Ala Pro Ser val Phe Pro Leu Ala Pro Cys Cys Gly
1 5 10 15

Asp Thr Pro Ser Ser Thr val Thr Leu Gly Cys Leu val Lys Gly Tyr
20 25 30

Leu Pro Glu Pro val Thr val Thr Trp Asn Ser Gly Thr Leu Thr Asn
35 40 45

Gly val Arg Thr Phe Pro Ser val Arg GIn Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser val val Ser val Thr Ser Ser Ser Gln Pro val Thr Cys
65 70 75 80

Asn val Ala His Pro Ala Thr Asn Thr Lys val Asp Lys Thr val Ala
85 90 95

Pro Ser Thr Cys Ser Lys Pro Thr Cys Pro Pro Pro Glu Leu Leu Gly
100 105 110

Gly Pro Ser val Phe ITle Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
115 120 125

Ile Ser Arg Thr Pro Glu val Thr Cys val val val Asp val Ser Gln
130 135 140

Asp Asp Pro Glu val Gln Phe Thr Trp Tyr ITe Asn Asn Glu Gln val
145 150 155 160

Arg Thr Ala Arg Pro Pro Leu Arg Glu GIn GIn Phe Asn Ser Thr Ile
165 170 175

Arg val val Ser Thr Leu Pro Ile Ala His GIn Asp Trp Leu Arg Gly
180 185 190

Lys Glu Phe Lys Cys Lys val His Asn Lys Ala Leu Pro Ala Pro Ile
195 200 205
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Glu Lys
210

Tyr Thr
225

Leu Thr

Trp Glu

val Leu

Pro Thr
290

His Glu
305

Pro Gly

Thr

Met

cys

Lys

Asp

275

Ser

Ala

Lys

<210> 43

<211> 5

<212> PRT

<213>

<220>
<223>

<400> 4

3

Ile

Gly

Met

Asn

260

Ser

Glu

Leu

Ser

Pro

Ile

245

Gly

Asp

Trp

Ser Ala Tyr Met Ser
1 5

<210> 44
<211> 17
<212> PRT
<213>
<220>
<223>
<400> 44

Lys

Pro

230

Asn

Lys

Gly

Gln

Asn
310

Ala

215

Arg

Gly

Ala

Ser

Arg

His

Artificial Sequence

Artificial Sequence

Arg

Glu

Phe

Glu

Tyr

280

Gly

Tyr

Gly

Glu

Tyr

Asp

Phe

Asp

Thr

eolf-seql

Gln Pro Leu

Leu

Pro

250

Asn

Leu

val

Gln

DR5 (TAA-0005) binder; CDR1 of VH

DR5 (TAA-0005) binder; CDR2 of VH

Ser

235

Ser

Tyr

Tyr

Phe

Lys

220

Ser

Asp

Lys

Asn

Thr

300

Ser

Glu

Arg

Ile

Thr

cys

Ile

Pro

Ser

Ser

Thr

270

Leu

Ser

Ser

Lys

val

val

255

Pro

Ser

val

Arg

val

Ser

240

Glu

Ala

val

Met

Ser
320

Tyr Ile Tyr Ser Gly Ser Gly Ser Thr Trp Tyr Ala Ser Trp val Lys
1 5 10 15

Gly

<210> 4
<211> 8
<212> P

5

RT
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<213>

<220>
<223>

<400>

Artificial Sequence

DR5 (TAA-0005) binder; CDR3 of VH

45

Gly Tyr Ser Thr Met Gly Asp Leu
1 5

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

<220>
<223>

<400>
Gln val
1

Thr val

Leu Ala

Tyr Leu
50

Ser Gly
65

Asp Asp

Asn Ala

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

<220>
<223>

<400>

46

108

PRT

Artificial Sequence

eolf-seql

DR5 (TAA-0005) binder; variable Tight chain (vL)

46

Leu Thr GIn Thr Pro Ser Pro val

5

Thr Ile Asn Cys Gln
20

Trp Tyr GIn Gln Lys
35

Ala Ser Thr Leu Ala
55

Ser Gly Thr Gln Phe
70

Ala Ala Thr Tyr Tyr
85

Phe Gly Gly Gly Thr

47

104

PRT

Artificial Sequence

Ala

Pro

40

Ser

Thr

cys

Glu

Ser

25

Gly

Gly

Leu

Ala

val
105

DR5 (rabbit) binder constant

47

Gly Asp Pro val Ala Pro Thr val Leu
1

5

Gln val Ala Thr Gly Thr val Thr Ile

20

25

Phe Pro Asp val Thr val Thr Trp Glu

10

Gln

Gln

val

Thr

Gly

90

val

Ser

Ser

Pro

Pro

Ile

75

Gly

val

Ala

val

Pro

ser

60

Ser

Tyr

Lys

Tight chain

ITe Phe Pro

10

val Cys val

val Asp Gly

Page 17

Ala val Gly Gly
15

Tyr Asn Asn Arg
30

Lys Leu Leu Ile

Arg Phe Lys Gly

Asp Leu Gln Cys

Ser Gly Asn Ile
95

(Ckappa)
Pro Ala Ala Asp
15

Ala Asn Lys Tyr
30

Thr Thr GIn Thr



Thr Gly ITe Glu Asn Ser Lys

50

Tyr Asn Leu Ser Ser Thr Leu
65

His Lys Glu Tyr Thr Cys Lys
85

eolf-seql
35 40

55 60

90

Gln Ser Phe Asn Arg Gly Asp Cys

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

<220>
<223>

<400>

100
48
12
PRT
Artificial Sequence

DR5 (TAA-0005) binder; CDR1 of VL
48

Gln Ala Ser Gln Ser val Tyr Asn Asn Arg Leu Ala

1

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

<220>
<223>

<400>

5 10

49

7

PRT

Artificial Sequence

DR5 (TAA-0005) binder; CDR2 of VL
49

Leu Ala Ser Thr Leu Ala Ser
1 5

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

<220>
<223>

<400>

Ala Gly Gly Tyr Ser Gly Asn Ile Asn Ala
1 5

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

<220>
<223>

50

10

PRT

Artificial Sequence

DR5 (TAA-0005) binder; CDR3 of VL
50

10

51
117
PRT
Artificial Sequence

DR5 (TAA-0006) binder; variable heavy chain (VH)

Page 18

Thr Pro GIn Asn Ser Ala Asp Cys Thr
Thr Leu Thr Ser Thr Gln Tyr Asn Ser
80

val Thr GIn Gly Thr Thr Ser val val

95



eolf-seql
<400> 51

Gln Ser Leu Glu Glu Ser Gly Gly Arg Leu val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr Ala Ser Gly Phe Ser Leu Ser Ser Asn His
20 25 30

Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Tyr Ile Tyr Ala Gly Ser Gly Ser Ala Tyr Tyr Ala Ser Trp Ala Lys
50 55 60

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

Thr Ser Leu Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Gly Asp
85 90 95

Ala Gly Ser Ser Tyr Trp Glu Phe Asn Leu Trp Gly Pro Gly Thr Leu
100 105 110

val Thr val Ser Ser

115
<210> 52
<211> 5
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (TAA-0006) binder; CDR1 of VH
<400> 52
Ser Asn His Met Ser
1 5
<210> 53
<211> 17
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (TAA-0006) binder; CDR2 of VH
<400> 53
Tyr Ile Tyr Ala Gly Ser Gly Ser Ala Tyr Tyr Ala Ser Trp Ala Lys
1 5 10 15
Gly
<210> 54
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eolf-seql

<211> 11

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0006) binder; CDR3 of VH
<400> 54

Asp Ala Gly Ser Ser Tyr Trp Glu Phe Asn Leu
1 5 10
<210> 55

<211> 110

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0006) binder; variable Tight chain (vL)

<400> 55

Leu val Met Thr GIn Thr Pro Ser Ser Thr Ser Glu Pro val Gly Gly
1 5 10 15

Thr val Thr Ile Lys Cys GIn Ala Ser Gln Ser Ile Gly Ser Ser Leu
20 25 30

Ser Trp Tyr Gln GIn Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile Tyr
35 40 45

His Ala Ser Thr Leu Ala Ser Gly val Pro Ser Arg Phe Ser Gly Ser
50 55 60

Arg Ser Gly Ile GIn Thr Thr Leu Thr Ile Ser Gly val Gln Cys Asp
65 70 75 80

Asp Ala Ala Thr Tyr Tyr Cys Leu Gly val Ala Asp Ala Arg Arg Asp
85 90 95

Asp Gly Phe Ala Phe Gly Gly Gly Thr Glu val val val Lys

100 105 110
<210> 56
<211> 104
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0006) binder; constant 1light chain (ckappa)

<400> 56

Gly Asp Pro val Ala Pro Thr val Leu ITe Phe Pro Pro Ala Ala Asp
1 5 15

Gln val Ala Thr Gly Thr val Thr Ile val Cys val Ala Asn Lys Tyr
20 25 30
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eolf-seql

Phe Pro Asp val Thr val Thr Trp Glu val Asp Gly Thr Thr Gln Thr
35 40 45

Thr Gly Ile Glu Asn Ser Lys Thr Pro Gln Asn Ser Ala Asp Cys Thr
50 55 60

Tyr Asn Leu Ser Ser Thr Leu Thr Leu Thr Ser Thr GIn Tyr Asn Ser
65 70 75 80

His Lys Glu Tyr Thr Cys Lys val Thr Gln Gly Thr Thr Ser val val
85 90

Gln Ser Phe Asn Arg Gly Asp Cys

100
<210> 57
<211> 11
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (TAA-0006) binder; CDR1 of VL
<400> 57

Gln Ala Ser Gln Ser Ile Gly Ser Ser Leu Ser
1 5 1

<210> 58

<211> 7

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0006) binder; CDR2 of VL
<400> 58

His Ala Ser Thr Leu Ala Ser

1 5

<210> 59

<211> 13

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0006) binder; CDR3 of VL
<400> 59

Leu Gly val Ala Asp Ala Arg Arg Asp Asp Gly Phe Ala
1 5 10

<210> 60
<211> 117
<212> PRT

<213> Artificial Sequence
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eolf-seql
<220>
<223> DR5 (TAA-0010) binder, variable heavy chain (VH)
<400> 60
Gln Ser Leu Glu Glu Ser Gly Gly Arg Leu val Lys Pro Asp Glu Thr
1 5 10 15

Leu Thr Leu Thr Cys Thr val Ser Gly Phe Ser Leu Ser Ser Asnh Ala
20 25 30

Ile Ser Trp val Arg Gln Ala Pro Gly Met Gly Leu Glu Trp Ile Gly
35 40 45

Ile I1le Gly Ser Ser Gly Tyr Thr Tyr Tyr Ala Ser Trp Ala Lys Gly
50 55 60

Arg Phe Thr val Ser Lys Thr Ser Thr Thr val Asp Leu Glu ITe Ala
65 70 75 80

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg Gly Tyr
85 90 95

Ser Gly Ala Ser Asp Tyr Ser Phe Asn Leu Trp Gly Pro Gly Thr Leu
100 105 110

val Thr val Ser Ser

115
<210> 61
<211> 5
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (TAA-0010) binder; CDR1 of VH
<400> 61
Ser Asn Ala Ile Ser
1 5
<210> 62
<211> 16
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (TAA-0010) binder; CDR2 of VH
<400> 62

Ile Ile Gly Ser Ser Gly Tyr Thr Tyr Tyr Ala Ser Trp Ala Lys Gly
1 5 10 15

<210> 63
<211> 12
<212> PRT
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<213>

<220>
<223>

<400> 63

Artificial Sequence

eolf-seql

DR5 (TAA-0010) binder; CDR3 of VH

Gly Tyr Ser Gly Ala Ser Asp Tyr Ser Phe Asn Leu
1 5 10

<210> 64
<211> 110
<212> PRT
<213>
<220>
<223>

<400> 64

Ala Tyr Asp
1
Gly Thr val

Leu Ala Trp
35

Tyr Arg Thr
50

Ser Gly Ser
65

Ala Asp Ala

Met

Thr

20

Tyr

Ser

Gly

Ala

Thr
100

Thr

5

Ile

GlIn

Thr

Thr

Thr

85

Phe

GlIn

Lys

GlIn

Leu

His

70

Tyr

Gly

Artificial Sequence

Thr

cys

Lys

Ala

55

Phe

Tyr

Gly

Artificial Sequence

Pro Asp Ser Vval

GlIn

Pro

40

Ser

Thr

cys

Gly

Ala

25

Gly

Gly

Leu

Gln

Thr
105

10

Ser Gln

Gln Arg

val Pro

Thr ITe
75

Gln Gly
90

Glu val

DR5 (TAA-0010) binder; cDR1 of VL

Gln Ala Ser GIn Thr ITe Gly Asp Ala Leu Ala

val Leu Asn
<210> 65
<211> 11
<212> PRT
<213>
<220>
<223>
<400> 65
1

<210> 66
<211> 7
<212> PRT
<213>

5

Artificial Sequence

10
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Glu

Thr

Pro

ser

60

Ser

Ala

val

val

Ile

Asn

45

Arg

Gly

Thr

val

DR5 (TAA-0010) binder; variable Tight chain (vL)

Ala

Gly

30

Leu

Phe

val

Tyr

Lys
110

val

15

Asp

Leu

Ser

Glu

Asn
95

Gly

Ala

Ile

Gly

cys

Asn



<220>
<223>

<400>

DR5 (TAA-0010) binder; CDR2 of VL

66

eolf-seql

Arg Thr Ser Thr Leu Ala Ser

1

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

<220>
<223>

<400>

67
12
PRT

5

Artificial Sequence

DR5 (TAA-0010) binder; CDR3 of VL

67

Gln GIn Gly Ala Thr Tyr Asn Asn val Leu Asn Thr
1 5

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

<220>
<223>

<400>
Gln Ser
1

Leu Thr

Met Ser

Tyr Ile
50

Gly Arg
65

Thr Ser

Ala Gly

val Thr

<210>
<211>
<212>

68
117
PRT

Artificial Sequence

DR5 (TAA-0013) binder; variable heavy chain (VH)

68

Leu

Leu

Trp

35

Tyr

Phe

Leu

Ser

val

115

69
5
PRT

Glu

Thr

20

val

Ala

Thr

Thr

ser

100

Ser

Glu

5

cys

Arg

Gly

Ile

Thr

85

Tyr

Ser

Ser Gly Gly Arg Leu
10

Thr Ala Ser Gly Phe
25

Gln Ala Pro Gly Lys
40

Ser Ala Ser Thr Trp
55

Ser Lys Thr Ser Thr
70

Glu Asp Thr Ala Thr
90

Trp Glu Phe Asn Leu
105

val Thr

Thr ITe

Gly Leu

Tyr Ala

60

Thr val
75

Tyr Phe

Trp Gly

Page 24

Pro Gly

Ser Ser
30

Glu Trp

45

Ser Trp

Asp Leu

Cys Ala

Pro Gly
110

Thr

15

Tyr

Ile

val

Lys

Arg

95

Thr

Pro

His

Gly

Lys

Met

80

Asp

Leu



eolf-seql
<213> Artificial Sequence

<220>
<223> DR5 (TAA-0013) binder; CDR1 of VH
<400> 69

Ser Tyr His Met Ser
1 5

<210> 70

<211> 17

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0013) binder; CDR2 of VH
<400> 70

Tyr Ile Tyr Ala Gly Ser Ala Ser Thr Trp Tyr Ala Ser Trp val Lys
1 5 10 15

Gly

<210> 71

<211> 110
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0013) binder;variable Tight chain (vL)

<400> 71
Leu val Met Thr GIn Thr Pro Ser Ser Thr Ser Glu Pro val Gly Gly
1 5 10 15

Thr val Thr Ile Lys Cys GIn Ala Ser Gln Ser Ile Gly Ser Ser Leu
20 25 30

Ser Trp Tyr Gln GIn Thr Pro Gly Gln Pro Pro Lys Leu Leu Ile Tyr
35 40 45

Thr Ala Ser Ser Leu Ala Ser Ser val Pro Lys Arg Phe Ser Gly Ser
50 55 60

Arg Ser Gly Thr GIn Phe Thr Leu Thr Ile Ser Gly val Gln Cys Ala
65 70 75 80

Asp Ala Ala Thr Tyr Tyr Cys Leu Gly Ile Asp Asp val Arg Arg Asp
85 90 95

Asp Gly Phe Ala Phe Gly Gly Gly Thr Glu val val val Lys
100 105 110

<210> 72
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eolf-seql

<211> 7

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0013) binder; CDR2 of VL
<400> 72

Thr Ala Ser Ser Leu Ala Ser

1 5

<210> 73

<211> 13

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0013) binder; CDR3 of VL
<400> 73

Leu Gly ITe Asp Asp val Arg Arg Asp Asp Gly Phe Ala
1 5 10

<210> 74
<211> 117
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0019) binder, variable heavy chain (VH)

<400> 74

Gln Ser val Glu Glu Ser Gly Gly Arg Leu val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr val Ser Gly Phe Ser Leu Ser Asn Tyr Ala
20 25 30

Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Ile Ile Ser Ser Ser Gly Thr Thr Tyr Tyr Ala Ser Trp Ala Lys Gly
50 55 60

Arg Phe Thr Ile Ser Lys Thr Ser Thr Thr val Asp Leu Lys val Thr
65 70 75 80

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg Glu Thr
85 90 95

Tyr Tyr Gly Tyr Ser Tyr Ala Ala Gly Leu Trp Gly Pro Gly Thr Leu
100 105 110

val Thr val Ser Ser
115
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eolf-seql

<210> 75

<211> 5

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0019) binder; CDR1 of VH
<400> 75

Asn Tyr Ala Met Ser

1 5

<210> 76

<211> 16

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0019) binder; CDR2 of VH
<400> 76

Ile Ile Ser Ser Ser Gly Thr Thr Tyr Tyr Ala Ser Trp Ala Lys Gly
1 5 10 15

<210> 77

<211> 12

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0019) binder; CDR3 of VH
<400> 77

Glu Thr Tyr Tyr Gly Tyr Ser Tyr Ala Ala Gly Leu
1 5 10

<210> 78
<211> 110
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0019) binder; variable Tight chain (vL)

<400> 78

Ala Leu val Met Thr GIn Thr Pro Ser Ser val Ser Ala Ala val Gly
1 5 10 15

Gly Thr val Thr Ile Asn Cys GIn Ala Ser Gln Asn Ile Tyr Ser Asn
20 25 30

Leu Ala Trp Phe GIn Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile
35 40 45

Tyr Glu Thr Ser Lys Leu Ala Ser Gly val Pro Ser Arg Phe Ser Gly
50 55 60
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eolf-seql

Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Asp Leu Glu Cys
65 70 75 80

Asp Asp Ala Ala Thr Tyr Tyr Cys GIn Ser Ser Trp His Ser Ile Ser
85 90 95

Thr Asp Cys Ala Phe Gly Gly Gly Thr Glu val val val Lys
100 1

05 110
<210> 79
<211> 11
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (TAA-0019) binder; CDR1 of VL
<400> 79
Gln Ala Ser GIn Asn Ile Tyr Ser Asn Leu Ala
1 5 10
<210> 80
<211> 7
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (TAA-0019) binder; CDR2 of VL
<400> 80

Glu Thr Ser Lys Leu Ala Ser
1 5

<210> 81

<211> 12

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0019) binder; CDR3 of VL
<400> 81

Gln Ser Ser Trp His Ser Ile Ser Thr Asp Cys Ala
1 5 10
<210> 82

<211> 119

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0016) binder; variable heavy chain (VH)

<400> 82

Gln Ser Leu Glu Glu Ser Gly Gly Arg Leu val Lys Pro Asp Glu Thr
1 5 10 15
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eolf-seql

Leu Thr Leu Thr Cys Thr val Ser Gly Phe Ser Leu Asnh Asn Tyr Ala
20 25 30

Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Met ITe Asn Lys Tyr Gly Thr Lys Tyr Tyr Ala Thr Trp Thr Lys Gly
50 55 60

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

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg val Arg
85 90 95

Tyr Ala Gly Asp Asp Tyr Ala Glu Trp Leu Asp val Trp Gly GIn Gly
100 105 110

ITe Leu val Thr val Ser Ser

115
<210> 83
<211> 16
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (TAA-0016) binder; CDR2 of VH
<400> 83

Met ITe Asn Lys Tyr Gly Thr Lys Tyr Tyr Ala Thr Trp Thr Lys Gly
1 5 10 15

<210> 84

<211> 14

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0016) binder; CDR3 of VH
<400> 84

val Arg Tyr Ala Gly Asp Asp Tyr Ala Glu Trp Leu Asp val
1 5 10

<210> 85
<211> 113
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0016) binder; variable Tight chain (vL)

<400> 85

Ala Asp Ile val Met Thr GIn Thr Ala Ser Pro val Ser Ala Ala val
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eolf-seql

1 5 10

Gly Gly Thr val Thr ITe Asn Cys GIn Ala Ser GIn Ser Ile
20 25 30

Ser Tyr val Ser Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro

35 40 45
Leu Ile Tyr Lys Ala Ser Thr Leu Ala Ser Gly val Pro Ser
50 55 60

Ser Gly Ser Gly Ser Gly Thr GIn Leu Ser Leu Thr Ile Arg

65 70 75

Gln Cys Asp Asp Ala Ala Thr Tyr Tyr Cys Leu Tyr Gly Tyr

85 90

val Ser Ser Ser Glu Tyr val Phe Gly Gly Gly Thr Glu val
100 105 110

Arg

<210> 86

<211> 12

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0016) binder; CDR1 of VL

<400> 86

Gln Ala Ser GIn Ser Ile Ser Ser Ser Tyr val Ser

1 5 10

<210> 87

<211> 13

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (TAA-0016) binder; CDR3 of VL

<400> 87

Leu Tyr Gly Tyr Ser Asp val Ser Ser Ser Glu Tyr val
1 5 10

<210> 88
<211> 114
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0011) binder; variable heavy chain (VH)

<400> 88
Page 30

15

Ser

Lys

Arg

Gly

ser

95

val

Ser

Leu

Phe

val

80

Asp

val



Gln Ser
Leu Thr
Met Ile

Phe Ile
50

Arg Phe
65

ser Pro
Tyr Ser
Ser Ser

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

<220>
<223>

<400>

Ala Asp
1

Gly Gly
Tyr Leu
Ile Tyr

50

Gly Ser
65

Cys Ala

Thr Tyr

eolf-seql

val Glu Glu Ser Gly Gly Arg Leu
10

Leu Thr Cys Thr val Ser Gly Phe
20 25

Trp val Arg GIn Ala Pro Gly Glu
35 40

Thr Ser Asp Ser Ser Ala Tyr Tyr
55

Thr Ile Ser Lys Thr Ser Thr Thr

Thr Thr Glu Asp Thr Ala Thr Tyr
85 90

Asp Gly Thr Asp Leu Trp Gly Pro
100 105

89

111

PRT

Artificial Sequence

DR5 (TAA-0011) binder; variable
89

ITe val Met Thr Gln Thr Pro Ala
5

Thr val Thr Ile Lys Cys Gln Ala
20 25

Ser Trp Tyr Gln GIn Lys Pro Gly
35 40

Lys Ala Ser Thr Leu Ala Ser Gly
55

Gly Ser Gly Thr Asp Phe Thr Leu
70

Asp Ala Ala Thr Tyr Tyr Cys Gln
85 90

Gly Ala Ala Phe Gly Gly Gly Thr

val Thr Pro

Ser Ile Ser

Gly Leu Glu
45

Ala Ser Trp
60

val Asp Leu
75

Phe Cys Ala

Gly Thr Leu

Tight chain

Ser val Ser

Ser Gln Ser

Gln Pro Pro
45

val Pro Ser
60

Thr ITe Arg
75

Pro Asn Ser

Glu val val
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Gly Thr
15

Arg Tyr
30

Tyr Ile

Ala Lys

Lys Met

Arg Tyr
95

val Thr
110

(vL)

Glu Pro
15

ITe Ser
30

Lys Arg

Arg Phe

Asp Leu

Gly 1Ile

95

val Lys

Pro

Gly

Gly

Thr

80

Thr

val

val

Thr

Leu

Lys

Glu

80

Ala



eolf-seql

100 105 110
<210> 90
<211> 114
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0052) binder; variable heavy chain (VH)

<400> 90
Gln Ser val Glu Glu Ser Gly Gly Arg Leu val Thr Pro Gly Thr
1 5 10 15

Leu Thr Leu Thr Cys Thr val Ser Gly Phe Ser Ile Ser Arg Tyr
20 25 30

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

Phe I1e Thr Ser Asp Ser Ser Ala Tyr Tyr Ala Ser Trp Ala Lys
50 55 60

Arg Phe Thr Ile Ser Lys Thr Ser Thr Thr val Asp Leu Lys Met
65 70 75

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg Tyr
85 90 95

Tyr Ser Asp Gly Thr Asp Leu Trp Gly Pro Gly Thr Leu val Thr
100 105 110

Ser Ser
<210> 91
<211> 330
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0052) binder; constant heavy chain (CH1)

<400> 91
Ala Ser Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser
1 5 15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu val Lys Asp
20 25 30

Phe Pro Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr
35 40 45

Gly val His Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr
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Pro

Gly

Gly

Thr

80

Thr

val

Lys

Tyr

Ser

Ser



Leu

65

Tyr

Lys

Pro

Lys

val

145

Tyr

Glu

His

Lys

Gln

225

Leu

Pro

Asn

Leu

val

305

GlIn

50

Ser

Ile

val

Ala

Pro

130

val

val

GlIn

GlIn

Ala

210

Pro

Thr

Ser

Tyr

Tyr

290

Phe

Lys

Ser

Cys

Glu

Pro

115

Lys

val

Asp

Tyr

Asp

Leu

Arg

Lys

Asp

Ser

Ser

val

Asn

Pro

100

Glu

Asp

Asp

Gly

Asn

180

Trp

Gly

Glu

Asn

Ile

260

Thr

Lys

Cys

Leu

val

val

85

Lys

Ala

Thr

val

val

165

Ser

Leu

Ala

Pro

Gln

245

Ala

Thr

Leu

Ser

sSer

Thr

70

Asn

Ser

Ala

Leu

ser

150

Glu

Thr

Asn

Pro

Gln

230

val

val

Pro

Thr

val

310

Leu

55

val

His

Cys

Gly

Met

135

His

val

Tyr

Gly

Ile

215

val

Ser

Glu

Pro

val

295

Met

Ser

Pro

Lys

Asp

Gly

Ile

Glu

His

Arg

Lys

Glu

Tyr

Leu

Trp

val

280

Asp

His

Pro

Ser

Pro

Lys

105

Pro

Ser

Asp

Asn

val

185

Glu

Lys

Thr

Thr

Glu

265

Leu

Lys

Glu

Gly

eolf-seql
6

Ser

ser

90

Thr

Ser

Arg

Pro

Ala

170

val

Tyr

Thr

Leu

cys

250

Ser

Asp

Ser

Ala

Lys

0

Ser Leu
75

Asn Thr

His Thr

val Phe

Thr Pro

140

Glu val
155

Lys Thr
Ser val
Lys Cys
Ile Ser

220

Pro Pro

235

Leu val

Asn Gly

ser Asp

Arg Trp

Leu His
315

Page 33

Gly

Lys

Cys

Leu

125

Glu

Lys

Lys

Leu

Lys

Ser

Lys

GlIn

Gly

GlIn

Asn

Thr

val

Pro

110

Phe

val

Phe

Pro

Thr

190

val

Ala

Arg

Gly

Pro

270

Ser

GlIn

His

Gln

Asp

95

Pro

Pro

Thr

Asn

Arg

val

Ser

Lys

Asp

Phe

255

Glu

Phe

Gly

Tyr

Thr

80

Lys

Cys

Pro

cys

Leu

Asn

Gly

Glu

240

Tyr

Asn

Phe

Asn

Thr
320



eolf-seql

325 330
<210> 92
<211> 111
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0052) binder; variable Tight chain (vL)

<400> 92
Ala Asp Ile val Met Thr GIn Thr Pro Ala Ser val Ser Glu Pro val
1 5 10 15

Gly Gly Thr val Thr Ile Lys Cys Gln Ala Ser Gln Ser Ile Ser Thr
20 25 30

Tyr Leu Ser Trp Tyr Gln GIn Lys Pro Gly GIn Pro Pro Lys Arg Leu
35 40 45

Ile Tyr Lys Ala Ser Thr Leu Ala Ser Gly val Pro Ser Arg Phe Lys
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Arg Asp Leu Glu
65 70 75 80

Ser Ala Asp Ala Ala Thr Tyr Tyr Cys Gln Pro Asn Ser Gly Ile Ala
85 90 95

Thr Tyr Gly Ala Ala Phe Gly Gly Gly Thr Glu val val val Lys
100 105 110

<210> 93
<211> 107
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (TAA-0052) binder; Constant 1light chain (Ckappa)

<400> 93
Arg Thr val Ala Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10 15

Gln Leu Lys Ser Gly Thr Ala Ser val val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Lys val Gln Trp Lys val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser GIn Glu Ser val Thr Glu GIn Asp Ser Lys Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
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eolf-seql
65 70 75 80

Lys His Lys val Tyr Ala Cys Glu val Thr His GIn Gly Leu Ser Ser
85 90 95

Pro val Thr Lys Ser Phe Asn Arg Gly Glu Cys
105

<210> 94
<211> 117
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (18F11) binder_variable heavy chain (VH)

<400> 94

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 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 Asn Ser Lys Asn Thr Leu Tyr

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Ala Ala val Tyr Tyr Cys
85 90 95

Ala Lys Gly val Arg Lys Lys Phe Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

val Thr val Ser Ser

115
<210> 95
<211> 108
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5(18F11) binder_variable 1light chain (vL)

<400> 95
Glu ITe val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Ser Ser
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eolf-seql

20 25

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn
35 40

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile
50 55

Gly ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65 70 75
Pro Glu Asp Phe Ala val Tyr Tyr Cys Gln Gln
85 90

Ile Thr Phe Gly Gln Gly Thr Lys val Glu Ile
100 105

<210> 96

<211> 8

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5(22E9) binder; CDR3 of VH

<400> 96

Gly val Arg Ile Ser Phe Asp Tyr
1 5

<210> 97
<211> 9
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (18F11l) binder; CDR3 of VL

<400> 97

Gln Gln Gly Gln Leu Pro Pro Ile Thr
1 5

<210> 98
<211> 8
<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (18F11l) binder; CDR3 of VH

<400> 98

Gly val Arg Lys Lys Phe Asp Tyr
1 5

<210> 99
<211> 9
<212> PRT
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30
Ala Pro Arg
45
Pro Asp Arg
60
Ile Ser Arg

Gly GIn Leu

Lys

Leu

Phe

Leu

Pro
95

Leu

Ser

Glu

80

Pro



<213>

<220>
<223>

<400> 99

Artificial Sequence

Gln Gln Gly Ser Asn Gln Pro val Thr
1 5

<210> 100
<211> 117
<212> PRT
<213>
<220>
<223>
<400> 100
Glu val GIn Leu
1
Ser Leu Arg Leu
20
Ala Met Ser Trp
35
Ser Ala Ile Ser
50
Lys Gly Arg Phe
65
Leu GIn Met Asn
Ala Lys Gly val
100
val Thr val Ser
115
<210> 101
<211> 108
<212> PRT
<213>
<220>
<223>

<400> 101

1

Leu
5
Ser
val
Gly
Thr
Ser
85

Arg

Ser

Glu

cys

Arg

Ser

Ile

70

Leu

Ile

Artificial Sequence

Ser

Ala

GlIn

Gly

55

Ser

Arg

Ser

Artificial Sequence

eolf-seql

DR5 (22E9) binder, CDR3 of VL

DR5(22E9) binder; variable heavy

Gly Gly Gly
10

Ala

Ala

40

Gly

Arg

Ala

Phe

Ser

25

Pro

Ser

Asp

Glu

Asp

Glu 1I1e val Leu Thr Gln Ser Pro Gly T
5 1

Gly

Gly

Thr

Asn

Asp

90

Tyr

chain (VH)

Leu val GlIn

Phe

Lys

Tyr

ser

75

Thr

Trp

Thr

Gly

Tyr

60

Lys

Ala

Gly

Phe

Leu

45

Ala

Asn

val

GlIn

DR5 (22E9) binder; variable 1light chain (vL)

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly
110

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Gly

Tyr

val

val

Tyr

80

cys

Leu

hr Leu Ser Leu Ser Pro Gly
0 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Ser Ser
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Tyr Leu Ala
35

Ile Tyr Gly
50

Gly ser Gly
65

Pro Glu Asp

val Thr Phe
<210> 102

<211> 117

<212> PRT

<213>

<220>

<223>

<400> 102

Glu val Gln
1

Ser Leu Arg

Ala Met Ser
35

Ser Ala Ile
50

Lys Gly Arg

Leu GIn Met

Ala Lys Gly
val Thr val
115
<210> 103
<211> 108
<212> PRT

20

Trp
Ala
Ser
Phe

Gly
1

Leu
Leu
20

Trp
Ser
Phe
Asn
Ala
100

Ser

Tyr

Ser

Gly

Ala

85

Gln

Leu

Ser

val

Gly

Thr

ser

85

Arg

Ser

GlIn

Ser

Thr

70

val

Gly

Glu

cys

Arg

Ser

Ile

70

Leu

val

Gln

Arg

55

Asp

Tyr

Thr

Artificial Sequence

Ser

Ala

GlIn

Gly

55

Ser

Arg

Ser

Phe

Tyr

Lys

25

eolf-seql

Pro Gly Gln

Thr

Thr

cys

val
105

Gly

Leu

GlIn

90

Glu

Gly Gly Gly
10

Ala

Ala

40

Gly

Arg

Ala

Phe

Ser

25

Pro

Ser

Asp

Glu

Asp

Gly

Gly

Thr

Asn

Asp

90

Tyr

Page 38

Ile

Thr

75

Gln

Ile

Leu

Phe

Lys

Tyr

ser

75

Met

Trp

Ala
Pro
60

Ile
Gly

Lys

val
Thr
Gly
Tyr
60

Lys

Ala

Gly

Pro

45

Asp

Ser

Ser

DR5(21H3)binder; variable heavy chain (VH)

Gln

Phe

Leu

45

Ala

Asn

val

GlIn

30

Arg

Arg

Arg

Asn

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly
110

Leu

Phe

Leu

Gln
95

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Leu

Ser

Glu

80

Pro

Gly

Tyr

val

val

Tyr

80

cys

Leu



<213>

<220>
<223>

<400>
Glu Ile
1

Glu Arg
Tyr Leu

Ile Tyr
50

Gly Ser
65

Pro Glu
ITe Thr

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

<220>
<223>

<400>
Gly Ala
1

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

<220>
<223>

<400>

Gln Gln
1

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

eolf-seql

Artificial Sequence

DR5(21H3) binder; variable 1light chain (VL)

103

val Leu Thr Gln Ser Pro Gly Thr Leu
5 10

Ala Thr Leu Ser Cys Arg Ala
20 25

Ala Trp Tyr Gln GIn Lys Pro
35 40

Gly Ala Ser Ser Arg Ala Thr
55

Gly ser Gly Thr Asp Phe Thr
70

Asp Phe Ala val Tyr Tyr Cys
85

Phe Gly GIn Gly Thr Lys val
100 105

104

8

PRT

Artificial Sequence

DR5(21H3) binder; CDR3 of VH

104

Arg val Ser Phe Asp Tyr
5

105

9

PRT

Artificial Sequence

DR5 (21H3) binder; CDR3 of VL
105
Gly ser Gln Pro Pro Ile Thr

5

106
117
PRT
Artificial Sequence

Ser Gln

Gly GIn

Gly 1Ile

Leu Thr

75

Gln Gln
90

Glu Ile

Page 39

Ser

Ser

Ala

Pro

60

Ile

Gly

Lys

Leu

val

Pro

45

Asp

Ser

Ser

Ser

sSer

30

Arg

Arg

Arg

GlIn

Pro

15

Ser

Leu

Phe

Leu

Pro
95

Gly

Ser

Leu

Ser

Glu

80

Pro



<220>

eolf-seql

<223> DR5(20F2) binder; variable heavy chain (VH)

<400> 106
Glu val GlIn
1

Ser Leu Arg

Ala Met Ser
35

Ser Ala Ile
50

Lys Gly Arg

Leu GIn Met

Leu

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Leu

5

Ser

val

Gly

Thr

ser

85

Arg

Ser

Glu Ser

Cys Ala

Arg Gln

Ser Gly

55

ITe Ser
70

Leu Arg

Lys Gly

<213> Artificial Sequence

Gly Gly Gly
10

Ala Ser Gly
25

Ala Pro Gly
40

Gly ser Thr
Arg Asp Asn
Ala Glu Asp

90

Phe Asp Tyr

<223> DR5(20F2) binder; variable light

Ala Lys Gly
val Thr val
115
<210> 107
<211> 108
<212> PRT
<220>
<400> 107
Glu Ile val
1

Glu Arg Ala

Tyr Leu Ala
35

Ile Tyr Gly
50

Gly ser Gly
65

Pro Glu Asp

Leu

Thr

20

Trp

Ala

Ser

Phe

Thr

5

Leu

Tyr

sSer

Gly

Ala

Gln Ser

ser Cys

Gln Gln

Ser Arg
55

Thr Asp
70

val Tyr

Pro Gly Thr
10

Arg Ala Ser

25

Lys Pro Gly

Ala Thr Gly

Phe Thr Leu

Tyr Cys Gln

Leu val GlIn

Phe Thr Phe

Lys Gly Leu
45

Tyr Tyr Ala
60

ser Lys Asn
75

Thr Ala val

Trp Gly Gln

chain (vL)

Leu Ser Leu

Gln Ser val

Gln Ala Pro
45

Ile Pro Asp
60

Thr ITe Ser
75

Gln Gly Glu

pPage 40

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly
110

Ser

ser

30

Arg

Arg

Arg

Ser

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

15

Ser

Leu

Phe

Leu

Pro

Gly

Tyr

val

val

Tyr

80

cys

Leu

Gly

Ser

Leu

Ser

Glu

80

Pro



eolf-seql
85 90 95

Pro Thr Phe Gly GIn Gly Thr Lys val Glu ITe Lys
0

100 105
<210> 108
<211> 8
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5(20F2) binder, CDR3 of VH
<400> 108

Gly val Arg Lys Gly Phe Asp Tyr
1 5

<210> 109

<211> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5(20F2) binder; CDR3 of VL
<400> 109

Gln Gln Gly Glu Ser Pro Pro Pro Thr
1 5

<210> 110

<211> 107

<212> PRT

<213> Artificial Sequence

<220>

<223> Drozitumab_variable 1light chain (vL)
<400> 110

Ser Glu Leu Thr GIn Asp Pro Ala val Ser val Ala Leu Gly GIn Thr
1 5 10 15

val Arg ITle Thr Cys Ser Gly Asp Ser Leu Arg Ser Tyr Tyr Ala Ser
20 25 30

Trp Tyr GIn Gln Lys Pro Gly Gln Ala Pro val Leu val Ile Tyr Gly
35 40 45

Ala Asn Asn Arg Pro Ser Gly Ile Pro Asp Arg Phe Ser Gly Ser Ser
50 55 60

Ser Gly Asn Thr Ala Ser Leu Thr Ile Thr Gly Ala GIn Ala Glu Asp
65 70 75 80

Glu Ala Asp Tyr Tyr Cys Asn Ser Ala Asp Ser Ser Gly Asn His val
85 90 95
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eolf-seql
val Phe Gly Gly Gly Thr Lys Leu Thr val Leu
100

105
<210> 111
<211> 717
<212> PRT
<213> Artificial Sequence
<220>
<223> Drozitumab-3F2 VHVL-scFv (HC) pETR6606
<400> 111

Glu val Gln Leu val GIn Ser Gly Gly Gly val Glu Arg Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30

Ala Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp val
35 40 45

Ser Gly Ile Asn Trp Gln Gly Gly Ser Thr Gly Tyr Ala Asp Ser val
50 55 60

Lys Gly Arg val Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala Lys Ile Leu Gly Ala Gly Arg Gly Trp Tyr Phe Asp Tyr Trp Gly
100 105 110

Lys Gly Thr Thr val Thr val Ser Ser Ala Ser Thr Lys Gly Pro Ser
115 120 125

val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala
130 135 140

Ala Leu Gly Cys Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val
145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val His Thr Phe Pro Ala
165 170 175

val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Vval val Thr val
180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile Cys Asn Vval Asn His
195 200 205

Lys Pro Ser Asn Thr Lys val Asp Lys Lys val Glu Pro Lys Ser Cys
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Gly

Ile

Glu

His

Lys

Glu

Tyr

Leu

Asp

His

Pro

Gly

Gly

210

Lys

Pro

Ser

Asp

Asn

290

val

Glu

Lys

Thr

Thr

370

Glu

Leu

Lys

Glu

Gly

Gly

Thr

Ser

Arg

Pro

275

Ala

val

Tyr

Thr

Leu

355

cys

Ser

Asp

Ser

Ala

435

Lys

Ser

Leu

His

val

Thr

260

Glu

Lys

Ser

Lys

Ile

340

Pro

Leu

Asn

Ser

Ser

Gly

val

Thr

Phe

245

Pro

val

Thr

val

cys

325

Ser

Pro

val

Gly

Gly

Gly

GlIn

230

Leu

Glu

Lys

Lys

Leu

310

Lys

Lys

Ser

Lys

Gln

390

Gly

GlIn

Asn

Gly

Gly

Pro

215

Pro

Phe

val

Phe

Pro

295

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

His

Gly

Gly

Pro

Pro

Thr

Asn

280

Arg

val

Ser

Lys

360

Phe

Glu

Phe

Gly

Tyr

440

Gly

Ser

Gly

cys

Pro

Trp

Glu

Leu

Asn

Tyr

Asn

Phe

Asn

425

Thr

Ser

Glu

Ser

eolf-seql

220

Pro Ala Pro

Tyr

Glu

His

Leu

Pro

Asn

Leu

410

val

Gln

Gly

val

235

Pro

val

val

Gln

Gln

315

Ala

Pro

Thr

Ser

Tyr

395

Tyr

Phe

Lys

Gly

GlIn
475

Lys

val

Asp

Tyr

300

Asp

Leu

Arg

Lys

Asp

Lys

Ser

Ser

Ser

Gly

Leu

Leu Arg Leu

Page 43

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

Asn

365

Ile

Thr

Lys

cys

Leu

445

Gly

Leu

Ser

Ala

Thr

val

270

val

Ser

Leu

Ala

Pro

350

Gln

Ala

Thr

Leu

ser

430

Ser

Ser

Glu

cys

Ala

Leu

255

Ser

Glu

Thr

Asn

Pro

335

Gln

val

val

Pro

Thr

415

val

Leu

Gly

Ser

Ala

Gly

Met

His

val

Tyr

Gly

Ile

val

Ser

Pro

400

val

Met

Ser

Gly

Gly

Ala



Ser

Pro

Ser

Asn

Gly

Ser

Gly

Ser

Leu

Ser

Glu

Pro
705

Gly

Gly

Thr

530

Asn

Asp

Tyr

Ser

Glu

610

Glu

Tyr

Ile

Gly

Pro

690

Pro

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

<220>
<223>

<400>

Phe

Lys

515

Tyr

Ser

Thr

Trp

Gly

Ile

Arg

Leu

Asn

ser

675

Glu

Thr

112
708
PRT

Thr

500

cys

Tyr

Lys

Ala

Gly

Gly

val

Ala

Ala

val

660

Gly

Asp

Phe

485

Phe

Leu

Ala

Asn

val

565

GlIn

Gly

Leu

Thr

Ser

Phe

Gly

Ser

Glu

Asp

Thr

550

Tyr

Gly

Gly

Thr

Leu

630

Tyr

Ser

Gly

Ala

cys
710

Ser

Trp

ser

535

Leu

Tyr

Thr

Ser

Gln

615

Ser

GlIn

Arg

Thr

val

695

Gly

Artificial Sequence

Drozitumab-FAP (4G8)

112

Tyr

val

520

val

Tyr

cys

Leu

Gly

Ser

cys

GlIn

Arg

Asp

680

Tyr

Thr

Ala

505

Ser

Lys

Leu

Ala

val

585

Gly

Pro

Arg

Lys

Ala

665

Phe

Tyr

Lys

eolf-seql

490

Met

Ala

Gly

Gln

Lys

Thr

Gly

Gly

Ala

Pro

650

Thr

Thr

cys

val

Ser

Ile

Arg

Met

555

Gly

val

Gly

Thr

ser

635

Gly

Gly

Leu

Gln

Glu
715

Trp

Ser

Phe

540

Asn

Trp

Ser

Ser

Leu

620

Gln

GlIn

Ile

Thr

GlIn

700

Ile

val

Gly

Thr

Ser

Phe

Ser

Gly

Ser

Ser

Ala

Pro

Ile

685

Gly

Lys

VHVL-scFv (HC)pETR7342
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Arg

Ser

Ile

Leu

Gly

Gly

Gly

Leu

val

Pro

Asp

Ser

Ile

495

Gln

Gly

Ser

Arg

Gly

Gly

Gly

Tyr

Thr

Arg

Arg

Arg

Met

Ala

Gly

Arg

Ala

560

Phe

Gly

Gly

Pro

ser

640

Leu

Phe

Leu

Leu



Glu

Ser

Ala

Ser

Lys

Leu

Ala

Lys

val

Ala

145

Ser

val

Pro

Lys

Gly

Ile

val

Leu

Met

Gly

50

Gly

GlIn

Lys

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Lys

Pro

Ser

GlIn

Arg

sSer

35

Ile

Arg

Met

Ile

Thr

115

Pro

Gly

Asn

GlIn

sSer

195

Ser

Thr

Ser

Arg

Leu

Leu

20

Trp

Asn

val

Asn

Leu

100

Thr

Leu

cys

Ser

ser

180

Ser

Asn

His

val

Thr
260

val

Ser

val

Trp

Thr

ser

85

Gly

val

Ala

Leu

Leu

Thr

Thr

Phe

245

Pro

GlIn

cys

Arg

GlIn

Ile

70

Leu

Ala

Thr

Pro

val

150

Ala

Gly

Gly

Lys

230

Leu

Glu

Ser

Ala

Gln

Gly

55

Ser

Arg

Gly

val

Ser

135

Lys

Leu

Leu

Thr

val

215

Pro

Phe

val

Gly

Ala

Ala

40

Gly

Arg

Ala

Arg

ser

120

Ser

Asp

Thr

Tyr

GlIn

200

Asp

Pro

Pro

Thr

Gly

Ser

25

Pro

Ser

Asp

Glu

Lys

Tyr

Ser

sSer

185

Thr

Lys

cys

Pro

eolf-seql
Gly val Glu
10

Gly Phe Thr
Gly Lys Gly

Thr Gly Tyr
60

Asn Ala Lys
75

Asp Thr Ala
90

Trp Tyr Phe
Ala Ser Thr

Ser Thr Ser
140

Phe Pro Glu
155

Gly val His
Leu Ser Ser
Tyr Ile Cys

Lys val Glu
220

Pro Ala Pro
235

Lys Pro Lys
250

val val val

Page 45

Arg

Phe

Leu

45

Ala

Asn

val

Asp

Lys

Gly

Pro

Thr

val

Asn

205

Pro

Glu

Asp

Asp

Pro

Asp

30

Glu

Asp

Ser

Tyr

Tyr

110

Gly

Gly

val

Phe

val

190

val

Lys

Leu

Thr

val
270

Gly

15

Asp

Trp

Ser

Leu

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asn

Ser

Leu

Leu

255

Ser

Gly

Tyr

val

val

Tyr

80

cys

Gly

Ser

Ala

val

160

Ala

val

His

cys

Gly

Met

His



Glu

His

Lys

Glu

Tyr

Leu

Asp

His

Pro

val

465

Leu

Met

Ala

Asp

Asn

290

val

Glu

Lys

Thr

Thr

370

Glu

Leu

Lys

Glu

Arg

Ser

Ile

Pro

275

Ala

val

Tyr

Thr

Leu

355

Cys

Ser

Asp

Ser

Ala

435

Gly

Leu

Leu

Trp

ser

515

Phe

Glu

Lys

Ser

Lys

Ile

340

Pro

Leu

Asn

Ser

Gly

Leu

Ser

val

500

Gly

Thr

val

Thr

val

325

Ser

Pro

val

Gly

Ser

Glu

Arg

Ser

Ile

Lys

Lys

Leu

310

Lys

Lys

Ser

Lys

Gln

390

Gly

GlIn

Asn

Gly

Ser

470

Ala

GlIn

Gly

Ser

Phe
Pro
295
Thr
val
Ala
Arg
Gly
Pro
Ser
Gln
His
Gly
4

Gly
Ala
Ala
Gly

Arg

Asn

280

Arg

val

Ser

Lys

Asp

Phe

Glu

Phe

Gly

Tyr

440

Gly

Gly

Ser

Pro

ser

520

Asp

Trp

Glu

Leu

Asn

Tyr

Asn

Phe

Asn

425

Thr

Gly

Gly

Gly

Asn

eolf-seql

Tyr val Asp

Glu

His

Leu

Pro

Asn

Leu

410

val

Gln

Ser

Leu

Phe

490

Lys

Tyr

Ser
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GlIn

Gln

315

Ala

Pro

Thr

Ser

Tyr

395

Tyr

Phe

Lys

Gly

val

475

Thr

cys

Tyr

Lys

Tyr

300

Asp

Leu

Arg

Lys

Lys

Ser

Ser

Ser

Gly

Gln

Phe

Leu

Ala

Asn
540

Gly

Asn

Trp

Pro

Glu

Asn

365

Ile

Thr

Lys

cys

Leu

445

Gly

Pro

Ser

Glu

Asp

Thr

val

Ser

Leu

Ala

Pro

350

Gln

Ala

Thr

Leu

ser

430

Ser

Gly

Gly

Ser

Trp

510

Ser

Leu

Glu

Thr

Asn

Pro

335

GlIn

val

val

Pro

Thr

415

val

Leu

Ser

Gly

Tyr

495

val

val

Tyr

val

Tyr

Gly

Ile

val

Ser

Glu

Pro

400

val

Met

Ser

ser

480

Ala

Ser

Lys

Leu



GlIn
545
Lys

Thr

Gly

Ala

625

Pro

Thr

Thr

cys

val
705

Met

Gly

val

Gly

Thr

610

Ser

Gly

Gly

Leu

GlIn

690

Glu

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

<220>
<223>

<400>

Asn

Trp

Ser

ser

595

Leu

GlIn

GlIn

Ile

Thr

675

Gln

Ile

113
468
PRT

Ser

Leu

ser

580

Gly

Ser

Ser

Ala

Pro

660

Ile

Gly

Lys

Leu

Gly

Gly

Leu

val

Pro

645

Asp

Ser

GlIn

Gly

Gly

Ser

ser

630

Arg

Arg

Arg

val

Ala

Phe

Gly

Gly

Pro

615

Arg

Leu

Phe

Leu

Ile
695

Artificial Sequence

Glu

Asp

Gly

ser

600

Gly

Ser

Leu

Ser

Glu

680

Pro

eolf-seql
Asp Thr Ala val Tyr
555

Tyr Trp Gly Gln Gly

Ser Gly Gly Gly Gly
585

Glu Ile val Leu Thr
605

Glu Arg Ala Thr Leu
620

Tyr Leu Ala Trp Tyr
635

Ile I1e Gly Ala Ser
650

Gly ser Gly Ser Gly

Pro Glu Asp Phe Ala
685

Pro Thr Phe Gly Cys

Drozitumab-FAP (4G8)VHVL-scFv (LC)pETR7344

113

Ser Glu Leu Thr GIn Asp Pro Ala val Ser val Ala Leu
1 5

val Arg Ile Thr Cys Ser Gly Asp Ser Leu Arg Ser Tyr
20 25

Trp Tyr GIn Gln Lys Pro Gly
35

Gln
40

Ala Pro val Leu val
45

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

Thr

ser

590

GlIn

Ser

Gln

Thr

Thr

670

val

Gly

Gly
Tyr
30

Ile

Gly

cys

Leu

575

Gly

Ser

cys

Gln

Arg

Asp

Tyr

Thr

Gln
15
Ala

Tyr

Ser

Ala

560

val

Gly

Pro

Arg

Phe

Tyr

Lys

Thr

Ser

Gly

Ser



ser

65

Glu

val

Ala

Asn

val

145

Glu

Ser

Ser

Pro

val

225

Leu

Met

Ala

Gln
305

Lys

50

Gly

Ala

Phe

Pro

Thr

Tyr

cys

Thr

210

GlIn

Arg

Ser

Ile

Arg

Met

Gly

Asn

Asp

Gly

ser

115

Ala

val

Thr

Leu

Gln

195

Glu

Leu

Leu

Trp

ser

275

Phe

Asn

Trp

Thr

Tyr

Gly

val

Thr

Ala

Thr

ser

180

val

cys

Leu

Ser

val

260

Gly

Thr

Ser

Leu

Ala

Tyr

85

Gly

Thr

Leu

Trp

Pro

165

Leu

Thr

Ser

Glu

245

Arg

Ser

Ile

Leu

Gly

ser

70

cys

Thr

Leu

val

Thr

His

Gly

Ser

230

Ala

GlIn

Gly

Ser

Arg

Asn

55

Leu

Asn

Lys

Phe

135

Ala

Lys

Pro

Glu

Gly

Gly

Ala

Ala

Gly

Arg

Ala

Phe

Thr

Ser

Leu

Pro

120

Leu

Asp

Gln

Glu

Gly

Gly

Gly

Ser

Pro

Ser

280

Asp

Glu

Asp

Ile

Ala

Thr

105

Pro

Ile

Ser

Ser

Gln

185

Ser

Gly

Gly

Gly

Gly

Thr

Asn

Asp

Tyr

eolf-seql
6

Thr

Asp

90

val

Ser

Ser

Ser

Asn

170

Trp

Thr

Ser

Leu

Phe

250

Lys

Tyr

Ser

Thr

Gly

75

Ser

Leu

Ser

Asp

Pro

155

Asn

Lys

val

Gly

val

235

Thr

Cys

Tyr

Lys

Ala
315

0

Ala

Ser

Gly

Glu

Phe

140

val

Lys

Ser

Glu

Gly

GlIn

Phe

Leu

Ala

Asn

300

val

Trp Gly Gln

Page 48

Gln

Gly

GlIn

Glu

125

Tyr

Lys

Tyr

His

Pro

Ser

Glu

Asp

Thr

Tyr

Gly

Ala

Asn

Pro

110

Leu

Pro

Ala

Ala

Arg

Thr

Gly

Gly

Ser

Trp

Ser

Leu

Tyr

Thr

Glu

His

95

Lys

Gln

Gly

Gly

Ala

175

Ser

val

Ser

Gly

Tyr

255

val

val

Tyr

cys

Leu

Asp

80

val

Ala

Ala

Ala

val

160

Ser

Tyr

Ala

Ser

240

Ala

Ser

Lys

Leu

Ala

320

val



Thr

Gly

Ala

385

Pro

Thr

Thr

Cys

val
465

val

Gly

Thr

370

Ser

Gly

Gly

Leu

GlIn

450

Glu

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

<220>
<223>

<400>

Ser Ser
340

Ser Gly
355

Leu Ser

Gln Ser

Gln Ala

ITe Pro
420

Thr ITe
435

Gln Gly

Ile Lys

114
942
PRT

325

Gly

Gly

Leu

val

Pro

405

Asp

Ser

Gln

Gly

Gly

Ser

Ser

390

Arg

Arg

Arg

val

Gly

Gly

Pro

375

Arg

Leu

Phe

Leu

Ile
455

Artificial Sequence

Gly Ser
345

Ser Glu
360

Gly Glu

Ser Tyr

Leu Ile

Ser Gly
425

Glu Pro
440

Pro Pro

eolf-seql

330

Gly Gly Gly Gly

ITe val

Arg Ala

Leu Ala

395

Ile Gly
410
Ser Gly

Glu Asp

Thr Phe

Leu

Thr

380

Trp

Ala

Ser

Phe

Thr

365

Leu

Tyr

Ser

Gly

Ala

445

cys

Drozitumab-3F2VLCL_VHCH1-scFab (HC)pETR7369

114

Glu val Gln Leu
1

Ser Leu Arg Leu

20

Ala Met Ser Trp

35

Ser Gly Ile Asn
50

Lys Gly Arg val
65

val
5

Ser
val
Trp

Thr

GlIn

cys

Arg

GlIn

Ile
70

Ser
Ala
Gln
Gly
55

Ser

Gly Gly Gly val Glu
10

Ala Ser Gly Phe Thr

25

Ala Pro Gly Lys Gly
40

Gly ser Thr Gly Tyr
60

Arg Asp Asn Ala Lys
75

Page 49

Arg

Phe

Leu

45

Ala

Asn

ser

350

Gln

Ser

Gln

Thr

Thr

430

val

Gly

Pro

Asp

30

Glu

Asp

Ser

335

Gly

Ser

cys

Gln

Tyr

Thr

Gly

15

Asp

Trp

Ser

Leu

Gly

Pro

Arg

Phe

Tyr

Lys

Gly

Tyr

val

val

TYyr
80



Leu

Ala

Lys

val

Ala

145

Ser

val

Pro

Lys

Ile

Glu

His

Lys

Glu

GlIn

Lys

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Lys

Pro

Ser

Asp

Asn

290

val

Glu

Lys

Met

Ile

Thr

115

Pro

Gly

Asn

GlIn

Ser

195

Ser

Thr

Ser

Arg

Pro

275

Ala

val

Tyr

Thr

Asn

Leu

100

Thr

Leu

cys

Ser

ser

180

Ser

Asn

His

val

Thr

260

Glu

Lys

Ser

Lys

Ile
340

ser

85

Gly

val

Ala

Leu

Gly

Ser

Leu

Thr

Thr

Phe

245

Pro

val

Thr

val

Cys

325

Ser

Leu

Ala

Thr

Pro

val

150

Ala

Gly

Gly

Lys

230

Leu

Glu

Lys

Lys

Leu

310

Lys

Lys

Arg

Gly

val

Ser

135

Lys

Leu

Leu

Thr

val

215

Pro

Phe

val

Phe

Pro

295

Thr

val

Ala

Ala

Arg

ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Pro

Pro

Thr

Asn

280

Arg

val

Ser

Lys

Glu

Lys

Tyr

Ser

ser

185

Thr

Lys

cys

Pro

265

Trp

Glu

Leu

Asn

eolf-seql

Asp Thr Ala
90

Trp

Ala

Ser

Phe

Gly

Leu

Tyr

Lys

Pro

Tyr

Glu

His

Lys
330

Tyr

Ser

Thr

Pro

155

val

Ser

Ile

val

Ala

235

Pro

val

val

GlIn

Gln

315

Ala

Phe

Thr

Ser

140

Glu

His

Ser

cys

Glu

220

Pro

Lys

val

Asp

Tyr

300

Asp

Leu

Gln Pro Arg

Page 50

val

Asp

Pro

Thr

val

Asn

205

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

Tyr

Tyr

110

Gly

Gly

val

Phe

val

190

val

Lys

Leu

Thr

val

270

val

Ser

Leu

Ala

Pro
350

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asn

Ser

Leu

Leu

255

Ser

Glu

Thr

Asn

Pro

335

Gln

cys

Gly

Ser

val

160

Ala

val

His

cys

Gly

Met

His

val

Tyr

Gly

Ile

val



Tyr

Leu

Asp

His

Pro

Gly

Ala

Pro

Thr

Thr

545

cys

val

Pro

Leu

Thr

Thr

370

Glu

Leu

Lys

Glu

Gly

Thr

Ser

Gly

GlIn

Glu

Ser

Asn
610

Leu

355

cys

Ser

Asp

Ser

Ala

435

Lys

Ser

Leu

Gln

Gln

515

Ile

Thr

GlIn

Ile

Asp

Asn

Pro

Leu

Asn

Ser

Arg

Leu

Ser

Gly

Ser

ser

500

Ala

Pro

Ile

Gly

Phe

Pro

val

Gly

Trp

His

Gly

Gly

Leu

485

val

Pro

Asp

Ser

Ile

565

Arg

GlIn

Tyr

Ser

Lys

Gln

390

Gly

GlIn

Asn

Gly

Gly

Tyr

Thr

Arg

Arg

Thr

Leu

Pro

Arg

Gly

Pro

Ser

Gln

His

Pro

Ser

Leu

Phe

535

Leu

Leu

val

Lys

Arg

Glu

Phe

Gly

Tyr

440

Gly

Ser

Gly

Ser

Leu

520

Ser

Glu

Pro

Ala

ser

600

Glu

Glu

Tyr

Asn

Phe

Asn

425

Thr

Ser

Glu

Glu

Tyr

505

Ile

Gly

Pro

Pro

Ala

585

Gly

Ala

eolf-seql

Leu Thr Lys

Pro

Asn

Leu

410

val

Gln

Gly

Ile

Asn

Ser

Glu

Thr

570

Pro

Thr

Ser

Tyr

395

Tyr

Phe

Lys

Gly

val

475

Ala

Ala

val

Gly

Asp

Phe

Ser

Ala

Asp

380

Lys

Ser

Ser

Ser

Thr

Trp

Gly

Ser

540

Phe

Gly

val

Ser

Lys val GIn
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620

Asn

365

Ile

Thr

Lys

cys

Leu

445

Gly

Thr

Leu

Tyr

Ser

525

Gly

Ala

Gln

Phe

val

605

Trp

GlIn

Ala

Thr

Leu

ser

430

Ser

Ser

GlIn

Ser

Gln

510

Arg

Thr

val

Gly

Ile

590

val

Lys

val

val

Pro

Thr

415

val

Leu

Gly

Ser

Arg

Asp

Tyr

Thr

575

Phe

cys

val

Ser

Glu

Pro

400

val

Met

Ser

Gly

Pro

480

Arg

Lys

Ala

Phe

Tyr

560

Lys

Pro

Leu

Asp



Asn
625
Ser

Ala

Gly

Gly

Gly

Tyr

val

val

785

Tyr

cys

Leu

Leu

Ala

Lys

Asp

Leu

Gly

Ser

Glu

Ser

Ala

ser

770

Lys

Leu

Ala

val

Ala

850

Leu

Gly

Leu

Asp

Tyr

ser

675

Gly

Glu

val

Leu

Met

755

Ala

Gly

GlIn

Lys

Thr

835

Pro

val

Ala

GlIn

Ser

Glu

660

Ser

Ser

Gly

GlIn

Arg

Ser

Ile

Arg

Met

Gly

val

Ser

Lys

Leu

Ser

Thr

645

Lys

Pro

Gly

Gly

Leu

725

Leu

Trp

Ser

Phe

Asn

805

Trp

sSer

Ser

Asp

Thr
885

Tyr

His

val

Gly

Gly

710

Leu

Ser

val

Gly

Thr

790

Ser

Phe

Ser

Lys

Tyr

870

Ser

Asn

Ser

Lys

Thr

Gly

Ser

Glu

cys

Arg

Ser

775

Ile

Leu

Gly

Ala

ser

855

Phe

Gly

Ser

Leu

val

Lys

Ser

Glu

Ser

Ala

Gln

760

Gly

Ser

Arg

Gly

ser

840

Thr

Pro

val

Gln

Ser

Tyr

665

Ser

Glu

Gly

Gly

Ala

745

Ala

Gly

Arg

Ala

Phe

825

Thr

Ser

Glu

His

eolf-seql

Glu Ser val

ser

650

Ala

Phe

Gly

Gly

Pro

Ser

Asp

Glu

810

Asn

Lys

Gly

Pro

Thr
890
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635

Thr

cys

Asn

Gly

Gly

Gly

Gly

Gly

Thr

Asn

795

Asp

Tyr

Gly

Gly

val

875

Phe

Leu

Glu

Arg

Gly

Ser

Leu

Phe

Lys

Tyr

780

Ser

Thr

Trp

Pro

Thr

860

Thr

Pro

Thr

Thr

val

Gly

Ser

Gly

val

Thr

Gly

Tyr

Lys

Ala

Gly

ser

845

Ala

val

Ala

Glu

Leu

Thr

670

Glu

Glu

Gly

Gln

Phe

750

Leu

Ala

Asn

val

Gln

830

val

Ala

Ser

val

GlIn

ser

655

His

cys

Gly

Gly

Pro

735

Ser

Glu

Asp

Thr

Tyr

815

Gly

Phe

Leu

Trp

Leu
895

Lys

GlIn

Ser

Gly

ser

720

Gly

Ser

Trp

Ser

Leu

800

Tyr

Thr

Pro

Gly

Asn

880

Gln



eolf-seql

Ser Ser Gly Leu Tyr Ser Leu Ser Ser val val Thr val

905

Ser Leu Gly Thr GIn Thr Tyr Ile Cys Asn val Asn His

915

920

925

Asn Thr Lys val Asp Lys Lys val Glu Pro Lys Ser Cys

930

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

<220>
<223>

<400>

115
703
PRT

935

Artificial Sequence

940

Drozitumab-3F2VLCL_VHCH1-scFab (LC)pETR7370

115

Ser Glu Leu

1

val

Trp

Ala

sSer

65

Glu

val

Ala

Asn

val

145

Glu

Ser

Arg

Tyr

Asn

50

Gly

Ala

Phe

Pro

Thr

Tyr

Ile

Gln

35

Asn

Asn

Asp

Gly

ser

115

Ala

val

Thr

Leu

Thr

Thr

20

GlIn

Arg

Thr

Tyr

Gly

val

Thr

Ala

Thr

Ser

Gln

5

cys

Lys

Pro

Ala

Tyr

85

Gly

Thr

Leu

Trp

Pro

165

Leu

Asp Pro Ala val Ser

Ser

Pro

Ser

Ser

70

cys

Thr

Leu

val

Thr

Gly

Gly

Gly

55

Leu

Asn

Lys

Phe

135

Ala

Lys

Pro

Asp

GlIn

40

Ile

Thr

Ser

Leu

Pro

120

Leu

Asp

GlIn

Glu

10

Ser Leu
25

Ala Pro

Pro Asp

ITe Thr

Ala Asp

90

Thr val

105

Pro Ser

ITe Ser

Ser Ser

Ser Asn
170

val

Arg

val

Arg

Gly

75

Ser

Leu

Ser

Asp

Pro

155

Asn

Ala

Ser

Leu

Phe

60

Ala

Ser

Gly

Glu

Phe

140

val

Lys

Gln Trp Lys Ser
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Leu

Tyr

val

45

Ser

GlIn

Gly

GlIn

Glu

125

Tyr

Lys

Tyr

His

Pro Ser Ser

910

Lys

Asp

Gly

Tyr

30

Ile

Gly

Ala

Asn

Pro

110

Leu

Pro

Ala

Ala

Arg

Pro

Gln

15

Ala

Tyr

Ser

Glu

His

95

Lys

Gln

Gly

Gly

Ala

175

Ser

Ser

Thr

Ser

Gly

Ser

Asp

80

val

Ala

Ala

Ala

val

160

Ser

Tyr



Ser

Pro

Arg

Lys

Ala

Phe

305

Tyr

Lys

Pro

Leu

Asp

Lys

GlIn

Ser

cys

Thr

210

Gly

Gly

Ala

Pro

Thr

290

Thr

cys

val

Pro

Leu

370

Asn

Ser

Ala

Gly

Gly

GlIn

195

Glu

Gly

Thr

Ser

Leu

GlIn

Glu

sSer

355

Asn

Ala

Lys

Asp

Leu

435

Gly

180

val

cys

Ser

Leu

GlIn

260

GlIn

Ile

Thr

GlIn

Ile

340

Asp

Asn

Leu

Asp

Tyr

420

Ser

Gly

Thr

Ser

Gly

Ser

245

Ser

Ala

Pro

Ile

Gly

Lys

Glu

Phe

GlIn

ser

405

Glu

Ser

sSer

His

Gly

Gly

Leu

val

Pro

Asp

Ser

310

Ile

Arg

GlIn

Tyr

sSer

390

Thr

Lys

Pro

Gly

Glu

Gly

Gly

Tyr

Thr

Arg

Arg

Arg

Met

Thr

Leu

Pro

375

Gly

Tyr

His

val

Gly

Gly

Gly

Gly

Pro

Ser

Leu

280

Phe

Leu

Leu

val

Arg

Asn

Ser

Lys

Thr

440

Gly

185

Ser

Gly

Ser

Gly

Ser

265

Leu

Ser

Glu

Pro

Ala

345

Ser

Glu

Ser

Leu

val

425

Lys

Ser

eolf-seql

Thr

Ser

Glu

Glu

250

Tyr

Ile

Gly

Pro

Pro

330

Ala

Gly

Ala

Gln

ser

410

Tyr

Ser

val

Gly

Ile

235

Arg

Leu

Asn

Ser

Glu

315

Thr

Pro

Thr

Lys

Glu

395

Ser

Ala

Phe

Glu

Gly

220

val

Ala

Ala

val

Asp

Phe

Ser

Ala

val

380

Ser

Thr

cys

Asn

Glu Gly Gly
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Leu

Thr

Trp

Gly

Ser

Phe

Gly

val

Ser

365

GlIn

val

Leu

Glu

190

Thr

Gly

Thr

Leu

Tyr

270

sSer

Gly

Ala

Gln

Phe

350

val

Trp

Thr

Thr

val

430

Gly

Ser

val

Ser

Gln

ser

255

Gln

Arg

Thr

val

Gly

Ile

val

Lys

Glu

Leu

415

Thr

Glu

Glu

Ala

Gly

Ser

240

cys

GlIn

Arg

Asp

Tyr

320

Thr

Phe

cys

val

GlIn

400

Ser

His

cys

Gly



Gly

Ser

Ser

Trp

ser

545

Leu

Tyr

Thr

Pro

Gly

Asn

Gln

Ser

Ser

450

Gly

Gly

Gly

Tyr

val

530

val

Tyr

cys

Leu

Leu

610

cys

Ser

Ser

Ser

Asn
690

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

Ser

Glu

Ser

Ala

515

Ser

Lys

Leu

Ala

val

595

Ala

Leu

Gly

Ser

Leu

675

Thr

116
942
PRT

Glu

val

Leu

500

Met

Ala

Gly

GlIn

Lys

Thr

Pro

val

Ala

Gly

Gly

Lys

Gly

GlIn

485

Arg

Ser

Ile

Arg

Met

565

Gly

val

Ser

Lys

Leu

645

Leu

Thr

val

Leu

Trp

Ser

Phe

550

Asn

Trp

Ser

Ser

Tyr

GlIn

Asp

455

Gly

Leu

Ser

val

Gly

Thr

Ser

Phe

Ser

Tyr

Ser

Ser

Thr

Artificial Sequence

Ser

Glu

cys

Arg

Ser

Ile

Leu

Gly

Ala

600

Ser

Phe

Gly

Leu

Tyr

680

Lys

Glu

Ser

Ala

505

Gln

Gly

Ser

Arg

Gly

Ser

Thr

Pro

val

ser

665

Ile

val

eolf-seql

460

Gly Gly Gly Ser
475

Gly

490

Ala

Ala

Gly

Arg

Ala

570

Phe

Thr

Ser

Glu

His

650

Ser

Cys

Glu

Page 55

Gly

Ser

Pro

Ser

Asp

555

Glu

Asn

Lys

Gly

Pro

635

Thr

val

Asn

Pro

Gly
Gly
Gly
Thr
540
Asn
Asp
Tyr
Gly
Gly
6

val
Phe
val

val

Lys

Leu

Phe

Lys

525

Tyr

Ser

Thr

Trp

Pro

605

Thr

Thr

Pro

Thr

Asn

685

Ser

Gly

val

Thr

510

Gly

Tyr

Lys

Ala

Ala

val

Ala

val

670

Cys

Gly

GlIn

495

Phe

Leu

Ala

Asn

val

575

Gln

val

Ala

Ser

val

655

Pro

Lys

Asp

Gly
4
Pro

Ser

Asp
Thr
560
Tyr
Gly

Phe

Leu

Ser

Pro



eolf-seql
<220>
<223> Drozitumab-FAP (4G8)VLCL_VHCHl-scFab (HC)pETR7371
<400> 116
Glu val Gln Leu val GIn Ser Gly Gly Gly val Glu Arg Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30

