eolf-seql
SEQUENCE LISTING

<110> F. Hoffmann-La Roche AG

<120> Cgmbin%tion therapy of antibodies against human CSF-1R and uses
thereo

<130> 30886 wo

<150> EP12158519.4
<151> 2012-03-08

<160> 91
<170> PatentIn version 3.5

<210> 1

<211> 8

<212> PRT

<213> Mus musculus

<400> 1

Asp GIn Arg Leu Tyr Phe Asp val
1 5

<210> 2

<211> 16

<212> PRT

<213> Mus musculus

<400> 2

val Ile Trp Thr ésp Gly Gly Thr Asn Tgr Asn Ser Pro Phe Mgt Ser
1 1 1

<210> 3

<211> 5

<212> PRT

<213> Mus musculus

<400> 3
Thr Tyr Asp Ile Ser
1 5

<210> 4

<211> 8

<212> PRT

<213> Mus musculus

<400> 4

Gly GIn Ser Phe Ser Tyr Pro Thr
1 5

<210> 5

<211> 7

<212> PRT

<213> Mus musculus

<400> 5

Gly Ala Ser Asn Arg Tyr Thr
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eolf-seql

<210> 6

<211> 11

<212> PRT

<213> Mus musculus

<400> 6
Lys Ala.Ser Glu Asp val Asn Thr Tyr val Ser
1 5 10

<210> 7

<211> 116

<212> PRT

<213> Mus musculus

<400> 7
GIn val GIn Leu Lys Glu Ser Gly Pro Gly Leu val Ala Pro Ser Gin
1 5 10 15

Ser Leu Ser gée Thr Cys Thr val ser Gly Phe Ser Leu ggr Thr Tyr
25

Asp Ile Ser Trp Ile Arg GIn Ser Pro Gly Lys Gly Leu Glu Trp Leu
35 40 45

Gly val 1le Trp Thr Asp Gly Gly Thr Asn Tyr Asn Ser Pro Phe Met
50 55 60

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

Lys Met Ash Arg Egu Gin Thr Asp Asp Thr Ala 1le Tyr Tyr ggs val
90

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

Thr val Ser Ser
115

<210> 8

<211> 106

<212> PRT

<213> Mus musculus
<400> 8

Asn Ile val Met Thr Gin Ser Pro Lys Ser Met Ser Met Ser val Gly

1 5 10 15

Glu Arg val Thr Leu Asn Cys Lys Ala Ser Glu Asp val Asn Thr Tyr
20 25 30
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val Ser Trp Tyr Gln

35

Tyr Gly Ala Ser Asn
50

Gly Gly ser Thr Thf
65

Glu Asp Leu Ala Asp

85

Phe Gly Thr g?y Thr

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

<400>

9

7

PRT

Mus musculus

9

Asp Pro Arg Leu Tyr
1 5

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

<400>

10
16
PRT
Mus musculus

10

val 1le Trp Thr Gly
1 5

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

<400>

11

5

PRT

MUs musculus

11

Ser Phe Asp Ile Ser
1 5

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

<400>

12

8

PRT

Mus musculus

12

Gln

Arg

ASp

70

Tyr

Lys

Phe

eolf-seq]
GIn Pro Glu Glin Ser Pro Lys Leu Leu Ile
40 45

gyr Thr Gly val Pro ggp Arg Phe Thr Gly
5

Phe Thr Leu Thr Ile Ser Ser val Gln gga

phe Cys Gly Gln Ser Phe Ser Tyr Pro Thr
90 95

Leu Glu Ile Lys
105

Asp

Gly Thr Asn Tyr Asn Ser Gly Phe Met Ser
10 15

§1y G1n Thr Phe ?er Tyr Pro Thr

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

13

7

PRT

Mus musculus
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eolf-seql
<400> 13

Gly Ala Ser Asn érg Tyr Thr
1

<210> 14
<211> 11
<212> PRT
<213> Mus musculus

<400> 14

Lys Ala Ser Glu ésp val val Thr Tyr val Sser
1 10

<210> 15

<211> 116

<212> PRT

<213> Mus musculus

<400> 15

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

Ser Leu Ser Ile Thr Cys Thr val ger Gly Ser Ser Leu ésp Ser phe
20 5 0

Asp Ile ggr Trp Ile Arg GIn Ser Pro Gly Lys Gly igu Glu Trp Leu
40

Gly ga] Ite Trp Thr Gly Gly Gly Thr Asn Tyr ggn Ser Gly Phe Met
0 55

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

Lys Met Asn Ser Egu Gin Ser Asp Asp Thr Ala Ile Tyr Tyr ggs val
90

Arg Asp Pro Arg Leu Tyr Phe Asp val Trp Gly Ala Gly Thr Thr val
160 105 110

Thr val Ser Ser

115
<210> 16
<211> 106
<212> PRT
<213> Mus musculus
<400> 16

Asn Ile val Met Thr GIn Ser Pro Lys Ser Met Ser Met Ser v?1 Gly
1 5 10 1
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Glu Arg val

