SEQUENCE LISTING
<110> Ablynx N.V,

<120> BRBinding molecules with multiple binding sites, compositions
comprising the same and uses thereof

<130> 125 623
<le60> 33

<174> PatentiIn version 3.4

<21¢> 1
<211> 30
<212> PRT

<213> -Artificial

<400> 1

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Ala Gly Gly
1 5 10 15

Ser Leu Thr Ile Ser Cys Ala Ala Ser Gly Iie Thr Phe Ser
20 25 30

<Z210> 2
<211> 30
<212> PRT
<213>» -
<400> 2

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln ARla Gly Gly
i 5 16 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Val Asp Ala Ser
20 25 30

<210> 3
<211> 30
<212> PRT
<213> -

<400> 3
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Ala Gly Gly
1 5 10 15

Ser Leu Arg lLeu Ser Cys Ala Ala Ser Gly Arg Thr Phe Ser
20 25 30
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<210>
<211>
<212> PRT
<213>

(62 B

<400> 4

Asp Ser Ile Val Ser

1 5
<Z216>» 5

<21i> B

<212> PRT

<213> -

<400> 5

Asn Ser Ala Met Gly
1 5
<210> 6

<211> b

<212> PRT

<213> -

<400> 6

Ser Gly Thr Met Gly

1 5
210> 7

<21i> 14

<212> PRT

<213> -

<400> 7

Trp Tyr Arg Arg Ala Arg Gly Lys Gln Arg Glu Trp Val Ala

1 5 10

<210> 8

<211> 14

<212>» PRT

<213> -

<400> 8

Trp Tyr Arg Gln Ala Pro Gly Lys Gln Arg Glu Trp VvVal Alsa
1 5 10

<210> ¢
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<Z211> 14

<212» PRYT

<213> -

<400> 9

Trp Phe Arg Arg Ala Pro Gly Lys Glu Arg Giu Phe Val Ala
1 5 10

<210> 10

<211> 1%6

<212> PRT

<213> -

<400> 10

Gly Ile Ser Asn Gly Gly Thr Thr Lys Tyr Ala Glu Ser Val Leu Gly

1 5 10 15
<210> 11

<211> 16

<212> PRT

<213> -

<400> 11

Arg Ile Thr Gly Gly Giy Leu Iie Ala Tyr Thr Asp Ser Val Lys Gly

1 5 10 15
<210>» 12

<2il> 17

<212> PRT

<213> =~

<400> 12

Ser Ile Pro Trp Ser Gly Gly Arg Thr Tyr Tyr Ala Asp Ser Val Lys

1 5 10 15
Asp

<Z2i0> 13

<Z211> 32

<212> PRT

<21i3> -

<400> 13

Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Met Val Tyr Leu Gln
1 5 10 15
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Met Asn Gly Leu Asn Pro Glu Asp Thr Ala Val Tyr Leu Cys Lys Val

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

<400>

20 25

14
32
PRT

14

30

Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Ser Thr Val Tyr Leu Gln

1

5

10

15

Met Asn Ser Leu Glu Pre Glu Asp Thr Ala Val Tyr Tyr Cys Asn Thr

<210>
<211>
<21z2>
<213>

<400>

20 25

-
B9

32
PRT

[y

5

30

Arg Phe Thr Ile Ser Arg Asp Rsn Ala Gln Bsn Thr Val Phe Leu Gln

1

2

10

15

Met Asn Ser Leu Lys Pro Glu Asp Thr Ala Val Tyr Tyr Cys Ala Phe

20 25

<210> 16
<Zil>» 3
<212> PRT
<213>
<400> 16
Arg Gln Tyr
1

<210> 17
<Zzll> 6
<212>» PRT
<213> -
<400> 17

Ile Asn Ser Arg Asp Gly

1

5

150

30



<210> 18

<21i1> 11

<212> PBRT

<213> -

<400> 18

Lys Glu Arg Ser Thr Gly Trp Asp Phe Ala Ser
1 5 10
<210> 1%

<2i1> 11

<212> PRT

<213>» -~

<400> 18

Trp Gly Gln Gly Thr Gin Val Thr Val Ser Ser

1 5 10
<210> 20

<211i> 11

<212> PRT

<213> -

<400> 20

Trp Gly Gln Gly Thr Gln Val Thr val Ser Ser

1 5 10
<210> 21

<211> 11

<212> PRT

<213>» -

<400> 21

Trp Gly Gln Gly Ile Gln Val Thr Val Ser Ser

1 5 10
<210> 22

<211>» 111

<212> PRT

<213> -

<400> 22

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gin Ala Gly Gly
1 5 10 15

Ser Leu Thr Ile Ser Cys Ala Ala Ser Gly Ile Thr Phe Ser Asp Ser
20 25 30
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Ile Val

