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<210> 1
<21l> 122
<212> PRT

<213>» Artificial sequence

<220>
<223> Synthetic sequence: Humanised VH domain

<220>

«221> VARIANT

<222> (30)..{30)

«223> Xaa is Ser or Thr

«220>

221> VARIANT

<222> (31)..(31)

<223> Xaa is Gly, Asp, Ala, Ser, Val, Asn, Lys, Tyr or Met

<220>

<221> VARIANT

<222> (48})..(48)

«223> Xaa is Met or Ile

<220>

<221> VARIANT

<222> {72)..{72)

«223> Xaa is val or Arg

<220>

«221> VARIANT

<222> (100).. {100}

<223> Xaa 1is Asp, Asn or Gly

<400> 1

Glu val Gln Leu Val Glu Ser Gly Ala Glu Vval Lys Lys Pro Gly Ala
1 5 10 ’ 15



4433.1001002

Ser

Thr

Gly

Lys

Leu

Ala

Gly

Val

Met

Leu

50

Gly

Glu

Arg

Gln

<210> 2
<211 1

<212>
<213>

<220>

<223»

<400> 2

Lys

Asn

35

Ile

Arg

Leu

Glu

Gly
i1s

22

PRT
Artificial sequence

Val
20

Trp

Asn

Val

Asn

Xaa

100

Thr

Ser

vVal

Pro

Thr

Ser

85

Tyr

Leu

Cys

Arg

Tyr

Leu

70

Leu

Asp

Val

Glu vVal Gln Leu val Glu

1

5

Ser Val Lys Val Ser Cys

20 -

Thr Met Asn Trp Val Arg

35

Gly Leu Ile Asn Pro Tyr

50

Lys Gly Arg val Thr Leu

65

70

Lys
Gln
Asn
55

Thr
Axg

Gly

Thxr

Ala
Ala
40

Gly

Xaa

Ser

Tyr

Val
120

2/22

Ser
25

Pro

Gly

Asp

Glu

Leu

105

Ser

Gly

Gly

Thr

Thr

Asp

20

Ser

Synthetic sequence:; Humanised VH

Ser Gly Ala Glu

10

Lys Ala Ser Gly

25

Gln Ala Pro Gly

40

Asn Gly Gly Thr

55

Thr val Asp Thr

Tyr Ser

Gln Arg

Ser Tyr
60

Ser Ala
75

Thr Gly

Phe Ala

Phe

Leu

45

Asn

Ser

val

Met

Xaa Xaa
30

Glu Trp

Gln Asn

Thr Ala

Tyr Tyr
as

Asp Tyr
110

domain RH2.5_S30T

Val Lys

Tyr Ser

Gln Arg

Ser Tyr

60

Ser Ala
75

Lys

Phe

Leu

45

Asn

Ser

Pro Gly

Ser Gly

30

Glu Trp

Gln Asn

Thr Ala

PCT/B2009/007302

Tyx
Xaa
Phe )
Tyr
80

Cys

Trp

Ala
Tyr
Met

Phe

.Tyr
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3/22

PCT/1B2009/007302

Lel Glu Leu Asn Ser Leu Arg Ser Glu Asp Thr Gly Val Tyr Tyr Cys

85

20

g5

Ala Arg Glu Asp Tyr Asp Gly Tyr Leu Tyr Phe Ala Met Asp Tyr Trp

100

105

Gly Gln Gly Thr Leu Val Thr Val Ser Ser

<210>
<21l>
<212>
<213>

<220>
<223

<400>

Glu val
1

Ser Val

Thr Met

Gly Leu
50

115

3

120

PRT

Artificial sequence

120

Synthetic sequence: Humanised VH

3

Gln Leu Val Glu Ser

Lys Val Ser Cys Lys
20

Asn Trp Val Arg Gln
35

Ile Asn Pro Tyr Asn
55

Lys Gly Arg Val Thr Leu Thr

65

70

Leu Glu Leu Asn Ser Leu Arg

85

Arg Glu Asp Tyr Asp Gly Tyr

100

Gln Gly Thr Leu Val Vval Ser

<210>
<211
<212>
<213>

115

4

122

PRT

Artificial sequence

Gly

Ala

Ala

40

Gly

Arg

Glu

Leu

Ser
120

Ala

Ser

25

Pro

Gly

Asp

Asp

Tyr
105

Glu

10

Gly

Gly

Thr

Thr

Thr

20

Phe

110

domain RH2.5_R71V

val
Tyr
Gln
Ser
Ser
75

Gly

Ala

Lys

Ser

Arg

Tyr

60

Ala

val

Met

Lys

Phe

Leu

45

Asn

Ser

Tyr

Asp

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr
110

Gly
15

Gly

Trp

Asn

Ala

Cys
95

Trp

Ala

Tyr

Met

Phe

Tyr
BO .

