<110>
<120>
<130>

<160>
<170>

<210>
<211>

<212>-

<213>

<220>
<223>

<400>

1

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

<220>
<223>

.:2_ .
16

PCT/IB20 11/ 0003 44

_ ‘Anti-alpha2 integrin antibodies
SEQUENCE LISTING

G1enmark Pharmaceut1ca1s SA

Anti- a1pha2 integrin antibodies and their uses

us -
57
PatentIn version 3.3

1
10

'P'RT_ L.
"Artificial

HCDR1 [cDR1 of heavy chain variable region]
1

Gly phe Ser Leu Thr ASn Tyr Gly Ile Hgs
o 5. 1

PRT
Art1f1c1a1

HCDR2 [cDR2 of heavy chain variable region]

<400> 2 o

val I1e Trp Ala Arg G1y Phe Thr Asn Tyr Asn Ser Ala Leu Met ser
1 , 5 10 15 .
210> 3

<211> 11

<212> PRT

<213> Artificial

<220> D o _

<223> HCDR3 [CDR3 of heavy chain variable region]

<400> -3 '

Ala Asn Asp Gly val Tyr Tyr Ala Met ésp Tyr
1 5 0

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

<220>:

<223>
<400>

4

10

PRT .

Artificial

LCDR1 [CDR1 of light chain variable region]

4 .
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PCTB20 11/ ¢ g 0344

Anti-alpha2 integrin antibodies

ser Ala GIn Ser Ser val Asn Tyr Ile His
1 Co 10

<210> .

<211>
<212>
<213>

<220>
<223>

_ <400>r

Asp Thr Ser Lys Leu
1 5

<210>
<211>

<212> -
<213>

<220>
<223>

- <400>

Gln GIn Trp Thr Thr
1 5

<210>-

<211>
<212>
<213>

- <220>
<223>

<220>
<221>
<222>

<223>
220>

<221>
222>
<223>

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

<220> -
- <221> .
<222>

<223>

<220>

5
5
7"
PRT
Artificial

6
9
PRT o
Artificial

Ala Sser

'LCDR2 [CDRZ of Tight chain variab]e“region]
. ,

.

LCDR3 .[cDR3 of Tlight chain variable région]

6

7
- 119
- PRT

Artificial

humanized VH region

VARIANT L
(30)..(30) - -
Xaa at position

VARIANT
(G1)..(31)

Xaa at position

VARIANT

GB7..@37)

Xaa at position

VARIANT

(48)..(48) -
Xaa at position

'30 can
31 can
37 can

48 Can

Asn Pro Leu Thr

be Thr or Ile
be Asn or Ser
be val or Ile

be Leu or Ile
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PCTIB2 11/ 000344

e Anti-alpha2 integrin antibodies .
<221> VARIANT E . :
'<222> (67)..(67)

<223> Xaa at position 67 can be val or Leu

<220> v , : , : .
<221> VARIANT SRR o : :

<222> (71)..(7D Lo

<223> - Xaa at position 71 can be Lys or val

<220> -

<221> "VARIANT

<222> (73)..(73)

<223> Xaa at position 73 can be Asn or Thr

<220> '

<221> VARIANT

<222> (78)..(78) . o
<223> Xaa at position 78 can be val or Phe

<220>

<221> 'VARIANT .

0 <222> (94)..(94). ‘ R
<223> Xaa at position 94 can be Phe or Tyr

<400> 7
GIn val GIn Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu

1 5 _ 10 15

Thr Leu Ser Leu Thr-Cys Thr.val Ser Gly Phe Ser Leu Xaa Xaa Tyr
- 20 . 25 30

Gly 11é His Trp Xaa Arg GIn Pro Pro Gly Lyé Gly Leu Glu fhb_xaa
' 35 ‘ 40 45 ‘

Gly val Ile Trp Ala Arg Gly Phe Thr Asn Tyr Agn ser Ala Leu Met
50 55 TS

Ser Arg Xaa Thr Ile Ser Xaa Asp Xaa Ser Lys Asn Gln Xaa Ser Leu
65 S - 70 75 80

Lys Leu Ser Ser val Thr Ala Ala Asp Thr-Ala val Tyr Xaa Cys Ala
85 90 95 |

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asp Tyr Trp G1y Gln Gly

100 . 105 110
Thr Let val Thr val ser Ser
..'115 LT
<210> 8
<211> 119
<212> PRT

<213> Artificial
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PCTIB20 11/ 0344

P ::?‘*Lknti—a1pha2 integrin antibodies
<220> . - . ' _
<223> _thanizedVHZ.O

<400> 8

‘G1n val GIn Leu Gln Glu Ser Gly pro Gly Leu val Lys Pro Ser Glu
1 5. 10 ~ 15

Thr Leu Ser Leu Thr_éys'ThF val ser Gly phe Ser Leu Thr Asn Tyr
. 20 SR 25 : - 30

Gly Iie'His‘Trp val Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp Leu
X 40 T a5

Gly val Ile Trp Aia Arg §1y Phe Thr Asn Tyr ggn Ser Ala Leu Met
50 , 5 : ,

ser Arg val Thr iTe Ser .Lys Asp Asn Ser Lys Asn GIn val Ser Leu
65 ‘ .70 ¢ 75 80

'Lys Leu Ser Ser val Thr Ala Ala Asp Thr Ala“val Tyr Phe Cyé Ala
85 90 | 95 -

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asp Tyr Trp G]y'G1n'G1y
100. . 105 : 110

Thr Leu val Thr val ser ser
115 o

<210> 9

<211> 11

<212> PRT -
<213> Artificial

<220> o
<223> humanizedvH3.0

<400> 9
GlIn VaT"G]n Leu GIn Glu ser Gly pro Gly Leu val Lys Pro Ser Glu
1 S 5 10 B 15 -

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

Gly Ile His Trp val:Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp Leu
35 s 40 45

Gly val Ile Trp Ala Arg g]y Phe Thr Asn Tyr.égn Ser Ala Leu Met
50 : 5

Page 4



PCTIB0 117 9gg3,

S ' Anti-alpha2 integrin antibodie$ 1
ser Arg val Thr Ile Ser val Asp Thr Ser Lys Asn Gln Phe Ser Leu
65 70 _ .75 _ 80

Lys Leu Ser Ser X?]”Thf Ajé'A1a Asp Thr Ala val Tyr Phe Cys Ala
. 85 1 90 95

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asp Tyr Trp Gly G]h'G]y
s 100 : 105 L 110 .

Thr Leu val Thr Vé] Ser Ser
115

<210> 10

<211> 119

<212> PRT S
<213>  Artificial

<220> ' o
<223> humanizedvH4.0

<400> 10
GIn val GIn Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 .0 10 : 15

Thr Leu:Ser Egu Thr cys Thr val ggr Gly Phe Ser Leu ggr Asn Tyr

Gly ITe His Trp Ile Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp Ile
35 ’ ‘ 40 45

G1y val 1le Trp Ala Arg Gly Phe Thr ASn Tyr Asn Ser Ala Leu Met
50 55 60

ser Ang,Leu Thr Ile Ser Lys Asp Asn Ser Lys Asn Gln val Ser Leu
65 70 - , 75 “ . 80

Lys Leu Ser Ser val Thr Ala Ala Asp ggr Ala val Tyr Phe gys Ala
85 : 5

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Leu val Thr val ser Ser - -

- 115
<210> 11
<211> 119
<212> PRT

<213> Artificial
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PCT/IB20 11/ 0003 44

L . Anti-alpha2 integrin antibodies
<220> . Ce . L
<223> humanizedvH5.0
<400> 11

G1In val GIn Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 ' 5 L - 10 15

Thr Leu Ser Egu Thr Cys Thr val ser Gly Phe Ser Leu Thr Asn Tyr
3 25 30

Gly Ile His Trp val Arg GIln Pro Pro Gly Lys Gly Leu Glu pr Ile
.35 _ 40 45 A

Gly val Ile Trp Ala Arg Gly Phe Thr Asn Tyr Asn Ser ATa Leu Met
50 . .55 - 60

Ser ArglLeu ThrHI1é'Ser Lys Asp Asn Ser Lys Asn Gln val Ser Leu
65 70 75 ' “. 80

Lys Leu ser ser val Thr Ala Ala Asp Thr Ala val Tyr Phe éyé:A1a
85 90 - 95 -

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asp Tyr Trp G1va1n Gly
100 .o 105 - 110

Thr Leu val Thr val ser ser
~0 115 ’

<210> . 12

<211> 119

<212> PRT

<213> Artificial

<220> P
<223> humanizedvH6.0

<400> 12
Gln val GIn Leu Gln Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 10 | 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Phe Ser Leu Thr ASn Tyr
20 , 25 30

Gly Ile His Trp Va1:AFg G1h Pro Pro Gly Lys Gly Leu Glu Trp Ile
35 - : 40 ' 45

Gly val Ile Trp Ala Arg Gly Phe Thr Asn Tyr'ésn ser Ala teu‘Met
50 55

Page 6



ser Arg val Thr
65

Lys Leu.Ser Ser
Arg Ala Asn Asp
‘ 100
Thr Leu val Thr
i 115 :
<210> | 13
<211> 119
<212> PRT

<213> Artificial

" <220>

<223> humanizedvH7.

<400> 13

GIn val GIn Leu

Thr Leu Ser Leu
. ' 20

Gly Ile His Trp
’ 35

Gly val 1le Trp
50'3

ser Arg Leu Thr
65

Lys Leu Ser Ser
Arg Ala Asn Asp
S 100 .

Thr Leu-val Thr-
» 115
<210> 14

<211> 119

<212> PRT

Ser

70

val

85

cly

val

Gln

5 .

Thr

val

_ATa'

val
85

Gly

val

val

Ser

Glu

cys

Arg

Afd

ser
70

Thr

val

Ser

<213> Artificial = .

PCT/B20 11/ 0003 44

Anti-alpha2 integrin antibodies
Lys Asp Asn Ser Lys Asn Gln val Ser Leu
. . 75 80

‘Ala Ala Asp Thr Ala val Tyr phe Cys Ala
90 95

Tyr Tyr Ala Met Asp Tyr Trp Gly GIn Gly
105 110 .

ser

Ser Gly Pro Gly Leu val Lys Pro Ser Glu
- 10 _ _ 15

Thr val ser Gly Phe Ser Leu Thr Asn Tyr
25 o 30 o

Gln Pro Pro Gly Lys Gly Leu Glu Trp Leu
.40 ; 45

Gly Phe Thr Asn Tyr Asn Ser Ala Leu Met

55 60

Lys Asp Asn Ser Lys Asn Gln val Ser Leu

Ala Ala Asp Thr Ala val Tyr Tyr cys Ala
90 | 95

Tyr Tyr Ala Met Asp Tyr Trp Gly GIn Gly
105 , 110 .

Ser

Page 7



<220>
<223>

<400>

humanizedvH9.

14

Gin val.Gln
1 o

THr

Gly

ser
65
Lys

Arg

Thr

Leu
Ile

val
50

Arg

Leu
Ala

Leu

<210>
<211>
<212>

<213>

ser

His

35

'I1e
Leu
ser
Asn
val

115

15
119
PRT

<220> .

<223>

<400> .
G1n val GIn Leu GIn Glu Ser Gly Pro Ggy Leu val Lys Pro Ser Glu
1 5 1

15

Leu

Leu

.20

Trp

Trp

Thr

Ser

100

Thr

Gln

5.