val Ser Trp
35

Tyr Gly Ala

50

Ser Gly Ser

65

Glu Asp Leu

Phe Gly Thr

<210> 17

<211> 8

<212> PRT

<213>

<220>

<223>

<400> 17

Thr

20

Tyr

Ser

Ala

Ala

Gly

Leu

Gln

Asn

Thr

Asp

85

Thr

Artificial

Ser

Glin

Arg

ASp

70

Tyr

Lys

Cys

LysS

Tyr

55

Phe

Tyr

Leu

Lys

Pro

40

Thr

Thr

Cys

Glu

Asp GIn Arg Leu Tyr Phe Asp val
1 5

<210> 18

<211> 16

<212> PRT

<213> Artificial
<220>

<223>

<400> 18

1

<210> 19

<211> 5§

<212> PRT

<213> Artificial
<220>

<223>

<400> 19

Thr Tyr Asp Ile Ser
1 5

<210> 20
<211> 8

Ala

25

ASp

Gly

L.eu

Gly

Ite
105

eolf-seql

Ser Glu Asp val

Gln Ser Pro

val Pro Asp
60

Thr Ile Ser
75

Ser

GIn Thr Phe
90

ser

Lys

heavy chain CDR3, hMmab 2Fl1l-cli

heavy chain CDR2, hmab 2Fll-cll

10

heavy chain CbR1l, hMmab 2Fll-cll

Page 5

val

30

Leu

Phe

val

Tyr

Thr

Leu

Thr

Gln

Pro
95

15

Tyr

Ile

Gly

Ala

80

Thr

val Ile Trp Thr Asp Gly Gly Thr Asn Tyr Asn Ser Pro Phe Met Ser
5



eolf-seql

<212> PRT

<213> Artificial

<220>

<223> Tlight chain CDR3, hMab 2F11l-cll
<400> 20

gTy GIn ser phe ger Tyr Pro Thr

<210> 21

<211> 7

<212> PRT

<213> Artificial

<220>

<223> Tight chain CDR2, hMab 2Fll-cli
<400> 21

E?y Ala ser Asn ?rg Tyr Thr

<210> 22

<211> 11

<212> PRT

<213> Artificial

<220>

<223> Tight chain CDR1, hMab 2F1l-cll
<400> 22

Arg Ala Ser Glu Asp val Asn Thr Tyr val Ser
1 5 10
<210> 23

<211> 116

<212> PRT

<213> Artificial

<220>

<223> heavy chain variable domain, hMmab 2F11-cll

<400> 23

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

Ser val Lys gg] Ser Cys Lys Ala Ser Gly Phe Ser Leu §gr Thr Tyr
25

Asp Ile Sgr Trp Ile Arg GIn Aga Pro Gly Gin Gly Lgu Glu Trp Met
3 4 4

Gly gg? ITe Trp Thr Asp Gly Gly Thr Asn Tyr ggn Ser pPro Phe Met
55

Ser Arg val Thr ITe Thr Lys Asp Glu Ser Thr Ser Thr Ala Tyr Met
65 70 75 80
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eolf-seql

Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala val Tyr Tyr Sgs val
85

Arg Asp Gln égg Leu Tyr Phe Asp val
0

Thr val Ser Ser

Ser

cys

LyS

Phe

Tyr

Leu

115

<210> 24

<211> 106

<212> PRT

<213> Artificial

<220> )

<223> Tight chain variable

<400> 24

Asp Ile GIn Met Thr Gln

1 5

Asp Arg val Thr Ile Thr

20

val Ser Trp Tyr Gin GlIn
35

Tyr Gly Ala Ser Asn Arg

50

Ser Gly Ser Gly Thr Asp

65 70

Glu Asp Phe Ala Thr Tyr

85
phe Gly GIn Gly Thr Lys
100

<210> 25

<211> 8

<212> PRT

<213> Artificial

<220>

<223>

<400> 25

105

domain,

Pro

Arg

Pro

40

Thr

Thr

Cys

Glu

Asp GIn Arg Leu Tyr pPhe Asp val
1 5

<210> 26
<211> 16

ser

Ala

25

Gly

Gly

Leu

Gly

Ile
105

90

Trp Gly GIn Gly Thr Thr val

hmab 2F11-cll

ser

10

Ser

Lys

val

Thr

Gin

90

Lys

heavy chain CDR3, hMab 2F11-d8

Ley Ser

Glu Asp

Ala Pro

Pro Sser
60

Ile ser
75

Ser Phe

Page 7

Ala

val

Arg

Ser

Ser

110

Ser

Astt

30

Leu

Phe

Leu

Tyr

vall

15

Thr

L.eu

Ser

Gln

Pro
95

Gly

Tyr

Ile

Gly

Pro

80

Thr



eolf-seql
<212> PRT
<213> Artificial

<220>
<223> heavy chain CDR2, hmab 2F11-d8

<400> 26

val ITe Trp Thr Asp Gly Gly Ala Asn Tyr Ala Gln Lys Phe GIn Gly
1 5 10 15

<210> 27

<211> 5§

<212> PRT

<213> Artificial

<220>
<223> heavy chain CbrR1, hmab 2r11-d8

<400> 27

Thr Tyr Asp Ile Ser
1 5

<210> 28

<211> 8

<212> PRT

<213> Artificial

<220>
<223> Tdight chain CDR3, hmab 2F11-d8

<400> 28

Gly Gln Ser Phe ser Tyr Pro Thr
1 5

<210> 29

«<211> 7

<212> PRT

<213> Artificial

<220>
<223> Tdight chain CDR2, hmab 2F11-d8

<400> 29
g1y Ala Ser Asn ?rg Tyr Thr

<210> 30

<211> 11

<212> PRT

<213> Artificial

<220>
<223> Tight chain CbrR1l, hmab 2F11-d8

<400> 30

Lys Ala Ser Glu Asp val Asn Thr Tyr val Ser
1 5 10
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eolf-seql

<210> 31

<211> 116

<212> PRT

<213> Artificial
<220>

<223> heavy chain variable domain, hmab 2F11-d8
<400> 31

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

ser val Lys 581 Ser Cys Lys Ala Ser Gly Phe Ser Leu ;gr Thr Tyr
25

Asp Ile Ser Trp val Arg Gln zga Pro Gly Glin Gly Lgu Glu Trp Met
35 4

Gly gg] Ile Trp Thr Asp Gly Gly Ala Asn Tyr %ga Gln Lys Phe Gln
55

Gly Arg val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr Met
65 70 75 80

Glu Leu Ser Ser Leu Arg Ser Glu Asp ggr Ala val Tyr Tyr ggs Ala
85

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

Thr val ser Ser
115

<210> 32

<211> 106

<212> PRT

<213> Artificial

<220>
<223> Tight chain variable domain, hMab 2F11-d8

<400> 32

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

Asp Arg val ;gr Ile Thr Cys Lys éga Ser Glu Asp val égn Thr Tyr

val ser Trp Tyr Gln Gin Lys 260 Gly Lys Ala Pro L%s Leu Leu Ile
35 4

Tyr Gly Ala Ser Asn Arg Tyr Thr Gly val Pro ggr Arg Phe Ser Gly
50 55

Page 9



eolf-seql
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala ggr Tyr Tyr Cys Gly ggn Ser Phe Ser Tyr Pro Thr
95