Ala Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp val
35 40 45

Ser Gly Ile Asn Trp Gln Gly Gly Ser Thr Gly Tyr Ala Asp Ser val
50 55 60

Lys Gly Arg val Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 90 95

Ala Lys Ile Leu Gly Ala Gly Arg Gly Trp Tyr Phe Asp Tyr Trp Gly
100 105 110

Lys Gly Thr Thr val Thr val Ser Ser Ala Ser Thr Lys Gly Pro Ser
115 120 125

val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala
130 135 140

Ala Leu Gly Cys Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val
145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val His Thr Phe Pro Ala
165 170 175

val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Vval val Thr val
180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile Cys Asn Vval Asn His
195 200 205

Lys Pro Ser Asn Thr Lys val Asp Lys Lys val Glu Pro Lys Ser Cys
210 215 220

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
225 230 235 240

Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
245 250 255

Page 56



Ile

Glu

His

Lys

Glu

Tyr

Leu

Asp

His

Pro

Gly

Ala

Pro

Ser

Asp

Asn

290

val

Glu

Lys

Thr

Thr

370

Glu

Leu

Lys

Glu

Gly

Thr

Ser

Gly

Arg

Pro

275

Ala

val

Tyr

Thr

Leu

355

cys

Ser

Asp

Ser

Ala

435

Lys

Ser

Leu

GlIn

Gln
515

Thr

260

Glu

Lys

Ser

Lys

Ile

340

Pro

Leu

Asn

Ser

Arg

Leu

Ser

Gly

Ser

ser

500

Ala

Pro

val

Thr

val

Cys

325

Ser

Pro

val

Gly

Trp

His

Gly

Gly

Leu

485

val

Pro

Glu

Lys

Lys

Leu

310

Lys

Lys

Ser

Lys

Gln

390

Gly

GlIn

Asn

Gly

Gly

Ser

Ser

Arg

val

Phe

Pro

295

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

His

Pro

Arg

Leu

Thr

Asn

280

Arg

val

Ser

Lys

Glu

Phe

Gly

Tyr

440

Gly

Ser

Gly

Ser

Leu
520

265

Trp

Glu

Leu

Asn

Tyr

Asn

Phe

Asn

425

Thr

Ser

Glu

Glu

Tyr

505

Ile

eolf-seql

val val val

Tyr

Glu

His

Lys

Gln

Leu

Pro

Asn

Leu

410

val

Gln

Gly

Ile

Arg

Leu

val

Gln

GlIn

315

Ala

Pro

Thr

Ser

Tyr

395

Tyr

Phe

Lys

Gly

val

475

Ala

Ala

Asp

Tyr

300

Asp

Leu

Arg

Lys

Asp

380

Lys

Ser

Ser

Ser

Thr

Trp

Ile Gly Ala
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Asp

Gly

Asn

Trp

Pro

Glu

Asn

365

Ile

Thr

Lys

Cys

Leu

445

Gly

Thr

Leu

Tyr

ser
525

val

270

val

Ser

Leu

Ala

Pro

350

Gln

Ala

Thr

Leu

ser

430

Ser

Ser

GlIn

Ser

GlIn

510

Thr

Ser

Glu

Thr

Asn

Pro

335

Gln

val

val

Pro

Thr

415

val

Leu

Gly

Ser

Arg

His

val

Tyr

val

Ser

Glu

Pro

400

val

Met

Ser

Gly

Pro

480

Arg

Lys

Ala



Thr

Thr

545

cys

val

Pro

Leu

Asn

625

Ser

Ala

Gly

Gly

Gly

Tyr

val

val
785

Gln

Glu

Ser

Asn

610

Ala

Lys

Asp

Leu

Gly

Ser

Glu

Ser

Ala

ser

770

Lys

Ile

Thr

Gln

Ile

Asp

595

Asn

Leu

Asp

Tyr

ser

675

Gly

Glu

val

Leu

Met

755

Ala

Gly

Pro

Ile

Gly

Phe

GlIn

Ser

Glu

660

Ser

Ser

Gly

Gln

Arg

Ser

Ile

Arg

Asp

Ser

GlIn

565

Arg

Gln

Tyr

Ser

Thr

645

Lys

Pro

Gly

Gly

Leu

725

Leu

Trp

Ser

Phe

Thr

Leu

Pro

Tyr

His

val

Gly

Gly

710

Leu

Ser

val

Gly

Thr
790

Phe

535

Leu

Ile

val

Lys

Arg

Asn

Ser

Lys

Thr

Gly

Ser

Glu

cys

Arg

Ser

775

Ile

Ser

Glu

Pro

Ala

ser

600

Glu

Ser

Leu

val

Lys

Ser

Glu

Ser

Ala

Gln

760

Gly

Ser

Gly

Pro

Pro

Ala

585

Gly

Ala

Gln

Ser

Tyr

665

Ser

Glu

Gly

Gly

Ala

745

Ala

Gly

Arg

eolf-seql

Ser Gly Ser

Glu

Thr

570

Pro

Thr

Lys

Glu

ser

650

Ala

Phe

Gly

Gly

Pro

Ser

Asp
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Asp

555

Phe

Ser

Ala

val

ser

635

Thr

cys

Asn

Gly

Gly

Gly

Gly

Gly

Thr

Asn
795

540

Phe

Gly

val

Ser

Gln

620

val

Leu

Glu

Arg

Gly

Ser

Leu

Phe

Lys

Tyr

780

Ser

Gly

Ala

Gln

Phe

val

605

Trp

Thr

Thr

val

Gly

Ser

Gly

val

Thr

Gly

Tyr

Lys

Thr

val

Gly

Ile

590

val

Lys

Glu

Leu

Thr

670

Glu

Glu

Gly

GlIn

Phe

750

Leu

Ala

Asn

Asp

Tyr

Thr

575

Phe

cys

val

GlIn

ser

655

His

cys

Gly

Gly

Pro

735

Ser

Glu

Asp

Thr

Phe

Tyr

560

Lys

Pro

Leu

Asp

Lys

GlIn

Ser

Gly

ser

720

Gly

Ser

Trp

Ser

Leu
800



Tyr

cys

Leu

Leu

Ser

Ser

Asn

Leu

Ala

val

Ala

850

Leu

Gly

Ser

Leu

Thr
930

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

<220>
<223>

<400>

GlIn

Lys

Thr

835

Pro

val

Ala

Gly

Gly

915

Lys

117
703
PRT

Met

Gly

val

Ser

Lys

Leu

Leu

900

Thr

val

Asn

805

Trp

Ser

Ser

Asp

Thr

885

Tyr

Gln

Asp

Ser

Leu

Ser

Lys

Tyr

870

Ser

Ser

Thr

Lys

Leu

Gly

Ala

ser

855

Phe

Gly

Leu

Tyr

Artificial Sequence

Arg

Asn

ser

840

Thr

Pro

val

Ser

Ile

920

val

Ala

Phe

825

Thr

Ser

Glu

His

ser

905

cys

Glu

eolf-seql

Glu Asp Thr

810

Asp

Lys

Gly

Pro

Thr

890

val

Asn

Pro

Tyr

Gly

Gly

val

875

Phe

val

val

Lys

Drozitumab-FAP (4G8)VLCL_VHCH1l-scFab

117

Ser Glu Leu

1

val

Trp

Ala

ser

65

Glu

Arg

Tyr

Asn

50

Gly

Ala

Ile

GlIn

35

Asn

Asn

Asp

Thr

Thr

20

Gln

Arg

Thr

Tyr

Gln

5

cys

Lys

Pro

Ala

Tyr

Asp Pro Ala val Ser

Ser

Pro

Ser

ser

70

cys

Gly

Gly

Gly

55

Leu

Asn

Asp

Gln

40

Ile

Thr

Ser

Ser

25

Ala

Pro

Ile

Ala

10

Leu

Pro

Asp

Thr

val

Arg

val

Arg

Gly
75

Trp

Pro

Thr

860

Thr

Pro

Thr

Asn

Ser
940

Ala

Gly

ser

845

Ala

val

Ala

val

His

925

cys

val

Gln

830

val

Ala

Ser

val

Pro

910

Lys

Asp

Tyr

815

Gly

Phe

Leu

Trp

Leu

895

Ser

Pro

(LC)pETR7380

Ala

Ser

Leu

Phe

60

Ala

Asp Ser Ser
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Leu Gly Gln

Tyr

val

45

Ser

GlIn

Gly

Tyr

30

Ile

Gly

Ala

Asn

15

Ala

Tyr

Ser

Glu

His

Tyr

Thr

Pro

Gly

Asn

880

GlIn

Ser

Ser

Thr

Ser

Gly

Ser

Asp

80

val



val

Ala

Asn

val

145

Glu

Ser

Ser

Pro

Arg

Lys

Ala

Phe

305

Tyr

Lys

Pro

Phe

Pro

Thr

Tyr

cys

Thr

210

Gly

Gly

Ala

Pro

Thr

290

Thr

cys

val

Pro

Gly

ser

115

Ala

val

Thr

Leu

Gln

195

Glu

Gly

Thr

Ser

Gly

Gly

Leu

GlIn

Glu

Ser

Gly
1

val
Thr
Ala
Thr
Ser
180
val
Cys
Ser
Leu
Gln
260
Gln
Ile
Thr
Gln
Ile

340

Asp

85

Gly

Thr

Leu

Trp

Pro

165

Leu

Thr

Ser

Gly

Ser

245

Ser

Ala

Pro

Ile

Gly

Lys

Glu

Thr

Leu

val

Lys

150

Ser

Thr

His

Gly

val

Pro

Asp

Ser

310

GlIn

Arg

GlIn

Lys

Phe

135

Ala

Lys

Pro

Glu

Gly

Gly

Ser

Ser

Arg

Arg

Arg

val

Thr

Leu

Leu

Pro

120

Leu

Asp

Gln

Glu

Gly

Gly

Gly

Pro

Arg

Leu

280

Phe

Leu

Ile

val

Lys

Thr

105

Pro

Ile

Ser

Ser

Gln

185

Ser

Gly

Ser

Gly

Ser

265

Leu

Ser

Glu

Pro

Ala

345

Ser

eolf-seql

90

val Leu Gly

Ser

Ser

Ser

Asn

170

Trp

Thr

Ser

Glu

Glu

250

Tyr

Ile

Gly

Pro

Pro

330

Ala

Ser

Asp

Pro

155

Asn

Lys

val

Gly

Ile

235

Arg

Leu

Ile

Ser

Glu

315

Thr

Pro

Glu
Phe
140
val
Lys
Ser
Glu
Gly
2

val
Ala

Ala

Gly

Asp
Phe

Ser

Gly Thr Ala
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Gln

Glu

125

Tyr

Lys

Tyr

His

Leu

Thr

Trp

Ala

285

Ser

Phe

Gly

val

Ser

Pro

110

Leu

Pro

Ala

Ala

Arg

Thr

Gly

Thr

Leu

Tyr

270

Ser

Gly

Ala

GlIn

Phe

350

val

95

Lys

Gln

Gly

Gly

Ala

175

sSer

val

Ser

Gln

Ser

255

GlIn

Thr

Thr

val

Gly

Ile

val

Ala

Ala

val

160

Ser

Tyr

Ala

Gly

Ser

240

cys

Gln

Arg

Asp

Tyr

320

Thr

Phe

cys



Leu

Asp

Lys

GlIn

Ser

Gly

Ser

Ser

Trp

Ser

545

Leu

Tyr

Thr

Pro

Gly

Leu

370

Asn

Ser

Ala

Gly

Gly

Gly

Gly

Gly

Tyr

val

530

val

Tyr

cys

Leu

Leu

610

cys

355

Asn

Ala

Lys

Asp

Leu

435

Gly

Ser

Glu

Ser

Ala

515

Ser

Lys

Leu

Ala

val

595

Ala

Leu

Asn

Leu

Asp

Tyr

420

Ser

Gly

Glu

val

Leu

500

Met

Ala

Gly

GlIn

Lys

Thr

Pro

val

Phe

Gln

ser

405

Glu

Ser

Ser

Gly

GlIn

485

Arg

Ser

Ile

Arg

Met

565

Gly

val

Ser

Lys

Tyr

Ser

390

Thr

Lys

Pro

Gly

Gly

Leu

Leu

Trp

Ser

Phe

550

Asn

Trp

Ser

Ser

Asp

Pro

375

Gly

Tyr

His

val

Gly

Gly

Leu

Ser

val

Gly

Thr

Ser

Leu

Ser

360

Arg

Asn

Ser

Lys

Thr

440

Gly

Ser

Glu

cys

Arg

Ser

Ile

Leu

Gly

Ala

600

Ser

Phe

Glu

Ser

Leu

val

425

Lys

Ser

Glu

Ser

Ala

505

Gln

Gly

Ser

Arg

Asn

585

Ser

Thr

Pro

eolf-seql

Ala Lys val

Gln

ser

410

Tyr

Ser

Glu

Gly

Gly

Ala

Ala

Gly

Arg

Ala

570

Phe

Thr

Ser

Glu

395

Ser

Ala

Phe

Gly

Gly

Gly

Ser

Pro

Ser

Asp

555

Glu

Asp

Lys

Gly

380

Ser

Thr

cys

Asn

Gly

Gly

Gly

Gly

Gly

Thr

540

Asn

Asp

Tyr

Gly

Gly
620

Glu Pro val
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365

Gln

val

Leu

Glu

Ser

Leu

Phe

Tyr

Ser

Thr

Trp

Pro

605

Thr

Thr

Trp

Thr

Thr

val

430

Gly

sSer

Gly

val

Thr

510

Gly

Tyr

Lys

Ala

Ala

val

Lys

Glu

Leu

415

Thr

Glu

Glu

Gly

Gln

495

Phe

Leu

Ala

Asn

val

575

GlIn

val

Ala

Ser

val

GlIn

400

Ser

His

cys

Gly

Gly

Pro

Ser

Asp

Thr

560

Tyr

Gly

Phe

Leu

Trp



625

Asn Ser Gly

Gln Ser Ser

Ser Ser Leu

675

Ser Asn Thr

690

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

<220>
<223>

<400>

118
696
PRT

630

Ala Leu Thr ser Gly val

645

Gly Leu Tyr Ser Leu Ser

660

665

Gly Thr Gln Thr Tyr Ile

680

Lys val Asp Lys Lys val

695

Artificial Sequence

Drozitumab-FAP (4G8)VHCL2+2

118

Glu val Gln

1

Ser

Ala

Ser

Lys

Leu

Ala

Lys

val

Ala
145

Leu

Met

Gly

50

Gly

GlIn

Lys

Gly

Phe

130

Leu

Arg

sSer

35

Ile

Arg

Met

Ile

Thr

115

Pro

Gly

Leu

Leu

20

Trp

Asn

val

Asn

Leu

100

Thr

Leu

cys

val GIn Ser Gly Gly

5

Ser

val

Trp

Thr

ser

85

Gly

val

Ala

Leu

cys

Arg

GlIn

Ile

70

Leu

Ala

Thr

Pro

val
150

Ala

Gln

Gly

55

Ser

Arg

Gly

val

ser

135

Lys

Ala

Ala

40

Gly

Arg

Ala

Arg

ser

120

Ser

Asp

Ser

25

Pro

Ser

Asp

Glu

Lys

Tyr

eolf-seql

His
650
Ser

cys

Glu

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Trp

Ala

Ser

Phe

Page 62

635

Thr

val

Asn

Pro

val

Phe

Lys

Gly

Ala

75

Thr

Tyr

Ser

Thr

Pro
155

Phe

val

val

Glu

Thr

Gly

Tyr

60

Lys

Ala

Phe

Thr

sSer

140

Glu

Pro

Thr

Asn

685

Ser

Arg

Phe

Leu

45

Ala

Asn

val

Asp

Pro

Ala
val

670

cys

Pro

Asp

30

Glu

Asp

Ser

Tyr

Tyr

110

Gly

Gly

val

val
655
Pro

Lys

Asp

Gly

15

Asp

Trp

Ser

Leu

Tyr

95

Trp

Pro

Thr

Thr

640

Leu

Ser

Pro

Gly

Tyr

val

val

Tyr

80

cys

Gly

Ser

Ala

val
160



Ser

val

Pro

Lys

Gly

Ile

Glu

His

Lys

Glu

Tyr

Leu

Asp

Trp

Leu

Ser

Pro

210

Lys

Pro

Ser

Asp

Asn

290

val

Glu

Lys

Thr

Thr

370

Glu

Leu

Lys

Asn

Gln

Ser

195

Ser

Thr

Ser

Arg

Pro

275

Ala

val

Tyr

Thr

Leu

355

cys

Ser

Asp

Ser

Ser

ser

180

Ser

Asn

His

val

Thr

260

Glu

Lys

Ser

Lys

Ile

340

Pro

Leu

Asn

Ser

Arg

Leu

Thr

Thr

Phe

245

Pro

val

Thr

val

Cys

325

Ser

Pro

val

Gly

Ala

Gly

Gly

Lys

230

Leu

Glu

Lys

Lys

Leu

310

Lys

Lys

Ser

Lys

GlIn

390

Gly

GlIn

Leu

Leu

Thr

val

215

Pro

Phe

val

Phe

Pro

295

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

Thr

Tyr

Gln

200

Asp

Pro

Pro

Thr

Asn

280

Arg

val

Ser

Lys

Glu

Phe

Gly

Ser

sSer

185

Thr

Lys

cys

Pro

265

Trp

Glu

Leu

Asn

Tyr

Asn

Phe

Asn
425

eolf-seql

Gly val His

170

Leu

Tyr

Lys

Pro

Lys

val

Tyr

Glu

His

Lys

Gln

Leu

Pro

Asn

Leu

410

val

Page 63

Ser

Ile

val

Ala

235

Pro

val

val

GlIn

GlIn

315

Ala

Pro

Thr

Ser

Tyr

395

Tyr

Phe

Ser

cys

Glu

220

Pro

Lys

val

Asp

Tyr

300

Asp

Leu

Arg

Lys

Asp

380

Lys

Ser

Ser

Thr

val

Asn

205

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

Asn

365

Ile

Thr

Lys

Cys

Phe

val

190

val

Lys

Leu

Thr

val

270

val

Ser

Leu

Ala

Pro

350

GlIn

Ala

Thr

Leu

Ser
430

Pro

175

Thr

Asn

Ser

Leu

Leu

255

Ser

Glu

Thr

Asn

Pro

335

GlIn

val

val

Pro

Thr

415

val

Ala

val

His

cys

Gly

Met

His

val

Tyr

val

Ser

Glu

Pro

400

val

Met



His

Pro

Gly

Gly

Ser

Pro

Ser

545

Glu

Asp

Ala

Ser

Glu

625

Ser

Leu

val

Lys

Glu

Gly

Gly

Gly

Gly

Thr

530

Asn

Asp

Tyr

Ala

Gly

610

Ala

GlIn

Ser

Tyr

ser
690

Ala

435

Lys

Ser

Leu

Phe

Lys

515

Tyr

Ser

Thr

Trp

Pro

595

Thr

Lys

Glu

Ser

Ala

675

Phe

Leu

Ser

Gly

val

Thr

500

Gly

Tyr

Lys

Ala

Ala

val

Ser

Thr

660

Cys

Asn

Gly

Gly

Gln

485

Phe

Leu

Ala

Asn

val

565

GlIn

val

Ser

GlIn

val

645

Leu

Glu

Arg

Asn

Gly

Ser

Glu

Asp

Thr

550

Tyr

Gly

Phe

val

Thr

val

Gly

His

Gly

Gly

Ser

Trp

ser

535

Leu

Tyr

Thr

Ile

val

615

Lys

Glu

Leu

Thr

Glu
695

Tyr

440

Gly

Ser

Gly

Tyr

val

520

val

Tyr

cys

Leu

Phe

600

Cys

val

GlIn

Ser

His

680

Cys

Thr

Ser

Glu

Ser

Ala

505

Ser

Lys

Leu

Ala

val

585

Pro

Leu

Asp

Asp

eolf-seql

Gln Lys Ser

Gly

val

Leu

490

Met

Ala

Gly

GlIn

Lys

Thr

Pro

Leu

Asn

ser

650

Ala

Gly

Page 64

Gly

Gln

475

Arg

Ser

Ile

Arg

Met

555

Gly

val

Ser

Asn

Ala

635

Lys

Asp

Leu

Leu

Trp

Ser

Phe

540

Asn

Trp

Ser

Asp

Asn

620

Leu

Asp

Tyr

Ser

Leu

445

Gly

Leu

Ser

val

Gly

Thr

Ser

Leu

Ser

Glu

605

Phe

GlIn

Ser

Glu

ser
685

Ser

Ser

Glu

Cys

Ile

Leu

Gly

Ala

590

GlIn

Tyr

Ser

Thr

Leu

Gly

Ser

Ala

495

GlIn

Gly

Ser

Arg

Asn

575

Ser

Leu

Pro

Gly

Tyr

655

His

val

Ser

Gly

Gly

Ala

Gly

Arg

Ala

560

Phe

val

Lys

Arg

Asn

640

Ser

Lys

Thr



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

<220>
<223>

<400>

119
213
PRT

Artificial Sequence

Drozitumab LCpETR7303

119

Ser Glu Leu

1

val

Trp

Ala

Ser

65

Glu

val

Ala

Asn

val

145

Glu

Ser

Ser

Pro

Arg

Tyr

Asn

50

Gly

Ala

Phe

Pro

Thr

Tyr

cys

Thr
210

<210>

Ile

GlIn

35

Asn

Asn

Asp

Gly

Ser

115

Ala

val

Thr

Leu

Gln

195

Glu

120

Thr

Thr

20

Gln

Arg

Thr

Tyr

Gly

val

Thr

Ala

Thr

ser

180

val

cys

GlIn

5

cys

Lys

Pro

Ala

Tyr

85

Gly

Thr

Leu

Trp

Pro

165

Leu

Thr

Ser

Asp

Ser

Pro

Ser

Ser

70

cys

Thr

Leu

val

Thr

His

Pro

Gly

Gly

Gly

55

Leu

Asn

Lys

Phe

135

Ala

Lys

Pro

Glu

Ala

Asp

GlIn

40

Ile

Thr

Ser

Leu

Pro

120

Leu

Asp

GlIn

Glu

Gly

val

Ser

25

Ala

Pro

Ile

Ala

Thr

105

Pro

Ile

Ser

Ser

Gln

185

Ser

eolf-seql

ser

10

Leu

Pro

Asp

Thr

Asp

90

val

Ser

Ser

Ser

Asn

170

Trp

Thr

Page 65

val

Arg

val

Arg

Gly

75

Ser

Leu

Ser

Asp

Pro

155

Asn

Lys

val

Ala

Ser

Leu

Phe

60

Ala

Ser

Gly

Glu

Phe

140

val

Lys

Ser

Glu

Leu

Tyr

val

45

Ser

Gln

Gly

GlIn

Glu

125

Tyr

Lys

Tyr

His

Lys

Gly

Tyr

30

Ile

Gly

Ala

Asn

Pro

110

Leu

Pro

Ala

Ala

Arg

Thr

Gln

15

Ala

Tyr

Ser

Glu

His

95

Lys

GlIn

Gly

Gly

Ala

175

Ser

val

Thr

Ser

Gly

Ser

Asp

80

val

Ala

Ala

Ala

val

160

Ser

Tyr

Ala



<211>
<212>
<213>

<220>
<223>

<400>

214
PRT

Artificial Sequence

FAP(4G8)_VLCH1

120

Glu Ile val Leu Thr

1

Glu Arg

Tyr Leu

Ile Ile
50

Gly Ser
65

Pro Glu

Pro Thr

Thr Lys

Ser Gly

Glu Pro

145

His Thr

Ser val

Cys Asn

Glu Pro

210

<210>
<211>
<212>

Ala

Ala

35

Gly

Gly

Asp

Phe

Gly

val

Phe

val

val

195

Lys

121
684
PRT

Thr

20

Trp

Ala

Ser

Phe

Gly

Pro

Thr

Thr

Pro

Thr

180

Asn

Ser

5

Leu

Tyr

Ser

Gly

Ala

85

Gln

Ser

Ala

val

Ala

165

val

His

cys

GlIn

Ser

GlIn

Thr

Thr

70

val

Gly

val

Ala

Ser

150

val

Pro

Lys

Asp

Ser

cys

Gln

Arg

55

Asp

Tyr

Thr

Phe

Leu

135

Trp

Leu

Ser

Pro

Pro

Arg

Lys

Ala

Phe

Tyr

Lys

Pro

120

Gly

Asn

Gln

Ser

Ser
200

Gly

Ala

25

Pro

Thr

Thr

cys

val

105

Leu

Cys

Ser

Ser

sSer

185

Asn

eolf-seql

Thr Leu
10

Ser Gln

Gly GIn

Gly 1Ile

Leu Thr

75

Gln Gln
90

Glu Ile

Ala Pro

Leu val

Gly Ala

155

Ser Gly
170
Leu Gly

Thr Lys

Page 66

Ser

Ser

Ala

Pro

60

Ile

Gly

Lys

Ser

Lys

140

Leu

Leu

Thr

val

Leu

val

Pro

45

Asp

Ser

GlIn

Ser

Ser

125

Asp

Thr

Tyr

Gln

Asp

Ser

ser

30

Arg

Arg

Arg

val

ser

110

Lys

Tyr

Ser

Ser

Thr

190

Lys

Pro

15

Arg

Leu

Phe

Leu

Ile

95

Ala

Ser

Phe

Gly

Leu

175

Tyr

Lys

Gly

Ser

Leu

Ser

Glu

80

Pro

Ser

Thr

Pro

val

160

Ser

Ile

val



<213>

<220>
<223>

<400>

Artificial Sequence

Drozitumab-FAP (4G8)VLCH12+2

121

Glu val Gln
1

Ser

Ala

Ser

Lys

Leu

Ala

Lys

val

Ala

145

Ser

val

Pro

Lys

Leu

Met

Gly

50

Gly

Gln

Lys

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Lys

Pro

Arg

ser

35

Ile

Arg

Met

Ile

Thr

115

Pro

Gly

Asn

GlIn

ser

195

Ser

Thr

Ser

Leu val GIn Ser Gly Gly
5

Leu

20

Trp

Asn

val

Asn

Leu

100

Thr

Leu

cys

Ser

ser

180

Ser

Asn

His

val

Ser

val

Trp

Thr

ser

85

Gly

val

Ala

Leu

Leu

Thr

Thr

Phe

cys

Arg

GlIn

Ile

70

Leu

Ala

Thr

Pro

val

150

Ala

Gly

Gly

Lys

230

Leu

Ala

GlIn

Gly

55

Ser

Arg

Gly

val

Ser

135

Lys

Leu

Leu

Thr

val

215

Pro

Phe

Ala

Ala

40

Gly

Arg

Ala

Arg

ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Pro

Pro

Ser

25

Pro

Ser

Asp

Glu

Lys

Tyr

Ser

sSer

185

Thr

Lys

cys

Pro

eolf-seql

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Trp

Ala

Ser

Phe

Gly

Leu

Tyr

Lys

Pro

val

Phe

Lys

Gly

Ala

75

Thr

Tyr

Ser

Thr

Pro

155

val

Ser

Ile

val

Ala
235

Glu

Thr

Gly

Tyr

60

Lys

Ala

Phe

Thr

Ser

140

Glu

His

Ser

cys

Glu

220

Pro

Lys Pro Lys

Page 67

Arg

Phe

Leu

45

Ala

Asn

val

Asp

Pro

Thr

val

Asn

205

Pro

Glu

Asp

Pro

Asp

30

Glu

Asp

Ser

Tyr

Tyr

110

Gly

Gly

val

Phe

val

190

val

Lys

Leu

Thr

Gly

15

Asp

Trp

Ser

Leu

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asn

Ser

Leu

Leu

Gly

Tyr

val

val

Tyr

80

cys

Gly

Ser

Ala

val

160

Ala

val

His

cys

Gly

Met



Ile

Glu

His

Lys

Glu

Tyr

Leu

Asp

His

Pro

Ala

Pro

Ser

Asp

Asn

290

val

Glu

Lys

Thr

Thr

370

Glu

Leu

Lys

Glu

Gly

Thr

Ser

Gly

Arg

Pro

275

Ala

val

Tyr

Thr

Leu

355

Cys

Ser

Asp

Ser

Ala

435

Lys

Ser

Leu

GlIn

GlIn

Thr

260

Glu

Lys

Ser

Lys

Ile

340

Pro

Leu

Asn

Ser

Ser

Gly

Ser

ser

500

Ala

245

Pro

val

Thr

val

325

Ser

Pro

val

Gly

Gly

Gly

Leu

485

val

Pro

Glu

Lys

Lys

Leu

310

Lys

Lys

Ser

Lys

Gln

390

Gly

GlIn

Asn

Gly

Ser

Arg

val

Phe

Pro

295

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

His

Pro

Arg

Leu

Thr

Asn

280

Arg

val

Ser

Lys

Asp

Phe

Glu

Phe

Gly

Tyr

440

Gly

Ser

Gly

Ser

Leu

265

Trp

Glu

Leu

Asn

Tyr

Asn

Phe

Asn

425

Thr

Ser

Glu

Glu

Tyr

505

Ile

eolf-seql

250

val

Tyr

Glu

His

Leu

Pro

Asn

Leu

410

val

Gln

Gly

Ile

Arg

Leu

val

val

GlIn

Gln

315

Ala

Pro

Thr

Ser

Tyr

395

Tyr

Phe

Lys

Gly

val

475

Ala

Ala

val

Asp

Tyr

300

Asp

Leu

Arg

Lys

Lys

Ser

Ser

Ser

Gly

Leu

Thr

Trp

Ile Gly Ala

Page 68

Asp

Gly

Asn

Trp

Pro

Glu

Asn

365

Ile

Thr

Lys

cys

Leu

445

Gly

Thr

Leu

Tyr

Ser

val

270

val

Ser

Leu

Ala

Pro

350

Gln

Ala

Thr

Leu

ser

430

Ser

Ser

GlIn

Ser

GlIn

510

Thr

255

Ser

Glu

Thr

Asn

Pro

335

Gln

val

val

Pro

Thr

415

val

Leu

Gly

Ser

Arg

His

val

Tyr

Gly

Ile

val

Ser

Glu

Pro

400

val

Met

Ser

Gly

Pro

480

Arg

Lys

Ala



Thr

Thr

545

Cys

val

Pro

val

Ala

625

Gly

Gly

Lys

Gln

Glu

Ser

Lys

610

Leu

Leu

Thr

515

Ile

Thr

Gln

Ile

ser

595

Asp

Thr

Tyr

GlIn

Pro

Ile

Gly

Lys

Tyr

Ser

Ser

Thr
660

val Asp Lys

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

<220>
<223>

<400>

675

122
224
PRT

Asp

Ser

Gln

565

Ala

Ser

Phe

Gly

Leu

645

Tyr

Lys

Ser

Thr

Pro

val

630

Ser

Ile

val

Phe

535

Leu

Ile

Thr

Ser

Glu

615

His

Ser

cys

Glu

Artificial Sequence

FAP(4G8)_VHCL

122

Glu val Gln Leu Leu Glu Ser

1

5

Ser Leu Arg Leu Ser Cys Ala
20

Ala Met Ser Trp val Arg Gln
35

Ser Ala Ile Ser Gly Ser Gly
5

50

5

520

Ser

Glu

Pro

Lys

Gly

Pro

Thr

val

Asn

Pro
680

Ala

Ala
40

Gly

Pro

Pro

Gly

Gly

val

Phe

val

val

665

Lys

Gly
Ser
25

Pro

Ser

eolf-seql

Ser

Glu

Thr

570

Pro

Thr

Thr

Pro

Thr

650

Asn

Ser

Gly
10
Gly

Gly

Thr

Page 69

Gly

Asp

555

Phe

Ser

Ala

val

Ala

635

val

His

cys

Leu

Phe

Lys

Tyr

ser

540

Phe

Gly

val

Ala

ser

620

val

Pro

Lys

Asp

val

Thr

Gly

TYyr
60

525

Gly

Ala

GlIn

Phe

Leu

605

Trp

Leu

Ser

Pro

GlIn

Phe

Leu

45

Ala

Thr

val

Gly

Pro

590

Gly

Asn

Gln

Ser

ser
670

Pro
Ser
30

Glu

Asp

Asp

Tyr

Thr

575

Leu

cys

sSer

Ser

ser

655

Asn

Gly
15
Ser

Trp

Ser

Phe

Tyr

560

Lys

Ala

Leu

Gly

ser

640

Leu

Thr

Gly

Tyr

val

val



Lys

Leu

Ala

val

Pro

Leu

145

Asp

Asp

Lys

GlIn

Gly

Gln

Lys

Thr

Pro

130

Leu

Asn

Ser

Ala

Gly
210

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

<220>
<223>

<400>

Arg

Met

Gly

val

115

Ser

Asn

Ala

Lys

Asp

Leu

123
695
PRT

Phe

Asn

Asp

Asn

Leu

Asp

180

Tyr

Ser

Thr

ser

85

Leu

Ser

Glu

Phe

Gln

165

Ser

Glu

Ser

Ile

70

Leu

Gly

Ala

GlIn

Tyr

150

Ser

Thr

Lys

Pro

Ser

Arg

Asn

Ser

Leu

135

Pro

Gly

Tyr

His

val
215

Artificial Sequence

Arg

Ala

Phe

val

120

Lys

Arg

Asn

Ser

Asp

Glu

Asp

Ala

Ser

Glu

Ser

Leu

185

val

Lys

eolf-seql

Asn Ser Lys
75

Asp

90

Tyr

Ala

Gly

Ala

Gln

170

Ser

Tyr

Ser

Thr

Trp

Pro

Thr

Ser

Ala

Phe

Drozitumab-FAP (28H1)VHCLpETR95512+2

123

Glu val Gln

1

Ser Leu Arg

Ala Met Ser

35

Ser Gly Ile
50

Lys Gly Arg

Leu val GIn Ser
5

Leu Ser Cys Ala
20

Trp val Arg Gln

Asn Trp GIn

val Thr ITe

Gly
55

Ser

Gly Gly Gly val
10

Ala Ser Gly Phe
25

Ala Pro Gly Lys

40

Gly ser Thr Gly

Ala

Gly

Ser

Ala

140

val

Ser

Thr

cys

Asn
220

Glu

Thr

Gly

TYyr
60

Arg Asp Asn Ala Lys

Page 70

Asn

val

Gln

val

125

Ser

Gln

val

Leu

Glu

205

Arg

Arg

Phe

Leu

45

Ala

Asn

Thr

Tyr

Gly

110

Phe

val

Trp

Thr

Thr

190

val

Gly

Pro

Asp

30

Glu

Asp

Ser

Leu

Tyr

95

Thr

Ile

val

Lys

Glu

175

Leu

Thr

Glu

Gly

15

Asp

Trp

Ser

Leu

Tyr

80

cys

Leu

Phe

cys

val

160

GlIn

Ser

His

cys

Gly

Tyr

val

val

Tyr



65

Leu

Ala

Lys

val

Ala

145

Ser

val

Pro

Lys

Gly

Ile

Glu

His

Lys

Glu

Gln

Lys

Gly

Phe

130

Leu

Trp

Leu

Ser

Pro

210

Lys

Pro

Ser

Asp

Asn

290

val

Glu

Lys

Met

Ile

Thr

115

Pro

Gly

Asn

GlIn

sSer

195

Ser

Thr

Ser

Arg

Pro

275

Ala

val

Tyr

Thr

Asn

Leu

100

Thr

Leu

cys

Ser

ser

180

Ser

Asn

His

val

Thr

260

Glu

Lys

Ser

Lys

Ile

ser

85

Gly

val

Ala

Leu

Gly

Ser

Leu

Thr

Thr

Phe

245

Pro

val

Thr

val

Cys

325

sSer

70

Leu

Ala

Thr

Pro

val

150

Ala

Gly

Gly

Lys

230

Leu

Glu

Lys

Lys

Leu

310

Lys

Lys

Arg

Gly

val

Ser

135

Lys

Leu

Leu

Thr

val

215

Pro

Phe

val

Phe

Pro

295

Thr

val

Ala

Ala

Arg

ser

120

Ser

Asp

Thr

Tyr

Gln

200

Asp

Pro

Pro

Thr

Asn

280

Arg

val

Ser

Lys

Glu

Lys

Tyr

Ser

ser

185

Thr

Lys

Cys

Pro

Trp

Glu

Leu

Asn

Gly

eolf-seql

Asp

90

Trp

Ala

Ser

Phe

Gly

Leu

Tyr

Lys

Pro

Lys

val

Tyr

Glu

His

Lys
330

75

Thr

Tyr

Ser

Thr

Pro

155

val

Ser

Ile

val

Ala

235

Pro

val

val

Gln

GlIn

315

Ala

Ala

Phe

Thr

Ser

140

Glu

His

Ser

Cys

Glu

220

Pro

Lys

val

Asp

Tyr

300

Asp

Leu

Gln Pro Arg

Page 71

val

Asp

Pro

Thr

val

Asn

205

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

Tyr

Tyr

110

Gly

Gly

val

Phe

val

190

val

Lys

Leu

Thr

val

270

val

Ser

Leu

Ala

Pro

Tyr

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asn

Ser

Leu

Leu

255

Ser

Glu

Thr

Asn

Pro

335

Gln

80

cys

Gly

Ser

Ala

val

160

val

His

Cys

Gly

Met

His

val

Tyr

Gly

Ile

val



Tyr

Leu

Asp

His

Pro

Ser

Pro

GlIn

Asn

545

Asp

Tyr

Ala

Gly

Thr

Thr

370

Glu

Leu

Lys

Glu

Gly

Gly

Gly

Gly

Tyr

530

Ser

Thr

Trp

Pro

Thr

Leu

355

cys

Ser

Asp

Ser

Ala

435

Lys

Ser

Leu

Phe

Lys

515

Tyr

Lys

Ala

Gly

ser

595

Ala

340

Pro

Leu

Asn

Ser

Ser

Gly

val

Thr

500

Gly

Ala

Asn

val

GlIn

580

val

Ser

Pro

val

Gly

Gly

Gly

GlIn

485

Phe

Leu

Asp

Thr

Tyr

565

Gly

Phe

val

Ser

Lys

Gln

390

Gly

Gln

Asn

Gly

Ser

Glu

Ser

Leu

550

Tyr

Thr

Ile

val

Arg

Gly

Pro

Ser

Gln

His

Gly

Gly

Ser

Trp

val

535

Tyr

Cys

Leu

Phe

cys

Asp

Phe

Glu

Phe

Gly

Tyr

440

Gly

Ser

Gly

His

val

520

Lys

Leu

Ala

val

Pro

600

Leu

eolf-seql

345

Glu Leu

Tyr Pro

Asn Asn

Phe Leu

410

Asn val
425

Thr Gln

Ser Gly

Glu val

Ser Leu

490

Ala Met

505

Ser Ala

Gly Arg

Gln Met

Lys Gly

Thr val

585

Pro Ser

Thr

Ser

Tyr

395

Tyr

Phe

Lys

Gly

Gln

475

Arg

Ser

Ile

Phe

Asn

555

Trp

Ser

Asp

Lys

Asp

380

Lys

Ser

Ser

Ser

Leu

Trp

Trp

Thr

540

Ser

Leu

Ser

Glu

Leu Asn Asn Phe

Page 72

Asn

365

Ile

Thr

Lys

cys

Leu

445

Gly

Leu

Ser

val

Ala

525

Ile

Leu

Gly

Ala

Gln

605

Tyr

350

GlIn

Ala

Thr

Leu

ser

430

sSer

Ser

Glu

cys

Arg

Ser

Ser

Arg

Asn

ser

590

Leu

Pro

val

val

Pro

Thr

415

val

Leu

Gly

Ser

Ala

495

GlIn

Gly

Arg

Ala

Phe

575

val

Lys

Arg

Ser

Glu

Pro

400

val

Met

Ser

Gly

Gly

Ala

Ala

Glu

Asp

Glu

560

Asp

Ser

Glu



610

Ala Lys
625

Gln Glu

Ser Ser

Tyr Ala

Ser Phe
690

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

<220>
<223>

<400>

Glu Ile
1

Glu Arg

Tyr Leu

Ile Ile

50

Gly Ser

65

Pro Glu

Pro Thr

Thr Lys

Ser Gly

val

Ser

Thr

124
214
PRT

Gln

val

Leu

660

Glu

Arg

Trp

Thr

645

Thr

val

Gly

Leu

Thr

Glu

615

val

Gln

Ser

His

cys

Artificial Sequence

Asp

Asp

Lys

Gln
680

FAP(28H1)_VLCH1pETR9537

124

val

Ala

Ala

35

Gly

Gly

Asp

Phe

Leu

Thr

20

Trp

Ala

Ser

Phe

Gly

Pro

Thr

Thr

5

Leu

Tyr

Ser

Gly

Ala

85

GlIn

Ser

Ala

Gln

Ser

GlIn

Thr

Thr

70

val

Gly

val

Ala

Ser

cys

GlIn

Arg

55

Asp

Tyr

Thr

Phe

Leu
135

Pro

Arg

Lys

Ala

Phe

Tyr

Lys

Pro

120

Gly

Asn

Ser

Ala

665

Gly

Gly

Ala

25

Pro

Thr

Thr

cys

val

105

Leu

cys

eolf-seql

Ala Leu
635

Lys Asp

Asp Tyr

Leu Ser

Thr Leu
10

Ser Gln

Gly GIn

Gly 1Ile

Leu Thr

75

Gln Gln
90

Glu Ile

Ala Pro

Leu val

Page 73

620

GlIn

Ser

Glu

Ser

Ser

Ser

Ala

Pro

60

Ile

Gly

Lys

Ser

Lys
140

Ser

Thr

Lys

Pro
685

Leu

val

Pro

45

Asp

Ser

GlIn

Ser

ser

125

Asp

Gly

Tyr

His

670

val

Ser

ser

30

Arg

Arg

Arg

val

ser

110

Lys

Tyr

Asn

ser

655

Lys

Thr

Pro

15

Arg

Leu

Phe

Leu

Ile

95

Ala

Ser

Phe

Ser
640
Leu

val

Lys

Gly

Ser

Leu

Ser

Glu

80

Pro

Ser

Thr

Pro



Glu Pro
145

His Thr
Ser val
Cys Asn

Glu Pro
210

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

<220>
<223>

<400>
Glu val
1
Ser Leu
Ala Met
Ser Ala
50
Lys Gly
Leu GIn
Ala Lys
val Thr
Ala Pro
130

Leu val

val

Phe

val

val
195

Lys

125
691
PRT

Thr

Pro

Thr

180

Asn

Ser

val

Ala

165

val

His

cys

sSer

150

val

Pro

Lys

Asp

eolf-seql

Trp Asn Ser Gly Ala Leu

155

Leu GIn Ser Ser Gly Leu

170

Ser Ser Ser Leu Gly Thr

185

Pro Ser Asn Thr Lys val

Artificial Sequence

200

DR5 (22E9)-FAP (28H1)VHCLPETR97112+2

125
GlIn

Arg

ser

35

Ile

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Ser

Asp

Leu

Ser

val

Gly

Thr

ser

85

Arg

Ser

Lys

Tyr

Glu

cys

Arg

Ser

Ile

70

Leu

Ile

Ala

Ser

Phe

Ser

Ala

Gln

Gly

55

Ser

Arg

Ser

Ser

Thr

135

Pro

Gly Gly Gly Leu
10

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

120

Ser

Glu

Ser

25

Pro

Ser

Asp

Glu

Lys

Gly

Pro

Gly Phe

Gly Lys

Thr Tyr

Asn Ser

75

Asp Thr

90

Tyr Trp

Gly Pro

Gly Thr

val Thr
Page 74

val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Ser

Ala

140

val

Thr

Tyr

Gln

Asp

Gln

Phe

Leu

45

Ala

Asn

val

GlIn

val

125

Ala

Ser

Ser

Ser

Thr

190

Lys

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly

110

Phe

Leu

Trp

Gly
Leu
175

Tyr

Lys

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

Gly

Asn

val
160
Ser

Ile

val

Gly

Tyr

val

val

Tyr

80

cys

Leu

Leu

cys

Ser



145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

cys

Ser

Pro

val

Asp

Trp

Ala

Gly

Gly

Lys

210

cys

Leu

Glu

Lys

Lys

Leu

Lys

Lys

Ser

Gly

GlIn

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

Thr

Tyr

180

Gln

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Lys

Asp

Phe

Glu

Phe

Gly

Ser

165

Ser

Thr

Lys

cys

Pro

245

Cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

GlIn

Leu

Pro

Asn

390

Leu

val

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

GlIn

Ala

Pro

Thr

Ser

375

Tyr

Tyr

Phe

His

Ser

Cys

200

Glu

Pro

Lys

val

Asp

Tyr

Asp

Leu

Arg

Asp

Lys

Ser

Ser

Thr

val

185

Asn

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

cys

eolf-seql

155

Phe Pro Ala val

170

val Thr

val Asn

Lys Ser

Leu Leu
235

Thr Leu
250

val Ser

val Glu

Ser Thr

Leu Asn
315

Ala Pro
330

Pro Gln

Gln val

Ala val

Thr Pro
395

Leu Thr
410

Ser val
Page 75

val

His

Cys

220

Gly

Met

His

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Asp

His

Leu

ser

190

Pro

Lys

Pro

sSer

Asp

Asn

val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

Gln

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

Cys

Ser

Asp

ser

415

Ala

160

Ser

Ser

Asn

His

val

240

Thr

Lys

Ser

Pro

Leu

Asn

ser

400

Arg

Leu



His

Gly

Phe

Leu

Asp

Thr

545

Tyr

Gly

Phe

val

Thr

val

Gly

Asn

Pro

Ser

Glu

ser

530

Leu

Tyr

Thr

Ile

val

610

Lys

Glu

Leu

Thr

Glu

His

435

Gly

Gly

Gly

Ser

Trp

val

Tyr

Cys

Leu

Phe

595

cys

val

GlIn

Ser

His

675

cys

420

Tyr

Gly

Ser

Gly

His

500

val

Lys

Leu

Ala

val

580

Pro

Leu

Asp

Asp

Lys

Gln

Thr

Ser

Glu

ser

485

Ala

Ser

Gly

Gln

Lys

Thr

Pro

Leu

Asn

ser

645

Ala

Gly

GlIn

Gly

val

470

Leu

Met

Ala

Arg

Met

550

Gly

val

Ser

Asn

Ala

630

Lys

Asp

Leu

Arg

Ser

Ile

Phe

535

Asn

Trp

Ser

Asp

Asn

615

Leu

Asp

Tyr

Ser

Ser

440

Gly

Leu

Leu

Trp

Trp

Thr

Ser

Leu

Ser

Glu

600

Phe

Gln

Ser

Glu

ser
680

425

Leu

Gly

Leu

Ser

val

505

Ala

Ile

Leu

Gly

Ala

585

Gln

Tyr

Ser

Thr

eolf-seql

Ser Leu Ser

Ser

Glu

Arg

Ser

Ser

Arg

Asn

570

Ser

Leu

Pro

Gly

Tyr

650

His

val

Page 76

Gly

sSer

475

Ala

Gln

Gly

Arg

Ala

555

Phe

val

Lys

Arg

Asn

635

Ser

Lys

Thr

Gly

460

Gly

Ala

Ala

Glu

Asp

Ala

Ser

Glu

620

Ser

Leu

val

Lys

Pro

445

Gly

Gly

Ser

Pro

Gln

525

Asn

Asp

Tyr

Ala

GlIn

Ser

Tyr

ser
685

430

Gly

Gly

Gly

Gly

Gly

510

Tyr

Ser

Thr

Trp

Pro

590

Thr

Lys

Glu

Ser

Ala

670

Phe

Lys

Ser

Leu

Phe

495

Lys

Tyr

Lys

Ala

Gly

Ser

Ala

val

Ser

Thr

655

Cys

Asn

Ser

Gly

val

480

Thr

Gly

Ala

Asn

val

560

GlIn

val

Ser

Gln

val

640

Leu

Glu

Arg



690

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

<220>
<223>

<400>
Glu Ile
1

Glu Arg
Tyr Leu
Ile Tyr

50

Gly Ser
65

Pro Glu
val Thr
Ala Pro
Gly Thr

130
Ala Lys
145
GIn Glu
Ser Ser

Tyr Ala

Ser Phe
210

126
215
PRT
Artificial Sequence

DR5 (22E9) LCpETR9076

126

val Leu Thr GIn Ser
5

Ala Thr Leu Ser Cys
20

Ala Trp Tyr Gln GIn
35

Gly Ala Ser Ser Arg
55

Gly ser Gly Thr Asp
70

Asp Phe Ala val Tyr
85

Phe Gly GIn Gly Thr

Ser val Phe ITle Phe
115

Ala Ser val val Cys
135

val Gln Trp Lys val

Ser val Thr Glu Gln
165

Thr Leu Thr Leu Ser
180

Cys Glu val Thr His

Asn Arg Gly Glu Cys

Pro

Arg

Phe

Tyr

Lys

Pro

120

Leu

Asp

Asp

Lys

Gln
200

Gly

Ala

25

Pro

Thr

Thr

Cys

val

105

Pro

Leu

Asn

Ser

Ala

185

Gly

eolf-seql

Thr Leu
10

Ser Gln
Gly GIn
Gly 1Ile
Leu Thr

75

Gln Gln

90

Glu Ile

ser Asp

Asn Asn

Ala Leu

155

Lys Asp

Asp Tyr

Leu Ser

Page 77

Ser

Ser

Ala

Pro

60

Ile

Gly

Lys

Glu

Phe

140

Gln

Ser

Glu

Ser

Leu

val

Pro

45

Asp

Ser

Ser

Arg

Gln

125

Tyr

Ser

Thr

Lys

Pro
205

Ser

ser

30

Arg

Arg

Arg

Asn

Thr

110

Leu

Pro

Gly

Tyr

His

190

val

Pro

15

Ser

Leu

Phe

Leu

Gln

95

val

Lys

Arg

Asn

ser

175

Lys

Thr

Gly

Ser

Leu

Ser

Glu

80

Pro

Ser

Ser
160
Leu

val

Lys



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

<220>
<223>

<400>

127
691
PRT

Artificial Sequence

eolf-seql

DR5 (21H3)-FAP (28H1)VHCLPETR10626 2+2

127

Glu val Gln Leu Leu

1

Ser

Ala

Ser

Lys

Leu

Ala

val

Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

Leu

Met

Ala

50

Gly

GlIn

Lys

Thr

Pro

130

val

Ala

Gly

Gly

Lys

210

cys

Arg

sSer

35

Ile

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Leu

20

Trp

Ser

Phe

Asn

Ala

100

Ser

Ser

Asp

Thr

Tyr

180

Gln

Asp

Pro

5

Ser

val

Gly

Thr

ser

85

Arg

Ser

Lys

Tyr

ser

165

Ser

Thr

Lys

cys

Glu ser Gly Gly Gly Leu
10

cys

Arg

Ser

Ile

70

Leu

val

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

Ala

GlIn

Gly

55

Ser

Arg

Ser

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

120

Ser

Glu

His

Ser

Cys

200

Glu

Pro

Ser

25

Pro

Ser

Asp

Glu

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Gly Phe

Gly Lys

Thr Tyr

Asn Ser

75

Asp Met
90

Tyr Trp

Gly Pro

Gly Thr

val Thr

155

Phe Pro

170

val Thr

val Asn

Lys Ser

Leu Leu
Page 78

val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Ser

Ala

140

val

Ala

val

His

cys

220

Gly

GlIn

Phe

Leu

45

Ala

Asn

val

GlIn

val

125

Ala

Ser

val

Pro

Asp

Gly

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly

110

Phe

Leu

Trp

Leu

ser

190

Pro

Lys

Pro

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

Gly

Asn

GlIn

175

Ser

Ser

Thr

Ser

Gly

Tyr

val

val

Tyr

80

cys

Leu

Leu

cys

ser

160

Ser

Ser

Asn

His

val



225

Phe

Pro

val

Thr

val

305

cys

Ser

Pro

val

Asp

Trp

His

Gly

Phe

Leu

Glu

Lys

Lys

Lys

Ser

Gly

GlIn

Asn

Pro

Ser

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

Gln

His

435

Gly

Gly

Gly

Ser

Pro

Thr

260

Asn

Arg

val

Ser

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

Ser

Gly

His

Pro

245

cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Ser

Glu

ser

485

Ala

230

Lys

val

Tyr

Glu

His

310

Lys

GlIn

Leu

Pro

Asn

390

Leu

val

GlIn

Gly

val

470

Leu

Met

Pro

val

val

Gln

295

Gln

Ala

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Arg

Ser

Lys

val

Asp

280

Tyr

Asp

Leu

Arg

Asp

Lys

Ser

Ser

Ser

440

Gly

Leu

Leu

Trp

Asp

Asp

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Gly

Leu

Ser

val

eolf-seql

235

Thr Leu Met

250

val

val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Ser

Glu

cys
490

Ser

Glu

Thr

Asn

315

Pro

Gln

val

val

Pro

395

Thr

val

Leu

Gly

ser

475

Ala

His

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Ala

Arg GIn Ala

Page 79

Ile

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Gly

Gly

Ser

Pro

Ser

Asp

Asn

val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Gly

Gly

Gly

Gly

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

cys

Ser

Asp

ser

415

Ala

Lys

Ser

Leu

Phe

495

Lys

240

Thr

Glu

Lys

Ser

Pro

Leu

Asn

ser

400

Arg

Leu

Ser

Gly

val

480

Thr

Gly



Leu Glu

Asp Ser
530

Thr Leu
545

Tyr Tyr

Gly Thr

Phe Ile

val val
610

Trp Lys

Thr Glu

Thr Leu

val Thr

Gly Glu
690

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

<220>
<223>

<400>

Trp

val

Tyr

cys

Leu

Phe

595

cys

val

GlIn

Ser

His

675

cys

128
215
PRT

500

val

Lys

Leu

Ala

val

580

Pro

Leu

Asp

Asp

Ser

Gly

Gln

Pro

Leu

Asn

ser

645

Ala

Gly

Ala

Arg

Met

550

Gly

val

Ser

Asn

Ala

630

Lys

Asp

Leu

Ile

Phe

535

Asn

Trp

Ser

Asp

Asn

615

Leu

Asp

Tyr

Ser

Artificial Sequence

DR5 (21H3) LCpETR9075

128

Trp

Thr

Ser

Leu

Ser

Glu

600

Phe

Gln

Ser

Glu

ser
680

505

Ala

Ile

Leu

Gly

Ala

585

Gln

Tyr

Ser

Thr

eolf-seql

Ser Gly

Ser Arg

Arg Ala
555

Asn Phe
570

Ser val

Leu Lys

Pro Arg

Gly Asn

635

Tyr Ser
650

His Lys

val Thr

Glu

Asp

Ala

Ser

Glu

620

Ser

Leu

val

Lys

Gln

525

Asn

Asp

Tyr

Ala

Gly

Ala

Gln

Ser

Tyr

ser
685

510

Tyr

Ser

Thr

Trp

Pro

590

Thr

Lys

Glu

Ser

Ala

670

Phe

Tyr

Lys

Ala

Gly

Ser

Ala

val

Ser

Thr

655

cys

Asn

Ala

Asn

val

560

GlIn

val

Ser

GlIn

val

640

Leu

Arg

Glu ITe val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Ser Ser

20

25

pPage 80
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eolf-seql

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys GIn Gln Gly Ser Gln Pro Pro
85 90 95

Ile Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Arg Thr val Ala
100 105 110

Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu GIln Leu Lys Ser
115 120 125

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

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

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

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

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

Ser Phe Asn Arg Gly Glu Cys

210 215
<210> 129
<211> 691
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5 (20F2)-FAP (28H1)VHCLPETR10135 2+2
<400> 129

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
Page 81



Ser

Lys

Leu

Ala

val

Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

Ala

50

Gly

Gln

Lys

Thr

Pro

130

val

Ala

Gly

Gly

Lys

210

cys

Leu

Glu

Lys

Lys

Leu

35

Ile

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

Ser

Phe

Asn

val

100

Ser

Ser

Asp

Thr

Tyr

180

Gln

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Gly

Thr

ser

85

Arg

Ser

Lys

Tyr

Ser

165

Ser

Thr

Lys

cys

Pro

245

Cys

Trp

Glu

Leu

Ser

Ile

70

Leu

Lys

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

Gly

55

Ser

Arg

Gly

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

GlIn

40

Gly

Arg

Ala

Phe

Thr

120

Ser

Glu

Ser

cys

200

Glu

Pro

Lys

val

Asp

280

Tyr

Asp

Ser

Asp

Glu

Asp

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp

Gly

Asn

Trp

eolf-seql

Thr Tyr

Asn Ser
75

Asp Thr
90

Tyr Trp

Gly Pro

Gly Thr

val Thr

155

Phe Pro
170

val Thr

val Asn

Lys Ser

Leu Leu

235

Thr Leu

250

val Ser

val Glu

Ser Thr

Leu Asn
Page 82

Tyr

60

Lys

Ala

Gly

Ser

Ala

140

val

Ala

val

His

Cys

220

Gly

Met

His

val

Tyr

300

Gly

45

Ala

Asn

val

Gln

val

125

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Asp

Thr

Tyr

Gly

110

Phe

Leu

Trp

Leu

ser

190

Pro

Lys

Pro

Ser

Asp

Asn

val

Glu

Ser

Leu

Tyr

95

Thr

Pro

Gly

Asn

GlIn

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

val

Tyr

80

cys

Leu

Leu

cys

ser

160

Ser

Ser

Asn

His

val

240

Thr

Glu

Lys

Ser

Lys



305

cys

Ser

Pro

val

Asp

Trp

His

Gly

GlIn

Phe

Leu

Asp

Thr

545

Tyr

Gly

Lys

Lys

Ser

Gly

GlIn

Asn

Pro

Ser

Glu

ser

530

Leu

Tyr

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

His

435

Gly

Gly

Gly

Ser

Trp

val

Tyr

cys

Leu

Ser

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

Ser

Gly

His

500

val

Lys

Leu

Ala

val

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Ser

Glu

ser

485

Ala

Ser

Gly

Gln

310

Lys

Gln

Leu

Pro

Asn

390

Leu

val

Gln

Gly

val

470

Leu

Met

Ala

Arg

Met

550

Gly

val

Ala

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Arg

Ser

Ile

Phe

535

Asn

Trp

Ser

Leu

Arg

Asp

Lys

Ser

Ser

Ser

440

Gly

Leu

Leu

Trp

Trp

Thr

Ser

Leu

Ser

Pro

Glu

345

Asn

Ile

Thr

Lys

Gly

Leu

Ser

val

505

Ala

Ile

Leu

Gly

Ala

eolf-seql

315

Ala Pro Ile

330

Pro

GlIn

Ala

Thr

Leu

410

Ser

Ser

Ser

Glu

Arg

Ser

Ser

Arg

Asn
570

Gln

val

val

Pro

395

Thr

val

Leu

Gly

ser

475

Ala

Gln

Gly

Arg

Ala

555

Phe

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Gly

Ala

Ala

Glu

Asp

Ser val Ala

Page 83

Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Gly

Gly

Ser

Pro

Gln

525

Asn

Asp

Tyr

Ala

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Gly

Gly

Gly

Gly

510

Tyr

Ser

Thr

Trp

Pro

Thr

335

Leu

cys

Ser

Asp

ser

415

Ala

Lys

Ser

Leu

Phe

495

Lys

Tyr

Lys

Ala

Gly

Ser

320

Ile

Pro

Leu

Asn

ser

400

Arg

Leu

Ser

Gly

val

480

Thr

Gly

Ala

Asn

val

560

GlIn

val



Phe Ile

val val
610

Trp Lys

Thr Glu

Thr Leu

val Thr

Gly Glu
690

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

<220>
<223>

<400>

Phe
595

cys

val

GlIn

Ser

His

675

cys

130
215
PRT

580

Pro

Leu

Asp

Asp

Lys

GlIn

Pro

Leu

Asn

ser

645

Ala

Gly

Ser

Asn

Ala

630

Lys

Asp

Leu

Asp

Asn

615

Leu

Asp

Tyr

Ser

Artificial Sequence

Glu

600

Phe

GlIn

Ser

Glu

ser
680

DR5 (20F2) LC pETR9061

130

Glu Ile val Leu Thr

1

Glu Arg

Tyr Leu

Ile Tyr
50

Gly Ser
65

Pro Glu

Pro Thr

Ala

Ala

35

Gly

Gly

Asp

Phe

Thr

20

Trp

Ala

Ser

Phe

Gly

5

Leu

Tyr

Ser

Gly

Ala

85

Gln

GlIn

Ser

GlIn

Ser

Thr

70

val

Gly

Ser

cys

GlIn

Arg

55

Asp

Tyr

Thr

Pro

Arg

Lys

Ala

Phe

Tyr

Lys

585

eolf-seql

Gln Leu Lys Ser

Tyr

Ser

Thr

Gly

Ala

25

Pro

Thr

Thr

cys

val
105

Pro

Gly

Tyr

650

His

val

Thr

10

Ser

Gly

Gly

Leu

Gln
90

Arg

Asn

635

Ser

Lys

Thr

Leu

Gln

Gln

Ile

Thr
75

Glu

620

Ser

Leu

val

Lys

Ser

Ser

Ala

Pro

60

Ile

Gly

Glu ITe Lys

Page 84

Gly
6

Ala
Gln
Ser
Tyr

ser
685

Leu
val
Pro
45

Asp
Ser

Glu

Arg

590

Thr

Lys

Glu

Ser

Ala

670

Phe

Ser

ser

30

Arg

Arg

Arg

Ser

Thr
110

Ala

val

Ser

Thr

655

cys

Asn

Pro

15

Ser

Leu

Phe

Leu

Pro

95

val

Ser

GlIn

val

640

Leu

Glu

Arg

Gly

Ser

Leu

Ser

Glu

80

Pro



Ala Pro Ser
115

Gly Thr Ala
130

Ala Lys val
145

Gln Glu Ser

Ser Ser Thr

Tyr Ala Cys

Ser Phe Asn
210

<210> 131
<211> 691
<212> PRT

val

Ser

Gln

val

Leu

180

Glu

Arg

Phe

val

Trp

Thr

165

Thr

val

Gly

Ile

val

Leu

Thr

Glu

Phe

135

val

GlIn

Ser

His

Cys
215

<213> Artificial Sequence

<220>
<223>

<400> 131
Glu val GlIn
1

Ser Leu Arg
Ala Met Ser

35

Ser Ala Ile

50

Lys Gly Arg

Leu GIn Met

Ala Lys Gly

val Thr val

Leu

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Leu
5
Ser
val
Gly
Thr
Ser
85