Ala

Gly
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<220>
<223> Synthetic sequence: Humanised VH domain RH2
<400> 4
Glu Val Gln Leu Val Glu Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1l 5 10 15

Ser val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Ser Gly Tyr
20 25 30

Thr Met Asn Trp Val. Arg Gln Ala Pro Gly Gln Arg‘Leu Glu Trp Met
35 40 45

Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Asn Phe
50 ’ 55 60

Lys Gly Rrg Val Thr Leu Thr Arg Asp Thr Ser Ala Ser Thr Ala Tyr
65 ' - 70 75 - 80

Leu Glu Leu Asn Ser Leu Arg Ser Glu Asp Thr Gly Val Tyr Tyr Cys
85 90 95

Ala Arg Glu Asp Tyr Asp Gly Tyr Leu Tyr Phe Ala Met Asp Tyr Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr val Ser Ser

115 120
<210> 5
«211> 122
<212> PRT

<213> Artificial sequence

<220>
<223> Synthetic sequence: Humanised VH domain

<400> 5
Glu Val Gln Leu Val Glu Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Gly Tyr
20 25 30

Thr Met Asn Trp Val Arg Gln Ala Pro Gly Gln Arg Leu Glu Trp Met ~
35 40 45
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Gly Leu Ile
S0

Lys Gly Arg
65

Leu Glu Leu

Ala Arg Glu

Gly Gln Gly
' 118

<210> &
<211> 122
<«212> PRT

Asn Pro Tyr

Val

Asn

Asp

100

Thr

Thr

Ser
85

Tyr

Leu

Leu

70

Leu

Asp

Val

Asn
65

Thr
Arg

Gly

Thr

<213> Artificial sequence

<220>

Gly

Val

Ser

TYyY

val
120

5/22

Gly

Asp

Thr

Thr

Glu Asp

Leu
105

Ser

Tyr

Ser

«<223> Synthetic sequence: Humanised VH

<400> 6
Glu val Gln
1

Ser Val Lys

Thr Met Asn
35

Gly Leu Ile
50

Lys Gly Arg

65

Leu Glu Leu

Ala Arg Glu

Gly Gln Gly

Leu

Val
20

Trp

Asn

Val

Asn

Asp

100

Thr

Val

5

Ser

Val

Pro

Thr

Ser
85

Tyr

Leu

Glu

Cys

Arg

Tyr

Leu

70

Leu

Asp

Val

Ser

Lys

Gln

Asn

55

Thr

Arg

Gly

Thr

Gly

Ala

Ala

40

Gly

Val

Ser

Tyxr

Val.

Ala

Ser

25

Pro

Gly

Asp

Glu

Leu

105

Ser

Glu

L0

Gly

Gly

Thr

Thx

Asp

g0

Tyr

Sex

Ser

Ser

75

Thr

Phe

Tyr

Ala

Gly

Ala

domain

val

Tyr

Gln

Ser

Ser

75

Thr

Phe

Lys

Ser

Arg

Tyr

60

Ala

Gly

Ala

Asn

Ser

Val

Met

Lys
Phe
Leu
45

Asn
Ser

val

Met

Gln

Thr

Tyr

Asp
110

Pro
Ser
30

Glu
Gln
Thr

Tyr

Asp
110

Asn

Ala

Tyr
95

Tyr

Gly
15

Asp

Trp

Asn

Ala

Tyr
95

Tyxr

PCT/IB2009/007302

Phe

Tyr

Cys

Trp

Ala

Tyr

Met

Phe

Tyr
80-

Cys

Trp
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210>
<21il>
212>
«213>

220>
223>

<400>

7
i

11s

22

PRT
Artificial sequence

120

6/22

Synthetic sequence: Humanised VH

7

Glu Val Gln

1

Ser

Thr

Gly

Lys

Leu

Ala

Gly

val

Met

Leu

50

Gly

Glu

Axg

Gln

<210>
«211l>
<212> .
<213

<220>
223>

<400

B
1
P

Lys

Asn

35

Tle

Aryg

Leu

Glu

Gly
115

22
RT

Leu

Val
20

Trp

Asn

Val

Asn

Asp

100

Thr

val

Ser

val

Pro

Thr

Ser
85

Tyr

Leu

Glu Ser Gly

Cys

Arg

Tyx

Leu

70

Leu

Asp

Val

Lys

Gln

Asn

55

Thr

Arg

Gly

Thr

Artificial sequence’