Ala Gly
50

Gly Arg
65

Gln Met

Val Arg

<210>
<211>
<212>
<213>
<400>
Glu Val
1

Ser Leu

Ala Met

Gln Met

Thr Ile

Ser

35

Tle

Phe

Asn

Gin T

23

Gln

Arg

Gly

Ile

Phe

Asn

Asn

Trp

Ser

Thr

Gly

Leu

Leu

20

Thr

Thr

Ser

Ser
100

Tyr

Asn

Tle

Leu

Tre

Val

Ser

Ile

Leu
85

Arg

Arg

Gly

Ser

70

Asn

Gly

Cys

Arg

Gly

Ser

70

Glu

Asp

Arg

Gly

55

Arg

Gin

1 Ser

Ala

Gly

Arg

Pro

Gly

Ala
40

Thr

Asp

Ala

Leu

Glu

Trp

Arg

Thr

Asn

Asp

Thr
105

Gly

Ser

25

Pro

Ile

Asn

Asp

Gly
105

Gly

Lys

Ala

Thr

90

Gln

Gly

Gly

Ala

Ala

Thr

90

Gln

152

Tyr

Lys

75

Ala

Leu

Val

Lys

Tyr

Ala

Gly

Gln

Ala

60

Asn

Val

Thr

Val

Gln

Thr

60

Ser

Val

Thr

Arg

45

Gilu

Met

Tyr

Gln

Ala

Arg

45

Asp

Thr

Gln

Glu

Ser

Val

Leuy

Ser
110

Ala

Ser

30

Glu

Ser

Val

Tyr

Val
110

Trp

Val

Tyr

Cys

95

Ser

Gly
15

Asn

Trp

Val

Tyr

Cys

95

Thr

Val

Leu

Leu
80

Gly

Ser

Leu
80

Asn

Val



Ser Ser

<Z2190>
<211>
<212>
<213>
<4G0>
Glu Val
1

Ser Leu

Thr Met

Ala Ser
50

Lys Asp
65

Leu Gln

Ala Phe

4

Ile

1]
el
<

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

<400>

24
120
PRT

24

Gln

Arg

Gly
35

Ile

Arg

Met

Lys

Gln
115

25
126
PRT

25

Leu

Leu

20

Trp

Pro

Phe

Asn

Glu

100

Val

Val

Ser

Phe

Trp

Thr

Ser

g5

Arg

Thr

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Val

Ser

Ala

Arg

~

uly
55

Ser

Lys

Ser

Gly

Ala

Gly

Arg

Pro

Gly

Ser
120

Gly Gly
10

Ser Gly
25

Pro Giy

Asp Asn

Glu Asp
90

Trp Asp
105

Leu

Arg

Lys

Tyr

Ala

75

Thr

Phe

Val Gin

Thr Phe

Giu Arg

45

Tyr Ala

60

Gln Asn

Ala Val

Ala Ser

Ala

Ser

30

Glu

Asp

Thr

Tyr

Trp
110

Gly
15

Ser
Phe
Ser
Val
Tyr
95

Gly

Giy

Gly

vVal

Val

Phe

80

Cys

Glu 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 Ala Ala Ser Gly Phe Thr Leu Asp Tyr Tvr

20

25

153

30



Ala Ile

Ser Ser
50

Lys Gly
65

Leu Gln

Ala Ala

Tyr Asp

<Z210>
<211>
212>
<213>
<400>
Glu Val
1

Ser Leu

Ala Lys

Ser Cys
50

Lys Gly
65

Leu Gln

Ala Ala

Gly Trp Phe

35

Tle

Arg

Met

Ser

Tyr
115

26
123
PRT

26

Gln

Arg

Cys

35

Ile

Arg

Met

Arg

Ser

Phe

Asn

Gln
100

Trp

Leu

Leu

20

Trp

Ser

Phe

Asn

His

Ser

Thr

Ser

8%

Rla

Gly

Val

Ser

Phe

Ser

Thr

Ser

85

Gly

Arg

Ser

Ile

70

Leu

Pro

Gin

Glua

Arg

Ile
70

Leu

Gly

Gln

Asp

Ser

Lys

Ile

Gly

Ser

Ala

Gin

Asp

55

Ser

Lys

Ala

40

Gly

Arg

Pro

Thr I

Gly

Ala

Gly

Arg

Pro

Leu

Pro

Ser

Asp

Glu

Gly

Pro

Ser

Asp

Glu

Thr

Gly

Thr

Asn

Asp T

Gly
i6

Gly

Gly I

Thr

Asn

Asp

90

Val

154

Lys

Tyr

Ala
15

Thr

Thr

Leu

Phe

Tyr

Ala I

75

Thr

Glu

Glu

Tyr

60

Lys

Ala

Met

Val

Val

Thr

Giu

Tyr

60

Ala

Ala

Asn

Val

Met

Ser
125

Gln

Arg

45

Ala

Asn

Val

Phe

Glu

Asp

Thr

o
g
3]