Tﬁh
val
e
re

val
85

cly

val

Artificial

" humanizedvH10.0

PCINB20 11/ 0003 44

Anti-alpha2 integrin antibodies

0 Position 48 can be Leucine or Isoleucine

G1uhser161y Pro Gly Leu val Lys Pro Ser. Glu
© 10 15
Cys Thr val ser Gly Phe Ser Leu Thr Asn Tyr

25 30

Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp Ile
40 = 45

Arg Gly Phe Thr Asn Tyr Asn Ser Ala Leu Met
55

Ser val Asp Asn Ser Lys Asn GIn val Ser Leu

70 75 80

Thr Ala Ala Asp ggr Ala val Tyr Phe Cys Ala
R . 95

val Tyr Tyr Ala Met Asp Tyr Trp Gly GIn Gly

105 110 .

Ser Ser

~ 15

Thr Leu Ser Leu Thr cys Thr val Ser Gly Phe Ser Leu Thr Asn Tyr
: 20 :

25 _ : 30

Gly Ile His Trp val Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp:Leu

40 45

Gly val 1le Trp Ala Arg Gly Phe Thr Asn Tyr gsn ser Ala Leu Met
50 '

55

page 8



65

ser Arg Leu Thr

Lys Leu Ser Ser

Arg Ala Asn

Asp
100

Thr Leu val Thr

<210>
<211>

<212>
<213>

 <220>
<223>

<400>

115

16
119
PRT

Ile

val

85.:

val

“Artificial

ser
70

Thr

Gly val

Ser

humanizedvH11.0

16

Gln val Gln

1

Thr
Gly
‘G1y
Ser
65
Lys

Arg

Thr

Leu
Ile

val

Ser

His
35

Ile

50

AFg;

Leu

Ala

Leu

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

Leu

Ser

Asn

val
115

17
119
PRT

Leu
Leu
20

Trp
Trp
Thr
Ser

ASp

Thr

Gln

5 =

Thr

val

Ala

Ile

Va1
85

Gly

vé1

Gy
.Cys
“Arg
Arg
Ser
70
Thr
ya1

Ser

Artificial -

PCT/B20 117 0003 44

Anti-alpha2 integrin éntibodies»
Lys Asp Thr Ser Lys Asn Gln val Ser Leu
75 80

Ala Ala Asp Thr Ala val Tyr Phe Cys Ala
S 90 95

Tyr Tyr Ala Met Asp Tyr Trp Gly Gln Gly
105 : 110 .

ser

pPosition 48 can be Leucine or Isoleucine

ser Gly Pro Gly Leu val Lys Pro Ser Glu
: ‘10 15

Thr val ser Gly Phe Ser Leu ggr,Asanyr’

GIn Pro Pro Gly Lys Gly Leu Glu Trp Ile
40 45

Gly Phe Thr Asn Tyr Asn Ser Ala Leu Met

55 760
Lys Asp Asn ser Lys Asn Gln Phe Ser Leu

75 80

Ala Ala Asp Thr Ala val Tyr Phe Cys Ala
90 9%

“Tyr Tyr Ala Met Asp Tyr Trp Gly GIn Gly

105 110

Ser

Page 9



1

<220> .

<223> humanizedvH12.0

<400> 17 -

GIn val GIn Leu GIn Glu

1 L 5 .

Thr Led éér Leu Thr Cys

20

Gly Ile His Trp Ile Arg
35 -

Gly val Ile Trp Ala Arg

50 .-

Ser Arg Leu Thr ITe Ser

65 70

Lys Leu Ser Ser val Thr

85. .
Arg A1a Asn Asp Gly val
100 .

Thr Leu val Thr val Ser

115
210> 18

<211> 119

<212>  PRT

<213>  Artificial

220> R

<223> humanizedvH13.0

<400> 18 '

Gln val G1n Leu GIn Glu
' 5

 Thr Leu Ser Leu Thr Cys
. 20 e

Gly ITe His Trp VaT‘Arg

35

Gly v81 Ile Trp Ala Arg
5 »

PCT/AB20 11/ 0003 44

Anti-alpha2 integrin antibodies

Position 48 can be Leucine or Isoleucine

Ser Gly Pro Gly Leu val Lys Pro Ser Glu

10 15,

Thr val ger Gly Phe ser- Leu Thr ASh'Tyr
5 . 30 L

Gln Pro Pro Gly Lys Gly Leu Glu Trp Leu
40 . 45

Gly Phe Thr Asn Tyr Asn Ser Ala Leu Met
55 60 D

Lys Asp Asn Ser Lys Asn GIn val Ser“Leu

Ala Ala Asp Thr Ala val Tyr Tyr Cys Ala
S - 90 95

Tyr Tyr Ala Met Asp Tyr Trp Gly Gln Gly
105 e 110 .-

Ser

ser Gly Pro Gly Leu val Lys Pro ser Glu
10 15

Thr val ser Gly Phe Ser Leu Thr Asn Tyr
25 ' 30

GIn Pro Pro Gly Lys Gly Leu Glu Trp Ile
40 45 i

Gly Phe Thr Asn Tyr Asn Ser Ala Leu Met
§ 60

S35

| Page 10



PCT/B20 11/ 0003 44

Anti-alpha2 1ntegr1n ant1bod1es
ser Arg val Thr Ile ser Lys Asp Asn Ser Lys Asn Gln val Ser Leu
65 70 75 o 80

Lys Leu Ser Ser §a1 .Thr A1a Ala Asp Tgr A]a val Tyr Tyr Cys Ala
5 9 95

Arg Ala Asn Asp G1y’Va1 Tyr Tyr Ala Met Asp Tyr Trp Gly GIn Gly
A 100 105 1100

"Thr Leu val Thr val Ser Ser
115

<210> 19

<211> 119

<212> - PRT

<213> Artificial

<220> : ) .
<223> humanizedvH14.0 Position 48 can be Leucine or Isoleucine

<400> 19

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

Thr Leu Ser Egu ThiCys Thr val ggr Gly Phe Ser Leu Thr Asn Tyr
. i 30 L

Gly Ile His Trp Ile Arg Gln Pgo Pro Gly Lys Gly Leu Glu TEp'Leu
35 4 45 R

Gly val 1le Trp Ala Arg Gly Phe Thr Asn Tyr égn Ser Ala Leu Met
50 , ... 55 "

Ser Arg-‘val Thr Ile ser Lys Asp Asn Ser Lys Asn GIn val Ser Leu
65 = - 70 75 .. . 80

‘Lys Leu ser ser val Thr Ala Ala Asp ghr Ala val Tyr Tyr gys Ala
. 85 0 5

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asp Tyr Trp Gly Gln Gly
> 100 _ o 105 ' 110 ‘

Thr Leu val Thr val ser ser

" 115
10> 20
211> 11
<212> PRT

213> Artificial
>Page 11



PCTIB0 11/ g3,y

- Anti-alpha2 integrin antibodies.
<220> - ’ . SRR

<223> Fw4 4-59 [NCBI entry gi/33583]
<400> 20 )

Trp Gly Gln Gly fhrvLeu val Thr val Sser Ser
1 . -5 . 10

210> 21 o | | ’

<211> 106
<212> PRT

<213> Artificial

<220>
<223> humanized VL region

<220>

<221> VARIANT

<222> (.. o

<223> Xaa at position 1 can be GIln or Asp

<220> .
<221> VARIANT
<222> (2)..(2)
<223> Xaa at position 2 can be Phe or val

<220> '
<221> VARIANT
<222> (4)..4d) I : g
<223> Xaa at position 4 can be Leu or Met

<220>"

<221> VARIANT :

<222> . (45)..(45). : -
<223> Xaa at position 45 can be Lys or Leu

<220> - - .

<221> VARIANT

<222> (46)..(46)

<223> Xaa at position 46 can be Trp or Leu

<220> ,

<221> VARIANT

<222> (48)..(48)

<223> Xaa at position 48 can be Tyr or Lys_

<220> .

<221> VARIANT -

<222> (70)..(70) >

<223> Xaa at position 70 can be Tyr or Phe
<400> 21

Xaa Xaa val Xaa Thr Gln Ser Pro Ala phe Leu Ser val Thr Pro Gly
1 - 5 . o 10 : 15

Glu Lys val Thr Ile Thr Cys Ser Ala GlIn ser Ser val Asn Tyr Ile
- 20 - 25 : 30

Page 12



PCT/B20 111 0003 44

_ . : Anti-alpha2 integrin antibodies
His Trp Tyr Gln GIn Lys Pro Asp GIn Ala Pro Lys Xaa Xaa Ile Xaa
40 45 :

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

Gly ser Gly Thr Asp Xaa Thr Phe Thr Ile Ser Ser Leu Glu ATa Glu
65 70 75 80

Asp A1é Ala Thr gyr Tyr Cys Gln Gln Tgp Thr Thr Asn Pro Leu Thr
5 90 95

phe Gly GIn Gly Thr Lys val Glu Ile Lys
S 100 - . 105

<210> 22

<211> 106

<212> PRT

<213> Artificial

© <220>

<223> humanizedvr2.0Q .

<400> 22 '

GIn Phe val Leu Thr Gln ser Pro Ala Phe Leu Ser val Thr Pro Gly
1 g 5. 10 = 15

 Glu Lys val Thr Ile Thr Cys Ser Ala Gln Ser Ser val Asn Tyr:I1e
20 _ 25 - 30

His Trp Tyr Gln G1n'L9$ PFo Asp Gln ATa Pro Lys Lys Leu Ile Tyr
.- .35 s Lo 40 45

Asp Thr Ser Lys Leu Ala Ser Gly val Pro ser Arg Phe Ser G1ywSer
50 » ) 55 : 60 L

Gly ser Gly Thr Asp Tyr Thr phe Thr Ile Ser Ser Leu Glu A1a.G1u
65 ‘ 70 75 . 80

Asp Ala Ala Thr gyr'TyrACys Gln Gln Trp Thr Thr Asn Pro geu Thr
. -~ gy 90 s

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

<210> 23

<211> 106

<212> PRT L
<213> Artificial S
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PCTAB20 117 000344

o Anti-alpha2 integrin antibodies
<220> : Bt

'<223> humanizedvL3.0Q
<400> 23 N
g1n phe val Leu Thr GIn Ser Pro Ala Phe Leu Ser val Thr Pro Gly

5 »{”v'  o 10 15

Glu Lys.Va1 ;85 Ile Thr Cys Ser Ala Gln Ser Ser val ggn Tyr Ile
o | T2 , T

His Trp Tyr GIn GIn Lys Pro Asp GIn Ala Pro Lys Leu Leu I1e_Tyr
35 - : 40 45

Asp Thr Ser Lys Leu Ala Ser Gly val Prd Ser Arg Phe Ser Gly Ser
50 : . 55. 60

Gly SeF'G1y Thr Asp Tyr Thr pPhe Thr Ile Ser Ser Leu Glu Ala Glu
65 70 75 80

Asp Ala Ala Thr Tyr Tyr Cys GTn Gln ggp Thr Thr Asn Pro geU‘Thr
85 _ ‘ 95

" phe Gly GIn Gly Thr Lys val Glu I1e'Ly§
100 105

<210> --24
<211> 106

<212>- PRT
<213> . Artificial

<220> '
<223>  humanizedvL4.0Q

<400> 24

GIn ser pro Ala Phe Leu Ser val Thr Pro Gly
10 15

Asp VaT_Va] Met Thr
1 5

Glu Lys val Thr Ile Thr Cyé ser Ala Gln Ser Ser val égn Tyf;I1e
20 : 25 R

His Trp Tyr GIn GIn Lys Pro Asp Gln Ala Pro Lys Lys TEp Ile Tyr
35 .40 - 45

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

fG1y ser Gly Thr Asp Tyr Thr Phe Thr Ile Ser Ser Leu Glu Ala Glu
65 70 | 75 80

:Paée 14



Asp Ala Ala Thr Tyr
85

phe Gly GIn Gly Thr
100

<210> 25

<211> 106

<212> PRT

<213> Artificial

<220> S
<223> humanizedvL5.