Arg

Ser

Glu

cys

Arg

Ser

Ile

70

Leu

val

Ala

DR5(5E11)-FAP (28H1)

Ser

Ala

GlIn

Gly

55

Ser

Arg

Ser

Ser

Pro

120

Leu

Asp

Asp

Lys

GlIn
200

Pro

Leu

Asn

Ser

Ala

185

Gly

eolf-seql

Ser Asp Glu

Asn Asn Phe
140

Ala Leu GIn
155
Lys Asp Ser

Asp Tyr Glu

Leu Ser Ser

VHCL pETR10334 2+2

Gly Gly Gly Leu val
10

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

Ser

25

Pro

Ser

Asp

Glu

Asp

Lys

Gly Phe Thr

Gly Lys Gly

Thr Tyr Tyr
60

Asn Ser Lys
75

Asp Thr Ala
90

Tyr Trp Gly

Gly Pro Ser
Page 85

Gln

125

Tyr

Ser

Thr

Lys

Pro
205

GlIn

Phe

Leu

45

Ala

Asn

val

GlIn

val

Leu

Pro

Gly

Tyr

His

190

val

Pro

Ser

30

Glu

Asp

Thr

Tyr

Gly

110

Phe

Lys

Arg

Asn

ser

175

Lys

Thr

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

Ser

Glu

ser

160

Leu

val

Lys

Gly

Tyr

val

val

Tyr

80

cys

Leu

Leu



Ala

Leu

145

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

cys

Ser

Pro

val

Gly

Pro

130

val

Ala

Gly

Gly

Lys

210

cys

Leu

Glu

Lys

Lys

Leu

Lys

Lys

Ser

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

Asp

Thr

Tyr

180

GlIn

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Asp

Phe

Glu

Lys

Tyr

ser

165

Ser

Thr

Lys

cys

Pro

245

cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

GlIn

Leu

Pro

Asn

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

GlIn

Ala

Pro

Thr

Ser

375

Tyr

120

Ser

Glu

Ser

cys

200

Glu

Pro

Lys

val

Asp

Tyr

Asp

Leu

Arg

Asp

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

eolf-seql

Gly Thr

val Thr
155

Phe Pro
170

val Thr

val Asn

Lys Ser

Leu Leu

235

Thr Leu
250

val Ser

val Glu

Ser Thr

Leu Asn

315

Ala Pro

330

Pro Gln

Gln val

Ala val

Thr Pro
Page 86

Ala

140

val

Ala

val

His

cys

220

Gly

Met

His

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

125

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Leu

Trp

Leu

ser

190

Pro

Lys

Pro

Ser

Asp

270

Asn

val

Glu

Lys

Thr

350

Thr

Glu

Leu

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

cys

Ser

Asp

cys

ser

160

Ser

Ser

Asn

His

val

240

Thr

Glu

Lys

Ser

Pro

Leu

Asn

Ser



385

Asp

Trp

His

Gly

Phe

Leu

Asp

Thr

545

Tyr

Phe

val

Thr

Gly

GlIn

Asn

Pro

Ser

Glu

ser

530

Leu

Tyr

Thr

Ile

val

610

Lys

Glu

Leu

Ser

GlIn

His

435

Gly

Gly

Gly

Ser

Tyr

cys

Leu

Phe

595

cys

val

GlIn

Ser

Phe

Gly

Tyr

Gly

Ser

Gly

His

500

val

Lys

Leu

Ala

val

580

Pro

Leu

Asp

Asp

Lys

Phe

405

Asn

Thr

Ser

Glu

ser

485

Ala

Ser

Gly

Gln

Pro

Leu

Asn

ser

645

Ala

390

Leu

val

Gln

Gly

val

470

Leu

Met

Ala

Arg

Met

550

Gly

val

Ser

Asn

Ala

630

Lys

Asp

Tyr

Phe

Lys

Arg

Ser

Ile

Phe

535

Asn

Trp

Ser

Asp

Asn

615

Leu

Asp

Tyr

Ser

Ser

Ser

440

Gly

Leu

Leu

Trp

Ser

Leu

Ser

Glu

600

Phe

Gln

Ser

Glu

Gly

Leu

Ser

val

505

Ala

Ile

Leu

Gly

Ala

585

Gln

Tyr

Ser

Thr

Lys

eolf-seql

Leu

410

Ser

Ser

Ser

Glu

cys

Arg

Ser

Ser

Arg

Asn

570

Ser

Leu

Pro

Gly

Tyr
650

395

Thr

val

Leu

Gly

ser

475

Ala

Gln

Gly

Arg

Ala

555

Phe

val

Lys

Arg

Asn

635

Ser

val

Met

Ser

Gly

Gly

Ala

Ala

Glu

540

Glu

Asp

Ala

Ser

Glu

620

Ser

Leu

His Lys val

Page 87

Asp

His

Pro

445

Gly

Gly

Ser

Pro

Gln

525

Asn

Asp

Tyr

Ala

Gly

Ala

GlIn

Ser

Tyr

Lys

Glu

430

Gly

Gly

Gly

Gly

Gly

510

Tyr

Ser

Thr

Trp

Pro

590

Thr

Lys

Glu

Ser

Ala

ser

415

Ala

Lys

Ser

Leu

Phe

495

Lys

Tyr

Lys

Ala

Gly

Ser

Ala

val

Ser

Thr

655

cys

400

Arg

Leu

Ser

Gly

val

480

Thr

Gly

Ala

Asn

val

560

Gln

val

Ser

GlIn

val

640

Leu

Glu



eolf-seql
660 665 670

val Thr His Gln Gly Leu Ser Ser Pro val Thr Lys Ser Phe Asn Arg

675 680 685

Gly Glu Cys

690
<210> 132
<211> 215
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5(5E11) LCpETR9044
<400> 132

Glu ITe val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Ser Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys GIn Gln Gly Thr Thr His Pro
85 90 95

Ile Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Arg Thr val Ala
100 105 110

Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu GIln Leu Lys Ser
115 120 125

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

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

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

Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys val
180 185 190
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eolf-seql
Tyr Ala Cys Glu val Thr His Gln Gly Leu Ser Ser Pro val Thr Lys
195 200 205

Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 133

<211> 689

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5(5E11)-FAP (28H1)VHCL 2+2 Removal of C-term. Lysine in Fc
PETR11052

<400> 133

Glu val Gln 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 Asn 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 val Arg val Ser Phe Asp Tyr Trp Gly Gln 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 Gln Ser
165 170 175

Ser Gly Leu Tyr Ser Leu Ser Ser val val Thr val Pro Ser Ser Ser
180 185 190
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Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

Cys

Ser

Pro

val

Gly

Asp

Trp

His

Gly

Gly

Lys

Cys

Leu

Glu

Lys

Lys

290

Leu

Lys

Lys

Ser

Lys

Gln

Gly

Gln

Asn

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

355

Gly

Pro

Ser

Gln

His

435

Ser

Gln

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

340

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

Thr

Lys

Cys

Pro

245

Cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Gly

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

Gln

Leu

Pro

Asn

390

Leu

val

Gln

Gly

Ile
val
215
Ala
Pro
val
val
Gln
295
Gln
Ala
Pro
Thr
Ser
375
Tyr
Tyr
Phe

Lys

Gly
4

Cys

200

Glu

Pro

Lys

val

Asp

280

Tyr

Asp

Leu

Arg

Asp

Lys

Ser

Ser

Ser

440

Ser

Asn

Pro

Glu

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Gly

eolf-seql
val Asn His

Lys

Leu

Thr

250

val

val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Gly

Page 90

Ser

Leu

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

val

val

Pro

395

Thr

val

Leu

Gly

Cys

220

Gly

Met

His

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Ser

Pro

Lys

Pro

Ser

Asp

270

Asn

val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Gly

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Gly

Gly

Asn

His

val

240

Thr

Lys

Ser

Pro

Leu

Asn

Ser

400

Arg

Leu

Gly

Gly



eolf-seql
Gly Ser Glu val Gln Leu Leu Glu Ser Gly Gly Gly Leu val Gln Pro
465 470 475 480

Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser
485 490 495

Ser His Ala Met Ser Trp val Arg Gln Ala Pro Gly Lys Gly Leu Glu
500 505 510

Trp val Ser Ala Ile Trp Ala Ser Gly Glu GIn Tyr Tyr Ala Asp Ser
515 520 525

val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu
530 535 540

Tyr Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr
545 550 555 560

Cys Ala Lys Gly Trp Leu Gly Asn Phe Asp Tyr Trp Gly GIn Gly Thr
565 570 575

Leu val Thr val Ser Ser Ala Ser val Ala Ala Pro Ser val Phe Ile
580 585 590

Phe Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr Ala Ser val val
595 600 605

Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys val GIn Trp Lys
610 615 620

val Asp Asn Ala Leu GIn Ser Gly Asn Ser Gln Glu Ser val Thr Glu
625 630 635 640

Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu
645 650 655

Ser Lys Ala Asp Tyr Glu Lys His Lys val Tyr Ala Cys Glu val Thr
660 665 670

His GIn Gly Leu Ser Ser Pro val Thr Lys Ser Phe Asn Arg Gly Glu
675 680 685

Cys

<210> 134
<211> 689
<212> PRT
<213> Artificial Sequence

<220>
<223> DR5(5E11)-FAP (28H1)VHCL2+2Removal of C-term. Lysine in Fc
P329G/LALA mut.pETR11025
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<400>

134

Glu val Gln

1

Ser

Ala

Ser

Lys

Leu

Ala

val

Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

Leu

Met

Ala

50

Gly

Gln

Lys

Thr

Pro

130

val

Ala

Gly

Gly

Lys

210

Cys

Leu

Glu

Arg

sSer

35

Ile

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Leu

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Ser

Asp

Thr

Tyr

180

GlIn

Asp

Pro

Pro

Thr

Leu

Ser

val

Gly

Thr

ser

85

Arg

Ser

Lys

Tyr

ser

165

sSer

Thr

Lys

Cys

Pro

245

cys

Glu

cys

Arg

Ser

Ile

70

Leu

val

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Ser

Ala

GlIn

Gly

55

Ser

Arg

Ser

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

Gly

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

120

Ser

Glu

Ser

Cys

200

Glu

Pro

Lys

val

Gly

Ser

25

Pro

Ser

Asp

Glu

Asp

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp

eolf-seql

Gly Leu
10

Gly Phe

Gly Lys

Thr Tyr

Asn Ser
75

Asp Thr
90

Tyr Trp

Gly Pro

Gly Thr

val Thr
155

Phe Pro
170

val Thr

val Asn

Lys Ser

Ala Ala
235

Thr Leu
250

val Ser
Page 92

val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Ser

Ala

140

val

Ala

val

His

Cys

220

Gly

Met

His

GlIn

Phe

Leu

45

Ala

Asn

val

Gln

val

125

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly

110

Phe

Leu

Trp

Leu

ser

190

Pro

Lys

Pro

Ser

Asp

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg

Pro

Gly

Tyr

val

val

Tyr

80

cys

Leu

Leu

Cys

ser

160

Ser

Ser

Asn

His

val

240

Thr

Glu



val

Thr

val

305

Cys

Ser

Pro

val

Asp

Trp

His

Gly

Gly

Ser

Trp

val

Lys

Lys

Leu

Lys

Lys

Ser

Gly

Gln

Asn

val

Lys

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

Gln

His

435

Ser

Glu

Ser

Ala

ser

515

Gly

260

Asn

Arg

val

Ser

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

val

Leu

Met

500

Ala

Arg

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Gly

GlIn

Ile

Phe

Tyr

Glu

His

310

Lys

Gln

Leu

Pro

Asn

390

Leu

val

GlIn

Gly

Leu

470

Leu

Trp

Trp

Thr

val
Gln
295
Gln
Ala
Pro
Thr
Ser
375
Tyr
Tyr
Phe
Lys
Gly
4

Leu
Ser
val

Ala

Ile

Asp

Tyr

Asp

Leu

Arg

Asp

Lys

Ser

Ser

Ser

440

Ser

Glu

Cys

Arg

ser

520

Ser

265

Gly

Asn

Trp

Gly

Glu

345

Asn

Ile

Thr

Lys

Gly

Ser

Ala

Gln

505

Gly

Arg

eolf-seql

val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Gly

Gly

Ala

490

Ala

Glu

Glu

Thr

Asn

315

Pro

Gln

val

val

Pro

395

Thr

val

Leu

Gly

Gly

Ser

Pro

GlIn

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Gly

Gly

Gly

Tyr

Asp Asnh Ser

Page 93

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Ser

Leu

Phe

Lys

Tyr

525

Lys

270

Asn

val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Gly

val

Thr

Gly

510

Ala

Asn

Ala

val

Tyr

Thr

335

Leu

cys

Ser

Asp

ser

415

Ala

Gly

Gly

GlIn

Phe

495

Leu

Asp

Thr

Lys

Ser

Pro

Leu

Asn

ser

400

Arg

Leu

Gly

Gly

Pro

480

Ser

Glu

Ser

Leu



eolf-seql
530 535 540

Tyr Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr
545 550 555

Cys Ala Lys Gly Trp Leu Gly Asn Phe Asp Tyr Trp

Leu val Thr val Ser Ser Ala Ser val Ala Ala Pro
580 585

Phe Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr
595 600

Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys
610 615 620

val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu
625 630 635

Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser
645 650

Ser Lys Ala Asp Tyr Glu Lys His Lys val Tyr Ala

His GIn Gly Leu Ser Ser Pro val Thr Lys Ser Phe
675 680

cys

<210> 135
<211> 681
<212> PRT
<213> Artificial Sequence

<220>
<223> VHVL DR5(5E11)-FAP (28H1) pETR11827 2+2

<400> 135

Glu ITe val Leu Thr GIn Ser Pro Gly Thr Leu Ser
1 5 10

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser
20 25
Tyr Leu Ala Trp Tyr GIn GIn Lys Pro Gly Gln Ala
35 40

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly ITe Pro
50 55 60

Page 94

Ala

Gly

Ser

Ala

605

val

Ser

Thr

cys

Asn
685

Leu

val

Pro

45

Asp

val

Gln

val

590

Ser

Gln

val

Leu

Glu

670

Arg

Ser

ser

30

Arg

Arg

Tyr

Gly

Phe

val

Trp

Thr

Thr

655

val

Gly

Pro
15
Ser

Leu

Phe

Tyr

560

Thr

Ile

val

Lys

Glu

640

Leu

Thr

Glu

Gly

Ser

Leu

Ser



Gly

65

Pro

Ile

Thr

Ser

Glu

145

His

Ser

cys

Glu

Pro

225

Lys

val

Asp

Tyr

Ser

Glu

Thr

Lys

Thr

val

Asn

Pro

210

Glu

Asp

Asp

Gly

Asn

290

Trp

Pro

Gly

Asp

Phe

Gly

val

Phe

val

val

195

Lys

Leu

Thr

val

val

275

Ser

Leu

Ala

Ser

Phe

Gly

Pro

Thr

Thr

Pro

Thr

180

Asn

Ser

Leu

Leu

ser

260

Glu

Thr

Asn

Pro

Gly

Ala

85

Gln

Ser

Ala

val

Ala

165

val

His

cys

Gly

Met

245

His

val

Tyr

Gly

Ile
325

Thr

70

val

Gly

val

Ala

Ser

150

val

Pro

Lys

Asp

Gly

Ile

Glu

His

Arg

Lys

310

Glu

Asp

Tyr

Thr

Phe

Leu

135

Trp

Leu

Ser

Pro

Ser

Asp

Asn

val

295

Glu

Lys

Phe

Tyr

Lys

Pro

120

Gly

Asn

Gln

Ser

Ser

200

Thr

Ser

Arg

Pro

Ala

280

val

Tyr

Thr

Thr

cys

val

105

Leu

cys

Ser

Ser

sSer

185

Asn

His

val

Thr

Glu

265

Lys

Ser

Lys

Ile

eolf-seql

Leu Thr Ile

Gln

90

Glu

Ala

Leu

Gly

ser

170

Leu

Thr

Thr

Phe

Pro

250

val

Thr

val

cys

Ser
330

Page 95

GlIn

Ile

Pro

val

Ala

155

Gly

Gly

Lys

cys

Leu

235

Glu

Lys

Lys

Leu

Lys

Gly

Lys

Ser

Lys

140

Leu

Leu

Thr

val

Pro

220

Phe

val

Phe

Pro

Thr

300

val

Ala

Ser

Thr

Ser

ser

125

Asp

Thr

Tyr

GlIn

Asp

Pro

Pro

Thr

Asn

Arg

val

Ser

Lys

Arg

Thr

ser

110

Lys

Tyr

Ser

Ser

Thr

190

Lys

cys

Pro

cys

Trp

Glu

Leu

Asn

Gly

Leu

His

95

Ala

Ser

Phe

Gly

Leu

175

Tyr

Lys

Pro

Lys

val

255

Tyr

Glu

His

Lys

Gln
335

Glu

80

Pro

Ser

Thr

Pro

val

160

Ser

Ile

val

Ala

Pro

240

val

val

GlIn

Gln

Ala

320

Pro



Arg

Lys

Asp

Ser

Ser

Leu

465

Leu

Trp

Trp

Thr

ser

545

Leu

Ser

Lys

Glu

Asn

Ile

370

Thr

Lys

cys

Leu

Ser

val

Ala

Ile

530

Leu

Gly

Ala

Ser

Pro

GlIn

355

Ala

Thr

Leu

Ser

ser

435

Ser

Glu

cys

Arg

ser

515

Ser

Arg

Asn

Ser

Thr
595

Gln

340

val

val

Pro

Thr

val

420

Leu

Gly

Ser

Ala

Gln

500

Gly

Arg

Ala

Phe

Thr

580

Ser

val

Ser

Glu

Pro

val

405

Met

Ser

Gly

Gly

Ala

485

Ala

Glu

Asp

Glu

Asp

Lys

Gly

Tyr

Leu

Trp

val

390

Asp

His

Pro

Gly

Gly

Ser

Pro

Gln

Asn

550

Tyr

Gly

Gly

Thr

Thr

Glu

375

Leu

Lys

Glu

Gly

Gly

Gly

Gly

Tyr

Ser

535

Thr

Trp

Pro

Thr

Leu

360

Ser

Asp

Ser

Ala

Lys

Ser

Leu

Phe

Lys

Tyr

520

Lys

Ala

Gly

Ser

Ala
600

Pro

345

Leu

Asn

Ser

Arg

Leu

425

Ser

Gly

val

Thr

Asn

val

Gln

val

585

Ala

eolf-seql

Pro Ser Arg

val

Gly

Asp

Trp

410

His

Gly

Gly

GlIn

Phe

490

Leu

Asp

Thr

Tyr

Gly

Phe

Leu

Page 96

Lys

Gln

Gly

GlIn

Asn

Gly

Gly

Pro

475

Ser

Glu

Ser

Leu

Tyr

555

Thr

Pro

Gly

Gly
Pro
380
Ser
GlIn
His
Gly
Gly
4

Gly
Ser
Trp
val
Tyr
540
Cys
Leu

Leu

Cys

Asp

Phe

365

Glu

Phe

Gly

Tyr

Gly

His

val

Ala

val

Ala

Leu
605

Glu

350

Tyr

Asn

Phe

Asn

Thr

430

Ser

Glu

Ser

Ala

ser

510

Gly

GlIn

Lys

Thr

Pro

590

val

Leu

Pro

Asn

Leu

val

415

Gln

Gly

val

Leu

Met

495

Ala

Arg

Met

Gly

val

575

Ser

Lys

Thr

Ser

Tyr

Tyr

400

Phe

Lys

Gly

GlIn

Ile

Phe

Asn

Trp

Ser

Ser

Asp



Tyr Phe Pro
610

Ser Gly val
625

Ser Leu Ser

Glu

His

Ser

Cys

Glu

Pro

Thr

val

645

Asn

Pro

val

Phe

630

val

val

Lys

Thr

615

Pro

Thr

Asn

Ser

<213> Artificial Sequence

Thr Tyr Ile
Lys Lys val
675
<210> 136
<211> 224
<212> PRT
<220>
<223>

<400> 136
Glu val GlIn
1

Ser Leu Arg

Ala Met Ser
35

Ser Ala Ile
50

Lys Gly Arg
Leu Gln Met
Ala Lys Gly

val Thr val
115

Pro Pro Ser
130

Leu Leu Asn

Leu

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Asp

Asn

Leu

Ser

val

Gly

Thr

ser

85

Arg

Ser

Glu

Phe

Glu

cys

Arg

Ser

Ile

70

Leu

val

Ala

GlIn

Tyr

Ser

Ala

Gln

Gly

55

Ser

Arg

Ser

Ser

Leu

135

Pro

val

Ala

val

His

Cys
680

DR5(5E11) VHCL pETR11484

Gly

Ala

Ala

40

Gly

Arg

Ala

Phe

val

120

Lys

Arg

Ser

val

Pro

Gly

Ser

25

Pro

Ser

Asp

Glu

Ser

Glu

eolf-seql
Trp Asn Ser
620

Leu GIn Ser
635

Ser Ser Ser
650

Pro Ser Asn

Gly Leu val
10

Gly Phe Thr

Gly Lys Gly

Thr Tyr Tyr
60

Asn Ser Lys
75

Asp Thr Ala
90

Tyr Trp Gly

Ala Pro Ser

Gly Thr Ala
140

Ala Lys val
Page 97

Gly

Ser

Leu

Thr

Gln

Phe

Leu

45

Ala

Asn

val

GlIn

val

125

Ser

GlIn

Ala

Gly

Gly

Lys

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly

110

Phe

val

Trp

Leu

Leu

Thr

655

val

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Ile

val

Lys

Thr
Tyr
640

GlIn

Asp

Gly

Tyr

val

val

Tyr

80

cys

Leu

Phe

Cys

val



eolf-seql
145 150 155 160

Asp Asn Ala Leu GIn Ser Gly Asn Ser Gln Glu Ser val Thr Glu Gln
165 170 175

Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser
180 185 190

Lys Ala Asp Tyr Glu Lys His Lys val Tyr Ala Cys Glu val Thr His
195 200 205

Gln Gly Leu Ser Ser Pro val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215 220
<210> 137
<211> 215
<212> PRT
<213> Artificial Sequence
<220>
<223> FAP (28H1) VLCL pETR9366
<400> 137

Glu ITe val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Arg Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile ITe Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys GIn GIn Gly GIn val Ile Pro
85 90 95

Pro Thr Phe Gly GIn Gly Thr Lys val Glu ITe Lys Arg Thr val Ala
100 105 110

Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu GIln Leu Lys Ser
115 120 125

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

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

Page 98



eolf-seql

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

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

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

Ser Phe Asn Arg Gly Glu Cys

210 215
<210> 138
<211> 690
<212> PRT
<213> Artificial Sequence
<220>
<223> CH1CL DR5(5E11)-FAP(28H1) pETR11828 2+2
<400> 138

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 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 Asn 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 val Arg val Ser Phe Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

val Thr val Ser Ser Ala Ser val Ala Ala Pro Ser val Phe Ile Phe
115 120 125

Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr Ala Ser val val Cys
130 135 140

Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys val GIn Trp Lys val
145 150 155 160

Asp Asn Ala Leu GIn Ser Gly Asn Ser Gln Glu Ser val Thr Glu Gln
Page 99



Asp

Lys

Gln

Gly

Ile

Glu

His

Lys

Glu

Tyr

Leu

Asp

His

Ser

Ala

Gly

210

Lys

Pro

Ser

Asp

Asn

290

val

Glu

Lys

Thr

Thr

370

Glu

Leu

Lys

Glu

Lys

Asp

Leu

Thr

Ser

Arg

Pro

275

Ala

val

Tyr

Thr

Leu

355

Cys

Ser

Asp

Ser

Ala

Asp

Tyr

Ser

His

val

Thr

260

Glu

Lys

Ser

Lys

Ile

340

Pro

Leu

Asn

Ser

165

Ser

Glu

Ser

Thr

Phe

245

Pro

val

Thr

val

cys

325

Ser

Pro

val

Gly

Thr

Lys

Pro

230

Leu

Glu

Lys

Lys

Leu

310

Lys

Lys

Ser

Lys

Gln

390

Gly

GlIn

Asn

Tyr

His

val

215

Pro

Phe

val

Phe

Pro

295

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

His

Ser

Lys

Thr

Pro

Pro

Thr

Asn

280

Arg

val

Ser

Lys

360

Phe

Glu

Phe

Gly

Tyr

Leu

185

val

Lys

cys

Pro

Trp

Glu

Leu

Asn

Tyr

Asn

Phe

Asn

425

Thr

eolf-seql

170

Ser

Tyr

Ser

Pro

Lys

val

Tyr

Glu

His

Lys

Gln

Leu

Pro

Asn

Leu

410

val

Ser

Ala

Phe

Ala

235

Pro

val

val

Gln

Gln

315

Ala

Pro

Thr

Ser

Tyr

395

Tyr

Phe

Thr

cys

Asn

220

Pro

Lys

val

Asp

Tyr

300

Asp

Leu

Arg

Lys

Lys

Ser

Ser

Gln Lys Ser
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Leu

Glu

205

Arg

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

Asn

365

Ile

Thr

Lys

cys

Leu

Thr

190

val

Gly

Leu

Thr

val

270

val

Ser

Leu

Ala

Pro

350

Gln

Ala

Thr

Leu

ser

430

Ser

175

Leu

Thr

Glu

Leu

Leu

255

sSer

Glu

Thr

Asn

Pro

335

GlIn

val

val

Pro

Thr

415

val

Leu

Ser

His

cys

Gly

Met

His

val

Tyr

Gly

Ile

val

Ser

Pro
400
val

Met

Ser



Pro

ser

465

Leu

Phe

Lys

Tyr

Ser

Ala

val

625

Ala

val

His

cys

Gly

val

Thr

Gly

Ala

530

Asn

val

GlIn

val

Ala

610

Ser

val

Pro

Lys

Asp
690

<210>

435

Gly

Gly

Gln

Phe

Leu

515

Asp

Thr

Tyr

Gly

Phe

595

Leu

Trp

Leu

Ser

Pro
675

139

Gly

Gly

Pro

ser

500

Glu

Ser

Leu

Tyr

Thr

580

Pro

Gly

Asn

GlIn

ser

660

Ser

Gly

Gly

Gly

Ser

Trp

val

Tyr

565

Leu

Leu

cys

Ser

ser

645

Ser

Asn

Gly

ser

470

Gly

His

val

Lys

Leu

550

Ala

val

Ala

Leu

Leu

Thr

ser

455

Glu

Ser

Ala

Ser

Lys

Thr

Pro

val

615

Ala

Gly

Gly

Lys

440

Gly

val

Leu

Met

Ala

520

Arg

Met

Gly

val

ser

600

Lys

Leu

Leu

Thr

val
680

Gly

Gln

Arg

ser

505

Ile

Phe

Asn

Trp

ser

585

Ser

Asp

Thr

Tyr

Gln

665

Asp

eolf-seql

Gly Gly Ser

Leu

Leu

490

Trp

Trp

Thr

Ser

Leu

570

Ser

Lys

Tyr

Ser

ser

650

Thr

Lys

Leu

475

Ser

val

Ala

Ile

Leu

555

Gly

Ala

Ser

Phe

Tyr

Lys

460

Glu

cys

Arg

Ser

ser

540

Arg

Asn

Ser

Thr

Pro

620

val

Ser

Ile

val
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445

Gly

Ser

Ala

Gln

Gly

Arg

Ala

Phe

Thr

sSer

605

Glu

His

Ser

cys

Glu
685

Gly

Gly

Ala

Ala

510

Glu

Asp

Glu

Asp

Pro

Thr

val

Asn

670

Pro

Gly

Gly

ser

495

Pro

Gln

Asn

Asp

Tyr

575

Gly

Gly

val

Phe

val

655

val

Lys

Gly

Gly

Gly

Gly

Tyr

Ser

Thr

560

Trp

Pro

Thr

Thr

Pro

640

Thr

Asn

Ser



<211>
<212>
<213>

<220>
<223>

<400>

214
PRT

Artificial Sequence

DR5(5E11) VLCH1pETR11480

139

Glu Ile val Leu Thr

1

Glu Arg

Tyr Leu

Ile Tyr
50

Gly Ser
65

Pro Glu

ITe Thr

Thr Lys

Ser Gly

Glu Pro

145

His Thr

Ser val

Cys Asn

Glu Pro

210

<210>
<211>
<212>

Ala

Ala

35

Gly

Gly

Asp

Phe

Gly

val

Phe

val

val

195

Lys

140
691
PRT

Thr

20

Trp

Ala

Ser

Phe

Gly

Pro

Thr

Thr

Pro

Thr

180

Asn

Ser

5

Leu

Tyr

Ser

Gly

Ala

85

Gln

Ser

Ala

val

Ala

165

val

His

Cys

GlIn

Ser

GlIn

Ser

Thr

70

val

Gly

val

Ala

Ser

150

val

Pro

Lys

Asp

Ser

Cys

Gln

Arg

55

Asp

Tyr

Thr

Phe

Leu

135

Trp

Leu

Ser

Pro

Pro

Arg

Lys

Ala

Phe

Tyr

Lys

Pro

120

Gly

Asn

Gln

Ser

Ser
200

Gly

Ala

25

Pro

Thr

Thr

Cys

val

105

Leu

cys

Ser

Ser

sSer

185

Asn

eolf-seql

Thr Leu
10

Ser Gln

Gly GIn

Gly 1Ile

Leu Thr

75

Gln Gln
90

Glu Ile

Ala Pro

Leu val

Gly Ala

155

Ser Gly
170
Leu Gly

Thr Lys
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Ser

Ser

Ala

Pro

60

Ile

Gly

Lys

Ser

Lys

140

Leu

Leu

Thr

val

Leu

val

Pro

45

Asp

Ser

Thr

Ser

Ser

125

Asp

Thr

Tyr

Gln

Asp

Ser

ser

30

Arg

Arg

Arg

Thr

ser

110

Lys

Tyr

Ser

Ser

Thr

190

Lys

Pro

15

Ser

Leu

Phe

Leu

His

95

Ala

Ser

Phe

Gly

Leu

175

Tyr

Lys

Gly

Ser

Leu

Ser

Glu

80

Pro

Ser

Thr

Pro

val

160

Ser

Ile

val



<213>

<220>
<223>

<400>

Glu val
1

Ser Leu
Ala Met
Ser Ala

50

Lys Gly
Leu GIn
Ala Lys
val Thr
Ala Pro

130

Leu val
145

Gly Ala
Ser Gly
Leu Gly

Thr Lys
210

Thr Cys
225

Phe Leu

Artificial Sequence

DR5(18F11)-FAP (28H1)VHCL2+2

140
GlIn

Arg

ser

35

Ile

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

Leu

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Ser

Asp

Thr

Tyr

180

Gln

Asp

Pro

Pro

Leu
5
Ser
val
Gly
Thr
Ser
85
Arg
Ser
Lys
Tyr
Ser
165
Ser
Thr
Lys

cys

Pro

Glu

cys

Arg

Ser

Ile

70

Leu

Lys

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

Ser

Ala

GlIn

Gly

55

Ser

Arg

Lys

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

Gly

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

120

Ser

Glu

Ser

Cys

200

Glu

Pro

Lys

Gly

Ser

25

Pro

Ser

Asp

Glu

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

eolf-seql

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Tyr

Gly

Gly

val

Phe

170

val

val

Lys

Leu

Leu

Phe

Lys

Tyr

Ser

75

Ala

Trp

Pro

Thr

Thr

155

Pro

Thr

Asn

Ser

Leu
235

val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Ser

Ala

140

val

Ala

val

His

cys

220

Gly

Thr Leu Met
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GlIn

Phe

Leu

45

Ala

Asn

val

GlIn

val

125

Ala

Ser

val

Pro

Asp

Gly

Ile

Pro

sSer

30

Glu

Asp

Thr

Tyr

Gly

110

Phe

Leu

Trp

Leu

ser

190

Pro

Lys

Pro

Ser

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg

Gly

Tyr

val

val

Tyr

80

cys

Leu

Leu

cys

ser

160

Ser

Ser

Asn

His

val

240

Thr



Pro

val

Thr

val

305

cys

Ser

Pro

val

Asp

Trp

His

Gly

Phe

Leu

Glu

Lys

Lys

Leu

Lys

Lys

Ser

Gly

GlIn

Asn

Pro

Ser

Glu

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

His

435

Gly

Gly

Gly

Ser

Trp

Thr

260

Asn

Arg

val

Ser

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

Ser

Gly

His

500

val

245

cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Ser

Glu

ser

485

Ala

sSer

val

Tyr

Glu

His

310

Lys

GlIn

Leu

Pro

Asn

390

Leu

val

GlIn

Gly

val

470

Leu

Met

Ala

val

val

Gln

295

Gln

Ala

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Arg

Ser

Ile

val

Asp

Tyr

Asp

Leu

Arg

Asp

Lys

Ser

Ser

Ser

440

Gly

Leu

Leu

Trp

Trp

Asp

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Gly

Leu

Ser

val

505

Ala

eolf-seql

250

val Ser His

val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Ser

Glu

Cys

490

Arg

Glu

Thr

Asn

315

Pro

Gln

val

val

Pro

395

Thr

val

Leu

Gly

ser

475

Ala

GlIn

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Gly

Ala

Ala

Ser Gly Glu
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His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Gly

Gly

Ser

Pro

Gln

Asp

Asn

val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Gly

Gly

Gly

Gly

510

Tyr

255

Pro

Ala

val

Tyr

Thr

335

Leu

cys

Ser

Asp

ser

415

Ala

Lys

Ser

Leu

Phe

495

Lys

Tyr

Lys

Ser

Pro

Leu

Asn

ser

400

Arg

Leu

Ser

Gly

val

480

Thr

Gly

Ala



Asp

Thr

545

Tyr

Gly

Phe

val

Thr

val

Gly

ser

530

Leu

Tyr

Thr

Ile

val

610

Lys

Glu

Leu

Thr

Glu
690

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

<220>
<223>

<400>

1

Glu Arg Ala Thr Leu Ser Cys Arg Ala
20

515

val

Tyr

Cys

Leu

Phe

595

cys

val

GlIn

Ser

His

675

Cys

141
215
PRT

Lys

Leu

Ala

val

580

Pro

Leu

Asp

Asp

LysS

Gln

Gly

Gln

Pro

Leu

Asn

ser

645

Ala

Gly

Arg

Met

550

Gly

val

Ser

Asn

Ala

630

Lys

Asp

Leu

Phe

535

Asn

Trp

Ser

Asp

Asn

615

Leu

Asp

Tyr

Ser

Artificial Sequence

DR5(18F11) LC

141

Glu Ile val Leu Thr Gln Ser
5

Tyr Leu Ala Trp Tyr Gln GIn
35

520

Thr ITe

Ser Leu

Leu Gly

Ser Ala

585

Glu Gln

600

Phe Tyr

Gln Ser

Ser Thr

Glu Lys

Ser Pro
680

Pro Gly

25

Lys Pro

eolf-seql

Ser

Arg

Asn

570

Ser

Leu

Pro

Gly

Tyr

650

His

val

Arg

Ala

555

Phe

val

Lys

Arg

Asn

635

Ser

Lys

Thr

Asp

540

Glu

Asp

Ala

Ser

Glu

620

Ser

Leu

val

Lys

Thr Leu Ser

10

Ser Gln Ser

Gly GIn Ala
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525

Asn Ser

Asp Thr

Tyr Trp

Ala Pro

590

Gly Thr

Ala Lys

Gln Glu

Ser Ser

Tyr Ala

670

Ser Phe
685

Leu Ser

Lys

Ala

Gly

Ser

Ala

val

Ser

Thr

655

cys

Asn

Pro
15

Asn

val

560

Gln

val

Ser

Gln

val

640

Leu

Glu

Arg

Gly

val Ser Ser Ser

30

Pro Arg Leu Leu

45



Ile Tyr
50

Gly Ser
65

Pro Glu

ITe Thr

Ala Pro

Gly Thr
130

Ala Lys
145

Gln Glu

Ser Ser

Tyr Ala

Ser Phe
210

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

<220>
<223>

<400>

Gly

Gly

Asp

Phe

Ser

115

Ala

val

Ser

Thr

cys

Asn

142
689
PRT

Ala

Ser

Phe

Gly

val

Ser

GlIn

val

Leu

180

Glu

Arg

Ser

Gly

Ala

85

GlIn

Phe

val

Trp

Thr

165

Thr

val

Gly

Ser

Thr

70

val

Gly

Ile

val

Leu

Thr

Glu

Arg

55

Asp

Tyr

Thr

Phe

135

val

GlIn

Ser

His

Artificial Sequence

Ala

Phe

Tyr

Lys

Pro

120

Leu

Asp

Asp

Lys

Gln
200

Thr

Thr

cys

val

105

Pro

Leu

Asn

Ser

Ala

185

Gly

eolf-seql

Gly Ile Pro
60

Leu

GlIn

90

Glu

Ser

Asn

Ala

Lys

Asp

Leu

Thr

75

Gln

Ile

Asp

Asn

Leu

155

Asp

Tyr

Ser

Ile

Gly

Lys

Glu

Phe

140

Gln

Ser

Glu

Ser

Asp

Ser

Gln

Arg

Gln

125

Tyr

Ser

Thr

Lys

Pro
205

DR5(5E11)-FAP(28H1)Fc knobVHCL2+1pETR10427

142

Glu val GIn Leu Leu Glu Ser Gly Gly Gly Leu val GIn
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe
20

Ala Met Ser Trp val Arg Gln A
4

35

25

la Pro Gly Lys Gly Leu
0 45

Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala
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Arg

Arg

Leu

Thr

110

Leu

Pro

Gly

Tyr

His

190

val

Pro
Ser
30

Glu

Asp

Phe

Leu

Pro

95

val

Lys

Arg

Asn

ser

175

Lys

Thr

Gly
15
Ser

Trp

Ser

Ser

Glu

80

Pro

Ala

Ser

Ser
160
Leu

val

Lys

Gly

Tyr

val

val



Lys

Leu

Ala

val

Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

cys

50

Gly

GlIn

Lys

Thr

Pro

130

val

Ala

Gly

Gly

Lys

210

cys

Leu

Glu

Lys

Lys

Leu

Lys

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Phe

Asn

val

100

Ser

Ser

Asp

Thr

Tyr

180

GlIn

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Thr

ser

85

Arg

Ser

Lys

Tyr

sSer

165

Ser

Thr

Lys

cys

Pro

245

cys

Trp

Glu

Leu

Asn

Ile

70

Leu

val

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

55

Ser

Arg

Ser

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

GlIn

Ala

Arg

Ala

Phe

Thr

120

Ser

Glu

His

Ser

cys

200

Glu

Pro

Lys

val

Asp

Tyr

Asp

Leu

Asp

Glu

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Pro

eolf-seql
6

Asn

Asp

90

Tyr

Gly

Gly

val

Phe

170

val

val

Lys

Leu

Thr

250

val

val

Ser

Leu

Ala

0

ser Lys
75

Thr Ala

Trp Gly

Pro Ser

Thr Ala
140

Thr val
155

Pro Ala

Thr val

Asn His

ser Cys
220

Leu Gly
235

Leu Met

Ser His

Glu val

Thr Tyr
300

Asn Gly
315

Pro Ile
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Asn

val

GlIn

val

125

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Thr

Tyr

Gly

110

Phe

Leu

Trp

Leu

ser

190

Pro

Lys

Pro

Ser

Asp

Asn

val

Glu

Lys

Leu

Tyr

95

Thr

Pro

Gly

Asn

GlIn

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

Tyr

80

cys

Leu

Leu

cys

ser

160

Ser

Ser

Asn

His

val

240

Thr

Lys

Ser



Ser

Pro

val

Asp

Trp

His

Gly

Ser

Trp

val

Tyr

545

cys

Leu

Phe

Lys

cys

Gly

GlIn

Asn

val

Ala

val

Pro

Ala

Arg

Gly

Pro

Ser

GlIn

His

435

Ser

Glu

Ser

Ala

ser

515

Gly

GlIn

Lys

Thr

Pro

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

val

Leu

Met

500

Ala

Arg

Met

Gly

val

580

Ser

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Gly

Gln

Arg

Ser

Ile

Phe

Asn

Asp

GlIn

Leu

Pro

Asn

390

Leu

val

GlIn

Gly

Leu

470

Leu

Trp

Trp

Thr

ser

550

Leu

Ser

Glu

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Ser

val

Ala

Ile

535

Leu

Gly

Ala

GlIn

Asp

Lys

Ser

Ser

ser

440

Ser

Glu

cys

Arg

ser

520

Ser

Arg

Asn

Ser

Leu

Glu

345

Asn

Ile

Thr

Lys

Gly

Ser

Ala

Gln

505

Gly

Arg

Ala

Phe

val

585

Lys

eolf-seql

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Gly

Gly

Ala

490

Ala

Glu

Asp

Glu

Asp

570

Ala

GlIn

val

val

Pro

395

Thr

val

Leu

Gly

Gly

Ser

Pro

Gln

Asn

Asp

Tyr

Ala

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Gly

Gly

Tyr

ser

540

Thr

Trp

Pro

Ser Gly Thr
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Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Ser

Leu

Phe

Lys

Tyr

525

Lys

Ala

Gly

Ser

Ala

Thr

350

Trp

Glu

Leu

Lys

Glu

430

Gly

Gly

val

Thr

Gly

510

Ala

Asn

val

GlIn

val

590

Ser

335

Leu

cys

Ser

Asp

ser

415

Ala

Gly

Gly

Gln

Phe

495

Leu

Asp

Thr

Tyr

Gly

Phe

val

Pro

Leu

Asn

ser

400

Arg

Leu

Gly

Gly

Pro

480

Ser

Glu

Ser

Leu

Tyr

560

Thr

Ile

val



Cys

val

625

Gln

Ser

His

cys

Leu

610

Asp

Asp

Lys

GlIn

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

<220>
<223>

<400>

595

Leu

Asn

Ser

Ala

Gly

143
447
PRT

Asn

Ala

Lys

Asp

Leu

Asn

Leu

645

Tyr

Ser

Phe

Gln

630

Ser

Glu

Ser

Tyr

615

Ser

Thr

Lys

Pro

Artificial Sequence

600

Pro

Gly

Tyr

His

val
680

Arg

Asn

Ser

DR5(5E11)Fc holepETR10336

143

Glu val Gln
1

Ser

Ala

Ser

Lys

Leu

Ala

val

Leu

Met

Ala

50

Gly

Gln

Lys

Thr

Arg

ser

35

Ile

Arg

Met

Gly

val
115

Leu

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Leu
5
Ser
val
Gly
Thr
Ser
85

Arg

Ser

Glu

Cys

Arg

Ser

Ile

70

Leu

val

Ala

Ser

Ala

GlIn

Gly

55

Ser

Arg

Ser

Ser

Gly

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr
120

Gly

Ser

25

Pro

Ser

Asp

Glu

eolf-seql

Glu

Ser

Leu

650

val

Lys

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Tyr

Gly

Ala Lys
620

Gln Glu
635
Ser Ser

Tyr Ala

Ser Phe

Leu val

Phe Thr

Lys Gly

Tyr Tyr

60

ser Lys
75
Thr Ala

Trp Gly

Pro Ser
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605

val

Ser

Thr

Cys

Asn
685

Gln

Phe

Leu

45

Ala

Asn

val

GlIn

val
125

GlIn

val

Leu

Glu

670

Arg

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly

110

Phe

Trp

Thr

Thr

655

val

Gly

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

Lys

Glu

640

Leu

Thr

Glu

Gly

Tyr

val

val

Tyr

80

cys

Leu

Leu



Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

cys

Ser

Pro

val

Pro

130

val

Ala

Gly

Gly

Lys

210

cys

Leu

Glu

Lys

Lys

Leu

Lys

Lys

Ser

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

Asp

Thr

Tyr

180

Gln

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Lys

Asp

Phe

Glu

Lys

Tyr

Ser

165

Ser

Thr

Lys

cys

Pro

245

cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

GlIn

Leu

Pro

Asn
390

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

GlIn

Ala

Pro

Thr

Ser

375

Tyr

Ser

Glu

His

Ser

cys

200

Glu

Pro

Lys

val

Asp

Tyr

Asp

Leu

Arg

Asp

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

eolf-seql

Gly Thr Ala Ala Leu
140

val

Phe

170

val

val

Lys

Leu

Thr

250

val

val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Thr val
155

Pro Ala

Thr val

Asn His

ser Cys
220

Leu Gly
235

Leu Met

Ser His

Glu val

Thr Tyr
300

Asn Gly
315

Pro Ile

Gln val

val Ser

val Glu

380

Pro Pro
395
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Ser

val

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

cys

Leu

365

Trp

val

Trp

Leu

ser

190

Pro

Lys

Pro

Ser

Asp

Asn

val

Glu

Lys

Thr

350

Ser

Glu

Leu

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

cys

Ser

Asp

cys

sSer

160

Ser

Ser

Asn

His

val

240

Thr

Lys

Ser

Pro

Ala

Asn

Ser
400



eolf-seql

Asp Gly Ser Phe Phe Leu val Ser Lys Leu Thr val
410

405

Trp GIn GIn Gly Asn val Phe Ser Cys Ser val

420

425

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

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

<220>
<223>

<400>

435

144
687
PRT

Artificial Sequence

DR5(5E11)-DR5(5E11)Fc hole pETR10429

144

Glu val Gln

1

Ser

Ala

Ser

Lys

Leu

Ala

val

Ala

Leu

145

Gly

Ser

Leu

Met

Ala

50

Gly

GlIn

Lys

Thr

Pro

130

val

Ala

Gly

Arg

ser

35

Ile

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Leu

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Ser

Asp

Thr

Tyr

Leu

5

Ser

val

Gly

Thr

ser

85

Arg

Ser

Lys

Tyr

ser

165

Ser

Glu

cys

Arg

Ser

Ile

70

Leu

val

Ala

Ser

Phe

150

Gly

Leu

Ser

Ala

GlIn

Gly

55

Ser

Arg

Ser

Ser

Thr

135

Pro

val

Ser

Gly Gly Gly
10

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

120

Ser

Glu

His

Ser

Ser

25

Pro

Ser

Asp

Glu

Lys

Gly

Pro

Thr

val

Gly

Gly

Thr

Asn

Asp

90

Tyr

Gly

Gly

val

Phe
170

Leu

Phe

Lys

Tyr

ser

75

Thr

Trp

Pro

Thr

Thr

155

Pro

Met

Ser

3+1

val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Ser

Ala

140

val

Ala

val Thr val
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Asp

His

Pro
445

Gln

Phe

Leu

45

Ala

Asn

val

GlIn

val

125

Ala

Ser

val

Pro

Lys
Glu

430

Gly

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly

110

Phe

Leu

Trp

Leu

Ser

Ser
415

Ala

Lys

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

Gly

Asn

Gln

175

Ser

Arg

Leu

Gly

Tyr

val

val

Tyr

80

cys

Leu

Leu

cys

ser

160

Ser

Ser



Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

Cys

Ser

Pro

val

Asp

Trp

His

Gly

Gly

Lys

210

Cys

Leu

Glu

Lys

Lys

Lys

Ser

Gly

GlIn

Asn

Gly

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

His

435

Ser

180

Gln

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

Thr

Lys

Cys

Pro

245

cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Gly

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

GlIn

Leu

Pro

Asn

390

Leu

val

GlIn

Gly

Ile

val

215

Ala

Pro

val

val

Gln

295

Gln

Ala

Pro

Thr

Ser

375

Tyr

val

Phe

Lys

Gly

cys

200

Glu

Pro

Lys

val

Asp

280

Tyr

Asp

Leu

Arg

Asp

Lys

Ser

Ser

ser

440

Ser

185

Asn

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Gly

eolf-seql

val Asn His

Lys

Leu

Thr

250

val

val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Ser

Leu

235

Leu

Ser

Glu

Thr

Asn

315

Pro

GlIn

val

val

Pro

395

Thr

val

Leu

Cys

220

Gly

Met

His

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Ser

Gly Gly Gly
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Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Cys

Leu

365

Trp

val

Asp

His

Pro

445

Ser

190

Pro

Lys

Pro

Ser

Asp

Asn

val

Glu

Lys

Thr

350

Ser

Glu

Leu

Lys

Glu

430

Gly

Gly

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

cys

Ser

Asp

ser

415

Ala

Gly

Gly

Asn

His

val

240

Thr

Glu

Lys

Ser

Pro

Ala

Asn

ser

400

Arg

Leu

Gly

Gly



Gly

Gly

Ser

Trp

Ser

Leu

545

Tyr

Thr

Pro

Gly

Asn

625

GlIn

Ser

Ser

450

Ser

Gly

Tyr

val

val

530

Tyr

cys

Leu

Leu

cys

610

Ser

Ser

Ser

Asn

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

<220>
<223>

<400>

Glu

Ser

Ala

ser

515

Lys

Leu

Ala

val

Ala

595

Leu

Gly

Ser

Leu

Thr

675

145
677
PRT

val

Leu

Met

500

Ala

Gly

GlIn

Lys

Thr

580

Pro

val

Ala

Gly

Gly

Lys

Gln

Ile

Arg

Met

Gly

val

Ser

Lys

Leu

Leu

645

Thr

val

Leu

470

Leu

Trp

Ser

Phe

Asn

550

val

Ser

Ser

Asp

Thr

630

Tyr

GlIn

Asp

455

Leu

Ser

val

Gly

Thr

535

Ser

Arg

Ser

Lys

Tyr

615

Ser

Ser

Thr

Lys

Artificial Sequence

Glu

cys

Arg

ser

520

Ile

Leu

val

Ala

ser

600

Phe

Gly

Leu

Tyr

Lys

Ser

Ala

Gln

505

Gly

Ser

Arg

Ser

ser

585

Thr

Pro

val

Ser

Ile

665

val

eolf-seql

460

Gly Gly Gly
475

Ala

490

Ala

Gly

Arg

Ala

Phe

570

Thr

Ser

Glu

His

ser

650

cys

Glu

Ser

Pro

Ser

Asp

Glu

555

Asp

Lys

Gly

Pro

Thr

635

val

Asn

Pro

Gly

Gly

Thr

Asn

540

Asp

Tyr

Gly

Gly

val

620

Phe

val

val

Lys

Leu

Phe

Lys

Tyr

525

Ser

Thr

Trp

Pro

Thr

605

Thr

Pro

Thr

Asn

ser
685

val

Thr

Gly

510

Tyr

Lys

Ala

Gly

ser

590

Ala

val

Ala

val

His

670

cys

Gln

Phe

495

Leu

Ala

Asn

val

Gln

575

val

Ala

Ser

val

Pro

655

Lys

Asp

DR5(5E11)_Fc knob Fab-Fab Head-to-tail2+1 pETR10662

145
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Pro

480

Ser

Glu

Asp

Thr

Tyr

560

Gly

Phe

Leu

Trp

Leu

640

Ser

Pro



Glu

Ser

Ala

Ser

Lys

Leu

Ala

val

Ala

Leu

145

Ser

Leu

Thr

ser

225

Leu

Phe

val

Leu

Met

Ala

50

Gly

GlIn

Lys

Thr

Pro

130

val

Ala

Gly

Gly

Lys

210

Gly

val

Thr

GlIn

Arg

sSer

35

Ile

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Gly

GlIn

Phe

Leu

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Ser

Asp

Thr

Tyr

180

Gln

Asp

Gly

Pro

Ser
260

Leu

Ser

val

Gly

Thr

ser

85

Arg

Ser

Lys

Tyr

Ser

165

Ser

Thr

Lys

Gly

Glu

cys

Arg

Ser

Ile

70

Leu

val

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

ser

230

Gly

Tyr

Ser

Ala

Gln

Gly

55

Ser

Arg

Ser

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Glu

Ser

Ala

Gly

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

120

Ser

Glu

Ser

Cys

200

Glu

val

Leu

Met

Gly

Ser

25

Pro

Ser

Asp

Glu

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Gln

Arg

Ser
265

eolf-seql

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Tyr
Gly
Gly
val
Phe
170
val
val
Lys
Leu
Leu

250

Trp

Leu val

Phe Thr

Lys Gly

Tyr Tyr
60

ser Lys
75

Thr Ala

Trp Gly

Pro Ser

Thr Ala
140

Thr val
155

Pro Ala

Thr val

Asn His

ser Cys

220

Leu Glu
235

ser Cys

val Arg
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GlIn

Phe

Leu

45

Ala

Asn

val

Gln

val

125

Ala

Ser

val

Pro

Ser

Ala

GlIn

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly

110

Phe

Leu

Trp

Leu

ser

190

Pro

Gly

Gly

Ala

Ala
270

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

Gly

Asn

Gln

175

Ser

Ser

Gly

Gly

ser

255

Pro

Gly
Tyr
val
val
Tyr
80
cys
Leu
Leu
cys
Ser
160
Ser
Ser
Asn
Gly
Gly
2
Gly

Gly



Lys

Tyr

Ser

305

Thr

Trp

Pro

Thr

Thr

385

Pro

Thr

Asn

Ser

Leu

465

Leu

Ser

Glu

Thr

Gly

Tyr

290

Lys

Ala

Gly

Ser

Ala

370

val

Ala

val

Cys

Gly

Met

His

val

TYyr
530

Leu

275

Ala

Asn

val

Gln

val

355

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

His

515

Arg

Glu

Asp

Thr

Tyr

Leu

Trp

Leu

ser

420

Pro

Lys

Pro

Ser

val

Trp

Ser

Leu

Tyr

325

Thr

Pro

Gly

Asn

Gln

405

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

val

val

Tyr

310

cys

Leu

Leu

Cys

Ser

390

Ser

Ser

Asn

His

val

470

Thr

Glu

Lys

Ser

Ser

Ala

val

Ala

Leu

375

Gly

Ser

Leu

Thr

Thr

455

Phe

Pro

val

Thr

val
535

Ala

280

Gly

Gln

Lys

Thr

Pro

360

val

Ala

Gly

Gly

Lys

Cys

Leu

Glu

Lys

eolf-seql

Ile Ser Gly Ser

Arg

Met

Gly

val

345

Ser

Lys

Leu

Leu

Thr

425

val

Pro

Phe

val

Phe

505

Pro

Thr

Phe Thr

Asn Ser
315

val Arg
330

Ser Ser

ser Lys

Asp Tyr

Thr Ser
395

Tyr Ser
410

Gln Thr

Asp Lys

Pro Cys

Pro Pro

475

Thr Cys
490

Asn Trp

Arg Glu

val Leu
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Ile

300

Leu

val

Ala

Ser

Phe

380

Gly

Leu

Tyr

Lys

Pro

460

Lys

val

Tyr

Glu

His
540

Gly

Ser

Arg

Ser

Ser

Thr

365

Pro

val

Ser

Ile

val

445

Ala

Pro

val

val

Gln

525

GlIn

Gly

Arg

Ala

Phe

Thr

350

Ser

Glu

Ser

Pro

Lys

val

Asp

510

Tyr

Asp

Ser

Asp

Glu

Asp

Lys

Gly

Pro

Thr

val

415

Asn

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Thr

Asn

Asp

Tyr

Gly

Gly

val

Phe

400

val

val

Lys

Leu

Thr

480

val

val

Ser

Leu



Asn

545

Pro

Gln

val

val

Pro

625

Thr

val

Gly

Ile

val

Ser

Glu

610

Pro

val

Met

Lys

Glu

Tyr

Leu

595

Trp

val

Asp

His

Glu

Lys

Thr

580

Trp

Glu

Leu

Lys

Glu
660

Leu Ser Pro Gly

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

<220>
<223>

<400>

675

146
450
PRT

Tyr

Thr

565

Leu

Cys

Ser

Asp

ser

645

Ala

Lys

Pro

Leu

Asn

ser

630

Arg

Leu

cys

Ser

Pro

val

Asp

Trp

His

Artificial Sequence

Lys

Lys

Cys

Lys

GlIn

Gly

Gln

Asn

eolf-seql

val Ser Asn Lys

Ala

Arg

Gly

Pro

Ser

Gln

His
665

Lys

570

Asp

Phe

Glu

Phe

FAP (28H1) _FcholeVHCLpETR10130

146

Glu val Gln

1

Ser

Ala

Ser

Gly

65

GlIn

Leu

Met

Ala

50

Arg

Met

Arg

ser

35

Ile

Phe

Asn

Leu

Leu

20

Trp

Trp

Thr

Ser

Leu

Ser

val

Ala

Ile

Leu

Glu

Cys

Arg

Ser

ser

70

Arg

Ser

Ala

GlIn

Gly

55

Arg

Ala

Gly Gly Gly
10

Ala

Ala

40

Glu

Asp

Glu

Ser

25

Pro

Gln

Asn

Asp

Gly

Gly

Tyr

Ser

555

Gly

Glu

Tyr

Asn

Phe

635

Asn

Thr

Leu

Phe

Lys

Tyr

Lys
75

GlIn

Leu

Pro

Asn

620

Leu

val

GlIn

val

Thr

Gly

Ala

60

Asn

Thr Ala val
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Ala

Pro

Thr

ser

605

Tyr

Tyr

Phe

Lys

GlIn

Phe

Leu

45

Asp

Thr

Tyr

Leu

Arg

Asp

Lys

Ser

Ser

ser
670

Pro

ser

30

Glu

Ser

Leu

Tyr

Pro

Glu

575

Asn

Ile

Thr

Lys

Cys

Leu

Gly

15

Ser

Trp

val

Tyr

Cys

Ala
560

Pro

GlIn

Thr
Leu
640

Ser

Ser

Gly

His

val

Lys

Leu
80



Lys

Thr

Pro

Leu

145

Asn

Ser

Ala

Gly

Ser

Asp

Asn

val

305

Glu

Lys

Thr

Gly

val

ser

130

Asn

Ala

Lys

Asp

Leu

210

Thr

Ser

Arg

Pro

Ala

290

val

Tyr

Thr

Leu

Trp

ser

115

Asp

Asn

Leu

Asp

Tyr

195

Ser

His

val

Thr

Glu

275

Lys

Ser

Lys

Ile

Pro

Leu

100

Ser

Glu

Phe

GlIn

ser

180

Glu

Ser

Thr

Phe

Pro

260

val

Thr

val

Cys

Ser

340

Pro

85

Gly

Ala

Gln

Tyr

sSer

165

Thr

Lys

Pro

Cys

Leu

245

Glu

Lys

Lys

Leu

Lys

Lys

sSer

Asn

Ser

Leu

Pro

150

Gly

Tyr

His

val

Pro

230

Phe

val

Phe

Pro

Thr

310

val

Ala

Arg

Phe

val

Arg

Asn

Ser

Lys

Thr

215

Pro

Pro

Thr

Asn

Arg

val

Ser

Lys

Asp

Asp

Ala

120

Ser

Glu

Ser

Leu

val

200

Lys

Cys

Pro

cys

Trp

Glu

Leu

Asn

Gly

Glu

Tyr

105

Ala

Gly

Ala

Gln

ser

185

Tyr

Ser

Pro

Lys

val

265

Tyr

Glu

His

Lys

Gln

345

Leu

eolf-seql

90

Trp Gly Gln

Pro

Thr

Lys

Glu

170

Ser

Ala

Phe

Ala

Pro

250

val

val

Gln

Gln

Ala

330

Pro

Ser

Ala

val

155

Ser

Thr

Cys

Asn

Pro

235

Lys

val

Asp

Tyr

Arg

val

Ser

140

Gln

val

Leu

Glu

Arg

Glu

Asp

Asp

Gly

Asn

300

Trp

Pro

Glu

Thr Lys Asn
Page 117

Gly

Phe

125

val

Trp

Thr

Thr

val

205

Gly

Leu

Thr

val

val

285

Ser

Leu

Ala

Pro

Gln

Thr

110

Ile

val

Lys

Glu

Leu

190

Thr

Glu

Leu

Leu

ser

270

Glu

Thr

Asn

Pro

Gln

350

val

95

Leu

Phe

Cys

val

GlIn

175

sSer

His

Cys

Gly

Met

255

His

val

Tyr

Gly

Ile

335

val

Ser

val
Pro
Leu
Asp
Asp
Lys
Gln
Asp
Gly
2

Ile
Glu
His
Arg
Lys
320
Glu
Cys

Leu



ser Cys
370

Glu Ser
385

Leu Asp
Lys Ser
Glu Ala

Gly Lys
450

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

<220>
<223>

<400>
Glu val
1
Ser Leu
Ala Met
Ser Ala
50
Lys Gly
Leu GIn

Ala Lys

val Thr

355

Ala

Asn

Ser

Arg

Leu

435

147
691
PRT

val

Gly

Asp

Lys

Gln

Asn

Gly

Pro

390

Ser

Gln

His

Phe

375

Glu

Phe

Gly

Tyr

Artificial Sequence

360

Tyr

Asn

Phe

Asn

Thr
440

Pro

Asn

Leu

val

425

Gln

eolf-seql

Ser Asp Ile
380

Tyr Lys Thr
395

val Ser Lys
410

Phe Ser Cys

Lys Ser Leu

365

Ala

Thr

Leu

Ser

Ser
445

DR5(18F11)-FAP (28H1)Fc knobVHCL2+1pETR9807

147
Gln

Arg

ser

35

Ile

Arg

Met

Gly

val
115

Leu

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Leu
5
Ser
val
Gly
Thr
Ser
85