Synthetic sequence:

8

Ala
Ala
40

Gly
Arg
Ser

Tyr

val
120

Ala

Ser

25

Pro

Gly

Asp

Glu

Leu

105

Ser

Glu
10

Gly
Gly
Thr
Thr
Asp
S0

Tvx

Ser

domain

val

Tyr

Gln

Ser

Ser

75

Thr

Phe

Lys

Ser

Arg

Tyr

60

Ala

Gly

Ala

Humanised VH domain

Lys Pro

Phe Thr
30

Leu Glu

45

Asn Gln

Sexr Thr

vVal Tyr

Met Asp
110

PCT/IB2009/007302

Gly Ala
15

Asp Tyr

Trp Met

Asn Phe

Ala Tyr

80

Tyr Cys

Tyr Trp

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

1

S

10

15
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Ser

Thr

Gly

Lys

65

Leu

Ala

Gly

val

Met

Leu

50

Gly

Glu

Arg

Gln

«<210>
<21ll>
<212>

<213>

<220>
<223>

<400>

Glu
1

Sex

Thr

Gly

Lys

65

Leu

9
1

Lys

Asn

35

Ile

Arg

Leu

Glu

Gly
115

22

PRT

val
20

Trp

Asn

Val

Asn

Asp

100

Thr

Ser

Val

Pro

Thr

Ser

85

Tyr

Leu

Cys

Arg

Tyr

Leu

70

Leu

Asp

val

Lys
Gln
Asn
55

Thr
Arg
Gly

Thr

Artificial secquence

Ala

ala

40

Gly

vVal

Ser

Tyr

Val
120

7/22

Ser

25

Fro

Gly

Asp

Glu

Leu

105

Ser

Gly

Gly

Thr

Thr

Asp

90

Tyr

Ser

Synthetic sequence: Humanised VH

S

val Gln

val
Met
Leu
50

Gly

Glu

Lys

Asn

35

Ile

Arg

Leu

Leu

val
20

Trp

Asn

val

Asn

val

5

Ser

Val

Pro

Thr

Ser

Glu
Cys
Arg
Tyr
Leu
?0

Leu

Ser

Lys

Gln

Asn

55

Thr

Arg

Gly

Ala

Ala

40

Gly

Val

Ser

Ala

Ser

25

Pro

Gly

Asp

Glu

Glu

10

Gly

Gly

Thr

Thx

Asp

Tyr Ser Phe

Gln Arg Leu
45

Ser Tyr Asn
60

Ser Ala Ser
75

Tﬁr Gly val

Phe Ala Met

domain

Val Pys Lys
Tyr Ser Phe
Gln Arg Leu

45

Ser Tyr Asn
60

Sexr Ala Ser

75

Thr Gly Val

Thr

30

Glu

Gln

Thr

Tyr

Asp
110

Pro

Ser

30

Glu

Gln

Thr

Tyr

Asp

Trp

Asn

Ala

Tyr

Tyr

Gly

15

Gly

Trp

Asn

Ala

Tyr

PCT/IB2009/007302

Tyr

Met

Fhe

Tyr
80

Cys

Trp

Ala

Tyr

Tle

Phe

Tyr
80O

Cys
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PCT/IB2009/007302

8/22
85 90 95

Ala Arg Glu Asp Tyr Asp Gly Tyr Leu Tyr Phe Ala Met Asp Tyr Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115 120 -
<210> 10
«211l> 122
«212> PRT

<213> Artificial sequence

<220> .
<223> Synthetic segquence: Humanised VH domain

<400> 10
Glu Val Gln Leu Val Glu Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 S 10 15