<400> 25

Asp Phe-val Leu Thr
1 5 .

Glu Lys.Va1 Thr 1Ile
20

His Trp Tyr GIn GIn

Asp Thr Ser Lys Leu
50 '

Gly ser Gly Thr Asp
65

Asp Ala-Ala Thr Tyr
' 85 -

Phe Gly GIn Gly Thr

<210> 26

<211> 106

<212> PRT

<213> Artificial

<220>. o
<223> humanizedvL6.

<400> 26

Gln Phe val Met Thr
1 : 5

Glu Lys val Thr 1le
.20 o

PCT/B20 11/ 0003 44

Ahti-a1pha2 integrin antibodies

Tyr Cys G1n GIn grp Thr Thr Asn Pro Leu Thr

95

Lys val Glu Ile Lys
105

GIn Ser Pro Ala Phe Leu Ser val Thr Pro Gly
10 | 15

Thr Cys Ser é;a GIn ser Ser val égn Tyr Ile

Lys Pro Asp Gln Ala Pro Lys Lys Trp Ile Tyr
40 45

Ala Ser Gly val Pro Ser Arg Phe Ser Gly Ser
55 ' 60 .

Tyr Thr phe Thr Ile Ser Ser Leu Glu Ala Glu
70 75 80

Tyr Cys Gln GIn Trp Thr Thr Asn Pro Leu Thr
: 90 95

Lys val Glu Ile Lys
105

0Q
GIn Ser Pro Ala Phe Leu Ser val Thrvigo Gly

Thr'éyé ser Ala GlIn Ser Ser val Agn Tyr Ile
o 25 . 3

Page 15



PCTB20 11/ 0003 4 4

‘Anti-alpha2 integrin antibodies

His beﬂggr GIn Gln Lys Pro Agp Gln Ala Pro Lys Lys Trp ITé"Tyr
- 4 458 R

Asp Egr Ser Lys Leu Ala ggr Gly val Pro Ser Arg Phe Ser>éTy'Ser
_ 60 :

Gly Ser Gly Thr Asp'TyE Thr Phe Thr Ile ser Ser Leu .Glu Ala Glu
65 - - 70 ‘ 75 80

Asp A]é,A1a Thr gyf Tyr Cys Gln GIn Trp ThrJThr Asn Pro Leu Thr
: 5 90 T 95

Phe Gly GIn Gly Thr Lys val Glu Ile Lys

100 " 105
<210> 27
<211> 106
<212>.. PRT
<213> Artificial
220> B
<223> humanizedvL7.0Q
<400> 27
Asp Phe val Met Thr GIn Ser Pro Ala Phe Leu Ser val Thr Pro Gly
1 . 5 .. ' 10 15

Glu Lys val Thr Ile Thr Cys Ser éla G1n ser ser val égn Tyr Ile
20 . 5 o C

His Trp Tyr GIn GIn Lys Pro Asp GIn Ala Pro Lys Lys Trp Ile Tyr
: 35 ' o

Asp Thr Ser Lys Leu Ala ser Gly val Pro Ser Arg Phe Ser Gly Ser
50 .55 60 :

Gly ser Gly Thr Asp Tyr Thr Phe Thr Ile Ser Ser Leu Glu Ala Glu
65 L 75 C 80

Asp Ala Ala Thr gyr Tyr Cys Gln GIn ggp Thr Thr Asn Pro~Léu Thr
5 - 95

phe Gly Gln Gly Thr Lys val Glu Ile Lys
C 100 . 105

210> 28
<211> 106

© <212>  PRT .

<213> Artificial
' Page 16



KB 11/ 93,

Anti-alpha2 integrin antibodies.

<220>
<223> humanizedvL8.0Q

<400> 28 »
Gln phe val Leu Thr Gln Ser Pro Ala Phe Leu Ser val Thr Pro Gly
1 5 10 15 -

Glu Lys val ;gr Ile Thr Cys Ser é}a Gln ser ser val Asn:TYr Ile
| ' 30

His Trp ggr Gln Gln Lys Pro ﬁgp.G1n_ATa Pro Lys Lys Trp Ile Tyr
S o 45

Asp TBr’Ser Lys Leu Ala ggr Gly val Pro Ser ggg Phe Ser Gly Ser
50 - S o

Gly ser Gly Thr Asp Phe Thr phe Thr Ile Ser Ser Leu Glu Ala Glu
65 . 70 75 - 80

Asp Ala Ala Thr Tyr Tyr Cys GIn GIn ggp Thr Thr Asn Pro geu Thr
85 s 5

Phe Gly G1n G1vahc Lys val Glu Ile Lys .
e 100 105

<210> 29

<211> 106

<212> PRT

<213> Artificial

<220> IR
<223> humanizedvt9.0Q

<400> 29 .
GIn Phe val Leu Thr Gln Ser Pro Ala Phe Leu Ser val Thr Pro Gly
1 > 10 15

Glu Lys val Thr Ile Thr Cys Ser Ala GIn Ser Ser val Asn Tyr Ile
20 . o 25 ' 30 :

His Trb Tyr GlIn G]h tys.#ro Asp GIn Ala Pro Lys Lys Trp Ile Lys
- 35 40 _ 45 c

Lo

Asp Thr Ser Lys Leu Ala Ser Gly val Pro Ser Arg Phe Ser G]y'Ser
50 ‘ 55 60 e

Gly ser Gly Thr Asp Tyr Thr phe Thr Ile ser Ser Leu Glu Ala Glu
65 70 75 - 80
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PCT@BZOH/UUU.BH

_ Anti-alpha2 ‘integrin antibodies

Asp Ala Ala Thr ;gr'fyr”cys“c1n Gln ;rb Thr Thr Asn Pro Leu Thr
- " 0 5

Phe Gly GIn ggy Thr Lys val Glu Ile Lys
o (V.

105
" <210> 30

<211> 106

<212> PRT S

<213> . Artificia] '

<220> o

<223>" humanizedVLl0.0Q

<400> 30 )

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

‘Glu Lys val Thr I1e Thr_C§S‘Ser Ala GIn Ser Ser val Asn Tyr Ile
. 20 - . 25 30

His Trp Tyr GIn GIn Lys Pro Asp GIn Ala ProLys Lys Leu Ile Tyr
: 35 ' 40 45 S

Asp Thr Ser Lys Leu Ala Ser Gly val Pro Ser Agg Phe ser Gly ser
50 55 » 6

Gly ser Gly Thr Asp Tyr Thr Phe Thr Ile Ser Ser Leu Glu Ala Glu
65 ‘ 70 75 80

Asp Ala Ala Thr fyr'Tyr Cys GIn Gln Tgp Thr Thr Asn Pro geu Thr
: 85 - 9 )5

Phe G]y GIn Gly Thr Lys val Glu Ile Lys

100 _ 105
<210> .31
<211> 106
<212>  PRT
<213> Artificial.
<220> h
<223> humanizedviL11.0Q
<400> 31

Asp Phe val Met Thr Gln Ser Pro Ala Phe Leu Ser val Thr Pro Gly
1 | 5 10 15

Glu Lys val Thr Ile Thr Cys Ser Ala Gln ser-Ser val Asn Tyr Ile
20 25 - 30

Page 18



PCTB0 11/ 5gg3,,

"Anti-alpha2 integrin antibodies -

His Trp ggr Gln Gln Lys Pro ﬁgp Gln Ala Pro Lys Lys Trp iié'Tyr
45

Asp Egr Ser Lys Léqu1é_§§P>G1y val Pro Ser Arg Phe Ser Gly ser
| A 60 '

Gly ser-Gly Thr Asp Phe Thr phe Thr Ile Ser Ser Leu Glu Ala Glu
65 " 70 75 " 80

Asp Ala Ala Thr ggr Tyr Cys Gln GIn T6p Thr Thr Asn Pro Leu Thr
: 9 95

Phe Gly GIn Gly Thr Lys val Glu Ile Lys

100 '_” , 105
<210> 32
<211> 106
<212> PRT
<213> Artificial
<220>
<223> humanizedvL1.0Q -
<400> 32 P
GlIn PHefva1 Leu Thr GIn Ser Pro Ala Phe Leu Ser val Thr Pro Gly

1 | 5 0 - 15

Glu Lys val Thr 1le Thr Cys Ser é]a GIn Ser Ser val égn fyh'I1e
20 5

His Trp Tyr Gln Gln Lys Pro A(s)p Gln Ala Pro Lys Ii)gs Trp Ile Tyr
35 S | |

" Asp Thr ser Lys Leu Ala Ser Gly val Pro Ser-Arg Phe Ser Gly ser
50 55 60 :

Gly Ser Gly Thr Asp Tyr Thr Phe Thr Ile Ser Ser Leu Glu Ala Glu
65 70 75 R 80

Asp Ala Ala Thr TyP'Tyrnys GIn GIn Tgp Thr Thr Asn Pro Leu Thr
85 ... 9 95

Phe GT}JG]n Gly Thr Lys val Glu Ile Lys ~
100 105

<210> 33
<211> 106
<212> PRT '
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PCTIB20 117 ggg3 4,

. . Anti-alpha2 integrin antibodies
<213>  Artificial ;

<220> . :

<223> humanizedvL12.0Q

<400> 33 :

Asp Phe val Met Thr Gln Ser Pro Ala Phe Leu Ser val Thr Prb‘G]y

1 5 10 - 15

Glu Lys val Thr Ile Thr Cys ser Ala GIn ser ser val Asn Tyr Ile
a0 T T s 30

His Trp Tyr GIn GIn Lys Pro Asp GIn Ala Pro’Lys Lys Leu Ile Tyr
35 . 40 : 45 -

Asp Thr ser Lys‘Leu Ala Ser Gly val Pro Ser 259 Phe ser G]y Ser
50 55

Gly ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Glu Ala Glu
65 | 70 75 80

Asp Ala Ala Thr Tyr Tyr Cys GIn Gln Trp Thr Thi Asn Pro Leu Thr
' 85 90 » 95 .

