P15-205 PCT seq protocol_ST25.txt
SEQUENCE LISTING

<110> Merck PAtent GmbH

<120> 5i~§ggcjfic antibodies for enhanced tumor selectivity and
inhibition and uses thereof

<130> P15/205 PCT - TF
<160> 52

<170> PatentIn version 3.5

<210> 1

<211> 106

<212> PRT

<213> Artificial Sequence
<220>

<223> hu225 VL kinetic variants

<220>
<221> X may be any amino acid
<222> (35)..(35)

<220> .

<221> X may be any amino acid

<222> (75)..(75

<220>

<221> X may be any amino acid

<222> (103)..(103)

<400> 1

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

Glu Met Thr Lys Asn GIn val Ser Leu Thr Cys Leu Ala Arg Gly Phe
20 25 30

Tyr Pro Xaa Asp Ile Ala val Glu Trp Glu Ser Ash Gly Gln Pro Glu
35 40 45

Asn Asn Tyr Lys Thr Thr Pro Ser Arg GIn Glu Pro Ser Gln Gly Thr
50 55 60

Thr Thr phe Ala val Thr Ser Lys Leu Thr Xaa Asp Lys Ser Arg Trp
65 70 75 80

GIn GIn Gly Asn val phe Ser Cys Ser val Met His Glu Ala Leu His
85 920 95

Asn His Tyr Thr GIn Lys Xaa Ile Ser Leu

100 105
<210> 2
<211> 106
<212> PRT

<213> Artificial Sequence
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P15-205 PCT seq protocol_ST25.txt

<220>
<223> AG-SEED with X1= Kor S, X2 =vor Tand X3 =T or S

<220>

<221> X

<222> (35)..(35)
<223> X is Kor S

<220>

<221> X

<222> (75)..(75
<223> X is VorT

<220>

<221> X

<222> (103)..(103)
<223> X is Tor S

<400> 2
Gly GIn Pro Phe Arg Pro Glu val His Leu Leu Pro Pro Ser Arg Glu
1 5 10 15

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

Tyr Pro §§a Asp Ile Ala val gau Trp Glu Ser Asn Gly Gln Pro Glu
45

Asn Asn Tyr Lys Thr Thr Pro Ser Arg GIn Glu ggo Ser GIn Gly Thr
50 55

Thr Thr phe Ala val Thr Ser Lys Leu Thr Xaa Asp Lys Ser Arg Trp
65 70 75 80

GIn GIn Gly Asn val Phe Ser Cys Ser val Met His Glu Ala Leu His
85 90 95

Asn His Tyr Thr GIn Lys Xaa Ile Ser Leu
100 105

<210> 3

<211> 106

<212> PRT

<213> Artificial Sequence
<220>

<223> GA-SEED, X1, X2, X3, X4, X5 and X6 may be any amino acid

<220>

<221> X

<222> (23)..(Q23)

<223> X may be any amino acid

<220>

<221> X

<222> (58)..(58)

<223> X may be any amino acid
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<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>
Gly Gln
1

Glu Leu
Phe Tyr

Leu Pro
50

Gly Ser
65

LYys Lys
Asn His

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

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

X
(61)..(61)

X may be

any

X
(67)..(67)

X may be

any

X
(76)..(76)

X may be

any

X
(78)..(78)

X may be
3

Pro Arg

Ala Leu
20

Pro Ser
35

Arg Glu

Xaa Phe

Gly Asp

Tyr Thr
100

4
106
PRT

any

Glu

5

Asn

Asp

Lys

Leu

Thr

85

Gln

P15-205 PCT seq protocol_ST25.txt

amino acid

amino acid

amino acid

amino acid

Pro Gln

Glu Xaa

Ile Ala

Tyr Leu

55

Tyr Ser
70

Phe Ser

Lys Ser

Artificial Sequence

GA-SEED

X
(23)..(23)
X 1s L or Q

X
(58)..(58)

val

val

val

40

Thr

Ile

Cys

Leu

Tyr

Thr

25

Glu

Trp

Leu

Ser

Thr

10

Leu

Trp

Xaa

Arg

val

90

Arg

Seite 3

Leu

Thr

Leu

Pro

val

75

Met

Pro.

Cys

Gln

val

60

Xaa

His

Pro

Leu

Gly

45

Xaa

Ala

Glu

Pro

val

30

Ser

Asp

Xaa

Ala

Ser

15

Lys

GlIn

ser

Asp

Leu
95

Glu

Gly

Glu

Asp

Trp

80

His



P15-205 PCT seq protocol_ST25.txt
<223> Xis Aor T

<220>

<221> X

<222> (6L)..(61)

<223> X is L, Vv, Dor T

<220>

<221> X

<222> (67)..(67)

<223> X is F, A, D, E, G, H, K, N, P, Q, R, Sor T

<220>

<221> X

<222> (76)..(76)
<223> X is Aor T

<220>

<221> X

<222> (78)..(78)

<223> X is Eor D

<400> 4

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

Glu Leu Ala Leu Asn Glu Xaa val Thr Leu Thr Cys Leu val Lys Gly
20 25 30

Phe Tyr Pro Ser Asp Ile Ala val Glu Trp Leu GIn Gly Ser GIn Glu
35 40 45

Leu Pro Arg Glu Lys Tyr Lgu Thr Trp Xaa Pro val Xaa Asp Ser Asp
50 5 60

Gly Ser Xaa Phe Leu Tyr Ser Ile Leu Arg val Xaa Ala Xaa Asp Trp
65 70 75 80

Lys Lys Gly Asp Thr Phe Ser Cys Ser val Met His Glu Ala Leu His

85 90 95

Asn His Tyr Thr GIn Lys Ser Leu Asp Arg

100 105
<210> 5
<211> 106
<212> PRT
<213> Artificial Sequence
<220>
<223> AG-SEED
<400> 5