Ser Val Lys Val Ser Cys Lys Rla Ser Gly Tyr Ser Phe Thr Gly Tyr
20 25 30

Thr Met Asn Trp'Val Arg Gln Ala Pro Gly Gln Arg Leu Glu Trp Ile
35 ‘ 40 45

Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Asn Phe
50 55 60

Lys Gly Arg Val Thr Leu Thr Arg Asp Thr Ser Ala Ser Thr Ala Tyr
65 70 75 80

Leu ‘Glu Leu Asn Ser Leu Arg Ser Glu Asp Thr Gly Val Tyr Tyr Cys
85 20 85

Ala Arg Glu Asp Tyr Asp Gly Tyr Leu Tyr Phe Ala Met Asp Tyr Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115 120
«210> 11
«21l> 122
«212> PRT

«213> "Artificial sequence

<220>
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<223>

<400>

11

Glu Val Gln Leu

1

Ser

Thr

Gly

Lys

Leu

Ala

Gly

Val

Met

Leu

50

Gly

Glu

Arg

Gln

<210
<211>
212>

<213>

<220>
<223>

<400

Lys

Asn

35

Ile

Arg

Leu

Glu

Gly
115

12

122
PRT
Artificial sequence

12

Val

20

Trp

Asn

val

Asn

Asp

100

Thr

Val

Ser

Val

Pro

Thr

Ser
85

Tyr

Leu

Glu Ser

Cys Lys

Arg Gln

Tyr Asn

55

Leu Thr

70

Leu Arg

Asp Gly

Val Thr

Synthetic sequence:

Gly

Ala

Ala

40

Gly

vVal

Ser

Tyr

Val
120

9/22

Ala

Ser

25

Pro

Gly

Asp

Glu

Leu

105

Ser

Synthetic sequence: Humanised VH

Glu

10

Gly

Gly

Thr

Thr

Asp

20

TYY

Ser

Humanised VH

domain

val Lys

Tyr Ser

Gln Arg

Ser Tyr

60

Ser Ala
75

Thr Gly

Phe Ala

domain

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

1

5

10

Ser Val Lys Val Ser Cys Lys Ala Ser Gly

20

25

Tyr Ser

Thr Met Asn Trp Val Arg Gln Ala Pro Gly Gln Arg

35

40"

Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr

Ser Tyr

Lys

Phe

Leu

45

Asn

Ser

Val

Met

Lys

Phe

Leu

45

Asn

Pro

Thr

30

Glu

Gln

Thr

Tyr

Asp
110

Pro

Ser

30

Glu

Gln

Gly

15

Gly

Trp

Asn

Ala

Tyr

Tyr

Gly

15

Asp

Trp

Asn

PCT/IB2009/007302

Ala

Tyr

Ile

Phe

Tyr
80

Cys

Trp

Ala

Tyrx

Ile

Phe
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Lys
65

Leu

Ala

10/22

50 55

Gly Arg Val Thr Leu Thr Val Asp Thr
70

Glu Leu Asn Ser Leu Arg Ser Glu Asp
85 ‘ - 90

Arg Glu Asp Tyr Asp Gly Tyr Leu Tyr
100 _ 105

Gly Gln Gly Thr Leu Val Thr val Ser Ser
115 120

«210> 13

<211> 122

<212> PRT

«213> Artificial sequence

<220>
«223> Synthetic sequence: Humanised VH

" <400> 13

Glu
1

Ser

Thr

Gly

Lys

Leu

Ala

Gly

Val Gln Leu Val Glu Ser Gly Ala Glu

Val Lys Val Ser Cys Lys Ala Ser Gly
20 25

Met Asn Trp Val Arg Gln Ala Pro Gly
35 40

Leu Ile Asn Pro Tyr Asn Gly Gly Thr
50 55

Gly Arg Val Thr Leu Thr Arg Asp Thr
70

Glu Leu Asn Ser Leu Arg Ser Glu Asp
85 a0

Arg Glu Asp Tyr Asp Gly Tyr Leu Tyr
100 - 108

Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

60

Ser Ala Ser

73

Thr Gly Val

Phe Ala Met

domain

Val

Tyr

Gln

Ser

Ser

75

Thr

Phe

Lys

Ser

Arg

Tyr

60

Ala

Gly

Ala

Lys

Phe

Leu

45

Asn

Ser

val

Met

Thr

Tyr

Asp
110

Pro

Thr

30

Glu

Gln

Thr

Tyr

Asp
110

PCT/IB2009/007302

Ala Tyr
BO

Tyr Cys

Tyr Trp

Gly Ala
15

Asp Tyr

Trp Ile

Asn Phe

Ala Tyr
80

Tyr Cys
1)