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

<210> 34

<211> 10

<212> PRT

<213> .Artificial -
<220> » _ _
<223> FW 4 of mature kappa Tight chain
<400>- 34

Phe Gly GIn Gly Thr Lys val Glu Ile Lys
1 5 - 10

<210>"" 35

<211> 330

<212> PRT :

<213>- Artificial

<220> _ L

<223> variant human IgG 1133 heavy chain constant region
<400> 35 )

Ala ser Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys
1 L 5 ' 10 15

Page 20



PCTB20 117 0043 44

-  f:Anti—a1pha2'integr1n antibodies
Ser Thr Ser ggy_G1y-Thr.A1a Ala Leu Gly Cys Leu val Lys Asp Tyr
o C 25 . 30

Phe Prb'ggu pro val Thr val sgr Trp Asn Ser Gly Ala Leu Thf ser
. 4 45 o

Gly gg] His Thr Phe Pro éga val Leu GIn Ser Ser Gly Leu Tyr Ser
. - . 60

Leu Ser Ser val Va1'fhr“va1 Pro Ser Ser Ser Leu Gly Thr Gln Thr
65 . 70 ‘ 75 - 80

Tyr I1e‘Cys Asn val Asn His Lys Pro Ser Asn Thr Lys val Asp Lys .
85 90 95

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

Pro Ala Pro Glu Leu Leu 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 GIn Phe Lys Trp
145 » _ /150 - ' 155 160

Tyr val Asp Gly val Glu val His Asn Ala Lys Thr Lys Pro Arg Glu
S 165 70 175

Glu GIn Tyr Asn Ser Thr Phe Arg val val ser val Leu Thr val Leu
180 185 190 =

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys val Ser Asn
195 S 200 205 ,

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr ITe Ser Lys Thr Lys Gly
210 - 215 ~220 e

GIn Pro'Arg Glu Pro Gln val Tyr Thr Leu Pro Pro Ser Arg G1u G1u
225 230 235 o 240

Met Thr Lys Asn Gln val Ser Leu Thr Cys Leu val Lys Gly Phe Tyr
245 - 250 255

Pro Ser Asp Ile Ala val Glu Trp Glu Ser Ser Gly Gln Pro Glu Asn
. 260 265 = 270 .
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Asn Tyr

Leu Tyr

290"

Ile PHé;

305

GIn Lys

<210>.
<211>

<212>
<213>-

<220>
<223>

<400>

Ala Ser
1
ser Thr

Phe Pro

Gly val
Leu

65
Tyr Thr
Arg

Pro

Pro
130

Lys

50

Ser

VaT

Ala:

PCT/B20 11/ 090344

Anti-alpha2 integrin antibodies

Thr Thr Pro Pro Met Leu

Asn
275 280
ser LyS_Led TheraT Asp Lys
Ser Cys Ser val Met His Glu
310
Ser Leu Ser Leu Ser Pro Gly
325 :
36
330
"PRT
artificial.
variant human IgG 3133 heavy

36

Thr Lys Gly Pro Ser
s

ser g]y Giy;Thr Ala Ala Leu
0 .

val ser

40

Glu Vé1 Thr
35

Pro Trp

A]a'va1 Leu

55

His Thr Phe Pro

Thr val Ser

70

ser val val Pro

val Asn His Pro

85

Cys Asn Lys

Glu Pro Lys Ser Cys Asp
100

Pro Glu Leu Leu Gly Gly

115

Thr Met Ile Ser

135

Lys Asp Leu

val Phe

25

Asp Ser Asp Gl

y Ser Phe Phe
285

ser Arg Trp GIn GIn Gly Asn
300 :

Ala Leu

His Asn Arg Phé:Thr
315 S

320

Lys .
330

chain constant region’ .

ser
15

Pro Leu Ala Pro
10

cys Arg

Gly val Lys

30

Cys-Leu Asp Tyr

Ala Thr
45

Asn Ser Gly Leu ‘Ser

Gln Ser Gly Leu Ser

60

Ser Tyr

Ser Ser-Leu Gly Thr

G1HvThr
75 .

80

val Asp Lys

- 95

Ser Asn Thr

90

Lys

Thr Pro Pro

110

Thr His Cys Cys

Leu Phe Pro
125

ser val phe Pro

Pro Glu Va1 Thr

140

Arg Thr Cys
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PCIIBA 11/ 090344

S . _Anti-alpha2 integrin antibodies - -
val val val Asp val Ser His Glu Asp Pro Glu val Gln Phe Lys Trp
145 150 155 . 160

Tyr val Asp Gly val Glu val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 , 175

Glu GIn Tyr Asn Ser Thr Phe Arg val val Ser val Leu Thr val Leu
180 185 190

His G1h'Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys val Ser Asn
195 : 200 205 o

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly
210 215 <_ 220

G1n Pro. Arg Glu Pro GIn val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 - 230 235 - 240

Met Thr Lys Asn Gln val Ser Leu Thr Cys Leu val Lys Gly ﬁhé;Tyr
: 245 250 255

Pro Ser Asp Ile Ala val Glu Trp Glu Ser Ser Gly GlIn PEo Glu Asn
260 : o 265 270

Asn Tyr Asn Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe
275 | 280 T 285 o

Leu TyrISer Lys Leu Thr val Asp Lys Ser Arg Trp GIn Gln GTy'Asn
290 295 300 -

Ile Phe Ser Cys Ser val Met His Glu Ala Leu His Asn Arg Phe Thr
305 310 -+ 315 - 320

GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys

325 330
<210> 37
<211> 330
<212> PRT

<213> Artificial

<220> . ,
<223> variant human IgGl heavy chain constant region E269D

<400> 37 _ . ‘
Ala ser Thr Lys G1y Pro Ser val Phe Pro Leu Ala Pro ser Sén_Lys
1 ' S 10 15

ser Thr ser Gly Gly Thr Ala Ala Leu Gly Cys Leu val Lys Asp Tyr
o ~ Page 23



PCTIB20 11/ 034,

Anti -az15pha2 integrin antibodies

20 30

Phe Pro g]u Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr ser
5 40 o

Gly gg] His Thr Phe ﬁrd'§1a'va1 LeQ'GTn'Sér Ser Gly Leu Tyr Ser

Leu Ser Ser val Vé] Thr val Pro Ser Ser Ser Leu Gly Thr G1n‘Thr
65 - 70 75 - 80

Tyr Ile Cys Asn X§1 Asn His Lys Pro Ser Asn Thr Lys Va]IAS§'Lys
90 95 .

Lys val Glu Pro Lys‘Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
~+. 100 _ : 105 110

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser val-Phe Leu Phe Pro Pro
115 120 T 125 e

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Va1vTHr Cys
130 135 140 :

val val val Asp Va1rSér”H{S'Asp Asp Pro Glu val Lys Phe Asn Trp
145 - 150 155 _ 160

Tyr val Asp Gly val Glu val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 | 175

Glu GIn Tyr Asn Ser Thr Tyr Arg val val Ser val Leu Thf val Leu
180 185 : 190

His Gln Asp Trp Leu A$h1G1y-Lys Glu Tyr Lys Cys Lys val Ser Asn
o o 2 _

Lys A15_Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys A1a.L§s’G1y
210 , 215 220 o

GIn Pro Arg Glu Pro Glin val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
225 o230 - 235 240

Leu Thr Lys Asn GIn val ser Leu Thr Cys Leu val Lys Gly Phe Tyr
_ 245 250 : 255

Pro Ser Asp Ile Ala val Glu Trp Glu Ser Asn GTy GIn Pro Glu ‘Asn
: 260 265 270 -
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PCMBZOH/ 00034y

“Anti-alpha2 integrin antibddies
Asn Tyr Lys Thr Thr Pro Pro val Leu Asp Ser Asp Gly Ser Phe Phe
275 Lo 280 ' 285

Leu Tyr Ser Lys Leu Thr val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 ~ 300 S

val Phe Ser Cys Ser val Met His Glu Ala Leu His Asn His Tyr Thr
305 ' 315 7320

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> -38

<211> 330

<212> PRT

<213> Artificial

<220> . N
<223> variant human IgGl heavy chain constant region S298A

<400> 38
Ala ser Thr Lys G1y'Pro-Ser val Phe Pro Leu Ala Pro Ser Ser Lys
1 o 5 10 ‘ 15

ser Thr Ser ggy GTy Thr. Ala Ala Egu Gly Cys Leu val g%s Agb Tyr

Phe Pro g1u Pro val Thr val SSr Trp Asn Ser Gly Ala Leu Thr ser L
. 5 4 C 45

Gly val His Thr Phe Pro Ala val Leu GIn Ser égr Gly Leu Tyr Ser
"7 50 g 55 |

Leu ser Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr G1n Thr
65 70 75 80

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

Lys val Glu Pro Lys ser CYs Asp Lys Thr His Thr Cys Pro Pro Cys
... 100 105 ) 110

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser val Phe Leu Phe Pro Pro
115 o 120 125 o

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

val Va1 Va1_Asp val ser His Glu Asp Pro Glu val Lys Phe Asn Trp
S . : Page 25 o



PCTIB2 11/ ggg3,,

o ‘Anti-alpha2 integrin antibodies
145 . 150 155 160

Tyr val Asp Gly val Glu val His Asn Ala Lys Thr Lys Pro Afé'61u
165 170 175

Glu Gln Tyr Asn Ala Thr Tyr Arg val val Ser val Leu Thr val Leu
180 . - 185 190

His G]n'Asp Trp‘Leu Asn Gly Lys Glu Tyr Lys Cys Lys val Ser Asn

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile ser Lys Ala Lys Gly
210 - ' . 215 » : 220 :

GIn Pro Arg Glu Pro GlIn val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
225 , 230 - . 235 240

Leu Thr LyS Asn GIn val Ser Leu Thr.Cys Leu val Lys Gly Phe Tyr
- 245 250 - 255

Pro Ser Asp Ile Ala val Glu Trb Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro val Leu ASp Ser Asp Gly Ser Phe Phe
275 S 280 285 ‘

Leu TYr'Ser Lys Leu Thr val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 ' 295 300 o

val Phe Ser Cys Ser val Met His Glu Ala Leu His Asn His Tyr Thr
305 . 310 : 315 : 320

GIn Lys Ser Leu Ser Leu Sér Pro Gly Lys

325 - 330
<210> 39
<211> 330
<212> PRT
<213> . Artificial
<220>

<223> variant human IgGl heavy chain constant region $324N

<400> 39 ' o '

Ala ser Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys

1 5 10 15

ser Thr Ser Ggy Gly Thr Ala Ala 5§u Gly Cys Leu val ggs AsSp Tyr
200 - | Rt
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J%ﬂmﬂ)11/00034[

Anti-alpha2 integrin antibodie§7 

Phe Pro Glu Pro val Thr val Zer Trp Asn Ser Gly Ala Leu Thr ser
- .40 : 45

Gly gg],His Thr Phe'Pro-éga'Va1 Leu GIn Ser Ser Gly Leu Tyr Ser
' . ' 60 '

Leu Ser -Ser val val Thr val Pro Ser Ser Ser Leu Gly Thr 61n Thr
65 70 75 .80

Tyr Ile Cys Asn gg] Asn His Lys Pro Sér Asn Thr Lys val Asp Lys
0 ' 95

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

Pro Ala Pro Glu Leu Leu 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 S 140

val val val Asp Va]fSer His Glu Asp Pro Glu val Lys Phe Asn Trp
145 - . ©. 150 155 160

Tyr val Asp Gly val Glu val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu GIn Tyr Asn Ser Thr Tyr Arg val val ser val Leu Thr val Leu
180 T 185 190

His GIn Asp Trp'LéuAASn Gly Lys Glu Tyr Lys Cys Lys val Asn Asn
195 200 . 205 -

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 : 215 ' 220 coa

GIn Pro Arg Glu Pro Gln val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
225 2300 235 240

Leu Thf Lys Asn GTn‘Va1 ser Leu Thr Cys Leu val Lys Gly Phe Tyr
C 245 - 250 . 255

Pro Ser Asp Ile Ala val Glu Trp Glu Ser Asn Gly GIn Pro G]u'Asn ,
260 265 270 .