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

<210> 33

<211> 8

<212> PRT

<213> Artificial

<220>
<223> heavy chain CDR3, hMmab 2Fll-e7

<400> 33
Asp Gln Arg iLeu gyr Phe Asp val
1

<210> 34

<21i> 16

<212> PRT

<213> Artificial

<220>
<223> heavy chain CDR2, hmab 2Fll-e7

<400> 34

val Ile Trp Thr Asp Gly Gly Thr Asn Tyr Ala Gin Lys teu Gln Gly
1 5 10 15

<210> 35
<211> 5

<212> PRT

<213> Artificial

<220>
<223> heavy chain CbR1l, hMab 2Flli-e7

<400> 35
Ser Tyr Asp Ile Ser
1 5

<210> 36

<211> 8

<212> PRT

<213> Artificial

<220>
<223> Tight chain CDR3, hmab 2Fll-e7

<400> 36
GIn GIn Ser Phe Ser Tyr Pro Thr
1 5
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eolf-seql

1ight chain CDR2, hmab 2F11-e7

Tight chain cpr1l, hmab 2Fll-e7

heavy chain variable

Glin

Cys

Arg

ASp

Thr

70

Arg

Tyr

Ser

Lys

Gln

Gly

55

Thr

Ser

Phe

<210> 37
<211> 7
<212> PRT
<213> Artificial
<220>
<223>
<400> 37
Ala Ala Ser Asn érg Tyr Thr
1
<210> 38
<211> 11
<212> PRT
<213> Artificial
<220>
<223>
<400> 38
1
<210> 39
<211> 116
<212> PRT
<213> Artificial
<220>
<223>
<400> 39
Gin val Gln Leu vai
1 5
ser val Lys val Ser
20
Asp Ile Ser Trp val
35 .
Gly val 1le Trp Thr
50
Gly Arg val Thr Met
65
Glu Leu Arg Ser Leu
85
Arg Asp GlIn Arg Leu
100
Thr val Ser Ser
115

domain,

Gly

Ala

Ala

40

Gly

Asp

Asp

ASp

Ala

Ser

25

Pro

Thr

Thr

Asp

val
105

Arg Ala Ser Glu Asp val Asn Thr Tyr val Ser
5

10

hmab 2Fll-e7

Glu val Lys
10

Gly Tyr Thr

Gly GlIn Gly

Asn Tyr Ala
60

Ser Thr Ser
75

Thr Ala val
90

Trp Gly Gln

Page 11

Lys

Phe

Leu

45

Glin

Thr

Tyr

Gly

Pro

Thr

30

Glu

Lys

Ala

Tyr

Thr
110

Gly

15

Ser

Trp

Leu

Tyr

Cys

95

Thr

Ala

Tyr

Met

Gln

MeT

80

Ala

val



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

<220>
<223>

<400>
Asp Ile
1

40
106
PRT

Artificial

Tight chain variable

40

Gln Met

Asp Arg val Thr

val ser

20

Trp Tyr
35

Tyr Ala Ala Ser

50

Ser Gly
65

Ser Gly

Glu Asp rhe Ala

Phe Gly

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

<220>
<223>

<400>

GIn Gly

41
8
PRT

Thr Gin ser

5

Ile

Glin

AsN

Thr

Thr

85

Thr

Artificial

Thr

Glin

Arg

Asp

70

Tyr

Lys

Cys

Lys

Tyr

55

Phe

TYr

Leu

domain,

Pro

Arg

Pro

40

Thr

Thr

Cys

Glu

Ser

Ala

25

Gly

Gly

l.eu

Gln

ITe
105

eolf-seq]

hvab 2r1l-e7

Ser Leu Ser Ala

Ser

Lys

val

Thr

Gln

90

Lys

heavy chain CDR3, hMmab 2F11-f12

41

%sp GIn Arg Leu gyr Phe Asp val

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

<220>
<223>

<400>

1

42
16
PRT

Artificial

heavy chain CbR2, hmab 2F11-f12

42

Glu

Ala

Pro

Ile

75

Ser

Asp

Pro

Ser

60

Ser

Phe

Page 12

val

Arg

Ser

Ser

Ser

Asn

30

Leu

Phe

Leu

Tyr

val

15

Thr

L.eu

Ser

Gln

Pro
95

15

Tyr

Ile

Gly

Pro

80

Thr

val 1le Trp Thr ?sp Gly Gly Thr Asn I%r Asn Ser Pro Phe Met Ser



eolf-seql
<210> 43
<211> 5
<212> PRT
<213> Artificial

<220> )
<223> heavy chain CDR1l, hMab 2F11-f12

<400> 43
Thr Tyr Asp Ile Ser
1 5

<210> 44

<211> 8

<212> PRT

<213> Artificial

<220> ] )
<223> T1ight chain CDR3, hMab 2F11-f12

<400> 44

Gly GIn Ser Phe ?er Tyr Pro Thr
1

<210> 45

<211> 7

<212> PRT

<213> Artificial

<220>
<223> light chain CDR2, hMab 2F11-f12

<400> 45

Gly Ala ser Ser %eu Gin ser
1

<210> 46
<211> 11
<212> PRT
<213> Artificial

<220>
<223> Tlight chain CpR1, hmab 2F11-f12

<400> 46

Arg Ala Ser Glu Asp val Asn Thr Tyr val Ser
1 5 10

<210> 47

<211> 116

<212> PRT

<213> Artificial

<220>
<223> heavy chain variable domain, hmab 2F11-f12

<400> 47

Gin val GIn Leu val GlIn Ser Gly Ala Glu val Lys Lys Pro Gly Ser
1 5 10 15
Page 13