Lys
110

Ser

Pro

: Asp

30

Glu

Asp

Thr

Tyr

Phe

Trp

Ser

Val

Ser
95

Pro E

Gly

AL

Trp

Ser

val

Phe

95

Asp

Ala

Val

Phe

80

Cys

Gly

Tyr

Val

Val

Tyr

80

Cys



100

105

Trp Gly Gln Gly Thr Gln Val Thr Val Ser Ser

<210>
<Z211l>
<212>
<213>

<400>

115

27
124
PRT

27

Glu Val Gln Leu

1

Ser

Ala

Ser

Lys

65

Leu

Ala

Leu

Tle

Cys

50

Gly

Gln

Thr

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

<400>

Arg Leu
20

Gly Trp
35

Ile Ser

Arg Phe

Met Asn

Gly Gly
100

Gly Gln
115

28
115
PRT

28

Glu Val Gin Leu
N

B

Val

Ser

Phe

Gly

Thr

Gly

Glu

Cys

Arg

Gly

r Leu

Lys

Thr

Ser

Ala

Gin

Asp

55

Ser

Lys

Tyr

Gln

120

Gly

Ala

Ala

40

Asn

Arg

Pro

Gly Gly

Ser Gly
25

Pro Gly

Ser Thr

Asp Asn

Glu Asp
50

Ser Gly
105

Thr Val

Leu

Phe

iys

Tyr

Ala

75

Thr

Tyr

Ser

Val

Thr

Ala

Tyr
60

Asp

Gln

Phe

Arg

45

Ala

Asn

Val

110

Pro

Asp

30

Glu

Asp

Thr

Tyr °

Glu

110

Gly

Tyr

Gly

Ser

Val

Gly

Tvr

Val

Val

Tyr
g0

r Cys

ile

Val Glu Ser Gly Gly Gly Leu Val Gln Ala Gily Gly

5

10

155

15



Ser Leu

Asp Val

Ala Phe
50

Gly Arg
65

O]
ot
]