Asn Tyr Lys Thr Thr Pro Pro val Leu Asp Ser Asp Gly Ser Phe Phe
e Co Page 27



275

280

—~.
S

PCT/]B2011/0003H"

Leu TyriSer Lys Leu Thr val Asp.Lys Ser Arg Trp Gln GIn

290

295

val Phe Ser- Cys Ser val Met His

305

GIn Lys Ser Leu Ser Leu

<210>

<211>
<212>
<213>

<220>
<223>

<400>

Ala
1
Ser
Phe
Gly
Leu
65
Tyr
'Lys
Pro

Lys

val
145

Thr

Pro

val

40

330
PRT

325

Artificial

310

$éf Pro

variant human IgGl heavy

40

ser

Glu
35

His

50

Ser

Ile

val

Ala

Pro
130

val,

Ser
Cys
Glu
Pro
115

Lys

val

Ser Thr Lys"

Gly
20

Pro
Thr
val
Asn
Pro
100

Glu

Asp

Asp

Gly
c

Gly

VaT
Phe

VVa1

val
85
Lys

Leu

Thr

val

Pro

Thr

Thr.

Pro

Thr
70

Asn

ser

Leu

-Leu

ser

150

Ser

Ala

VaT

val

Ala

Ser

140

Ala

55

val

His

cys

Gly

Met
135

val

Pro

Lys

ASp

Gly

Ile

Asp

300

" Anti-alpha2 integrin aq}ibodies
g 285

Gly

Asn

Glu Ala Leu His Asn His Tyr Thr

Gly

Lys
330

315

chain constant region

Phe Pro Leu Ala

Leu
25

Trp.

Leu:

Ser
Pro
Lys
105
Pro

Ser

Asp

10

Gly
Asn
Gln
Ser
ser
90

Thr

ser

Arg

Cys
Ser

Ser

Leu

Gly

Ser

.60

ser
75

Asn

His.

val

Thr

Leu

Thr

Thr

Phe

Pro
140

Pro Glu, val
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155

Pro
val
Ala
45

Gly
G1y
Lys
Cys

Leu

Ser

Leu

Thr

Va1

Pro
110

Phe_

125 -

Glu

Lys

val

Phe

ser
15

Asp
"Thr
Tyr

GIn

Asp
95
Pro

Pro

Thr

Asn .

320

E269D/S298A

Lys
Tyr
Ser
ser
Thr'
80
Lys
Cys
Pro

Cys

Trp



KCUBA 11/ 9ggq,,

Anti-alpha2 integrin antibodies

Tyr val Asp Gly val Glu Vai His Asn Ala Lys Thr Lys Pro Arg Glu
o 165 : 170 175

Glu G1n1Tyr'Asn Ala Thr Tyr Arg val val ser val Leu Thr VéTlLeu
7180 185 a 190 = -

His .GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys val Sér Asn
195 200 - 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 . 215 220

Gln Pro Arg Glu Pro Gln val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
225 230 235 7T 240

Leu Thr Lys Asn Gln val ser Leu Thr Cys Leu val Lys Gﬁy Phe Tyr
| 245 250 255

Pro Ser Asp Ile Ala val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn
i 260 265 270

Asn Tyr Lys Thr Thr Pro Pro val Leu Asp Ser Asp Gly Ser PHéfPhe
, 275 280 285

Leu Tyr Ser Lys Leu Thr val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 o _ 300

val phe Ser Cys Ser val Met His Glu Ala Leu His Asn His Tyr Thr
305 T 310 315 7320

GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys

325 330
<210> 41
<211> 330
<212> PRT o
<213> Artificial

<220> i e
<223> variant human IgGl heavy chain constant region E2690/5324N

<400> 41 _ _

Ala Ser Thr Lys C1y pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys
1 _ 5 10 15

ser Thr ser»ggy G1y'fhr,A1d_A1a 5§u Gly Cys Leu val %55 Asp Tyr
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Anti-alpha2 integrin antibodies "

Phe Pro ggu Pro val Thr val Sgr Trp Asn Ser Gly Ala Leu'Thf ser
o 4 - 45

Gly val His Thr phe Pro Ala val Leu Gln Ser Ser Gly Leu Tyr Ser
50 - 55 60

Leu Ser Ser val val Thr val Pro Ser ser SefuLeu Gly Thr GIn Thr
65 70 75 - 80

Tyr ITe Cys Asn ga] Asn His Lys Pro Ser Asn Thr Lys val Asp Lys
5 _ 90 95

Lys val Glu Pro Lys'Ser CyS Asp Lys Thr His Thr Cys Pro Pro Cys
' 100 _ 105 , 110

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser val Phe Leu Phe Prb-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 Asp Asp Pro Glu val Lys Phe Asn Trp
145 150 155 160

Tyr val Asp Gly val Glu val His Asn Ala Lys Thr Lys Pro Afgfc1u
' 165 170 175

Glu GIn Tyr Asn Ser Thr Tyr Arg val val ser val Leu Thr val Leu
180 - - 185 . : 190

His Gln Asp Trp Leu:Ash CTy Lys Glu Tyr Lys Cys Lys val Asn Asn
1195 ‘ . 200 205 _

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys A1a.Ly$vG1y
210 . ; 215 220

Gln Pro Arg Glu Pro Gln val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
225 230 : 235 240

Leu Thr Lys Asn.G1h val ser Leu Thr Cys Leu val Lys Gly Phe Tyr
o 245 ’ 250 . 255

Pro'Ser'Asp Ile Ala val Glu Trp Glu Ser Asn G1y Gln Pro Glu Asn
, 260 265 270 -~ -

Asn Tyr Lys Thr Thr Pro Pro val Leu Asp Ser Asp Gly Ser Phe Phe
275 . 280 285
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_PCTHBZOH/MH“

Anti-alpha2 integrin antibodies

Leu - Tyr Ser Lys Leu Thr val

305

290

val Phe Ser Cys

Gln Lys Ser Leu

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

<220> -
<223>

<400> -

Ser
ser
325
42
330
PRT
Artificial

Ala Ser fhr
1 .

Ser
Phe
é]y
Leu
65

Tyr
Lys
Pro
Lys

val
145

Thr

Pro

Ser

Lys

Gly

- 20

Glu

val
50

ser
Ile

val

Ala

Pro
130

val

His
Ser
Cys
Glu
Pro
115
Lys

val

Pro

Thr

val

Asn

Pro

100

Glu

Asp

Asp

Gly
5

Gly
val

phe

val

val

85

Lys

Leu-

Thk

val

295

val Met
310

Leu Ser

Pro Ser
Thr Ala
Thr val

Pro Ala
55

-Thr val
70 e

Asn His

ser Cys

Leu Gly:

Leu Met
135

Ser His
150 ‘

Asp

His

Pro

‘variant human IgGl heavy

42

val

Ala

Ser

40

val

Pro

Lys

Asp

.Gly

Ile

Glu

Lys Ser Arg Trp GlIn GIn Gjy‘Asn
300 »

Glu A1é Leu His Asn His Tyr Thr
315 320

Gly Lys
330

chain constant region S$298A/S324N

Phe Pro Leu Ala Pro Ser Ser Lys
10 15

Leu G1y Cys Leu val Lys Asp Tyr
25 30

Trp Asn Ser Gly Ala Leu Thr Ser
745 S

Leu GIn Ser Ser Gly Leu Tyr Ser
60 P '

ser Ser Ser Leu Gly Thr Gln Thr
75 80

Pro Ser Asn Thr Lys val Asp Lys
90 o 95

Lys Thr His Thr Cys Pro Pro Cys
105 110

Pro Ser val Phe Leu Phe Pro Pro
125

ser Arg Thr-pPro Glu val Thr Cys
140 S

Asp Pro Glu val Lys Phe Asn Tfp
155 ' 160
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PcT_/le_ou/uaaau

Anti-alpha2 integrin antibodies

Tyr val Asp Gly val G]GHVa1 His Asn Ala Lys Thr Lys Pro Arg Glu
. 165 S . 170 175

Glu GIn Tyr Asn Ala Thr Tyr Arg val val ser val Leu Thr val Leu
. ©7 180 185 | 190 -

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys val Asn Asn
195 - 200 o 205

Lys Ala Leu Pro A1a~Pro ITe'G1u Lys Thr Ile Ser Lys Ala Lys Gly
210 o 2158 220

GIn Pro'Arg Glu Pro GIn val Tyr Thr Leu Pro Pro Ser Arg Aép:G1u
225 230 ' 235 T 240

Leu Thr Lys Asn Gln val ser Leu Thr Cys Leu val Lys Gly Phe Tyr
245 s 250 255

Pro Ser Asp Ile Ala val Glu. Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyf:Lys Thr Thr Pro Pro val Leu Asp Ser'Asp Gly Sser PHe;Phe
275 280 285 o

Leu Tyr Ser Lys Leu Thr val Asp Lys Ser Arg Trp GIln G1n Gly Asn
290 295 § 300

Va]IPhe Ser Cys ser val Met His Glu Ala Leu His Asn His Tyr Thr

305 - 310 315 - 320
GIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330
<210> 43
<211> 330
<212> PRT

<213> Artificial

<220>. . o
<223> variant human IgGl heavy chain constant region E2690/5298A/s324N

<400> 43
Ala ser Thr Lys Gly Pro Ser val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 - - 15

ser Thr Ser Gly G1y'Thf'A1a Ala Leu GTy Cys Leu val Lys Asp Tyr
- 20 o e 25 ' 30
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PCT/B20 11 / 000344

- : ' Anti-alpha2 integrin antibodies
Phe Pro g}u Pro val Thr val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35, ' - 40 C

Gly val His Thr Phe Pro Ala val Leu Gln Ser Ser.-Gly Leuvfyr Ser
50 55 _ : 60 :

Leu Ser Ser val VaifThf vaT Pro Ser Ser Ser Leu Gly Thr Gln Thr
65 _ 700 75 80

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

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

Pro Ala Pro Glu Leu'ﬁeu Gly Gly Pro Ser val Phe Leu Phe Pro Pro
115 SR - 120 » 125

Lys Pr6~Lys Asp Thr Leu Met Ile Ser Arg Thr-Pro Glu val TthCys
130 : 135 140

val val val Asp val Ser His Asp Asp Pro Glu val Lys Phe Asn Trp
145 150 - 155 160

Tyr val Asp Gly val Glu val His Asn Ala Lys Thr Lys Pro Arg Glu
. 165 170 175

Glu GIn Tyr Asn Ala Thr Tyr Arg val val Ser val Leu Thr Véi'Leu
180 185 . 190

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys val Asn Asn

Lys Ala Leu Pro Ala’Pr6:i1é,G1u Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220 _

G1n Pro Arg Glu Pro Gln val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
225 230 235 ':;_:_240

Leu Thr Lys Asn GIn val Ser Leu Thr Cys Leu val Lys Gly Phe Tyr
245 c 250 255

Pro Ser Asp Ile A1érva1:61u Trp Glu Ser Asn Gly Gln Pro Glu Asn
o 260 265 _ ‘ 270

Asn Tyr Lys Thr Thr Pro Pro val Leu Asp Ser Asp Gly ser phe Phe
275 280 _ e
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Ant1 alpha2 integrin ant1bod1es

Leu Tyr Ser Lys Leu Thr val Asp Lys Ser Arg Trp Gln G1n G1y 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> 44
<211> 449
<212> PRT s
<213> Artificial - -
<220>

<223> heavy chaih_anti—VLAZ 1gG1

<400> 44 |
Gln val GIn Leu Gln Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 » 10 "~ 15