Tyr Trp
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<210>
<21l>
<212

14
122
PRT

<213> Artificial sequence

<220>
=T e2235

<400>

Syﬁthetic sequence: Humanised VH

14

Glu Val Gln Leu

1

Ser Val

‘Thr Met

Gly Leu
50

Lys Gly
65

Leu Glu

Ala Arg

Gly Gln

<210>
<211>
<212>

Lys

Asn

35

Ile

Arg

Leu

Glu

Gly

115

15
107

PRT

Val
20

Trp

Asn

Val

Asn

Asp

100

Thr

val

Ser

val

Pro

TFhr

Ser
85

Tyr

Leu

<213> Mus musculus

<400

15

Asp Ile Gln Met Thr

1

5

Asp Arg Val Thr Ile

20

Glu

Cys

Arg

Tyr

Leu

70

Leu

Asp

Val

Ser

Lys

Gln

Asn

55

Thr

Gly

Thr

Gly
Ala
Ala
40-

Gly
Val
Ser
TYY

val
120

11/22

Ala Glu val

10

Ser Gly Tyr
25

Preo Gly Gln

Gly Thr Ser

Asp Thr Sexr

75

Glu Asp Thr

90

Leu Tyr Phe

105

Ser Ser-

domain

Lys

Ser

Arg

Tyr

60

Ala

Gly

Ala

Lys
Phe
Leun
45
Asn
Ser
val

Met

Pro

Thr

30

Glu

Gln

Thr

Tyr

Asp
110

Gly
15

Asp

Trp

Asn

Ala

Tyr
95

Tyr

PCT/IB2009/007302

Ala

Tyxr

Ile

Phe

Tyx
8o

Cys

Trp

Gln Thr Thr Ser Ser Leu Ser Ala Sexr Leu Gly

10

is

Ser Cys Ser Ala Ser Gln Gly Ile Ser Asn Tyr

25

30
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12/22
Leu Asn Trp Tyr Gln Gln Lys Ala Asp Gly Thr Val Glu Leu Leu Ile
35 40 45
Tyr Tyr Thr Ser Ser Leu His Ser Gly Val Pro Ser Arg Phe Ser Gly
50 SS 60
Ser Gly Ser Gly Thr Asp Tyr Ser Leu Thr Ile Ser Asn Leu Glu Pro
65 70 75 80
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser Lys Leu Pro Tyr
BS 90 95
Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105
<210> 16
<21ls> 321
<212> DNA
<213> Mus musculus
<400> 16
gacatccaga tgacccagac cacctcecage ctgagegeca gectgggecga ccocgggtgace 60
atcagctgca gegectecca gggeatcage aactacctga actggtatca geagaaggcec 120
gacggcaccg tcgagctgcet gatctactac accagcagec tgcacagegg cgtgeccage 180
cggtttagcg gcagcggctce cggcaccéac tacagcctga ccatctccaa cctggaaccee 240
gaggatatcg ccacctacta cﬁgccagcag tacagcaagc tgccctacac ctttggegge 300
ggaacaaagc tggaaatcaa g 321
«210> 17
211> 138
«212> PRT
«213>»> Mus musculus
<400> 17
Met Val Leu Ser Leu Leu Tyr Leu Leu Thr Ala Leu Pro Gly Ile Leu
1 5 10 15
Ser Glu Val Gln Leu Gln Gln Ser Gly Pro .Glu Leu Val Lys Pro Gly
20 25 30
Ala Ser Met Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Asp
35 40 45
Tyr Thr Met Asn Trp Val Lys Gln Ser His Gly Lys Asn Leu Glu Trp
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PCT/IB2009/007302
13/22
50 55 60
Ile Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Asn
65 70 75 80
Phe Lys Gly Lys Ala Thr Leu Thr Vval Asp Lys Ser Ser Ser Thr Ala
i 85 S0 S5
Tyr Met Glu Leu Leu Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr
100 105 110°
Cys Ala Arg Glu Gly Tyr Asp Gly Tyr Leu Tyr Phe Ala Met Asp Tyr
115 120 125
Trp Gly Gln Gly Thr Ser Val Thr val Ser Ser
130 135
<210> 18
<211> 417
<212> DNA
<213> Mus musculus
<400> 18 ’
atggtgctgt ccectgctgta cctgetgace gecctgeceyg gcatcctgag cgaggtgeag 60
ctgcagcaga gcggcectga getggtgaag cctggcgcca'gcatgaagat cagctgcaaqg 120
geccagegget’ acagcettcac cgactacace atgaactggg tgaagcagag ccacggéaag 180
aacctggaat ggatcggcecet gatcaacccc tacaacggcg gcaccagcta caaccagaac 240
ttcaagggca aggccaccct gaccgtggac aagagcagca gcaccgeocta catggaactg 300
ctgtctetga ccagegagga cagcegecgtg tactactgeg ccagagaggy ctacgacggce 360
tacctgtact tcgecatgga ctactggggeo cagggcacca gogtgaccegt gagcage 417
<210> 19
<21ll> 137
<212> PRT
<213> Homo sapiens
<400> 19