Arg

Ser

Glu

cys

Arg

Ser

Ile

70

Leu

Lys

Ala

Ser

Ala

GlIn

Gly

55

Ser

Arg

Lys

Ser

Gly Gly Gly Leu val
10

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr
120

Ser

25

Pro

Ser

Asp

Glu

Gly Phe Thr

Gly Lys Gly

Thr Tyr Tyr
60

Asn Ser Lys
75

Asp Ala Ala
90

Tyr Trp Gly

Gly Pro Ser
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Gln

Phe

Leu

45

Ala

Asn

val

GlIn

val
125

val

Pro

Thr

val

430

Leu

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly

110

Phe

Glu

Pro

val

415

Met

Ser

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

Trp

val

400

Asp

His

Pro

Gly

Tyr

val

val

Tyr

80

cys

Leu

Leu



Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

Cys

Ser

Pro

val

Pro

130

val

Ala

Gly

Gly

Lys

210

cys

Leu

Glu

Lys

Lys

Leu

Lys

Lys

cys

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

Asp

Thr

Tyr

180

Gln

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Lys

Asp

Phe

Glu

Lys

Tyr

Ser

165

Ser

Thr

Lys

cys

Pro

245

cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

GlIn

Leu

Pro

Asn
390

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

GlIn

Ala

Pro

Thr

Ser

375

Tyr

Ser

Glu

His

Ser

cys

200

Glu

Pro

Lys

val

Asp

Tyr

Asp

Leu

Arg

Asp

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

eolf-seql

Gly Thr Ala Ala Leu
140

val

Phe

170

val

val

Lys

Leu

Thr

250

val

val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Thr val
155

Pro Ala

Thr val

Asn His

ser Cys
220

Leu Gly
235

Leu Met

Ser His

Glu val

Thr Tyr
300

Asn Gly
315

Pro Ile

Gln val

val Ser

val Glu

380

Pro Pro
395

Page 119

Ser

val

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Trp

Leu

ser

190

Pro

Lys

Pro

Ser

Asp

Asn

val

Glu

Lys

Thr

350

Trp

Glu

Leu

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

cys

Ser

Asp

cys

sSer

160

Ser

Ser

Asn

His

val

240

Thr

Lys

Ser

Pro

Leu

Asn

Ser
400



Asp

Trp

His

Gly

Phe

Leu

Asp

Thr

545

Tyr

Gly

Phe

val

Thr

Gly

Gln

Asn

Pro

Ser

Glu

ser

530

Leu

Tyr

Thr

Ile

val

610

Lys

Glu

Leu

Ser

Gln

His

435

Gly

Gly

Gly

Ser

Tyr

Cys

Leu

Phe

595

cys

val

GlIn

Ser

Phe

Gly

Tyr

Gly

Ser

Gly

His

500

val

Lys

Leu

Ala

val

580

Pro

Leu

Asp

Asp

Lys

Phe

405

Asn

Thr

Ser

Glu

ser

485

Ala

Ser

Gly

GlIn

Pro

Leu

Asn

ser

645

Ala

Leu

val

Gln

Gly

val

470

Leu

Met

Ala

Arg

Met

550

Gly

val

Ser

Asn

Ala

630

Lys

Asp

Tyr

Phe

Lys

Arg

Ser

Ile

Phe

535

Asn

Trp

Ser

Asp

Asn

615

Leu

Asp

Tyr

Ser

Ser

Ser

440

Gly

Leu

Leu

Trp

Trp

Thr

Ser

Leu

Ser

Glu

600

Phe

GlIn

Ser

Glu

Gly

Leu

Ser

val

505

Ala

Ile

Leu

Gly

Ala

585

Gln

Tyr

Ser

Thr

eolf-seql

Leu Thr val

410

Ser

Ser

Ser

Glu

Cys

Arg

Ser

Ser

Arg

Asn

570

Ser

Leu

Pro

Gly

Tyr

650

His

val

Leu

Gly

ser

475

Ala

Gln

Gly

Arg

Ala

555

Phe

val

Lys

Arg

Asn

635

Ser

Lys

Met

Ser

Gly

Ala

Ala

Glu

Asp

Ala

Ser

Glu

620

Ser

Leu

val
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Asp

His

Pro

445

Gly

Gly

Ser

Pro

Gln

525

Asn

Asp

Tyr

Ala

GlIn

Ser

Tyr

Lys

Glu

430

Gly

Gly

Gly

Gly

Gly

510

Tyr

Ser

Thr

Trp

Pro

590

Thr

Lys

Glu

Ser

Ala
670

ser

415

Ala

Lys

Ser

Leu

Phe

495

Lys

Tyr

Lys

Ala

Gly

Ser

Ala

val

Ser

Thr

655

Cys

Arg

Leu

Ser

Gly

val

480

Thr

Gly

Asn

val

560

Gln

val

Ser

GlIn

val

640

Leu

Glu



eolf-seql

val Thr His Gln Gly Leu Ser Ser Pro val Thr Lys Ser Phe Asn Arg
75 685

Gly Glu Cys
690
<210> 148
<211> 447
<212> PRT
<213> Artificial Sequence
<220>
<223> DR5(18F11) Fc hole pETR9808
<400> 148

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 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 Asn Ser Lys Asn Thr Leu Tyr

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Ala Ala val Tyr Tyr Cys
85 90 95

Ala Lys Gly val Arg Lys Lys Phe Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

val Thr val Ser Ser Ala Ser Thr Lys Gly Pro Ser val Phe Pro Leu
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
130 135 140

Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly val His Thr Phe Pro Ala val Leu Gln 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 ITe Cys Asn val Asn His Lys Pro Ser Asn
Page 121



Thr Lys
210

Thr Cys

225

Phe Leu

Pro Glu

val Lys

Thr Lys

val Leu

305

Cys Lys

ser Lys

Pro Ser

val Lys

Asp Gly

Trp Gln

His Asn

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

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

His

435

149
689
PRT

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Lys

Asp

Phe

Glu

Phe

Gly

Tyr

Lys

Cys

Pro

245

Cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

Gln

Leu

Pro

Asn

390

Leu

val

GlIn

val

215

Ala

Pro

val

val

Gln

295

Gln

Ala

Pro

Thr

Ser

375

Tyr

val

Phe

Lys

Artificial Sequence

200

Glu

Pro

Lys

val

Asp

Tyr

Asp

Leu

Arg

Asp

Lys

Ser

Ser

Ser
440

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

eolf-seql

Lys Ser

Leu Leu
235

Thr Leu
250

val Ser

val Glu

Ser Thr

Leu Asn

315

Ala Pro
330

Pro Gln

Gln val

Ala val

Thr Pro

395

Leu Thr
410

Ser val

Ser Leu

Page 122

Cys

220

Gly

Met

His

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Ser

205

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Cys

Leu

365

Trp

val

Asp

His

Pro
445

Lys

Pro

Ser

Asp

Asn

val

Glu

Lys

Thr

350

Ser

Glu

Leu

Lys

Glu

430

Gly

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

cys

Ser

Asp

ser

415

Ala

Lys

His

val

240

Thr

Glu

Lys

Ser

Lys

Ile

Pro

Ala

Asn

ser

400

Arg

Leu



eolf-seql
<220>
<223> DR5(18F11)-FAP(28H1)VHCLFc knob3+1pETR10333
<400> 149
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 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 Asn Ser Lys Asn Thr Leu Tyr

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Ala Ala val Tyr Tyr Cys
85 90 95

Ala Lys Gly val Arg Lys Lys Phe Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

val Thr val Ser Ser Ala Ser Thr Lys Gly Pro Ser val Phe Pro Leu
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
130 135 140

Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly val His Thr Phe Pro Ala val Leu Gln 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 ITe Cys Asn Vval Asn His Lys Pro Ser Asn
195 200 205

Thr Lys val Asp Lys Lys val Glu Pro Lys Ser Cys Asp Lys Thr His
210 215 220

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
245 250 255

Page 123



Pro

val

Thr

val

305

Cys

Ser

Pro

val

Asp

Trp

His

Gly

Ser

Trp

Glu

Lys

Lys

Lys

Cys

Gly

Gln

Asn

val

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

Gln

His

435

Ser

Glu

Ser

Ala

ser
515

Thr

260

Asn

Arg

val

Ser

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

val

Leu

Met

500

Ala

Cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Gly

GlIn

Arg

Ser

Ile

val

Tyr

Glu

His

310

Lys

Gln

Leu

Pro

Asn

390

Leu

val

Gln

Gly

Leu

470

Leu

Trp

Trp

val

val

Gln

295

GlIn

Ala

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Ser

val

Ala

val

Asp

280

Tyr

Asp

Leu

Arg

Asp

Lys

Ser

Ser

ser

440

Ser

Glu

cys

Arg

ser
520

Asp

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Gly

Ser

Ala

Gln

505

Gly

eolf-seql

val Ser His

val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Gly

Gly

Ala

490

Ala

Glu

Glu

Thr

Asn

315

Pro

Gln

val

val

Pro

395

Thr

val

Leu

Gly

Gly

Ser

Pro

Gln

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Gly

Gly

Tyr
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His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Ser

Leu

Phe

Lys

TYyr
525

Asp

Asn

val

Glu

Lys

Thr

350

Trp

Glu

Leu

Lys

Glu

430

Gly

Gly

val

Thr

Gly

510

Ala

Pro

Ala

val

Tyr

Thr

335

Leu

Cys

Ser

Asp

ser

415

Ala

Gly

Gly

GlIn

Phe

495

Leu

Asp

Glu

Lys

Ser

Pro

Leu

Asn

ser

400

Arg

Leu

Gly

Gly

Pro

480

Ser

Glu

Ser



val

Tyr

545

cys

Leu

Phe

cys

val

625

Gln

Ser

His

cys

Ala

val

Pro

Leu

610

Asp

Asp

Lys

GlIn

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

<220>
<223>

<400>

Gly

Gln

Lys

Thr

Pro

595

Leu

Asn

Ser

Ala

Gly

150
687
PRT

Arg

Met

Gly

val

580

Ser

Asn

Ala

Lys

Asp

Leu

Phe

Asn

Trp

Ser

Asp

Asn

Leu

645

Tyr

Ser

Thr

ser

550

Leu

Ser

Glu

Phe

Gln

630

Ser

Glu

Ser

Ile

535

Leu

Gly

Ala

Gln

Tyr

615

Ser

Thr

Lys

Pro

Artificial Sequence

DR5(18F11)-DR5(18F11)Fc holepETR10288

150

Ser

Arg

Asn

Ser

Leu

600

Pro

Gly

Tyr

His

val
680

Arg

Ala

Phe

val

585

Lys

Arg

Asn

Ser

eolf-seql

Asp Asnh Ser

Glu

Asp

Ala

Ser

Glu

Ser

Leu

650

val

Lys

Asp

555

Tyr

Ala

Gly

Ala

Gln

635

Ser

Tyr

Ser

540

Thr

Trp

Pro

Thr

Ser

Ala

Phe

Glu val GIn Leu Leu Glu Ser Gly Gly Gly Leu val
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr
20

Ala Met Ser Trp val Arg Gln A
4

35

25

la Pro Gly Lys Gly
0

Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr
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Lys

Ala

Gly

Ser

Ala

605

val

Ser

Thr

cys

Asn
685

GlIn

Phe

Leu

45

Ala

Asn

val

Gln

val

590

Ser

Gln

val

Leu

Glu

670

Arg

Pro

ser

30

Glu

Asp

Thr

Tyr

Gly

Phe

val

Trp

Thr

Thr

655

val

Gly

Gly
15
Ser

Trp

Ser

Leu

Tyr

560

Thr

Ile

val

Lys

Glu

640

Leu

Thr

Glu

Gly

Tyr

val

val



Lys

Leu

Ala

val

Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

cys

50

Gly

GlIn

Lys

Thr

Pro

130

val

Ala

Gly

Gly

Lys

210

cys

Leu

Glu

Lys

Lys

Leu

Lys

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Phe

Asn

val

100

Ser

Ser

Asp

Thr

Tyr

180

GlIn

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Thr

ser

85

Arg

Ser

Lys

Tyr

sSer

165

Ser

Thr

Lys

cys

Pro

245

Cys

Trp

Glu

Leu

Asn

Ile

70

Leu

Lys

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

55

Ser

Arg

Lys

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

GlIn

Ala

Arg

Ala

Phe

Thr

120

Ser

Glu

His

Ser

Cys

200

Glu

Pro

Lys

val

Asp

Tyr

Asp

Leu

Asp

Glu

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Pro

eolf-seql
6

Asn

Asp

90

Tyr

Gly

Gly

val

Phe

170

val

val

Lys

Leu

Thr

250

val

val

Ser

Leu

Ala

0

ser Lys
75

Ala Ala

Trp Gly

Pro Ser

Thr Ala
140

Thr val
155

Pro Ala

Thr val

Asn His

ser Cys
220

Leu Gly
235

Leu Met

Ser His

Glu val

Thr Tyr
300

Asn Gly
315

Pro Ile
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Asn

val

GlIn

val

125

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Thr

Tyr

Gly

110

Phe

Leu

Trp

Leu

ser

190

Pro

Lys

Pro

Ser

Asp

Asn

val

Glu

Lys

Leu

Tyr

95

Thr

Pro

Gly

Asn

GlIn

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

Tyr

80

cys

Leu

Leu

cys

ser

160

Ser

Ser

Asn

His

val

240

Thr

Lys

Ser



Ser

Pro

val

Asp

Trp

His

Gly

Ser

Trp

Ser

Leu

545

Tyr

Thr

Pro

Lys

Ser

Gly

GlIn

Asn

Gly

Tyr

val

val

530

Tyr

Cys

Leu

Leu

Ala

Arg

Gly

Pro

Ser

GlIn

His

435

Ser

Glu

Ser

Ala

ser

515

Lys

Leu

Ala

val

Ala

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

val

Leu

Met

500

Ala

Gly

Gln

Lys

Thr

580

Pro

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Gly

Gln

Arg

Ser

Ile

Arg

Met

sSer

GlIn

Leu

Pro

Asn

390

Leu

val

GlIn

Gly

Leu

470

Leu

Trp

Ser

Phe

Asn

550

val

Ser

Ser

Pro

Thr

Ser

375

Tyr

val

Phe

Lys

Ser

val

Gly

Thr

535

Ser

Arg

Ser

Lys

Asp

Lys

Ser

Ser

ser

440

Ser

Glu

Cys

Arg

ser

520

Ile

Leu

Lys

Ala

Ser

Glu

345

Asn

Ile

Thr

Lys

Gly

Ser

Ala

Gln

505

Gly

Ser

Arg

Lys

ser

585

Thr

eolf-seql

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Gly

Gly

Ala

490

Ala

Gly

Arg

Ala

Phe

570

Thr

GlIn

val

val

Pro

395

Thr

val

Leu

Gly

Gly

Ser

Pro

Ser

Asp

Glu

555

Asp

Lys

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Gly

Gly

Thr

Asn

540

Asp

Tyr

Gly

Ser Gly Gly
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cys

Leu

365

Trp

val

Asp

His

Pro

445

Ser

Leu

Phe

Lys

Tyr

525

Ser

Ala

Trp

Pro

Thr

Thr

350

Ser

Glu

Leu

Lys

Glu

430

Gly

Gly

val

Thr

Gly

510

Tyr

Lys

Ala

Gly

ser

590

Ala

335

Leu

cys

Ser

Asp

ser

415

Ala

Gly

Gly

Gln

Phe

495

Leu

Ala

Asn

val

GlIn

575

val

Ala

Pro

Ala

Asn

ser

400

Arg

Leu

Gly

Gly

Pro

480

Ser

Glu

Asp

Thr

Tyr

560

Gly

Phe

Leu



Gly

Asn

625

Gln

Ser

Ser

cys

610

Ser

Ser

Ser

Asn

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

<220>
<223>

<400>

595

Leu

Gly

Ser

Leu

Thr

675

151
330
PRT

val

Ala

Gly

Gly

Lys

Lys

Leu

Leu

645

Thr

val

Asp

Thr

630

Tyr

Gln

Asp

Tyr

615

Ser

Ser

Thr

Lys

Artificial Sequence

hu Fc _wt

151

Ala Ser Thr

1

Ser

Phe

Gly

Leu

65

Tyr

Lys

Pro

Lys

Thr

Pro

val

50

Ser

Ile

val

Pro
130

Ser

Glu

35

His

Ser

cys

Glu

Pro

115

Lys

Lys

Gly

20

Pro

Thr

val

Asn

Pro

100

Glu

Asp

Gly
5
Gly
val
Phe
val
val
85
Lys

Leu

Thr

Pro

Thr

Thr

Pro

Thr

70

Asn

Ser

Leu

Leu

Ser

Ala

val

Ala

55

val

His

cys

Gly

Met
135

600

Phe

Gly

Leu

Tyr

Lys

val

Ala

ser

40

val

Pro

Lys

Asp

Gly

Ile

Pro

val

Ser

Ile

665

val

Phe

Leu

25

Trp

Leu

Ser

Pro

Lys

105

Pro

Ser

eolf-seql

Glu Pro val
620

His Thr Phe
635

Ser val val
650

Cys Asn val

Glu Pro Lys

Pro Leu Ala
10

Gly Cys Leu

Asn Ser Gly

Gln Ser Ser
60

Ser Ser Leu
75

Ser Asn Thr
90

Thr His Thr

Ser val Phe

Arg Thr Pro
140
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605

Thr

Pro

Thr

Asn

ser
685

Pro

val

Ala

45

Gly

Gly

Lys

cys

Leu

125

Glu

val

Ala

val

His

670

cys

Ser

Leu

Thr

val

Pro

110

Phe

val

Ser

val

Pro

655

Lys

Asp

ser

15

Asp

Thr

Tyr

GlIn

Asp

95

Pro

Pro

Thr

Trp

Leu

640

Ser

Pro

Lys

Tyr

Ser

Ser

Thr

80

Lys

cys

Pro

Cys



val

145

Tyr

Glu

His

Lys

Gln

225

Leu

Pro

Asn

Leu

val
305

val

val

Gln

Gln

Ala

210

Pro

Thr

Ser

Tyr

Tyr

290

Phe

val

Asp

Tyr

Asp

Leu

Arg

Lys

Asp

Ser

Gln Lys Ser

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

<220>
<223>

<400>

1

152
329
PRT

Asp

Gly

Asn

180

Trp

Pro

Glu

Asn

Ile

260

Thr

Lys

cys

Leu

val

val

165

Ser

Leu

Ala

Pro

GlIn

245

Ala

Thr

Leu

Ser

Ser
325

sSer

150

Glu

Thr

Asn

Pro

Gln

230

val

val

Pro

Thr

val

310

Leu

His

val

Tyr

Gly

Ile

215

val

Ser

Glu

Pro

val

295

Met

Ser

Artificial Sequence

hu Fc_P329G/LALA

152

Glu

Arg

Lys

Glu

Tyr

Leu

Trp

val

280

Asp

Pro

Ala Ser Thr Lys Gly Pro Ser val
5

Ser Thr Ser Gly Gly Thr Ala Ala
20

Phe Pro Glu Pro val Thr val Ser

Asp

Asn

val

185

Glu

Lys

Thr

Thr

Glu

265

Leu

Lys

Glu

Gly

Phe

Leu
25

Trp

eolf-seql

Pro Glu
155

Ala Lys
170

val Ser

Tyr Lys

Thr ITe

Leu Pro

235

Cys Leu
250

Ser Asn

Asp Ser

Ser Arg

Ala Leu

315

Lys

val

Thr

val

cys

Ser

220

Pro

val

Gly

Asp

Lys

Lys

Leu

Lys

Ser

Lys

GlIn

Gly

GlIn

Asn

Pro Leu Ala Pro

10

Gly Cys Leu val

Asn Ser Gly Ala
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Phe

Pro

Thr

190

val

Ala

Arg

Gly

Pro

270

Ser

Gln

His

Ser

Asn

Arg

val

Ser

Lys

Asp

Phe

255

Glu

Phe

Gly

Tyr

Ser
15

Trp

Glu

Leu

Asn

Gly

Glu

240

Tyr

Asn

Phe

Asn

Thr
320

Lys

Lys Asp Tyr
30

Leu Thr Ser



Gly

Leu

65

Tyr

Lys

Pro

Lys

val

145

Tyr

Glu

His

Lys

Gln

225

Leu

Pro

Asn

Leu

val

val

50

Ser

Ile

val

Ala

Pro

130

val

val

GlIn

Gln

Ala

210

Pro

Thr

Ser

Tyr

Tyr

290

Phe

35

His

Ser

Cys

Glu

Pro

115

Lys

val

Asp

Tyr

Asp

Leu

Arg

Lys

Asp

Ser

Thr

val

Asn

Pro

100

Glu

Asp

Asp

Gly

Asn

180

Trp

Gly

Glu

Asn

Ile

260

Thr

Lys

cys

Phe

val

val

85

Lys

Ala

Thr

val

val

165

Ser

Leu

Ala

Pro

Gln

245

Ala

Thr

Leu

sSer

Pro

Thr

70

Asn

Ser

Ala

Leu

Ser

150

Glu

Thr

Asn

Pro

Gln

230

val

val

Pro

Thr

val

Ala

55

val

His

cys

Gly

Met

135

His

val

Tyr

Gly

Ile

215

val

Ser

Glu

Pro

val

295

Met

40

val
Pro
Lys
Asp
Gly
1

Ile

Glu

Arg
Lys
Glu
Tyr
Leu
Trp
val

280

Asp

Leu

Ser

Pro

Lys

105

Pro

Ser

Asp

Asn

val

185

Glu

Lys

Thr

Thr

Glu

265

Leu

Lys

Glu

eolf-seql

GlIn

Ser

ser

90

Thr

Ser

Arg

Pro

Ala

170

val

Tyr

Thr

Leu

Cys

250

Ser

Asp

Ser

Ser

ser

75

Asn

His

val

Thr

Glu

155

Lys

Ser

Lys

Ile

Pro

235

Leu

Asn

Ser

Arg

ser

60

Leu

Thr

Thr

Phe

Pro

140

val

Thr

val

cys

Ser

220

Pro

val

Gly

Asp

Trp
300

Ala Leu His
Page 130

45

Gly

Gly

Lys

cys

Leu

125

Glu

Lys

Lys

Leu

Lys

Ser

Lys

GlIn

Gly

GlIn

Asn

Leu

Thr

val

Pro

110

Phe

val

Phe

Pro

Thr

190

val

Ala

Arg

Gly

Pro

270

Ser

GlIn

Tyr

Gln

Asp

95

Pro

Pro

Thr

Asn

Arg

val

Ser

Lys

Asp

Phe

255

Glu

Phe

Gly

Tyr

Ser

Thr

80

Lys

cys

Pro

cys

Trp

Glu

Leu

Asn

Gly

Glu

240

Tyr

Asn

Phe

Asn

Thr



eolf-seql
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Lys

325

<210> 153

<211> 107

<212> PRT

<213> Artificial Sequence
<220>

<223> hu kappa 1light chain
<400> 153

Arg Thr val Ala Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu
1 5 10 15

Gln Leu Lys Ser Gly Thr Ala Ser val val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Lys val Gln Trp Lys val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser GIn Glu Ser val Thr Glu GIn Asp Ser Lys Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75 80

Lys His Lys val Tyr Ala Cys Glu val Thr His Gln Gly Leu Ser Ser
85 90 95

Pro val Thr Lys Ser Phe Asn Arg Gly Glu Cys

100 105
<210> 154
<211> 106
<212> PRT
<213> Artificial Sequence
<220>
<223> hu lambda 1ight chain
<400> 154

Gly Gln Pro Lys Ala Ala Pro Ser val Thr Leu Phe Pro Pro Ser Ser
1 5 15

Glu Glu Leu Gln Ala Asn Lys Ala Thr Leu val Cys Leu Ile Ser Asp
20 25 30

Phe Tyr Pro Gly Ala val Thr val Ala Trp Lys Ala Asp Ser Ser Pro
35 40 45

val Lys Ala Gly val Glu Thr Thr Thr Pro Ser Lys GIn Ser Asn Asn
Page 131



50

Lys Tyr Ala
65

Ser His Arg

Glu Lys Thr

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

<400>

155
439
PRT
Homo

155

Met Glu Gln

1

Arg

Arg

val

Gln

65

Cys

Cys

Leu

Thr

Glu

145

Arg

Cys

His

val

Ser

50

Arg

Pro

Lys

Arg

Thr

130

Glu

Gly

val

Gly

Pro

35

Ala

Ala

Pro

Tyr

Asp

Met

His

Ala

Ser

val
100

Ser
Tyr
85

Ala

sapiens

Arg

Pro

20

Lys

Glu

Ala

Gly

Gly

Thr

Arg

Ser

val

Lys
180

Gly
5
Gly
Thr
Ser
Pro
His
85
Asp
Arg

Asn

Pro

Ser
70

Ser

Pro

Gln

Pro

Leu

Ala

Gln

70

His

Tyr

Cys

Thr

Glu

150

val

Ser

55

Tyr

Cys

Thr

Asn

Arg

val

Leu

55

Gln

Ile

Ser

Asp

val

135

Met

Gly

Gly

Leu

Gln

Glu

Ala

Glu

Leu

40

Ile

Lys

Ser

Thr

Ser

120

Cys

Cys

Asp

Thr

Ser

val

cys
105

Pro

Ala

25

val

Thr

Arg

Glu

His

105

Gly

Gln

Arg

Cys

Lys

eolf-seql
6

0

Leu Thr Pro Glu GIn Trp Lys
80

75

Thr His Glu Gly Ser Thr val
95

Ser

Ala Ala
10

Arg Gly

val Ala

GIn Gln

Ser Ser

75

Asp Gly
90

Trp Asn

Glu val

Cys Glu

Lys Cys

Thr Pro

170

His Ser
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Ser

Ala

Ala

Asp

60

Pro

Arg

Asp

Glu

Glu

140

Arg

Trp

Gly

Gly

Arg

val

45

Leu

Ser

Asp

Leu

Leu

125

Gly

Thr

Ser

Glu

Ala

Pro

30

Leu

Ala

Glu

Cys

Leu

110

Ser

Thr

Gly

Asp

Ala
190

Arg

15

Gly

Leu

Pro

Gly

Ile

95

Phe

Pro

Phe

Cys

Ile

175

Pro

Lys

Pro

Leu

Leu

80

Ser

Cys

Cys

Arg

Pro
160



val

Ser

Ile

225

Pro

val

Glu

Glu

Arg

Leu

Trp

val

Leu

385

Leu

Ile

Glu

Leu

210

val

Tyr

Asp

Ile

val

290

Glu

Arg

Arg

Glu

Ala

370

Ile

Leu

Glu

Glu

195

Ser

Ala

Leu

Arg

val

275

Gln

Ser

Arg

Gln

Pro

355

Lys

Lys

Asp

Asp

Asn Ala Asp

<210>
<211>

435

156
748

Thr

Gly

val

Lys

Ser

260

Ser

Glu

Glu

Leu

Cys

340

Leu

Ala

Trp

Ala

His

420

Ser

val

Ile

Phe

Ile

Pro

His

Leu

325

Phe

Met

Glu

val

Leu

405

Leu

Ala

Thr

Ile

val

230

Ile

Gln

Leu

Ala

Leu

310

val

Asp

Arg

Ala

Asn

390

Glu

Leu

Met

Ser

Ile

215

Cys

Cys

Arg

Gln

Glu

295

Leu

Pro

Asp

Lys

Ala

375

Lys

Thr

Ser

Ser

Ser

200

Gly

Lys

Ser

Pro

Pro

280

Pro

Glu

Ala

Phe

Leu

360

Gly

Thr

Leu

Ser

Pro

val

Ser

Gly

Gly

Thr

Thr

Pro

Asn

Ala

345

Gly

His

Gly

Gly

Gly

eolf-seql

Gly Thr Pro

Thr

Leu

Gln

Gly

Ala

Glu

330

Asp

Leu

Arg

Arg

Glu

410

Lys

val

Leu

235

Gly

Glu

val

val

Glu

315

Gly

Leu

Met

Asp

Asp

395

Arg

Phe

Ala

220

Trp

Gly

Asp

Pro

Asn

300

Ala

Asp

val

Asp

Thr

380

Ala

Leu

Met

Page 133

Ala

205

Ala

Lys

Asp

Asn

Glu

285

Met

Glu

Pro

Pro

Asn

365

Leu

Ser

Ala

Tyr

Ser

val

Lys

Pro

val

270

Gln

Leu

Arg

Thr

Phe

350

Glu

Tyr

val

Lys

Leu
430

Pro

val

val

Glu

255

Leu

Glu

Ser

Ser

Glu

335

Asp

Ile

Thr

His

Gln

415

Glu

Cys

Leu

Leu

240

Arg

Asn

Met

Pro

Gln

320

Thr

Ser

Lys

Met

Thr

400

Lys

Gly



<212>
<213>

<220>
<223>

<400>

PRT

Artificial Sequence

eolf-seql

Human FAP ectodomain+poly-lys-tag+his6-tag

156

Arg Pro Ser
1

Thr

Pro

Asn

Ser

65

Pro

Arg

Glu

Trp

Tyr

145

Gly

Glu

Lys

Ala

Pro
225

Leu

Asn

Ile

50

Asn

Asp

Tyr

Phe

Ser

130

Leu

Arg

Glu

Phe

Tyr

210

Tyr

Lys

Trp

35

val

Arg

Arg

Ser

val

115

Pro

Lys

Glu

Met

Leu

195

Ser

Pro

Arg val His Asn
5

Asp

20

Ile

Leu

Thr

Gln

Tyr

100

Arg

val

Gln

Asn

Leu

180

Ala

Tyr

Lys

Ile

Ser

Tyr

Met

Phe

85

Thr

Gly

Gly

Arg

Tyr

Tyr

Ala

Leu

Gly

Asn

Lys

val

Ala

Asn

Ser

Pro

150

Ile

Thr

Ala

Gly

Gly

Asn

Gln

Ile

55

Ser

Tyr

Thr

Glu

Gly

Phe

Lys

Glu

Asp

215

Ala

Ser

Gly

Glu

40

Glu

val

Leu

Tyr

Leu

120

Leu

Asp

Asn

Tyr

Phe

200

Glu

Lys

Glu

Thr

25

Tyr

Thr

Asn

Glu

Tyr

105

Pro

Ala

Pro

Gly

Ala

185

Asn

Gln

Asn

Glu

10

Phe

Leu

Gly

Ala

Ser

90

Ile

Arg

Tyr

Pro

Ile

170

Leu

Asp

Tyr

Pro

Asn

Ser

His

Gln

Ser

75

Asp

Tyr

Pro

val

Phe

155

Pro

Trp

Thr

Pro

val
235

Thr

Tyr

Gln

Ser

60

Asn

Tyr

Asp

Ile

Tyr

140

Gln

Asp

Trp

Asp

Arg

220

val
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Met

Lys

Ser

45

Tyr

Tyr

Ser

Leu

Gln

125

Gln

Ile

Trp

Ser

Ile

205

Thr

Arg

Arg

Thr

30

Ala

Thr

Gly

Lys

Ser

110

Tyr

Asn

Thr

val

Pro

190

Pro

Ile

Ile

Ala

15

Phe

Asp

Ile

Leu

Leu

95

Asn

Leu

Asn

Phe

Tyr

175

Asn

val

Asn

Phe

Leu

Phe

Asn

Leu

Ser

80

Trp

Gly

Cys

Asn
160

Ile
240



Ile

Pro

val

val

305

Ala

Ser

Tyr

Trp

Ser

385

Ile

Leu

Ala

Thr

Asn

465

Glu

Ile

Asp

Ala

Thr

Ser

290

Cys

Gly

Tyr

Ile

Glu

370

Ser

Ser

Arg

Lys

Leu

450

Lys

Ile

Leu

Thr

Met

Asp

275

val

Pro

Gly

Tyr

Lys

Ala

Asn

Ile

Lys

Tyr

435

His

Glu

Lys

Pro

Thr

Ile

260

Glu

Leu

Lys

Phe

340

Asp

Ile

Glu

Gly

Glu

420

Tyr

Asp

Leu

Lys

Pro
500

Tyr

245

Ala

Arg

Ser

Thr

Phe

325

Ile

Thr

Asn

Phe

Ser

405

Arg

Ala

Gly

Glu

Leu

485

Gln

Pro

Ser

val

Ile

Gln

310

val

Phe

val

Ile

Glu

390

Tyr

Cys

Leu

Arg

Asn

470

Glu

Phe

Ala

Ser

Cys

295

Glu

Ser

Ser

Glu

Phe

375

Glu

Pro

Gln

val

Thr

455

Ala

val

Asp

Tyr

Asp

Leu

280

Asp

His

Thr

Asp

Asn

360

Arg

Tyr

Pro

Tyr

Cys

Asp

Leu

Asp

Arg

val

Tyr

265

Gln

Phe

Ile

Pro

345

Ala

val

Pro

Ser

Tyr

425

Tyr

Gln

Lys

Glu

ser
505

eolf-seql
Gly Pro Gln

250

Tyr

Trp

Arg

Glu

val

330

Asp

Ile

Thr

Gly

Lys

Thr

Gly

Glu

Asn

Ile

490

Lys

Phe

Leu

Glu

Glu

315

Phe

Gly

Gln

Gln

Lys

Ala

Pro

Ile

Ile

475

Thr

Lys

Ser

Lys

300

Ser

Ser

Tyr

Ile

Asp

380

Arg

Cys

Ser

Gly

Lys

Gln

Leu

Tyr
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Glu

Trp

Arg

Trp

Arg

Tyr

Lys

Thr

365

Ser

Asn

val

Phe

Ile

445

Ile

Leu

Trp

Pro

val

Leu

270

val

Gln

Thr

Asp

His

350

Ser

Leu

Ile

Thr

Ser

430

Pro

Leu

Pro

Tyr

Leu
510

Pro

255

Thr

Gln

Thr

Gly

Ala

335

Ile

Gly

Phe

Tyr

Asp

Ile

Glu

Lys

val

Trp

Asn

Trp

Lys

Tyr

Tyr

Ser

Glu
480

Met



Gln

val

Leu

545

Ala

Ala

Ala

Ala

Ser

625

Leu

Met

Gly

Lys

705

His

Lys

val

Asn

530

val

val

val

Ile

Ser

610

Ser

Pro

Ala

Thr

Ala

690

Gln

Met

Lys

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

<220>
<223>

Tyr

515

Trp

Asp

Tyr

Arg

Trp

Thr

Arg

Ala

675

Leu

Asn

Thr

Lys

157
749
PRT

Gly

Ile

Gly

Arg

Gly

Thr

Glu

Lys

Ala

660

Asp

val

His

His

Lys

Gly

Ser

Arg

Trp

Gly

Tyr

645

Glu

Asp

Asn

Gly

Phe

725

Lys

Pro

Tyr

Ile

Ser

Leu

Tyr

630

Asp

Tyr

Asn

Ala

Leu

710

Leu

Gly

Cys

Leu

535

Thr

Gly

Glu

Tyr

Phe

615

Ala

Asn

Phe

val

Gln

695

Ser

Lys

His

Artificial Sequence

Ser

520

Ala

Ala

val

Met

Gly

Lys

Ser

Leu

Arg

His

680

val

Gly

Gln

His

Gln

Ser

Phe

Tyr

Gly

Gly

Cys

val

Glu

Asn

665

Phe

Asp

Leu

Cys

His
745

eolf-seql
Ser val Arg

Lys

Gln

Glu

570

Phe

Tyr

Gly

Tyr

His

650

val

Gln

Phe

Ser

Phe

730

His

Glu

Gly

val

Ile

val

Ile

Thr

635

Tyr

Asp

Asn

Gln

Thr

715

Ser

His

Gly

540

Asp

Glu

Asp

Ser

Ala

620

Glu

Lys

Tyr

Ser

Ala

700

Asn

Leu

His

Ser

525

Met

Lys

Asp

Glu

Ser

605

val

Arg

Asn

Leu

Ala

685

Met

His

Ser

Murine FAP ectodomain+poly-lys-tag+his6-tag
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val

val

Leu

Gln

Ala

Phe

Ser

Leu

670

Gln

Trp

Leu

Asp

Phe

Ile

Leu

Ile

575

Arg

Ala

Pro

Met

Thr

655

Ile

Ile

Tyr

Tyr

Gly

Tyr
560

Thr

Leu

val

Gly

val

Ser

Thr
720

Lys



<400>

157

Arg Pro Ser Arg
1

Thr

Pro

Asn

Ser

65

Pro

Arg

Glu

Trp

Tyr

145

Gly

Glu

Lys

Ala

Pro

225

val

Pro

Leu

Asn

Ile

50

Asn

Asp

Tyr

Phe

Ser

130

Leu

Arg

Glu

Phe

Tyr

210

Tyr

Asp

Glu

Lys

Trp

35

val

Ser

Arg

Ser

val

115

Pro

Lys

Glu

Met

Leu

195

Ser

Pro

Thr

Met

Asp

20

Ile

Phe

Thr

Gln

Tyr

100

Arg

val

Gln

Asn

Leu

180

Ala

Tyr

Lys

Thr

Ile
260

val

Ile

Ser

Tyr

Met

Phe

85

Thr

Gly

Gly

Arg

Tyr

Tyr

Ala

Tyr

245

Ala

Tyr

Leu

Glu

Asn

Lys

val

Ala

Tyr

Ser

Pro

150

Ile

Thr

val

Gly

Gly

Pro

Ser

Lys

Asn

Gln

Ile

55

Ser

Tyr

Thr

Glu

Gly

Phe

Lys

Glu

Asp

Ala

His

Ser

Pro

Gly

Glu

40

Glu

val

Leu

Tyr

Leu

120

Leu

Asp

Asn

Tyr

Phe

200

Gly

Lys

His

Asp

Glu

Thr

25

Tyr

Thr

Asn

Glu

Tyr

105

Pro

Ala

Pro

Gly

Ala

185

Asn

Gln

Asn

val

Tyr
265

eolf-seql

Gly Asn Thr
10

Phe

Leu

Arg

Ala

Ser

90

Ile

Arg

Tyr

Pro

Ile

170

Leu

Asp

Tyr

Pro

Gly
250

Ser

His

Glu

Thr

75

Asp

Tyr

Pro

val

Phe

155

Pro

Trp

Ser

Pro

val

235

Pro

Tyr

Gln

Ser

60

Asp

Tyr

Asp

Ile

Tyr

140

Gln

Asp

Trp

Asp

Arg

val

Met

Tyr Phe Ser
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Lys

Lys

Ser

45

Tyr

Tyr

Ser

Leu

Gln

125

Gln

Ile

Trp

Ser

Ile

205

Thr

Arg

Glu

Trp

Arg

Thr

30

Glu

Ile

Gly

Lys

Gln

110

Tyr

Asn

Thr

val

Pro

190

Pro

Ile

val

val

Leu
270

Ala

15

Tyr

Asp

Ile

Leu

Leu

95

Asn

Leu

Asn

Tyr

Tyr

175

Asp

Ile

Asn

Phe

Pro

255

Thr

Leu

Phe

Asp

Leu

Ser

80

Trp

Gly

Cys

Thr
160

Ile
240

val

Trp



val

val

Glu

305

Ala

Ser

Tyr

Trp

Ser

385

Ile

Leu

Ala

Thr

Asn

465

Glu

Ile

Gln

val

Ser

Ser

290

Cys

Gly

Tyr

Ile

Glu

370

Ser

Ser

Arg

Lys

Leu

450

Lys

Ile

Leu

val

Asn
530

Ser

275

val

Pro

Gly

Tyr

Lys

Ala

Asn

Ile

Lys

Tyr

435

His

Glu

Lys

Pro

Tyr

515

Trp

Glu

Leu

Lys

Phe

340

Asp

Ile

Glu

Gly

Glu

420

Tyr

Asp

Leu

Lys

Pro

500

Gly

Ile

Arg

Ser

Asn

Phe

325

Ile

Thr

Tyr

Phe

Asn

405

Arg

Ala

Gly

Glu

Leu

485

Gln

Gly

Thr

val

Ile

Gln

310

val

Phe

val

Ile

Glu

390

Ser

Cys

Leu

Arg

Asn

470

Lys

Phe

Pro

Tyr

Cys

295

Glu

Ser

Ser

Glu

Phe

375

Gly

Pro

Gln

val

Thr

455

Ser

Asp

Asp

Cys

Leu
535

Leu

280

Asp

His

Thr

Asp

Asn

360

Arg

Tyr

Pro

Tyr

Cys

Asp

Leu

Gly

Arg

Ser

520

Ala

Gln

Phe

val

Pro

345

Ala

val

Pro

Ser

Tyr

425

Tyr

Gln

Arg

Gly

Ser

505

Gln

Ser

eolf-seql

Trp Leu Lys

Arg

Glu

Ala

330

Asp

Ile

Thr

Gly

Lys

Thr

Gly

Glu

Asn

Leu

490

Lys

Ser

Glu

Glu

315

Phe

Gly

Gln

Gln

Lys

Ala

Pro

Ile

Ile

475

Thr

Lys

val

Asp

300

Ser

Ser

Tyr

Ile

Asp

380

Arg

Cys

Ser

Gly

Gln

460

Gln

Phe

Tyr

Lys

Lys Glu Gly

540

Page 138

Arg

Trp

Arg

Gln

Lys

Thr

365

Ser

Asn

val

Phe

Leu

445

val

Leu

Trp

Pro

Ser

525

Ile

val

His

Thr

Asp

His

350

Ser

Leu

Ile

Thr

Ser

430

Pro

Leu

Pro

Tyr

Leu

510

val

val

Gln

Ala

Gly

Ala

335

Ile

Gly

Phe

Tyr

Tyr

Ile

Glu

Lys

Phe

Ile

Asn

Trp

Trp

Thr

Lys

Tyr

Lys

Ser

val
480

Met



Leu

545

Ala

Ala

Ala

Ala

Ser

625

Leu

Met

Gly

Lys

705

Thr

val

val

val

Ile

Ser

610

Ser

Pro

Ala

Thr

Ala

690

Gln

His

Asp

Tyr

Arg

Trp

Thr

Arg

Ala

675

Leu

Asn

Met

Lys Lys Lys

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

<220>
<223>

<400>

158
748
PRT

Gly

Arg

Gly

Thr

Glu

Lys

Ala

660

Asp

val

His

Thr

Lys

Trp

Gly

Tyr

645

Glu

Asp

Asn

Gly

His

725

Lys

Ile

Ser

Leu

Tyr

630

Asp

Tyr

Asn

Ala

Ile

710

Phe

Lys

Thr

Gly

Glu

Tyr

Phe

615

Ala

Asn

Phe

val

Gln

695

Leu

Leu

Gly

Artificial Sequence

Ala

val

Met

Gly

Lys

Ser

Leu

Arg

His

680

val

Ser

Lys

His

Phe

Tyr

Gly

Gly

Cys

Ile

Glu

Asn

665

Phe

Asp

Gly

Gln

His
745

eolf-seql

Gln Gly Asp

Glu

570

Phe

Tyr

Gly

Tyr

His

650

val

Gln

Phe

Arg

730

His

555

val

Ile

val

Ile

Ser

635

Tyr

Asp

Asn

Gln

Ser

715

Phe

His

Glu

Asp

Ser

Ala

620

Glu

Lys

Tyr

Ser

Ala

700

Gln

Ser

His

Lys

Asp

Glu

Ser

605

val

Arg

Asn

Leu

Ala

685

Met

Asn

Leu

Phe

Gln

Glu

590

Leu

Ala

Phe

Ser

Leu

670

Gln

Trp

His

Ser

Cynomolgus FAP ectodomain+poly-lys-tag+his6-tag

158

Leu

Leu

575

Arg

Ala

Pro

Met

Thr

655

Ile

Ile

Tyr

Leu

Asp
735

His

560

Thr

Ile

Leu

val

Gly

val

His

Ala

Ser

Tyr

720

Gly

Arg Pro Pro Arg VvVal His Asn Ser Glu Glu Asn Thr Met Arg Ala Leu

1

5

10
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15



Thr

Pro

Asn

Ser

65

Pro

Arg

Glu

Trp

Tyr

145

Gly

Glu

Lys

Ala

Pro

225

Ile

Pro

val

Leu

Asn

Ile

50

Asn

Asp

Tyr

Phe

Ser

130

Leu

Arg

Glu

Phe

Tyr

210

Tyr

Asp

Ala

Thr

Lys

Trp

35

val

Arg

Arg

Ser

val

115

Pro

Lys

Glu

Met

Leu

195

Ser

Pro

Thr

Met

Asp
275

Asp

20

Ile

Leu

Thr

Gln

Tyr

100

Arg

val

Gln

Asn

Leu

180

Ala

Tyr

Lys

Thr

Ile

260

Glu

Ile

Ser

Tyr

Met

Phe

85

Thr

Gly

Gly

Arg

Tyr

Tyr

Ala

Tyr

245

Ala

Arg

Leu

Gly

Asn

Lys

val

Ala

Asn

Ser

Pro

150

Ile

Thr

Ala

Gly

Gly

Pro

Ser

val

Asn

Gln

Ile

55

Ser

Tyr

Thr

Glu

Gly

Phe

Lys

Glu

Asp

215

Ala

Ala

Ser

Cys

Gly

Glu

40

Glu

val

Leu

Tyr

Leu

120

Leu

Asp

Asn

Tyr

Phe

200

Glu

Lys

Tyr

Asp

Leu
280

Thr

25

Tyr

Thr

Asn

Glu

Tyr

105

Pro

Ala

Pro

Gly

Ala

185

Asn

Gln

Asn

val

Tyr

265

Gln

eolf-seql
Phe Ser Tyr

Leu

Gly

Ala

Ser

90

Ile

Arg

Tyr

Pro

Ile

170

Leu

Asp

Tyr

Pro

Gly

Tyr

Trp

His

Gln

Ser

75

Asp

Tyr

Pro

val

Phe

155

Pro

Trp

Thr

Pro

Phe

235

Pro

Phe

Leu

Gln

Ser

60

Asn

Tyr

Asp

Ile

Tyr

140

Gln

Asp

Trp

Asp

Arg

val

Gln

Ser

Lys
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Ser

45

Tyr

Tyr

Ser

Leu

Gln

125

Gln

Ile

Trp

Ser

Ile

205

Thr

Arg

Glu

Trp

Arg
285

Thr

30

Ala

Thr

Gly

Lys

Ser

110

Tyr

Asn

Thr

val

Pro

190

Pro

Ile

Ile

val

Leu

270

val

Phe

Asp

Ile

Leu

Leu

95

Asn

Leu

Asn

Phe

Tyr

175

Asn

val

Asn

Phe

Pro

255

Thr

Gln

Phe

Asn

Leu

Ser

80

Trp

Gly

Cys

Asn

160

Glu

Gly

Ile

Ile

Ile

240

val

Trp

Asn



val

305

Ala

Ser

Tyr

Trp

Ser

385

Ile

Leu

Ala

Thr

Asn

465

Glu

Ile

Gln

val

Leu
545

Ser

290

Cys

Gly

Tyr

Ile

Glu

370

Ser

Ser

Arg

Lys

Leu

450

Lys

Ile

Leu

val

Asn

530

val

val

Pro

Gly

Tyr

Lys

Ala

Asn

Ile

Lys

Tyr

435

His

Glu

Lys

Pro

Tyr

515

Trp

Asp

Leu

Lys

Phe

340

Asp

Ile

Glu

Gly

Glu

420

Tyr

Asp

Leu

Lys

Pro

500

Gly

Ile

Gly

Ser

Thr

Phe

325

Ile

Thr

Asn

Phe

Ser

405

Arg

Ala

Gly

Glu

Leu

485

Gln

Gly

Ser

Arg

Ile

Gln

310

val

Phe

val

Ile

Glu

390

Tyr

Cys

Leu

Arg

Asn

470

Glu

Phe

Pro

Tyr

295

Glu

Ser

Ser

Glu

Phe

375

Asp

Pro

Gln

val

Thr

455

Ala

val

Asp

Cys

Leu

535

Thr

Asp

His

Thr

Asp

Asn

360

Arg

Tyr

Pro

Tyr

Cys

Asp

Leu

Asp

Arg

Ser

520

Ala

Ala

Phe

Ile

Pro

345

Ala

val

Pro

Ser

Tyr

425

Tyr

Gln

Lys

Glu

Ser

505

Gln

Ser

Phe

eolf-seql
Arg Glu Asp

Glu

val

330

Asp

Ile

Thr

Gly

Lys

Thr

Gly

Glu

Asn

Ile

490

Lys

Ser

Lys

Gln

Glu

315

Phe

Gly

Gln

Gln

Lys

Ala

Pro

Ile

Ile

475

Thr

Lys

val

Glu

Gly
555

300

Ser

Ser

Tyr

Ile

Asp

380

Arg

Cys

Ser

Gly

Lys

Gln

Leu

Tyr

Arg
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Trp

Arg

Tyr

Lys

Thr

365

Ser

Asn

val

Phe

Ile

445

Ile

Leu

Trp

Pro

Ser

525

Met

Lys

Gln

Thr

Asp

His

350

Ser

Leu

Ile

Thr

Ser

430

Pro

Leu

Pro

Tyr

Leu

510

val

val

Leu

Thr

Gly

Ala

335

Ile

Gly

Phe

Tyr

Asp

Ile

Glu

Lys

Phe

Ile

Leu

Trp

Lys

Tyr

Tyr

Ser

Glu
480

Met

TYyr
560



Ala

Ala

Ala

Ala

Ser

625

Leu

Met

Gly

Lys

705

His

val

val

Ile

Ser

610

Ser

Pro

Ala

Thr

Ala

690

Gln

Met

Tyr

Arg

Trp

Thr

Arg

Ala

675

Leu

Asn

Thr

Lys Lys Lys

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

<220>
<223>

<400>

1

159
450
PRT

Gly

Thr

Glu

Lys

Ala

660

Asp

val

His

His

Lys

Trp

Gly

Tyr

645

Glu

Asp

Asn

Gly

Phe

725

Lys

Leu

Ile

Ser

Leu

Tyr

630

Asp

Tyr

Asn

Ala

Leu

710

Leu

Gly

Gly

Glu

Tyr

Phe

615

Ala

Asn

Phe

val

Gln

695

Ser

Lys

His

Artificial Sequence

val

Met

Gly

Lys

Ser

Leu

Arg

His

680

val

Gly

Gln

His

Tyr

Gly

Gly

Cys

val

Glu

Asn

665

Phe

Asp

Leu

Cys

His
745

eolf-seql
Glu val Glu

570

Phe

Tyr

Gly

Tyr

His

650

val

Gln

Phe

Ser

Phe

730

His

FAP (28H1)_FcholeVHCLpETR10130

159

5

Ile

val

Ile

Thr

635

Tyr

Asp

Asn

Gln

Thr

715

Ser

His

Asp

Ser

Ala

620

Glu

Lys

Tyr

Ser

Ala

700

Asn

Leu

His

Glu val Gln Leu Leu Glu Ser Gly Gly Gly Leu val
10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr
20 25

Ala Met Ser Trp val Arg Gln Ala Pro Gly Lys Gly
40

35
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Asp

Glu

Ser

605

val

Arg

Asn

Leu

Ala

685

Met

His

Ser

Gln

Phe

Leu
45

Gln Ile
575
Lys Arg
Leu Ala
Ala Pro
Phe Met
Ser Thr
655
Leu Ile
670
Gln Ile
Trp Tyr

Leu Tyr

Asp Gly

Pro Gly
15

Ser Ser
30

Glu Trp

Thr

Leu

val

Gly

val

Ser
Thr

720

Lys

Gly

His

val



Ser

Gly

65

Gln

Lys

Thr

Pro

Leu

145

Asn

Ser

Ala

Gly

Lys

Pro

Ser

Asp

Asn

val
305

Ala

50

Arg

Met

Gly

val

Ser

130

Asn

Ala

Lys

Asp

Leu

210

Thr

Ser

Arg

Pro

Ala

290

val

Ile

Phe

Asn

Trp

Ser

115

Asp

Asn

Leu

Asp

Tyr

195

Ser

His

val

Thr

Glu

275

Lys

Ser

Trp

Thr

Ser

Leu

100

Ser

Glu

Phe

Gln

Ser

180

Glu

Ser

Thr

Phe

Pro

260

val

Thr

val

Ala

Ile

Leu

85

Gly

Ala

Gln

Tyr

Ser

165

Thr

Lys

Pro

Cys

Leu

245

Glu

Lys

Lys

Leu

Ser

Ser

70

Arg

Asn

Ser

Leu

Pro

150

Gly

Tyr

His

val

Pro

230

Phe

val

Phe

Pro

Thr
310

Gly

55

Arg

Ala

Phe

val

Arg

Asn

Ser

Lys

Thr

215

Pro

Pro

Thr

Asn

Arg

val

Glu

Asp

Glu

Asp

Ala

120

Ser

Glu

Ser

Leu

val

200

Lys

Cys

Pro

Cys

Trp

Glu

Leu

Gln

Asn

Asp

Tyr

105

Ala

Gly

Ala

Gln

Ser

185

Tyr

Ser

Pro

Lys

val

265

Tyr

Glu

His

eolf-seql

Tyr Tyr Ala Asp
60

Ser

Thr

90

Trp

Pro

Thr

Lys

Glu

170

Ser

Ala

Phe

Ala

Pro

250

val

val

Gln

Gln

Lys

75

Ala

Gly

Ser

Ala

val

155

Ser

Thr

Cys

Asn

Pro

235

Lys

val

Asp

Tyr

Asp
315

Asn

val

Gln

val

Ser

140

Gln

val

Leu

Glu

Arg

Glu

Asp

Asp

Gly

Asn

300

Trp
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Thr

Tyr

Gly

Phe

125

val

Trp

Thr

Thr

val

205

Gly

Leu

Thr

val

val

285

Ser

Leu

Ser

Leu

Tyr

Thr

110

Ile

val

Lys

Glu

Leu

190

Thr

Glu

Leu

Leu

Ser

270

Glu

Thr

Asn

val

Tyr

Cys

Leu

Phe

Cys

val

Gln

175

Ser

His

Cys

Gly

Met

255

His

val

Tyr

Gly

Lys

Leu

80

val

Pro

Leu

Asp

160

Asp

Lys

His

Arg

320



Glu Tyr Lys Cys Lys val Ser

Lys Thr ITe Ser Lys Ala Lys
340

Thr Leu Pro Pro Ser Arg Asp
355

Ser Cys Ala val Lys Gly Phe
370 375

Glu Ser Asn Gly GIn Pro Glu
385 390

Leu Asp Ser Asp Gly Ser Phe

Lys Ser Arg Trp GIn Gln Gly

Glu Ala Leu His Asn His Tyr
435

Gly Lys
450

<210> 160
<211> 214
<212> PRT
<213> Artificial Sequence

<220>

Asn

Gly

Glu

360

Tyr

Asn

Phe

Asn

Thr
440

<223> FAP (28H1)VLCH1pETR9537

<400> 160

Glu Ile val Leu Thr Gln ser
1 5

Glu Arg Ala Thr Leu Ser Cys
20

Tyr Leu Ala Trp Tyr Gln GIn
35

Ile ITe Gly Ala Ser Thr Arg
50 55

Gly Ser Gly Ser Gly Thr Asp
65 70

Pro

Arg

Phe

Lys

Gln

345

Leu

Pro

Asn

Leu

val

425

Gln

Gly

Ala

25

Pro

Thr

Thr

eolf-seql

Ala Leu Pro

330

Pro

Thr

Ser

Tyr

val

410

Phe

Lys

Thr

10

Ser

Gly

Gly

Leu

Arg

Lys

Asp

395

Ser

Ser

Ser

Leu

Gln

Gln

Ile

Thr
75

Glu

Asn

Ile

380

Thr

Lys

Cys

Leu

Ser

Ser

Ala

Pro

60

Ile

Page 144

Ala

Pro

Gln

365

Ala

Thr

Leu

Ser

Ser
445

Leu

val

Pro

45

Asp

Ser

Pro

Gln

350

val

val

Pro

Thr

val

430

Leu

Ser

Ser

30

Arg

Arg

Arg

Ile

335

val

Ser

Glu

Pro

val

415

Met

Ser

Pro

15

Arg

Leu

Phe

Leu

Cys

Leu

Trp

val

400

Asp

Pro

Gly

Ser

Leu

Ser

Glu
80



Pro

Pro

Thr

Ser

Glu

145

His

Ser

Cys

Glu

Glu

Thr

Lys

Thr

val

Asn

Pro
210

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

<220>
<223>

<400>

Asp

Phe

Gly

val

Phe

val

val

195

Lys

161
447
PRT

Phe

Gly

Pro

Thr

Thr

Pro

Thr

180

Asn

Ser

Ala

85

Gln

Ser

Ala

val

Ala

165

val

His

Cys

val

Gly

val

Ala

Ser

150

val

Pro

Lys

Asp

Tyr

Thr

Phe

Leu

135

Trp

Leu

Ser

Pro

Artificial Sequence

DR5(5E11)-Fcknob

lol

Glu val GlIn

1

Ser

Ala

Ser

Lys

Leu

Leu

Met

Ala

50

Gly

Gln

Arg

Ser

35

Ile

Arg

Met

Leu

Leu

20

Trp

Ser

Phe

Asn

Leu

Ser

val

Gly

Thr

ser
85

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Ala

Gln

Gly

55

Ser

Arg

Tyr

Lys

Pro

120

Gly

Asn

Gln

Ser

ser
200

Gly

Ala

Ala

40

Gly

Arg

Ala

Cys

val

105

Leu

Cys

Ser

Ser

Ser

185

Asn

Gly

Ser

25

Pro

Ser

Asp

Glu

eolf-seql
Gln GIn Gly
90

Glu

Ala

Leu

Gly

Ser

170

Leu

Thr

Gly

10

Gly

Gly

Thr

Asn

Ile

Pro

val

Ala

155

Gly

Gly

Lys

Leu

Phe

Lys

Tyr

Ser
75

Lys

Ser

Lys

140

Leu

Leu

Thr

val

val

Thr

Gly

Tyr

60

Lys

Asp Thr Ala
90

Page 145

Gln

Ser

Ser

125

Asp

Thr

Tyr

Gln

Asp

Gln

Phe

Leu

45

Ala

Asn

val

val

Ser

110

Lys

Tyr

Ser

Ser

Thr

190

Lys

Pro

Ser

30

Glu

Asp

Thr

Tyr

Ile

95

Ala

Ser

Phe

Gly

Leu

175

Tyr

Lys

Gly

15

Ser

Trp

Ser

Leu

Tyr
95

Pro

Ser

Thr

Pro

val

160

Ser

Ile

val

Gly

Tyr

val

val

Tyr

80

Cys



Ala

val

Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

Cys

Ser

Pro

Lys

Thr

Pro

130

val

Ala

Gly

Gly

Lys

210

Cys

Leu

Glu

Lys

Lys

Leu

Lys

Lys

Cys

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

val

100

Ser

Ser

Asp

Thr

Tyr

180

Gln

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Lys

Asp

Arg

Ser

Lys

Tyr

Ser

165

Ser

Thr

Lys

Cys

Pro

245

Cys

Trp

Glu

Leu

Asn

325

Gly

Glu

val

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

Gln

Leu

Ser

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

Gln

Ala

Pro

Thr

Phe

Thr

120

Ser

Glu

His

Ser

Cys

200

Glu

Pro

Lys

val

Asp

280

Tyr

Asp

Leu

Arg

360

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

eolf-seql

Tyr Trp Gly

Gly

Gly

val

Phe

170

val

val

Lys

Leu

Thr

250

val

val

Ser

Leu

Ala

330

Pro

Pro

Thr

Thr

155

Pro

Thr

Asn

Ser

Leu

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

Ser

Ala

140

val

Ala

val

His

Cys

220

Gly

Met

His

val

Tyr

300

Gly

Ile

val

GIn val ser

Page 146

val

125

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu
365

Gly

Phe

Leu

Trp

Leu

Ser

190

Pro

Lys

Pro

Ser

Asp

270

Asn

val

Glu

Lys

Thr

350

Trp

Thr

Pro

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

Cys

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn

His

val

240

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Leu



val Lys Gly
370

Gly GIn Pro
385

Asp Gly Ser
Trp Gln GIn

His Asn His
435

<210> 162
<211> 215
<212> PRT
<213>

<220>
<223>

<400> 162

Glu ITe val
1
Glu Arg Ala

Tyr Leu Ala
35

Ile Tyr Gly
50

Gly Ser Gly
65

Pro Glu Asp
ITe Thr Phe

Ala Pro Ser
115

Gly Thr Ala
130

Phe

Glu

Phe

Gly

Tyr

Leu

Thr

20

Trp

Ala

Ser

Phe

Gly

val

Ser

Tyr

Asn

Phe

405

Asn

Thr

Thr

5

Leu

Tyr

Ser

Gly

Ala

85

Gln

Phe

val

Pro

Asn

390

Leu

val

Gln

Gln

Ser

Gln

Ser

Thr

70

val

Gly

Ile

val

Ser

375

Tyr

Tyr

Phe

Lys

Artificial Sequence

Ser

Cys

Gln

Arg

55

Asp

Tyr

Thr

Phe

135

Asp

Lys

Ser

Ser

Ser
440

DR5 (5E11)_LCpETR9044

Pro

Arg

Phe

Tyr

Lys

Pro

120

Leu

Ile

Thr

Lys

Gly

Ala

25

Pro

Thr

Thr

Cys

val

105

Pro

Leu

eolf-seql

Ala val

Thr Pro
395

Leu Thr
410

Ser val

Ser Leu

Thr Leu

10

ser Gln

Gly GIn

Gly Ile

Leu Thr
75

GIn Gln
90
Glu Ile

ser Asp

Asn Asn

Page 147

Glu

380

Pro

val

Met

Ser

Ser

Ser

Ala

Pro

60

Ile

Gly

Lys

Glu

Phe
140

Trp

val

Asp

His

Pro
445

Leu

val

Pro

45

Asp

Ser

Thr

Arg

Gln

125

Tyr

Glu

Leu

Lys

Glu

430

Gly

Ser

Ser

30

Arg

Arg

Arg

Thr

Thr

110

Leu

Pro

Ser

Asp

Ser

415

Ala

Lys

Pro

15

Ser

Leu

Phe

Leu

His

95

val

Lys

Arg

Asn
ser
400

Arg

Leu

Gly

Ser

Leu

Ser

Glu

80

Pro

Ser



eolf-seql
Ala Lys val GIn Trp Lys val Asp Asn Ala Leu Gln Ser Gly Asn Ser
145 150 155 160

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

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

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

Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 163

<211> 24

<212> DNA

<213> Artificial Sequence

<220>
<223> primer GAB-4039

<400> 163
gctggctcct ggacttccat ttcc 24

<210> 164
<211> 21
<212> DNA
<213> Artificial Sequence

<220>
<223> primer GAB4040

<400> 164
gacccaggga ggcgcgggga g 21

<210> 165

<211> 38

<212> DNA

<213> Artificial Sequence

<220>
<223> primer GAB-4145

<400> 165
gtgcattcca tcacccgaca atccctagat ccccagcg 38

<210> 166

<211> 37

<212> DNA

<213> Artificial Sequence

<220>
<223> primer GAB-4146

<400> 166
gcgtcgactg attctttgtg gacacactca atgtcac 37

Page 148



eolf-seql

<210> 167

<211> 351

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(22E9)_VH DNA

<400> 167

gaggtgcaat tgttggagtc tgggggaggc ttggtacagc
tcctgtgcag cctccggatt cacctttagc agttatgcca
ccagggaagg ggctggagtg ggtctcagct attagtggta
gcagactccg tgaagggccg gttcaccatc tccagagaca
ctgcagatga acagcctgag agccgaggac acggccgtat
cggatttcgt ttgactactg gggccaagga accctggtca
<210> 168

<211> 15

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(22E9)_ CDRH1 DNA

<400> 168

agttatgcca tgagc

<210> 169
<211> 51
<212> DNA
<213> Artificial Sequence

<220>
<223> DR5 (22E9)_CDRH2 DNA

<400> 169

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc

ccgtctcgag

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggtgtg
t

gctattagtg gtagtggtgg tagcacatac tacgcagact ccgtgaaggg c

<210> 170

<211> 24

<212> DNA

<213> Artificial Sequence

<220>
<223> DR5 (22E9)_CDRH3

<400> 170
ggtgtgcgga tttcgtttga ctac

<210> 171
<211> 324
<212> DNA
<213> Artificial Sequence

<220>
<223> DR5 (22E9)_VL DNA

<400> 171

gaaatcgtgt taacgcagtc tccaggcacc ctgtctttgt ctccagggga aagagccacc

Page 149

60
120
180
240
300
351

15

51

24



eolf-seql
ctctcttgca gggccagtca gagtgttagc agcagctact tagcctggta ccagcagaaa
cctggccagg ctcccaggct cctcatctat ggagcatcca gcagggccac tggcatccca
gacaggttca gtggcagtgg atccgggaca gacttcactc tcaccatcag cagactggag
cctgaagatt ttgcagtgta ttactgtcag cagggttcta atcagcccgt tacgttcggc

caggggacca aagtggaaat caaa

<210> 172

<211> 36

<212> DNA

<213> Artificial Sequence
<220>

<223> DR5 (22E9)_CDRL1 DNA

<400> 172
agggccagtc agagtgttag cagcagctac ttagcc

<210> 173

<211> 21

<212> DNA

<213> Artificial Sequence
<220>

<223> DR5 (22E9)_CDRL2 DNA

<400> 173
ggagcatcca gcagggccac t

<210> 174

<211> 27

<212> DNA

<213> Artificial Sequence
<220>

<223> DR5 (22E9)_CDRL3 DNA

<400> 174
cagcagggtt ctaatcagcc cgttacg

<210> 175
<211> 351
<212> DNA
<213> Artificial Sequence

<220>

<223> DR5 (21H3)_VH DNA

<400> 175

gaggtgcaat
tcctgtgcag
ccagggaagg
gcagactccg
ctgcagatga

cgtgtttctt

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag

ttgactactg

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac

gggccaagga

ttggtacagc
agttatgcca
attagtggta
tccagagaca

atggccgtat

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa

attactgtgc

cctgagactc
ccgccaggcet
cacatactac
cacgctgtat

gaaaggtgct

accctggtca ccgtctcgag t

Page 150

120
180
240
300
324

36

21

27

60
120
180
240
300
351



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

<220>
<223>

<400>

176

15

DNA

Artificial Sequence

DR5 (21H3)_CDRH1 DNA
176

agttatgcca tgagc

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

<220>
<223>

<400>

177
51
DNA
Artificial Sequence

DR5 (21H3)_CDRH2 DNA
177

eolf-seql

gctattagtg gtagtggtgg tagcacatac tacgcagact ccgtgaaggg c

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

<220>
<223>

<400>

178
24
DNA
Artificial Sequence

DR5 (21H3)_CDRH3 DNA
178

ggtgctcgtg tttcttttga ctac

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

<220>
<223>

<400>

gaaatcgtgt taacgcagtc tccaggcacc ctgtctttgt
ctctcttgca gggccagtca gagtgttagc agcagctact
cctggccagg ctcccaggct cctcatctat ggagcatcca
gacaggttca gtggcagtgg atccgggaca gacttcactc

cctgaagatt ttgcggtgta ttactgtcag cagggttctc

179
324
DNA
Artificial Sequence

DR5 (21H3)_VL DNA
179

caggggacca aagtggaaat caaa

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

<220>
<223>

180
36
DNA
Artificial Sequence

DR5 (21H3)_CDRL1 DNA

Page 151

ctccagggga
tagcctggta
gcagggccac
tcaccatcag

agccgcccat

aagagccacc
ccagcagaaa
tggcatccca
cagactggag
tacgttcggce

15

51

24

60
120
180
240
300
324



<400> 180
agggccagtc agagtgttag cagcagctac

<210> 181
<211> 21
<212> DNA
<213> Artificial Sequence

<220>
<223> DR5 (21H3)_CDRL2 DNA
<400> 181

ggagcatcca gcagggccac t

<210> 182

<211> 27

<212> DNA

<213> Artificial Sequence

<220>
<223> DR5 (21H3)_CDRL3 DNA
<400> 182

cagcagggtt ctcagccgcc cattacg

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

<220>
<223>

183
351
DNA
Artificial Sequence

DR5 (20F2)_VH DNA
<400> 183

gaggtgcaat
tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga

aggaaggggt

<210> 184
<211> 15

<212> DNA
<213>

<220>
<223>

<400> 184
agttatgcca

<210> 185
<211> 51
<212> DNA
<213>

<220>

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag

ttgactactg

tgagc

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac

gggccaagga

Artificial Sequence

DR5 (20F2)_CDRH1 DNA

Artificial Sequence

eolf-seql

ttagcc

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat

accctggtca

Page 152

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc

ccgtctcgag

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggtgtg
t

36

21

27

60
120
180
240
300
351

15



eolf-seql
<223> DR5 (20F2)_CDRH2 DNA

<400> 185

gctattagtg gtagtggtgg tagcacatac tacgcagact ccgtgaaggg ¢ 51
<210> 186

<211> 24

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5 (20F2)_CDRH3 DNA

<400> 186

ggtgtgagga aggggtttga ctac 24
<210> 187

<211> 324

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5 (20F2)_VL DNA

<400> 187

gaaatcgtgt taacgcagtc tccaggcacc ctgtctttgt ctccagggga aagagccacc 60
ctctcttgca gggccagtca gagtgttagc agcagctact tagcctggta ccagcagaaa 120
cctggccagg ctcccaggct cctcatctat ggagcatcca gcagggccac tggcatccca 180
gacaggttca gtggcagtgg atccgggaca gacttcactc tcaccatcag cagactggag 240
cctgaagatt ttgcagtgta ttactgtcag cagggtgagt cgcctccccc gacgttcggce 300
caggggacca aagtggaaat caaa 324
<210> 188