Thr Leu Ser Lgu Thr Cys Thr val ggr Gly Phe Ser Leu Thr Asn Tyr

Gly T1e His Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Leu
35 40 745 -

Gly val Ile Trp Ala Arg Gly Phe Thr Asn Tyr ASn Ser Ala téu Met
50 o 55 6 -

Ser Arg Leu Thr ITe Ser Lys Asp Asn Ser Lys Asn Gln val Ser Leu
65 70 75 80

Lys Leu. Ser Ser val Thr Ala Ala Asp Thr Ala-val Tyr Tyr ggs‘A1a
E 85 90 e : T

Arg Ala Asn Asp Gly val Tyf‘Tyr Ala Met Asp Tyr Trp Gly GIn Gly
100 ~ 105 | 110

Thr Leu val Thr Va1;$er Sek'A1a ser Thr Lys Gly Pro Ser val Phe
- 115 R 120 125

Pro Leu Ala Pro Ser Ser Lys Ser Thr ser Gly Gly Thr Ala Ala. Leu
130 | 135 C 7 140 >

Gly Cys Leu val Lys Asp Tyr phe pro Glu Pro val Thr val SérvTrp
145 150 . . 155 160
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v 0 Anti-alpha2 integrin antibodies
Asn Ser Gly Ala Leu Thr Ser Gly val His Thr Phe Pro Ala val Leu
L - 165 170 175

Gln ser Ser:G1y LéU'Tyr ser Leu Ser ser val val Thr val bfo Ser
180 - : 185 190 - =

Ser ser Leu Gly Thr GIn Thr Tyr Ile Cys Asn val Asn His Lys Pro
: 195 200 0 T 205 ‘

ser Asn Thr Lys val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys
210 . o 215 220

Thr His Thr Cys PFO Pro Cys Pro Ala Pro Glu Leu Leu Gly G1y‘Pro
225 _ o230 235 - 240

ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
245 . - 250 : 255

Arg Thr.Pro Glu val Thr Cys val val val Asp val Ser His Glu Asp
<.+ 260 : 265 270 . '

Pro Glu val Lys Phe Asn Trp Tyr val Asp G1ylva1 Glu val His Asn
275 L 280 . 285 ‘

Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr TYr Arg val
290 o295 . 300

“val ser val Leu Thr val Leu His GIn Asp Trp Leu Asn Gly Lys Glu
305 S 310 315 7320

Tyr Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro Ile ¢1UZLYS
. 325 330 it

Thr 1le Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln val Tyr Thr
- 340 o 345 - ' 350

Leu Pro:Pro ser Arg Asp Glu Leu Thr Lys Asn Gln val Ser Leu Thr
© 355 _ 360 - 365 S

Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala val Glu Tﬁp'G1u
370 375 380 o

ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro val Leu
385 390 . . 395 400

Asp Ser Asp Gly Sek'Phe Phe Leu Tyr Ser Lys Leu Thr val Asp Lys
. 405 " 410 : 415
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Anti-alpha2 1ntegr1n ant1b0d1es .
ser Arg Trp Gln G1n Gly Asn val phe Sser Cys Ser val Met H1s Glu
420 425 430

Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro G1y
435 L 440 445

Lys f-vk'

<210> 45

<211> 445

. <212> PRT

<213> Artificial

<220> S
<223> heavy chain ‘anti-VLAZ IgG2

<400> * 45 |
G1ln val Gln Leu Gln Glu Ser Gly Pro Gly Leu val Lys Pro ser Glu
1 . 5 10 15

Thr Leu Ser Leu Thr Cys Thr val ggr Gly Phe Ser Leu Thr Asn Tyr
' 20 L . 30

Gly ITe His Trp ITe'Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Leu
‘ . 35 : 40 45

Gly val 1le Trp Ala Arg Gly Phe Thr Asn Tyr 28n ser Ala Leu Met
50 | 55 - =

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

Lys Leu Ser Ser val Thr Ala Ala Asp Thr Ala val Tyr Tyr Cys Ala
o 85 %0 | 95

: Arg A]é ASf‘I Asp Gly val Tyr Tyr Ala Met Asp Tyr‘.Trp Gly G']n cly
"~ 100 105 o

Thr Leu val Thr val ser ser Ala ser Thr Lys Gly Pro Ser val Phe
115 C T 120 E 125

Pro Leu Ala Pro cys ser Arg ser Thr ser Glu ser Thr Ala Ala Leu
130 - - 135 o . 140 o

Gly Cys Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val Ser Trp
145 150 _ 155 160
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o v ':fAnti—a1pha2_integrin antibodies
‘Asn Ser:-Gly Ala Leu Thr Ser Gly val His Thr Phe Pro Ala val Leu
- 165 70 . 175"

Gln ser ser Gly Leu Tyr Ser Leu Ser Ser val val Thf val Pkd‘Ser
: 180 . 185 190

Ser Asn Phe G1y Thr_G1n_Thf Tyr Thr CYs Asn val Asp.His Lys Pro
: 195 Lo 200 205

Ser AshiThr Lys val Asp Lys Thr val Glu Arg Lys Cys Cys Val Glu
210 - B 215 220 o

'Cys Pro Pro Cys Pro Ala Pro Pro val Ala Gly Pro Ser Va1vPhevLeu
225 : - - 230 235 o 240

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

val Thrftys val val val Asp val Ser His Glu Asp Pro Glu val Gln
R 260 265 ' 270 -

Phe Asn Trp Tyr val Asp Gly val Glu val His Asn Ala Lys Thr»Lys
275 280 , 285 .

Pro Arg Glu Glu G1n Phe Asn Ser Thr Phe Arg val val ser val Leu
290 298 300

Thr val Va1_His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys
305 310 315 70320

val ser Asn Lys Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys
o325 330 © 335

Thr Lys Gly Gln Pro-Arg G1u Pro G1n.va] Tyr Thr Leu Pro Pro Ser
340 T 348 350

 Arg Glu Glu Met Thr Lys Asn Gln val Ser Leu Thr Cys Leu val Lys
355 o 360 365 S

Gly Phe Tyr Pro Ser Asp Ile Ala val Glu Trp Glu Ser Asn ny'c1n
370 375 380

Pro Glu Asn Asn Ty?fLys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly
385 - 0390 - 395 400

Ser ﬁHe;Phe Leu Tyr Ser Lys Leu Thr val Asb?Lys Ser Arg Tfpfcln
v SR 405 410 ' : 415
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L . Anti-alpha2 integrin antibodies
Gln GT§ Asn val Phe Ser Cys Ser val Met His Glu Ala Leu His Asn
U420 425 430 .

His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
435 ' 440 . 445

<210> 46
<211>.-. 496
<212> " PRT N
<213> -~ Artificial - -

<220> N
<223> heavy chain anti-VLA2 IgG3

<400> 46
GIn val Gln Leu Gln Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 S5 ) 10 15

Thr LeU'Ser Eeu Thr Cys Thr val ser Gly Phe ser Leu Thr Asn Tyr
RS 0 25 - 30

Gly Ile His Trp Ile Arg GIn Pgo Pro Gly Lys Gly Leu Glu be Leu
35 : 4 45 S

Gly val Ile Trp Ala Arg Gly Phe Thr AshATyrlASn ser Ala Leu Met
50 T Tss 6

Ser ArQILeu Thr Ile Ser Lys Asp Asn Ser Lys Asn Gln val Ser Leu
65 - .70 75 80

Lys Leu Ser Ser val Thr Ala Ala Asp Thr Ala val Tyr Tyr Cy$:A1a
85 4 90 - 95

Arg Ala Asn Asp Gly .val-Tyr Tyr Ala Met Asp Tyr Trp Gly GIn Gly
| 100 o 105 110

Thr Led val Thr Va1 ser Ser Ala Ser Thr Lys.Gly Pro Ser .val Phe
- 115 : 120 125 R

Pro Leu Ala Pro Cys ser Arg Ser Thr Ser Gly Gly Thr A]a‘ﬂlé"Leu
130 135 140 -

' Gly Cys Leu val Lys Asp Tyr Phe pro Glu Pro val Thr val Ser Trp
145 50 155 160

Asn Ser Gly Ala Léu Thr ser Gly val His Thr phe Pro Ala val Leu
g 165 ' 170 . 1753
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‘ S : Anti-alpha2 integrinvantibodies5 -
Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser val val Thr val Pro Ser
_180 185 190 - -

ser Ser Leu Gly Thr Gln Thr Tyr Thr Cys Asn val Asn His Lys Pro
. 195 B 200 ’ 205

ser Asn .Thr Lys Vai:Asp Lys Arg val Glu Leu Lyé Thr Pro Leu Gly
2105 - e 215 220 L

Asp Thr Thr His Thr Cys Pro Arg Cys Pro Glu Pro Lys Ser Cyé Asp
225 - 230 235 © 240

Thr Pro Pro Pro Cys Pro Afg Cys Pro Glu Pro Lys Ser Cys Asp Thr
245 .. 250 255

Pro Pro Pro Cys Pro Arg Cys Pro Glu Pro Lys Ser Cys Aép Thr Pro
o 260 ' 265 o 270 -

"Pro Pro Cys Pro Arg Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser
275 280 285 '

val phe Leu Phe Pro.Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
290 o » 295v ‘ 300

Thr Pro Glu val Thr Cys val val val Asp val.Ser His Glu Asp-Pro
305 | © 310 315 7320

Glu val GIn phe Lys Trp Tyr val Asp Gly val Glu val His Asn Ala
1325 330 : 335

Lys Thr Lys Pro Arg GIU'Glu Gln Tyr Asn Ser Thr phe Arg val val
340 TR 345 ' 350

ser val Leu Thr Vé] Leu His Gln Asp Trp Leu-Asn Gly Lys Giu Tyr
" 355 360 - 365 L

Lys Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys'Thr
370 375 ‘ 380 ,

Ile Ser Lys Thr Lyé.GjynGTﬁ Pro Arg Glu Pro Gln val Tyr Thr Leu
385 .- -390 ¢ 395 400

Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln'val ser Leu Thr' Cys
: 405 410 S 415 -

" Leu val Lys Gly Phe Tyr pPro Ser Asp Ile Ala val Glu Trp Glu ser
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Anti-alpha? 1ntegr1n ant1bod1es f
Ser G]y Gln pro G1u Asn Asn -Tyr Asn Thr Thr Pro  Pro Met Leu Asp
435 430 445 .

ser Asp Gly Ser Phe Phe Leu Tyr ser Lys Leu Thr val Asp Lys Ser
450 4SS 460

Arg Trp G]n GIn Gly Asn I]e Phe Ser Cys Ser val Met His Glu Ala
465 - - 470 . 475 1480

Leu His Asn Arg Phe Thr GIn Lys Ser Leu Ser Leu Ser Pro G1y.Lys
485 490 - 495

<210> 47

<211> 449

<212> PRT

<213> ‘Artificial

<2207 | |

 <223> heavy chain anti-vLA2 IgG (1133)
<400> 47

G1ln val GIn Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro ser Glu
1 5 10 15

Thr Leu Ser geu Thr Cys Thr val ger Gly Phe Ser Leu Thr Asn Tyr
ST 200 ' 5 30

Gly e His>Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu frh Leu
' 35 . 40 _ 45 o

Gly val 1le Trp Ala Arg ?1y Phe. Thr Asn Tyr 23n Ser Ala Leu Met
50 5 .