ser val

Lys

Asp Ile Ser

Gly val
50

35

Ile

Ser Arg val

65

Glu Leu

Arg Asp

Thr val

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

<220>
<223>

<400>

Ser

Gln

Ser
115

48
106
PRT

val

20

Trp

Trp

Thr

Ser

Ser

val

Thr

Ile

Leu

85

L.eu

Artificial

cys

Arg

ASp

Thr

70

Arg

Tyr

Lys

Gln

Gly

55

Lys

Ser

Phe

Tight chain variable

48

Asp Ile GIn Met

1

ASp Arg

val Sser

Tyr Gly
50

ser Gly
65

Glu Asp

Phe Gly

val

Trp

35

Ala

Ser

Phe

Gln

Thr

20

Tyr

Ser

Gly

Ala

Gly
100

Thr Gin Ser

5

Ile

Glin

Ser

Thr

Thr

85

Thr

Thr

Gln

Leu

Asp

70

Tynr

Lys

cys

LysS

Gln

55

Phe

Tyr

L.eu

Ala

Ala

40

Gly

ASp

Glu

Asp

Ser

25

Pro

Thr

Glu

Asp

val
105

domain,

Pro

Arg

Pro

40

Ser

Thr

Cys

Glu

Ser

Ala

25

Gly

Gly

Leu

Gly

Ile
105

eolf-seql

Gly Phe ser

Gly Gln Gly

Asn Tyr Asn
60

Ser Thr Ser

Thr Ala val
90

Trp Gly Glin

l.ey

Leu

45

Ser

Thr

Tyr

Gly

hMab 2F11-f12

Ser Leu Ser
10

Ser Glu Asp

Lys Ala Pro

val Pro Ser
60

Thr Ile Ser
75

GIn Ser phe
90

Lys

Page 14

Ala

val

Lys

45

Arg

Ser

Ser

Thr

30

Giu

Pro

Ala

TYr

Thr
110

Ser

Asn

30

Leu

Phe

L.eu

Tyr

Thr

Trp

Phe

Tyr

Cys

95

Thr

val

15

Thr

Leu

Ser

Gln

Pro
95

Tyr

Met

Met

Met

80

val

val

Gly

Tyr

Ile

Gly

Pro

80

Thr



eolf-seql
<210> 49
<211> 8
<212> PRT
<213> Artificial

<220>
<223> heavy chain CDR3, hMab 2F11-gl

<400> 49
éSp Gln Arg Leu Eyr Phe Asp val

<210> 50
<211> 16
<212> PRT
<213> Artificial

<220>
<223> heavy chain CDR2, hMab 2Fil-gl

<400> 50
¥a3 Ite Trp Thr ésp Gly Gly Thr Asn Tgr Asn Ser Pro Leu igs ser
1

<210> 51

<211> 5

<212> PRT

<213> Artificial

<220>
<223> heavy chain CDbr1, hmab 2F11-gl

<400> 51

Thr Tyr Asp Ile Ser
1 5

<210> 52

<211> 8

<212> PRT

<213> Artificial

<220> ]
<223> Tight chain CDR3, hmab 2F11-gi

<400> 52
g1y Gln Ser pPhe ?er Tyr Pro Thr

<210> 53
<211> 7

<212> PRT

<213> Artificial

<220>
<223> Tight chain CDbR2, hMab 2Fll-gl

<400> 53
g}y Ala Ser ser ?rg Ala Thr
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<210>
<211>
<212>
<213>

<220>
<223>

<400>

o4
11
PRT

Artificial

eoclf-seql

Tight chain CDR1, hMmab 2F1l-gl

54

Arg Ala Ser Glu Asp val Asn Thr Tyr
1 5

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

<220>
<223>

<400>

55
116
PRT

Artificial

heavy chain variable

55

Gin val Gln Leu

1

Thr

Asp

Gly

Ser

65

Lys

Arg

Thr

Leu

Ile

val

50

Arg

Leu

Asp

val

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

<220>
<223>

<400>

Ser

Ser
35

Ile

val

Ser

Glin

Ser

115

56
106
PRT

Leu

20

Trp

Trp

Thr

Ser

g?n Glu Ser

Thr

Ile

Thr

Ile

val

85

Leu

Artificial

cys

Arg

ASp

Ser

70

Thr

Tyr

Thr

Gln

Gly

55

val

Ala

Phe

domain,

Gly

val

Pro

40

Gly

Asp

Ala

Asp

Pro

Ser

25

Pro

Thr

Thr

Asp

va'l
105

Leu Ala
10

hMab 2Fl1l-gi

Gly Leu val
10

Gly pPhe Ser

Gly Lys Gly

Asn Tyr Asn
60

ser Lys Asn
75

Thr Ala val
90

Trp Gly Glin

LYyS

ieu

Leu

45

Ser

Gln

Tyr

Gly

Tight chain variable domain, hmab 2F1l-gl

56

Page 16

Pro

Thr

30

Glu

Pro

Phe

Tyr

Thr
110

ser

15

Thr

Trp

Leu

Ser

cys

95

Thr

Glu

Tyr

Ile

Lys

Ley

80

Ala

val



Glu Ile val
Glu Arg Ala

Leu Ala Trp
35

Tyr Gly Ala
50

Ser Gly Ser
65

Glu Asp Phe
pPhe Gly Gln

<210> 57
<211> 107
<212> PRT
<213> Homo
<400> 57

Arg Thr val

1

GIn Leu Lys

Tyr Pro Arg
35

Ser Gly Asn

50

Thr Tyr Ser
65

Lys His Lys
pPro val Thr
<210> 58
<211> 330
<212> PRT

<213> Homo

teu Thr

Thr Leu
20

Tyr Gln

Ser Ser

Gly Thr

Ala val
85

Gly Thr
100

sapiens

Ala Ala
5

Ser Gly
20

Glu Ala

Ser Gln

Leu Ser

val Tyr

85

Lys Ser
100

sapiens

Gln

Ser

GIn

Arg

Asp

70

Tyr

Lys

Pro

Thr

Lys

Glu

Ser

70

Ala

Phe

Ser

cys

Lys

Ala

55

Phe

Tyr

Leu

sSer

Ala

val

cys

Ash

Pro

Arg

Pro

40

Thr

Thr

cys

Glu

val

Ser

Gin

40

val

Leu

Glu

Arg

Gly

Ala

25

Gly

Gly

Leu

Gly

Ile
105

Phe

val

25

Trp

Thr

Thr

val

Gly

eolf-seql
Thr Leu Ser

10

ser
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Asn Tyr Lys Thr Thr Pro pPro val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr val Asp Lys Ser Arg Trp GIn Gln Gly Asn