<211> 36

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5 (20F2)_CDRL1 DNA

<400> 188

agggccagtc agagtgttag cagcagctac ttagcc 36
<210> 189

<211> 21

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5 (20F2)_CDRL2 DNA

<400> 189

ggagcatcca gcagggccac t 21
<210> 190

<211> 27

<212> DNA

<213> Artificial Sequence
Page 153



<220>
<223> DR5 (20F2)_CDRL3 DNA

<400> 190
cagcagggtg agtcgcctcc cccgacg

<210> 191

<211> 351

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(5E11)_VH DNA

<400> 191

gaggtgcaat tgttggagtc tgggggaggc
tcctgtgcag cctccggatt cacctttagce
ccagggaagg ggctggagtg ggtctcagct
gcagactccg tgaagggccg gttcaccatc
ctgcagatga acagcctgag agccgaggac
agggtgtctt ttgactactg gggccaagga
<210> 192

<211> 15

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(5E11)_CDRH1 DNA

<400> 192

agttatgcca tgagc

<210> 193
<211> 51
<212> DNA
<213> Artificial Sequence

<220>
<223> DR5(5E11)_CDRH2 DNA

<400> 193

eolf-seql

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat

accctggtca

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc

ccgtctcgag

cctgagactc
ccgccaggcet
cacatactac
cacgctgtat

gaaaggggtg
t

gctattagtg gtagtggtgg tagcacatac tacgcagact ccgtgaaggg c

<210> 194

<211> 24

<212> DNA

<213> Artificial Sequence

<220>
<223> DR5(5E11)_CDRH3 DNA

<400> 194
ggggtgaggg tgtcttttga ctac

<210> 195
<211> 324
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27

60
120
180
240
300
351

15

51

24



eolf-seql

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(5E11)_VL DNA

<400> 195

gaaatcgtgt taacgcagtc tccaggcacc ctgtctttgt ctccagggga aagagccacc 60
ctctcttgca gggccagtca gagtgttagc agcagctact tagcctggta ccagcagaaa 120
cctggccagg ctcccaggct cctcatctat ggagcatcca gcagggccac tggcatccca 180
gacaggttca gtggcagtgg atccgggaca gacttcactc tcaccatcag cagactggag 240
cctgaagatt ttgcagtgta ttactgtcag cagggtacta ctcatcccat tacgttcggc 300
caggggacca aagtggaaat caaa 324
<210> 196

<211> 36

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(5E11)_CDRL1 DNA

<400> 196

agggccagtc agagtgttag cagcagctac ttagcc 36
<210> 197

<211> 21

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(5E11)_CDRL2 DNA

<400> 197

ggagcatcca gcagggccac t 21
<210> 198

<211> 27

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(5E11)_CDRL3 DNA

<400> 198

cagcagggta ctactcatcc cattacg 27
<210> 199

<211> 351

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(18F11)_VH DNA

<400> 199

gaggtgcaat tgttggagtc tgggggaggc ttggtacagc ctggggggtc cctgagactc 60
tcctgtgcag cctccggatt cacctttagc agttatgcca tgagctgggt ccgccaggct 120
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eolf-seql

ccagggaagg ggctggagtg ggtctcagct attagtggta gtggtggtag cacatactac 180
gcagactccg tgaagggccg gttcaccatc tccagagaca attccaagaa cacgctgtat 240
ctgcagatga acagcctgag agccgaggac gcggccgtat attactgtgc gaaaggggtg 300
cgtaagaagt ttgactactg gggccaagga accctggtca ccgtctcgag t 351
<210> 200

<211> 15

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(18F11)_CDRH1 DNA

<400> 200

agttatgcca tgagc 15
<210> 201

<211> 51

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(18F11)_CDRH2 DNA

<400> 201

gctattagtg gtagtggtgg tagcacatac tacgcagact ccgtgaaggg c 51
<210> 202

<211> 24

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(18F11)_CDRH3 DNA

<400> 202

ggggtgcgta agaagtttga ctac 24
<210> 203

<211> 324

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(18F11)_VL DNA

<400> 203

gaaatcgtgt taacgcagtc tccaggcacc ctgtctttgt ctccagggga aagagccacc 60
ctctcttgca gggccagtca gagtgttagc agcagctact tagcctggta ccagcagaaa 120
cctggccagg ctcccaggct cctcatctat ggagcatcca gcagggccac tggcatccca 180
gacaggttca gtggcagtgg atccgggaca gacttcactc tcaccatcag cagactggag 240
cctgaagatt ttgcagtgta ttactgtcag cagggtcagt tgcctcccat tacgttcggc 300
caggggacca aagtggaaat caaa 324
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eolf-seql

<210> 204

<211> 36

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(18F11)_CDRL1 DNA

<400> 204

agggccagtc agagtgttag cagcagctac ttagcc 36
<210> 205

<211> 21

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(18F11)_CDRL2 DNA

<400> 205

ggagcatcca gcagggccac t 21
<210> 206

<211> 27

<212> DNA

<213> Artificial Sequence

<220>

<223> DR5(18F11)_CDRL3 DNA

<400> 206

cagcagggtc agttgcctcc cattacg 27
<210> 207

<211> 348

<212> DNA

<213> Artificial Sequence

<220>

<223> FAP (28H1)_VH DNA

<400> 207

gaagtgcagc tgctggaatc cggcggaggc ctggtgcagc ctggcggatc tctgagactg 60
tcctgcgeccg cctececggett caccttctcc tcccacgcca tgtcctgggt ccgacaggcet 120
cctggcaaag gcctggaatg ggtgtccgcc atctgggcct ccggcgagca gtactacgcc 180
gactctgtga agggccggtt caccatctcc cgggacaact ccaagaacac cctgtacctg 240
cagatgaact ccctgcgggc cgaggacacc gccgtgtact actgtgccaa gggctggctg 300
ggcaacttcg actactgggg acagggcacc ctggtcaccg tgtccagc 348
<210> 208

<211> 324

<212> DNA

<213> Artificial Sequence

<220>

<223> FAP (28H1)__VL DNA

<400> 208

gagatcgtgc tgacccagtc ccccggcacc ctgtctctga gccctggcga gagagccacc 60
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ctgtcctgca gagcctccca gtccgtgtcc
cccggeccagg cccctcgget gctgatcatc
gaccggttct ccggctctgg ctccggcacc
cccgaggact tcgccgtgta ctactgccag
cagggcacca aggtggaaat caag

<210> 209

<211> 351

<212> DNA

<213> Artificial Sequence

<220>

<223> FAP (4B9)__VH DNA

<400> 209

gaggtgcaat tgttggagtc tgggggaggc
tcctgtgcag cctccggatt cacctttagce
ccagggaagg ggctggagtg ggtctcagct
gcagactccg tgaagggccg gttcaccatc
ctgcagatga acagcctgag agccgaggac
tttggtggtt ttaactactg gggccaagga
<210> 210

<211> 324

<212> DNA

<213> Artificial Sequence

<220>

<223> FAP (4B9)__VL DNA

<400> 210

gagatcgtgc tgacccagtc ccccggcacc
ctgtcctgca gagcctccca gtccgtgacc
cccggeccagg cccctcgget gctgatcaac
gaccggttct ccggctctgg ctccggcacc
cccgaggact tcgccgtgta ctactgccag
cagggcacca aggtggaaat caag

<210> 211

<211> 363

<212> DNA

<213> Artificial Sequence

<220>

<223> Drozitumab_VH DNA

<400> 211

eolf-seql

cggtcctacc
ggcgcctcta

gacttcaccc

cagggccagg

ttggtacagc
agttatgcta
attattggta
tccagagaca
acggccgtat

accctggtca

ctgtctctga
tcctcctacc
gtgggcagtc
gacttcaccc

cagggcatca

tcgcctggta
ccagagccac
tgaccatctc

tcatccctcc

ctggggggtc
tgagctgggt
gtggtgctag
attccaagaa
attactgtgc

ccgtctcgag

gccctggega
tcgcctggta
ggagagccac
tgaccatctc

tgctgccccc

tcagcagaag
cggcatccct
ccggctggaa

cacctttggc

cctgagactc
ccgccaggcet
cacatactac
cacgctgtat

gaaagggtgg
t

gagagccacc
tcagcagaag
cggcatccct
ccggctggaa

cacctttggc

gaagtgcagc tggtgcagtc tggcggcgga gtggaaagac ctggcggcag cctgagactg

agctgcgccg ccagcggcett caccttcgac gactacgcca tgtcttgggt ccgccaggcec
Page 158

120
180
240
300
324

60
120
180
240
300
351

60
120
180
240
300
324

60
120



cctggaaagg
gccgacagcg
ctgcagatga
ggagccggca
agc

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

<220>
<223>

212
324
DNA

<400> 212
agcgagctga

tgtagcggceg
gctcccgtgc
agcggcagca
gaggccgact
ggcaccaagc
<210>
<211>
<212>
<213>

<220>
<223>

213
DNA

<400> 213
gaggtgcagc

agctgcgecg
cctggcaagg
gccgacageg
ctgcagatga
ggagccggcea
agcgctagca
gggggcacag
tcgtggaact
tcaggactct
acctacatct
cccaaatctt

ggaccgtcag

2151

gcctggaatg
tgaagggcag
acagcctgag

gaggctggta

cccaggatcc
acagcctgcg
tggtgatcta
gcagcggcaa
actactgcaa

tgaccgtcct

tggtgcagag
ccagcggcett
gcctggaatg
tgaagggcag
acagcctgcg
ggggctggta
ccaagggccc
cggccctggg
caggcgccct
actccctcag
gcaacgtgaa
gtgacaaaac

tcttcctctt

ggtgtccggce
agtgaccatc
agccgaggac

cttcgactac

Artificial Sequence

Drozitumab_VL DNA

tgccgtgtct
gagctactac
cggcgccaac
taccgccagce
cagcgccgac

aggt

Artificial Sequence

c€ggcggaggg
caccttcgac
ggtgtccggce
agtgaccatc
ggccgaggac
cttcgactac
atcggtcttc
ctgcctggtce
gaccagcggc
cagcgtggtg
tcacaagccc
tcacacatgc

CCCccCcCCaaaa

eolf-seql

atcaactggc
agccgggaca
accgccgtgt

tggggcaagg

gtggctctgg
gccagctggt
aacagaccca
ctgaccatca

agctccggca

gtggagaggc
gactacgcca
atcaactggc
agccgggaca
acagccgtgt
tggggcaagg
cccctggeac
aaggactact
gtgcacacct
accgtgcect
agcaacacca
ccaccgtgcc

cccaaggaca
Page 159

agggcggcag
acgccaagaa
actactgcgc

gcaccaccgt

gccagaccgt
atcagcagaa
gcggcatccc
caggcgccca

accacgtggt

Drozitumab - 3F2 scFv (HC) pETR6606 DNA

ctggcggcag
tgagctgggt
agggaggceag
acgccaagaa
actactgcgc
gcaccaccgt
cctcctccaa
tccccgaacc
tcccggetgt
ccagcagctt
aggtggacaa
cagcacctga

ccctcatgat

caccggctac
cagcctgtac
caagatcctg

gactgtgtct

gcggatcacc
gcccggecag
cgacagattc
ggccgaggac
gttcggcgga

cctgagactg
gcgccaggcec
caccggctac
cagcctgtac
caagatcctg
gaccgtgtcc
gagcacctct
ggtgacggtg
cctacagtcc
gggcacccag
gaaagttgag
agctgcaggg

ctcccggacc

180
240
300
360
363

60
120
180
240
300
324

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



cctgaggtca
tggtacgtgg
aacagcacgt
aaggagtaca
tccaaagcca
gagctgacca
atcgccgtgg
gtgctggact
tggcagcagg
acgcagaaga
ggatccggag
ggcggactcg
ttcagcagct
tccgccatca
accatcagcc
gaggacaccg
cagggcaccc
ggaggaggaa
agcctgtatc
agctacctgg
ggcagcagaa
ttcaccctga
ggcatcatgc
<210>
<211>
<212>
<213>

<220>
<223>

214
DNA

<400> 214
gaggtgcagc

agctgcgecg
cctggcaagg
gccgacagceg
ctgcagatga

ggagccggca

2124

catgcgtggt
acggcgtgga
accgtgtggt
agtgcaaggt
aagggcagcc
agaaccaggt
agtgggagag
ccgacggctc
ggaacgtctt
gcctcteect
ggggcggatc
tgcagcctgg
acgccatgtc
gcggcagegg
gggacaacag
ccgtgtacta
tggtcacagt
gcgggggagg
ccggcgagag
cctggtatca
gggccaccgg
ccatcagcag

tgccccctac

Drozitumab-FAP

tggtgcagag
ccagcggcett
gcctggaatg
tgaagggcag
acagcctgcg

ggggctggta

ggtggacgtg
ggtgcataat
cagcgtcctc
ctccaacaaa
ccgagaacca
cagcctgacc
caatgggcag
cttcttcctc
ctcatgctcc
gtctccgggt
tggcggegga
cggcagcctg
ttgggtccgg
cggcagcacc
caagaacacc
ctgcgccaag
ctcgagtggc
gggcagcgag
agccaccctg
gcagaagccc
catccccgac
actggaaccc

cttcggatgc

Artificial Sequence

(4G8) scFv

cggcggaggy
caccttcgac
ggtgtccggce
agtgaccatc
ggccgaggac

cttcgactac

eolf-seql

agccacgaag
gccaagacaa
accgtcctgce
gcccteccag
caggtgtaca
tgcctggtca
ccggagaaca
tacagcaagc
gtgatgcatg
aaatccggag
ggcagcgagg
agactgagct
caggcccctg
tactacgccg
ctgtacctcc
ggatggttcg

ggagggggat
atcgtgttaa

agctgcagag
ggccaggccc
agattcagcg
gaggatttcg

ggcaccaagg

(HC) pETR734

gtggagaggc
gactacgcca
atcaactggc
agccgggaca
acagccgtgt

tggggcaagg
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accctgaggt
agccgcggga
accaggactg
cccccatcga
ccctgecccc
aaggcttcta
actacaagac
tcaccgtgga
aggctctgca
gcggaggaag
tgcaattgct
gcgccgecag
gaaagtgcct
acagcgtgaa
agatgaacag
gcggcttcaa
ctgggggagg
cgcagagccc
ccagccagag
ccagactgct
gctccggcag
ccgtgtatta

tggagatcaa

2 DNA

ctggcggcag
tgagctgggt
agggaggcag
acgccaagaa
actactgcgc

gcaccaccgt

caagttcaac
ggagcagtac
gctgaatggc
gaaaaccatc
atcccgggat
tcccagcgac
cacgcctccc
caagagcagg
caaccactac
tggaggggga
ggaaagcgga
cggcttcacc
ggaatgggtg
gggccggttc
cctgagagcc
ctactggggc
cggatcagga
cggcaccctg
cgtgaccagc
gatcaacgtg
cggcaccgac
ttgccagcag

g

cctgagactg
gcgccaggcec
caccggctac
cagcctgtac
caagatcctg

gaccgtgtcc

840

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2151

60
120
180
240
300
360



agcgctagca
gggggcacag
tcgtggaact
tcaggactct
acctacatct
cccaaatctt
ggaccgtcag
cctgaggtca
tggtacgtgg
aacagcacgt
aaggagtaca
tccaaagcca
gagctgacca
atcgccgtgg
gtgctggact
tggcagcagg
acgcagaaga
ggaggcagcg
ctgagactga
cgccaggccc
acctactacg

accctgtacc

aagggctggc
ggaggcggcg
gagatcgtgc
ctgagctgca
cccggcecagg
gacagattca
cccgaggatt
tgcggcacta
<210>
<211>
<212>
<213>

<220>

215
1404
DNA

ccaagggccc
cggccctggg
caggcgccct
actccctcag
gcaacgtgaa
gtgacaaaac
tcttcctctt
catgcgtggt
acggcgtgga
accgtgtggt
agtgcaaggt
aagggcagcc
agaaccaggt
agtgggagag
ccgacggctc
ggaacgtctt
gcctcteect
aagtgcagct
gctgcgecge
ctggaaagtg
ccgacagegt
tgcagatgaa
tgggcaactt
gatctggcgg
tgacccagag
gagccagcca
cccccagact
gcggetecgg

tcgeccgtcta

aggtggagat

atcggtcttc
ctgcctggtce
gaccagcggc
cagcgtggtg
tcacaagccc
tcacacatgc
ccccccaaaa
ggtggacgtg
ggtgcataat
cagcgtcctc
ctccaacaaa
ccgagaacca
cagcctgacc
caatgggcag
cttcttcctc
ctcatgctcc
gtctccgggt
gctggaaagc
cagcggcttc
cctggaatgg
gaagggccgg
cagcctgaga
cgactactgg
aggtggaagc
ccctggcaca
gagcgtgtcc
gctgatcatc
cagcggcacc
ttattgccag

caag

Artificial Sequence

eolf-seql

cccctggeac
aaggactact
gtgcacacct
accgtgcect
agcaacacca
ccaccgtgcc
cccaaggaca
agccacgaag
gccaagacaa
accgtcctgce
gccctcccag
caggtgtaca
tgcctggtca
ccggagaaca
tacagcaagc
gtgatgcatg
ggcgggtccg
ggcggaggac
accttcagca
gtgtccgeca
ttcaccatca
gccgaggaca
ggccagggea

ggagggggag
ctgtctctga

agaagctacc
ggcgctagca
gacttcaccc

cagggccaag

cctcctccaa
tccccgaacc
tcccggetgt
ccagcagctt
aggtggacaa
cagcacctga
ccctcatgat
accctgaggt
agccgcggga
accaggactg
cccccatcga
ccctgecccc
aaggcttcta
actacaagac
tcaccgtgga
aggctctgca
gaggcggagg
tggtgcagcc
gctacgccat
tcagcggcag
gccgggacaa
ccgccgtgta
ctctggtcac
gatcaggggg
gccctggega
tggcttggta
ccagagccac
tgaccatcag

tcatccctcc

Page 161

gagcacctct
ggtgacggtg
cctacagtcc
gggcacccag
gaaagttgag
actcctgggg
ctcccggacc
caagttcaac
ggagcagtac
gctgaatggc
gaaaaccatc
atcccgggat
tcccagcgac
cacgcctccc
caagagcagg
caaccactac
aagtggcggc
tggcggcagce
gtcttgggtc
cggcggcagce
cagcaagaac
ctactgcgcc
agtgtctagc
cggaggctcc
gagagccacc
tcagcagaag
cggcattccc
cagactggaa

taccttcgga

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
2124



<223>

<400> 215
agcgagctga

tgcagcggcg
gccceccgtge
agcggcagca
gaggccgact
ggaacaaagc
cccagcagcg
tacccaggcg
gagaccacca
ctgacccccg
agcaccgtgg
ggaggcagcg
ctgagactga
cgccaggecc
acctactacg

accctgtacc

aagggctggc
ggaggcggcg
gagatcgtgc
ctgagctgca
cccggcecagg
gacagattca
cccgaggatt
tgcggcacta
<210>
<211>
<212>
<213>

<220>
<223>

216
DNA

<400> 216

2826

Drozitumab-FAP

cccaggaccc
acagcctgcg
tggtgatcta
gcagcggcaa
actactgcaa
tgaccgtcct
aggaactgca
ccgtgaccgt
cccccagcaa
agcagtggaa
agaaaaccgt
aagtgcagct
gctgcgecgce
ctggaaagtg
ccgacagegt
tgcagatgaa
tgggcaactt
gatctggcgg
tgacccagag
gagccagcca
cccccagact
gcggcetccgg

tcgeccgtcta

aggtggagat

(4G8) scFv

cgccgtgagce
cagctactac
cggcgccaac
caccgccagce
cagcgccgac
aggtcaaccc
ggccaacaag
ggcctggaag
gcagagcaac
gagccacagg
ggcccccacc
gctggaaagc
cagcggcttc
cctggaatgg
gaagggccgg
cagcctgaga
cgactactgg
aggtggaagc
ccctggeaca
gagcgtgtcc
gctgatcatc
cagcggceacc
ttattgccag

caag

Artificial Sequence

eolf-seql

(LC) DNA

gtggccctgg
gccagctggt
aaccggccca
ctgaccatca
agctccggca
aaggctgccc
gccaccctgg
gccgacagcea
aacaagtacg
tcctacagcet
gagtgctccg
ggcggaggac
accttcagca
gtgtccgcca
ttcaccatca
gccgaggaca
ggccagggcea

ggagggggag
ctgtctctga

agaagctacc
ggcgctagca
gacttcaccc

cagggccaag

Drozitumab - 3F2 scFab (HC) pETR7369

gaggtgcagc tggtgcagag cggcggaggg gtggagaggc

agctgcgccg ccagcggctt caccttcgac gactacgcca

cctggcaagg gcctggaatg ggtgtccgge atcaactggce

gccgacagcg tgaagggcag agtgaccatc agccgggaca
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gacagaccgt
atcagcagaa
gcggcatccc
caggcgccca
accacgtggt
ccagcgtgac
tctgcctgat
gccccgtgaa
ccgccagcag
gccaggtgac
gaggcggagg
tggtgcagcc
gctacgccat
tcagcggcag
gccgggacaa
ccgccgtgta
ctctggtcac
gatcaggggg
gccctggega
tggcttggta
ccagagccac
tgaccatcag

tcatccctcc

DNA

ctggcggcag
tgagctgggt
agggaggcag

acgccaagaa

gcggatcacc
gcccggecag
cgaccggttc
ggccgaggac
gtttggcggc
cctgttcccc
cagcgacttc
ggccggegtg
ctacctgagc
ccacgagggc
aagtggcggc
tggcggcagce
gtcttgggtc
cggcggcagce
cagcaagaac
ctactgcgcc
agtgtctagc
cggaggctcc
gagagccacc
tcagcagaag
cggcattccc
cagactggaa

taccttcgga

cctgagactg
gcgccaggcc
caccggctac

cagcctgtac

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

1020
1080
1140
1200
1260
1320
1380
1404

60
120
180
240



ctgcagatga
ggagccggea
agcgctagca
gggggcacag
tcgtggaact
tcaggactct
acctacatct
cccaaatctt
ggaccgtcag
cctgaggtca
tggtacgtgg
aacagcacgt
aaggagtaca
tccaaagcca
gagctgacca
atcgccgtgg
gtgctggact
tggcagcagg
acgcagaaga
ggatccggag
ggcaccctgt
gttaccagta
atcaatgtgg
gggacagact
tgtcagcagg
cgtacggtgg
ggcaccgcca
tggaaggtgg
agcaaggact
aagcacaagg
agcttcaacc
tctgagggcg
ggcgaggtgc
ctctcctgtg

acagcctgcg
ggggctggta
ccaagggccc
cggccctggg
caggcgeect
actccctcag
gcaacgtgaa
gtgacaaaac
tcttcctett
catgcgtggt
acggcgtgga
accgtgtggt
agtgcaaggt
aagggcagcc
agaaccaggt
agtgggagag
ccgacggcetc
ggaacgtctt
gcctcteect
gaggtggcag
ctttgtatcc
gctacttagc
gctcccgtag
tcactctcac
gtattatgct
ccgctcccag
gcgtggtgtg
acaacgccct
ccacctacag
tgtacgcctg
ggggcgagtg
gtggctctga
aattgttgga

cagcctccgg

ggccgaggac
cttcgactac
atcggtcttc
ctgcctggtc
gaccagcggc
cagcgtggtg
tcacaagccc
tcacacatgc
ccccccaaaa
ggtggacgtg
ggtgcataat
cagcgtcctc
ctccaacaaa
ccgagaacca
cagcctgacc
caatgggcag
cttcttcctce
ctcatgctcc
gtctccgggt
cggaggtggt
aggggaaaga
ctggtaccag
ggccactggc
catcagcaga
tccecccgacg
cgtgttcatc
cctgctgaac
gcagagcggc
cctgtccagce
cgaagtgacc
ctccggegga
aggcggtgga
gtctggggga
attcaccttt

eolf-seql

acagccgtgt
tggggcaagg
cccctggeac
aaggactact
gtgcacacct
accgtgcect
agcaacacca
ccaccgtgcc
cccaaggaca
agccacgaag
gccaagacaa
accgtcctgce
gcccteccag
caggtgtaca
tgcctggtca
ccggagaaca
tacagcaagc
gtgatgcatg
aaatccggag
ggctccgaaa
gccaccctct
cagaaacctg
atcccagaca
ctggagcctg
ttcggccagg
ttccccccca
aacttctacc
aacagccagg
accctgaccc
caccagggcc
ggatctgggg
agtgagggag
ggcttggtac

agcagttatg
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actactgcgc
gcaccaccgt
cctcctccaa
tccccgaacc
tcccggetgt
ccagcagctt
aggtggacaa
cagcacctga
ccctcatgat
accctgaggt
agccgcggga
accaggactg
cccccatcga
ccctgecccc
aaggcttcta
actacaagac
tcaccgtgga
aggctctgca
gcggaggttc
tcgtgttaac
cttgcagggc
gccaggctcc
ggttcagtgg
aagattttgc
ggaccaaagt
gcgacgagcea
cccgggaggce
aaagcgtcac
tgagcaaggc
tgagcagccc
gaggaagcga
gcggtagcegg
agcctggggg
ccatgagctg

caagatcctg
gaccgtgtcc
gagcacctct
ggtgacggtg
cctacagtcc
gggcacccag
gaaagttgag
actcctgggg
ctcccggacc
caagttcaac
ggagcagtac
gctgaatggc
gaaaaccatc
atcccgggat
tcccagcgac
cacgcctccc
caagagcagg
caaccactac
cggtggaggc
gcagtctcca
cagtcagagt
caggctcctc
cagtggatcc
agtgtattac
ggaaatcaaa
gctgaagtcc
caaggtgcag
cgagcaggac
cgactacgag
cgtgaccaag
aggaggcgga
aggtggatcc
gtccctgaga

ggtccgccag

300
360
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
2160
2220
2280



gctccaggga
tacgcagact
tatctgcaga
tggtttggtg
acaaagggcc
gccgecctgg
agcggtgctc
tacagcctga
tgcaacgtga
tgtgac
<210>

<211>

<212>

<213>

<220>
<223>

217
DNA

<400> 217
agcgagctga

tgcagcggcg
gccceccgtge
agcggcagca
gaggccgact
ggaacaaagc
cccagcagcg
tacccaggcg
gagaccacca
ctgacccccg
agcaccgtgg
ggcggatccg
ccaggcaccc
agtgttacca
ctcatcaatg
tccgggacag
tactgtcagc
aaacgtacgg

tccggcaccg

2109

aggggctgga
ccgtgaaggg
tgaacagcct
gttttaacta
ccagcgtgtt
gctgcctggt
tcacatctgg
gcagcgtcgt

acCcacaagcc

cccaggaccc
acagcctgcg
tggtgatcta
gcagcggcaa
actactgcaa
tgaccgtcct
aggaactgca
ccgtgaccgt
cccccageaa
agcagtggaa
agaaaaccgt
gaggaggtgg
tgtctttgta
gtagctactt
tgggctcccg
acttcactct
agggtattat
tggccgctcc

ccagcgtggt

gtgggtctca
ccggttcacc
gagagccgag
ctggggccaa
ccctctggec
caaggactac
ggtccacacc
cacagtccca

cagcCaacacc

Artificial Sequence

Drozitumab-3F2 scFab (LC)

cgccgtgagce
cagctactac
cggcgccaac
caccgccagce
cagcgccgac
aggtcaaccc
ggccaacaag
ggcctggaag
gcagagcaac
gagccacagg
ggcccccacc
cagcggaggt
tccaggggaa
agcctggtac
tagggccact
caccatcagc
gcttcccecg
cagcgtgttc
gtgcctgctg

eolf-seql

gctattagtg
atctccagag
gacacggccg
ggaaccctgg
cccagcagca
ttccccgagce
tttccagecg
tctagcagcec

aaggtggaca

DNA

gtggcectgg
gccagctggt
aaccggccca
ctgaccatca
agctccggca
aaggctgccc
gccaccctgg
gccgacagcea
aacaagtacg
tcctacagcet
gagtgctccg
ggtggctccg
agagccaccc
cagcagaaac
ggcatcccag
agactggagc
acgttcggcc
atcttccccc

aacaacttct

gtagtggtgg
acaattccaa
tatattactg
tcaccgtctc
agagcacaag
ccgtgactgt
tgctccagtc

tgggcaccca

agaaggtgga

gacagaccgt
atcagcagaa
gcggcatccc
caggcgccca
accacgtggt
ccagcgtgac
tctgcctgat
gccccgtgaa
ccgccagcag
gccaggtgac
gaggcggagg
aaatcgtgtt
tctcttgcag
ctggccaggc
acaggttcag
ctgaagattt
aggggaccaa
ccagcgacga

acccccggga
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tagcacatac
gaacacgctg
tgcgaaaggg
gagtgctagc
cggcggaaca
gtcctggaac
ctcagggctc
gacctacatc

gcccaagagc

gcggatcacc
gcccggecag
cgaccggttc
ggccgaggac
gtttggcggc
cctgttcccc
cagcgacttc
ggccggegtg
ctacctgagc
ccacgagggc
ttccggtgga
aacgcagtct
ggccagtcag
tcccaggcetce
tggcagtgga
tgcagtgtat
agtggaaatc
gcagctgaag
ggccaaggtg

2340
2400
2460
2520
2580
2640
2700
2760
2820
2826

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

1020
1080
1140



cagtggaagg
gacagcaagg
gagaagcaca
aagagcttca
ggatctgagg
tccggcgagg
agactctcct
caggctccag
tactacgcag
ctgtatctgc
gggtggtttg
agcacaaagg
acagccgcecc
aacagcggtg
ctctacagcc
atctgcaacg
agctgtgac

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

<220>
<223>

218
DNA

<400> 218
gaggtgcagc

agctgcgecg
cctggcaagg
gccgacageg
ctgcagatga
ggagccggea
agcgctagca
gggggcacag
tcgtggaact
tcaggactct
acctacatct

CCCaaatctt

2826

tggacaacgc
actccaccta
aggtgtacgc
accggggcga
gcggtggctc
tgcaattgtt
gtgcagcctc
ggaaggggct
actccgtgaa
agatgaacag
gtggttttaa
gccccagegt
tgggctgect
ctctcacatc
tgagcagcgt

tgaaccacaa

Drozitumab-FAP

tggtgcagag
ccagcggcett
gcctggaatg
tgaagggcag
acagcctgcg
ggggctggta
ccaagggccc
cggccctggg
caggcgccct
actccctcag
gcaacgtgaa

gtgacaaaac

cctgcagagce
cagcctgtcc
ctgcgaagtg
gtgctccggce
tgaaggcggt
ggagtctggg
cggattcacc
ggagtgggtc
gggccggttc
cctgagagcc
ctactggggc
gttccctctg
ggtcaaggac
tggggtccac
cgtcacagtc

gcccagcaac

Artificial Sequence

(4G8)

c€ggcggaggg
caccttcgac
ggtgtccggc
agtgaccatc
ggccgaggac
cttcgactac
atcggtcttc
ctgcctggtc
gaccagcggc
cagcgtggtg
tcacaagccc

tcacacatgc

eolf-seql

ggcaacagcc
agcaccctga
acccaccagg
ggaggatctg
ggaagtgagg
ggaggcttgg
tttagcagtt
tcagctatta
accatctcca
gaggacacgg
caaggaaccc
gcccccagea
tacttccccg
acctttccag
ccatctagca

accaaggtgg

scFab (HC) DNA

gtggagaggc
gactacgcca
atcaactggc
agccgggaca
acagccgtgt
tggggcaagg
cccctggeac
aaggactact
gtgcacacct
accgtgcect
agcaacacca

ccaccgtgcc
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aggaaagcgt
ccctgagcaa
gcctgagcag
ggggaggaag
gaggcggtag
tacagcctgg
atgccatgag
gtggtagtgg
gagacaattc
ccgtatatta
tggtcaccgt
gcaagagcac
agcccgtgac
ccgtgctcca
gcctgggcac

acaagaaggt

ctggcggcag
tgagctgggt
agggaggcag
acgccaagaa
actactgcgc
gcaccaccgt
cctcctccaa
tccccgaacc
tcccggetgt
ccagcagctt
aggtggacaa

cagcacctga

caccgagcag
ggccgactac
ccccgtgacc
cgaaggaggc
cggaggtgga
ggggtccctg
ctgggtccgce
tggtagcaca
caagaacacg
ctgtgcgaaa
ctcgagtgct
aagcggegga
tgtgtcctgg
gtcctcaggg
ccagacctac

ggagcccaag

cctgagactg
gcgccaggcec
caccggctac
cagcctgtac
caagatcctg
gaccgtgtcc
gagcacctct
ggtgacggtg
cctacagtcc
gggcacccag
gaaagttgag
actcctgggg

1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2109

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



ggaccgtcag
cctgaggtca
tggtacgtgg
aacagcacgt
aaggagtaca
tccaaagcca
gagctgacca
atcgccgtgg
gtgctggact
tggcagcagg
acgcagaaga
ggatcaggcg
ggcaccctgt
gtgtccagaa
atcatcggcg
ggcaccgact
tgccagcagg
cgtacggtgg
ggcacagcca
tggaaggtgg
agcaaggact
aagcacaagg
agcttcaacc
agtgagggtg
ggggaagtgc
ctctcctgtg
gctccaggga
tacgcagact
tatctgcaga
tggctgggta
acaaagggcc
gccgeectgg
agcggtgctc

tacagcctga

tcttcctctt
catgcgtggt
acggcgtgga
accgtgtggt
agtgcaaggt
aagggcagcc
agaaccaggt
agtgggagag
ccgacggctc
ggaacgtctt
gcctcteect
gcggtggatc
ctctgagecc
gctatctggce
ccagcaccag
tcaccctgac
gccaggtcat
ccgctcccag
gcgtggtctg
acaacgccct
ccacctacag
tgtacgcctg
ggggcgagtg
gaggcagcga
aattgttgga
cagcctccgg
aggggctgga
ccgtgaaggg
tgaacagcct
attttgacta
ccagcgtgtt
gctgcctggt
tcacatctgg

gcagcgtcgt

ccccccaaaa
ggtggacgtg
ggtgcataat
cagcgtcctc
ctccaacaaa
ccgagaacca
cagcctgacc
caatgggcag
cttcttcctc
ctcatgctcc
gtctccgggt
aggcggtgga
aggcgagaga
ttggtatcag
agccaccggc
catctcccgg
ccctectacc
cgtgttcatc
cctgctgaac
gcagagcggc
cctgagcagc
cgaagtgacc
ttctggtggce
999999aggc

gtctggggga
attcaccttt

gtgggtctca
ccggttcacc
gagagccgag
ctggggccaa
ccctctggec
caaggactac
ggtccacacc

cacagtccca

eolf-seql

cccaaggaca
agccacgaag
gccaagacaa
accgtcctgce
gccctcccag
caggtgtaca
tgcctggtca
ccggagaaca
tacagcaagc
gtgatgcatg
aaatccggag
ggatccgaga
gccaccctga
cagaagcccg
atccccgaca
ctggaacccg
ttcggccagg
ttcccaccca
aacttctacc
aacagccagg
acactgaccc
caccagggcc
ggatctggcg

tctgaagggg
ggcttggtac

agcagttatg
gctattagtg
atctccagag
gacacggccg
ggaaccctgg
cccagcagca
ttccccgagce
tttccagecg

tctagcagcc
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ccctcatgat
accctgaggt
agccgcggga
accaggactg
cccccatcga
ccctgecccc
aaggcttcta
actacaagac
tcaccgtgga
aggctctgca
gcggaggaag
tcgtgctgac
gctgcagagce
gccaggcccc
gattcagcgg
aggacttcgc
gcaccaaggt
gcgacgagcea
cccgggaggce
aaagcgtcac
tgagcaaggc
tgtccagecc
gaggcagtga
gaggaagtgg
agcctggggg
ccatgagctg
gtagtggtgg
acaattccaa
tatattactg
tcaccgtctc
agagcacaag
ccgtgactgt
tgctccagtc

tgggcaccca

ctcccggacc
caagttcaac
ggagcagtac
gctgaatggc
gaaaaccatc
atcccgggat
tcccagcgac
cacgcctccc
caagagcagg
caaccactac
cggaggggga
ccagtcccct
cagccagagce
cagactgctg
cagcggctcc
cgtgtactac
ggagatcaag
gctgaagtcc
caaggtgcag
cgagcaggac
cgactacgag
cgtgaccaag
aggcggcgga
aggcggttca
gtccctgaga
ggtccgccag
tagcacatac
gaacacgctg
tgcgaaaggg
gagtgctagc
cggcggaaca
gtcctggaac
ctcagggctc

gacctacatc

780

840

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
2400
2460
2520
2580
2640
2700
2760



eolf-seql

tgcaacgtga accacaagcc cagcaacacc aaggtggaca agaaggtgga gcccaagagc

tgtgac

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

<220>
<223>

219
2109
DNA

Droz

<400> 219
agcgagctga

tgcagcggcg
gccceccgtge
agcggcagca
gaggccgact
ggaacaaagc
cccagcagcg
tacccaggcg
gagaccacca
ctgacccccg
agcaccgtgg
ggaggatcag
cctggcaccc
agcgtgtcca
ctgatcatcg
tccggcaccg
tactgccagc
aagcgtacgg
tccggcacag
cagtggaagg
gacagcaagg
gagaagcaca
aagagcttca
ggaagtgagg
tcaggggaag
agactctcct

caggctccag

itumab-FAP

cccaggaccc
acagcctgcg
tggtgatcta
gcagcggcaa
actactgcaa
tgaccgtcct
aggaactgca
ccgtgaccgt
cccccagcaa
agcagtggaa
agaaaaccgt
gcggeggtgg
tgtctctgag
gaagctatct
gcgccageac
acttcaccct
agggccaggt
tggccgcetcc
ccagcgtggt
tggacaacgc
actccaccta
aggtgtacgc
accggggcga
gtggaggcag
tgcaattgtt
gtgcagcctc

ggaaggggct

Artificial Sequence

(4G8) scFab (LC) DNA

cgccgtgagce
cagctactac
cggcgccaac
caccgccagce
cagcgccgac
aggtcaaccc
ggccaacaag
ggcctggaag
gcagagcaac
gagccacagg
ggcccccacc
atcaggcggt
cccaggcgag
ggcttggtat
cagagccacc
gaccatctcc
catccctect
cagcgtgttc
ctgcctgetg
cctgcagagce
cagcctgagce
ctgcgaagtg
gtgttctggt
cgagggggga
ggagtctggg

cggattcacc

ggagtgggtc

gtggccctgg
gccagctggt
aaccggccca
ctgaccatca
agctccggca
aaggctgccc
gccaccctgg
gccgacagcea
aacaagtacg
tcctacagcet
gagtgctccg
ggaggatccg
agagccaccc
cagcagaagc
ggcatccccg
cggctggaac
accttcggcc
atcttcccac
aacaacttct
ggcaacagcc
agcacactga
acccaccagg

ggcggatctg
ggctctgaag

ggaggcttgg
tttagcagtt

tcagctatta
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gacagaccgt
atcagcagaa
gcggcatccc
caggcgccca
accacgtggt
ccagcgtgac
tctgcctgat
gccccgtgaa
ccgccageag
gccaggtgac
gaggcggagg
agatcgtgct
tgagctgcag
ccggccaggce
acagattcag
ccgaggactt
agggcaccaa
ccagcgacga
acccccggga
aggaaagcgt
ccctgagcaa
gcctgtccag
gcggaggcag
ggggaggaag
tacagcctgg
atgccatgag

gtggtagtgg

gcggatcacc
gcccggecag
cgaccggttc
ggccgaggac
gtttggcggc
cctgttcccc
cagcgacttc
ggccggegtg
ctacctgagc
ccacgagggc
aagcggaggg
gacccagtcc
agccagccag
ccccagactg
cggcageggc
cgccgtgtac
ggtggagatc
gcagctgaag
ggccaaggtg
caccgagcag
ggccgactac
cccecgtgacc
tgaaggcggc
tggaggcggt
ggggtccctg
ctgggtccgce

tggtagcaca

2820
2826

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



tactacgcag
ctgtatctgc
gggtggctgg
agcacaaagg
acagccgcecc
aacagcggtg
ctctacagcc
atctgcaacg
agctgtgac

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

<220>
<223>

220
DNA

<400> 220
gaagtgcagc

agctgcgecg
cctggaaagg
gccgacageg
ctgcagatga
ggagccggea
agcgctagca
ggcggaacag
tcctggaaca
agcggectgt
acctacatct
cccaagagct
ggacccagcg
cccgaagtga
tggtacgtgg
aacagcacct
aaagagtaca
agcaaggcca
gagctgacca

atcgccgtgg

2088

actccgtgaa
agatgaacag
gtaattttga
gccccagegt
tgggctgect
ctctcacatc
tgagcagcgt

tgaaccacaa

Drozitumab-FAP

tggtgcagtc
ccagcggcett
gcctggaatg
tgaagggcag
acagcctgag
gaggctggta
ccaagggccc
ccgccctggg
gcggagecct
acagcctgag
gcaacgtgaa
gcgacaagac
tgttcctgtt
cctgcgtggt
acggcgtgga
accgggtggt
agtgcaaggt
agggccagcc

agaaccaggt

agtgggagag

gggccggttc
cctgagagcc
ctactggggc
gttccctctg
ggtcaaggac
tggggtccac
cgtcacagtc

gcccagcaac

Artificial Sequence

(4G8) VHCL

tggcggcegga
caccttcgac
ggtgtccggce
agtgaccatc
agccgaggac
cttcgactac
aagcgtgttc
ctgcctggtce
gaccagcggc
cagcgtggtc
ccacaagccc
ccacacctgt
ccccccaaag
ggtggacgtg
ggtgcacaat
gtccgtgctg
ctccaacaag
cagagaaccc
gtccctgacc

caacggccag

eolf-seql

accatctcca
gaggacacgg
caaggaaccc
gcccccagea
tacttccccg
acctttccag
ccatctagca

accaaggtgg

2+2 DNA

gtggaaagac
gactacgcca
atcaactggc
agccgggaca
accgccgtgt
tggggcaagg
cctctggecc
aaggactact
gtgcacacct
acagtgccta
agcaacacca
cccecttgtce
cccaaggaca
tcccacgagg
gccaagacca
accgtgctgce
gccctgectg
caggtgtaca
tgtctggtca

cctgagaaca
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gagacaattc
ccgtatatta
tggtcaccgt
gcaagagcac
agcccgtgac
ccgtgctcca
gcctgggcac

acaagaaggt

ctggcggcag
tgtcttgggt
agggcggcag
acgccaagaa
actactgcgc
gcaccaccgt
ccagcagcaa
tccccgagec
ttccagccgt
gcagcagcct
aggtggacaa
ctgcccctga
ccctgatgat
accctgaagt
agccccggga
accaggactg
cccccatcga
ccctgecccc
agggcttcta

actacaagac

caagaacacg
ctgtgcgaaa
ctcgagtgct
aagcggcgga
tgtgtcctgg
gtcctcaggg
ccagacctac

ggagcccaag

cctgagactg
ccgccaggcec
caccggctac
cagcctgtac
caagatcctg
gactgtgtct
gagcacaagc
cgtgacagtg
gctgcagagce
gggcacccag
gaaggtggag
gctgctgggce
cagccggacc
gaagttcaat
ggaacagtac
gctgaacggc
gaaaaccatc
cagcagagat
ccccagcgat

caccccccct

1680
1740
1800
1860
1920
1980
2040
2100
2109

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

1020
1080
1140
1200



gtgctggaca
tggcagcagg
acccagaagt
ggatccggag

ggcggcectgg
ttcagcagct
tccgecatct
accatcagca
gaggataccg
cagggaaccc
ccacccagcg
ttctaccccc
agccaggaat
ctgaccctga
cagggcctgt
<210>
<211>
<212>
<213>

<220>
<223>

221
639
DNA

<400> 221
agcgagctga

tgtagcggcg
gctcccgtgce
agcggcagcea
gaggccgact
ggcaccaagc
ccaagcagcg
taccctggceg
gagacaacca
ctgacccccg
agcaccgtgg
<210>
<211>

<212>
<213>

222
642
DNA

gcgacggcag
gcaacgtgtt
ccctgagect
gagggggaag
tgcagcctgg
acgccatgag
ccggcagegg
gagacaacag
ccgtgtatta
tggtgacagt
acgagcagct
gcgaggccaa
ccgtgaccga
gcaaggccga

ccagccccgt

cccaggatcc
acagcctgcg
tggtgatcta
gcagcggcaa
actactgcaa
tgaccgtcct
aggaactgca
ccgtgacagt
cccccagcaa
agcagtggaa

agaaaaccgt

cttcttecctg
cagctgcagce
gagccccggce
tggcggegga
cggcagcctg
ctgggtccga
aggcagcacc
caagaacacc
ttgcgccaag
gtccagcgcet
gaagtccggc
ggtgcagtgg
gcaggacagc
ctacgagaag

gaccaagagc

Artificial Sequence

Drozitumab LC pETR7303 DNA

tgccgtgtct
gagctactac
cggcgccaac
taccgccagce
cagcgccgac
aggtcagccc
ggccaacaag
ggcctggaag
gcagagcaac
gtcccaccgg

ggcccccacc

Artificial Sequence

eolf-seql

tactccaaac
gtgatgcacg
aagtccggag
ggatctgagg
agactgtctt
caggctcctg
tactacgccg
ctgtacctgc
ggatggctgg
agcgtggcecg
acagccagcg
aaggtggaca
aaggactcca
cacaaggtgt

ttcaaccggg

gtggctctgg
gccagctggt
aacagaccca
ctgaccatca
agctccggca
aaagccgccc
gccaccctgg
gccgactcta
aacaagtacg

tcctacagct

gagtgcagc
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tgaccgtgga
aggccctgca
gcggcggaag
tgcagctgct
gcgccgecag
gcaagggact
acagcgtgaa
agatgaacag
gcaacttcga
ctcccagegt
tggtgtgect
acgccctgeca
cctacagect
acgcctgega

gcgagtgc

gccagaccgt
atcagcagaa
gcggcatccc
caggcgccca
accacgtggt
ctagcgtgac
tgtgcctgat
gccctgtgaa
ccgccageag

gccaggtgac

caagagccgg
caaccactac
cggaggagga
ggaatctgga
cggcttcacc
ggaatgggtg

gggccggttc
cctgcgggec

ctactggggc
gttcatcttc
gctgaacaac
gagcggcaac
gagcagcacc

agtgacccac

gcggatcacc
gcccggecag
cgacagattc
ggccgaggac
gttcggcgga
cctgttcccc
cagcgacttc
ggccggegtg
ctacctgagc

acacgagggc

1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2088

60
120
180
240
300
360
420
480
540
600
639



<220>

<223> FAP

<400> 222
gagatcgtgc

ctgagctgca
cccggcecagg
gatagattca
cccgaggact
cagggcacca
ctggccccca
gactacttcc
cacacctttc
gtgccctcca
aacaccaaag
<210>
<211>
<212>
<213>

<220>
<223>

223
DNA

<400> 223
gaagtgcagc

agctgcgecg
cctggaaagg
gccgacageg
ctgcagatga
ggagccggcea
agcgctagca
ggcggaacag
tcctggaaca
agcggectgt
acctacatct
cccaagagct
ggacccagcg
cccgaagtga
tggtacgtgg

aacagcacct

2052

(4G8) _VLCH1 DNA

tgacccagtc
gagccagcca
cccccagact
gcggcagegg
tcgccgtgta
aggtggaaat
gcagcaagag
ccgagcccgt
cagccgtgct
gcagcctggg

tggacaagaa

Drozitumab-FAP

tggtgcagtc
ccagcggcett
gcctggaatg
tgaagggcag
acagcctgag
gaggctggta
ccaagggccc
ccgccctggg
gcggagecct
acagcctgag
gcaacgtgaa
gcgacaagac
tgttcctgtt
cctgcgtggt
acggcgtgga
accgggtggt

tccecggceacc
gagcgtgagc
gctgatcatc
ctccggcacc
ctactgccag
caagagctcc
cacctctggc
gaccgtgtcc
gcagagcagc
cacccagacc

ggtggaaccc

Artificial Sequence

eolf-seql

ctgagcctga
cggagctacc
ggcgccagea
gacttcaccc
cagggccagg
gctagcacca
ggaacagccg
tggaactctg
ggcctgtact
tacatctgca

aagagctgcg

(4G8) VLCH1 2+2 DNA

tggcggegga
caccttcgac
ggtgtccggc
agtgaccatc
agccgaggac
cttcgactac
aagcgtgttc
ctgcctggtc
gaccagcggc
cagcgtggtc
ccacaagccc
ccacacctgt
cccecccaaag
ggtggacgtg
ggtgcacaat

gtccgtgctg

gtggaaagac
gactacgcca
atcaactggc
agccgggaca
accgccgtgt
tggggcaagg
cctctggecc
aaggactact
gtgcacacct
acagtgccta
agcaacacca
cccecttgtce
cccaaggaca
tcccacgagg
gccaagacca

accgtgctgce
Page 170

gccctggega
tggcctggta
cccgggcecac
tgaccatcag
tgatcccccc
agggcccctc
ccctgggetg
gcgcectgac
ccctgagcag
acgtgaacca

ac

ctggcggcag
tgtcttgggt
agggcggcag
acgccaagaa
actactgcgc
gcaccaccgt
ccagcagcaa
tccccgagec
ttccagccgt
gcagcagcct
aggtggacaa
ctgccecctga
ccctgatgat
accctgaagt
agccccggga

accaggactg

gagagccacc
tcagcagaag
cggcatcccc
ccggctggaa
caccttcggc
cgtgtttcct
cctggtgaaa
cagcggcgtg
cgtggtgaca

caagcccagc

cctgagactg
ccgccaggcec
caccggctac
cagcctgtac
caagatcctg
gactgtgtct
gagcacaagc
cgtgacagtg
gctgcagagc
gggcacccag
gaaggtggag
gctgctgggc
cagccggacc
gaagttcaat
ggaacagtac

gctgaacggc

60
120
180
240
300
360
420
480
540
600
642

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



aaagagtaca
agcaaggcca
gagctgacca
atcgccgtgg
gtgctggaca
tggcagcagg
acccagaagt
ggatccggag
ggcaccctga
gtgagccgga
atcatcggcg
ggcaccgact
tgccagcagg
gctagcacca
ggaacagccg
tggaactctg
ggcctgtact
tacatctgca
aagagctgcg
<210>
<211>
<212>
<213>

<220>
<223>

224
672
DNA

FAP

<400> 224
gaggtgcagc

tcttgcgecg
cctggcaagg
gccgacagceg
ctgcagatga
ctgggcaact
gccgctccca
agcgtggtgt
gacaacgccc

tccacctaca

agtgcaaggt
agggccagcc
agaaccaggt
agtgggagag
gcgacggcag
gcaacgtgtt
ccctgagect
gagggggaag
gcctgagecc
gctacctggc
ccagcacccg
tcaccctgac
gccaggtgat
agggcccctc
ccctgggetg
gcgcecctgac
ccctgagcag
acgtgaacca

ac

ctccaacaag
cagagaaccc
gtccctgacc
caacggccag
cttcttcctg
cagctgcagce
gagccccgge
tggcggegga
tggcgagaga
ctggtatcag
ggccaccggc
catcagccgg
ccceccccacc
cgtgtttect
cctggtgaaa
cagcggegtg
cgtggtgaca

caagcccagc

Artificial Sequence

(4G8) _VHCL DNA

tgctggaatc
ccagcggctt
gactggaatg
tgaagggccg
acagcctgcg
tcgactactg
gcgtgttcat
gcctgctgaa
tgcagagcgg
gcctgagcag

tggaggcggc
caccttcagce
ggtgtccgcec
gttcaccatc
ggccgaggat
gggccaggga
cttcccaccc
caacttctac
caacagccag

caccctgacc

eolf-seql

gccctgectg
caggtgtaca
tgtctggtca
cctgagaaca
tactccaaac
gtgatgcacg
aagtccggag
ggatctgaga
gccaccctga
cagaagcccg
atccccgata
ctggaacccg
ttcggccagg
ctggccccca
gactacttcc
cacacctttc
gtgccctcca

daacCcaccaaag

ctggtgcagc
agctacgcca
atctccggca
agcagagaca
accgccgtgt
accctggtga
agcgacgagc
ccccgcgagg
gaatccgtga

ctgagcaagg

cccccatcga
ccctgecccc
agggcttcta
actacaagac
tgaccgtgga
aggccctgcea
gcggcggaag
tcgtgctgac
gctgcagagc
gccaggcccc
gattcagcgg
aggacttcgc
gcaccaaggt
gcagcaagag
ccgagcccgt
cagccgtgct
gcagcctggg

tggacaagaa

ctggcggeag
tgagctgggt
gcggaggcag
acagcaagaa
attattgcgc
cagtgtccag
agctgaagtc
ccaaggtgca
ccgagcagga

ccgactacga
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gaaaaccatc
cagcagagat
ccccagcgat
caccccccct
caagagccgg
caaccactac
cggaggagga
ccagtctccc
cagccagagc
cagactgctg
cagcggctcc
cgtgtactac
ggaaatcaag
cacctctggc
gaccgtgtcc
gcagagcagc
cacccagacc

ggtggaaccc

cctgagactg
ccgacaggct
cacctactac
caccctgtac
caagggatgg
cgctagcgtg
cggcacagcc
gtggaaggtg
cagcaaggac

gaagcacaag

1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2052

60
120
180
240
300
360
420
480
540
600



eolf-seql

gtgtacgcct gcgaagtgac ccaccagggc ctgtccagcc ccgtgaccaa gagcttcaac

cggggcgagt

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

<220>
<223>

225
2085
DNA

Droz

<400> 225
gaagtgcagc

agctgcgecg
cctggaaagg
gccgacageg
ctgcagatga
ggagccggcea
agcgctagca
ggcggaacag
tcctggaaca
agcggectgt
acctacatct
cccaagagct
ggacccagcg
cccgaagtga
tggtacgtgg
aacagcacct
aaagagtaca
agcaaggcca
gagctgacca
atcgccgtgg
gtgctggaca
tggcagcagg
acccagaagt
ggatccggag
ggaggcctgg

ttctcctccc

tccgccatct

gc

itumab-FAP

tggtgcagtc
ccagcggcett
gcctggaatg
tgaagggcag
acagcctgag
gaggctggta
ccaagggccc
ccgccctggg
gcggagccct
acagcctgag
gcaacgtgaa
gcgacaagac
tgttcctgtt
cctgcgtggt
acggcgtgga
accgggtggt
agtgcaaggt
agggccagcec
agaaccaggt
agtgggagag
gcgacggcag
gcaacgtgtt
ccctgagect
gagggggaag
tgcagcctgg
acgccatgtc

gggcctecgg

Artificial Sequence

(28H1) VHCLPETR9551 2+2 DNA

tggcggegga
caccttcgac
ggtgtccggc
agtgaccatc
agccgaggac
cttcgactac
aagcgtgttc
ctgcctggtc
gaccagcggc
cagcgtggtc
ccacaagccc
ccacacctgt
ccccccaaag
ggtggacgtg
ggtgcacaat
gtccgtgctg
ctccaacaag
cagagaaccc
gtccctgacc
caacggccag
cttcttcctg
cagctgcagce
gagccccgge
tggcggegga
cggatctctg
ctgggtccga

cgagcagtac

gtggaaagac
gactacgcca
atcaactggc
agccgggaca
accgccgtgt
tggggcaagg
cctctggecc
aaggactact
gtgcacacct
acagtgccta
agcaacacca
cccecttgtce
cccaaggaca
tcccacgagg
gccaagacca
accgtgctgce
gccctgectg
caggtgtaca
tgtctggtca
cctgagaaca
tactccaaac
gtgatgcacg
aagtccggag
ggatctgagg
agactgtcct
caggctcctg

tacgccgact
Page 172

ctggcggcag
tgtcttgggt
agggcggcag
acgccaagaa
actactgcgc
gcaccaccgt
ccagcagcaa
tccccgagec
ttccagccgt
gcagcagcct
aggtggacaa
ctgcccctga
ccctgatgat
accctgaagt
agccccggga
accaggactg
cccccatcga
ccctgecccc
agggcttcta
actacaagac
tgaccgtgga
aggccctgca
gcggcggaag
tgcagctgct
gcgccgectce
gcaaaggcct

ctgtgaaggg

cctgagactg
ccgccaggcec
caccggctac
cagcctgtac
caagatcctg
gactgtgtct
gagcacaagc
cgtgacagtg
gctgcagagce
gggcacccag
gaaggtggag
gctgetgggc
cagccggacc
gaagttcaat
ggaacagtac
gctgaacggc
gaaaaccatc
cagcagagat
ccccagcgat
cacccccect
caagagccgg
caaccactac
cggaggagga
ggaatccggc
cggcttcacc

ggaatgggtg

ccggttcacc

660
672

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



atctcccggg
gacaccgccg
ggcaccctgg
cccagcgacg
tacccccgeg
caggaatccg
accctgagca
ggcctgtcca
<210>
<211>
<212>
<213>

<220>
<223>

226
642
DNA

<400> 226
gagatcgtgc

ctgagctgca
cccggcecagg
gatagattca
cccgaggact
cagggcacca
ctggccccca
gactacttcc
cacacctttc
gtgccctcca
aacaccaaag
<210>
<211>
<212>
<213>

<220>
<223>

227
DNA

<400> 227
gaggtgcaat

tcctgtgcag
ccagggaagg
gcagactccg

ctgcagatga

2073

acaactccaa
tgtactactg
tcaccgtgtc
agcagctgaa
aggccaaggt
tgaccgagca
aggccgacta

gccccgtgac

tgacccagtc
gagccagcca
cccccagact
gcggcagegg
tcgccgtgta
aggtggaaat
gcagcaagag
ccgagcccgt
cagccgtgct
gcagcctggg

tggacaagaa

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg

acagcctgag

gaacaccctg
tgccaagggc
cagcgctagce
gtccggcaca
gcagtggaag
ggacagcaag
cgagaagcac

caagagcttc

Artificial Sequence

tccecggceacc
gagcgtgagc
gctgatcatc
ctccggcacc
ctactgccag
caagagctcc
cacctctggc
gaccgtgtcc
gcagagcagc
cacccagacc

ggtggaaccc

Artificial Sequence

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc

agccgaggac

eolf-seql

tacctgcaga
tggctgggca
gtggccgctc
gccagegtgg
gtggacaacg
gactccacct
aaggtgtacg
aaccggggcy

FAP(28H1)_VLCH1pETR9537 DNA

ctgagcctga
cggagctacc
ggcgccagea
gacttcaccc
cagggccagg
gctagcacca
ggaacagccg
tggaactctg
ggcctgtact
tacatctgca

aagagctgcg

ttggtacagc
agttatgcca
attagtggta
tccagagaca

acggccgtat

tgaactccct
acttcgacta
ccagcgtgtt
tgtgcctgct
ccctgcagag
acagcctgag
cctgcgaagt

agtgc

gccctggega
tggcctggta
cccgggcecac
tgaccatcag
tgatcccccc
agggcccctc
ccctgggetg
gcgcecctgac
ccctgagcag
acgtgaacca

ac

DR5(22E9)-FAP(28H1) VHCLPETR9711 2+2 DNA

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa

attactgtgc

Page 173

gcgggcecgag
ctggggccag
catcttccca
gaacaacttc
cggcaacagc
cagcaccctg

gacccaccag

gagagccacc
tcagcagaag
cggcatcccc
ccggctggaa
caccttcggc
cgtgtttcct
cctggtgaaa
cagcggcgtg
cgtggtgaca

caagcccagc

cctgagactc
ccgccaggcet
cacatactac

cacgctgtat

gaaaggtgtg

1680
1740
1800
1860
1920
1980
2040
2085

60
120
180
240
300
360
420
480
540
600
642

60
120
180
240
300



cggatttcgt
aagggcccaa
gccctgggct
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
gggggaagtg
cagcctggcg
gccatgtcct
gccteccggcg
aactccaaga
tactactgtg
accgtgtcca
cagctgaagt
gccaaggtgc
accgagcagg
gccgactacg
cccgtgacca
<210>
<211>
<212>
<213>
<220>

228
645
DNA

ttgactactg
gcgtgtteccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcc
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgacctg
acggccagcc
tcttcctgta
gctgcagegt
gccccggcaa
gcggeggagg
gatctctgag
gggtccgaca
agcagtacta
acaccctgta
ccaagggctg
gcgctagegt
ccggcacagc
agtggaaggt
acagcaagga
agaagcacaa

agagcttcaa

gggccaagga

tctggccccc
ggactacttc
gcacaccttt
agtgcctagc
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec
ggtgtacacc
tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
gtccggaggce
atctgaggtg
actgtcctgc
ggctcctggce
cgccgactct
cctgcagatg
gctgggcaac
ggccgctecc
cagcgtggtg
ggacaacgcc
ctccacctac
ggtgtacgcc
c€cggggegag

Artificial Sequence

eolf-seql

accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
cccecgggagyg
caggactggc
cccatcgaga
ctgcccccca
ggcttctacc
tacaagacca
accgtggaca
gccctgcaca
ggcggaagceg
cagctgctgg
gccgectecg
aaaggcctgg
gtgaagggcc
aactccctgc
ttcgactact
agcgtgttca
tgcctgctga
ctgcagagcg
agcctgagca
tgcgaagtga
tgc

Page 174

ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggegg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
ccagcgatat
cccccectgt
agagccggtg
accactacac
gaggaggagg
aatccggcgg
gcttcacctt
aatgggtgtc
ggttcaccat
gggccgagga
ggggccaggg
tcttcccacc
acaacttcta
gcaacagcca
gcaccctgac

cccaccaggg

tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
atccggagga
aggcctggtg
ctcctecccac
cgccatctgg
ctcccgggac
caccgccgtg
caccctggtc
cagcgacgag
cccccgegag
ggaatccgtg
cctgagcaag

cctgtccagc

360
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
2073



<223>

<400> 228
gaaatcgtgt

ctctcttgca
cctggccagg
gacaggttca
cctgaagatt
caggggacca
ccatctgatg
tatcccagag
caggagagtg
acgctgagca
ggcctgagct
<210>
<211>
<212>
<213>

<220>
<223>

229
DNA

<400> 229
gaggtgcaat

tcctgtgcag
ccagggaagg
gcagactccg
ctgcagatga
cgtgtttctt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct

2073

taacgcagtc
gggccagtca
ctcccaggct
gtggcagtgg
ttgcagtgta
aagtggaaat
agcagttgaa
aggccaaagt
tcacagagca
aagcagacta

cgcccgtcac

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
ccgtgctgac

ccaacaaggc

DR5(22E9) LCpETR9076 DNA

tccaggcacc
gagtgttagc
cctcatctat
atccgggaca
ttactgtcag
caaacgtacg
atctggaact
acagtggaag
ggacagcaag
cgagaaacac

aaagagcttc

Artificial Sequence

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac

cctgcctgec

eolf-seql

ctgtctttgt
agcagctact
ggagcatcca
gacttcactc
cagggttcta
gtggctgcac
gcctectgttg
gtggataacg
gacagcacct

aaagtctacg

aacaggggag

ttggtacagc
agttatgcca
attagtggta
tccagagaca
atggccgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
cccecgggagg
caggactggc

cccatcgaga

Page 175

ctccagggga
tagcctggta
gcagggccac
tcaccatcag
atcagcccgt
catctgtctt
tgtgcctgct
ccctccaatc
acagcctcag
cctgcgaagt

agtgt

DR5(21H3)-FAP(28H1) VHCLpETR10626_2+2 DNA

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa

aaaccatcag

aagagccacc
ccagcagaaa
tggcatccca
cagactggag
tacgttcggc
catcttcccg
gaataacttc
gggtaactcc
cagcaccctg

cacccatcag

cctgagactc
ccgccaggcet
cacatactac
cacgctgtat
gaaaggtgct
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag

caaggccaag

60
120
180
240
300
360
420
480
540
600
645

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

1020



ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
gggggaagtg
cagcctggcg
gccatgtcct
gcctecggcg
aactccaaga
tactactgtg
accgtgtcca
cagctgaagt
gccaaggtgc
accgagcagg
gccgactacg
cccgtgacca
<210>
<211>
<212>
<213>