Leu Leu Leu Ala Val Leu Gln Gly Val Cys Ala Glu val Arg Leu Val

1

5

10

15

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

20

25

30
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PCT/IB2009/007302
14/22
Cys Lys Ala Ser Gly Tyr Ser Phe Thr Ser Asn Trp Ile Gly Trp Val
35 40 45
Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Ile Gly Ile Ile Phe Pro
50 G 60
Gly Asp Ser Asp..Thr Ile Tyr Ser Pro Ser Phe Gln Gly Gln val Thr
65 70 75 80
Ile Ser Val Asp Lys Ser Ile Asn Thr Ala Tyr Leu Gln Trp Ser Ser
85 © 90 98
Leu Lys Ala Thr Asp Thr Ala Met Tyr Tyr Cys Rla Arg Gln Asn Pro
‘100 105 110
Pro Glu Tyr Ser Gly Ala Tyr His Asp Gly Trp Phe Asp Pro Trp Gly
115 120 . 125
Gln Gly Thr Leu Val Ile Val Ser Ser
130 135
<210> 20
<211>= 411
<212> DNA
«213> Homo sapiens
<400> 20
ctecteoctgg ctgttctecca aggagtctgt gocgaggtge gccttgtgca gtctggagcea 60
gaggtgaaaa agccggggga gtctctgaag atctecctgta aggettctgg atacagtttt 120
accagtaact ggatcggctg ggtgﬁgccag atgccecggga aaggcoctgga gtggattggg 180
atcatcttte ctggtgactec tgataccata tacageccgt cctteocaagg ccaggtcace 240
attteagtceg acaagtcecat caataccgece tacctgeagt ggagcageet gaaggccacyg 300
gacaccgoca tgtattactg tgcgagacag aacccceccg agtatagtgg cgeatatcat 360
gatgggtggt tcgacccectg gggccaggga accctggtca tcgtctccte a 411
<210> 21
<211> 141
<212> PRT
<213> Artificial sequence
<220>
<223> Synthetic¢ segquence: RHA VH domain

<400> 21
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PCT/IB2009/007302
15/22
Met Gly Ser Thr Ala Ile Leu Gly Leu Leu Leu Ala Val Leu Gln Gly
1 5 10 15
Val Cys Ala Glu val Arg Leu Val Gln Ser Gly Ala Glu Val Lys Lys
20 25 30
Pro Gly Glu Sexr Leu Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ser Fhe
35 40 45
Thr Asp Tyr Thr Met Asn Trp Val Arg Gln Met Pro Gly Lys Gly Leu
© 50 ; 55 60
Glu Trp Ile Gly Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn
&5 70 75 80
Gln Asn Phe Lys Gly Gln Val Thr Ile Ser Val Asp Lys Ser Ile Asn
8s 90 ' 95
Thr Ala Tyr Leu Gln Trp Ser Ser Leu Lys Ala Thr Asp Thr Ala Met
100 105 110
Tyr Tyr Cys Ala Arg Glu Gly Tyr Asp Gly Tyr Leu Tyr Phe Ala Met
11s 1zo0 125
Asp Tyr Trp Gly Gln Gly Thr Leu Val Ile Val Ser Ser
130 i35 140
<210> 22
<21l> 424
<212> DNA
«213> Artificial sequence
<220> .
<223> Synthetic sequence: Nucleic acid encoding RHA VH domain
<400> 22 .
atggggtcaa ccgccatccet tagectccte ctggotgtte tccaaggagt ctgtgcocgaa 60
gtgcgccttg tgcagtctgyg agcagaagtg aaaaagccgyg gggagtctct gaagatctet ' 120
tgcaaggctt ctggatacag ttttaccgac tacaccatga actgggtgcg ccagatgcece 180
gggaaaggce tggagtggat tgggettatt aatecttaca atggtggtac tagctacaac 240
cagaattteca agggccaagtb caccatttca gtcgacaaght ccatcaatac cgectacctg 300
cagtggagca gcecctgaagge cacggacace gccatgtatt actgtgecgag agagggetat _ 380
gatggttacc tttactttge tatggactac gaaccctggt catcgtctec 420

tggggccagg
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tecag ' 424

<210> 23
«211l> 127
<212> PRT

<213> Homo sapiens
<400> 23 .
Met Arg Val Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp Leu Pro