Gly Gln Pro pPhe Arg Pro Glu val His Leu Leu Pro Pro Ser Arg Glu
1 5

Glu Met Thr Lys Asn GIn val Ser Leu Thr Cys Leu Ala Arg Gly Phe
20 25 30

Seite 4



Tyr Pro ggs Asp Ile Ala val Glu

P15-

Asn Asn Tyr Lys Thr Thr Pro
50 55

65

Thr Thr Phe Ala val Thr Ser
70

GIn GIn Gly Asn val Phe Ser

85
Asn His Tyr Thr Gln Lys Thr
100
<210> 6
<211> 106
<212> PRT
<213> Artificial Sequence
<220>
<223> GA-SEED
<400> 6

Gly GIn Pro Arg Glu
1 5

Glu Leu Ala Leu Asn
20

Phe Tyr Pro Ser Asp
35

Leu Pro Arg Glu Lys
50

Gly Ser Phe Phe Leu
65

Lys Lys Gly Asp Thr
85

Asn His Tyr Thr Gln

100
<210> 7
<211> 106
<212> PRT

Pro

Glu

Ile

TYr

TYyr

70

Phe

Lys

G1n

Leu

Ala

Leu

55

Ser

Ser

Ser

<213> Artificial Sequence

<220>
<223> AG-SEED

205

40

Ser

Lys

Cys

Ile

val

val

val

40

Thr

Ile

cys

Leu

PCT

Trp

Arg

Leu

Ser

ser
105

Tyr

Thr

25

Glu

Trp

Leu

Ser

seq protocol_ST25.txt

Glu

Gln

Thr

val

90

Leu

Thr

10

Leu

Trp

Ala

Arg

val

90

Arg

Seite 5

Ser Asn Gly GIn Pro Glu

Glu

val

75

Met

Leu

Thr

Leu

Pro

val

75

Met

Pro
60
Asp

His

Pro
Cys
GIn
val
60

Ala

His

45

Ser GIn Gly
Lys Ser Arg

Glu Ala Leu
- 95

Pro Pro Ser
15

Leu val Lys
30

Gly Ser Gln
45

Leu Asp Ser

Ala Glu Asp

Glu Ala Leu
95

Thr
Trp

80

His

Glu

Gly

Glu

Asp

Trp
80



<400> 7
Gly GIn Pro
1

Glu Met Thr

Tyr Pro Ser
35

Asn Asn Tyr
50

Thr Thr Phe
65

GIn Gln Gly
Asn His Tyr

<210> 8

<211> 106
<212> PRT
<213>

<220>
<223>

<400> 8
Gly Gln Pro
1

Glu Leu Ala

Phe Tyr Pro
35

Glu Pro Arg
50

Gly Ser Phe
65

GIn GIn Gly

Asn His Tyr

Phe

Asp

LYyS

Ala

Asn

Thr
100

GA-SEED

Arg

Leu

20

Ser

Glu

Phe

Asn

Thr
100

Glu

Asn

Ile

Thr

val

val

85

Gln

Glu

Asn

Asp

Lys

Leu

val

85

Gln

Pro

Gln

Ala

Thr

Thr

70

Phe

Lys

Pro

Asn

Ile

Tyr

Tyr

70

Phe

Lys

P15-205

Glu val

val Ser

val Glu

40

Pro Ser

55

ser Lys

ser Cys

Ser Leu

Artificial Sequence

GIn val

GIn val

Ala val

40

Leu Thr

55

Ser Ile

ser Cys

Ser Leu

PCT

His

Leu

25

Trp

Arg

Leu

Ser

ser
105

Tyr

Thr

25

Glu

Trp

Leu

Ser

ser
105

seq protocol_ST25.txt

10

Thr

Glu

Leu

Thr

val

90

Leu

Thr

10

Leu

Trp

Ala

Arg

val

90

Leu

Seite 6

Cys

Ser

Glu

val

75

Met

Leu

Thr

Glu

Pro

val

75

Met

Leu

Asn

Pro

60

Asp

His

Pro

Cys

Ser

val

60

Asp

His

val

Gly

45

Ser

Lys

Glu

Pro

Leu

Asn

45

Leu

Ala

Glu

Arg

30

Gln

Gln

ser

Ala

Pro

val

30

Gly

Asp

ser

Ala

Thr Leu Pro Pro Ser Arg
15

Gly

Pro

Gly

Arg

Leu
95

Ser

15

Lys

GIn

Ser

Arg

Leu
95

Glu

Phe

Glu

Thr

Trp

80

His

Glu

Gly

Pro

Asp

Trp

80

His



ser

Ala

25

Gly

Gly

Leu

GlIn

seq protocol_ST25.txt

Ser Leu
10

Ser GlIn
Lys Ala
val pro
Thr Ile

75

GIn Asn

- 90

Glu
105

P15-205 PCT
<210> 9
<211> 107
<212> PRT
<213> Artificial sequence
<220>
<223> hu225 VL sequence
<400> 9
Asp Ile Gln Met Thr GIn Ser Pro
1 5
Asp Arg val Thr Ile Thr Cys Arg
20
Ile His Trp Tyr GIn GIn Lys Pro
35 40
Lys Tyr Ala Ser Glu Ser Ile Ser
50 55
Ser Gly Tyr Gly Thr Asp Phe Thr
65 70
Glu Asp val Ala ggr Tyr Tyr Cys
Thr Phe Gly GIn Gly Thr Lys val
100
<210> 10
<211> 107
<212> PRT
<213> Artificial Sequence
<220>
<223> hu225 kinetic variants
<220>
<221> X
<222> (D..(D
<223> X is D or L
<220>
<221> X
<222> (27)..027)
<223> X is Q, Mor R
<220>
<221> X
<222> ((3L)..(3D
<223> X is T or V
<220>
<221> X
<222> (32)..(032)
<223> X is N, R, For M
<220>

Ile Lys

Seite 7

Ser

ser

Pro

ser

60

Ser

Asn

Ala

Ile

Arg

Ser

Asn

Ser

Gly

30

Leu

Phe

Leu

Trp

val

15

Thr

Leu

Ser

Gln

Pro
95

Gly

Asn

Ile

Gly

Pro

80

Thr



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
<220>
<221>
<222>
<223>
<400>
Xaa Ile
1

Asp Arg

Ile His

Xaa Xaa
50

ser Gly
65

Glu Asp

Thr Phe

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

<220>
<223>

<400>

1

X
(49
X 1is

X
(50
X 1s

X
92)
X is

X
93)
X is

X
(96)
X 1S
10
Gln

val
Trp
35

Ala
Tyr
val

Gly

11
119
PRT

.. (49)
Korm

.. (50)
Y or W

.. (92)
N, R, S, Y, orm

.. (93)
N, or E

.. (96)
T or N

Met

Thr

20

Tyr

Ser

Gly

Ala

Gln
100

Thr
Ile
Gln
Glu
Thr
Thr

85

Gly

Gln

Thr

GIn

Ser

Asp

70

Tyr

Thr

P15-205 PCT seq protocol_ST25.txt

Ser

cys

Lys

Ile

55

Phe

Tyr

Lys

Artificial Sequence

hu225 VH sequence

11

5

Pro

Arg

Pro

40

Ser

Thr

cys

val

Ser Ser
10

Ala Ser
25

Gly Lys

Gly val

Leu Thr

Gln GIn

90

Glu Ile
105

Seite 8

Leu

Xaa

Ala

Pro

Ile

75

Asn

Lys

Ser

Ser

Pro

Ser

60

Ser

Xaa

Ala

Ile

Arg

Ser

Xaa

Ser

Gly

30

Leu

Phe

Leu

Trp

val

15

Xaa

Leu

Ser

GlIn

Pro
95

15

Gly

Xaa

Ile

Gly

Pro

80

Xaa

Glu val GIn Leu val GIn Ser Gly Ala Ggu val Lys Lys Pro Gly Ala
1



P15-205 PCT
Ser val Lys val Ser Cys Lys Ala Ser
20 25
Gly val His Trp Met Arg GIn Ala Pro
35 40
Gly val 1le Trp Ser Gly Gly Asn Thr
50 55
ser Arg val Thr Ile Thr Ser Asp Lys
65 70
Glu Leu Ser Ser Leu Arg Ser Glu Asp
85
Arg Ala Leu Thr Tyr Tyr Asp Tyr Glu
100 105
Thr Leu val Thr val Ser Ser
115
<210> 12
<211> 119
<212> PRT
<213> Artificial Sequence
<220>
<223> hu225 VH kinetic variants
<220>
<221> X
<222> (28)..(28)
<223> X is Sor w
<220>
<221> X
<222> (53)..(53)
<223> X is S, A, E, H, Q, or R
<220>
<221> X
<222> (56)..(56)
<223> X is N, I, L, M, K, or R
<220>
<221> X
<222> (58)..(58)
<223> X is D, E, Q, or R
<220>
<221> X
<222> (74)..(74)
<223> X is Sor w
<220>
<221> X
<222> (100)..(100)
<223> X is T, F, W, or D
<220>

seq protocol_ST25.txt
Gly Phe Ser Leu Thr Asn

Gly GIn Gly Leu Glu Trp
45

Asn Thr Pro Phe

60

Asp Tyr

Ser Thr Ser Thr

75

Ala Tyr

Thr Ala
20

val Tyr Tyr Cys
95

Phe Ala Tyr Trp Gly Gln

110

Seite 9

Tyr

Ile

Thr

Met

80

Ala

Gly



<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

X
(101)..(101)

X 1s

Y or W

X
(103)..(103)