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

Lys Leu Ser ser val Thr Ala Ala Asp Thr Ala val Tyr Tyr Cys”A]a
85 90 95

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asp Tyr Trp GTy Gln Gly
' w00 105 110

Thr Leu val Thr véTuséf'Sék'A1a ser Thr Lys Gly Pro Ser val Phe
o115 K 120 125 .

Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala ATé Leu
130 135 | 7140 o
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. ‘ Anti-alpha2 integrin antibodiéé
Gly Cys Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val Ser Trp
145 150 155 L

Asn ser Gly Ala Leu Thr‘séEaG1y val His Thr pPhe Pro Ala val Leu
165 . 170 175

Gln ser ser Gly LéU'Tyr ser Leu Ser Ser val val Thr val Pro Ser
180 185 o 190

ser ser Leu Gly Thr GIn Thr Tyr Ile Cys Asn val Asn His Lys Pro
195 . 200 . 205

Ser Asn Thr Lys val Asp LyS'Lys val Glu Pro Lys Ser Cys Asp Lys
210 o 215. 220

Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
225 . ‘ . 230 235 ;.- 240

ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met'ijé Ser
245 250 255

Arg Thr Pro Glu val Thr Cys val val val Asp val Ser His Glu Asp
S 260 265 270

Pro G1U'Va1 Gln Phe .Lys Trp Tyr val Asp Gly val Glu val HjsiAsn
275 - 280 285 o

Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Phe Arg val
- 290 ' _ 295 B 300 ,

val ser val Leu Thfjva1:Leh His Gln Asp Trp Leu Asn Gly Lys Glu
305 . . - 310 315 - 320

Tyr Lys Cys Lys'Vé] Ser Asn Lys Ala Leu Pro Ala Pro Ile GTU'Lys
325 330 335

Thr Ile Ser Lys Thr Lys Gly GIn Pro Arg Glu Pro GIn val Tyr Thr
' 340 o 345 350

Leu Pro. Pro Ser Arg Glu Glu Met Thr Lys Asn GIn val ser Leu Thr
o355 - 360 365

cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala val Glu Trp Glu
370 ; 375 380 -

" ser ser Gly Gln Pro Glu Asn Asn Tyr Asn Thr Thr Pro Pro Met Leu
385 ‘ -390 7 o395 400
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v Ant1 alpha2 integrin antibodies

Asp Ser Asp Gly ser Phe Phe Leu Tyr Ser Lys Leu Thr val Asp Lys
- 405 410 415

ser Arg Trp G1n G1n G1y Asn Ile Phe Ser Cys ser val Met His Glu
420 425 430 - -

Ala Leu His Asn Arg Phe Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
435 . 440 445

Lys

<210> 48

<211> 449

<212> PRT -
<213> Artificial

<220> T ‘
<223> heavy chain anti-vLA2 IgG (3133)

<400> - 48 :
Gln val GIn Leu GIn Glu ser Gly Pro Gly Leu val Lys Pro Ser Glu
o1 ’ 5 . 10 ‘ 15 -

Thr Leu Ser Eeu Thr cys Thr val Ser Gly Phe Ser Leu Thr Asn‘Tyr
0 25 _ 30

Gly Ile His Trp I1e-AEg Gln Pro Pro Gly Lys Gly Leu Glu Trp Leu
. 35 5 40 45

Gly Va1.I1e'Trp Ala Arg Gly Phe Thr Asn TyrbAsn Ser Ala Lel Met
50 55 60 e

Ser Arg Leu Thr Ile ser Lys Asp Asn Ser Lys Asn GIn val ser Leu
65 : 70 - : .75 ' 80

Lys Leu Ser Ser val Thr Ala Ala Asp Thr Ala val Tyr Tyr Cys Ala
e 85 ° 90 95

Arg A1a,Asn ASp GTy val Tyr Tyr Ala Met Asp fYr Trp Gly G1niG1y
: 100 - 105 : 110

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

Pro Leu Ala Pro Cysféer Arg Ser Thr ser Gly Gly Thr Ala Ala Leu
130 . 135 140 .

page 42



PCT/B20 11 4 000344

' . Anti-alpha2 integrin antibodies -
Gly Cys Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val ser Trp
145 150 155 ) 160

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

Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser val val Thr val pro Ser
L 180 .. 185 190

‘'ser Ser Leu Gly Thr GIn Thr Tyr Thr Cys Asn val Asn His Lys Pro
‘ 195 . 200 205 -

ser Asn Thr Lys val Asp Lys Arg val Glu Pro Lys Ser Cys Asp Lys
. .210 o 215 . 220

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

ser val Phe Leu Phe Pro Pro Lystro Lys Asp Thr Leu Met Ile Ser
245 250 255

Arg Thr Pro Glu val Thr cys val val val Asp val Ser His Glu Asp
260 e . 265- - 270

Pro Glu val GIn Phé Lys Trp Tyr val Asp Gly val Glu val His Asn
275 o 280 285 L

Ala LyS'Thr Lys Pr6 Arg Glu Glu GIn Tyr Asn Ser Thr Phe Arg val
290 . 295 300 S

val ser val Leu Thr val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
305 310 - - - 315 320

Tyr LySﬁCys Lys val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys
' . 325 330 335.

Thr Ile ser Lys Thr Lys Gly GIn Pro Arg Glu Pro GIn val Tyr Thr
340 ¢ 345 350

Leu Pro Pro Sef.Arg Glu Glu Met Thr Lys Asn Gln val Ser Leu Thr
355 P 360 365

Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala val Glu Trp Glu
370° o 375 " 380 o

ser Ser Gly Gln Pro Glu Asn Asn Tyr Asn Thr Thr Pro Pro Met Leu
385 " 390 395 . 400
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_Anti-alpha2 integrin ant1bod1es
Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr val Asp Lys
4qs . 410 415

Ser Arg Trp Gln G1n Gly Asn Ile Phe Ser Cys Ser val Met H1s'G1u
. 420 425 : 430

Ala Leu His Asn Arg Phe Thr Gln Lys Ser Leu Ser Leu Ser Pro’G]y
435 440 : 445

Lys

<210> 49

<211> 449
<212> PRT

<213> Artificial

<220> _ - '
<223> heavy chain anti-VLA2 IgGl S324N

<400> - 49 . .
Gln val Gln Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 DR 5 10 g 15

Thr Leu Ser L8u fhr Cys Thr val Ser Gly Phe Ser Leu ;hr,Asanyk
2 25 0

Gly Ile His Trp Ile Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp Leu
35 S 40 45

Gly Vd]ﬂije Trp Ala Arg Gly Phe Thr Asn Tyr.égn Ser Ala Leu Met
50+ e 55 o

Ser Arg Leu Thr Ile Ser Lys Asp Asn Ser Lys Asn Gln val Ser Leu
65 _ 70 75 o 80

‘Lys Leu Ser ser val Thr Ala Ala Asb'ggr‘A1a val Tyr Tyr Cys Ala
» 85 - . : 95

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asp-Tyr Trp Gly GIn Gly
L 100 105 | 110

Thr Leu val Thr val Ser Ser Ala Ser Thr Lys Gly Pro Ser val phe
115 120 125
Pro Leu Ala Pro Ser'Sék'Lys Ser- Thr Sér'G1y Gly Thr Ala Ala Leu
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Anti-alpha2 integrin antibodies _
Gly Cys Leu val Lys Asp Tyr Phe Pro Glu ;Eo val Thr val Ser Trp
. s 5 160

Asn SeFHG1y Ala Leu Thr ser Gly val His Thr Phe Pro Ala val Leu
iy 165 170 175

GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser val val Thr val Pro ser o
- 180 - 185 . 190

ser Ser Leu Gly Thr GIn Thﬁ Tyr Ile Cys Asn val Asn His Lys Pro.
195 .. .. . 200 205

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

Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu G1y.GTy Pro
225 230 235 240

Ser val Phe Leu Phe'Prb'ﬁfd'Lys Pro LyS Asp Thr Leu Met Ile Ser
o <245 . - 250 255

Arg Thr Pro Glu val Thr Cys val val val Asp val Ser His Glu Asp
260 265 S 270

pro Glu val Lys Phe Asn Trp Tyr val Asp Gly val Glu val His Asn
275 | 280 ; 285

Ala Lys Thr Lys Pro ArévGTU-G1u Gln TyrvAsn ser Thr Tyr Arg val :
290 - o295 300

val ser val' Leu Thr val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
305 S - 310 315 . 2104320

Tyr Lys Cys Lys val Asn Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys
325 _ 330 335

<Thr Ile Ser Lys A1a:Lys‘GIy GIn Pro Arg Glu Pro Gln val Tyr Thr
I 340 345 350

Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln val ser Leu Thr
355 ) 360 365 R

Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala val Glu Trp Glu
370 e 375 ‘ 380

ser Asn.Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro val Leu
385 - 390 395 . 400
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Anti-alpha?2 1ntegr1n ant1bod1es -

Asp Ser ‘Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr val Asp Lys
405 | | 410 415

Ser Arg Trp GIn Gln G1y Asn Va1 Phe Ser Cys Ser val Met His Glu
420 . 425 . 430

Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly

435 440 445
Lys
<210> 50
<211> 449
<212> PRT ;
<213> Artificial
<220> . - v . _
<223> heavy chain anti-VLA2 IgGl E269D
<400> 50 '
GIn val GIn Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro'Ser Glu
1 .

5 10 15

Thr Leu Ser Leu Thr Cys Thh'va1 ger'GTy Phe Ser Leu Thr Asn Tyr
: 20 .. 5 30

Gly~ITé His Trp ITé'Arg Gln Pgo Pro Gly Lys Gly Leu Glu frb"Leu
35 _ 4 - 45 RN

Gly val Ile Trp Ala 'Arg Gly Phe Thr Asn Tyr Asn Ser Ala Leu Met
50 : 55 _ 60 :

ser Arg Leu Thr Ile Ser,Lys Asp Asn Ser Lys Asn Gln val ser Leu
65 o 70 75 80

Lys Léu ser ser Xé] Thr Ala Ala Asp Thr Ala val Tyr Tyr C951A1a
' 5. 90 ‘ 95

Arg Ala Asn Asp Gjy val Tyr'Tyr ATla Met Asp Tyr Trp G1y’G1h Gly
100 105 . 110

Thr Leu val Thr val ser ser Ala Ser Thr Lys Gly Pro ser val phe
7115 E _ 120 125

Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu
' 130 - L © 135 140 o
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Ant1 a1pha2 integrin ant1bod1es

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr val Asp Lys
405 ] 410. 415

Ser Arg Trp Gln GIn Gly Asn val Phe Ser Cys Ser ‘val Met H1s G1u
420 425 30 .