<220>
<223>

230
645
DNA

<400> 230
gaaatcgtgt

ctctcttgeca
cctggccagg
gacaggttca
cctgaagatt
caggggacca
ccatctgatg
tatcccagag
caggagagtg
acgctgagca

ggcctgagct

gagaacccca
ccctgacctg
acggccagcc
tcttcctgta
gctgcagegt
gccccggcaa
gcggeggagg
gatctctgag
gggtccgaca
agcagtacta
acaccctgta
ccaagggctg
gcgctagegt
ccggcacagce
agtggaaggt
acagcaagga
agaagcacaa

agagcttcaa

taacgcagtc
gggccagtca
ctcccaggct
gtggcagtgg
ttgcggtgta
aagtggaaat
agcagttgaa
aggccaaagt
tcacagagca
aagcagacta

cgcccgtcac

ggtgtacacc
tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
gtccggaggce
atctgaggtg
actgtcctgc
ggctcctggce
cgccgactct
cctgcagatg
gctgggcaac
ggccgctecc
cagcgtggtg
ggacaacgcc
ctccacctac
ggtgtacgcc
c€cggggegag

Artificial Sequence

DR5(21H3) LC_pETR9075 DNA

tccaggcacc
gagtgttagc
cctcatctat
atccgggaca
ttactgtcag
caaacgtacg
atctggaact
acagtggaag
ggacagcaag
cgagaaacac

aaagagcttc

eolf-seql

ctgcccccca
ggcttctacc
tacaagacca
accgtggaca
gccctgcaca
ggcggaagceg
cagctgctgg
gccgectecg
aaaggcctgg
gtgaagggcc
aactccctgce
ttcgactact
agcgtgttca
tgcctgctga
ctgcagagcg
agcctgagca
tgcgaagtga
tgc

ctgtctttgt
agcagctact
ggagcatcca
gacttcactc
cagggttctc
gtggctgcac
gcctectgttg
gtggataacg
gacagcacct

aaagtctacg

aacaggggag

gcagagatga
ccagcgatat
cccccectgt
agagccggtg
accactacac
gaggaggagg
aatccggcgg
gcttcacctt
aatgggtgtc
ggttcaccat
gggccgagga
ggggccaggg
tcttcccacc
acaacttcta
gcaacagcca
gcaccctgac

cccaccaggg

ctccagggga
tagcctggta
gcagggccac
tcaccatcag
agccgcccat
catctgtctt
tgtgcctgct
ccctccaatc
acagcctcag
cctgcgaagt

agtgt

Page 176

gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
atccggagga
aggcctggtg
ctcctecccac
cgccatctgg
ctcccgggac
caccgccgtg
caccctggtc
cagcgacgag
ccceccgegag
ggaatccgtg
cctgagcaag

cctgtccagc

aagagccacc
ccagcagaaa
tggcatccca
cagactggag
tacgttcggc
catcttcccg
gaataacttc
gggtaactcc
cagcaccctg

cacccatcag

1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2073

60
120
180
240
300
360
420
480
540
600
645



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

<220>
<223>

231
DNA

DR5

<400> 231
gaggtgcaat

tcctgtgcag
ccagggaagg
gcagactccg
ctgcagatga
aggaaggggt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
gggggaagtg
cagcctggcg
gccatgtect
gccteccggeg
aactccaaga

tactactgtg

2073

Artificial Sequence

eolf-seql

(20F2)-FAP(28H1) VHCL_pETR10135_2+2 DNA

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgacctg
acggccagcc
tcttcctgta
gctgcagcegt
gccccggcaa
gcggcggagg
gatctctgag
gggtccgaca
agcagtacta
acaccctgta

ccaagggctg

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec
ggtgtacacc
tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
gtccggaggc
atctgaggtg
actgtcctgc
ggctcctggce
cgccgactct
cctgcagatg

gctgggcaac

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
cccecgggagg
caggactggc
cccatcgaga
ctgcccccca
ggcttctacc
tacaagacca
accgtggaca
gccctgeaca
ggcggaagcg
cagctgctgg
gccgectecg
aaaggcctgg
gtgaagggcc
aactccctgce

ttcgactact

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
ccagcgatat
cccccectgt
agagccggtg
accactacac
gaggaggagg
aatccggcgg
gcttcacctt
aatgggtgtc
ggttcaccat
gggccgagga
ggggccaggg

Page 177

cctgagactc
ccgccaggcet
cacatactac
cacgctgtat
gaaaggtgtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
atccggagga
aggcctggtg
ctcctecccac
cgccatctgg
ctcccgggac
caccgccgtg

caccctggtc

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
1740



accgtgtcca
cagctgaagt
gccaaggtgc
accgagcagg
gccgactacg
cccgtgacca
<210>
<211>
<212>
<213>

<220>
<223>

232
645
DNA

<400> 232
gaaatcgtgt

ctctcttgca
cctggccagg
gacaggttca
cctgaagatt
caggggacca
ccatctgatg
tatcccagag
caggagagtg
acgctgagca
ggcctgagct
<210>
<211>
<212>
<213>

<220>
<223>

233
DNA

<400> 233
gaggtgcaat

tcctgtgcag
ccagggaagg
gcagactccg
ctgcagatga
agggtgtctt

aagggcccaa

2073

gcgctagegt
ccggcacagc
agtggaaggt
acagcaagga
agaagcacaa

agagcttcaa

taacgcagtc
gggccagtca
ctcccaggct
gtggcagtgg
ttgcagtgta
aagtggaaat
agcagttgaa
aggccaaagt
tcacagagca
aagcagacta

cgcccgtcac

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg

gcgtgttccc

ggccgctecc
cagcgtggtg
ggacaacgcc
ctccacctac
ggtgtacgcc
c€cggggcegag

Artificial Sequence

DR5(20F2) LCpETR9061 DNA

tccaggcacc
gagtgttagc
cctcatctat
atccgggaca
ttactgtcag
caaacgtacg
atctggaact
acagtggaag
ggacagcaag
cgagaaacac

aaagagcttc

Artificial Sequence

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga

tctggccccc

eolf-seql

agcgtgttca
tgcctgctga
ctgcagagcg
agcctgagca
tgcgaagtga
tgc

ctgtctttgt
agcagctact
ggagcatcca
gacttcactc
cagggtgagt
gtggctgcac
gcctectgttg
gtggataacg
gacagcacct

aaagtctacg

aacaggggag

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca

agcagcaaga
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tcttcccacc
acaacttcta
gcaacagcca
gcaccctgac

cccaccaggg

ctccagggga
tagcctggta
gcagggccac
tcaccatcag
cgcctececccc
catctgtctt
tgtgcctgct
ccctccaatc
acagcctcag
cctgcgaagt

agtgt

DR5(5E11)-FAP(28H1) VHCLpETR10334_2+2 DNA

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag

gcacaagcgg

cagcgacgag
cccccgegag
ggaatccgtg
cctgagcaag

cctgtccagc

aagagccacc
ccagcagaaa
tggcatccca
cagactggag
gacgttcggc
catcttcccg
gaataacttc
gggtaactcc
cagcaccctg

cacccatcag

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc

cggaacagcc

1800
1860
1920
1980
2040
2073

60
120
180
240
300
360
420
480
540
600
645

60
120
180
240
300
360
420



gccctgggct
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
gggggaagtg
cagcctggceg
gccatgtcct
gccteccggcg
aactccaaga
tactactgtg
accgtgtcca
cagctgaagt
gccaaggtgc
accgagcagg
gccgactacg
cccgtgacca
<210>
<211>
<212>
<213>

<220>
<223>

234
645
DNA

<400> 234

gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcc
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgacctg
acggccagcc
tcttcctgta
gctgcagegt
gccccggcaa
gcggcggagg
gatctctgag
gggtccgaca
agcagtacta
acaccctgta
ccaagggctg
gcgctagegt
ccggcacagc
agtggaaggt
acagcaagga
agaagcacaa

agagcttcaa

ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec
ggtgtacacc
tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
gtccggaggc
atctgaggtg
actgtcctgc
ggctcctggce
cgccgactct
cctgcagatg
gctgggcaac
ggccgctecc
cagcgtggtg
ggacaacgcc
ctccacctac
ggtgtacgcc
ccggggegag

Artificial Sequence

DR5(5E11) LCpETR9044 DNA

gaaatcgtgt taacgcagtc tccaggcacc

eolf-seql

cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
cccecgggagg
caggactggc
cccatcgaga
ctgcccccca
ggcttctacc
tacaagacca
accgtggaca
gccctgcaca
ggcggaagcg
cagctgctgg
gccgectecg
aaaggcctgg
gtgaagggcc
aactccctgc
ttcgactact
agcgtgttca
tgcctgctga
ctgcagagcg
agcctgagca
tgcgaagtga
tgc

tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
ccagcgatat
cccccectgt
agagccggtg
accactacac
gaggaggagg
aatccggcgg
gcttcacctt
aatgggtgtc
ggttcaccat
gggccgagga
ggggccaggg
tcttcccacc
acaacttcta
gcaacagcca
gcaccctgac

cccaccaggg

ctggaacagc
cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
atccggagga
aggcctggtg
ctcctecccac
cgccatctgg
ctcccgggac
caccgccgtg
caccctggtc
cagcgacgag
cccccgegag
ggaatccgtg
cctgagcaag

cctgtccagc

ctgtctttgt ctccagggga aagagccacc
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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
2073



ctctcttgca gggccagtca gagtgttagce

cctggccagg ctcccaggct cctcatctat

gacaggttca gtggcagtgg

ttgcagtgta

atccgggaca

cctgaagatt ttactgtcag

caggggacca aagtggaaat caaacgtacg

ccatctgatg agcagttgaa atctggaact

tatcccagag aggccaaagt acagtggaag
caggagagtg

acgctgagca

tcacagagca ggacagcaag

aagcagacta cgagaaacac

ggcctgagct cgcccgtcac aaagagcttc

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

<220>
<223>

235
2067
DNA
Artificial Sequence

DR5(5E11)-FAP (28H1) VHCL
PETR11052 DNA

<400> 235
gaggtgcaat tgttggagtc tgggggaggc

tcctgtgcag cctccggatt cacctttagce

ggctggagtg ggtctcagct
tgaagggccg

acagcctgag

ccagggaagg

gcagactccg gttcaccatc

ctgcagatga agccgaggac

agggtgtctt ttgactactg

gggccaagga

aagggcccaa gcgtgttccc tctggccccc

gccctgggct gcctggtcaa ggactacttc

ggagccctga ccagcggcgt gcacaccttt

agcctgagca gcgtggtcac agtgcctagc

aacgtgaacc acaagcccag caacaccaag

gacaagaccc acacctgtcc cccttgtcct

ttcctgttcc ccccaaagcc caaggacacc

tgcgtggtgg tggacgtgtc
ggcgtggagg
cgggtggtgt

tgcaaggtct

ccacgaggac

tgcacaatgc caagaccaag

ccgtgctgac cgtgctgceac

ccaacaaggc cctgcctgcc

ggccagccca gagaacccca ggtgtacacc

eolf-seql

agcagctact
ggagcatcca
gacttcactc
cagggtacta
gtggctgcac
gcctectgttg
gtggataacg
gacagcacct

aaagtctacg

aacaggggag

2+2 Removal of C-term.

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
ccccgggagg
caggactggc
cccatcgaga

ctgcccccta

tagcctggta
gcagggccac
tcaccatcag
ctcatcccat
catctgtctt
tgtgcctgct
ccctccaatc
acagcctcag
cctgcgaagt

agtgt

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag

gcagagatga
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ccagcagaaa
tggcatccca
cagactggag
tacgttcggc
catcttcccg
gaataacttc
gggtaactcc
cagcaccctg

cacccatcag

Lysine in

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag

gctgaccaag

Fc

120
180
240
300
360
420
480
540
600
645

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

1020
1080



eolf-seql

aaccaggtgt ccctgacctg tctcgtgaaa ggcttctacc cctccgatat cgccgtggaa 1140
tgggagagca acggccagcc cgagaacaac tacaagacca ccccccctgt gctggactcc 1200
gacggctcat tcttcctgta ctctaagctg acagtggaca agtcccggtg gcagcagggc 1260
aacgtgttct cctgctccgt gatgcacgag gccctgcaca accactacac ccagaagtcc 1320
ctgtccctgt ctcccggggg aggcggagga tctggcggag gcggatccgg tggtggcgga 1380
tctgggggcg gtggatctga ggtgcagctg ctggaatctg ggggaggact ggtgcagcca 1440
ggcggatctc tgaggctgtc ctgcgctgct tccggcttta ccttctccag ccacgccatg 1500
agttgggtgc gccaggcacc cggaaaagga ctggaatggg tgtcagccat ctgggcctcc 1560
ggcgagcagt actacgccga tagcgtgaag ggccggttca ccatctctcg ggataacagc 1620
aagaatactc tgtacctgca gatgaactcc ctgcgcgctg aagataccgc tgtgtattac 1680
tgcgccaagg gctggctggg caacttcgat tactggggcc agggaaccct cgtgactgtc 1740
tcgagcgctt ctgtggccge tccctccgtg ttcatcttcc caccttccga cgagcagctg 1800
aagtccggca ctgcctctgt cgtgtgcctg ctgaacaact tctaccctcg ggaagccaag 1860
gtgcagtgga aagtggataa cgccctgcag tccggcaact cccaggaatc cgtgaccgag 1920
caggactcca aggacagcac ctactccctg agcagcaccc tgaccctgtc caaggccgac 1980
tacgagaagc acaaggtgta cgcctgtgaa gtgacccacc agggcctgtc cagccccgtg 2040
accaagtcct tcaaccgggg cgagtgc 2067
<210> 236
<211> 2067
<212> DNA
<213> Artificial Sequence
<220>
<223> DR5(5E11)-FAP(28H1) VHCL2+2 Removal of C-term. Lysine in Fc
P329G/LALA mut. pETR11025 DNA
<400> 236
gaggtgcaat tgttggagtc tgggggaggc ttggtacagc ctggggggtc cctgagactc 60
tcctgtgcag cctccggatt cacctttagc agttatgcca tgagctgggt ccgccaggct 120
ccagggaagg ggctggagtg ggtctcagct attagtggta gtggtggtag cacatactac 180
gcagactccg tgaagggccg gttcaccatc tccagagaca attccaagaa cacgctgtat 240
ctgcagatga acagcctgag agccgaggac acggccgtat attactgtgc gaaaggggtg 300
agggtgtctt ttgactactg gggccaagga accctggtca ccgtctcgag tgctagcacc 360
aagggcccat ccgtgttccc tctggcccct tccagcaagt ctacctctgg cggcacagcec 420
gctctgggct gcctcgtgaa ggactacttc cccgagcctg tgacagtgtc ctggaactct 480
ggcgccctga catccggegt gcacaccttt ccagctgtgc tgcagtcctc cggcctgtac 540
tccctgtect ccgtcgtgac agtgccctcc agctctctgg gcacccagac ctacatctgce 600
aacgtgaacc acaagccctc caacaccaag gtggacaaga aggtggaacc caagtcctgc 660
gacaagaccc acacctgtcc cccttgtcct gcccctgaag ctgctggcgg ccctagegtg 720
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ttcctgttcc
tgcgtggtgg
ggcgtggaag
cgggtggtgt
tgcaaggtgt
ggccagcectc
aaccaggtgt
tgggagagca
gacggctcat
aacgtgttct
ctgtccctgt
tctgggggcy
ggcggatctc
agttgggtgc
ggcgagcagt
aagaatactc
tgcgccaagg
tcgagcgctt
aagtccggca
gtgcagtgga
caggactcca
tacgagaagc
accaagtcct
<210>
<211>
<212>
<213>

<220>
<223>

237
DNA

<400> 237
gaaatcgtgt

ctctcttgca
cctggccagg
gacaggttca
cctgaagatt

caggggacca

2043

ccccaaagcc
tggatgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gcgagcctca
ccctgacctg
acggccagcc
tcttcctgta
cctgctcegt
ctcccggggg
gtggatctga
tgaggctgtc
gccaggcacc
actacgccga
tgtacctgca
gctggctggg
ctgtggccgce
ctgcctctgt
aagtggataa
aggacagcac
acaaggtgta

tcaaccgggg

VHVL Cross DR5

taacgcagtc
gggccagtca
ctcccaggct
gtggcagtgg
ttgcagtgta

aagtggaaat

caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgggagcc
ggtgtacacc
tctcgtgaaa
cgagaacaac
ctctaagctg
gatgcacgag
aggcggagga
ggtgcagctg
ctgcgctgct
cggaaaagga
tagcgtgaag
gatgaactcc
caacttcgat
tccctecgtg
cgtgtgcctg
cgccctgeag
ctactccctg
cgcctgtgaa

cgagtgc

Artificial Sequence

(5E11)-FAP

tccaggcacc
gagtgttagc
cctcatctat
atccgggaca
ttactgtcag

caaaagctcc

eolf-seql

ctgatgatct
cctgaagtga
cctagagagg
caggattggc
cccatcgaaa
ctgcccccta
ggcttctacc
tacaagacca
acagtggaca
gccctgcaca
tctggcggag
ctggaatctg
tccggettta
ctggaatggg
ggccggttca
ctgcgcgetg
tactggggcc
ttcatcttcc
ctgaacaact
tccggcaact
agcagcaccc

gtgacccacc

cccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
agaccatctc
gcagagatga
cctccgatat
ccceccectgt
agtcccggtg
accactacac
gcggatccgg
ggggaggact

ccttctccag
tgtcagccat
ccatctctcg
aagataccgc
agggaaccct
caccttccga
tctaccctcg
cccaggaatc
tgaccctgtc

agggcctgtc

cgaagtgacc
gtacgtggac
ctccacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggaa
gctggactcc
gcagcagggc
ccagaagtcc
tggtggcgga
ggtgcagcca
ccacgccatg
ctgggcctcc
ggataacagc
tgtgtattac
cgtgactgtc
cgagcagctg
ggaagccaag
cgtgaccgag
caaggccgac

cagccccgtg

(28H1) pETR11827 2+2 DNA

ctgtctttgt
agcagctact
ggagcatcca
gacttcactc
cagggtacta

gctagcacca
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ctccagggga
tagcctggta
gcagggccac
tcaccatcag
ctcatcccat

agggcccaag

aagagccacc
ccagcagaaa
tggcatccca
cagactggag
tacgttcggce

cgtgttccct

780

840

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2067

60
120
180
240
300
360



ctggccccca
gactacttcc
cacacctttc
gtgcctagca
aacaccaagg
ccttgtcctg
aaggacaccc
cacgaggacc
aagaccaagc
gtgctgcacc
ctgcctgecc
gtgtacaccc
ctggtcaagg
gagaacaact
tccaaactga
atgcacgagg
tccggaggcg
tctgaggtgce
ctgtcctgeg
gctcctggca
gccgactctg
ctgcagatga
ctgggcaact
aagggcccct
gccctgggct
ggcgccctga
tctctgagca
aacgtgaacc
gac

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

<220>
<223>

238
672
DNA

gcagcaagag
ccgagcccgt
cagccgtgct
gcagcctggg
tggacaagaa
cccctgaget
tgatgatcag
ctgaagtgaa
cccgggagga
aggactggct
ccatcgagaa
tgccccccag
gcttctaccc
acaagaccac
ccgtggacaa
ccctgcacaa
gcggaagcgg
agctgctgga
ccgcctcecgg
aaggcctgga
tgaagggccg
actccctgcg
tcgactactg
ccgtgtttcc
gcctcgtgaa
ccagcggegt
gcgtcgtgac

acaagcccag

cacaagcggc
gacagtgtcc
gcagagcagc
cacccagacc
ggtggagccc
gctgggcgga
ccggaccccc
gttcaattgg
acagtacaac
gaacggcaaa
aaccatcagc
cagagatgag
cagcgatatc
cccccctgtg
gagccggtgg
ccactacacc
aggaggagga
atccggcgga
cttcaccttc
atgggtgtcc
gttcaccatc
ggccgaggac
gggccagggc
tctggccect
agactacttc
gcacacattt
tgtgcccagce

CcaacCaccaaa

Artificial Sequence

eolf-seql

ggaacagccg
tggaacagcg
ggcctgtaca
tacatctgca
aagagctgcg
cccagegtgt
gaagtgacct
tacgtggacg
agcacctacc
gagtacaagt
aaggccaagg
ctgaccaaga
gccgtggagt
ctggacagcg
cagcagggca
cagaagtccc
tccggaggag
ggcctggtgce
tcctcccacg
gccatctggg
tcccgggaca
accgccgtgt
accctggtca
agctctaaga
cccgagcccg
ccagctgtgce
tctagcctgg
gtggataaga

DR5(5E11)VHCL_pETR11484 DNA
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ccctgggetg
gagccctgac
gcctgagcag
acgtgaacca
acaagaccca
tcctgttecc
gcgtggtggt
gcgtggaggt
gggtggtgtc
gcaaggtctc
gccageccag
accaggtgtc
gggagagcaa
acggcagctt
acgtgttcag
tgagcctgag
ggggaagtgg
agcctggegg
ccatgtcctg
cctccggega
actccaagaa
actactgtgc
ccgtgtccag
gcaccagcgg
tgacagtgtc
tgcagtccag
gaacccagac

aggtggaacc

cctggtcaag
cagcggcgtg
cgtggtcaca
caagcccagce
cacctgtccc
cccaaagccc
ggacgtgtcc
gcacaatgcc
cgtgctgacc
caacaaggcc
agaaccccag
cctgacctgt
cggccagect
cttcctgtac
ctgcagcgtg
ccccggeaag
cggcggagga
atctctgaga
ggtccgacag
gcagtactac
caccctgtac
caagggctgg
cgctagcacc
aggaacagcc
ttggaactct
cggcctgtac
ctacatctgc

caagagctgc

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
2043



<400> 238
gaggtgcaat

tcctgtgcag
ccagggaagg
gcagactccg
ctgcagatga
agggtgtctt
gctgcaccat
tctgttgtgt
gataacgccc
agcacctaca

gtctacgcct

aggggagagt

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

<220>
<223>

239
645
DNA

FAP

<400> 239
gagatcgtgc

ctgtcctgcea
cccggccagg
gaccggttct
cccgaggact
cagggcacca
ccatctgatg
tatcccagag
caggagagtg
acgctgagca
ggcctgagct
<210>
<211>
<212>
<213>

<220>
<223>

240
DNA

<400> 240

2070

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
ctgtcttcat
gcctgctgaa
tccaatcggg
gcctcagcag
gcgaagtcac

gt

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
cttcccgceca
taacttctat
taactcccag
caccctgacg

ccatcagggc

Artificial Sequence

eolf-seql

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
tctgatgagc
cccagagagg
gagagtgtca
ctgagcaaag

ctgagctcgc

(28H1) VLCL_pETR9366 DNA

tgacccagtc
gagcctccca
ccccteggcet
ccggctctgg
tcgccgtgta
aggtggaaat
agcagttgaa
aggccaaagt
tcacagagca
aagcagacta

cgcccgtcac

ccccggcacc
gtccgtgtcc
gctgatcatc
ctccggcacc
ctactgccag
caagcgtacg
atctggaact
acagtggaag
ggacagcaag
cgagaaacac

aaagagcttc

Artificial Sequence

CH1CL Cross DR5(5E11)-FAP

gaggtgcaat tgttggagtc tgggggaggc

ctgtctctga
cggtcctacc
ggcgectcta
gacttcaccc
cagggccagg
gtggctgcac
gcctectgttg
gtggataacg
gacagcacct

aaagtctacg

aacaggggag

(28H1) PpET

ttggtacagc
Page 184

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
agttgaaatc
ccaaagtaca
cagagcagga
cagactacga

ccgtcacaaa

gccctggega
tcgcctggta
ccagagccac
tgaccatctc
tcatccctcc
catctgtctt
tgtgcctgct
ccctccaatc
acagcctcag
cctgcgaagt

agtgt

R11828 2+2

ctggggggtc

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcgtg
tggaactgcc
gtggaaggtg
cagcaaggac
gaaacacaaa

gagcttcaac

gagagccacc
tcagcagaag
cggcatccct
ccggctggaa
cacctttggc
catcttcccg
gaataacttc
gggtaactcc
cagcaccctg

cacccatcag

DNA

cctgagactc

60
120
180
240
300
360
420
480
540
600
660
672

60
120
180
240
300
360
420
480
540
600
645

60



tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
agggtgtctt
gccgctccca
tctgtcgtgt
gacaatgccc
tccacctaca
gtgtacgcct
cggggcgagt
ggccctageg
cctgaagtga
tggtacgtgg
aacagcacct
aaagagtaca
agcaaggcca
gagctgacca
atcgccgtgg
gtgctggact
tggcagcagg
acccagaagt
ggaggagggg
ctggtgcagc
tcccacgeca
atctgggect
cgggacaact
gccgtgtact
ctggtcaccg
tctaagagca
gagcccgtga
gctgtgctgce
agcctgggaa
gataagaagg

cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgttcat
gcctgctgaa
tgcagagcgg
gcctgagcag
gcgaagtgac
gcgacaagac
tgttcctgtt
cctgcgtggt
acggcgtgga
accgggtggt
agtgcaaggt
agggccagcc
agaaccaggt
aatgggagag
ccgacggctc
gcaacgtgtt
ccctgtcect
gaagtggcgg
ctggcggatc
tgtcctgggt
ccggcgagcea
ccaagaacac
actgtgccaa
tgtccagegce
ccagcggagg
cagtgtcttg
agtccagcgg
cccagaccta

tggaacccaa

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
cttcccacct
caacttctac
caacagccag
cacactgacc
ccaccagggc
ccacacctgc
ccccccaaag
ggtggatgtg
ggtgcacaat
gtccgtgctg
ctccaacaag
cagagaaccc
gtccctgacc
caacggccag
attcttcctg
ctcctgctcc
gtctcccggg
cggaggatct
tctgagactg
ccgacaggct
gtactacgcc
cctgtacctg
gggctggctg
tagcaccaag
aacagccgcc
gaactctggc
cctgtactct
catctgcaac

gagctgcgac

eolf-seql

agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
agcgacgagc
cccecgegagg
gaaagcgtga
ctgagcaagg
ctgtctagcc
cccecttgtce
cccaaggaca
tcccacgagg
gccaagacca
accgtgctgce
gccctgectg
caggtgtaca
tgtctcgtga
cccgagaaca
tactctaagc
gtgatgcacg
ggaggcggag
gaggtgcagc
tcctgegecg
cctggcaaag
gactctgtga
cagatgaact
ggcaacttcg
ggcccctecg
ctgggctgec
gccctgacca
ctgagcagcg

gtgaaccaca

Page 185

tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
agctgaagtc
ccaaggtgca
ccgagcagga
ccgactacga
ccgtgaccaa
ctgcccctga
ccctgatgat
acccagaagt
agccccggga
accaggactg
cccccatcga
ccctgecccc
aaggcttcta
actacaagac
tgacagtgga
aggccctgeca
gatctggcgg
tgctggaatc
cctccggett
gcctggaatg
agggccggtt
ccctgegggce
actactgggg
tgtttcctct
tcgtgaaaga
gcggecgtgea
tcgtgactgt

agcccagcaa

ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcgtg
cggcacagcc
gtggaaggtg
cagcaaggac
gaagcacaag
gagcttcaac
actgctggga
cagccggacc
gaagttcaat
ggaacagtac
gctgaacggc
gaaaaccatc
tagcagagat
cccctecgat
caccccccct
caagtcccgg
caaccactac
aggcggatcc
c€ggcggaggce
caccttctcc
ggtgtccgcec
caccatctcc
cgaggacacc
ccagggcacc
ggcccctagce
ctacttcccc
cacatttcca
gcccagetct

caccaaagtg

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
1740
1800
1860
1920
1980
2040
2070



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

<220>
<223>

241
642
DNA

<400> 241
gaaatcgtgt

ctctcttgca
cctggccagg
gacaggttca
cctgaagatt
caggggacca
ctggccccca
gactacttcc
cacacctttc
gtgccctcca
aacaccaaag
<210>
<211>
<212>
<213>

<220>
<223>

242
DNA

<400> 242
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
cgtaagaagt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc

ttcctgttec

2073

taacgcagtc
gggccagtca
ctcccaggct
gtggcagtgg
ttgcagtgta
aagtggaaat
gcagcaagag
ccgagcccgt
cagccgtgct
gcagcctggg

tggacaagaa

DR5(18F11)-FAP

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc
gcctggtcaa
ccagcggcgt
gcgtggtcac
acaagcccag
acacctgtcc

CCCcCaaagcc

Artificial Sequence

DR5(5E11) VLCH1_pETR11480

tccaggcacc
gagtgttagc
cctcatctat
atccgggaca
ttactgtcag
caaaagctcc
cacctctggc
gaccgtgtcc
gcagagcagc
cacccagacc

ggtggaaccc

Artificial Sequence

eolf-seql

DNA

ctgtctttgt
agcagctact
ggagcatcca
gacttcactc
cagggtacta
gctagcacca
ggaacagccg
tggaactctg
ggcctgtact
tacatctgca

aagagctgcg

ctccagggga
tagcctggta
gcagggccac
tcaccatcag
ctcatcccat
agggcccctc
ccctgggetg
gcgcectgac
ccctgageag
acgtgaacca

ac

(28H1) VHCL 2+2 pETR9801 DNA

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect

caaggacacc

ttggtacagc
agttatgcca
attagtggta
tccagagaca
gcggecgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce

ctgatgatca
Page 186

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg

gccggacccc

aagagccacc
ccagcagaaa
tggcatccca
cagactggag
tacgttcggce
cgtgtttcct
cctggtgaaa
cagcggcgtg
cgtggtgaca

caagcccagc

cctgagactc
ccgccaggcet
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg

cgaagtgacc

60
120
180
240
300
360
420
480
540
600
642

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



tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
gggggaagtg
cagcctggceg
gccatgtcct
gccteccggcg
aactccaaga
tactactgtg
accgtgtcca
cagctgaagt
gccaaggtgc
accgagcagg
gccgactacg
cccgtgacca
<210>
<211>
<212>
<213>

<220>
<223>

243
645
DNA

<400> 243
gaaatcgtgt

ctctcttgeca
cctggccagg
gacaggttca
cctgaagatt
caggggacca

ccatctgatg

tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgacctg
acggccagcc
tcttcctgta
gctgcagcgt
gccccggcaa
gcggcggagg
gatctctgag
gggtccgaca
agcagtacta
acaccctgta
ccaagggctg
gcgctagegt
ccggcacagc
agtggaaggt
acagcaagga
agaagcacaa

agagcttcaa

taacgcagtc
gggccagtca
ctcccaggct
gtggcagtgg
ttgcagtgta
aagtggaaat

agcagttgaa

ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec
ggtgtacacc
tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
gtccggaggc
atctgaggtg
actgtcctgc
ggctcctggce
cgccgactct
cctgcagatg
gctgggcaac
ggccgcetecc
cagcgtggtg
ggacaacgcc
ctccacctac
ggtgtacgcc
ccggggegag

Artificial Sequence

DR5(18F11) LC_pETR9070 DNA

tccaggcacc
gagtgttagc
cctcatctat
atccgggaca
ttactgtcag
caaacgtacg

atctggaact

eolf-seql

cctgaagtga
cccecgggagg
caggactggc
cccatcgaga
ctgcccccca
ggcttctacc
tacaagacca
accgtggaca
gccctgcaca
ggcggaagcg
cagctgctgg
gccgectecg
aaaggcctgg
gtgaagggcc
aactccctgce
ttcgactact
agcgtgttca
tgcctgctga
ctgcagagcg
agcctgagca
tgcgaagtga
tgc

ctgtctttgt
agcagctact
ggagcatcca
gacttcactc
cagggtcagt
gtggctgcac

gcctctgttg
Page 187

agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
ccagcgatat
cccccectgt
agagccggtg
accactacac
gaggaggagg
aatccggcgg
gcttcacctt
aatgggtgtc
ggttcaccat
gggccgagga
ggggccaggg
tcttcccacc
acaacttcta
gcaacagcca
gcaccctgac

cccaccaggg

ctccagggga
tagcctggta
gcagggccac
tcaccatcag
tgcctcccat
catctgtctt

tgtgcctgct

gtacgtggac
cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
atccggagga
aggcctggtg
ctcctecccac
cgccatctgg
ctcccgggac
caccgccgtg
caccctggtc
cagcgacgag
cccccgegag
ggaatccgtg
cctgagcaag

cctgtccagc

aagagccacc
ccagcagaaa
tggcatccca
cagactggag
tacgttcggc
catcttcccg

gaataacttc

840

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2073

60
120
180
240
300
360
420



eolf-seql

tatcccagag aggccaaagt acagtggaag gtggataacg

caggagagtg tcacagagca ggacagcaag gacagcacct

acgctgagca aagcagacta cgagaaacac aaagtctacg

ggcctgagct cgcccgtcac aaagagcttc aacaggggag

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

<220>
<223>

244
2067
DNA

<400> 244
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
agggtgtctt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
agtggcggcg
ggcggatctc

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgttccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgtggtg
acggccagcc
tcttcctgta
gctgcagegt
gcccecggegg
gaggatctga
tgagactgtc

Artificial Sequence

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggeccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec
ggtgtacacc
tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
aggcggcgga
ggtgcagctg

ctgcgecgec

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
cccecgggagg
caggactggc
cccatcgaga
ctgccccect
ggcttctacc
tacaagacca
accgtggaca
gccctgeaca
agcggaggag
ctggaatccg

tccggcttca

ccctccaatc
acagcctcag
cctgcgaagt

agtgt

DR5(5E11)-FAP (28H1) Fc knob VHCL 2+1 pETR10427

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
ccagcgatat
cccccectgt
agagccggtg
accactacac
gaggatccgg
gcggaggcect

ccttctcctc

Page 188

gggtaactcc
cagcaccctg

cacccatcag

DNA

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgce
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
aggaggggga
ggtgcagcct

ccacgccatg

480
540
600
645

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



tcctgggtcc
ggcgagcagt
aagaacaccc
tgtgccaagg
tccagcgcta
aagtccggca
gtgcagtgga
caggacagca
tacgagaagc
accaagagct
<210>
<211>
<212>
<213>

<220>
<223>

245
DNA

<400> 245
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
agggtgtctt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca

aaccaggtgt

1341

gacaggctcc
actacgccga
tgtacctgca
gctggctggg
gcgtggecegce
cagccagcgt
aggtggacaa
aggactccac
acaaggtgta

tcaaccgggg

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca

ccctgagctg

tggcaaaggc
ctctgtgaag
gatgaactcc
caacttcgac
tcccagegtg
ggtgtgcctg
cgccctgeag
ctacagcctg
cgcctgcgaa

cgagtgc

Artificial Sequence

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec
ggtgtgcacc

tgccgtcaag

eolf-seql

ctggaatggg
ggccggttca
ctgcgggecg
tactggggcc
ttcatcttcc
ctgaacaact
agcggcaaca
agcagcaccc

gtgacccacc

DR5(5E11) Fc hole pETR10336 DNA

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
cccecgggagg
caggactggc
cccatcgaga
ctgcccccca

ggcttctacc

tgtccgecat
ccatctcccg
aggacaccgc
agggcaccct
cacccagcga
tctacccccg
gccaggaatc
tgaccctgag

agggcctgtc

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga

ccagcgatat

Page 189

ctgggcctcc
ggacaactcc
cgtgtactac
ggtcaccgtg
cgagcagctg
cgaggccaag
cgtgaccgag
caaggccgac

cagccccgtg

cctgagactc
ccgccaggcet
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag

gctgaccaag

cgccgtggag

1560
1620
1680
1740
1800
1860
1920
1980
2040
2067

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

1020
1080
1140



eolf-seql

tgggagagca acggccagcc tgagaacaac tacaagacca ccccccctgt

gacggcagct

tcttcctggt gtccaaactg accgtggaca agagccggtg

aacgtgttca gctgcagcgt gatgcacgag gccctgcaca accactacac

ctgagcctga gccccggecaa g

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

<220>
<223>

246
DNA

<400> 246
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
agggtgtctt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
agtggcggcg
ggcggatctc

2067

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgttccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgtggtg
acggccagcc
tcttcctgta
gctgcagegt
gcccecggegg
gaggatctga
tgagactgtc

Artificial Sequence

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggeccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec
ggtgtacacc
tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
aggcggcgga
ggtgcagctg

ctgcgecgec

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
cccecgggagg
caggactggc
cccatcgaga
ctgccccect
ggcttctacc
tacaagacca
accgtggaca
gccctgeaca
agcggaggag
ctggaatccg

tccggcttca
Page 190

DR5(5E11)-FAP (28H1) Fc knob VHCL 3+1 pETR10427

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
ccagcgatat
cccccectgt
agagccggtg
accactacac
gaggatccgg
gcggaggcect

ccttctcctc

gctggacagc
gcagcagggc

ccagaagtcc

DNA

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgce
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
aggaggggga
ggtgcagcct

ccacgccatg

1200
1260
1320
1341

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



tcctgggtcc
ggcgagcagt
aagaacaccc
tgtgccaagg
tccagcgcta
aagtccggca
gtgcagtgga
caggacagca
tacgagaagc
accaagagct
<210>
<211>
<212>
<213>

<220>
<223>

247
DNA

<400> 247
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
agggtgtctt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca

aaccaggtgt

2061

gacaggctcc
actacgccga
tgtacctgca
gctggctggg
gcgtggecegce
cagccagcgt
aggtggacaa
aggactccac
acaaggtgta

tcaaccgggg

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca

ccctgagctg

tggcaaaggc
ctctgtgaag
gatgaactcc
caacttcgac
tcccagegtg
ggtgtgcctg
cgccctgeag
ctacagcctg
cgcctgcgaa

cgagtgc

Artificial Sequence

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec
ggtgtgcacc

tgccgtcaag

eolf-seql

ctggaatggg
ggccggttca
ctgcgggecg
tactggggcc
ttcatcttcc
ctgaacaact
agcggcaaca
agcagcaccc

gtgacccacc

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
cccecgggagg
caggactggc
cccatcgaga
ctgcccccca

ggcttctacc

tgtccgecat
ccatctcccg
aggacaccgc
agggcaccct
cacccagcga
tctacccccg
gccaggaatc
tgaccctgag

agggcctgtc

DR5(5E11)-DR5(5E11) Fc hole pETR10429 DNA

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga

ccagcgatat

Page 191

ctgggcctcc
ggacaactcc
cgtgtactac
ggtcaccgtg
cgagcagctg
cgaggccaag
cgtgaccgag
caaggccgac

cagccccgtg

cctgagactc
ccgccaggcet
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag

gctgaccaag

cgccgtggag

1560
1620
1680
1740
1800
1860
1920
1980
2040
2067

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

1020
1080
1140



tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
tctggcggag
ggggggtccc
agctgggtcc
ggtggtagca
tccaagaaca
tactgtgcga
gtctcgagtg
acctctggcg
accgtgtcct
cagagcagcg
acccagacct
gtggaaccca
<210>
<211>
<212>
<213>

<220>
<223>

248
DNA

<400> 248
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
agggtgtctt
aagggcccat
gccctgggcet
ggcgccctga
tccctcagea
aacgtgaatc
ggaggcggag
ttggtacagc

2031

acggccagcec
tcttcctggt
gctgcagegt
gccceggegg
gcggcagega
tgagactctc
gccaggctcec
catactacgc
cgctgtatct
aaggggtgag
ctagcaccaa
gaacagccgc
ggaactctgg
gcctgtactc
acatctgcaa

agagctgcga

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
cggtcttccc
gcctggtcaa
ccagcggegt
gcgtggtgac
acaagcccag
gatccggcgg
ctggggggtc

tgagaacaac
gtccaaactg
gatgcacgag
aggcggcgga
ggtgcaattg
ctgtgcagcc
agggaagggg
agactccgtg
gcagatgaac
ggtgtctttt
gggcccctcc
cctgggctgce
cgccctgacc
cctgagcagce
cgtgaaccac

C

Artificial Sequence

DR5(5E11)_Fc knob Fab-Fab

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
cctggcaccc
ggactacttc
gcacaccttc
cgtgccctcc
caacaccaag
aggcggatct

cctgagactc

eolf-seql

tacaagacca
accgtggaca
gccctgcaca
agcggaggag
ttggagtctg
tccggattca
ctggagtggg
aagggccggt
agcctgagag
gactactggg
gtgtttcctc
ctggtgaaag
agcggcgtgce
gtggtgacag

aagcccagca

ccccecccctgt
agagccggtg
accactacac
gaggatccgg

ggggaggctt
cctttagcag

tctcagctat
tcaccatctc
ccgaggacac
gccaaggaac
tggcccccag
actacttccc
acacctttcc
tgccctccag

acaccaaagt

gctggacagc
gcagcagggc
ccagaagtcc
agggggagga
ggtacagcct
ttatgccatg
tagtggtagt
cagagacaat
ggccgtatat
cctggtcacc
cagcaagagc
cgagcccgtg
agccgtgetg
cagcctgggce

ggacaagaag

Head-to-tail 2+1 pETR10662 DNA

ttggtacagc ctggggggtc cctgagactc

agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
tcctccaaga
cccgaaccgg
ccggctgtcc
agcagcttgg
gtggacaaga
gaggtgcaat

tcctgtgcag
Page 192

tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacctctgg
tgacggtgtc
tacagtcctc
gcacccagac
aagttgagcc
tgttggagtc

cctccggatt

ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
gggcacagcg
gtggaactca
aggactctac
ctacatctgc
caaatcttgt

tgggggaggc

cacctttagc

1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2061

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



agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
agcagcaaga
cccgageccg
ccagccgtgce
agcagcctgg
gtggacaaga
gccecctgagce
ctgatgatca
cctgaagtga
ccgcgggagg
caggactggc
cccatcgaga
ctgcccccat
ggcttctatc
tacaagacca
accgtggaca
gctctgcaca
<210>
<211>
<212>
<213>

<220>
<223>

249
DNA

<400> 249
gaagtgcagc

tcctgegecg
cctggcaaag
gactctgtga
cagatgaact
ggcaacttcg

gctcccageg

gtggtgtgcc

1350

tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
agcagtacaa
tgaatggcaa
aaaccatctc
gccgggatga
ccagcgacat
cgccteccegt
agagcaggtg

accactacac

tgctggaatc
cctccggett
gcctggaatg
agggccggtt
ccctgegggce
actactgggg
tgttcatctt

tgctgaacaa

ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgce
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacgtac
ggagtacaag
caaagccaaa
gctgaccaag
cgccgtggag
gctggactcc

gcagcagggg

gcagaagagc

Artificial Sequence

€ggcggaggc
caccttctcc
ggtgtccgcc
caccatctcc
cgaggacacc
acagggcacc
cccacccagc

cttctacccc

eolf-seql

ccagggaagg

gcagactccg
ctgcagatga
agggtgtctt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggaag
cgtgtggtca
tgcaaggtct
gggcagcccc
aaccaggtca
tgggagagca
gacggctcct
aacgtcttct

ctctccctgt

ctggtgcagc
tcccacgeca
atctgggect
cgggacaact
gccgtgtact
ctggtcaccg
gacgagcagc

cgcgaggcca
Page 193

ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
gcgtcctcac
ccaacaaagc
gagaaccaca
gcctgtggtg
atgggcagcc
tcttcctcta
catgctccgt

ctccgggtaa

FAP(28H1) _Fc hole VHCL Cross pETR10130 DNA

ctggcggatc
tgtcctgggt
ccggcgagcea
ccaagaacac
actgtgccaa
tgtccagegce
tgaagtccgg
aggtgcagtg

ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtcctgcac
cctcccagec
ggtgtacacc
cctggtcaaa
ggagaacaac
cagcaagctc
gatgcatgag

a

tctgagactg
ccgacaggct
gtactacgcc
cctgtacctg
gggctggctg
tagcgtggcec
cacagccagce

gaaggtggac

840

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2031

60
120
180
240
300
360
420
480



aacgccctgce
acctacagcc
tacgcctgeg
ggcgagtgceg
ccttccgtgt
gaagtgacct
tacgtggacg
agcacctacc
gagtacaagt
aaggccaagg
ctgaccaaga
gccgtggagt
ctggacagcg
cagcagggca
cagaagtccc
<210>
<211>
<212>
<213>

<220>
<223>

250
DNA

<400> 250
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
cgtaagaagt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc

ttcctgttcc

tgcgtggtgg

2073

agagcggcaa
tgagcagcac
aagtgaccca
acaagaccca
tcctgttecc
gcgtggtggt
gcgtggaggt
gggtggtgtc
gcaaggtctc
gccagcccag
accaggtgtc
gggagagcaa
acggcagctt
acgtgttcag
tgagcctgag

DR5(18F11)-FAP

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec

tggacgtgtc

cagccaggaa
cctgaccctg
ccagggcctg
cacctgtccc
cccaaagccc
cgatgtgtcc
gcacaatgcc
cgtgctgacc
caacaaggcc
agaaccccag
cctgagctgt
cggccagect
cttcctggtg
ctgcagcgtg

ccccggcaag

Artificial Sequence

eolf-seql

tccgtgaccg
agcaaggccg
tccagccccg
ccttgeccctg
aaggacaccc
cacgaggacc
aagaccaagc
gtgctgcacc
ctgcctgecc
gtgtgcaccc
gccgtcaagg
gagaacaact
tccaaactga

atgcacgagg

agcaggacag
actacgagaa
tgaccaagag
cccctgaact
tgatgatcag
ctgaagtgaa
cccgggagga
aggactggct
ccatcgagaa
tgccccccag
gcttctaccc
acaagaccac
ccgtggacaa

ccctgcacaa

(28H1) Fc knob VHCL 2+1 pETR9807

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc

ccacgaggac

ttggtacagc
agttatgcca
attagtggta
tccagagaca
gcggecgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca

cctgaagtga

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc

agttcaattg

Page 194

caaggactcc
gcacaaggtg
cttcaaccgg
gctgggtggc
ccggaccccc
gttcaattgg
acagtacaac
gaacggcaaa
aaccatcagc
cagagatgag
cagcgatatc
cccccctgtg
gagccggtgg

ccactacacc

DNA

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc

gtacgtggac

540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1350

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



ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
gggggaagtg
cagcctggceg
gccatgtcct
gccteccggcg
aactccaaga
tactactgtg
accgtgtcca
cagctgaagt
gccaaggtgc
accgagcagg
gccgactacg
cccgtgacca
<210>
<211>
<212>
<213>

<220>
<223>

251
DNA

<400> 251
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
cgtaagaagt
aagggcccaa

gccctgggct

1341

tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgtggtg
acggccagcc
tcttcctgta
gctgcagegt
gccccggcaa
gcggeggagg
gatctctgag
gggtccgaca
agcagtacta
acaccctgta
ccaagggctg
gcgctagegt
ccggcacagce
agtggaaggt
acagcaagga
agaagcacaa

agagcttcaa

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc

gcctggtcaa

caagaccaag
cgtgctgcac
cctgcctgec
ggtgtacacc
tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
gtccggaggce
atctgaggtg
actgtcctgc
ggctcctggce
cgccgactct
cctgcagatg
gctgggcaac
ggccgcetecc
cagcgtggtg
ggacaacgcc
ctccacctac
ggtgtacgcc
c€cggggegag

Artificial Sequence

tgggggaggc

cacctttagc
ggtctcagcet
gttcaccatc
agccgaggac
gggccaagga
tctggccccc

ggactacttc

eolf-seql

cccecgggagyg
caggactggc
cccatcgaga
ctgccccect
ggcttctacc
tacaagacca
accgtggaca
gccctgcaca
ggcggaagceg
cagctgctgg
gccgectecg
aaaggcctgg
gtgaagggcc
aactccctgc
ttcgactact
agcgtgttca
tgcctgctga
ctgcagagcg
agcctgagca
tgcgaagtga
tgc

DR5(18F11) Fc hole pETR9808 DNA

ttggtacagc
agttatgcca
attagtggta
tccagagaca
gcggecgtat
accctggtca
agcagcaaga

cccgagcececg
Page 195

aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
ccagcgatat
cccccectgt
agagccggtg
accactacac
gaggaggagg
aatccggcgg
gcttcacctt
aatgggtgtc
ggttcaccat
gggccgagga
ggggccaggg
tcttcccacc
acaacttcta
gcaacagcca
gcaccctgac

cccaccaggg

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg

tgacagtgtc

cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
atccggagga
aggcctggtg
ctcctecccac
cgccatctgg
ctcccgggac
caccgccgtg
caccctggtc
cagcgacgag
cccccgegag
ggaatccgtg
cctgagcaag

cctgtccagc

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc

ctggaacagc

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2073

60
120
180
240
300
360
420
480



ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
<210>
<211>
<212>
<213>

<220>
<223>

252
DNA

<400> 252
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
cgtaagaagt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc

ttcctgttcc

tgcgtggtgg

2067

ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgagetg
acggccagcc
tcttcctggt
gctgcagegt

gccccggcaa

DR5(18F11)-FAP

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec

tggacgtgtc

gcacaccttt
agtgcctagc
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec
ggtgtgcacc
tgccgtcaag
tgagaacaac
gtccaaactg
gatgcacgag
g

Artificial Sequence

eolf-seql

ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
ccccgggagg
caggactggc
cccatcgaga
ctgcccccca
ggcttctacc
tacaagacca
accgtggaca

gccctgcaca

tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
ccagcgatat
cccccectgt
agagccggtg

accactacac

(28H1) VHCL Fcknob 3+1 pETR10333

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc

ccacgaggac

ttggtacagc
agttatgcca
attagtggta
tccagagaca
gcggecgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca

cctgaagtga
Page 196

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc

agttcaattg

cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc

ccagaagtcc

DNA

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc

gtacgtggac

540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1341

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



ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
agtggcggcg
ggcggatctc
tcctgggtcc
ggcgagcagt
aagaacaccc
tgtgccaagg
tccagcgcta
aagtccggca
gtgcagtgga
caggacagca
tacgagaagc
accaagagct
<210>
<211>
<212>
<213>

<220>
<223>

253
DNA

<400> 253
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
cgtaagaagt
aagggcccaa

gccctgggct

2061

tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgtggtg
acggccagcc
tcttcctgta
gctgcagegt
gcccecggegg
gaggatctga
tgagactgtc
gacaggctcc
actacgccga
tgtacctgca
gctggctggg
gcgtggecgce
cagccagegt
aggtggacaa
aggactccac
acaaggtgta

tcaaccgggg

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc

gcctggtcaa

caagaccaag
cgtgctgcac
cctgcctgec
ggtgtacacc
tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
aggcggegga
ggtgcagctg
ctgcgecgec
tggcaaaggc
ctctgtgaag
gatgaactcc
caacttcgac
tcccagegtg
ggtgtgcctg
cgccctgeag
ctacagcctg
cgcctgcgaa

cgagtgc

Artificial Sequence

tgggggaggc

cacctttagc
ggtctcagcet
gttcaccatc
agccgaggac
gggccaagga
tctggccccc

ggactacttc

eolf-seql

cccecgggagyg
caggactggc
cccatcgaga
ctgccccect
ggcttctacc
tacaagacca
accgtggaca
gccctgeaca
agcggaggag
ctggaatccg
tccggettca
ctggaatggg
ggccggttca
ctgcgggecg
tactggggcc
ttcatcttcc
ctgaacaact
agcggcaaca
agcagcaccc

gtgacccacc

ttggtacagc
agttatgcca
attagtggta
tccagagaca
gcggecgtat
accctggtca
agcagcaaga

cccgagceccg
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aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
ccagcgatat
ccceccectgt
agagccggtg
accactacac
gaggatccgg
gcggaggect
ccttctectc
tgtccgecat
ccatctcccg
aggacaccgc
agggcaccct
cacccagcga
tctacccccg
gccaggaatc
tgaccctgag

agggcctgtc

DR5(18F11)-DR5(18F11) Fc hole pETR10288 DNA

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg

tgacagtgtc

cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
aggaggggga
ggtgcagcct
ccacgccatg
ctgggcctcc
ggacaactcc
cgtgtactac
ggtcaccgtg
cgagcagctg
cgaggccaag
cgtgaccgag
caaggccgac

cagccccgtg

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc

ctggaacagc

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2067

60
120
180
240
300
360
420
480



ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
tctggcggag
ggggggtccc
agctgggtcc
ggtggtagca
tccaagaaca
tactgtgcga
gtctcgagtg
acctctggcg
accgtgtcct
cagagcagcg
acccagacct
gtggaaccca
<210>
<211>
<212>
<213>

<220>
<223>

254
990
DNA

<400> 254

ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgagetg
acggccagcc
tcttcctggt
gctgcagegt
gcccecggegg
gcggcagcega
tgagactctc
gccaggctcc
catactacgc
cgctgtatct
aaggggtgcg
ctagcaccaa
gaacagccgc
ggaactctgg
gcctgtactc
acatctgcaa

agagctgcga

hu Fc _wt DNA

gcacaccttt
agtgcctagc
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgceac
cctgcctgec
ggtgtgcacc
tgccgtcaag
tgagaacaac
gtccaaactg
gatgcacgag
aggcggegga
ggtgcaattg
ctgtgcagcc
agggaagggg
agactccgtg
gcagatgaac
taagaagttt
gggcccctcc
cctgggctgce
cgccctgacc
cctgagcagc
cgtgaaccac

C

Artificial Sequence

eolf-seql

ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
ccccgggagg
caggactggc
cccatcgaga
ctgcccccca
ggcttctacc
tacaagacca
accgtggaca
gccctgcaca
agcggaggag
ttggagtctg
tccggattca
ctggagtggg
aagggccggt
agcctgagag
gactactggg
gtgtttcctc
ctggtgaaag
agcggegtgce
gtggtgacag

aagcccagca

tgcagagcag
gcacccagac
aggtggagcc
tgctgggegg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
ccagcgatat
cccccectgt
agagccggtg
accactacac
gaggatccgg

ggggaggctt
cctttagcag

tctcagctat
tcaccatctc
ccgaggacgc
gccaaggaac
tggcccccag
actacttccc
acacctttcc
tgccctccag

acaccaaagt

cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
agggggagga
ggtacagcct
ttatgccatg
tagtggtagt
cagagacaat
ggccgtatat
cctggtcacc
cagcaagagc
cgagcccgtg
agccgtgetg
cagcctgggc

ggacaagaag

gctagcacca agggcccatc ggtcttcccc ctggcaccct cctccaagag cacctctggg

ggcacagcgg ccctgggctg cctggtcaag gactacttcc ccgaaccggt gacggtgtcg
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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
2061

60
120



tggaactcag
ggactctact
tacatctgca
aaatcttgtg
ccgtcagtct
gaggtcacat
tacgtggacg
agcacgtacc
gagtacaagt
aaagccaaag
ctgaccaaga
gccgtggagt
ctggactccg

cagcagggga

cagaagagcc

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

<220>
<223>

255
990
DNA

<400> 255
gctagcacca

ggcacagccg
tggaactctg
ggcctgtact
tacatctgca
aagtcctgcg
cctagcgtgt
gaagtgacct
tacgtggacg
tccacctacc
gagtacaagt
aaggccaagg
ctgaccaaga

gccgtggaat

gcgcectgac
ccctcagcag
acgtgaatca
acaaaactca
tcctcttecc
gcgtggtggt
gcgtggaggt
gtgtggtcag
gcaaggtctc
ggcagccccg
accaggtcag
gggagagcaa
acggctcctt
acgtcttctc

tctccctgtc

agggcccatc
ctctgggctg
gcgcecctgac
ccctgtectce
acgtgaacca
acaagaccca
tcctgttecc
gcgtggtggt
gcgtggaagt
gggtggtgtc
gcaaggtgtc
gccagcctcg

accaggtgtc

gggagagcaa

cagcggcgtg
cgtggtgacc
caagcccagc
cacatgccca
cccaaaaccc
ggacgtgagc
gcataatgcc
cgtcctcacc
caacaaagcc
agaaccacag
cctgacctgc
tgggcagccg
cttcctctac
atgctccgtg

tccgggtaaa

Artificial Sequence

hu Fc_P329G/LALA DNA

cgtgttccct
cctcgtgaag
atccggcgtg
cgtcgtgaca
caagccctcc
cacctgtccc
cccaaagccc
ggatgtgtcc
gcacaatgcc
cgtgctgacc
caacaaggcc
cgagcctcag
cctgacctgt

cggccagccc

eolf-seql

cacaccttcc
gtgccctcca
aacaccaagg
ccgtgeccag
aaggacaccc
cacgaagacc
aagacaaagc
gtcctgcacc
ctcccagcecc
gtgtacaccc
ctggtcaaag
gagaacaact
agcaagctca

atgcatgagg

ctggcccctt
gactacttcc
cacacctttc
gtgccctcca
aacaccaagg
ccttgtcctg
aaggacaccc
cacgaggacc
aagaccaagc
gtgctgcacc
ctgggagccc
gtgtacaccc
ctcgtgaaag

gagaacaact
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cggctgtect
gcagcttggg
tggacaagaa
cacctgaact
tcatgatctc
ctgaggtcaa
cgcgggagga
aggactggct
ccatcgagaa
tgcccccatc
gcttctatcc
acaagaccac
ccgtggacaa

ctctgcacaa

ccagcaagtc
ccgagcectgt
cagctgtgct
gctctctggg
tggacaagaa
cccctgaagce
tgatgatctc
ctgaagtgaa
ctagagagga
aggattggct
ccatcgaaaa
tgccccctag
gcttctaccc

acaagaccac

acagtcctca
cacccagacc
agttgagccc
cctgggggga
ccggacccct
gttcaactgg
gcagtacaac
gaatggcaag
aaccatctcc
ccgggatgag
cagcgacatc
gcctcecgtg
gagcaggtgg

ccactacacg

tacctctggc
gacagtgtcc
gcagtcctcc
cacccagacc
ggtggaaccc
tgctggcggc
ccggaccccc
gttcaattgg
acagtacaac
gaacggcaaa
gaccatctcc
cagagatgag
ctccgatatc

ccceccctgtg

180
240
300
360
420
480
540
600
660
720
780
840
900
960
990

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



eolf-seql

ctggactccg acggctcatt cttcctgtac tctaagctga cagtggacaa gtcccggtgg

cagcagggca acgtgttctc ctgctccgtg atgcacgagg ccctgcacaa ccactacacc

cagaagtccc tgtccctgtc tcccgggaaa

<210> 256
<211> 321
<212> DNA
<213>
<220>
<223>
<400> 256
cgtacggtgg
ggaactgcct
tggaaggtgg
agcaaggaca
aaacacaaag
agcttcaaca
<210> 257
<211> 318
<212> DNA
<213>
<220>
<223>
<400> 257
ggtcagccca
gccaacaagg
gcctggaagg
cagagcaaca
tcccaccggt
gcccccaccg
<210> 258
<211> 1350
<212> DNA
<213>
<220>
<223>
<400> 258

ctgcaccatc
ctgttgtgtg
ataacgccct
gcacctacag

tctacgcctg

ggggagagtg

aagccgcccc
ccaccctggt
ccgactctag
acaagtacgc
cctacagctg

agtgcagc

Artificial Sequence

hu kappa Tight chain DNA

tgtcttcatc
cctgctgaat
ccaatcgggt
cctcagcagc
cgaagtcacc

t

Artificial Sequence

hu Tambda Tight chain DNA

tagcgtgacc
gtgcctgatc
ccctgtgaag
cgccageagce

ccaggtgaca

Artificial Sequence

gaagtgcagc tgctggaatc cggcggaggc

tcctgcgecg cctcecggett caccttctcec

cctggcaaag gcctggaatg ggtgtccgcec

gactctgtga agggccggtt caccatctcc

ttcccgecat
aacttctatc
aactcccagg
accctgacgc

catcagggcc

ctgttccccc
agcgacttct
gccggegtgg
tacctgagcc

cacgagggca

28H1_Fc hole VHCL pETR10130 DNA

ctggtgcagc
tcccacgcca
atctgggcct

cgggacaact
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ctgatgagca
ccagagaggc
agagtgtcac
tgagcaaagc

tgagctcgec

caagcagcga
accctggcgce
agacaaccac
tgacccccga

gcaccgtgga

ctggcggatc
tgtcctgggt
ccggcgagea

CCaagaacac

gttgaaatct
caaagtacag
agagcaggac
agactacgag

cgtcacaaag

ggaactgcag
cgtgacagtg
ccccagcaag
gcagtggaag

gaaaaccgtg

tctgagactg
ccgacaggct
gtactacgcc

cctgtacctg

900
960
990

60
120
180
240
300
321

60
120
180
240
300
318

60
120
180
240



cagatgaact
ggcaacttcg
gctcccageg
gtggtgtgcc
aacgccctgce
acctacagcc
tacgcctgeg
ggcgagtgceg
ccttccgtgt
gaagtgacct
tacgtggacg
agcacctacc
gagtacaagt
aaggccaagg
ctgaccaaga
gccgtggagt
ctggacagcg
cagcagggca
cagaagtccc
<210>
<211>
<212>
<213>

<220>
<223>

259
642
DNA

<400> 259
gagatcgtgc

ctgagctgca
cccggcecagg
gatagattca
cccgaggact
cagggcacca
ctggccccca
gactacttcc
cacacctttc

gtgccctcca

ccctgegggce
actactgggg
tgttcatctt
tgctgaacaa
agagcggcaa
tgagcagcac
aagtgaccca
acaagaccca
tcctgttecc
gcgtggtggt
gcgtggaggt
gggtggtgtc
gcaaggtctc
gccagcccag
accaggtgtc
gggagagcaa
acggcagctt
acgtgttcag
tgagcctgag

tgacccagtc
gagccagcca
cccccagact
gcggeagegg
tcgccgtgta
aggtggaaat
gcagcaagag
ccgagcccgt
cagccgtgct

gcagcctggg

cgaggacacc
acagggcacc
cccacccagc
cttctacccc
cagccaggaa
cctgaccctg
ccagggcctg
cacctgtccc
cccaaagccc
cgatgtgtcc
gcacaatgcc
cgtgctgacc
caacaaggcc
agaaccccag
cctgagctgt
cggccagcct
cttcctggtg
ctgcagcgtg

ccccggcaag

Artificial Sequence

28H1VLCH1pETR9537 DNA

tcccggeacc
gagcgtgagc
gctgatcatc
ctccggcacc
ctactgccag
caagagctcc
cacctctggc
gaccgtgtcc
gcagagcagc

cacccagacc

eolf-seql

gccgtgtact
ctggtcaccg
gacgagcagc
cgcgaggcca
tccgtgaccg
agcaaggccg
tccagccccg
ccttgeccctg
aaggacaccc
cacgaggacc
aagaccaagc
gtgctgcacc
ctgcctgecc
gtgtgcaccc
gccgtcaagg
gagaacaact
tccaaactga

atgcacgagg

ctgagcctga
cggagctacc
ggcgccagea
gacttcaccc
cagggccagg
gctagcacca
ggaacagccg
tggaactctg
ggcctgtact

tacatctgca

actgtgccaa
tgtccagecgce
tgaagtccgg
aggtgcagtg
agcaggacag
actacgagaa
tgaccaagag
cccctgaact
tgatgatcag
ctgaagtgaa
cccgggagga
aggactggct
ccatcgagaa
tgccccccag
gcttctaccc
acaagaccac
ccgtggacaa

ccctgcacaa

gccctggega
tggcctggta
cccgggcecac
tgaccatcag
tgatcccccc
agggcccctc
ccctgggetg
gcgcectgac
ccctgagcag

acgtgaacca

Page 201

gggctggctg
tagcgtggcc
cacagccagce
gaaggtggac
caaggactcc
gcacaaggtg
cttcaaccgg
gctgggtggc
ccggaccccc
gttcaattgg
acagtacaac
gaacggcaaa
aaccatcagc
cagagatgag
cagcgatatc
ccccectgtg
gagccggtgg

ccactacacc

gagagccacc
tcagcagaag
cggcatcccc
ccggctggaa
caccttcggc
cgtgtttcct
cctggtgaaa
cagcggcgtg
cgtggtgaca

caagcccagc

300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1350

60
120
180
240
300
360
420
480
540
600



eolf-seql

aacaccaaag tggacaagaa ggtggaaccc aagagctgcg ac

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

<220>
<223>

260
2070
DNA

<400> 260
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
agggtgtctt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggctcat
aacgtgttct
ctgtccctgt
agtggcggcg
ggggggtccc
agctgggtcc
ggtgccagca

tccaagaaca

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgacctg
acggccagcc
tcttcctgta
cctgctccgt
ctcccggggg
gaggatctga
tgagactctc
gccaggctcc
catactacgc

cgctgtatct

Artificial Sequence

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec
ggtgtacacc
tctcgtgaaa
cgagaacaac
ctctaagctg
gatgcacgag
aggcggagga
ggtgcaattg
ctgtgcagcc
agggaagggg
agactccgtg

gcagatgaac

5E11_4B9 VHCL pETR11060 DNA

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
ccccgggagg
caggactggc
cccatcgaga
ctgcccccta
ggcttctacc
tacaagacca
acagtggaca
gccctgeaca
tctggcggag
ttggagtctg
tctggattca
ctggagtggg
aagggccggt

agcctgagag
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ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
cctccgatat
ccccecectgt
agtcccggtg
accactacac
gcggatccgg

ggggaggctt
cctttagcag

tctcagctat
tcaccatctc

ccgaggacac

cctgagactc
ccgccaggct
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgc
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggaa
gctggactcc
gcagcagggc
ccagaagtcc
aggaggggga
ggtacagcct
ttatgctatg
tattggtagt
cagagacaat

ggccgtatat

642

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



tactgtgcga
gtctcgagtg
ctgaagtccg
aaggtgcagt
gagcaggaca
gactacgaga
gtgaccaaga
<210>
<211>
<212>
<213>

<220>
<223>

261
642
DNA

<400> 261
gagatcgtgc

ctgtcctgca
cccggcecagg
gaccggttct
cccgaggact
cagggcacca
ctggccccca
gactacttcc
cacacctttc
gtgccctcca
aacaccaaag
<210>
<211>
<212>
<213>