X is

12

Glu val Gln
1

Ser

Gly

Gly

ser

65

Glu

Arg

Thr

val

val

val

50

Arg

Leu

Ala

Leu

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

<220>
<223>

<400>

Lys

His
35

Ile

val

Ser

Leu

val

115

13
107
PRT

D or E

Leu val
5

val ser
20

Trp Met

Trp Xaa

Thr Ile

Ser Leu
85

Xaa Xaa
100

Thr val

. P15-205 PCT seq protocol_ST25.txt

Gln

cys

Arg

Gly

Thr

70

Arg

Tyr

Ser

Ser

Lys

Gln

Gly

55

Ser

ser

Xaa

Ser

Artificial Sequence

hu425 VL sequence

13

Qsp ITe GIn Met Thr Gln Ser

5

Asp Arg val Thr Ile Thr Cys
20

Tyr Trp Tyr Gln GIn Lys Pro
35

Asp Thr Ser Asn Leu Ala Ser
50

55

Gly

Ala

Ala

40

Xaa

Asp

Glu

Tyr

Pro

Ser

Gly

40

Gly

Ala

Ser

25

Pro

Thr

Lys

Asp

Glu
105

ser

Ala

25

Lys

val

Glu val Lys
10

Gly Phe Xaa
Gly GIn Gly

Xaa Tyr Asn
60

Xaa Thr Ser
75

Thr Ala val
90

Phe Ala Tyr

Ser Leu Ser
10

Ser Ser Ser
Ala Pro Lys

Pro Ser Arg
60

Seite 10

Lys

Leu

Leu

45

Thr

Thr

Tyr

Trp

Ala

val

Leu

45

Phe

Pro Gly Ala

Thr

30

Glu

Pro

Ala

Tyr

Gly
110

ser
Thr
30

Leu

ser

15

ASn

Trp

Phe

TYyr

Cys

95

Gln

val
15
Tyr

Ile

Gly

Tyr

Ile

Thr

Met

80

Ala

Gly

Gly

Met

Tyr

Ser



Gly Ser
65

Asp Ile

Phe Gly GIn Gly Thr Lys val Glu
100

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

<220>
<223>

<400>
GIln val
1

Ser val

Met

Trp

Glu
50

Gly

Ser

Glu

Ala ser

GIn Gly

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

<220>
<223>

<400>

P15-205 PCT
Gly Thr Asp Tyr Thr Phe Thr
70

Ala Thr Tyr Tyr Cys GlIn GlIn
85

Ile
105

14
121
PRT
Artificial Sequence

hu425 VH sequence
14

val GIn Ser Ala

5

GIn Leu Gly

val Ala

20

Ser
25

Lys Ser Cys Lys

His val Pro

35

Ala
40

Trp Arg Gln

Phe Asn Pro Asn Gly

55

ser Arg

Ala Thr Met Thr val

70

Lys Asp

Ser Glu

85

Leu Ser Leu Arg Ser

Arg Tyr Asp Tyr Asp Gly

Thr val Thr val

115

Ser Ser

120

15

115

PRT

Artificial Sequence

C-MET binder Al2 VL sequence
15

seq protocol_ST25.txt

Ser Ser Leu GIn Pro Glu
75

Ile

Trp

Ser Ser His ITe Phe Thr
90 95

Lys Arg

Glu val Ala

10

Pro Gly

15

Lys Lys

Thr His

30

Gly Tyr Thr Phe Ser

GlIn Leu Glu Ile

45

Gly Gly Trp

Thr Asn Tyr Asn Glu Phe

60

Lys

Thr ser Thr Asn Thr Ala

75

Tyr
80

Asp Thr Ala val

90

Tyr Tyr

95

Cys

Arg Tyr Phe Asp Tyr Gly

110

Trp

GIn Ala Gly Leu Thr GIn Pro Pro Ser val Ser val Ala Pro Gly Gln
1 5

15
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Thr

His

Asp

Asn

65

Asp

Leu

Lys

Ala

Trp

Asp

50

Ser

Glu

Tyr

Ala

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

<220>
<223>

<400>

Arg

Tyr
35

ser

Gly

Ala

val

Gly

115

16
127
PRT

Ile

20

Gln

Asp

Asn

Asp

Phe
100

Thr

Gln

Arg

Thr

Tyr

85

Gly

P15-205 PCT

Cys Gly Gly Asn
25

Arg Pro

Pro Ser
55

Ala Thr
70

Tyr Cys

Thr Gly

Artificial Sequence

Gly

40

Gly

Leu

Gln

Thr

GlIn

Ile

Thr

val

C-MET binder Al2 VH sequence

16

Gln val GIn Leu
1

Thr

Tyr

Gly

Ser

65

Lys

Arg

Trp

Leu

Trp

Glu

50

Arg

Leu

Gly

Phe

Ser

Ser

35

Ile

val

ser

val

Asp

Leu

20

Trp

Asn

Thr

ser

Pro

100

Pro

Gln
5
Thr
Ile
His
Ile
val
85

Tyr

Trp

Gln Ser Gly Ala

Cys Ala

Arg Gln

Ser Gly
55

Ser val
70
Thr Ala

Tyr Tyr

Gly GlIn

val

Pro

40

Ser

Asp

Ala

Gly

Gly

TYyr

25

Pro

Thr

Thr

Asp

ser

105

Thr

seq protocol_ST25.txt

Asn

Ala

Pro

Ile

Trp

90

val

Gly

10

Gly

Gly

Asn

ser

Thr

90

Gly

ITe Ala Arg Lys Ser
30

Pro

Glu

ser

75

Asp

Thr

Leu

Gly

Lys

Tyr

Lys

75

Ala

Arg

val

Arg

60

Arg

ser

val

Leu

Ser

Gly

Leu

45

Phe

val

Ser

Leu

Lys

Phe

Leu

"~ 45

Asn

60

Asn

val

Tyr

Leu val Thr
Seite 12

Pro

Gln

Tyr

Gly

val

val

Ser

Glu

ser

Pro

Ser

30

Glu

Ser

Phe

Phe

val

Gly

Ala

Asp

95

Gln

ser

15

Gly

Trp

Leu

Ser

cys

95

Gly

ser

val

Tyr

sSer

Gly

80

Gln

Pro

Glu

Tyr

Ile

Lys

Leu

80

Ala

Asn



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

<220>
<223>

<400>

115

17
116
PRT

Artificial Sequence

c-Met binder B10 VL sequence

17

GIn Ser val Leu

1

Arg

Thr

Ile

Gly

65

Ala

Ser

val

val

Tyr

50

ser

Glu

Asp

Thr

Asn

35

Asp

Lys

Asp

val

Pro Lys Ala

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

<220>
<223>

<400>

1

115

18
117
PRT

Ile

20

Trp

Asn

Ser

Glu

val

100

Gly

Thr

5

Ser

Tyr

Asn

Gly

Gly

85

Phe

Gln

cys

Arg

Leu

Thr

70

Asp

Gly

Pro Pro Ser

Phe

Gln

Arg

55

Ser

Tyr

Gly

Artificial Sequence

Gly

Leu

40

Pro

Ala

Tyr

Gly

ser

25

Pro

Ser

Ser

Cys

Thr
105

Cc-MET binder B10 VH sequence

18

Glu val G1n Leu val Gln Ser Gly Gly
5

Ser Leu Arg Leu Ser Cys Ala Ala Ser
20

Ala Met Ser Trp val Arg Gln Ala Pro
35 40

Ser Ala Ile Ser Gly Ser Gly Gly Ser