290 295 300
val Phe Ser Cys Ser val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320
Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330
<210> 59
<211> 330
<212> PRT
<213> Artificial
<220>

<223> human heavy chain constant region derived from IgGl mutated on
L234A and L235A

<400> 59

?161 Ser Thr Lys 5551)/ Pro ser val Phe Pgo Leu Ala Pro Ser s§r Lys
1 1

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

Phe Pro §1u pro val Thr val Ser Trp Asn Ser Gly ﬁga Leu Thr Ser
5 40

Gly gg1 His Thr Phe Pro Ala val Leu GlIn Ser Ser Gly Leu Tyr Ser
55 60

Leu Ser Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr GlIn Thr
65 70 75 80

Tyr Ile Cys Ash g%1 Asn His Lys Pro ger Ash Thr Lys val Sgp Lys
0

Lys val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110

Pro Ala Pro Glu Ala Ala Gly Gly pro Ser val phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu val Thr Cys
130 135 140

val val val Asp val Ser His Glu Asp Pro Glu val Lys Phe Asn Trp
145 150 155 160
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<210> 61
<211> 327
<212> PRT
<213> Artificial

<220>

<223> human heavy chain constant region derived from IgG4 mutated
ons228p

<400> 61

Ala Ser Thr Lys Gly Pro Ser val phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

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

pPhe Pro g?u Pro val Thr val Ser Trp Asn Ser Gly zga Leu Thr Ser
5 40

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

Leu Ser Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn val Asp His Lys Pro Ser Asn Thr Lys val Asp Lys
85 90 95

Arg val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Phe Leu Gly Gly Pro Ser val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

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

Asp val Ser GIn Glu Asp Pro Glu val GIn Phe Asn Trp Tyr val Asp
145 150 155 160

Gly val Glu val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin Phe
165 170 175

Asn ser Thr Tyr Arg val val Ser val Leu Thr val Leu His Gln Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser ITe Glu Lys Thr Ile Ser Lys Ala Lys Gly Gin Pro Arg
210 215 220

Glu Pro Gln val Tyr Thr Leu Pro Pro Ser Gin Glu Glu Met Thr Lys
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130 135 140

Ile His Arg Ala Lys Phe Ile Gln Ser Gln Asp Tyr Gln Cys Ser Ala
145 150 155 160

Leu Met Gly Gly Arg Lys val Met Ser Ile Ser Ile Arg Leu Lys val
165 170 175

GIn Lys val Ile Pro Gly Pro Pro Ala Leu Thr Leu val Pro Ala Glu
180 185 190

teu val Arg Ile Arg Gly Glu Ala Ala Gln ITe val Cys Ser Ala Ser
195 200 205

ser val Asp val Asn Phe Asp val Phe Leu GIn His Asn Asn Thr Lys
210 215 220

Leu Ala Ile Pro Gin Gln Ser Asp Phe His Asn Asn Arg Tyr Gln Lys
225 230 235 240

val Leu Thr Leu Asn Leu Asp GlIn val Asp Phe GIn His Ala Gly Asn
245 250 255

Tyr Ser Cys val Ala Ser Asn val Gln Gly Lys His Ser Thr Ser Met
260 265 270

phe Phe Arg val val Glu ser Ala Tyr Leu Asn Leu Ser Ser Glu Gin
275 280 285

Asn Leu Ile Gln

290
<210> 67
<211> 21
<212> PRT
<213> Artificial
<220>
<223> signal peptide
<400> 67

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

Trp His Gly GIn Gly
20

<210> 68
<211> 36
<212> DNA
<213> Artificial
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eolf-seq]

<220>
<223> Primer

<400> 68
cacctccatg ttcttecggt accccccaga ggtaag

<210> 69

<211> 8

<212> PRT

<213> Mus musculus

<400> 69

Asp Leu Arg Leu Tyr Phe Asp val
1 5

<210> 70
<211> 16
<212> PRT
<213> Mus musculus
<400> 70
val Ile Trp Ser Gly Gly Gly Thr Asn Tyr Asn Ser Pro Phe Met Ser
1 5 10 15
<210> 71
<211> 10
<212> PRT
<2313> Mus musculus
<400> 71
Gly Phe Ser Leu Thr Ser Tyr Asp Ile Ser
1 5 10
<210> 72
<211> 8
<212> PRT
<213> Mus musculus
<400> 72
g?y Gin Ser Phe Thr Tyr Pro Thr
5
<210> 73
<211> 7
<212> PRT
<213> Mus musculus
<400> 73