1 5 10 15

Asp Thr Arg Cys Asp Ile Gln Met Thr Gln Ser Pro Ser Sex Leu Serxr
20 25 30

Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly
35 40 45

Ile Ser Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Val Pro
50 ' 55 . 60

Lys Leu Leu Ile Tyr Ala Ala Ser Thr Leu Gln Ser Gly Val Pro Ser
65 70 75 80

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
85 a0 95

Ser Leu Gln Pro Glu Asp Val Ala Thr Tyr Tyr Cys Gln Lys Tyr Asn
100 : 105 110

Ser Ala Pro Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

115 120 125
<210=> 24
<211> 381
<212> DNA

<213> Homo sapiens

;zgggggiic ctgctcagc£ cctgggactc ctgctgctct ggctcccaga taccagatgt 60
gacatccaga tgacccagtc tccatcctec ctgtctgcat ctgtaggaga cagagtcacce 120
atcacttgec gggcgagtca gggcattaéc aattatttag cctgatatca gcagaaacca 180
gggaaagttc ctaaactcct gatctatgcect gecatccactt tgcaatcagyg ggtceccatct 240
cggttcagecyg gcagtggatc tgggacagat ttecactctceca ccatcagcag cctgeagect 300

gaagatghttg caacttatta ctgtcaaaag tataacagtg ccccgtacac ttttggccag 360
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gggaccaagc tggagatcaa a 381

<210>
<21l>
<212>
«213>

<220>
223>

<400>

25

127

PRT

Artificial seguence

Synthetic sequence: Humanised 2c¢3 VK domain RKA

25

Met Arg Val Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp Leu Pro

1

Asp Thr Arg Cys Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser

20 25 30
Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Ser Ala Ser Gln Gly
35 40 45
Ile Ser Asn Tyr Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Val Pro
50 55 60
Lys Leu Leu Ile Tyr Tyr Thr Ser Ser Leu His Ser Gly Val Pro Ser
65 74 75 B8O
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
85 20 85
Ser Leu Gln Pro Glu Asp Val Ala Thr Tyr Tyr Cys Gln Gln Tyr Ser
100 105 110
Lys Leu Pro Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
115 . 120 125

<210> 26
<211 381
<212> DNA
<213> Artificial sequence
<220>
<223> Synthetic seguence: Nucleic acid encoding humanised 2c3 VK domain

RKA
<400> 26

atgagggtcc ctgctcaget cectgggacte ctgetgecteot ggotcecccaga taccagatgt

gacatccaga tgacccagtc tccatcctcc ctgtctgcat ctgtaggaga cagagtcace
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atcacttgca gtgcatccca gggcattagc aattatctga attggtatca gcagaaacca 180
gaggaaagttc ctaaactecect gatctattac acafcaagtt tacactcagg ggtcecccatct 240
cggttcageg geagtggatc tgggacagat ttcactctca ccatcagcag cctgcagect 300
gaagatgttg caacttatta ctgtcagcag tatagcaagc tgccgtacac gtttagecag 360
gggaccaage tggagatcaa a o - KE:- MR

<210> 27

<21il> 121

<212> PRT

<213> Homo sapiens
<400> 27

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

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Ser Ser Tyr
20 25 30

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

Gly Trp Ile Asn Gly Gly Thr Gly Phe Thr Lys Tyr Ser Gln Asn Phe

Gln Gly Arxrg Val Thr Leu Thr Arg Asp Thr Ser Ala Ser Thr Ala Tyr
65 . 70 75 :]0)

Leu Glu Leu Asn Ser Leu Arg Sexr Glu Asp Thr Gly Val Tyr Tyr Cys
85 90 85

Ala Arg Asp Pro Tyr Asn Asn Tyr Ala Ala Glu Leu Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Leu Val Thr Val Ser Ser