Thr

10

ser

Gly

Gly

Leu

GIn

90

Lys

Ser
Ser
Thr
val
Ala
75

Ser

Leu

P15-205 PCT seq protocol_s
120 _

Gly

Asn

Ala

Pro

60

Ile

Tyr

Thr

Gly Leu val
10

Gly Phe Thr

Gly Lys Gly

Thr Tyr Tyr

Seite 13

125

Thr

val

Pro

45

Glu

Thr

Asp

val

Gln

Phe

Leu

45

Ala

Pro

Gly

30

Lys

Arg

Gly

Ser

Leu
110

Pro
ser
30

Glu

Asp

T25.txt

Gly

15

val

Leu

Phe

Leu

Ser

95

Gly

Gly
15
ser

Trp

Ser

Gln

Asn

Leu

Sser

GIn

80

Leu

Gln

Gly

Tyr

val

val



P15-205 pPCT
50 55

Lys Gly Arg Phe Thr Ile Ser Arg Asp

65 70

Leu GIn Met Asn Ser Leu Arg Ala Glu
85

Ala Lys Asp Arg Arg Ile Thr His Thr
100 105

val Thr val Ser Ser
115

<210> 19
<211> 114
<212> PRT
<213> Artificial Sequence

<220>
<223> Cc-MET binder C10 VL sequence

<400> 19

§1n Ser val Leu Thr GIn Pro Pro Ser
5

Thr Ala Arg Ile Thr Cys Gly Gly Asn
20 25

His Trp Tyr GIn GIn Lys Pro Gly GIn
35 40

ASp Asp Ser Asp Arg Pro Ser Gly Ile
50 55

Asn Ser Gly Asn Thr Ala Thr teu Thr
65 70

Asp Glu Ala Asp Tyr Tyr Cys Gln val
85

Trp val Phe Gly Gly Gly Thr Lys Leu

100 105
Ala Gly
<210> 20
<211> 123
<212> PRT
<213> Artificial Sequence
<220>

<223> C-MET binder €10 VH sequence

seq protocol_sST25.txt
60

Asn Ser Lys Asn Thr Leu Tyr
75 80

Asp Thr Ala val Tyr Tyr Cys
90 95

Tyr Trp Gly Gln Gly Thr Leu
110

val Ser val Ala Pro Gly Lys
10 15

Asn Ile Gly Ser Lys Ser val

Ala Pro val Leu val val Tyr
: 45

Pro Glu Agg Phe Ser Gly Ser
6

Ile Sser Arg val Glu Ala Gly
75 80

Trp Asp Ser Ser Ser Asp Leu
90 95

Thr val Leu Gly Gln Pro Lys
110

Seite 14



<400>
GIn val
1

Ser val
Tyr Met

Gly Trp
50

Gln Gly
65

Met Glu
Ala ser
Trp Gly

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

<220>
<223>

<400>
GIn ser
1

ser Ile
Asp Tyr

Met Ile
50

ser Gly
65

Gln Ala

20

GIn

Lys

His

35

Ile

Arg

Leu

Leu

GIn
115

21
117
PRT
Artificial Sequence

Ala

Thr

val

35

Tyr

Ser

Asp

Leu

val

20

Trp

Asn

val

ser

Asn

100

Gly

Leu

Ile

20

Ser

Asp

Lys

Asp

val
Ser
val
Pro
Thr
Arg
85

Phe

Thr

Thr
5

Ser
Trp
val
Ser

Glu
85

GlIn

Cys

Arg

Asn

Met

70

Leu

Pro

Leu

Gln

Cys

Tyr

Thr

Gly
70

P15-205 pPCT

ser

Lys

Gln

Ser

55

Thr

Arg

Asp

val

Pro

Thr

Gln

ser

55

Thr

Asp

Gly

Ala

Ala

40

Gly

Arg

ser

Ile

Thr
120

Ala

Gly

Gln

40

Arg

Ser

Tyr

Ala

ser

25

Pro

Gly

Asp

Asp

Ala

105

val

C-MET binder EO7 VL sequence
21

ser

seq protocol_ST25.txt

Glu

10

Gly

Gly

Thr

Thr

Asp

920

val

ser

val

- 10

Thr

25

His

Pro

Ala

Tyr

Ser

Pro

Ser

Ser

Cys
90

val Lys Lys Pro Gly
15

Tyr

Gln

Asn

Ser

75

Thr

Ala

Ser

Ser

Ser

Gly

Glu

Leu

75

Ser

Thr

Gly

Tyr

60

Ile

Ala

Gly

Gly

Asp

Lys

val

60

Ala

Ser

Seite 15

Phe

Leu

45

Ala

ser

val

Tyr

Ser

val

Ala

45

Ser

Tyr

Thr

30

Glu

Gln

Thr

Tyr

Leu

Gly

30

Pro

Asn

Thr

Thr

Gly

Trp

Lys

Ala

Tyr

95

Asp

Gly

15

Gly

Gln

Arg

Gly

Ser
95

Ala

Tyr

Met

Phe

Tyr

80

Cys

Tyr

Gln

Tyr

Leu

Phe

Leu

80

Ser



P15-205 PCT seq protocol_ST25.txt

Ser Thr Leu val val Phe Gly Gly Gly Thr Lys Leu Thr val Leu Gly

100

GIn Pro Lys Ala Gly
115

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

<220>
<223>

<400>

22
118
PRT

Artificial Sequénce

105

C-MET binder EO7 VH sequence

22

GIn val GIn Leu
1

Thr Leu

Asn Trp

Ile Gly
50

Lys Ser
65

Leu Lys

Ala Arg

Leu val

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

+<220>
<223>

<400>

Ser

Trp
35

Glu

Arg

Leu

Gly

Thr

115

23
116
PRT

Leu

20

Ser

Ile

val

Ser

Gly

100

val

Gln

5

Thr

Trp

Tyr

Thr

Ser

85

Ser

ser

Glu

cys

val

His

Ile

70

val

Gly

Ser

Ser Gly Pro

Ala

Arg

Ser

55

Ser

Thr

Tyr

Artificial Sequence

val

Gln

40

Gly

val

Ala

Asp

Ser

25

Pro

ser

Asp

Ala

Phe
105

C-MET binder GO2 VL sequence

23

GIn Ser Ala Leu Thr GIn Pro Pro Ser
1 5

Ser val Thr Ile Ser Cys Thr Gly Thr
20

25

Gly

10

Gly

Pro

Thr

Lys

Asp

90

Asp

1

Leu

Gly

Gly

Asn

Ser

75

Thr

TYr

vaTl

ser

Lys

Tyr

60

Lys

Ala

Trp

110

Lys Pro

Ile ser
30

Gly Leu

45

Asn Pro

Asnh GlIn

val Tyr

Gly Gln
110

ser

15

ser

Glu

ser

Phe

Tyr

95

Gly

Gly

Ser

Trp

Leu

ser

80

Cys

Thr

Ala Ser Gly Ser Pro Gly Gln
0 15

Ser Ser Asp val §1y Gly Tyr
0

Seite 16



Asn

Met

ser

65

GIn

Tyr

Tyr

Ile

50

Gly

Ala

Thr

val

35

TYyr

ser

Glu

Tyr

Pro Lys Ala

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

<220>
<223>

<400>

1

Ser

Gly

Ala

Ala

Thr

Leu

Met

val

50

Gly

Gln

Lys

Met

<210>

115

24
119
PRT

ser

Glu

Lys

Asp

val

100

Gly

Trp

val

Ser

Glu

85

Phe

P15-205 PCT

Tyr GIn GlIn

40

ser Lys Arg

55

Gly Asn Thr

70

Ala Asp Tyr

Gly Ala Gly

Artificial Sequence

His

Pro

Ala

TYr