<220>
<223>

262
690
PRT

<400> 262

Glu val Gln Leu Leu Glu Ser Gly Gly G

1

aagggtggtt
ctagcgtggce
gcacagccag
ggaaggtgga
gcaaggactc
agcacaaggt

gcttcaaccg

tgacccagtc
gagcctccca
ccccteggcet
ccggctctgg
tcgccgtgta
aggtggaaat
gcagcaagag
ccgagcccgt
cagccgtgct
gcagcctggg

tggacaagaa

5

tggtggtttt
cgctcccage
cgtggtgtgc
caacgccctg
cacctacagc
gtacgcctgce

gggcgagtgc

Artificial Sequence

4B9_VLCH1_pETR10020 DNA

cccecggceacc
gtccgtgacc
gctgatcaac
ctccggcacc
ctactgccag
caagagctcc
cacctctggc
gaccgtgtcc
gcagagcagc
cacccagacc

ggtggaaccc

Artificial Sequence

eolf-seql

aactactggg
gtgttcatct
ctgctgaaca
cagagcggca
ctgagcagca

gaagtgaccc

ctgtctctga
tcctcctacc
gtgggcagtc
gacttcaccc
cagggcatca
gctagcacca
ggaacagccg
tggaactctg
ggcctgtact
tacatctgca

aagagctgcg

DR5 (5E11)__FAP(4B9)VHCL_pETR11060

10

gccaaggaac
tcccacccag
acttctaccc
acagccagga
ccctgaccct

accagggcct

gccctggega
tcgcctggta
ggagagccac
tgaccatctc
tgctgccccc
agggcccctc
ccctgggetg
gcgcecctgac
ccctgageag
acgtgaacca

ac

cctggtcacc
cgacgagcag
ccgcgaggcec
atccgtgacc
gagcaaggcc

gtccagcccc

gagagccacc
tcagcagaag
cggcatccct
ccggctggaa
cacctttggc
cgtgtttcct
cctggtgaaa
cagcggcgtg
cgtggtgaca

caagcccagc

1y Leu val Gln Pro Gly Gly
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
40 45

35
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1740
1800
1860
1920
1980
2040
2070

60
120
180
240
300
360
420
480
540
600
642



Ser

Lys

Leu

Ala

val

Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val
305

Ala

50

Gly

Gln

Lys

Thr

Pro

130

val

Ala

Gly

Gly

Lys

210

Cys

Leu

Glu

Lys

Lys

Leu

Ile

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

Ser

Phe

Asn

val

100

Ser

Ser

Asp

Thr

Tyr

180

Gln

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Gly

Thr

Ser

85

Arg

Ser

Lys

Tyr

Ser

165

Ser

Thr

Lys

Cys

Pro

245

Cys

Trp

Glu

Leu

Ser

Ile

70

Leu

val

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His
310

Gly

55

Ser

Arg

Ser

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

Gln

Gly

Arg

Ala

Phe

Thr

120

Ser

Glu

His

Ser

Cys

200

Glu

Pro

Lys

val

Asp

280

Tyr

Asp

Ser

Asp

Glu

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp

265

Gly

Asn

Trp

eolf-seql

Thr

Asn

Asp

90

Tyr

Gly

Gly

val

Phe

170

val

val

Lys

Leu

Thr

250

val

val

Ser

Leu

Tyr Tyr
60

ser Lys
75

Thr Ala
Trp Gly
Pro Ser

Thr Ala
140

Thr val
155

Pro Ala
Thr val
Asn His

ser Cys
220

Leu Gly
235

Leu Met
Ser His
Glu val
Thr Tyr

300

Asn Gly
315

Page 204

Ala Asp Ser

Asn

val

Gln

val

125

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Thr

Tyr

Gly

Phe

Leu

Trp

Leu

Ser

190

Pro

Lys

Pro

Ser

Asp

270

Asn

val

Glu

Leu

Tyr

95

Thr

Pro

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

val

Tyr

80

Cys

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn

val
240

Thr

Lys

Ser

320



Cys

Ser

Pro

val

Gly

Asp

Trp

His

Gly

Ser

Trp

Ser

Leu

545

Tyr

Thr

Lys

Lys

Ser

Lys

Gln

Gly

Gln

Asn

Gly

Tyr

val

val

530

Tyr

Cys

Leu

val

Ala

Arg

355

Gly

Pro

Ser

Gln

His

435

Ser

Glu

Ser

Ala

Ser

515

Lys

Leu

Ala

val

Ser

340

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

val

Leu

Met

500

Ala

Gly

Gln

Lys

Thr
580

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Gly

Gln

Arg

Ser

Ile

Arg

Met

Lys

Gln

Leu

Pro

Asn

390

Leu

val

Gln

Gly

Leu

470

Leu

Trp

Ile

Phe

Asn

550

Trp

Ser

Ala

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Ser

val

Gly

Thr

535

Ser

Phe

Ser

Leu

Arg

Asp

Lys

Ser

Ser

Ser

440

Ser

Glu

Cys

Arg

Ser

520

Ile

Leu

Gly

Ala

Pro

Glu

345

Asn

Ile

Thr

Lys

Gly

Ser

Ala

Gln

505

Gly

Ser

Arg

Gly

ser
585

eolf-seql

Ala Pro Ile

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Gly

Gly

Ala

490

Ala

Ala

Arg

Ala

Phe
570

Gln

val

val

Pro

395

Thr

val

Leu

Gly

Pro

Ser

Asp

Glu

555

Asn

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Gly

Gly

Gly

Thr

Asn

540

Asp

Tyr

val Ala Ala

Page 205

Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Ser

Leu

Phe

Lys

Tyr

525

Ser

Thr

Trp

Pro

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Gly

val

Thr

Tyr

Lys

Ala

Gly

ser
590

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Gly

Gly

Gln

Phe

495

Leu

Ala

Asn

val

Gln

575

val

Pro

Leu

Asn

Ser

400

Arg

Leu

Gly

Gly

Pro

480

Ser

Asp

Thr

Tyr

560

Gly

Phe



Ile

val

Leu

Thr

Glu

Phe

Cys

610

val

Gln

Ser

His

Cys
690

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

<220>
<223>

<400>

Pro

595

Leu

Asp

Asp

Lys

Gln

675

263
214
PRT

Pro

Leu

Asn

Ser

Ala

660

Gly

Ser

Asn

Ala

Asp

Leu

Asp

Asn

Leu

630

Asp

Tyr

Ser

Glu

Phe

615

Gln

Ser

Glu

Ser

Artificial Sequence

Gln

600

Tyr

Ser

Thr

Lys

Pro
680

FAP(4B9)_VLCH1_pETR10020

263

Glu Ile val Leu Thr

1

Glu

Tyr

Ile

Gly

65

Pro

Pro

Arg

Leu

Asn

50

Ser

Glu

Thr

Ala

Ala

35

val

Gly

Asp

Phe

Thr

20

Trp

Gly

Ser

Phe

Gly

5

Leu

Tyr

Ser

Gly

Ala

85

Gln

Gln

Ser

Gln

Arg

Thr

70

val

Gly

Ser

Cys

Gln

Arg

55

Asp

Tyr

Thr

Pro

Arg

Lys

Ala

Phe

Tyr

Lys

Leu

Pro

Gly

Tyr

His

665

val

Gly

Ala

25

Pro

Thr

Thr

Cys

val
105

eolf-seql

Lys Ser Gly

Arg Glu Ala
620

Asn Ser Gln
635

Ser Leu Ser
650

Lys val Tyr

Thr Lys Ser

Thr Leu Ser
10

Ser Gln Ser

Gly GIn Ala

Gly ITe Pro
60

Leu Thr Ile
75

Gln GIn Gly
90

Glu Ile Lys

Page 206

Thr

605

Lys

Glu

Ser

Ala

Phe
685

Leu

val

Pro

45

Asp

Ser

Ile

Ser

Ala

val

Ser

Thr

Cys

670

Asn

Ser

Thr

30

Arg

Arg

Arg

Met

ser
110

Ser

Gln

val

Leu

655

Glu

Arg

Pro

15

Ser

Leu

Phe

Leu

Leu

95

Ala

val

Trp

Thr

640

Thr

val

Gly

Gly

Ser

Leu

Ser

Glu

80

Pro

Ser



Thr

Ser Gly

Glu val

145

His Thr Phe

Ser val val

val
195

Cys Asn

Glu Pro
210

Lys

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

<220>
<223>

264
1341
DNA

<400> 264
gaggtgcaat

tcctgtgeag
ccagggaagg
gcagactccg
ctgcagatga
agggtgtctt
aagggcccaa
gccctgggcet
ggagccctga
agcctgagca
aacgtgaacc
gacaagaccc
ttcctgttcc
tgcgtggtgg
ggcgtggaag
cgtgtggtca

Pro Ser

Ala

Thr

Thr val

val

Ala

Ser

Phe Pro

120

Leu
135

Gly

Trp Asn

150

Ala
165

Pro

Thr val

180

Asn His

ser Cys

tgttggagtc
cctccggatt
ggctggagtg
tgaagggccg
acagcctgag
ttgactactg
gcgtgtteccc
gcctggtcaa
ccagcggegt
gcgtggtcac
acaagcccag
acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc

gcgtcctcac

val

Pro

Lys

Leu Gln

Ser

Ser

ser
200

Pro

Asp

Artificial Sequence

5E11-Fc knob DNA

tgggggaggc

cacctttagc
ggtctcagct
gttcaccatc
agccgaggac
gggccaagga
tctggccccc
ggactacttc
gcacaccttt
agtgcctagce
caacaccaag
cccttgtect
caaggacacc
ccacgaggac
caagaccaag

cgtcctgcac

eolf-seql

Leu Ala Pro
val

Cys Leu

Ala
155

Ser Gly

Ser Ser
170

Gly

Ser Leu
185

Asn Thr Lys

ttggtacagc
agttatgcca
attagtggta
tccagagaca
acggccgtat
accctggtca
agcagcaaga
cccgagcccg
ccagccgtgce
agcagcctgg
gtggacaaga
gcccctgagce
ctgatgatca
cctgaagtga
ccgcgggagg
caggactggc

Ser
125

ser Lys

Lys
140

Asp Tyr

Leu Thr ser

Leu Tyr Ser

Thr
190

Thr Gln

val Lys

ctggggggtc
tgagctgggt
gtggtggtag
attccaagaa
attactgtgc
ccgtctcgag
gcacaagcgg
tgacagtgtc
tgcagagcag
gcacccagac
aggtggagcc
tgctgggcgg
gccggacccc
agttcaattg
agcagtacaa

tgaatggcaa

Page 207

Ser Thr

Phe

Pro

val
160

Gly

Leu Ser

175

Tyr Ile

Lys val

cctgagactc
ccgccaggcet
cacatactac
cacgctgtat
gaaaggggtg
tgctagcacc
cggaacagcc
ctggaacagc
cggcctgtac
ctacatctgc
caagagctgce
acccagcgtg
cgaagtgacc
gtacgtggac
cagcacgtac

ggagtacaag

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



eolf-seql

tgcaaggtct ccaacaaagc cctcccagcc cccatcgaga aaaccatctc caaagccaaa 1020
gggcagcccc gagaaccaca ggtgtacacc ctgcccccat gccgggatga gctgaccaag 1080
aaccaggtca gcctgtggtg cctggtcaaa ggcttctatc ccagcgacat cgccgtggag 1140
tgggagagca atgggcagcc ggagaacaac tacaagacca cgcctcccgt gctggactcc 1200
gacggctcct tcttcctcta cagcaagctc accgtggaca agagcaggtg gcagcagggg 1260
aacgtcttct catgctccgt gatgcatgag gctctgcaca accactacac gcagaagagc 1320
ctctccctgt ctccgggtaa a 1341
<210> 265

<211> 645

<212> DNA

<213> Artificial Sequence

<220>

<223> 5E11_LC pETR9044 DNA

<400> 265

gaaatcgtgt taacgcagtc tccaggcacc ctgtctttgt ctccagggga aagagccacc 60
ctctcttgca gggccagtca gagtgttagc agcagctact tagcctggta ccagcagaaa 120
cctggccagg ctcccaggct cctcatctat ggagcatcca gcagggccac tggcatccca 180
gacaggttca gtggcagtgg atccgggaca gacttcactc tcaccatcag cagactggag 240
cctgaagatt ttgcagtgta ttactgtcag cagggtacta ctcatcccat tacgttcggc 300
caggggacca aagtggaaat caaacgtacg gtggctgcac catctgtctt catcttcccg 360
ccatctgatg agcagttgaa atctggaact gcctctgttg tgtgcctgct gaataacttc 420
tatcccagag aggccaaagt acagtggaag gtggataacg ccctccaatc gggtaactcc 480
caggagagtg tcacagagca ggacagcaag gacagcacct acagcctcag cagcaccctg 540
acgctgagca aagcagacta cgagaaacac aaagtctacg cctgcgaagt cacccatcag 600
ggcctgagct cgcccgtcac aaagagcttc aacaggggag agtgt 645
<210> 266

<211> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> DR5 (1B12)_CDR H3

<400> 266

Gly Phe Gly Tyr Trp Tyr Met Asp Tyr
1 5

<210> 267

<211> 8

<212> PRT

<213> Artificial Sequence
<220>

Page 208



eolf-seql
<223> DR5 (1B12)_CDR L3

<400> 267

Gln GIn Ser Gly Arg Arg Gln Thr
1 5

<210> 268

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (19C12)_CDR H3

<400> 268

Ser ITle Phe Tyr Ser Thr Leu Asp Tyr
1 5

<210> 269

<211> 8

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (19C12)_CDR L3

<400> 269

$1n Gln GIn Gly Trp Phe GIn Thr
5

<210> 270

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (19D6)_CDR H3

<400> 270

val Leu Gly Tyr Ala Ser Tyr Asp Tyr
1 5

<210> 271

<211> 8

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (19D6)_CDR L3

<400> 271

Gln GIn Gln Gly Trp Ser Thr Thr
1 5

<210> 272

<211> 8

<212> PRT

<213> Artificial Sequence

Page 209



eolf-seql

<220>
<223> DR5 (20E3)_CDR H3

<400> 272

Gly Thr Arg Arg Gly Phe Asp Tyr
1 5

<210> 273

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> DR5 (20E3)_CDR L3

<400> 273

Gln GIn Gly Glu Leu Thr Pro val Thr
1 5

<210> 274
<211> 681
<212> PRT
<213> Artificial Sequence

<220>
<223> 118265E11 (VLCL)-Fc-28H1 (VHCH1)

<400> 274
Glu ITe val Leu Thr GIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Ser Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys GIn Gln Gly Thr Thr His Pro
85 90 95

Ile Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Arg Thr val Ala
100 105 110

Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser
115 120 125

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

Page 210



Ala

145

Gln

Ser

Tyr

Ser

Pro

225

Lys

val

Tyr

Glu

His

305

Lys

Gln

Leu

Pro

Asn

385

Leu

Lys

Glu

Ser

Ala

Phe

210

Ala

Pro

val

val

Gln

290

Gln

Ala

Pro

Thr

Ser

370

Tyr

Tyr

val

Ser

Thr

Pro

Lys

val

Asp

275

Tyr

Asp

Leu

Arg

Lys

355

Asp

Lys

Ser

Gln

val

Leu

180

Glu

Arg

Glu

Asp

Asp

260

Gly

Asn

Trp

Pro

Glu

340

Asn

Ile

Thr

Lys

Trp

Thr

165

Thr

val

Gly

Leu

Thr

245

val

val

Ser

Leu

Ala

325

Pro

Gln

Ala

Thr

Leu
405

Leu

Thr

Glu

Leu

230

Leu

Ser

Glu

Thr

Asn

310

Pro

Gln

val

val

Pro

390

Thr

val

Gln

Ser

His

215

Gly

Met

His

val

Tyr

295

Gly

Ile

val

Ser

Glu

375

Pro

val

Asp

Asp

Lys

Gln

200

Asp

Gly

Ile

Glu

His

280

Arg

Lys

Glu

Tyr

Leu

360

Trp

val

Asp

Asn

Ser

Ala

185

Gly

Lys

Pro

Ser

Asp

265

Asn

val

Glu

Lys

Thr

345

Thr

Glu

Leu

Lys

eolf-seql

Ala

Lys

170

Asp

Leu

Thr

Ser

Ala

val

Tyr

Thr

330

Leu

Cys

Ser

Asp

ser
410

Leu Gln
155

Asp Ser

Tyr Glu

Ser Ser

His Thr

220

val Phe
235

Thr Pro

Glu val

Lys Thr

Ser val

300

Lys Cys

315

Ile Ser

Pro Pro

Leu val

Asn Gly

ser Asp

395

Arg Trp

Page 211

Ser

Thr

Lys

Pro

205

Cys

Leu

Glu

Lys

Lys

Leu

Lys

Lys

Ser

365

Gln

Gly

Gln

Gly

Tyr

His

190

val

Pro

Phe

val

Phe

270

Pro

Thr

val

Ala

Pro

Ser

Gln

Asn

Ser

175

Lys

Thr

Pro

Pro

Thr

255

Asn

Arg

val

Ser

Lys

Asp

Phe

Glu

Phe

Ser

160

Leu

val

Lys

Cys

Pro

240

Cys

Trp

Leu
Asn

320

Gly

Tyr

Asn

Phe

400

Asn



val

Gln

Gly

Leu

465

Leu

Trp

Trp

Thr

Ser

545

Leu

Ser

Lys

Tyr

Ser

625

Ser

Thr

Lys

Phe

Lys

Ser

val

Ala

Ile

530

Leu

Gly

Ala

Ser

Phe

610

Gly

Leu

Tyr

Lys

Ser

Ser

435

Ser

Glu

Cys

Arg

Ser

515

Ser

Arg

Asn

Ser

Thr

595

Pro

val

Ser

Ile

val
675

Cys

Leu

Gly

Ser

Ala

Gln

500

Gly

Arg

Ala

Phe

Thr

580

Ser

Glu

His

Ser

Cys

Glu

Ser

Ser

Gly

Gly

Ala

485

Ala

Glu

Asp

Glu

565

Lys

Gly

Pro

Thr

val

645

Asn

Pro

val

Leu

Gly

Pro

Gln

Asn

550

Tyr

Gly

Gly

val

Phe

630

val

val

Lys

Met

Ser

Gly

Gly

Gly

Tyr

Ser

535

Thr

Trp

Pro

Thr

Thr

615

Pro

Thr

Asn

Ser

His

Pro

440

Ser

Leu

Phe

Lys

Tyr

520

Lys

Ala

Gly

Ser

Ala

600

val

Ala

val

His

Cys
680

Glu

425

Gly

Gly

val

Thr

Asn

val

Gln

val

585

Ala

Ser

val

Pro

eolf-seql

Ala Leu His

Gly

Gly

Gln

Phe

490

Leu

Asp

Thr

Tyr

Leu

Trp

Leu

Ser

650

Pro

Gly

Gly

Pro

475

Ser

Glu

Ser

Leu

Tyr

555

Thr

Pro

Gly

Asn

Gln

635

Ser

Ser

Gly

Gly

Gly

Ser

Trp

val

Tyr

540

Cys

Leu

Leu

Cys

Ser

620

Ser

Ser

Asn

Page 212

Asn

Gly

His

val

Ala

val

Ala

Leu

605

Gly

Ser

Leu

Thr

His

430

Ser

Glu

Ser

Ala

Ser

510

Gly

Gln

Lys

Thr

Pro

590

val

Ala

Gly

Gly

Lys

Tyr

Gly

val

Leu

Met

495

Ala

Arg

Met

Gly

val

575

Ser

Lys

Leu

Leu

Thr

655

val

Thr

Gly

Phe

Asn

Trp

Ser

Ser

Asp

Thr

Tyr

640

Asp



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

<220>
<223>

<400>

Glu val GIn Leu Leu
1

Ser

Ala

Ser

Ala

val

Ala

Leu

145

Gly

Ser

Leu

Thr

Leu

Met

Ala

50

Gly

Gln

Lys

Thr

Pro

130

val

Ala

Gly

Gly

275
221
PRT

Artificial Sequence

11478_5E11 VHCH1

275

Arg

Ser

35

Ile

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Ser

Asp

Thr

Tyr

180

Gln

Asp

5

Ser

val

Gly

Thr

Ser

85

Arg

Ser

Lys

Tyr

Ser

165

Ser

Thr

Lys

Glu

Cys

Arg

Ser

Ile

70

Leu

val

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Ser

Ala

Gln

Gly

55

Ser

Arg

Ser

Ser

Thr

135

Pro

val

Ser

Ile

val
215

Gly

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

120

Ser

Glu

His

Ser

Cys

200

Glu

Gly

Ser

25

Pro

Ser

Asp

Glu

Lys

Gly

Pro

Thr

val

185

Asn

Pro

eolf-seql

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Tyr

Gly

Gly

val

Phe

170

val

val

Lys

Leu

Phe

Lys

Tyr

Ser

75

Thr

Trp

Pro

Thr

Thr

155

Pro

Thr

Asn

Ser

val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Ser

Ala

140

val

Ala

val

His

Cys
220

Page 213

Gln

Phe

Leu

45

Ala

Asn

val

Gln

val

125

Ala

Ser

val

Pro

Pro

Ser

30

Glu

Asp

Thr

Tyr

Gly

Phe

Leu

Trp

Leu

Ser

190

Pro

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

Gly

Asn

Gln

175

Ser

Ser

Gly

Tyr

val

val

Tyr

80

Cys

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn



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

<220>
<223>

<400>

276
681
PRT

Artificial Sequence

11829 5E11-28H1 VHCH1

276

Glu val GlIn

1

Ser

Ala

Ser

Lys

Leu

Ala

val

Ala

Leu

145

Gly

Ser

Leu

Thr

Thr
225

Leu

Met

Ala

50

Gly

Gln

Lys

Thr

Pro

130

val

Ala

Gly

Gly

Lys

Cys

Arg

Ser

35

Ile

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Leu

Leu

20

Trp

Ser

Phe

Asn

val

100

Ser

Ser

Asp

Thr

Tyr

180

Gln

Asp

Pro

Leu

5

Ser

val

Gly

Thr

Ser

85

Arg

Ser

Lys

Tyr

Ser

165

Ser

Thr

Lys

Cys

Glu

Cys

Arg

Ser

Ile

70

Leu

val

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro
230

Ser

Ala

Gln

Gly

55

Ser

Arg

Ser

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Gly

Ala

Ala

40

Gly

Arg

Ala

Phe

Thr

120

Ser

Glu

His

Ser

Cys

200

Glu

Pro

Gly

Ser

25

Pro

Ser

Asp

Glu

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

eolf-seql

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Tyr

Gly

Gly

val

Phe

170

val

val

Lys

Leu

Phe

Lys

Tyr

Ser

75

Thr

Trp

Pro

Thr

Thr

155

Pro

Thr

Asn

Ser

val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Ser

Ala

140

val

Ala

val

His

Cys
220

Leu Leu Gly

235

Page 214

Gln

Phe

Leu

45

Ala

Asn

val

Gln

val

125

Ala

Ser

val

Pro

Asp

Gly

Pro

Ser

30

Glu

Asp

Thr

Tyr

Gly

Phe

Leu

Trp

Leu

Ser

190

Pro

Lys

Pro

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Thr

Pro

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Gly

Tyr

val

val

Tyr

80

Cys

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn

val
240



Phe

Pro

val

Thr

val

305

Cys

Ser

Pro

val

Gly

Asp

Trp

His

Gly

Arg

Leu

Glu

Lys

Lys

Leu

Lys

Lys

Ser

Gly

Gln

Asn

Gly

Ser

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

Gln

His

435

Ser

Glu

Glu

Tyr

Pro

Thr

260

Asn

Arg

val

Ser

Lys

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

Ile

Arg

Leu
500

Pro

245

Cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Gly

val

Ala

485

Ala

Lys

val

Tyr

Glu

His

310

Lys

Gln

Leu

Pro

Asn

390

Leu

val

Gln

Gly

Leu

470

Thr

Trp

Pro

val

val

Gln

295

Gln

Ala

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Leu

Tyr

Lys

val

Asp

280

Tyr

Asp

Leu

Arg

360

Asp

Lys

Ser

Ser

Ser

440

Ser

Gln

Ser

Gln

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

Gly

Ser

Cys

Gln
505

eolf-seql

Thr Leu Met

250

val

val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Gly

Pro

Arg
490

Ser

Glu

Thr

Asn

315

Pro

Gln

val

val

Pro

395

Thr

val

Leu

Gly

Gly

Ala

His

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Thr

Ser

Lys Pro Gly

Page 215

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Ser

Leu

Gln

Gln

Ser

Asp

270

Asn

val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Gly

Ser

Ser

Ala
510

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Gly

Gly

Leu

val

495

Pro

Thr

Lys

Ser

Pro

Leu

Asn

Ser

400

Arg

Leu

Gly

Gly

Ser

480

Ser

Arg



Leu Leu

Phe ser
530

Leu Glu
545

Ile Pro

val Ala

Lys Ser

Arg Glu
610

Asn Ser
625

Ser Leu

Lys val

Thr Lys

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

<220>
<223>

<400>

Ile

515

Gly

Pro

Pro

Ala

Gly

Ala

Gln

Ser

Tyr

Ser

675

277
220
PRT

Ile

Ser

Glu

Thr

Pro

580

Thr

Lys

Glu

Ser

Ala

660

Phe

Gly

Gly

Asp

Phe

565

Ser

Ala

val

Ser

Thr

645

Cys

Asn

Ala

Ser

Phe

550

Gly

val

Ser

Gln

val

630

Leu

Glu

Arg

Ser

Gly

Ala

Gln

Phe

val

Trp

Thr

Thr

val

Gly

Artificial Sequence

11830 28H1 VHCH1

277

Glu val GIn Leu Leu Glu Ser
1 5

Ser Leu Arg Leu Ser Cys Ala
20

Ala Met Ser Trp val Arg Gln

35

Thr Arg
520

Thr Asp

val Tyr

Gly Thr

Ile Phe
585

val Cys
600

Lys val

Glu Gln

Leu Ser

Thr His
665

Glu Cys
680

Gly Gly

Ala Ser
25

Ala Pro
40

eolf-seql

Ala Thr Gly

Phe

Tyr

Lys

Pro

Leu

Asp

Asp

Thr

Cys

555

val

Pro

Leu

Asn

Ser

635

Ala

Gly

Leu

540

Gln

Glu

Ser

Asn

Ala

620

Lys

Asp

Leu

Gly Leu val
10

Gly Phe Thr

Gly Lys Gly

Page 216

Ile

525

Thr

Gln

Ile

Asp

Asn

605

Leu

Asp

Tyr

Ser

Gln

Phe

Leu
45

Pro

Ile

Gly

Lys

Glu

590

Phe

Gln

Ser

Glu

ser
670

Pro

Asp
Ser
Gln
Arg
Gln
Tyr
ser

Thr

Gly
15

Arg

Arg

val

560

Thr

Leu

Pro

Gly

Tyr

640

His

val

Gly

Ser Ser His

30

Glu Trp val



Ser

Gly

65

Gln

Lys

Thr

Pro

val

145

Ala

Gly

Gly

Lys

Ala

50

Arg

Met

Gly

val

Ser

130

Lys

Leu

Leu

Thr

val
210

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

<220>
<223>

<400>

Ile

Phe

Asn

Trp

Ser

115

Ser

Asp

Thr

Tyr

Gln

195

Asp

278
680
PRT

Trp

Thr

Ser

Leu

100

Ser

Lys

Tyr

Ser

Ser

180

Thr

Lys

Ala

Ile

Leu

85

Gly

Ala

Ser

Phe

Tyr

Lys

Ser

Ser

70

Arg

Asn

Ser

Thr

Pro

150

val

Ser

Ile

val

Gly

55

Arg

Ala

Phe

Thr

Ser

135

Glu

His

Ser

Cys

Glu
215

Artificial Sequence

Glu

Asp

Glu

Asp

Lys

Gly

Pro

Thr

val

Asn

200

Pro

12207 5E11-28H1 (VLCH1)

278

Glu val Gln Leu Leu Glu Ser Gly
1

5

Ser Leu Arg Leu Ser Cys Ala Ala
20

Ala Met Ser Trp val Arg Gln Ala
35 40

Ser Ala Ile Ser Gly Ser Gly
5

50

5

Gly

Gln

Asn

Asp

Tyr

105

Gly

Gly

val

Phe

val

185

val

Lys

Gly
ser
25

Pro

Ser

eolf-seql
Tyr Tyr Ala
60

Ser

Thr

90

Trp

Pro

Thr

Thr

Pro

170

Thr

Asn

Ser

Lys

75

Ala

Gly

Ser

Ala

val

155

Ala

val

His

Cys

Asn

val

Gln

val

Ala

140

Ser

val

Pro

Lys

Asp
220

Gly Leu val
10

Gly Phe Thr

Gly Lys Gly

Thr Tyr Tyr
60

Page 217

Asp

Thr

Tyr

Gly

Phe

125

Leu

Trp

Leu

Ser

Pro
205

Gln

Phe

Leu
45

Ser

Leu

Tyr

Thr

110

Pro

Gly

Asn

Gln

Ser

190

Ser

Pro
ser
30

Glu

Asp

val

Tyr

Cys

95

Leu

Leu

Cys

Ser

Ser

175

Ser

Asn

Gly
15
ser

Trp

Ser

Lys
Leu

80

val

Leu

Gly

Ser

Leu

Thr

Gly

Tyr

val

val



Lys

Leu

Ala

val

Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

Cys

Gly

Gln

Lys

Thr

Pro

130

val

Ala

Gly

Gly

Lys

Cys

Leu

Glu

Lys

Lys

Leu

Lys

Arg

Met

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Phe

Asn

val

100

Ser

Ser

Asp

Thr

Tyr

180

Gln

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Thr

Ser

85

Arg

Ser

Lys

Tyr

Ser

165

Ser

Thr

Lys

Cys

Pro

245

Cys

Trp

Glu

Leu

Asn
325

Ile

70

Leu

val

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

Ser

Arg

Ser

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

Gln

Ala

Arg

Ala

Phe

Thr

120

Ser

Glu

His

Ser

Cys

200

Glu

Pro

Lys

val

Asp

280

Tyr

Asp

Leu

Asp

Glu

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp

265

Gly

Asn

Trp

Gly

eolf-seql

Asn

Asp

90

Tyr

Gly

Gly

val

Phe

170

val

val

Lys

Ala

Thr

250

val

val

Ser

Leu

Ala
330

Ser Lys
75

Thr Ala
Trp Gly
Pro Ser

Thr Ala
140

Thr val
155

Pro Ala
Thr val
Asn His

ser Cys
220

Ala Gly
235

Leu Met
ser His
Glu val

Thr Tyr
300

Asn Gly
315

Pro Ile

Page 218

Asn

val

Gln

val

125

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Thr

Tyr

Gly

Phe

Leu

Trp

Leu

Ser

190

Pro

Lys

Pro

Ser

Asp

270

Asn

val

Glu

Lys

Leu

Tyr

95

Thr

Pro

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg

255

Pro

Ala

val

Tyr

Thr
335

Tyr

80

Cys

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn

val
240

Thr

Lys

Ser



Ser

Pro

val

Gly

Asp

Trp

His

Gly

Arg

Leu

Phe

Leu

545

Ile

Ala

Ser

Lys

Ser

Gly

Gln

Asn

Gly

Ser

Leu

Ser

530

Glu

Pro

Ser

Thr

Ala

Arg

Gly

Pro

Ser

Gln

His

435

Ser

Glu

Glu

Tyr

Ile

515

Gly

Pro

Pro

Thr

ser
595

Lys

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

Ile

Arg

Leu

500

Ile

Ser

Glu

Thr

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Gly

val

Ala

485

Ala

Gly

Gly

Asp

Phe

565

Gly

Gly

Gln

Leu

Pro

Asn

390

Leu

val

Gln

Gly

Leu

470

Thr

Trp

Ala

Ser

Phe

550

Gly

Pro

Thr

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Leu

Tyr

Ser

Gly

Ala

Gln

Ser

Ala

Arg

360

Asp

Lys

Ser

Ser

Ser

440

Ser

Gln

Ser

Gln

Thr

520

Thr

val

Gly

val

Ala
600

Glu

345

Asn

Ile

Thr

Lys

Gly

Ser

Cys

Gln

505

Arg

Asp

Tyr

Thr

Phe

585

Leu

eolf-seql

Pro Gln val

Gln

Ala

Thr

Leu

410

Ser

Ser

Gly

Pro

Lys

Ala

Phe

Tyr

Lys

Pro

val

val

Pro

395

Thr

val

Leu

Gly

Gly

Ala

Pro

Thr

Thr

Cys

555

val

Leu

Ser

Glu

380

Pro

val

Met

Ser

Gly

Thr

Ser

Gly

Gly

Leu

540

Gln

Glu

Ala

Gly Cys Leu

Page 219

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Ser

Leu

Gln

Gln

Ile

525

Thr

Gln

Ile

Pro

val
605

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Gly

Ser

Ser

Ala

510

Pro

Ile

Gly

Lys

Ser

590

Lys

Leu

Cys

Ser

Asp

Ser

415

Ala

Gly

Gly

Leu

val

495

Pro

Asp

Ser

Gln

Ser

575

Ser

Asp

Pro

Leu

Asn

Ser

400

Arg

Leu

Gly

Gly

Ser

480

Ser

Arg

Arg

Arg

val

560

Ser

Lys

Tyr



Phe Pro
610

Gly val
625

Leu Ser
Tyr Ile
Lys val

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

<220>
<223>

<400>

Glu val
1

Ser Leu
Ala Met
Ser Ala

50
Gly Arg
65
Gln Met
Lys Gly

Thr val

Pro Ser
130

Glu

His

Ser

Cys

Glu

675

279
223
PRT

Pro

Thr

val

Asn

660

Pro

val

Phe

val

645

val

Lys

Thr

Pro

630

Thr

Asn

Ser

val

615

Ala

val

His

Cys

Artificial Sequence

12152 28H1 (VHCL)

279
Gln

Arg

Ser

35

Ile

Phe

Asn

Trp

Ser

115

Asp

Leu

Leu

20

Trp

Trp

Thr

Ser

Leu

100

Ser

Glu

Leu

Ser

val

Ala

Ile

Leu

85

Gly

Ala

Gln

Glu

Cys

Arg

Ser

Ser

70

Arg

Asn

Ser

Leu

Ser

Ala

Gln

Gly

55

Arg

Ala

Phe

val

Ser

val

Pro

Lys

Asp
680

Gly

Ala

Ala

40

Glu

Asp

Glu

Asp

Ala

120

Ser

Trp

Leu

Ser

Pro
665

Gly

Ser

25

Pro

Gln

Asn

Asp

Tyr

105

Ala

Gly

eolf-seql

Asn Ser Gly

Gln
Ser

650

Ser

Gly

10

Gly

Gly

Tyr

Ser

Thr

90

Trp

Pro

Thr

ser
635

Ser

Asn

Leu

Phe

Lys

Tyr

Lys

Ala

Gly

Ser

Ala

620

Ser

Leu

Thr

val

Thr

Gly

Ala

60

Asn

val

Gln

val

ser
140

Page 220

Ala

Gly

Gly

Lys

Gln

Phe

Leu

45

Asp

Thr

Tyr

Gly

Phe

125

val

Leu

Leu

Thr

val
670

Pro

Ser

30

Glu

Ser

Leu

Tyr

Thr

110

Ile

val

Thr

Tyr

Gln

655

Asp

Gly

15

Ser

Trp

val

Tyr

Cys

Leu

Phe

Cys

Ser
ser
640

Thr

Lys

Gly

val

Lys

Leu

80

val

Pro

Leu



eolf-seql
Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys val Gln Trp Lys val Asp
145 150 155 160

Asn Ala Leu GIn Ser Gly Asn Ser Gln Glu Ser val Thr Glu Gln Asp
165 170 175

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys
180 185 190

Ala Asp Tyr Glu Lys His Lys val Tyr Ala Cys Glu val Thr His GIn
195 200 205

Gly Leu Ser Ser Pro val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215 220
<210> 280
<211> 218
<212> PRT
<213> Artificial Sequence
<220>

<223> cConstruct DR5TAA-0061 (1+1 chimeric Crossmab containing 4B9 and
DR5TAA-0011) LC (DR5)

<400> 280
Ala Asp Ile val Met Thr GIn Thr Pro Ala Ser val Ser Glu Pro val
1 5 10 15

Gly Gly Thr val Thr Ile Lys Cys Gln Ala Ser Gln Ser Ile Ser Thr
20 25 30

Tyr Leu Ser Trp Tyr Gln GIn Lys Pro Gly GIn Pro Pro Lys Arg Leu
35 40 45

Ile Tyr Lys Ala Ser Thr Leu Ala Ser Gly val Pro Ser Arg Phe Lys
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Arg Asp Leu Glu
65 70 75 80

Cys Ala Asp Ala Ala Thr Tyr Tyr Cys GIn Pro Asn Ser Gly Ile Ala
85 90 95

Thr Tyr Gly Ala Ala Phe Gly Gly Gly Thr Glu val val val 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 GIn Trp Lys val Asp Asn Ala Leu Gln Ser
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eolf-seql
145 150 155 160

Gly Asn Ser GIn Glu Ser val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

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

val Thr Lys Ser Phe Asn Arg Gly Glu Cys
15

210 2
<210> 281
<211> 214
<212> PRT
<213> Artificial Sequence
<220>
<223> cConstruct DR5TAA-0061 (1+1 chimeric Crossmab containing 4B9 and
DR5TAA-0011) Crossed LC (FAP)
<400> 281

Glu ITe val Leu Thr GIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Thr Ser Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile Asn val Gly Ser Arg Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys Gln Gln Gly Ile Met Leu Pro
85 90 95

Pro Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Ser Ser Ala Ser
100 105 110

Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr
115 120 125

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

Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val
145 150 155 160
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His Thr

Ser val

Cys Asn

Glu Pro
210

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

<220>
<223>
<400>
GIn Ser
1

Leu Thr

Met Ile

Phe Ile

50

Arg Phe

65

Ser Pro

Tyr Ser

Ser Ser

ser Lys

145

Phe Pro Ala val Leu GlIn
165
val Thr val Pro Ser Ser
180

val Asn His Lys Pro Ser
195 200
Lys Ser Cys Asp
282
444

PRT

Artificial Sequence

Construct DR5TAA-0061

DR5TAA-0011) HC (DR5)

282

val Glu Glu Ser Gly Gly
5

Leu Thr Cys Thr val ser
20

Trp val Arg Gln Ala Pro
35 40

Thr Ser Asp Ser Ser Ala
55

Thr Ile Ser Lys Thr Ser

Thr Thr Glu Asp Thr Ala
85

Asp Gly Thr Asp Leu Trp

Ala Ser Thr Lys Gly Pro
115 120

Ser Thr Ser Gly Gly Thr

Phe Pro Glu Pro val Thr
150

eolf-seql

Ser Ser Gly Leu Tyr Ser Leu Ser
170 175

Ser Leu Gly Thr GIn Thr Tyr Ile
185 190

Asn Thr Lys val Asp Lys Lys val
205

(1+1 chimeric Crossmab containing 4B9 and

Arg Leu val Thr pro Gly Thr Pro
10 15

Gly Phe Ser Ile Ser Arg Tyr Ala
25 30

Gly Glu Gly Leu Glu Tyr 1Ile Gly
45

Tyr Tyr Ala Ser Trp Ala Lys Gly
60

Thr Thr val Asp Leu Lys Met Thr
75 80

Thr Tyr Phe Cys Ala Arg Tyr Thr
90 95

Gly Pro Gly Thr Leu val Thr val
105 110

Ser val Phe Pro Leu Ala Pro Ser
125

Ala Ala Leu Gly Cys Leu val Lys
140

val Ser Trp Asn Ser Gly Ala Leu
155 160
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Thr

Tyr

Gln

Asp

Pro

225

Pro

Thr

Asn

Arg

val

305

Ser

Lys

Asp

Phe

Glu

385

Phe

Ser

Ser

Thr

Lys

210

cys

Pro

cys

Trp

Glu

290

Leu

Asn

Gly

Glu

Tyr

370

Asn

Phe

Asn

Gly

Leu

Tyr

195

Lys

Pro

Lys

val

Tyr

275

Glu

His

Lys

GlIn

Leu

355

Pro

Asn

Leu

val

val

ser

180

Ile

val

Ala

Pro

val

260

val

Gln

GlIn

Ala

Pro

340

Thr

Ser

Tyr

val

Phe
420

His

165

Ser

cys

Glu

Pro

Asp

Tyr

Asp

Leu

325

Arg

Lys

Asp

Lys

ser

405

Ser

Thr

val

Asn

Pro

Glu

230

Asp

Asp

Gly

Asn

Trp

310

Gly

Glu

Asn

Ile

Thr

390

Lys

Cys

Phe

val

val

Thr

val

val

Ser

295

Leu

Ala

Pro

GlIn

Ala

375

Thr

Leu

Ser

Pro

Thr

Asn

200

Ser

Ala

Leu

Ser

Glu

280

Thr

Asn

Pro

Gln

val

360

val

Pro

Thr

val

Ala

val

185

His

cys

Gly

Met

His

265

val

Tyr

Gly

Ile

val

345

Ser

Glu

Pro

val

Met
425

eolf-seql

val

170

Pro

Lys

Asp

Gly

Ile

250

Glu

His

Arg

Lys

Glu

330

Cys

Leu

Trp

val

Asp

410

His

Leu Gln

Ser Ser

Pro Ser

Lys Thr
220

Pro Ser
235

Ser Arg

Asp Pro

Asn Ala

val val
300

Glu Tyr
315

Lys Thr

Thr Leu

ser Cys

Glu Ser

380

Leu Asp
395

Lys Ser

Glu Ala
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Ser

Ser

Asn

205

His

val

Thr

Glu

Lys

Ile

Pro

Ala

365

Asn

Ser

Arg

Leu

Ser

Leu

190

Thr

Thr

Phe

Pro

val

270

Thr

val

cys

Ser

Pro

350

val

Gly

Asp

Trp

His
430

Gly

Gly

Lys

cys

Leu

Glu

255

Lys

Lys

Leu

Lys

Lys

GlIn

Gly

GlIn

415

Asn

Leu

Thr

val

Pro

Phe

240

val

Phe

Pro

Thr

val

320

Arg

Gly

Pro

ser

400

Gln

His



eolf-seql

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

<210> 283

<211> 451

<212> PRT

<213> Artificial Sequence

<220>

<223> cConstruct DR5TAA-0061 (1+1 chimeric Crossmab containing 4B9 and
DR5TAA-0011) Crossed HC (FAP)

<400> 283

Glu val Gln 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 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 Asn 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 Gln Gly Thr Leu
100 105 110

val Thr val Ser Ser Ala Ser val Ala Ala Pro Ser val Phe Ile Phe
115 120 125

Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr Ala Ser val val Cys
130 135 140

Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys val GIn Trp Lys val
145 150 155 160

Asp Asn Ala Leu Gln Ser Gly Asn Ser GIn Glu Ser val Thr Glu GIn
165 170 175

Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser
180 185 190

Lys Ala Asp Tyr Glu Lys His Lys val Tyr Ala Cys Glu val Thr His
195 200 205
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Gln

Gly

Ile

Glu

His

Lys

Glu

Tyr

Leu

Asp

His

Pro

Gly
Lys
Pro
ser
Asp
Asn
290
val
Glu
Lys
Thr
Trp
Glu
Leu
Lys
Glu

Gly
0

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

Leu

Thr

Ser

Arg

Pro

275

Ala

val

Tyr

Thr

Leu

355

Cys

Ser

Asp

Ser

Ala

435

Lys

284
216
PRT

Ser

His

val

Thr

260

Glu

Lys

Ser

Lys

Ile

340

Pro

Leu

Asn

Ser

Arg

Leu

Ser

Thr

Phe

245

Pro

val

Thr

val

Cys

325

Ser

Pro

val

Gly

Trp

His

Pro

Cys

230

Leu

Glu

Lys

Lys

Leu

310

Lys

Lys

Cys

Lys

Gln

390

Gly

Gln

Asn

val

215

Pro

Phe

val

Phe

Pro

295

Thr

val

Ala

Arg

Gly

Pro

Ser

Gln

His

Artificial Sequence

Thr

Pro

Pro

Thr

Asn

280

Arg

val

Ser

Lys

360

Phe

Glu

Phe

Gly

Tyr‘
440

Lys

Cys

Pro

265

Trp

Glu

Leu

Asn

Tyr

Asn

Phe

Asn

425

Thr

eolf-seql
Ser Phe Asn

Pro

Tyr

Glu

His

Leu

Pro

Asn

Leu

410

val

Gln

Ala

235

Pro

val

val

Gln

Gln

315

Ala

Pro

Thr

Ser

Tyr

395

Tyr

Phe

Lys

220

Pro

Lys

val

Asp

Tyr

300

Asp

Leu

Arg

Lys

380

Lys

Ser

Ser

Ser
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Arg

Glu

Asp

Asp

Gly

Asn

Trp

Gly

Glu

Asn

365

Ile

Thr

Lys

Cys

Leu
445

Gly

Ala

Thr

val

270

val

Ser

Leu

Ala

Pro

350

Gln

Ala

Thr

Leu

Ser

430

Ser

Glu

Ala

Leu

255

Ser

Glu

Thr

Asn

Pro

335

Gln

val

val

Pro

Thr

415

val

Leu

Cys

Gly

Met

val

Tyr

val

Ser

Pro
400
val

Met

Ser



eolf-seql

<220>

<223> cConstruct DR5TAA-0032 (2+2 chimeric CrossMab containing 28H1 and
DR5TAA-0005) LC (DR5)

<400> 284

Ala Gln val Leu Thr GIn Thr Pro Ser Pro val Ser Ala Ala val Gly
1 5 10 15

Gly Thr val Thr Ile Asn Cys GIn Ala Ser Gln Ser val Tyr Asn Asn
20 25 30

Arg Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Pro Pro Lys Leu Leu
35 40 45

Ile Tyr Leu Ala Ser Thr Leu Ala Ser Gly val Pro Ser Arg Phe Lys
50 55 60

Gly ser Gly Ser Gly Thr GIn Phe Thr Leu Thr ITe Ser Asp Leu GIn
65 70 75 80

Cys Asp Asp Ala Ala Thr Tyr Tyr Cys Ala Gly Gly Tyr Ser Gly Asn
85 90 95

Ile Asn Ala Phe Gly Gly Gly Thr Glu val val val Lys Arg Thr val
100 105 110

Ala Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys
115 120 125

Ser Gly Thr Ala Ser val val Cys Leu Leu Asn Asnh Phe Tyr Pro Arg
130 135 140

Glu Ala Lys val Gln Trp Lys val Asp Asn Ala Leu Gln Ser Gly Asn
145 150 155 160

Ser GIn Glu Ser val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser
165 170 175

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

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

Lys Ser Phe Asn Arg Gly Glu Cys

210 215
<210> 285
<211> 214
<212> PRT

<213> Artificial Sequence
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eolf-seql

<220>

<223> cConstruct DR5TAA-0032 (242 chimeric CrossMab containing 28H1 and
DR5TAA-0005) Crossed LC (FAP)

<400> 285

Glu ITe val Leu Thr GIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Arg Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile ITe Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys Gln Gln Gly Gln val Ile Pro
85 90 95

Pro Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Ser Ser Ala Ser
100 105 110

Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr
115 120 125

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

Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val
145 150 155 160

His Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser
165 170 175

Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile
180 185 190

Cys Asn val Asn His Lys Pro Ser Asn Thr Lys val Asp Lys Lys Vval
195 200 205

Glu Pro Lys Ser Cys Asp

210
<210> 286
<211> 688
<212> PRT
<213> Artificial Sequence
<220>
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eolf-seql

<223> cConstruct DR5TAA-0032 (2+2 chimeric CrossMab containing 28H1 and
DR5TAA-0005) HC (DR5 - crossed FAP
<400> 286

Gln Ser Leu Glu Glu Ser Gly Gly Arg Leu val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr Ala Ser Gly Phe Ser Leu Ser Ser Ala Tyr
20 25 30

Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Tyr Ile Tyr Ser Gly Ser Gly Ser Thr Trp Tyr Ala Ser Trp val Lys
50 55 60

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

Thr Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg Gly
85 90 95

Tyr Ser Thr Met Gly Asp Leu Trp Gly Pro Gly Thr Leu val Thr val
100 105 110

Ser Ser Ala Ser Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser
115 120 125

Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu val Lys
1

Asp Tyr Phe Pro Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu
145 150 155 160

Thr Ser Gly val His Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu
165 170 175

Tyr Ser Leu Ser Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr
180 185 190

Gln Thr Tyr ITe Cys Asn val Asn His Lys Pro Ser Asn Thr Lys val
195 200 205

Asp Lys Lys val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro
210 215 220

Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser val Phe Leu Phe
225 230 235 240

Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu val
245 250 255
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Thr

Asn

Arg

val

305

Ser

Lys

Asp

Phe

Glu

385

Phe

Tyr

Gly

ser

465

Gly

His

val

Cys

Trp

Glu

290

Leu

Asn

Gly

Glu

Tyr

370

Asn

Phe

Asn

Thr

ser

450

Glu

Ser

Ala

Ser

val

Tyr

275

Glu

His

Lys

GlIn

Leu

355

Pro

Asn

Leu

val

Gln

435

Gly

val

Leu

Met

Ala
515

val

260

val

Gln

Gln

Ala

Pro

340

Thr

Ser

Tyr

Tyr

Phe

420

Lys

Gly

GlIn

Arg

ser

500

Ile

val

Asp

Tyr

Asp

Leu

325

Arg

Lys

Asp

Lys

ser

405

Ser

Ser

Gly

Leu

Leu

485

Trp

Trp

Asp

Gly

Asn

Trp

310

Pro

Glu

Asn

Ile

Thr

390

Lys

Cys

Leu

Gly

Leu

470

Ser

val

Ala

val

val

Ser

295

Leu

Ala

Pro

Gln

Ala

375

Thr

Leu

Ser

Ser

Ser

455

Glu

cys

Arg

Ser

Ser

Glu

280

Thr

Asn

Pro

Gln

val

360

val

Pro

Thr

val

Leu

440

Gly

Ser

Ala

GlIn

Gly

His

265

val

Tyr

Gly

Ile

val

345

Ser

Glu

Pro

val

Met

425

Ser

Gly

Gly

Ala

Ala

505

Glu

eolf-seql

Glu Asp Pro

His

Arg

Lys

Glu

330

Tyr

Leu

Trp

val

Asp

410

His

Pro

Gly

Gly

ser

490

Pro

Gln

Asn

val

Glu

315

Lys

Thr

Thr

Glu

Leu

395

Lys

Glu

Gly

Gly

Gly

Gly

Gly

Tyr

Ala

val

300

Tyr

Thr

Leu

Cys

Ser

380

Asp

Ser

Ala

Lys

Ser

460

Leu

Phe

Lys

Tyr
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Lys

Ile

Pro

Leu

365

Asn

Ser

Arg

Leu

Ser

445

Gly

val

Thr

Gly

Ala
525

val

270

Thr

val

cys

Ser

Pro

350

val

Gly

Asp

Trp

His

430

Gly

Gly

GlIn

Phe

Leu

510

Asp

Lys

Lys

Leu

Lys

Lys

GlIn

Gly

Gln

415

Asn

Gly

Gly

Pro

ser

495

Glu

Ser

Phe

Pro

Thr

val

320

Ala

Arg

Gly

Pro

ser

400

Gln

His

Gly

Gly

Gly

Ser

Trp

val



eolf-seql

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
530 535 540

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
545 550 555 560

Ala Lys Gly Trp Leu Gly Asn Phe Asp Tyr Trp Gly GIn Gly Thr Leu
565 570 575

val Thr val Ser Ser Ala Ser val Ala Ala Pro Ser val Phe Ile Phe
580 585 590

Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr Ala Ser val val Cys
595 600 605

Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys val GIn Trp Lys val
610 615 620

Asp Asn Ala Leu GIn Ser Gly Asn Ser GIln Glu Ser val Thr Glu Gln
625 630 635 640

Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser
645 650 655

Lys Ala Asp Tyr Glu Lys His Lys val Tyr Ala Cys Glu val Thr His
660 665 670

Gln Gly Leu Ser Ser Pro val Thr Lys Ser Phe Asn Arg Gly Glu Cys
675 680 685

<210> 287
<211> 218
<212> PRT
<213> Artificial Sequence

<220>

<223> Construct DR5TAA-0033 (242 chimeric CrossMab containing 28H1 and
DR5TAA-0011)LC (DR5)

<400> 287

Ala Asp Ile val Met Thr GIn Thr Pro Ala Ser val Ser Glu Pro val

1 5 10 15

Gly Gly Thr val Thr ITe Lys Cys Gln Ala Ser GIn Ser Ile Ser Thr
20 25

Tyr Leu Ser Trp Tyr Gln GIn Lys Pro Gly GIn Pro Pro Lys Arg Leu
35 40 45

Ile Tyr Lys Ala Ser Thr Leu Ala Ser Gly val Pro Ser Arg Phe Lys
50 55 60
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eolf-seql
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Arg Asp Leu Glu
65 70 75 80

Cys Ala Asp Ala Ala Thr Tyr Tyr Cys GIn Pro Asn Ser Gly Ile Ala
85 90 95

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

Gly Asn Ser GIn Glu Ser val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

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

val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 288

<211> 214

<212> PRT

<213> Artificial Sequence

<220>

<223> cConstruct DR5TAA-0033 (2+2 chimeric CrossMab containing 28H1 and
DR5TAA-0011)Crossed LC (FAP)

<400> 288

Glu ITe val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Arg Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile ITe Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
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eolf-seql
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys GIn GIn Gly GIn val Ile Pro
85 90 95

Pro Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Ser Ser Ala Ser
100 105 110

Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr
115 120 125

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

Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val
145 150 155 160

His Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser
165 170 175

Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile
180 185 190

Cys Asn val Asn His Lys Pro Ser Asn Thr Lys val Asp Lys Lys Vval
195 200 205

Glu Pro Lys Ser Cys Asp

210
<210> 289
<211> 688
<212> PRT
<213> Artificial Sequence
<220>
<223> Construct DR5TAA-0033 (242 chimeric CrossMab containing 28H1 and
DR5TAA-0011)HC (DR5 - crossed FAP)
<400> 289

Gln Ser val Glu Glu Ser Gly Gly Arg Leu val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr val Ser Gly Phe Ser Ile Ser Arg Tyr Ala
25 30

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

Phe I1e Thr Ser Asp Ser Ser Ala Tyr Tyr Ala Ser Trp Ala Lys Gly
55 60

Arg Phe Thr Ile Ser Lys Thr Ser Thr Thr val Asp Leu Lys Met Thr
65 70 75 80
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Ser

Tyr

Ser

Ser

145

Thr

Tyr

Gln

Asp

Pro

225

Pro

Thr

Asn

Arg

val

305

Ser

Lys

Pro

Ser

Ser

Lys

Tyr

Ser

Ser

Thr

Lys

Cys

Pro

Cys

Trp

Glu

290

Leu

Asn

Gly

Thr

Asp

Ala

115

Ser

Phe

Gly

Leu

Tyr

195

Lys

Pro

Lys

val

Tyr

275

Glu

His

Lys

Gln

Thr

Gly

Ser

Thr

Pro

val

Ser

180

Ile

val

Ala

Pro

val

260

val

Gln

Gln

Ala

Pro
340

Glu

85

Thr

Thr

Ser

Glu

His

165

Ser

Cys

Glu

Pro

245

val

Asp

Tyr

Asp

Leu

325

Arg

Asp

Asp

Lys

Gly

Pro

150

Thr

val

Asn

Pro

Glu

230

Asp

Asp

Gly

Asn

Glu

Thr

Leu

Gly

Gly

val

Phe

val

val

Thr

val

val

Ser

295

Leu

Ala

Pro

Ala

Trp

Pro

120

Thr

Thr

Pro

Thr

Asn

200

Ser

Leu

Leu

Ser

Glu

280

Thr

Asn

Pro

Gln

Thr

Ala

val

Ala

val

185

His

Cys

Gly

Met

His

265

val

Tyr

Gly

Ile

val
345

eolf-seql

Tyr Phe Cys
90

Pro

val

Ala

Ser

val

170

Pro

Lys

Asp

Gly

Ile

250

Glu

His

Arg

Lys

Glu
330

Gly

Phe

Leu

Ser

Pro

Lys

Pro

235

Ser

Asp

Asn

val

Glu

315

Lys

Thr

Pro

Gln

Ser

Ser

Thr

220

Ser

Arg

Pro

Ala

val

300

Tyr

Thr

Tyr Thr Leu
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Ala

Leu

Leu

125

Cys

Ser

Ser

Ser

Asn

205

His

val

Thr

Glu

Lys

Ser

Lys

Ile

Pro

Arg

val

110

Ala

Leu

Gly

Ser

Leu

190

Thr

Thr

Phe

Pro

val

270

Thr

val

Cys

Ser

Pro
350

Tyr

95

Thr

Pro

val

Ala

Gly

Gly

Lys

Cys

Leu

Glu

255

Lys

Lys

Leu

Lys

Lys

Ser

Thr

val

Ser

Lys

Leu

160

Leu

Thr

val

Pro

Phe

240

val

Phe

Pro

Thr

val

320

Arg



Asp

Phe

Glu

385

Phe

Gly

Tyr

Gly

Ser

465

Gly

His

val

Lys

Leu

545

Ala

val

Pro

Leu

Glu

Tyr

370

Asn

Phe

Asn

Thr

Ser

450

Glu

Ser

Ala

Ser

Lys

Thr

Pro

Leu
610

Leu

355

Pro

Asn

Leu

val

Gln

435

Gly

val

Leu

Met

Ala

515

Arg

Met

Gly

val

Ser

595

Asn

Thr

Ser

Tyr

Tyr

Phe

420

Lys

Gly

Gln

Arg

Ser

500

Ile

Phe

Asn

Trp

Ser

580

Asp

Asn

Lys

Asp

Lys

Ser

405

Ser

Ser

Gly

Leu

Leu

485

Trp

Trp

Thr

Ser

Leu

565

Ser

Glu

Phe

Asn

Ile

Thr

390

Lys

Cys

Leu

Gly

Leu

470

Ser

val

Ala

Ile

Leu

550

Gly

Ala

Gln

Tyr

Gln

Ala

375

Thr

Leu

Ser

Ser

Ser

455

Glu

Cys

Arg

Ser

Ser

535

Arg

Asn

Ser

Leu

Pro
615

val

360

val

Pro

Thr

val

Leu

440

Gly

Ser

Ala

Gln

Arg

Ala

Phe

val

Lys

Arg

Ser

Glu

Pro

val

Met

425

Ser

Gly

Gly

Ala

Ala

505

Glu

Asp

Glu

Asp

Ala

585

Ser

Glu

eolf-seql

Leu Thr Cys

Trp

val

Pro

Gly

Gly

Ser

490

Pro

Gln

Asn

Asp

Tyr

570

Ala

Gly

Ala

Glu

Leu

395

Lys

Glu

Gly

Gly

Gly

Gly

Gly

Tyr

Ser

Thr

555

Trp

Pro

Thr

Lys

Ser

380

Asp

Ser

Ala

Lys

Ser

460

Leu

Phe

Lys

Tyr

Gly

Ser

Ala

val
620

Page 235

Leu

365

Asn

Ser

Arg

Leu

Ser

445

Gly

val

Thr

Gly

Ala

525

Asn

val

Gln

val

Ser

605

Gln

val

Gly

Asp

Trp

His

430

Gly

Gly

Gln

Phe

Leu

510

Asp

Thr

Tyr

Gly

Phe

590

val

Trp

Lys

Gln

Gly

Gln

415

Asn

Gly

Gly

Pro

Ser

495

Glu

Ser

Leu

Tyr

Thr

575

Ile

val

Lys

Gly

Pro

ser
400

Gly

Gly

Gly

Ser

Trp

val

Tyr

560

Leu

Phe

Cys

val



eolf-seql

Asp Asn Ala Leu GIn Ser Gly Asn Ser GIn Glu Ser val Thr Glu GIn
625 630 635 640

Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser
645 650 655

Lys Ala Asp Tyr Glu Lys His Lys val Tyr Ala Cys Glu val Thr His
660 665 670

Gln Gly Leu Ser Ser Pro val Thr Lys Ser Phe Asn Arg Gly Glu Cys
685

675 680

<210> 290

<211> 218

<212> PRT

<213> Artificial Sequence

<220>

<223> cConstruct DR5TAA-0034 (2+2 chimeric CrossMab containing 28H1 and
DR5TAA-0013) LC (DR5)

<400> 290

Ala Leu val Met Thr GIn Thr Pro Ser Ser Thr Ser Glu Pro val Gly
1 5 10 15

Gly Thr val Thr Ile Lys Cys Gln Ala Ser Gln Ser Ile Gly Ser Ser
20 25 30

Leu Ser Trp Tyr GIn GIn Thr Pro Gly GIn Pro Pro Lys Leu Leu Ile
35 40 45

Tyr Thr Ala Ser Ser Leu Ala Ser Ser val Pro Lys Arg Phe Ser Gly
50 55 60

Ser Arg Ser Gly Thr Gln Phe Thr Leu Thr Ile Ser Gly val Gln Cys
65 70 75 80

Ala Asp Ala Ala Thr Tyr Tyr Cys Leu Gly ITe Asp Asp val Arg Arg
85 90 95

Asp Asp Gly Phe Ala Phe Gly Gly Gly Thr Glu val val val 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 GIn Trp Lys val Asp Asn Ala Leu Gln Ser
145 150 155 160
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eolf-seql

Gly Asn Ser GIn Glu Ser val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

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

val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215
<210> 291
<211> 214
<212> PRT
<213> Artificial Sequence
<220>
<223> Construct DR5TAA-0034 (242 chimeric CrossMab containing 28H1 and
DR5TAA-0013) Crossed LC (FAP)
<400> 291

Glu ITe val Leu Thr GIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Arg Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile ITe Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys Gln Gln Gly Gln val Ile Pro
85 90 95

Pro Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Ser Ser Ala Ser
100 105 110

Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr
115 120 125

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

Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val
145 150 155 160
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His Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser
165 170 175

Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile
180 185 190

Cys Asn val Asn His Lys Pro Ser Asn Thr Lys val Asp Lys Lys Vval
195 200 205

Glu Pro Lys Ser Cys Asp

210
<210> 292
<211> 691
<212> PRT
<213> Artificial Sequence
<220>
<223> cConstruct DR5TAA-0034 (2+2 chimeric CrossMab containing 28H1 and
DR5TAA-0013) HC (DR5 - crossed FAP)
<400> 292

Gln Ser Leu Glu Glu Ser Gly Gly Arg Leu val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr Ala Ser Gly Phe Thr Ile Ser Ser Tyr His
20 25 30

Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Tyr Ile Tyr Ala Gly Ser Ala Ser Thr Trp Tyr Ala Ser Trp val Lys
50 55 60

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

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

Ala Gly Ser Ser Tyr Trp Glu Phe Asn Leu Trp Gly Pro 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 Sser Gly val His Thr Phe Pro Ala val Leu Gln Ser
Page 238



Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

cys

Ser

Pro

val

Asp

Trp

His

Gly

Gly

Lys

210

cys

Leu

Glu

Lys

Lys

Leu

Lys

Lys

Ser

Gly

GlIn

Asn

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

His

Tyr

180

GlIn

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Lys

Asp

Phe

Glu

Phe

Gly

Tyr

165

Ser

Thr

Lys

cys

Pro

245

cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

GlIn

Leu

Pro

Asn

390

Leu

val

GlIn

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

Gln

Ala

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Ser

cys

200

Glu

Pro

Lys

val

Asp

Tyr

Asp

Leu

Arg

Lys

Asp

Lys

Ser

Ser

Ser

val

185

Asn

Pro

Glu

Asp

Asp

265

Gly

Asn

Trp

Pro

Glu

345

Asn

Ile

Thr

Lys

eolf-seql

170

val

val

Lys

Leu

Thr

250

val

val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Thr

Asn

Ser

Leu

235

Leu

Ser

Glu

Thr

Asn

315

Pro

Gln

val

val

Pro

395

Thr

val

val

His

cys

220

Gly

Met

His

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Ser Leu Ser
Page 239

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

ser

190

Pro

Lys

Pro

Ser

Asp

270

Asn

val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

cys

Ser

Asp

ser

415

Ala

Lys

Ser

Asn

His

val

240

Thr

Glu

Lys

Ser

Pro

Leu

Asn

ser

400

Arg

Leu

Ser



Gln Pro

Phe Ser

Leu Glu

Asp Ser

530

Thr Leu

545

Tyr Tyr

Gly Thr

Phe Ile

val val

610

Trp Lys

Thr Glu

Thr Leu

val Thr

Gly Glu

690

<210>

435

Gly

Gly

Gly

Ser

Trp

val

Tyr

Cys

Leu

Phe

595

cys

val

Gln

Ser

His

675

cys

293

Gly

Ser

Gly

His

500

val

Lys

Leu

Ala

val

580

Pro

Leu

Asp

Asp

Lys

Gln

Ser

Glu

ser

485

Ala

Ser

Gly

GlIn

Lys

Thr

Pro

Leu

Asn

ser

645

Ala

Gly

Gly

val

470

Leu

Met

Ala

Arg

Met

550

Gly

val

Ser

Asn

Ala

630

Lys

Asp

Leu

Arg

Ser

Ile

Phe

535

Asn

Trp

Ser

Asp

Asn

615

Leu

Asp

Tyr

Ser

440

Gly

Leu

Leu

Trp

Ser

Leu

Ser

Glu

600

Phe

GlIn

Ser

Glu

ser
680

Gly

Leu

Ser

val

505

Ala

Ile

Leu

Gly

Ala

585

Gln

Tyr

Ser

Thr

eolf-seql

Ser

Glu

Cys

Arg

Ser

Ser

Arg

Asn

570

Ser

Leu

Pro

Gly

Tyr

650

His

val

Gly

ser

475

Ala

Gln

Gly

Arg

Ala

555

Phe

val

Lys

Arg

Asn

635

Ser

Lys

Thr

Gly

460

Gly

Ala

Ala

Glu

540

Glu

Asp

Ala

Ser

Glu

620

Ser

Leu

val

Lys
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445

Gly

Gly

Ser

Pro

Gln

525

Asn

Asp

Tyr

Ala

Gly

Ala

GlIn

Ser

Tyr

ser
685

Gly

Gly

Gly

Gly

510

Tyr

sSer

Thr

Trp

Pro

590

Thr

Lys

Glu

Ser

Ala

670

Phe

Ser

Leu

Phe

495

Lys

Tyr

Lys

Ala

Gly

Ser

Ala

val

Ser

Thr

655

Cys

Asn

Gly

val

480

Thr

Gly

Ala

Asn

val

560

GlIn

val

Ser

Gln

val

640

Leu

Glu

Arg



eolf-seql

<211> 220

<212> PRT

<213> Artificial Sequence

<220>

<223> cConstruct DR5TAA-0035 (242 chimeric CrossMab containing 28H1 and
DR5TAA-0016) LC (DR5)