Tle Asp

Val Ser

<210>
<211>
<212>
<213>
<400>
Glu Val
1

Ser Leu

Val Ser

Arg Glu
50

Asp Ser
65

Thr Val

Met

Arg

Gly

Ser

Phe

Gln

Arg

Asn

35

Lieu

Val

Tyr

Leu

20

Trp

Ser

Thr

Ser

Tyr I

100

Leu
20

Tyr

Val

Lys ¢

Leu

Ser

Tyr

Ser

Phe

Leu
85

Val

Ser

Ala

Ala

Cys

Arg

Gly

Asn

Glu

Cys

Met

Ser

70

Met

Ala

Gly
55

Arg

Ser

Ser

Ala

Gly

Ile
55

g Phe

Asn

Ala
zla
490

Arg

Asp

Glu

Gly

Trp

Ser

Thr

Ser 1

Ser

25

Thr

Asn

Asp

Trp
105

Gly

Ser

25

Gly

Asn

Tie

Gly

Ile

Thr

Thr
90

Arg

Gly

Ser

Lys
g0

156

Ser

Lys

Tyr

Lys

75

Gln

Ser

Gin

Asp

Arg

75

Pro

Thr

Gln

Pro

60

Asn

Val

Gly

1 Val

Thr

Ala

Thr

60

Asp

Glu

Phe

Arg

Asp

Thr

Tyr T

Thr

Gln

Phe

Pro

45

Thr

Asn

Asp

Ser
30

Glu

Ser

Gln
110

Ser
30

Gly

Asn

Gln

Leu

Val

Tyr

Cys

95

Val

Gly

Asn

Thr

Tyr

Lys

Ala
85

Tyr

Val

Lys

Leu

80

Lys

Thr

Gly

Gln

Ala

Asn

80

Val



Tyr Tyr Cys
Thr Gln Val
115
<210> 38
<211> 114
<212> PRT
<213> -
<400> 30

Glu Val Gln
1

Ser Leu Arg

Asp Met Ser
35

Sex Thr Ile

50

Gly Arg Phe

Gin Met Asn

Asn Gly Gly

Ser Ser
<210> 31
<211> 127
<212> PRT
<213> -
<400> 31

Phe Glu His Gln Val Ala Gly Leu Thr Trp Gly Gln Gly

100

Thr Val Ser Ser

Leu

Leu

20

Tp

Thr

Ser

Ser
100

Val

Ser

Val

€]
63
[

Ile

Leu
85

Ser

Glu

Cys

Ser
70

Lys

Tyr

Ser G

<
jo1]
ot

Gln

Gly

55

Arg

Proc

Arg

Ala
40

Gly I

Asp

Glu

Arqg

105

Gly

Ser

25

Pro

Asn

Asp

Gly
105

Gly

Thr

Ala

Thr

90

Gln

Lau

Phe

Lys

Lys
75

Ala

Gly

Val

Thr

Arg

60

Asn

Val

Thr

Glu

Leu
45

Gly

Thr

Gin

110

Pro

Glu

Ser

Leu

Val
110

Trp

Cys
95

Thr

Gly

Tyr

Val

t-—i
e
"

Leu
80

Val

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Thyr Gly Gly
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Ser Leu

Gly Ile

Ser Phe
50

Lys Gly
65

Leu Gln

Ala Ala

Glu Tyr

<210>
211>
<212>
<213>
<400>
Glu Va
1

Ser Leu

Thr Met

Ser Thr
50

Gly Arg
65

Arg

Gly

35

Arg

Met

Asp

32

-
Gin

Arg

Ile

35

lie

Leu

20

Ser

Phe

Asn

Pro T

100

His

Leu

Leu

20

Trp

Ala

Ser

Gly

Thr

Ser
85

Val

Ser

Leu

Lys

Val

Cys

Arg

Ser

Ile

70

Leu

Glu

Cvys

Arg

Asp

Ser
70

Ala

Gln

Asp

55

Ser

Lys

Gln

Ser

Ala

Arg

Gly

Arg

Ala

Gly

Arg

Pro

Pro

Gly
1290

Gly

Ala

Ala

40

Asn

Asp

Ser

25

Pro

Ser

Asp

Glu

Ser I

165

Thr

Giy

Ser

25

Pro

Asn

10

Gly

Gly

Thr

Gln

Gly
i0

Gly
Gly

Asn

Thr

158

Phe

Tyx

Thr

Val

Leu

Phe

Tyr

Lys
75

+3
=
1

Glu

Tyr
60

a Lys

Thr

Val

Thr

Gly

Val

60

Asn

Leu

Arg

45

Ala

Asn

Val

Met

Val
125

Gln E

Phe

Phe

45

Asp

Thr

Asp

b

30

Glu

Glu

Thr
110

Ser

Ser

30

Glu

Ser

Leu

Gly

Ser

Val

Tyxr

95

Ser

Ser

Gly

15

Thr

Trp

Val

Tyr

Tyr

Val

Val

Tyr

80

Cys

Tyr

Gly

Tyr

Val

Lys

Leu
8G



Gin Met

Lys His

Ser

<210>
<211>
<212>»
<213>»

<220>
<221>
<222>
<Z223>

<220>
<221>
222>
<223>

L220>
<221>
<222>
<223>
<400>

Glu Val

[E3

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

" 90

95

Gly Ser Ser Ala Arg Giy Gin Gly Thr Arg Val Thr Val Ser

85
100
33
118
PRT
migc feature

(27 ..(27)
Xaa can be any naturally

misc feature

{32)y..(32

}

Xaa can be any naturally

misc_feature
{(75) .. (75)
Xaa can be any naturally

33

Gln Leu

Ser Leu Arg Leu

Val Met

20

Gly Trp

Ala Ala llie Thr

50

Gly Arg Phe Thr

65

Gln Met

Asn Ser

Val

Ser

Tyr

Ser

Ile

Leu I

Cys

Arg

Gly

Ser
70

Ser

Val

Gly
55

Gly 7

Ser

Ala

Ala
40

Glu

105

occurring amino

occurring amino

occurring amino

Gly Gly
10

Ser Gly
25

Pro Gly
Thr Asn

Asn Ala

Asp Thr

159

Leu

Xaa

tv-i
<
w0

Tyr

Xaa
75

Ala

Val

Ala

Glin

Ser

60

Asn

Val

110

acid

acid

Gin

Leu

Arg

45

Asp

Thr

Tyr

Ala

Lys
30

Glu I

Ser

Val

Tyr

Cys

Xaa

Val

Lys

Leu

80

Arg



85 90 95

Glu Trp Asn Ser Gly Tyr Pro Pro Val Asp Tyr Trp Gly Gln Gly Thr
100 105 110

Gln Val Thr Val Ser Ser
115

160