Thr
105

C-MET binder G02 VH sequehce

24

Arg

His

35

Ile

Arg

Met

Met

val

115

25

Leu

20

Trp

Ser

Phe

Asn

Gly

Thr

Glu val GIn Leu §a1

Ser

val

Tyr

Thr

Ser

85

Tyr

val

Glu

Cys

Arg

Asp

Ile

70

Leu

Gly

Ser

Thr Gly Gly

Ala

Gln

Gly

55

Ser

Arg

Thr

Ser

Ala

Ala

40

Ser

Arg

Ala

Gly

Ser

25

Pro

Asn

Asp

Glu

Ala
105

seq protocol_ST25.txt

Pro
ser
ser
Cys
90

Lys

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Phe

Gly Glu Ala Pro Lys
45

Gly
Leu
75

Trp

val

val

Phe

Lys

Tyr

Ser

75

Thr

Asp

val
60
Thr

Ser

ser

val

Thr

Gly

Tyr

60

Lys

Ala

Ile

Seite 17

Pro

Ile

Tyr

val

Gln

Phe

Leu

45

Ala

Asn

val

Trp

Asp

Ser

Ala

Leu
110

Pro

Ser

30

Glu

Asp

Thr

Tyr

Arg

Gly

Gly

95

Gly

Gly

15

ser

Trp

Ser

Leu

Tyr

95

Glin

Leu

Phe

Leu

80

ser

Gln

Arg

Tyr

val

Ala

Tyr

80

Cys

Gly



P15-205 PCT

<211> 117
<212> PRT
<213> Artificial Sequence
<220>
<223> C-MET binder HO6 VL sequence
<400> 25
GIn Ser val Leu Thr GIn Pro Pro Ser
1 5
Arg val Thr Ile Ser Cys Ser Gly Ser
20 25
Tyr val Tyr Trp Tyr GlIn His Leu Pro
35 40
Ile Tyr Ser Asn Asn GIn Arg Pro Ser
50 55
Gly Ser Lys Ser Gly Thr Ser Ala Ser
65 70
Ser Glu Asp Glu §1y AsSp Tyr Tyr Cys
5
Asn Ala His Trp val Phe Gly Gly Gly
100 105
GIn Pro Lys Ala Gly
115
<210> 26
<211> 119
<212> PRT
<213> Artificial Sequence
<220>
<223> Cc-MET . binder H06 VH sequence
<400> 26
GIn val GIn Leu GIn Glu Ser Gly Ala
1 5
Ser val Lys

val Ser Cys Lys Ala Ser
20 25

Asp Ile ésn Trp val Arg GIn Ala Ser
5

Ser Gly Asn
55

Gly Trp Met Asn Pro Asn
A 50

Gln Gly Arg val Thr Met Thr Arg Ser

seq protocol_ST25.txt

Ala Thr

10

Ser Gly Pro Gly

15

Ser Ser Asn Ile Gly Ser

30

Gly Thr Ala Pro Leu

45

Lys

val Pro Phe

60

Gly AsSp Arg

Ala Ile

75

Leu Ser Gly Leu

Ala
90

Asn
95

Ser Trp Asp Asp

val val

110

Thr Lys Leu Thr

Glu val

10

Pro Gly

15

Lys Lys

Thr
30

Tyr Thr Phe Asn

Gly GIn Gly Leu Glu

45

Trp

Thr Gly Tyr Ala Gln

60

Lys

Thr Ser val Thr Ala

Seite 18

Ser

GlIn

Asn

Leu

ser

Gln

80

Leu

Ser

Ala

Leu

Met

Phe

Tyr



P15-205 PCT seq protocol_ST25.txt
65 70 75 80

Met Glu Leu Ser ggr Leu Glu Ala Glu Sgp Thr Ala val Tyr ;gr Cys

Ala Arg Asn Arg Pro Glu Thr Gly Asp Phe Asp Tyr Trp Gly GIn Gly
100 105 110

Thr Leu val Thr val Ser Ser
115

<210> 27

<211> 117

<212> PRT

<213> Artificial Sequence

<220>
<223> Cc-MET binder FO3 VL sequence

<400> 27

Leu Pro val Leu Thr GIn Pré His Ser val Ser Gly Ser Pro Gly Lys
1 5 10 15

Thr val Thr Ile Ser Cys Thr.G1y Ser Ser Asp Tyr Ile Ala Ser Asn
20 25 30

Tyr val His Trp Tyr GIn GIn Arg Pro Gly Ser Ala Pro Thr Thr val
35 40 45

Ile T%r Glu Asp Asn GIn Arg Pro Ser Gly val Pro Asp Arg Phe Ser
5 55 60

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

Leu GIn Thr Glu ggp Glu Ala Asp Tyr Tyr Cys Gln Ser Tyr Asp Ser
90 95

Ser Asn His val val phe Gly Gly Gly Thr Lys Leu Thr val val Gly
100 105 110 :

GIn Pro Lys Ala Gly
115

<210> 28

<211> 124

<212> PRT

<213> Artificial Sequence

<220> .
<223> Cc-MET binder F03 VH sequence

<400> 28

Glu val GIn Leu val Glu Ser Gly Gly Gly Leu val Lys Pro Gly Gly
Seite 19



-P15-205 PCT

Ser Leu Arg Leu Ser Cys Ala Ala ser

20 25

Gly Met His Trp val Arg GIn Ala Pro

Ala Phe
50

35 40

Ile Arg His Asp g;y Gly Asn

Lys Gly Arg Phe Thr Ile Ser Arg Asp

Met Gln

Ala Lys

<210>
<211>

70

Met Ser Ser Leu Arg Pro Glu
85

Asp Phe Ala Met Thr GIn Trp
. 100 105
val Trp Gly GIn Gly Thr Thr val Thr
115 120
29
115
PRT

<212>
<213>

<220>
<223>

<400>-
Gln Leu
1

Thr Ala

His Trp

Asp Asp
50

Asn ser
65

Asp Glu

Arg val

Artificial Sequence

C-MET Binder F06 VL sequence

29

val Leu Thr GIn Ser Pro Ser
5

Arg Ile Thr Cys Gly Gly Asn
' 20 25

Tyr GIn Lys Lys Pro Gly GIn
35 40

Asp Asp Arg Pro Ser Gly val
55

Gly Asn Thr Ala Thr Leu Thr
70

Ala Asp gyr Tyr Cys Gln val
5

phe Gly Gly Gly Thr Lys Leu
100 105

seq protocol_ST25.txt
10

15

Gly Phe Thr Phe Ser Ile
30

Gly

Asn

Asnh

Asp

90

Leu

val

val
10
Asn

Ala

Pro

Trp
90

Lys

Phe

Ser

75

Thr

Pro

Ser

Ser

Ile

Pro

Glu

ser

75

Asp

Gly

Tyr

60

Lys

Ala

Glu

Ser

val

Arg

Ile

Arg

60

Arg

Ser

Thr val Leu

Seite 20

Leu

45

Ala

Asn

val

Arg

Ala

Asn

Leu

45

Phe

val

Ala

Gly

Glu

Asp

Thr

Tyr

Gly
110

Pro

val

30

val

Ser

Glu

Thr

Gln
110

Trp

Ser

Leu

TYyr

95 .

Met

Gly
15

Gly
val
Gly
Ala
Asp
95

Pro

Tyr

Leu

val

Tyr

80

Cys

Asp

Lys

val

Tyr

ser

Gly

80

Gln

Lys



P15-205 PCT seq protocol_ST25.txt

Ala Gly Cys
115
<210> 30
<211> 124
<212> PRT
<213> Artificial Sequence
<220>
<223> c¢-MET binder F06 VH sequence
<400> 30 .

GIn val GIn Leu GIn GIn Ser Gly Ala Glu
1 5 10
Ser Ala Lys val Ser Cys Lys Ala Ser Gly