<400> 293

Ala Asp Ile val Met Thr GIn Thr Ala Ser Pro val Ser Ala Ala val
1 5 10 15

Gly Gly Thr val Thr ITe Asn Cys Gln Ala Ser GIn Ser Ile Ser Ser
20 25 30

Ser Tyr val Ser Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu
35 40 45

Leu Ile Tyr Lys Ala Ser Thr Leu Ala Ser Gly val Pro Ser Arg Phe
50 55 60

Ser Gly Ser Gly Ser Gly Thr GIn Leu Ser Leu Thr Ile Arg Gly val
65 70 75 80

Gln Cys Asp Asp Ala Ala Thr Tyr Tyr Cys Leu Tyr Gly Tyr Ser Asp
85 90 95

val ser Ser Ser Glu Tyr val Phe Gly Gly Gly Thr Glu val val val
100 105 110

Arg Arg Thr val Ala Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp
115 120 125

Glu GIn Leu Lys Ser Gly Thr Ala Ser val val Cys Leu Leu Ash Asn
130 135 140

Phe Tyr Pro Arg Glu Ala Lys val Gln Trp Lys val Asp Asn Ala Leu
145 150 155 160

Gln Ser Gly Asn Ser GIn Glu Ser val Thr Glu GIn Asp Ser Lys Asp
165 170 175

Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr
180 185 190

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

Ser Pro val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215 220

<210> 294
<211> 214
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eolf-seql

<212> PRT

<213> Artificial Sequence

<220>

<223> cConstruct DR5TAA-0035 (2+2 chimeric CrossMab containing 28H1 and
DR5TAA-0016) Crossed LC (FAP)

<400> 294

Glu ITe val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Arg Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile ITe Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys GIn GIn Gly GIn val Ile Pro
85 90 95

Pro Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Ser Ser Ala Ser
100 105 110

Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr
115 120 125

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

Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val
145 150 155 160

His Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser
165 170 175

Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile
180 185 190

Cys Asn val Asn His Lys Pro Ser Asn Thr Lys val Asp Lys Lys Vval
195 200 205

Glu Pro Lys Ser Cys Asp

210
<210> 295
<211> 693
<212> PRT
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eolf-seql
<213> Artificial Sequence

<220>

<223> Construct DR5TAA-0035 (242 chimeric CrossMab containing 28H1 and
DR5TAA-0016) HC (DR5 - crossed FAP)

<400> 295

Gln Ser Leu Glu Glu Ser Gly Gly Arg Leu val Lys Pro Asp Glu Thr
1 5 10 15

Leu Thr Leu Thr Cys Thr val Ser Gly Phe Ser Leu Ash Asn Tyr Ala
20 25 30

Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Met ITe Asn Lys Tyr Gly Thr Lys Tyr Tyr Ala Thr Trp Thr Lys Gly
50 55 60

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

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg val Arg
85 90 95

Tyr Ala Gly Asp Asp Tyr Ala Glu Trp Leu Asp val Trp Gly GIn Gly
100 105 110

Ile Leu val Thr val Ser Ser Ala Ser Thr Lys Gly Pro Ser val Phe
115 120 125

Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu
130 135 140

Gly Cys Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val Ser Trp
145 150 155 160

Asn Ser Gly Ala Leu Thr Ser Gly val His Thr Phe Pro Ala val Leu
165 170 175

Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser val val Thr val Pro Ser
180 185 190

Ser Ser Leu Gly Thr GIn Thr Tyr Ile Cys Asn val Asn His Lys Pro
195 200 205

Ser Asn Thr Lys val Asp Lys Lys val Glu Pro Lys Ser Cys Asp Lys
210 215 220

Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
225 230 235 240
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Ser

Arg

Pro

Ala

val

305

Tyr

Thr

Leu

Cys

Ser

385

Asp

Ser

Ala

Lys

Ser

465

Leu

Phe

val

Thr

Glu

Lys

290

Ser

Lys

Ile

Pro

Leu

370

Asn

Ser

Arg

Leu

Ser

450

Gly

val

Thr

Phe

Pro

val

275

Thr

val

Cys

Ser

Pro

355

val

Gly

Asp

Trp

His

435

Gly

Gly

Gln

Phe

Leu

Glu

260

Lys

Lys

Leu

Lys

340

Ser

Lys

Gln

Gly

Gln

420

Asn

Gly

Gly

Pro

ser
500

Phe

245

val

Phe

Pro

Thr

val

325

Ala

Arg

Gly

Pro

Ser

405

Gln

His

Gly

Gly

Gly

Ser

Pro

Thr

Asn

Arg

val

310

Ser

Lys

Asp

Phe

Glu

390

Phe

Gly

Tyr

Gly

Ser

470

Gly

His

Pro

Cys

Trp

Glu

295

Leu

Asn

Gly

Glu

Tyr

375

Asn

Phe

Asn

Thr

Ser

455

Glu

Ser

Ala

Lys

val

Tyr

280

Glu

His

Lys

Gln

Leu

360

Pro

Asn

Leu

val

Gln

440

Gly

val

Leu

Met

Pro

val

265

val

Gln

Gln

Ala

Pro

345

Thr

Ser

Tyr

Tyr

Phe

425

Lys

Gly

Gln

Arg

ser
505

eolf-seql
Lys Asp Thr

250

val

Asp

Tyr

Asp

Leu

330

Arg

Lys

Asp

Lys

Ser

410

Ser

Ser

Gly

Leu

Leu

490

Trp

Asp

Gly

Asn

Glu

Asn

Ile

Thr

395

Lys

Cys

Leu

Gly

Leu

475

Ser

val

val

val

Ser

300

Leu

Ala

Pro

Gln

Ala

380

Thr

Leu

Ser

Ser

Ser

460

Glu

Cys

Arg
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Leu

Ser

Glu

285

Thr

Asn

Pro

Gln

val

365

val

Pro

Thr

val

Leu

445

Gly

Ser

Ala

Gln

Met

His

270

val

Tyr

Gly

Ile

val

350

Ser

Glu

Pro

val

Met

430

Ser

Gly

Gly

Ala

Ala
510

Ile

255

Glu

His

Arg

Lys

Glu

335

Tyr

Leu

Trp

val

Pro

Gly

Gly

Ser

495

Pro

Ser

Asp

Asn

val

Glu

320

Lys

Thr

Thr

Leu
400

Lys

Gly

Gly

Gly

Gly

Gly



Lys

Tyr

Gly

Ser

Ala

val

625

Ser

Thr

Cys

Asn

Gly

Ala

530

Asn

val

Gln

val

Ser

610

Gln

val

Leu

Glu

Arg
690

Leu

515

Asp

Thr

Tyr

Gly

Phe

595

val

Trp

Thr

Thr

val

675

Gly

Glu

Ser

Leu

Tyr

Thr

580

Ile

val

Lys

Glu

Leu

660

Thr

Glu

Trp

val

Tyr

Cys

565

Leu

Phe

Cys

val

Gln

645

Ser

His

Cys

val

Lys

Leu

550

Ala

val

Pro

Leu

Asp

Lys

Gln

Ser

Gly

Gln

Lys

Thr

Pro

Leu

615

Asn

Ser

Ala

Gly

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

<220>
<223>

<400>

296
217
PRT
Artificial Sequence

Construct DR5TAA-0036
DR5TAA-0019) LC (DR5)

296

Ala

520

Arg

Met

Gly

val

Ser

600

Asn

Ala

Lys

Asp

Leu
680

Ala Leu val Met Thr GIn Thr Pro

1

5

Gly Thr val Thr Ile Asn Cys GIn

20

Leu Ala Trp Phe GIn Gln Lys Pro

eolf-seql
Ile Trp Ala Ser Gly Glu GIln Tyr

Phe Thr ITe Ser Arg Asp Asn Ser
540

Asn Ser Leu Arg Ala Glu Asp Thr
555 560

Trp Leu Gly Asn Phe Asp Tyr Trp
570 575

Ser Ser Ala Ser val Ala Ala Pro
585 590

Asp Glu GIn Leu Lys Ser Gly Thr

Asn Phe Tyr Pro Arg Glu Ala Lys
620

Leu Gln Ser Gly Asn Ser GIn Glu
635 640

Asp Ser Thr Tyr Ser Leu Ser Ser
650 655

Tyr Glu Lys His Lys val Tyr Ala
665 670

Ser Ser Pro Vval Thr Lys Ser Phe
685

(242 chimeric CrossMab containing 28H1 and

Ser Ser val Ser Ala Ala val Gly

25

10

15

Ala Ser GIn Asn Ile Tyr Ser Asn
30

Gly GIn Pro Pro Lys Leu Leu Ile
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35 40 45

Tyr Glu Thr Ser Lys Leu Ala Ser Gly val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Asp Leu Glu Cys
65 70 75 80

Asp Asp Ala Ala Thr Tyr Tyr Cys GIn Ser Ser Trp His Ser Ile Ser
85 90 95

Thr Asp Cys Ala Phe Gly Gly Gly Thr Glu val val val Lys Arg Thr
100 105 110

val Ala Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu
115 120 125

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

Arg Glu Ala Lys val Gln Trp Lys val Asp Asn Ala Leu GIn Ser Gly
145 150 155 160

Asn Ser GIn Glu Ser val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr
165 170 175

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

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

Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215
<210> 297
<211> 214
<212> PRT
<213> Artificial Sequence
<220>
<223> Construct DR5TAA-0036 (242 chimeric CrossMab containing 28H1 and
DR5TAA-0019) Crossed LC (FAP)
<400> 297

Glu ITe val Leu Thr GIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Arg Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45
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Ile ITe Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys Gln Gln Gly Gln val Ile Pro
85 90 95

Pro Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Ser Ser Ala Ser
100 105 110

Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr
115 120 125

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

Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val
145 150 155 160

His Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser
165 170 175

Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile
180 185 190

Cys Asn val Asn His Lys Pro Ser Asn Thr Lys val Asp Lys Lys Vval
195 200 205

Glu Pro Lys Ser Cys Asp

210
<210> 298
<211> 691
<212> PRT
<213> Artificial Sequence
<220>
<223> cConstruct DR5TAA-0036 (2+2 chimeric CrossMab containing 28H1 and
DR5TAA-0019) HC (DR5 - crossed FAP)
<400> 298

Gln Ser val Glu Glu Ser Gly Gly Arg Leu val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr val Ser Gly Phe Ser Leu Ser Asn Tyr Ala
20 25 30

Met Ser Trp val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45
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Ile

Arg

65

Ser

Tyr

val

Ala

Leu

145

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val
305

Ile

50

Phe

Pro

Tyr

Thr

Pro

130

val

Ala

Gly

Gly

Lys

210

cys

Leu

Glu

Lys

Lys

Leu

Ser

Thr

Thr

Gly

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

Ser

Ile

Thr

Tyr

100

Ser

Ser

Asp

Thr

Tyr

180

GlIn

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Ser

Glu

85

Ser

Ser

Lys

Tyr

sSer

165

Ser

Thr

Lys

cys

Pro

245

cys

Trp

Glu

Leu

Gly

Lys

Asp

Tyr

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His
310

Thr

55

Thr

Thr

Ala

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

GlIn

Thr

Ser

Ala

Ala

Thr

120

Ser

Glu

Ser

cys

200

Glu

Pro

Lys

val

Asp

Tyr

Asp

Tyr

Thr

Thr

Gly

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

265

Gly

Asn

Trp

eolf-seql

Tyr Ala Ser
60

Thr

Tyr

90

Leu

Gly

Gly

val

Phe

170

val

val

Lys

Leu

Thr

250

val

val

Ser

Leu

val

75

Phe

Trp

Pro

Thr

Thr

155

Pro

Thr

Asn

Ser

Leu

235

Leu

Ser

Glu

Thr

Asn
315

Asp

cys

Gly

Ser

Ala

140

val

Ala

val

His

Cys

220

Gly

Met

His

val

Tyr

300

Gly
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Trp

Leu

Ala

Pro

val

125

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Ala

Lys

Arg

Gly

110

Phe

Leu

Trp

Leu

sSer

190

Pro

Lys

Pro

Ser

Asp

270

Asn

val

Glu

Lys

val

Glu

95

Thr

Pro

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Gly

Thr

80

Thr

Leu

Leu

cys

ser

160

Ser

Ser

Asn

His

val

240

Thr

Glu

Lys

Ser



cys

Ser

Pro

val

Asp

Trp

His

Gly

Phe

Leu

Asp

Thr

545

Tyr

Lys

Lys

Ser

Gly

GlIn

Asn

Pro

Ser

Glu

ser

530

Leu

Tyr

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

His

435

Gly

Gly

Gly

Ser

Trp

val

Tyr

cys

Leu

Ser

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

Ser

Gly

His

500

val

Lys

Leu

Ala

val
580

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Ser

Glu

ser

485

Ala

Ser

Gly

GlIn

Lys

GlIn

Leu

Pro

Asn

390

Leu

val

GlIn

Gly

val

470

Leu

Met

Ala

Arg

Met

550

Gly

val

Ala

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Arg

Ser

Ile

Phe

535

Asn

Trp

Ser

Leu

Arg

Asp

Lys

Ser

Ser

Ser

440

Gly

Leu

Leu

Trp

Ser

Leu

Ser

Pro

Glu

345

Asn

Ile

Thr

Lys

Gly

Leu

Ser

val

505

Ala

Ile

Leu

Gly

Ala
585

eolf-seql

Ala Pro Ile

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Ser

Glu

Cys

Arg

Ser

Ser

Arg

Asn

570

Ser

GlIn

val

val

Pro

395

Thr

val

Leu

Gly

ser

475

Ala

Gln

Gly

Arg

Ala

555

Phe

val

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Gly

Ala

Ala

Glu

540

Glu

Asp

Ala
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Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Gly

Gly

Ser

Pro

Gln

525

Asn

Asp

Tyr

Ala

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Gly

Gly

Gly

Gly

510

Tyr

Ser

Thr

Trp

Pro
590

Thr

335

Leu

cys

Ser

Asp

ser

415

Ala

Lys

Ser

Leu

Phe

495

Lys

Tyr

Lys

Ala

Gly

Ser

Ile

Pro

Leu

Asn

ser

400

Arg

Leu

Ser

Gly

val

480

Thr

Gly

Ala

Asn

val

560

Gln

val



eolf-seql
Phe ITe Phe Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr Ala Ser
595 600 605

val val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys val Gln
610 615 620

Trp Lys val Asp Asn Ala Leu GIn Ser Gly Asn Ser Gln Glu Ser val
625 630 635 640

Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu
645 650 655

Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys val Tyr Ala Cys Glu
660 665 670

val Thr His Gln Gly Leu Ser Ser Pro val Thr Lys Ser Phe Asn Arg
675 680 685

Gly Glu Cys
690
<210> 299
<211> 218
<212> PRT
<213> Artificial Sequence
<220>
<223> cConstruct DR5TAA-0117 (242 humanized CrossMab containing 28H1
and DR5TAA-0067) LC (DR5)
<400> 299

Ala Asp Ile GIn Met Thr GIn Ser Pro Ser Thr Leu Ser Ala Ser val
1 5 10 15

Gly Asp Arg val Thr ITe Thr Cys Arg Ala Ser GIn Ser Ile Ser Thr
20 25 30

Tyr Leu Ser Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Arg Leu
35 40 45

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

Gly Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr ITe Ser Ser Leu GIn
65 70 75 80

Pro Asp Asp Ala Ala Thr Tyr Tyr Cys GIn Pro Asn Ser Gly Ile Ala
85 90 95

Thr Tyr Gly Ala Ala Phe Gly Gly Gly Thr Lys val Glu Ile Lys Arg
100 105 110
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eolf-seql
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 GIn Trp Lys val Asp Asn Ala Leu Gln Ser
145 150 155 160

Gly Asn Ser GIn Glu Ser val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

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

val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215
<210> 300
<211> 214
<212> PRT
<213> Artificial Sequence
<220>
<223> cConstruct DR5TAA-0117 (2+2 humanized CrossMab containing 28H1
and DR5TAA-0067) Crossed LC (FAP)
<400> 300

Glu ITe val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Arg Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile ITe Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys GIn Gln Gly Gln val Ile Pro
85 90 95

Pro Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Ser Ser Ala Ser
100 105 110

Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr
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eolf-seql
115 120 125

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

Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val
145 150 155 160

His Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser
165 170 175

Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile
180 185 190

Cys Asn val Asn His Lys Pro Ser Asn Thr Lys val Asp Lys Lys Vval
195 200 205

Glu Pro Lys Ser Cys Asp

210
<210> 301
<211> 689
<212> PRT
<213> Artificial Sequence
<220>
<223> cConstruct DR5TAA-0117 (242 humanized CrossMab containing 28H1

and DR5TAA-0067) HC (DR5 - crossed FAP)
<400> 301
Glu val Gln Leu val Glu Thr Gly Gly Gly Leu ITe GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr val ser Arg Tyr
20 25 30

Ala Met Ile Trp val Arg Gln Ala Pro Gly Lys Gly Leu Glu Tyr Ile
35 40 45

Gly Phe Ile Thr Ser Asp Gly Ser Thr Tyr Tyr Ala Asp Ser Ala Lys
50 55 60

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

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys Ala
85 90 95

Arg Tyr Thr Tyr Ser Asp Gly Thr Asp Leu Trp Gly Arg 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
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Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Thr

val

305

Cys

Ser

Pro

val

Gly

Pro

130

val

Ala

Gly

Gly

Lys

Cys

Leu

Glu

Lys

Lys

290

Leu

Lys

Lys

Ser

Lys

Gln

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

355

Gly

Pro

Ser

Asp

Thr

Tyr

180

Gln

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

340

Asp

Phe

Glu

Lys

Tyr

Ser

165

Ser

Thr

Lys

Cys

Pro

245

Cys

Trp

Glu

Leu

Asn

325

Glu

Tyr

Asn

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

Gln

Leu

Pro

Asn
390

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

val

Gln

295

Gln

Ala

Pro

Thr

Ser

375

Tyr

Ser

Glu

His

Ser

Cys

200

Glu

Pro

Lys

val

Asp

280

Tyr

Asp

Leu

Arg

Asp

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp

265

Gly

Asn

Trp

Gly

Glu

345

Asn

Ile

Thr

eolf-seql

Gly Thr Ala Ala Leu
140

val

Phe

170

val

val

Lys

Ala

Thr

250

val

val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Thr val
155

Pro Ala

Thr val

Asn His

ser Cys
220

Ala Gly
235

Leu Met

ser His

Glu val

Thr Tyr
300

Asn Gly
315

Pro Ile

GIn val

val Ser

val Glu

380

Pro Pro
395
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Ser

val

Pro

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Trp

Leu

Ser

190

Pro

Lys

Pro

Ser

Asp

270

Asn

val

Glu

Lys

Thr

350

Thr

Glu

Leu

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Cys

Ser

160

Ser

Ser

Asn

His

val

240

Thr

Lys

Ser

Pro

Leu

Asn

ser
400



Asp

Trp

His

Gly

Ser

Trp

val

Tyr

545

Cys

Leu

Phe

Cys

val

625

Gln

Ser

Gly

Gln

Asn

Gly

His

val

Ala

val

Pro

Leu

610

Asp

Asp

Lys

Ser

Gln

His

435

Ser

Glu

Ser

Ala

Ser

515

Gly

Gln

Lys

Thr

Pro

595

Leu

Asn

Ser

Ala

Phe

Gly

Tyr

Gly

val

Leu

Met

500

Ala

Arg

Met

Gly

val

580

Ser

Asn

Ala

Lys

Asp

Phe

405

Asn

Thr

Gly

Gln

Arg

Ser

Ile

Phe

Asn

Asp

Asn

Leu

645

Tyr

Leu

val

Gln

Gly

Leu

470

Leu

Trp

Trp

Thr

Ser

550

Leu

Ser

Glu

Phe

Gln

630

Ser

Glu

Tyr

Phe

Lys

Ser

val

Ala

Ile

535

Leu

Gly

Ala

Gln

Tyr

615

Ser

Thr

Lys

Ser

Ser

Ser

440

Ser

Glu

Cys

Arg

Ser

520

Ser

Arg

Asn

Ser

Leu

600

Pro

Gly

Tyr

His

Gly

Ser

Ala

Gln

505

Gly

Arg

Ala

Phe

val

585

Lys

Arg

Asn

Ser

Lys

eolf-seql

Leu Thr val

410

Ser

Ser

Gly

Gly

Ala

490

Ala

Glu

Asp

Glu

570

Ala

Ser

Glu

Ser

Leu
650

val

Leu

Gly

Gly

Ser

Pro

Gln

Asn

Asp

555

Tyr

Ala

Gly

Ala

Gln

635

Ser

Met

Ser

Gly

Gly

Gly

Tyr

Ser

540

Thr

Trp

Pro

Thr

Lys

Glu

Ser

val Tyr Ala
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Asp

His

Pro

445

Ser

Leu

Phe

Lys

Tyr

525

Lys

Ala

Gly

Ser

Ala

605

val

Ser

Thr

Cys

Lys

Glu

430

Gly

Gly

val

Thr

Asn

val

Gln

val

590

Ser

Gln

val

Leu

Glu
670

Ser

415

Ala

Gly

Gly

Gln

Phe

495

Leu

Asp

Thr

Tyr

Gly

Phe

val

Trp

Thr

Thr

655

val

Arg

Leu

Gly

Gly

Pro

480

Ser

Ser

Leu

Tyr

560

Thr

val

Lys

Glu

640

Leu

Thr



eolf-seql

His GIn Gly Leu Ser Ser Pro val Thr Lys Ser Phe Asn Arg Gly Glu
680 685

Cys

<210> 302

<211> 218

<212> PRT

<213> Artificial Sequence

<220>

<223> cConstruct DR5TAA-0118 (2+2 humanized CrossMab containing 28H1
and DR5TAA-0071) LC (DR5)

<400> 302

Ala Asp ITe Gln Met Thr GIn Ser Pro Ser Thr Leu Ser Ala Ser val
1 5 10 15

Gly Asp Arg val Thr ITe Thr Cys Arg Ala Ser GIn Ser Ile Ser Thr
20 25 30

Tyr Leu Ser Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Arg Leu
35 40 45

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

Gly ser Gly Ser Gly Thr Glu Phe Thr Leu Thr ITe Ser Ser Leu GIn
65 70 75 80

Pro Asp Asp Ala Ala Thr Tyr Tyr Cys GIn Pro Asn Ser Gly Ile Ala
85 90 95

Thr Tyr Gly Ala Ala Phe Gly Gly Gly Thr Lys val 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 GIn Trp Lys val Asp Asn Ala Leu Gln Ser
145 150 155 160

Gly Asn Ser GIn Glu Ser val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190
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eolf-seql
His Lys val Tyr Ala Cys Glu val Thr His Gln Gly Leu Ser Ser Pro
195 200 205

val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 303

<211> 214

<212> PRT

<213> Artificial Sequence

<220>

<223> cConstruct DR5TAA-0118 (242 humanized CrossMab containing 28H1
and DR5TAA-0071) Crossed LC (FAP)

<400> 303

Glu ITe val Leu Thr GIn Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Arg Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile ITe Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys Gln Gln Gly Gln val Ile Pro
85 90 95

Pro Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Ser Ser Ala Ser
100 105 110

Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr
115 120 125

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

Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val
145 150 155 160

His Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser
165 170 175

Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile
180 185 190
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Cys Asn val Asn His Lys Pro Ser Asn Thr Lys val Asp Lys Lys Vval
195 200 205

Glu Pro Lys Ser Cys Asp

210
<210> 304
<211> 689
<212> PRT
<213> Artificial Sequence
<220>
<223> cConstruct DR5TAA-0118 (2+2 humanized CrossMab containing 28H1
and DR5TAA-0071) HC (DR5 - crossed FAP)
<400> 304

Gln val Gln Leu val Glu Ser Gly Gly Gly Leu val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ser Ala Ser Gly Phe Ser Ile Ser Arg Tyr
20 25 30

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

Gly Phe Ile Thr Ser Asp Ser Ser Ala Tyr Tyr Ala Ser Trp Ala Lys
50 55 60

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

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys Ala
85 90 95

Arg Tyr Thr Tyr Ser Asp Gly Thr Asp Leu Trp Gly GIn Gly Thr Leu
100 105 110

val Thr val Ser Ser Ala Ser Thr Lys Gly Pro Ser val Phe Pro Leu
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
130 135 140

Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly val His Thr Phe Pro Ala val Leu Gln 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 ITe Cys Asn VvVal Asn His Lys Pro Ser Asn
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Thr

Thr

225

Phe

Pro

val

Thr

val

305

cys

Ser

Pro

val

Asp

Trp

His

Gly

Gly

Lys

210

cys

Leu

Glu

Lys

Lys

Leu

Lys

Lys

Ser

Gly

Gln

Asn

195

val

Pro

Phe

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

GlIn

His

435

Ser

Glu

Asp

Pro

Pro

Thr

260

Asn

Arg

val

Ser

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

val

Lys

cys

Pro

245

cys

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Gly

GlIn

Lys

Pro

230

Lys

val

Tyr

Glu

His

310

Lys

Gln

Leu

Pro

Asn

390

Leu

val

GlIn

Gly

Leu

val

215

Ala

Pro

val

val

Gln

295

Gln

Ala

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

200

Glu

Pro

Lys

val

Asp

Tyr

Asp

Leu

Arg

Asp

Lys

Ser

Ser

ser

440

Ser

Glu

Pro

Glu

Asp

Asp

Gly

Asn

Trp

Gly

Glu

345

Asn

Ile

Thr

Lys

Gly

Ser

eolf-seql

Lys Ser

Ala Ala
235

Thr Leu
250

val Ser

val Glu

Ser Thr

Leu Asn

315

Ala Pro
330

Pro Gln
Gln val
Ala val
Thr Pro

395

Leu Thr

410

Ser val

Ser Leu

Gly Gly

Gly Gly

cys

220

Gly

Met

His

val

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

460

Gly
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205

Asp

Gly

Ile

Glu

His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Ser

Leu

Lys

Pro

Ser

Asp

Asn

val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Gly

val

Thr

Ser

Arg

Pro

Ala

val

Tyr

Thr

335

Leu

cys

Ser

Asp

ser

415

Ala

Gly

Gly

Gln

His
val

240

Thr

Lys

Ser

Pro

Leu

Asn

ser

400

Arg

Leu

Gly

Gly

Pro



eolf-seql
465 470 475 480

Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser
485 490 495

Ser His Ala Met Ser Trp val Arg Gln Ala Pro Gly Lys Gly Leu Glu
500 505 510

Trp val Ser Ala Ile Trp Ala Ser Gly Glu GIn Tyr Tyr Ala Asp Ser
515 520 525

val Lys Gly Arg Phe Thr ITle Ser Arg Asp Asn Ser Lys Asn Thr Leu
530 535 540

Tyr Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr
545 550 555 560

Cys Ala Lys Gly Trp Leu Gly Asn Phe Asp Tyr Trp Gly Gln Gly Thr
565 570 575

Leu val Thr val Ser Ser Ala Ser val Ala Ala Pro Ser val Phe Ile
580 585 590

Phe Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr Ala Ser val val
595 600 605

Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys val GIn Trp Lys
610 615 620

val Asp Asn Ala Leu Gln Ser Gly Asn Ser GIn Glu Ser val Thr Glu
625 630 635 640

Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu
645 650 655

Ser Lys Ala Asp Tyr Glu Lys His Lys val Tyr Ala Cys Glu val Thr
660 665 670

His GIn Gly Leu Ser Ser Pro val Thr Lys Ser Phe Asn Arg Gly Glu
675 680 685

Cys

<210> 305

<211> 217

<212> PRT

<213> Artificial Sequence

<220>

<223> cConstruct DR5TAA-0119 (242 humanized CrossMab containing 28H1

and DR5TAA-0075) LC (DR5)
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eolf-seql
<400> 305

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser val Gly
1 5 10 15

Asp Arg val Thr Ile Thr Cys Gln Ala Ser Gln Ser Ile Ser Thr Tyr
20 25 30

Leu Ser Trp Tyr GIn Gln Lys Pro Gly Gln Pro Pro Lys Arg Leu Ile
35 40 45

Tyr Lys Ala Ser Thr Leu Ala Ser Gly val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu GIn Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Pro Asn Ser Gly ITle Ala Thr
85 90 95

Tyr Gly Ala Ala Phe Gly Gly Gly Thr Lys val Glu Ile Lys Arg Thr
100 105 110

val Ala Ala Pro Ser val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu
115 120 125

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

Arg Glu Ala Lys val Gln Trp Lys val Asp Asn Ala Leu Gln Ser Gly
145 150 155 160

Asn Ser GIn Glu Ser val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr
165 170 175

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

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

Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215
<210> 306
<211> 214
<212> PRT
<213> Artificial Sequence
<220>
<223> cConstruct DR5TAA-0119 (2+2 humanized CrossMab containing 28H1
and DR5TAA-0075) Crossed LC (FAP)
<400> 306
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eolf-seql
Glu ITe val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser val Ser Arg Ser
20 25 30

Tyr Leu Ala Trp Tyr Gln GIn Lys Pro Gly GIn Ala Pro Arg Leu Leu
35 40 45

Ile ITe Gly Ala Ser Thr Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr ITe Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala val Tyr Tyr Cys GIln Gln Gly Gln val Ile Pro
85 90 95

Pro Thr Phe Gly GIn Gly Thr Lys val Glu Ile Lys Ser Ser Ala Ser
100 105 110

Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr
115 120 125

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

Glu Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly val
145 150 155 160

His Thr Phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser
165 170 175

Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile
180 185 190

Cys Asn val Asn His Lys Pro Ser Asn Thr Lys val Asp Lys Lys Vval
195 200 205

Glu Pro Lys Ser Cys Asp
210

<210> 307

<211> 689

<212> PRT

<213> Artificial Sequence

<220>

<223> cConstruct DR5TAA-0119 (242 humanized CrossMab containing 28H1
and DR5TAA-0075) HC (DR5 - crossed FAP)

<400> 307
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Glu

Ser

Ala

Gly

Gly

65

Gln

Arg

val

Ala

Leu

145

Gly

Ser

Leu

Thr

Thr

225

Phe

Pro

val

Leu

Met

Phe

50

Arg

Met

Tyr

Thr

Pro

130

val

Ala

Gly

Gly

Lys

Cys

Leu

Glu

Gln

Arg

Ile

35

Ile

Phe

Asn

Thr

val

115

Ser

Lys

Leu

Leu

Thr

195

val

Pro

Phe

val

Leu

Leu

20

Trp

Thr

Thr

Ser

Tyr

100

Ser

Ser

Asp

Thr

Tyr

180

Gln

Asp

Pro

Pro

Thr
260

val

Ser

val

Ser

Ile

Leu

85

Ser

Ser

Lys

Tyr

Ser

165

Ser

Thr

Lys

Cys

Pro

245

Cys

Glu

Cys

Arg

Asp

Ser

70

Arg

Asp

Ala

Ser

Phe

150

Gly

Leu

Tyr

Lys

Pro

230

Lys

val

Thr

Ala

Gln

Gly

55

Arg

Ala

Gly

Ser

Thr

135

Pro

val

Ser

Ile

val

215

Ala

Pro

val

Gly

Ala

Ala

40

Ser

Asp

Glu

Thr

Thr

120

Ser

Glu

His

Ser

Cys

200

Glu

Pro

Lys

val

Gly

Ser

25

Pro

Thr

Asn

Asp

Lys

Gly

Pro

Thr

val

185

Asn

Pro

Glu

Asp

Asp
265

eolf-seql
Gly Leu Ile
10

Gly

Gly

Tyr

Ser

Thr

90

Leu

Gly

Gly

val

Phe

170

val

val

Lys

Ala

Thr

250

val

Phe

Lys

Tyr

Lys

75

Ala

Trp

Pro

Thr

Thr

155

Pro

Thr

Asn

Ser

Ala

235

Leu

Ser

Thr

Gly

Ala

60

Asn

val

Gly

Ser

Ala

140

val

Ala

val

His

Cys

220

Gly

Met

His
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Gln

val

Leu

45

Asp

Thr

Tyr

Arg

val

125

Ala

Ser

val

Pro

Asp

Gly

Ile

Glu

Pro

Ser

30

Glu

Ser

Leu

Tyr

Gly

Phe

Leu

Trp

Leu

Ser

190

Pro

Lys

Pro

Ser

Asp
270

Gly

15

Arg

Tyr

Ala

Tyr

Cys

95

Thr

Pro

Gly

Asn

Gln

175

Ser

Ser

Thr

Ser

Arg

Pro

Gly

Tyr

Lys

Leu

80

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn

His

val

240

Thr



val

Thr

val

305

Cys

Ser

Pro

val

Gly

Asp

Trp

His

Gly

Ser

Trp

val

Lys

Lys

Leu

Lys

Lys

Ser

370

Gln

Gly

Gln

Asn

Gly

His

val

Phe

275

Pro

Thr

val

Ala

Arg

Gly

Pro

Ser

Gln

His

435

Ser

Glu

Ser

Ala

Ser

515

Gly

Asn

Arg

val

Ser

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

val

Leu

Met

500

Ala

Arg

Trp

Glu

Leu

Asn

325

Gly

Glu

Tyr

Asn

Phe

405

Asn

Thr

Gly

Gln

Arg

Ser

Ile

Phe

Tyr

Glu

His

310

Lys

Gln

Leu

Pro

Asn

390

Leu

val

Gln

Gly

Leu

470

Leu

Trp

Trp

Thr

val

Gln

295

Gln

Ala

Pro

Thr

Ser

375

Tyr

Tyr

Phe

Lys

Ser

val

Ala

Ile
535

Asp

280

Tyr

Asp

Leu

Arg

Lys

Asp

Lys

Ser

Ser

Ser

440

Ser

Glu

Cys

Arg

Ser

520

Ser

Gly

Asn

Trp

Gly

Glu

345

Asn

Ile

Thr

Lys

Gly

Ser

Ala

Gln

505

Gly

Arg

eolf-seql
val Glu val

Ser

Leu

Ala

330

Pro

Gln

Ala

Thr

Leu

410

Ser

Ser

Gly

Gly

Ala

490

Ala

Glu

Asp

Thr

Asn

315

Pro

Gln

val

val

Pro

395

Thr

val

Leu

Gly

Gly

Ser

Pro

Gln

Asn

Tyr

300

Gly

Ile

val

Ser

Glu

380

Pro

val

Met

Ser

Gly

Gly

Gly

Tyr

ser
540
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His

285

Arg

Lys

Glu

Tyr

Leu

365

Trp

val

Asp

His

Pro

445

Ser

Leu

Phe

Lys

Tyr

525

Lys

Asn

val

Glu

Lys

Thr

350

Thr

Glu

Leu

Lys

Glu

430

Gly

Gly

val

Thr

Asn

Ala

val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Gly

Gly

Gln

Phe

495

Leu

Asp

Thr

Lys

Ser

Pro

Leu

Asn

Ser

400

Arg

Leu

Gly

Gly

Pro

480

Ser

Ser

Leu



Tyr Leu GIn Met Asn

545

Cys Ala Lys Gly

val
580

Leu val Thr

Phe Pro Ser

595

Pro Asp

Leu Leu Asn Asn

610

Cys

val Ala

625

Asp Asn Leu

Gln Asp Ser Lys

645

Ser Lys Ala Tyr

His GIn Gly Ser

Cys

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

<220>
<223>

308
467
PRT

huFc-VvH007
<400> 308
Asp Lys Thr His Thr
1 5

val Phe
20

Gly Pro Ser

Ile Ser Arg Thr Pro

35

Glu Asp Pro Glu val
50

His Asn Ala
65

Lys Thr

Ser

550

Leu

Ser

Glu

Phe

Gln

630

Ser

Glu

Ser

Cys

Leu

Glu

Lys

Lys

Leu

Gly

Ala

Gln

Tyr

615

Ser

Thr

Lys

Pro

Artificial Sequence

Pro

Phe

val

Phe

55

Pro

Arg

Asn

Ser

Leu

600

Pro

Gly

Tyr

His

val
680

Pro

Pro

Thr

40

Asn

Arg

Ala

Phe

val

585

Lys

Arg

Asn

Ser

Cys

Pro

25

Cys

Trp

Glu

eolf-seql
Glu Asp Thr
555

Asp
570

Tyr Trp

Ala Ala Pro

Ser Gly Thr

Glu Ala Lys

GIn Glu

635

Ser

Leu Ser Ser

650

val Tyr Ala

Lys Ser Phe

Pro Ala Pro

10

Lys Pro Lys

val val val

Tyr val Asp

60

Glu GIn Tyr
75
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Ala

Gly

Ser

Ala

605

val

Ser

Thr

Cys

Asn
685

Glu

Asp

Asp

45

Gly

Asn

val

Gln

val

590

Ser

Gln

val

Leu

Glu

670

Arg

Leu

Thr

30

val

val

Ser

Tyr

Gly

Phe

val

Trp

Thr

Thr

655

val

Gly

Leu

15

Leu

Ser

Glu

Thr

Tyr
560

Thr

val

Lys

Glu

640

Leu

Thr

Gly

Met

His

val

Tyr
80



Arg

Lys

Glu

Tyr

Leu

145

Trp

val

Asp

His

Pro

225

Ser

Leu

Phe

Lys

Tyr

305

Lys

Ala

val

Glu

Lys

Thr

130

Thr

Glu

Leu

Lys

Glu

210

Gly

Gly

Ile

Thr

Gly

Ala

Asn

val

val

Tyr

Thr

115

Leu

Cys

Ser

Asp

Ser

195

Ala

Gly

Gly

Gln

val

275

Leu

Asp

Thr

Tyr

Ser

Lys

100

Ile

Pro

Leu

Asn

Ser

180

Arg

Leu

Gly

Gly

Pro

260

Ser

Glu

Ser

Leu

Tyr
340

val

85

Cys

Ser

Pro

val

Asp

Trp

His

Gly

Gly

Gly

Arg

Tyr

Ala

Tyr

325

Cys

Leu

Lys

Lys

Ser

Gly

Gln

Asn

Gly

Ser

Gly

Tyr

Ile

Ala

Thr

val

Ala

Arg

Gly

Pro

Ser

Gln

His

215

Ser

Glu

Ser

Ala

Gly

Gly

Gln

Arg

val

Ser

Lys

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

val

Leu

Met

280

Phe

Arg

Met

Tyr

Leu

Asn

105

Gly

Glu

Tyr

Asn

Phe

185

Asn

Thr

Gly

Gln

Arg

265

Ile

Ile

Phe

Asn

Thr
345

eolf-seql

His Gln Asp
90

Lys

Gln

Leu

Pro

Asn

170

Leu

val

Gln

Gly

Leu

250

Leu

Trp

Thr

Thr

ser
330

Ala

Pro

Thr

Ser

155

Tyr

Tyr

Phe

Lys

Gly

val

Ser

val

Ser

Ile

315

Leu

Leu

Arg

Lys

140

Asp

Lys

Ser

Ser

Ser

220

Ser

Glu

Cys

Arg

300

Ser

Arg

Tyr Ser Asp
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Trp

Pro

Glu

125

Asn

Ile

Thr

Lys

205

Leu

Gly

Thr

Ala

Gln

285

Gly

Arg

Ala

Gly

Leu

Ala

110

Pro

Gln

Ala

Thr

Leu

190

Ser

Ser

Gly

Gly

Ala

270

Ala

Ser

Asp

Glu

Thr
350

Asn

95

Pro

Gln

val

val

Pro

175

Thr

val

Leu

Gly

Gly

Ser

Pro

Thr

Asn

Asp

335

Asp

Gly

val

Ser

Glu

160

Pro

val

Met

Ser

Gly

Gly

Gly

Gly

Tyr

Ser

320

Thr

Leu



Trp

Pro

Thr

385

Thr

Pro

Thr

Asn

ser
465

Gly

Ser

370

Ala

val

Ala

val

His

450

Cys

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

<220>
<223>

<400>

Arg

val

Ala

Ser

val

Pro

435

Lys

Asp

309
217
PRT

Gly

Phe

Leu

Trp

Leu

420

Ser

Pro

hvL015

309

Asp Ile Gln
1

Asp

Leu

Tyr

Ser

65

Asp

Arg

Ser

Asp

val

Trp

35

Ala

Ser

Ala

Met

Thr

20

Tyr

Ser

Gly

Ala

Thr

Pro

Gly

Asn

405

Gln

Ser

Ser

Thr

Ile

Gln

Ser

Thr

Thr
85

Leu

Leu

390

Ser

Ser

Ser

Asn

Gln

Thr

Gln

Leu

Glu

70

Tyr

val

Ala

375

Leu

Gly

Ser

Leu

Thr
455

Artificial Sequence

Ser

Cys

Lys

Ala

55

Phe

Tyr

Thr

360

Pro

val

Ala

Gly

Gly

Lys

Pro

Arg

Pro

40

Ser

Thr

Cys

val

Ser

Lys

Leu

Leu

425

Thr

val

Ser

Ala

25

Gly

Gly

Leu

Gln

eolf-seql

Ser Ser Ala

Ser

Asp

Thr

410

Tyr

Gln

Asp

Thr

10

Ser

Lys

val

Thr

Pro
90

Lys

Tyr

395

Ser

Ser

Thr

Lys

Leu

Gln

Ala

Pro

Ile

75

Asn

Ser

380

Phe

Gly

Leu

Tyr

Lys

Ser

Ser

Pro

Ser

60

Ser

Ser
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Ser

365

Thr

Pro

val

Ser

Ile

445

val

Ala

Ile

Arg

Ser

Gly

Thr

Ser

Glu

His

Ser

430

Cys

Glu

Ser

Ser

30

Arg

Phe

Leu

Ile

Lys

Gly

Pro

Thr

415

val

Asn

Pro

val

15

Thr

Leu

Ser

Gln

Ala
95

Gly

Gly

val

400

Phe

val

val

Lys

Gly

Tyr

Gly

Pro
80

Thr



Tyr

val

Lys

Ser

Lys

Thr

Gly

Ala

Ser

130

Glu

Ser

Leu

val

Lys
210

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

<220>
<223>

<400>

Asp Lys Thr
1

Gly

Ile

Glu

His

65

Arg

Lys

Pro

Ser

Asp

50

Asn

val

Glu

Ala Ala
100

Ala Pro
115

Gly Thr

Ala Lys

GIn Glu

Ser Ser
180

Tyr Ala
195

Ser Phe

310
467
PRT

Phe

Ser

Ala

val

Ser

165

Thr

Cys

Asn

Gly

val

Ser

Gln

150

val

Leu

Glu

Arg

Gly

Phe

val

135

Trp

Thr

Thr

val

Gly

Artificial Sequence

huFc-VvHO17

310

Ser val
20

Arg Thr

35

Pro Glu

Ala Lys

val Ser

Tyr Lys
100

5

Phe

Pro

val

Thr

val

85

Cys

His Thr Cys

Leu

Glu

Lys

Lys

Pro

Phe

val

Phe

55

Pro

Thr

val

Gly

Ile

120

val

Lys

Glu

Leu

Thr

200

Glu

Pro

Pro

Thr

40

Asn

Arg

val

Ser

105

Phe

Cys

val

Gln

Ser

185

His

Cys

Cys

Pro

25

Cys

Trp

Glu

Leu

Asn
105

eolf-seql
Thr Lys val Glu

Pro

Leu

Asp

Asp

170

Lys

Gln

Pro

10

Lys

val

Tyr

Glu

His
90

Pro

Leu

Asn

155

Ser

Ala

Gly

Ala

Pro

val

val

Gln

75

Gln

Ser

Asn

140

Ala

Lys

Asp

Leu

Pro

Lys

val

Asp

60

Tyr

Asp

Lys Ala Leu
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Ile

125

Asn

Leu

Asp

Tyr

ser
205

Glu

Asp

Asp

45

Gly

Asn

Trp

Pro

Phe

Gln

Ser

Glu

190

Ser

Leu

Thr

30

val

val

Ser

Leu

Ala
110

Arg

Gln

Tyr

Ser

Thr

175

Lys

Pro

Leu

15

Leu

Ser

Glu

Thr

Asn

95

Pro

Thr

Leu

Pro

Gly

Tyr

val

Gly

Met

val

Tyr
80

Gly



Glu

Tyr

Leu

145

Trp

val

Asp

His

Pro

225

Ser

Leu

Phe

Lys

Tyr

305

Lys

Ala

Trp

Pro

Lys

Thr

130

Thr

Glu

Leu

Lys

Glu

210

Gly

Gly

val

Ser

Gly

Ala

Asn

val

Gly

ser
370

Thr

115

Leu

Cys

Ser

Asp

Ser

195

Ala

Gly

Gly

Gln

Ile

275

Leu

Ser

Thr

Tyr

Gln

355

val

Ile

Pro

Leu

Asn

Ser

180

Arg

Leu

Gly

Gly

Pro

260

Ser

Glu

Trp

Leu

Tyr

340

Gly

Phe

Ser

Pro

val

Asp

Trp

His

Gly

Arg

Tyr

Ala

Tyr

325

Cys

Thr

Pro

Lys

Ser

Gly

Gln

Asn

Gly

Tyr

val

Lys

Leu

Ala

Leu

Leu

Ala

Pro

Ser

Gln

His

215

Ser

Gln

Ser

Ala

Gly

Gly

Gln

Arg

val

Ala
375

Lys

Asp

Phe

Glu

Phe

Gly

Tyr

Gly

val

Leu

Met

280

Phe

Arg

Met

Tyr

Thr

360

Pro

Gly

Glu

Tyr

Asn

Phe

185

Asn

Thr

Gly

Gln

Arg

Ile

Ile

Phe

Asn

Thr

345

val

Ser

eolf-seql

Gln Pro Arg

Leu

Pro

Asn

170

Leu

val

Gln

Gly

Leu

250

Leu

Trp

Thr

Thr

Ser

330

Tyr

Ser

Ser

Thr

Ser

155

Tyr

Tyr

Phe

Lys

Gly

val

Ser

val

Ser

Ile

315

Leu

Ser

Ser

Lys

Lys

140

Asp

Lys

Ser

Ser

Ser

220

Ser

Glu

Cys

Arg

300

Ser

Arg

Asp

Ala

ser
380
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Glu

125

Asn

Ile

Thr

Lys

Gly

Ser

Ser

Gln

285

Ser

Arg

Ala

Gly

Ser

365

Thr

Pro

Gln

Ala

Thr

Leu

190

Ser

Ser

Gly

Gly

Ala

270

Ala

Ser

Asp

Glu

Thr

350

Thr

Ser

Gln
val
val
Pro
175
Thr
val
Leu
Gly
Gly
2

Ser
Pro
Ala
Asn
Asp
335
Asp

Lys

Gly

val

Ser

Glu

160

Pro

val

Met

Ser

Gly

Gly

Gly

Gly

Tyr

Ser

320

Thr

Leu

Gly

Gly



Thr

385

Thr

Pro

Thr

Asn

ser
465

Ala

val

Ala

val

His

450

Cys

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

<220>
<223>

<400>

Ala

Ser

val

Pro

435

Lys

Asp

311
217
PRT

Leu

Trp

Leu

420

Ser

Pro

hvL011

311

Asp Ile Gln
1

Asp

Leu

Tyr

Ser

65

Glu

Tyr

val

Arg

Ser

Asp

Gly

Ala

val

Trp

35

Ala

Ser

Phe

Ala

Ala
115

Met

Thr

20

Tyr

Ser

Gly

Ala

Ala

100

Pro

Gly

Asn

405

Gln

Ser

Ser

Thr

Ile

Gln

Thr

Thr

Thr

85

Phe

Ser

390

Ser

Ser

Ser

Asn

Gln

Thr

Gln

Leu

Asp

70

Tyr

Gly

val

Leu

Gly

Ser

Leu

Thr
455

Artificial Sequence

Ser

Cys

Lys

Ala

55

Phe

Tyr

Gly

Phe

val

Ala

Gly

Gly

Lys

Pro

Gln

Pro

40

Ser

Thr

Cys

Gly

Ile
120

Lys

Leu

Leu

425

Thr

val

Ser

Ala

25

Gly

Gly

Leu

Gln

Thr

105

Phe

eolf-seql

Asp Tyr Phe

Thr

410

Tyr

Gln

Asp

Ser

10

Ser

Gln

val

Thr

Pro

90

Lys

Pro

395

Ser

Ser

Thr

Lys

Leu

Gln

Pro

Pro

Ile

75

Asn

val

Pro

Gly

Leu

Tyr

Lys

Ser

Ser

Pro

Ser

60

Ser

Ser

Glu

Ser
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Pro

val

Ser

Ile

445

val

Ala

Ile

Arg

Ser

Gly

Ile

Asp
125

Glu

His

Ser

430

Cys

Glu

Ser

Ser

30

Arg

Phe

Leu

Ile

Lys

Glu

Pro

Thr

415

val

Asn

Pro

val

15

Thr

Leu

Ser

Gln

Ala

95

Arg

Gln

val

400

Phe

val

val

Lys

Gly

Tyr

Gly

Pro

80

Thr

Thr

Leu



ser
130

Lys Gly

Glu Ala

145

Asn Ser Gln

Ser Leu Ser

Lys val Tyr

195

Thr Lys Ser

210

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

<220>
<223>

312
1401
DNA

<400> 312
gacaagaccc

ttcctgttcc
tgcgtggtgg
ggcgtggagg
cgggtggtgt
tgcaaggtct
ggccagccca
aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
tctggcggag
ggcggtagec
atttgggtcc
ggctccactt
aagaataccc

tgtgcacgct

Thr Ala

Lys val

Ser

Gln

val val

135

Trp Lys

150

Glu Ser

165

Ser Thr

180

Ala Cys

Phe Asn

huFc-hvHOO7 DNA

acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc
gagaacccca
ccctgacctg
acggccagcc
tcttcctgta
gctgcagegt
gccceggegg
gcggcagega
tgaggctttc
gccaggcccc
actatgctga
tctacctcca

acacctattc

val

Leu

Glu

Arg

Thr Glu

Thr

Leu

Thr
200

val

Gly Glu

Artificial Sequence

cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec
ggtgtacacc
tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
aggaggcgga
agtgcagctt
ctgcgecgcet
tggcaaggga
ttctgcaaaa
gatgaactcc

tgacggaaca

eolf-seql

Cys Leu Leu

val Asp Asn

155

Gln Asp Ser

170

ser
185

Lys Ala

His GIn Gly

Cys

gcccctgage
ctgatgatca
cctgaagtga
cccecgggagg
caggactggc
cccatcgaga
ctgcccccca
ggcttctacc
tacaagacca
accgtggaca
gccctgcaca
agtggaggcg
gtcgaaaccg
tctgggttca
ctggagtata
gggcggttca
ttgagagccg
gacctgtggg

Asn Asn Phe

140

Ala Leu Gln

Lys Asp Ser

Glu
190

Asp Tyr

Ser Ser

205

Leu

tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag
gcagagatga
ccagcgatat
cccecccctgt
agagccggtg
accactacac
gaggatccgg
gcgggggact
cagtgtcaag
tcggttttat
caatcagtag

aggatactgc

gccggggaac

Page 270

Tyr Pro

Ser

Gly

Thr
175

Tyr

Lys

Pro val

acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag
gctgaccaag
cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
agggggagga
catccagccc
atacgccatg
taccagcgac
ggacaacagc
tgtgtactat

cctcgtcact

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

1020
1080



gtctcctcag
acctctggcg
accgtgtcct
cagagcagcg
acccagacct
gtggaaccca
<210>
<211>
<212>
<213>

<220>
<223>

313
651
DNA

<400> 313
gacatccaga

attacttgca
gggaaagccc
cggttcagcg
gacgatgccg
ttcggtggcg
ttcccgecat
aacttctatc
aactcccagg
accctgacgc
catcagggcc
<210>
<211>
<212>
<213>

<220>
<223>

314
DNA

<400> 314
gacaagaccc

ttcctgttcc
tgcgtggtygg
ggcgtggagg
cgggtggtgt
tgcaaggtct

ggccagccca

1401

ctagcaccaa
gaacagccgc
ggaactctgg
gcctgtactc
acatctgcaa

agagctgcga

hvL0O15 DNA

tgacccagag
gagcaagcca
caaagcgcct
gctccggttc
ctacatatta
ggacaaaagt
ctgatgagca
ccagagaggc
agagtgtcac
tgagcaaagc

tgagctcgec

huFc-hvHO17 "'DNA

acacctgtcc
ccccaaagcec
tggacgtgtc
tgcacaatgc
ccgtgctgac
ccaacaaggc

gagaacccca

gggcccctcc
cctgggctgce
cgccctgacc
cctgagcagce
cgtgaaccac

C

Artificial Sequence

cccctccaca
gtccatctct
gatttacaag
tgggaccgag
ctgtcagcca
Ccgaaatcaaa
gttgaaatct
caaagtacag
agagcaggac
agactacgag

cgtcacaaag

Artificial Sequence

cccttgtect
caaggacacc
ccacgaggac
caagaccaag
cgtgctgcac
cctgcctgec

ggtgtacacc

eolf-seql

gtgtttcctc
ctggtgaaag
agcggegtgce
gtggtgacag

aagcccagca

ctgtctgctt
acatacctca
gccagctccc
tttactctga
aactccggca
cgtacggtgg
ggaactgcct
tggaaggtgg
agcaaggaca
aaacacaaag

agcttcaaca

gcccctgage
ctgatgatca
cctgaagtga
cccecgggagyg
caggactggc
cccatcgaga

ctgcccccca

tggcccccag
actacttccc
acacctttcc
tgccctccag

acaccaaagt

cagtgggcga
gttggtatca
ttgcatctgg
ccatcagtag
tagcaaccta
ctgcaccatc
ctgttgtgtg
ataacgccct
gcacctacag

tctacgcctg

ggggagagtg

tgctgggcgg
gccggacccc
agttcaattg
aacagtacaa
tgaacggcaa
aaaccatcag

gcagagatga
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cagcaagagc
cgagcccgtg
agccgtgetg
cagcctgggce

ggacaagaag

tagggtcacc
gcaaaagcct
agtgccctca
cctccagect
cggagccgct
tgtcttcatc
cctgctgaat
ccaatcgggt
cctcagcagc
cgaagtcacc

t

acccagcgtg
cgaagtgacc
gtacgtggac
cagcacctac
agagtacaag
caaggccaag

gctgaccaag

1140
1200
1260
1320
1380
1401

60
120
180
240
300
360
420
480
540
600
651

60
120
180
240
300
360
420



aaccaggtgt
tgggagagca
gacggcagct
aacgtgttca
ctgagcctga
tctggcggag
ggcggttccc
atttgggtcc
agctccgect
aagaataccc
tgtgcacgct
gtctcctcag
acctctggcg
accgtgtcct
cagagcagcg
acccagacct
gtggaaccca
<210>
<211>
<212>
<213>

<220>
<223>

315
651
DNA

<400> 315
gacatccaga

attacctgtc
gggcagccac
cgcttcagcg
gaggatttcg
tttggtggcg
ttcccgecat
aacttctatc
aactcccagg
accctgacgc

catcagggcc

ccctgacctg
acggccagcc
tcttcctgta
gctgcagcgt
gccccggegg
gcggcagceca
tgaggctttc
gccaggcacc
actatgcttc
tctaccttca
acacatattc
ctagcaccaa
gaacagccgc
ggaactctgg
gcctgtactc
acatctgcaa

agagctgcga

hvL011l DNA

tgacccagag
aggcttccca
ccaaaagact
gctccggttc
ctacatatta
ggacaaaggt
ctgatgagca
ccagagaggc
agagtgtcac
tgagcaaagc

tgagctcgec

tctggtcaag
tgagaacaac
ctccaaactg
gatgcacgag
aggaggcgga
agtgcagctc
ttgctcagcc
tggcaaggga
ttgggcaaaa
aatgaactcc
tgatgggacc
gggcccctcc
cctgggctgce
cgccctgacc
cctgagcagce
cgtgaaccac

C

Artificial Sequence

cccctectct
atctatcagt
gatttacaag
tgggaccgac
ctgtcaaccc
Ccgaaatcaaa
gttgaaatct
caaagtacag
agagcaggac
agactacgag

cgtcacaaag

eolf-seql

ggcttctacc
tacaagacca
accgtggaca
gccctgcaca
agtggaggcg
gtcgagagcg
agcgggttct
ctggaatatg
ggccggttca
ttgagagccg
gacctgtggg
gtgtttcctc
ctggtgaaag
agcggcgtgce
gtggtgacag

aagcccagca

ctgtcagcca
acttacctga
gcatccacac
tttactctga
aactccggca
cgtacggtgg
ggaactgcct
tggaaggtgg
agcaaggaca
aaacacaaag

agcttcaaca
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ccagcgatat
cccccectgt
agagccggtg
accactacac
gaggatccgg
gcgggggact

ccatctccag
tgggttttat
caatttcaag
aggacactgc
gacagggcac
tggcccccag
actacttccc
acacctttcc
tgccctccag

acaccaaagt

gcgtgggcga
gctggtatca
ttgcctctgg
ccatcagtag
tagcaaccta
ctgcaccatc
ctgttgtgtg
ataacgccct
gcacctacag

tctacgcctg

ggggagagtg

cgccgtggag
gctggacagc
gcagcagggc
ccagaagtcc
agggggagga
cgtgcagecc
atacgctatg
caccagtgac
ggataacagc
tgtttactat
tctcgtcact
cagcaagagc
cgagcccgtg
agccgtgetg
cagcctgggce

ggacaagaag

tagggtcaca
acagaagcct
agtgccttca
cctccagcca
cggagccgct
tgtcttcatc
cctgctgaat
ccaatcgggt
cctcagcagc
cgaagtcacc

t

480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1401

60
120
180
240
300
360
420
480
540
600
651



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

<220>
<223>

<400>

316
412
PRT

Artificial Sequence

Hu DR5 (ECD)-AcTev-Fc-Avi

316

Ile Thr Gln

1

Lys

Ser

Ser

Asp

65

val

Met

Gly

Gly

Ser

145

Gly

Pro

Lys

val

Tyr
225

Arg

Glu

Thr

50

Ser

Cys

Cys

Asp

Thr

130

Ser

Gly

Ala

Pro

val

210

val

Ser

Asp

35

His

Gly

Gln

Arg

Lys

Pro

Ser

Pro

Asp

Gln

Ser

20

Gly

Trp

Glu

Cys

Lys

Thr

His

Gly

Pro

Glu

180

Asp

Asp

Gly

Asp

5

Pro

Arg

Asn

val

Glu

85

Cys

Pro

Ser

Thr

Thr

val

val

Leu

Ser

Asp

Asp

Glu

70

Glu

Arg

Trp

Gly

Pro

150

Ser

Leu

Leu

Ser

Glu
230

Ala

Glu

Cys

Leu

55

Leu

Gly

Thr

Ser

Glu

135

Ala

Ala

Gly

Met

His

215

val

Pro

Gly

Ile

40

Leu

Ser

Thr

Gly

Asp

Ala

Ser

Asp

Gly

Ile

200

Glu

His

Gln

Leu

25

Ser

Phe

Pro

Phe

Pro

val

Lys

Pro

185

Ser

Asp

Asn

eolf-seql

Gln

10

Cys

Cys

Cys

Cys

Arg

90

Pro

Glu

Ala

Asp

Thr

170

Ser

Arg

Pro

Arg

Pro

Lys

Leu

Thr

75

Glu

Arg

Cys

val

Glu

155

His

val

Thr

Glu

Ala

Pro

Tyr

Arg

60

Thr

Glu

Gly

val

Glu

140

Gln

Thr

Phe

Pro

val
220

Ala Lys Thr

235
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Ala

Gly

Gly

45

Cys

Thr

Asp

Met

His

125

Glu

Leu

Cys

Leu

Glu

205

Lys

Lys

Pro

His

30

Gln

Thr

Arg

Ser

val

110

Lys

Thr

Tyr

Pro

Phe

190

val

Phe

Pro

Gln

15

His

Asp

Arg

Asn

Pro

95

Lys

Glu

val

Phe

Pro

175

Pro

Thr

Asn

Arg

Tyr

Cys

Thr

80

val

Ser

Thr

Gln

160

Cys

Pro

Cys

Trp

Glu
240



Glu Gln

His Gln

Tyr

Asp

Lys Ala Leu

Gln Pro
290

Leu Thr
305

Pro Ser

Asn Tyr

Leu Tyr

val Phe
370

Gln Lys
385

Asp Ile

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

<220>
<223>

<400>

275

Arg

Lys

Asp

Lys

Ser

355

Ser

Ser

Phe

317
388
PRT

Asn

Trp

Pro

Glu

Asn

Ile

Thr

340

Lys

Cys

Leu

Glu

Ser

245

Leu

Ala

Pro

Gln

Ala

325

Thr

Leu

Ser

Ser

Ala
405

Thr

Asn

Pro

Gln

val

310

val

Pro

Thr

val

Leu

390

Gln

Tyr

Gly

Ile

val

295

Ser

Glu

Pro

val

Met

375

Ser

Lys

Artificial Sequence

Cynom. DR5 (ECD)-AcTev-Fc-Avi

317

Arg

Lys

Glu

280

Tyr

Leu

Trp

val

360

His

Pro

Ile

val

Glu

265

Lys

Thr

Thr

Glu

Leu

345

Lys

Glu

Gly

Glu

eolf-seql

val Ser val
250

Tyr Lys Cys

Thr ITe Ser

Leu Pro Pro
300

Cys Leu val
315

Ser Asn Gly
330

Asp Ser Asp

ser Arg Trp

Ala Leu His

380

Gly Gly ser

Trp His Glu

Ile Thr Arg Gln Ser Leu Asp Pro Gln Arg Arg Ala
1 5 10

Lys Arg Ser Ser Pro Thr Glu Gly Leu Cys Pro Pro
20 25

Ser Glu Asp Ser Arg Glu Cys Ile Ser Cys Lys Tyr
35 40
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Leu

Lys

Lys

Ser

Lys

Gln

Gly

Gln

365

Asn

Gly

Ala

Gly

Thr

val

270

Ala

Arg

Gly

Pro

Ser

350

Gln

His

Gly

Pro

val

255

Ser

Lys

Asp

Phe

Glu

335

Phe

Gly

Tyr

Leu

Gln
15

Leu

Asn

Gly

Tyr

320

Asn

Phe

Asn

Thr

Asn
400

Gln

His His Ile
3

Gly GIn Asp Tyr
45



Ser

Asp

65

val

Ile

Lys

val

Lys

145

Pro

Ser

Asp

Asn

val

225

Glu

Lys

Thr

Thr

Glu
305

Thr

50

Ser

Cys

Cys

Asp

Asp

Thr

Ser

Arg

Pro

Ala

210

val

Tyr

Thr

Leu

Cys

290

Ser

His

Gly

Gln

Arg

His

val

Thr

Glu

195

Lys

Ser

Lys

Ile

Pro

275

Leu

Asn

Trp

Glu

Cys

Lys

100

Thr

Gln

Thr

Phe

Pro

180

val

Thr

val

Cys

Ser

260

Pro

val

Gly

Asn

val

Glu

85

Cys

Pro

Leu

Cys

Leu

165

Glu

Lys

Lys

Leu

245

Lys

Ser

Lys

Gln

Asp

Glu

70

Glu

Arg

Trp

Tyr

Pro

150

Phe

val

Phe

Pro

Thr

230

val

Ala

Arg

Gly

Pro
310

Phe

55

val

Gly

Thr

Ser

Phe

135

Pro

Pro

Thr

Asn

Arg

215

val

Ser

Lys

Asp

Phe

295

Glu

Leu

Asn

Thr

Gly

Asp

Gln

Cys

Pro

Cys

Leu

Asn

Gly

Glu

280

Tyr

Asn

Phe

Ser

Phe

Gly

Pro

Lys

val

185

Tyr

Glu

His

Lys

Gln

265

Leu

Pro

Asn

eolf-seql
Cys Leu Arg
60

Cys

Arg

90

Pro

Glu

Gly

Ala

Pro

170

val

val

Gln

Gln

Ala

250

Pro

Thr

Ser

Tyr

Thr

75

Glu

Arg

Cys

Ser

Pro

155

Lys

val

Asp

Tyr

Asp

235

Leu

Arg

Lys

Asp

Lys
315

Thr

Glu

Gly

val

Pro

140

Glu

Asp

Asp

Gly

Asn

220

Trp

Pro

Glu

Asn

Ile

300

Thr
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Thr

Asp

Met

His

125

Lys

Leu

Thr

val

val

205

Ser

Leu

Ala

Pro

Gln

285

Ala

Thr

Thr

Arg

Ser

val

110

Lys

Ser

Leu

Leu

Ser

190

Glu

Thr

Asn

Pro

Gln

270

val

val

Pro

Lys

Asn

Pro

95

Lys

Glu

Ala

Gly

Met

175

His

val

Tyr

Gly

Ile

255

val

Ser

Glu

Pro

Cys

Thr

80

val

Ser

Asp

Arg

Tyr

Leu

Trp

val
320



Leu Asp Ser

Lys Ser Arg

Glu Ala Leu
355

Gly Gly Gly
370

Glu Trp His
385

<210> 318
<211> 16
<212> PRT

Asp

Trp

His

Ser

Asn

Gly

eolf-seql
Ser Phe Phe Leu ggg Ser Lys

Gln Gly Asn val Phe Ser Cys

345

His Tyr Thr GIn Lys Ser Leu
360

Gly Leu Asn Asp Ile Phe Glu

375

<213> Artificial Sequence

<220>

<223> peptide linker

<400> 318

380

Leu Thr

Ser val
350

Ser Leu
365

Ala Gln

val

335

Met

Ser

Lys

Asp

His

Pro

Glu Pro Lys Ser Cys Asp Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
1 5 10 15
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