115 120
<210> 28
<211> 363

<212>= DNA
<213> Homo sapiens

<400> 28
gaggtgcagc tggtggagtc tggggctgag gtgaagaagc ctggggcectc agtgaaagtt 60



4433.1001002

tecgtgcaagg
cccoggacaaa
tcacagaatt
ttggaactga

tacaataact

cttctggata
ggcttgagtg
ttecagggeag
acagcctgag

acgcggcgga

ctcctteagt
gatgggatgg
agtcacccta
atctgaagac

acttgactac

tca

<210>
<211>
<212>
<213

<400>

29

11

PRT

Mus musculus

29

19/22

agttatggta
atcaacggty
accagggaca
acgggtgtat

tggggceazg

Ser Ala Ser Gln Gly Ile Ser Asn Tyr Leu Asn

1

<210>
<21l
212>
<213>

<400>

S

30

7

PRT

Mus musculus

30

Tyr Thr Ser Ser Leu

1

<210>
<211>
212>
<213>

" <400=>

5.

31

9

PRT .
Mus musculus

31

Gln Gln Tyr Ser Lys

1

«210>
«211l>
<212>
<213>

<400>

5

32

5

PRT .
Mus musculus

32

ARsp Tyr Thr Met Asn

1

<210>
<21ll>

5

33
13

His Ser

10

Leu Pro Tyr Thr

tacattgggt
gcactggttt
cttccgegag
attactgtgc

gaaccctggt

PCT/IB2009/007302

gcgccaégcﬁ
tacaaaatat
cacagecctac
gagggatccc

caccgtctce

120

180

240

300

360

363
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«212> PRT
<213> Mus musculus
<400> 33

Glu Gly Tyr Asp Gly Tyr Leu Tyr Phe Ala Met Asp Tyr

1 5 10
<210> 34

<211> 5

<212> PRT

<213>» Artificial sequence

<220>
<223> Synthetic sequence: Heavy Chain CDR1

;400> 34

Gly Tyr Thr Met Asn

1 S
<210> 35

<21i> 17

<212> PRT

<213> Mus musculus
<400> 35

Leu Ile Asn Pro Tyr Asn Gly Gly Thr Ser Tyr Asn Gln Ash Phe Lys

1 S 10 15
Gly

<210> 386

<211> 13

<212> PRT

<213> Artificial sequence

<220> :
<223> Synthetic sequence: Heavy Chain CDR3

'«400> 36

Glu Aép Tyr Asp Gly Tyr Leu Tyr Phe Ala Met Asp Tyr

1 5 10
<210 37

«211l> 19

«212> PRT

<213> Homo sapiens

<400 37
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Met Gly Ser Thr Ala Ile Leu Gly Leu Leu Leu Ala Val Leu Gln Gly

1 s 10

vVal Cys Aala

«210> 38 .
«<21l> 20

<212> PRT

«213> Mus musculus

<400> 38

Met Arg val

15

Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp Leu Pro

i5

15

1 5 i0
Asp Thr Arg Cys
20
«<210> 39
<211> 22
<212> PRT
<213> Homo sapiens
<400> 39
Met Asp Met Arg Val Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp
1 5 10
Leu Pro Asp Thr Arg Cys

<210>
<21l1>
<2125

40
423
DNA

20

<213>

<220>

<223>

<400>

Artificial sequence

Synthetic sequence: Nucleic acid encoding RH2.5

40

atgggcagca
gtgcagctgg
tgcaaggcea
ggccagaggce
cagaacttea

gaactgaaca

cagccattct gggcctgetg

ctggecegtge tgcagggegt

tcgagagcgg
gcggctacag
tggaatggat
agggcagggt

gcctgagaag

agccgaggtyg
cttcfccggc
gggcctgate
gacactgacc

cgaggacace

aagaagccag
tacaccatga
aaccectaca
gtggatacca

ggcgtgtact

gcgecagegt
actgggtygcg
acggcggeac
gcgccag;ac

actgcgcecag

R71V

gtgcgccgag
caaggtgtcc
gcaggcccca
cagctacaac
cgcctacctg

agaggactac

60

120

is¢

240

300

360
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gacggctace tgtacttege catggactac tggggecagg gcaccctggt gaccgtgage 420
agc 423

<210> 41

<211> 15

<212> DNA

<213> Artificial seguence oo

<220x>
<223> Synthetic sequence: Kozak consensus sequence

<400> 41 .
aagcttgeceyg ccace 15