Ala 1le Ser Trp val Arg Gln Ala Pro Gly

Gly Ggy ITe I1e Pro Ile Phe Gly Thr Ala
5

65

Met Glu

Ala Arg

val Trp Gly GIn Gly Thr Thr val Thr val

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

<220>
<223>

<400>

Glu Pro val Leu Thr GIn Pro Pro Ser val Ser val

1 5

Thr Ala Thr %&e Pro Cys G1y Gly Asp Ser Leu Gly
25

His Trp Tyr Gln GIn Arg Pro Ggy GIn Ala Pro Leu
35 4

20 25

35 40

55

GIn Gly Arg val Thr Ile Thr Ala Asp Glu

70

Leu Ser Ser Leu Arg Ser Glu Asp
85 20

Asp GIn Arg Gly Tyr Asp Tyr Tyr

100 105

115 120

31
114
PRT
Artificial Sequence

Cc-MET binder B1Ov5 VL sequence
31

Seite 21

val

Gly

Gln

Asn

Ser

75

Thr

Tyr

ser

Lys

Phe

Leu

45

Ala

ser

val

Tyr

Ala

Ser

Gly
15

ser
Trp
Lys
Ala
Tyr
95

Met

Gly
15

Ser

Tyr

Met

Phe

TYyr

80

Cys

Asp

Glu

Lys Ile val

Leu val val Tyr

45



P15-205 PCT seq protocol_ST25.txt

Asp Asp Ala Ala Arg Pro Ser Gly Ile Pro
50 55

Lys Ser Gly Thr Thr Ala Thr Leu Thr Ile
65 70

Asp Glu Ala Asp Tyr Phe Cys Gin val Tyr
85 90

Glu val phe Gly Gly Gly Thr Lys Leu
100

Ala Ala

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

<220>
<223>

<400>

32
117
PRT

105

Artificial Sequence

Thr

C-MET binder B10v5 VH sequence

32

Glu val Gln Leu val
1 5

ser Leu

Ala Met

Ser Ala

50

Lys Gly

Leu Gln

Ala Lys

val Thr

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

Arg

Ser
35

Ile

Arg

Met

Asp

val

115

33
114
PRT

Leu

20

Trp

ser

Phe

Asn

Ser

val

Gly

Thr

Ser

85

Arg

Ser

Gln Ser Gly Gly

Cys Ala Ala Ser
25

Arg GIn Ala Pro
40

Ser Gly Gly Ser
55

Ile Ser Arg Asp
70

Leu Arg Ala Glu

Ile Thr His Thr
105

Artificial Sequence

Gly

10

Gly

Gly

Thr

Asn

Asp

90

TYyr

Glu Arg Phe Ser Gly

ser
75

60

ser val Glu

Asp Tyr His Ser

val

Leu

Phe

Lys

Tyr

Ser

75

Thr

Trp

Leu Gly Gln

val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Seite 22

Gin

Phe

Leu

45

Ala

Asn

val

Gln

110

Pro

Ser

30

Glu

Asp

Thr

Tyr

Ala
Asp

95

Pro

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Thr

Ser
Gly
80

val

Lys

Gly

Tyr

val

val

Tyr
80

Cys

Leu



<220>
<223>

<400>

g]n Leu val Leu

Thr

His

Asp

Asn

65

Asp

Arg

Ala

Ala

Trp

Asp

50

Ser

Glu

val

Gly

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

<220>
<223>

<400>
g1n val GIn Leu

Ser

Ala

Gly

Gln

65

Met

Ala
Ile
Gly
50

Gly

Glu

C-MET binder

33

Arg

TYyr

35

Asp

Gly

Ala

Phe

34
124
PRT

Ile
20

Gln
Asp
ASh

Asp

Gly
100

Thyr

Thr

Lys

Arg

Thr

TYr

85

Gly

P15-205 PCT seq protocol_ST25.txt

CS06 VL sequence

GIn Ser

Cys Gly

Lys Pro

Pro Ser

55

Ala Thr
70

Tyr Cys

Gly Thr

Artificial Sequence

C-MET binder cS06 VH

34

Lys

Ser

35

Ile

Arg

Leu

val

20

Trp

Ile

val

ser

Gln

Ser

val

Pro

Thr

Ser

Gln Ser

Cys Lys

Arg Gln

Ile phe
55

Ile Thr
70

Leu Arg

Pro

Gly

Gly

40

Gly

Leu

Gln

Lys

Ser

Asn

25

GIn

val

Thr

val

Leu
105

val

10

Asn

Ala

Pro

Ile

Trp

920

Thr

sequence

Gly

Ala

Ala

40

Gly

Ala

Ser

Ala

Ser

25

Pro

Thr

Asp

Glu

Glu

10

Gly

Gly

Ala

Glu

Ser
Ile
Pro
Glu
Ser
75

Asp

val

val
G1y
Gln
Ile

ser
75

val

Arg

Ile

Arg

60

Arg

Ser

Leu

Lys

Thr

Gly

Tyr

60

Thr

Asp Thr Ala
Seite 23

Ala

Asn

Leu

45

Phe

val

Ala

Gly

Lys

Phe

Leu

45

Ala

ser

val

Pro

val

30

val

Ser

Glu

Thr

GIn
110

Pro

Ser

30

Glu

Gin

Thr

Tyr

Gly

15

Gly

val

Gly

Ala

Asp

95

Pro

Gly

15

Ser

Trp

Lys

Ala

Tyr

Lys

val

Tyr

Ser

Gly

80

Lys

Ser

Asn

Met

Phe

TYyr

80

cys



P15-205 PCT seq protocol_ST25.txt
85 90 95

Ala Arg Asp GIn Arg Gly Tyr Tyr Tyr Tyr Tyr Tyr Tyr Gly Met Asp
100 105 110

val Trp Gly GIn Gly Thr Thr val Thr val Ser Ser
115

120
<210> 35
<211> 20
<212> PRT
<213> Artificial Sequence
<220>
<223> glycine-serine linker
<400> 35

g1y Gly Gly Gly ger Gly Gly Gly Gly igr Gly Gly Gly Gly igr Gly

Gly Gly Gly Ser
20

<210> 36

<211> 15

<212> PRT

<213> Artificial Sequence
<220>

<223> hinge 1

<400> 36

Glu Pro Lys Ser Ser Asp Lys Thr His Thr Cys Pro Pro Cys Pro
1 5 10 15

<210> 37

<211> 15

<212> PRT

<213> Artificial Sequence

<220>

<223> hinge 2

<400> 37

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro
1 5 10 15
<210> 38

<211> 99

<212> PRT

<213> Artificial Ssequence

<220>

<223> CL sequence

<400> 38

Pro Ser val Thr Leu Phe Pro Pro Ser Ser Glu Glu Leu Gln Ala Asn
' Seite 24



Lys Ala

Thr val

Thr Thr
50

Tyr Leu
65

Cys GIn

Thr Glu

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

<220>
<223>

<400>

Thr

Ala

35

Thr

Ser

val

Cys

39
98
PRT

Leu

20

Trp

Pro

Leu

Thr

val

Lys

Ser

Thr

His
85

cys

Ala

Lys

Pro

70

Glu

P15-205 PCT

Leu

Asp

Gln

55

Glu

Gly

Artificial Sequence

CH1 sequence

39

*Ala Ser Thr Lys
1

Ser Thr

Phe Pro

Gly val
50

Leu ser
65

Tyr Ile

Arg val

<210>
<211>
<212>

ser

Glu

35

His

Ser

cys

40
110
PRT

Gly
20

Pro
Thr

val

Asn

Gly

5

Gly

val

Phe

val

val
85

Pro

Thr

Thr

Pro

Thr

70

Asn

Sser

Ala

val

Ala

55

val

His

Ile

ser

40

ser

Gin

Ser

val

Ala

ser

40

val

Pro

Lys

Ser

25

Ser

Asn

Trp

Thr

Phe

Leu

25

Trp

Leu

ser

Pro

seq protocol_ST25.txt
10 1

Asp Phe Tyr Pro

Pro

Asn

Lys

val
90

Pro

10

Gly

Asn

Gln

Ser

ser
90

val

Lys

ser

75

Glu

Leu

Cys

Ser

Ser

ser

75

Asn

Lys
Tyr
60

His

Lys

Ala

Leu

Gly

ser

60

Leu

Thr

Seite 25

Ala
45
Ala

Arg

Thr

Pro

val

Ala

45

Gly

Gly

Lys

Gly

30

Gly

Ala

Ser

val

Ser

Leu

Thr

val

Ala

val

ser

Tyr

Ala
95

Ser

15

Asp

Thr

TYr

Gln

Asp
95

val

Glu

Ser

Ser

80

Pro

Lys

Tyr

ser

Ser

Thr

80

Lys



<213>

<220>
<223>

<400>

Ala Pro Glu Leu

1

Pro

val

val

GIn

65

GIn

Ala

Lys

val

Asp

50

Tyr

Asp

Leu

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

<220>
<223>

<400>

CH2 domain

40

Asp

Asp

35

Gly

Asn

Trp

Pro

41
110
PRT

Thr

20

val

val

Ser

Leu

Ala
100

Leu

Leu

ser

Glu

Thr

Asn

85

Pro

Gly

Met

His

val

TYyr

70

Gly

Ile

P15-205 PCT
Artificial Sequence

Gly

Ile

Glu

His

55

Arg

Lys

Glu

Artificial Sequence

CH3 domain (AG)