Gly Ser Ser Asn Arg Tyr Thr
1 5

<210> 74
<2311> 1l
<212> PRT

<213> Mus musculus
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<400>

74

Lys Ala Ser Glu Asp
1 5

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

<400>

75
116
PRT

Mus musculus

75

Arg val GIn Leu

1

Ser Leu

Asp Ile

Gly val
50

Ser Arg
65

Lys val

Arg Asp

Thr val

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

<400>

i

Ser

Ser
35

ITe

Leu

Asn

Leu

Ser

115

76
106
PRT

Ile

20

Trp

Trp

Arg

Arg

Lys

5

Thr

Ile

Ser

Ile

Leu

85

Leu

Mus musculus

76

Lys Ile val Met Thr
5

Glu Arg val ser Leu

20

val ser ;gp Tyr Gln

Tyr Gly Ser Ser Asn

50

val

Glu

Cys

Arg

Gly

Ser

70

Gln

Tyr

Gln

ser

Gln

Arg

Gly

Ser

Thr

Glin

Gly

55

Lys

Thr

Phe

ser

Cys

Lys

TYr
55

Thr

Gly

val

Ser

40

Gly

Asp

ASD

Asp

Pro

Pro
40

Thr

Tyr

Pro

Ser

25

Pro

Thr

Asp

ASp

val
105

Lys
Ala
25

Glu

Gly

eolf-seql

val
10

Gly

10

Gly

Gly

Asn

Ser

Thr

90

Trp

Ser
10
Ser

Gln

val

Ser

Leu

Phe

Lys

Tyr

Arg

75

Ala

Gly

Met

Glu

ser

Pro

val

Ser

Gly

Ash

60

Ser

Ile

Ala

Ser

ASp

Pro

ASp
o0

page 37

Ala

Leu

Leu

45

Ser

Glin

Tyr

Gly

val

val

Lys

Arg

Pro

Thr

30

Glu

Pro

val

Tyr

Thr
110

Ser
Gly
30

Leu

Phe

Ser

15

Ser

Trp

Phe

Phe

Cys

Thr

val

15

Thr

Leu

Thr

Gin

TY"r

Leu

Met

lL.eu

80

val

va'l

Gly

Tyr

Ile

Gly



Ser Gly Ser Ala Thr
65

Glu Asp Leu Ala Asp
85

phe Gly Thr Gly Thr
100

<210> 77
<211> 8
<212> PRT

<213> Mus musculus
<400> 77

Asp Pro Arg Leu Tyr
1 5

<210> 78
<211> 16
<212> PRT

<213> Mus musculus
<400> 78

val 1le Trp Thr Gly
1 5

<210> 79
<211> 10
<212> PRT

<213> Mus musculus
<400> 79

Gly Ser Ser Leu Asp
1 5

<210> 80

<211> 8

<212> PRT

<213> Mus musculus

<400> 80

Gly Gln Thr Phe ser
1 5

<210> 81

<211> 7

<212> PRT

<213> Mus musculus

<400> 81
Gly Ala Ser Asn Arg
1 5

<210> 82

AsSp
70

Tyr

Lys

rhe

Gly

Ser

Tyr

Tyr

Phe

ser

lLeu

AsSp

Gly

Phe

Pro

Thr

Thr Leu

Cys Gly

Glu Ile

105

val

Thr Asn

Asp Ile

Thr

eolf-seqgl
Thr Ile Ser Ser val Gln gga

GIn ser Phe Thr Tyr Pro Thr
90 95

Lys

Tyr Asn Ser Gly Phe Met Ser
10 15

ser
10
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<211>
<212>
<213>

<400>

11
PRT
Mus musculus

82

Lys Ala Ser Glu Asp
1 5

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

<400>
G1n val
1

Ser Leu

Asp Ile

val
50

ser
65

Arg

Lys Met

Arg Asp

The val

<210>
<211>
<212>
<213>
<400>

Asn Ile
1

Glu Arg

83
116
PRT
Mus musculus

83

GIn Leu Lys

5

Ile Thr

20

sSer

Ser Ile

35

Trp

ile Trp Thr

Leu Arg

ser Leu

85

Ser

Pro Leu

Ser
115

84
106
PRT
Mus musculus
84

val Met Ehr

val Thr Leu
20

val

Glu

Cys

Arg

Gly

Ser

70

Gin

Tyr

GlIn

Ser

val

Ser

Thr

Gin

Gly

55

Lys

Ser

Phe

Ser

cys

val Sser ;gp Tyr GIn GIn Lys

Thr

Gly

val

Pro

40

Gly

ASp

ASp

ASp

Pro

Lys

Tyr

Pro

Ser

25

Pro

Thr

Asn

ASp

val
105

Lys

eolf-seql

val

Ser
w0 -

Gly val

10

Leu

Gly Ser Ser

Gly Lys Gly

Asn
60

Asn Tyr

Ser Lys Ser

Thr Ala Ile

90

Trp Gly Ala

Ser Met Ser
10

Ala ser Glu Asp

25

Pro Glu Glin Ser Pro
4
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Ala
L.eu
l.eu
45