41

Gly GIn Pro

1

Glu

Tyr

Asn

Thr

65

GIn

Met

Pro

Asn

50

Thr

Gln

Thr

Lys

35

Tyr

Phe

Gly

Phe

Asp

Lys

Ala

Asn

Arg
5

Asn
Ile
Thr
val

val
85

Pro

Gln

Ala

Thr

Thr

70

Phe

Glu

val

val

Pro

55

Ser

Ser

Pro

ser

Asp

40

Asn

val

Glu

Lys

val

Ser

Glu

40

Ser

Lys

Cys

ser

Arg

25

Pro

Ala

val

Tyr

Thr
105

His

Leu

25

Trp

Arg

Leu

Ser

seq protocol_ST25.txt

val Phe
10

Thr Pro

Glu val

Lys Thr

Ser val

75

Lys Cys

Ile Ser

Leu Leu
10

Thr Cys

Glu Ser

GIn Glu

Thr val

75

val Met
920

Leu

Glu

Lys

Lys

Lys

Pro

Leu

Asn

Pro

60

Asp

His

Seite 26

Phe

val

Phe

45

Pro

Thr

val

Ala

Pro

Ala

Gly

45

Ser

Lys

Glu

Pro

Thr

30

Asn

Arg

val

Ser

Lys
110

Ser

Arg

30

GIn

Gln

Ser

Ala

Pro

15

cys

Trp

Glu

Leu

Asn
95

Arg

15

Gly

Pro

Gly

Arg

Leu
95

Lys

val

Tyr

Glu

His

80

Lys

Glu

Phe

Glu

Thr

Trp

80

His



P15-205 PCT seq protocol_ST25.txt

Asn His Tyr {Bg GIn Lys Thr Ile Ser Leu Ser Pro Gly Lys

105 110
<210> 42
<211> 110
<212> PRT
<213> Artificial Sequence
<220>
<223> CH3 domain (GA)
<400> 42

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

Glu Leu Ala Leu Asn Glu Leu val ;?r Leu Thr Cys Leu val Lys Gly
20 30

Phe Tyr Pro Ser Asp Ile Ala val Glu Trp Leu GIn Gly Ser Gln Glu
35 40 45

Leu Pro Arg Glu Lys Tyr Leu Thr Trp Ala Pro val Leu Asp Ser Asp
50 55 60

Gly Ser Phe Phe Leu Tyr Ser Ile Leu Arg val Ala Ala Glu Asp Trp
65 70 75 80

Lys Lys Gly Asp Thr Phe Ser Cys Ser val Met His Glu Ala Leu His
85 90 95

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

100 105 110
<210> 43
<211> 119
<212> PRT
<213> Artificial Sequence
<220>

<223> humanized €225 VH kinetic variant S58R (IMGT numbering) hu225-L
<400> 43

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

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

Gly val His Trp Met Arg GIn Ala Pro Gly GIn Gly heu Glu Trp Ile
35 5

Gly val Ile Trp Arg Gly g;y Asn Thr Asp Tyr gsn Thr Pro phe Thr
50
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Ser Arg val Thr Ile Thr Ser Asp Lys Ser Thr Ser Thr Ala Tyr Met
65 70 75 80

Glu Leu Ser Ser Leéu Arg Ser Glu Asp Thr Ala val Tyr Tyr Cys Ala
85 90 95

Arg Ala Leu Thr Tyr Tyr Asp Tyr Glu Phe Ala Tyr Trp Gly Glin Gly
: 100 105 110

Thr Leu val Thr val Ser Ser

115
<210> 44
<211> 107
<212> PRT

<213> Artificial Sequence

<220>
<223> humanized €225 VL kinetic variant N108Y (IMGT numbering) hu225-m

<400> 44
Asp Ile GIn Met Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser val Gly
1 5 10 15

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

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

Lys g%r Ala Sser Glu Ser %}e Ser Gly val Pro 2er Arg Phe Ser Gly
0

ser Gly Tyr Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu GlIn Pro
65 70 75 80

Glu Asp val Ala ghr Tyr Tyr Cys Gln ggn Asn Tyr Asn Trp Pro Thr
5 95

Thr phe Gly GIn Gly Thr Lys val Glu Ile Lys
100 105

<210> 45

<211> 119

<212> PRT

<213> Artificial Sequence

<220>
<223> humanized c225 VH T109D kinetic variant (hu225-H)

<400> 45

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

Gly

Gly

ser

65

Glu

Arg

Thr

val

val

val

50

Arg

Leu

Ala

Leu

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

<220>
<223>

<400>

1

Lys

ser
65

Glu

Thr‘

Arg

His

TYyr

50

Gly

Asp

Phe

<210>

Lys

His
35

Ile

val

Ser

Leu

val

115

46
107
PRT

val

20

Trp

Trp

Thr

Ser

Ser

‘Met

ser

Ile

Leu

85

Tyr

val

Cys

Arg

Gly

Thr

70

Arg

TYyr

Ser

P15-205 PCT

Lys
GIn
Gly
55

Ser
Ser

Asp

Ser

Artificial Sequence

Ala

Ala

40

Asn

Asp

Glu

Tyr

humanized €225 vL N109E,

46

val

Trp

35

Ala

Tyr

val

Gly

47

Thr

20

Tyr

Ser

Gly

Ala

Gln
100

Ile

Gln

Glu

Thr

Thr

85

Gly

Thr

Gln

ser

Asp

70

TYIr

Thr

Asp Ile GIn Met Thr Gin Ser
5

cys

Lys

Ile

55

Phe

Tyr

Lys

Pro

Arg

Pro

40

Ser

Thr

Cys

val

Ser

25

Pro

Thr

Lys

Asp

Glu
105

seq protocol_ST25.txt

Gly Phe Ser Leu Thr Asn Tyr

Gly

Asp

Ser

Thr

90

Phe

GIn

TYyr

Thr

75

Ala

Ala

Gly
Ash
60

Ser

val

Tyr

Leu

45

Thr

Thr

Tyr

Trp

30

Glu

Pro

Ala

Tyr

Gly
110

Trp Ile

Phe Thr

Tyr Met
80

Cys Ala
95

GIn Gly

T116N kinetic variant (hu225-H)

Ser

Ala

25

Gly

Gly

Leu

Gln

Glu
105

Ser

10

Ser

Lys

val

Thr

Gln

90

Ile

Leu

Gln

Ala

Pro

Ile

75

Asn

Lys

ser

Ser

Pro

Ser

60

Ser

Asn

Seite 29

Ala

Ile

Lys

45

Arg

Ser

Glu

Ser

Gly

30

Leu

Phe

Leu

Trp

val Gly
15

Thr Asn

Leu Ile

ser Gly

Gln Pro

80

Pro Asn
95



<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>

1
P

16
RT

P15-205 PCT seq protocol_ST25.txt

Artificial Sequence

c-Met binder B10 VL variants comprising single or

multiple

amino acid substitutions selected from V3A, T1lv, Tl4s, RI18S,
R43Q, L45P, E74D, T85N, S86T, A90T, T92S Gl00A (numbering
according to IMGT numbering)

X

(3)..(3)

X is VorA
X
(10). . (10)
X 1s T or
X
(13)..(13)
X 11s T or
X
(17)..Q7
X 1s R or
X
(38)..(38)
X 1s R or
X
(40). . (40)
X 1s L or
X
(61)..(61)
X 1s E or
X
(70). . (70)
X 1s T or
X
(71)..(71)
X 1s S or
X
(75)..(75)
X 1s A or
X
(77)..G77)
X 1s T or
X
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<222>
<223>

<400>

(85)..(85)
X 1s G or A

47

GIn Ser Xaa Leu

1

Xaa val

Thr val

Ile Tyr
50

Gly Ser
65

Ala Glu

Ser Asp

Pro Lys

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

<220>
<223>

<220>
<221>
<222>
<223>

<400>

Thr

Asn
35

Asp

Lys

Asp

val

Ala

115

48
117
PRT

Ile
20

Trp
Asn
Ser
Glu
val
100

Gly

Thr

Ser

Tyr

Asn

Gly

Xaa

85

Phe

Gln

Cys

Xaa

Leu

Xaa

70

Asp

Gly

P15-205 PCT

Pro

Phe

GlIn

Arg

55

Xaa

Tyr

Gly

Artificial Sequence

Pro
Gly
Xaa
40

Pro
Ala

TYyr

Gly

Ser

Ser

25

Pro

Ser

Ser

Cys

Thr
105

seq protocol_ST25.txt

Xaa

10

Ser

Gly

Gly

Leu

Gln

90

Lys

ser

Ser

Thr

val

Xaa

75

Ser

Leu

Gly

Asn

Ala

Pro

60

Ile

Tyr

Thr

Xaa

val

Pro

45

Xaa

Xaa

Asp

val

Pro

Gly

30

Lys

Arg

Gly

ser

Leu
110

Gly

15

val

Leu

Phe

Leu

Ser

95

Gly

Gln

Asn

Leu

Ser

Gln

80

Leu

Gln

C-MET binder B10 VH kinetic variant Q6E (IMGT numbering)

X
(6)..

(6

X 1s Qor E

48

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

Ser Leu Arg Egu Ser Cys Ala Ala ger Gly Phe Thr Phe Ser Ser Tyr
5 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 G

50

5

Seite 31

ly Gly Ser Thr Tyr g%r Ala Asp Ser val
5
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Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys
85 20 95

Ala Lys Asp Arg Arg Ile Thr His Thr Tyr Trp Gly Gin Gly Thr Leu
100 105 110

val Thr val Ser Ser

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

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

115

49
115
PRT
Artificial Sequence

c-Met binder F06 VL sequence variants comprising single or

multiple amino acid substitutions selected from Qls, L2y, S7P,
K44Q, 1I51v, V711 (numbering acc. to IMGT numbering)

X
..
X 1s Qor S

X

2)..(
X 1s L ory

X

(7).
X 1s Sor P

X
G37)..37
X is K or Q

X
(44)..(44)
X is I or Vv

X
(57)..(57)
X 1s Vor I

49

Xaa Xaa val Leu Thr Gln Xaa Pro Ser val Ser val Ala Pro Gly Lys

1

5 10 15

Thr Ala Arg Ige Thr Cys Gly Gly Asn Asn Ile Arg Asn gg] Gly val
2 25
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His Trp ggr Gln Xaa Lys Pro Gly GIn Ala Pro Xaa Leu val val Tyr
40 45

Asp égp Asp Asp Arg Pro Ser Gly Xaa Pfo Glu Agg Phe Ser Gly Ser
55 6

Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg val Glu Ala Gly
65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Gln val ggp Asp ser Ala Thr Sgp GIn
85

Arg val phe Gly Gly Gly Thr Lys Leu Thr val Leu Gly glg Pro Lys

100 105

Ala Gly Cys

115
<210> 50
<211> 124
<212> PRT
<213> Artificial Sequence
<220>

<223> c-Met binder F06 VH variants comprising single or multiple amino
acid substitutions selected from Q5v, Al9v, M115I, M115L, M115v,
M115A, M115F (numbering according to IMGT numbering)

<220>

<221> X

<222> (5)..(5)
<223> X is Qor Vv

<220>

<221> X

<222> (18)..(18)
<223> X is Aor Vv

<220>

<221> X

<222> (111)..(11D

<223> X is M, I, L, V, A, or F

<400> 50

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

_Ser Ala Lys val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Ser Tyr
20 25 30

" Ala Ile ggr Trp val Arg Gln Ala Pro Gly GIn Gly kgu Glu Trp Met

Gly Gly Ile Ile Pro Ile Phe Gly Thr Ala Asn Tyr Ala Gln Lys Phe
50 55 60
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GIn Gly Arg val Thr 1Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
65 7 75 80

Met Glu Leu Ser ggr Leu Arg Ser Glu Asp Thr Ala val Tyr ggr Cys
90

Ala Arg Asp GIn Arg Gly Tyr Asp Tyr Tyr Tyr Tyr Tyr Gly Met Asp
100 105 110

val Trp Gly GIn Gly Thr Thr val Thr val ser Ser
11

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

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

5 120

51

114

PRT

Artificial Sequence

c-Met binder B10v5 VL variants comprising single or multiple
amino acid substitutions selected from E1S, P2y, E17Q, T20R,
P22T, R45K, LS51v, T85N, S93R, F103Y (IMGT numbering)

X

(1).. (D

X 1s Eor S
X

(2)..(

X 1s Pory
X
(16) . . (16)

X 1s E or Q

X
(19)..0(19
X is T or R

X
QD)..QD
X1s Por T
X
(38)..(38)
X 1s Ror K
X
(44). . (44)

X is L or v

X
(68). . (68)
X 1s T or N
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<220>
<221> X
<222> (76)..(76)
<223> X is S or R

<220>

<221> X

<222> (86)..(86)

<223> X is For Yy

<400> 51

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

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

His Trp Tyr GIn Gln Xaa Pro Gly GIn Ala Pro Xaa Leu val val Tyr
35 40 45

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

Lys Ser Gly Xaa Thr Ala Thr Leu Thr Ile Ser Xaa val Glu Ala Gly
65 70 75 80

Asp Glu Ala Asp Tyr Xaa Cys Gin val Tyr Asp Tyr His Ser Asp val

85 90 95
Glu val pPhe Gly Gly Gly Thr Lys Leu Thr val Leu Gly GIn Pro Lys
100 105 110
Ala Ala
<210> 52
<211> 124
<212> PRT
<213> Artificial sequence
<220>

<223> c-Met binder C€S06 VH kinetic variants comprising including
single, double, triple or quadruple combinations of the following
Tisted mutations: Q3R, Y37N, N66I, G110S, D111.1ly, Y111.2D, S126Y
(IMGT numbering)

<220>

<221> X

<222> (3)..(3)
<223> X is Qor R

<220>

<221> X

<222> (32)..(32)
<223> X is Nory

<220>
<221> X
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<222> (59)..(59)
<223> X is Nor I
<220>

<221> X

<222> (102)..(102)
<223> X is S or G
<220>

<221> X

<222> (104)..(104)
<223> X is Y orpD
<220>

<221> X

<222> (105)..(105)
<223> X is Y orpD
<220>

<221> X

<222> (123)..(123)
<223> X is Yors
<400> 52

Gln val Xaa Leu
1

Ser Ala

Ala Ile

Gly Gly

50

GIn Gly
65
Met Glu

Ala Arg

val Trp

Lys

Ser

35

Ile

Arg

Leu

Asp

Gly

val

20

Trp

Ile

val

ser

Gln

100

GIn

Gln

5

sSer

val

Pro

Thr

Ser

85

Arg

Gly

Gln

cys

Arg

Ile

Ile

70

Leu

Xaa

Thr

P15-205 PCT seqg protocol_ST25.txt

Ser

Lys

Gln

Phe

55

Thr

Arg

TYyr

Thr

Gly

Ala

Ala

40

Gly

Ala

Ser

Xaa

val
120

Ala

Ser

25

Pro

Thr

Asp

Glu

Xaa

105

Thr

Glu

10

Gly

Gly

Ala

Glu

Asp

90

Tyr

val

val

Gly

Gln

Xaa

Ser

75

Thr

Tyr

Xaa

Lys
Thr
Gly
Tyr
60

Thr
Ala

Tyr

Ser
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Lys

Phe

Leu

45

Ala

ser

val

Tyr

Pro

Ser

30

Glu

Gln

Thr

Tyr

Gly

15

Ser

Trp

Lys

Ala

TYyr

95

Met

Ser

Xaa

Met

Phe

Tyr

80

Cys

Asp