Ser
Gin

Tyr

Gly

Met
val

Lys
45

Ser
15

Pro Lys

Asp Phe

30

Ser

Glu Trp Leu

Gly Phe Met

val Phe Leu

80

Tyr Cys val

95

Thr Thr val

110

ser val Gly

15

val
30

Thr Tyr

Leu Leu Ile



Tyr Gly Ala Ser Asn
50

ser Gly Ser Ala Thr
65

Glu Asp Leu Ala Asp

85

phe Gly Thr Gly Thr

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

<220>
<223>

<400>

85
218
PRT

100

Artificial

human CSF-IR

85

val val Glu Ser

1

Gln Glu

Ala Tyr

Ser Asp
50

Thr Tyr
65

Glu Ala

Ala Leu

Ite Trp

Gly Tyr
130

Asp Arg
145

Pro Glu

val

Pro

35

His

Arg

Gly

Thr

Thr

115

Pro

Cys

val

Thr

20

Gly

Gln

His

Arg

Phe

100

Phe

Gln

Asp

Leu

Ala

5

val

Leu

Pro

Thr

Tyr

85

Glu

Ile

Pro

Glu

ser
165

Arg Tyr Thr Gly
55

Asp Phe Thr Leu

70

Tyr Tyr Cys Gly

Lys Leu Glu Ile

105

eolf-seql
val Pro ggp Arg Phe Thr Gly

Thr Ile Ser Ser Ile Gin Ala

90

Lys

75

fragment domains D4-D5

Tyr

Gly

Gln

Glu

Phe

70

ser

Leu

AsSn

AsSn

Ala
150

Leu

Glu

Gly

Pro

55

Thr

Phe

Thr

Gly

val

135

Glin

Glu

Asn

Gly

Phe

40

Lys

Leu

Leu

Leu

Ser

120

Thr

val

Pro

Leu

Leu

25

Asn

Leu

Ser

Ala

Trp

Leu

Phe

Ser

10

Asn

Trp

Ala

Leu

Arg

90

Tyr

Thr

Leu

Gin

His
170

Ser Glu

Leu Lys

Thr Tyr

Asn Ala
60

Pro Arg
75

Asn Pro

Pro Pro

Leu Leu

Gln Cys
140

val Trp
155

Lys val

page 40

Glin

val

Leu

45

Thr

Leu

Gly

Glu

Cys

125

Ser

Asp

Thr

ASNn

Met

30

Gly

Thr

Lys

Gly

val

110

Ala

Gly

ASp

val

GIn Thr Phe Ser Tyr ggo

Leu

15

val

Pro

Lys

Pro

Trp

95

Ser

Ala

His

Pro

Gin
175

80

Thr

Ile

Glu

Phe

ASp

ser

80

Arg

val

Ser

Thr

Tyr

160

Ser



l.eu Leu

Ala His

Ala Gly
210

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

<400>
Met Thr
1

Gly ser

Glu Glu

Gln Ser
50

Ile Thr
65

Tyr Leu

Met Arg

GIn Glu

Glu His

130

Leu Leu
145

Asp Lys

Glu Cys

Thr

Asn
195

Ala

86
554
PRT
homo

86

Ala

l.eu

val

35

Leu

Phe

Lys

Phe

Leu

135

ASp

Glu

Asp

Ser

val
180

Ser

His

Glu

val

Thr

sapiens

Pro

Leu

20

Ser

Gln

Glu

Lys

Arg

100

Ser

Lys

Lys

Trp

ser
180

Gly

5

Leu

Glu

Arg

Phe

Ala

85

ASp

Leu

Ala

val

Asn

165

Gln

Thr

Gly

His

Ala

Leu

Tyr

Leu

val

70

Phe

ASh

Arg

Cys

Lys

Ile

Asp

Leu

Ser

Pro
215

val

Cys

Ile

55

ASD

Leu

Thr

Leu

val

135

Asn

Phe

val

Glu
Gly

200

Pro

Gly

Cys

Ser

40

ASp

Gln

Leu

Pro

Lys

Arg

vai

Ser

val

His
185

ser

ASp

Arg

Leu

25

His

Ser

Glu

val

Asnh

105

Ser

Thr

Phe

Lys

Thr
185

eolf-seql

Asn Gln Thr Tyr Glu Cys Arg
190

Trp Ala Phe Iie Pro Ile Ser

Glu

Cys

10

Leu

Met

Gln

Gln

Glin

90

Ala

cys

Phe

Asn

Asn
170

Pro

Ala

Ile

Met

lLeu

75

ASp

Ite

Phe

Tyr

Glu

155

Cys

Pro

Ser

Gly

Glu

60

Lys

Tie

Ala

Thr

Glu

140

Thr

AsSn

Lys Pro Asp
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205

Thr

Arg

Ser

45

Thr

ASp

Met

Thr

Lys

ASN

Cys

Thr

Ser

30

Gly

Ser

Pro

Glu

val

110

ASp

Pro

ASh

Ser

Asn
190

Trp

15

Ile

His

Cys

val

Asp

95

Gln

Tyr

Leu

teu

Phe

175

Cys

Leu

Thr

Leu

cys

80

Thr

Leu

Glu

Glin

Leu

160

Ala

Leu



Tyr

Gln

ASp

Leu

Thr

Thr

Pro

Pro

305

Thr

Pro

ser

Arg

Gln

385

Gly

Ser

Ser

Arg

Pro

Pro

210

Ser

His

cys

Ile

Gly

Glu

Glu

Ala

Ala

val

370

Lys

Ser

Thr

val

Glu

Thr

Gln

Gly

Met

Glu

Leu

Arg

Lys

355

Gly

Thr

Pro

leu

Ley

435

Sep

Ala

Ala

Gly

val

ser

260

Gly

Glu

Ala

Ser

Pro

340

Gly

Pro

Asp

Arg

Ser

420

Pro

Pro

Ile

Pro

Thr

ASp

Phe

Ser

ASp

Ser

Pro

325

Ser

Gln

val

His

Ile

405

Ala

Leu

Ala

Pro

Ser

Glu

230

Pro

Glu

Pro

ITe

Gly

Ser

AsSn

Glin

Arg

Pro

390

Ser

Gln

Gly

Glu

Ser

Met

215

Gly

Gly

Pro

GIn

Leu

295

Glu

Arg

Phe

Pro

Pro

375

Ser

Ser

Pro

Glu

Pro
455

Ser

200

Ala

Ser

Ser

Pro

Pro

280

ASp

Ala

Pro

Leu

Ala

360

Thr

Ala

Leu

Gln

Leu

440

Glu

ASp

Pro

ser

Ala

Glu

265

Arg

Ser

ser

Gly

Ser

345

ASp

Gly

Leu

Arg

Leu

425

Glu

Gly

eolf-seqi

Pro Ala Ser

val

Leu

Lys

250

Thr

Pro

Ala

Glu

val

Gln

l.eu

Pro

410

Ser

Gly

Ala

Leu

235

Gin

Pro

Ser

Met

Ile

315

Gly

Ser

Thr

Asp

Arg

Gin

Arg

Arg

Gly

220

Pro

Arg

val

val

Ser

Ser

Gly

Trp

Asp

Gly

Ser

Arg

Gly Pro Ala

460
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val

205

Leu

Gly

Pro

val

Gly

Thr

val

Met

Pro

Thr

365

Asn

Pro

Leu

His

Ser

445

Ser

Ser

Thr

Glu

Pro

Lys

Ala

Asn

Pro

Glin

Leu

350

Ala

His

Pro

Ser

Ser

430

Thr

Glu

Pro

Trp

GIn

Arg

ASp

Phe

Trp

Glin

Thr

335

Pro

Leu

Thr

Glu

Asn

415

Ser

Arg

Gly

His

Glu

Pro

240

sSer

ser

Asn

val

Gly

Glu

Ala

Pro

Pro

Pro

400

Pro

Gly

ASp

Ala



Ala
465

His

val

Gln

Gln
545

Arg

Glu

Phe

Gly

ASp

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

<400>

Pro

Arg

His

Ley
515

Ala

ASp

87
242
PRT
homo

87

Met Pro Arg

1

val

Glu

Ser

sSer

65

Gln

val

His

val

Ala

Glu

Arg

50

val

Arg

Ser

Pro

GIn
130

Ley

cys

35

Leu

Pro

Ala

Leu

Ser

115

Gln

teu

Gln

Leu

500

Leu

ASD

Arg

Pro

Ser

485

Leu

Phe

Ser

Glin

sapiens

Gly

Gly

20

Thr

GIn

Tyr

Gln

Ser

100

Trp

Gly

Phe

5

AsSn

val

Tyr

Glu

val

85

Ala

Lys

Ley

val

Tyr

Pro

val
550

Thr

Glu

Thr

Met

Gly

70

Ser

Thr

Tyr

Thr

Phe

Gly

Pro

Arg

Leu

535

Glu

Trp

Pro

Gly

Lys

val

Glu

Glu

Leu

Asn

Ser

Ser

Trp

520

Glu

Leu

Leu

Leu

Phe

40

His

Phe

Arg

Ser

Gin

120

val

Ser

Phe

val

505

Arg

Gln

Pro

Arg

Glu

25

Leu

Tyr

Arg

Glu

val

105

Glu

Glu

eolf-seql

val

Ser

490

Ile

Arg

Pro

val

Tyr

10

Met

Arg

Phe

Ile

Leu

90

GIn

val

Pro

475

Pro

l.eu

Arg

Glu

L.eu

Trp

Asp

Pro

Ala

75

Arg

ASp

Glu

Leu

Gln

val

Ser

Gly

Pro

Lys

Ile

60

Asn

TYyr

val

Thr

val Ser Pro

140
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Thr Asp

Leu GIn

Leu Leu
510

His Gln
525

Ser Pro

Ile Phe

Leu Thr
30

Leu Gin

45

Asn Tyr

val Thr

Leu Trp

Leu Leu
110

Leu Leu
125

Lys val

Thr

Glu

495

Ala

Glu

Leu

Leu

15

Gln

Tyr

LysS

Arg

val

95

Glu

Leu

Glu

val

Pro

Thr

Gly

ASNH

Arg

Ile

Leu

80

Leu

Gly

Asn

Ser



val

145

Pro

Cys

val

Ala

His

Leu

l.eu

Lys

Ser

Pro

Thr

210

Ser

Pro

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

<400>

Ser

Ala

cys

Ser
195

GlIn

Thr

88
126
PRT
Homo

88

Gln val Gln
1

Ser

Tyr

val

Met

Gly Trp
50

Gln
65

Gly

Met Glu

Ala Arg

pPhe Asp

<210>

Lys

His

35

Ile

Arg

Leu

Asp

Tyr

115

89

Leu

Leu

Cys

180

Pro

Leu

Gly

Leu

Leu

165

Lys

Gln

Tyr

Ser

sapiens

Leu

val

20

Trp

ASnh

val

Asn

Glin

100

Trp

val

5

Ser

va'l

Pro

Thr

Arg

85

Pro

Gly

Asn

150

Asp

Gln

Ser

Pro

val
230

Gin

Cys

Arg

Asp

met

70

Leu

Leu

Gln

Ala

Asn

Ser

cys

Pro

215

Arg

Ser

Lys

Gln

Ser

55

Thr

Arg

Gly

Gly

Pro

Cys

Ser

Ser

200

Pro

Pro

Gly

Ala

Ala

40

Gly

Arg

ser

Tyr

Thr
120

Gly

Phe

val

185

Pro

Pro

val

Ala

Ser

25

Pro

Gly

Asp

Asp

eolf-seqgl
Pro Asn Leu

Glu

Trp

Arg

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Thr

val

155

val

AsSn

Pro

ser

Ala

val

Tyr

Gin

ASn

ser

75

Thr

ASHh

Thr

Met

Trp

Ser

Pro

220

Glin

Lys

Thr

Gly

Tyr

60

Ile

Ala

Gly

val

Page 44

Glu

Gln

Leu

205

Ser

Gly

Lys

Phe

Leu

45

Ala

Ser

val

val

Ser
125

Leu

Leu

Asp

180

Gln

Ser

Glu

Pro

Thr

30

Glu

Glin

Thr

Tyr

cys

Ser

va’l

Leu

175

Cys

Tyr

Pro

Gly

Gly

15

Gly

Trp

Lys

Ala

TYyr

Ser

Tyr

Glu

Ala

Pro

Leu
240

Ala

Tyr

Met

rhe

Tyr

80

cys

TYyr



<211>
<212>
<213>

<400>

107
PRT
Homo

89

Asp Ile Gln
1

Asp Arg
Lteu Ala
Tyr Thr

50

Ser Gly
65

Glu Asp
Thr Phe

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

<220>
<223>

<400>

val

Trp

35

Ala

ser

Phe

Gly

90
113
PRT

sapiens

Met

Thr

20

Tyr

Ser

Gly

Ala

Gly

Thr

5

Ile

Gln

Thr

Thr

Thr

85

Gly

Artificial

Gln

Thr

Glin

Leu

ASp

70

Tyr

Thr

Ser

cys

LysS

Gln

55

Phe

TYr

Lys

humanized $S2C6 heavy

90

giu val Gln Leu

Ser Leu
Tyr Ile
Ala Arg

50

Lys Gly

Leu GIn

Arg

His

35

val

Arg

Met

Leu

20

Trp

Ile

pPhe

Asn

ga1 Glu ser

Ser

val

Pro

Thr

ser
85

Cys

Arg

Asn

Leu

70

Leu

Ala

Gln

Ala

55

Ser

Arg

Pro

Arg

Pro

40

ser

Thr

Cys

val

ser

Ala

25

Gly

Gly

Leu

Gin

Glu
105

eol1f-seql

Ser

10

Ser

Lys

val

Thr

Gin

90

Ite

val

Gln

Ala

Pro

Ile

75

Ala

Lys

Ser

Gly

Pro

Ser

60

Ser

Asn

Ala

Ile

Asn

45

Arg

Ser

Ile

Ser

Tyr

30

l.ey

Phe

Leu

Phe

val

15

Ser

Leu

Ser

Gin

Pro
95

chain variabel domain variant

Gly Gly Ggy teu val GIn Pro
1

Ala

Ala

40

Gly

val

Ala

ser
25

Pro
Gly

ASp

Glu

Gly

Gly

Thr

Asn

Asp

90

Tyr Ser

Lys

Ser

Ser
75

Thr Ala

Gly

TYr
60

Lys

Page 45

Phe

Leu

45

Asn

Asn

val

Thr

30

Glu

Gln

Thr

Tyr

Gly

15

Gly

Trp

Lys

Ala

Tyr
95

Gly

Trp
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