Ala Leu His Ash H1s Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

435 ST 1440 445
Lys  jﬂ1
<210> 51
<211> 449
<212> PRT
<213> Artificial
<220>

<223>_,heavy'chainiaﬁti—VLAZ IgGl S298A

<400> 51 | | i
GIn val GIn Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 5 10 » 15

Thr Leu Ser Lgu Thr Cys Thr val Ser Gly Phe Ser Leu Thr Asn Tyr
2 g 25 , : 30

Gly Ile His Trp I1e'Arg GTh'Pro Pro Gly Lys Gly keu Glu Trp Leu
35 o 40 5

Gly val Ile Trp Ala Arg Ggy Phe Thr Asn Tyr égn Ser Ala Leu Met
50 5 ,

Ser Arg Leu Thr ITe Ser Lys Asp Asn Ser Lys Asn Gln val Ser Leu
65 70 75 80

Lys Leu Ser Ser val Thr Ala Ala Asp Thr Ala val Tyr Tyr Cys Ala
- 85 90 95

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asp Tyr Trp Gly Gln G]y ‘
: 100 105 : 110

Thr Leu val Thr val ser Ser Ala Ser Thr Lys Gly Pro Ser val pPhe
115 S - 120 - . 125

Pro Leu Ala Pro Ser ser Lys Ser Thr ser Gly Gly Thr Ala Ala Leu
130 - 135 - 140 : :
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' o Anti-alpha2 integrin antibodieé
Gly Cys Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val Ser Trp
145 : 150 155 ' 160

Asn Ser Gly Ala Leu:Therer Gly val His Thr Phe Pro Ala val Leu
o 165 -~ = 170 ’ 175

GIn ser.Ser Gly Leu Tyr Ser Leu Ser Ser val val Thr val Pro Ser
o 180 185 : 190

ser Ser Leu Gly Thr GIn Thr Tyr Ile Cys Asn val Asn His Lys Pro
195 200 205

Ser Asn Thr Lys val ASb'Lyé'Lys val Glu Pro Lys Ser Cys Asp Lys
210 o 215 220 -

Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly G1y'Pro
225 230 235 7240

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

Arg Thr pPro Glu val Thr Cys val val val Asp val Ser His Asp Asp
. 260 265 270

Pro Glu val Lys Phe Asn Trp Tyr val Asp Gly val Glu val His Asn
275 : 280 285 '

Ala Lyé Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg val
290 o295 _ 300

val ser val Leu Thr val Léu His GIn Asp Trp Leu Asn Gly Lys Glu’
305 . ~ 310 315 320

Tyr'LyS Cys Lys val Ser Asn Lys Ala Leu Pro Ala Pro Ile G1ﬁlLys
325 330 335

Thr Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln val Tyr Thr
340 e 345 0 350

Leu Pro Pro Ser Arg]Asp Glu Leu Thr Lys Asn Gln val Ser Leu Thr
- 355 o 360 - 365 -

Cys Leu val Lys G1y Phe Tyr Pro Ser Asp Ile Ala val Glu Trp Glu
370 ‘ : 375 380 '

Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro val Leu
385 _ 390 395 400
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. ‘ Anti-alpha2 integrin antibodies
Gly Cys:Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val Ser Trp
145 ' - 150 155 ' 160 : )

. Asn Ser Gly Ala Leu Thr Ser Gly val His Thr pPhe Pro Ala val Leu
' 165 . , 170 _ 175

Gln Ser: Ser Gly Leu”Tyr"SeF Leu Ser Ser val val Thr val Pro Ser
180 185 ‘ 190

ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro
195 . 200 205

Ser Asn Thr Lys val Asp Lys Lys val Glu Pro Lys Ser Cys Asp Lys
210 o215 , 220

Thr His Thr Cys Profpro.Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
225 - . 230 235 . 240

Ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp'Thr Leu Met Ile ser
245 , 250 255

Arg Thr pro Glu val Thr Cys val val val Asp val ser His Glu Asp
260 S 265 . 270

Pro Glu val Lys.PHe Asn Trb Tyr val Asp Gly val Glu val His Asn
1275 : 280 | 285 S

‘Ala Lys Thr Lys Pro Arg Glu Glu G1n Tyr Asn Ala Thr Tyr Arg val
29 . 295 300 e

val ser val Leu Thr val Leu His GIn Asp Trp Leu Asn Gly Lys Glu
305 : 310 . “- 315 © 320

Tyr Lys Cys Lys val ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys
o 325 330 . 335

Thr I1e’$er Lys Ala Lys Gly GIn Pro Arg Glu Pro GlIn Va1ifyr Thr
N 340 - . 345 , 350 - .

Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln val ser Leu Thr
355 360 365

Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala val Glu Trp Glu
370 & 375 380 S

Ser Asn Gly Gln PFo Glu Asn Asn Tyr Lys Thr Thr pPro Pro val Leu
385 390 395 - 400
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Ant1 a]phaz 1ntegr1n antibodies

Asp Ser Asp Gly ser Phe Phe Leu Tyr Ser- Lys Leu Thr val Asp Lys
405 410 . 415

Ser Arg Trp Gln G1n Gly Asn val Phe Ser Cys Ser val Met His Glu
420 425 430

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

435 440 445
Lys
<210> = 52
<211> 449
<212> PRT
<213> Artificial
<220> S
<223> heavy chain anti-VLA2 IgGl E269D/S298A
<4005 52 .
G1n val G1n Leu Gin Glu ser Gly pro Gly Leu val Lys Pro Ser Glu

1 .5 10 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Phe Ser Leu Thr Asn Tyr
20 o 25 _ : 30 '

Gly Ile His Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Leu
, 35 - 40 45

Gly val 1le Trp Ala Arg Gly Phe Thr Asn Tyr‘Asn_Ser'A1a Leu Met
- 50 - - 55 60 ‘

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

Lys Leu Ser Ser Va1 Thr'A1a Ala Asp Thr Ala val Tyr Tyr Cys Ala
o 85" 90 , 95

Arg A1a“Ash Asp Gly val Tyr Tyr Ala Met Asp‘Tyr Trp Gly GIn Gly
100 . 105 : _ 110 .

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

Pro Leu Ala Pro ser ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu
130 . 135 _ 140
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o Anti-alpha? intéérin antibodiés"_
Gly Cys Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val ser Trp
145 _ 150 155 ’ . ... 160

Asn Ser Gly Ala Leu Thr ser Gly val His Thr phe Pro Ala val Leu
165 . 170 A V4

GIn ser ser Gly Leu Tyr Ser Leu Ser Ser val val Thr val Pro Ser
S 180 185 190

“Ser Sser Leu Gly Thr GIn Thr Tyr Ile Cys Asn val Asn His Lys‘Pro
195 : 200 205 S

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

Thr H{s=Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
225 - 230 235, 7240

ser val Phe Leu Phe Pro Pro Lys Pro LYs Asp Thr Leu Met I1e'§er
‘ 245 250 ‘ -255

Arg Thr Pro Glu val Thr Cys val val val Asp val Ser His Asp Asp
260 e 265 270

Pro Glu val Lys Phe Asn Trp Tyr val Asp Gly val Glu val His Asn
275 o 280 - 285 o

‘Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ala Thr Tyr Arg val
290 295 300 :

val Ser val Leu Thr Va1‘Léthis Gln Asp Trp Leu Asn Gly Lys Glu
305 ‘ 0310 - 315 ) 320

Tyr Lys Cys Lys gg] Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys
' 5 330 e .

Thr Tle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln val Tyr Thr
- 340 345 350 v .

Leu Pro Pro Ser Arg:Asp:GTU:Leu Thr Lys Asn GIn val Ser Leu Thr
355 T 360 365 o

Cys LéuhVa1vLys G1y Phe Tyr Pro Ser Asp Ile-Ala val Glu Trp Glu
370 & 375 380 5

Ser Aén Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Vé] Leu
385 390 395 ' 400
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Anti-alpha2 integrin antibodies

Asp Ser Asp Gly Ser: Phe Phe Leu Tyr Ser Lys Leu Thr val Asp Lys
405 410 : 41

Ser Arg Trp G1n G]n G1y Asn val Phe Ser Cys ser val Met His Glu
420 425 430

Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu. Ser Leu Ser. Pro Gly

435 440 _ 445
Lys
<210> 53
<211> - 449
<212> PRT

<213> - Artifﬁcia]

<220> _ .
<223> heavy chain anti-VLA2 IgGl E269D/S324N

<400> 53

Gln val GIn Leu GIn Glu ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 D 5 10 _ 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Phe Ser Leu Thr ASn'Tyr
20 : , 25 30 - .

Gly Ile His Trp Ile Arg GIn Pro Pro Gly Lys Gly Leu Glu Trp Leu
35 e 40 ’ 45

Gly val Ile Trp Ala Arg Gly Phe Thr Asn Tyr égn Ser Ala Leu Met
- 50 _ 55 B e

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

Lys Leu Ser Ser val Thr Ala Ala Asp Thr Ala val Tyr Tyr Cys Ala
85 . 90 : ‘95

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asp Tyr Trp Gly GIn Gly
: 100 105 . 110 - - ‘

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

Pro Leu Ala Pro Ser Ser Lys Ser Thr ser Gly Gly Thr Ala Ala-Leu
130 - 135 140
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o Anti-alpha2 integrin antibodies.
Gly Cys ‘Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val ser Trp
145 : 150 155 . © 160

Asn ser Gly Ala Leu Thr ser Gly val His Thr Phe Pro Ala val Leu
165 170 . 175

Gln Ser Ser Gly Leu fyflserfLeu ser ser val val Thr val Pro Ser
180 - ' 185 190

ser ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn val Asn His Lys'Pro
195 200 : 205 S

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

Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
225 - 230 . 235 240

Ser Va1‘Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser
' 245 250 o . 255

Arg Thr Pro Glu val Thr Cys val val val Asp val Ser His Asp Asp
260 _ 265 270

Pro Glu val Lys PhefASh Tfp’Tyr val Asp Gly val Glu val His Asn
1-'275 : : 280 285

Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn'SEr Thr Tyr Aﬁg val
290 295 300 R

val ser val Leu Thr val Leu His Gln Asp Trp Leu Asn Gly Lys Glu
305 : 310 . 315 ‘ 320

Tyr Lys Cys Lys val Asn Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys
325 330 - 335

Thr Ile ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln val TyhﬁThr
340 - 345 350 -

Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln val ser Leu Thr
355 - 360 ) 365

Cys Leu Vval Lys G1y'Phe’Tyr Pro Ser Asp Ile Ala val Glu Trp Glu
370 ) 375 380

ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro val Leu
385 -+ 390 ‘ 395 ~ 400
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 Anti—a1pha2'integrin antibodies

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr val Asp Lys
. 405 410 415

ser Arg Trp GIn Gln Gly Asn val Phe Ser Cys Ser val Met His Glu
420 425 430

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu ser pPro Gly

- 435 440 445
Lys
<210> 54
-<211> 449
- <212> PRT N
<213> Artificial
<220> e .
<223> heavy chain anti-VLAZ IgGl S298A/S324N
<400> - 54 o |

G1n val Gln Leu G]h Glu ser Gly Pro Gly Leu-val Lys Pro Ser Glu
1 : 5 10 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Phe Ser Leu Thr Aéh‘Tyr
20 25 30

Gly Ile His Trp‘I1é'Arg Gln Pro Pro G1y'Lys Gly Leu Glu Trp Leu
35 ST 40 45

Gly val Ile Trp Ala Arg g]y Phe Thr Asn Tyr gsn ser Ala Leu Met
50 . ) 5 " 60 S

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

Lys Leu Ser Ser §a1_Thr,A1a A1a Asp ghr Ala Va1'Tyr Tyr gys Ala

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asb:Tyr Trp Gly GIn Gly
- 100 .105 ' ’ 110 - '

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

Pro Leu Ala Pro Ser Ser Lys Sér Thr ser Gly Gly Thr Ala Ala Leu
130 135 140
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. Anti-alpha2 integrin antibodié§
Gly Cys Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val ser Trp
145 _ 150 _ 155 ... 160

Asn Ser Gly Ala Leu Thr Ser Gly val His Thr Phe Pro Ala val Leu
165 1170 175

Gln ser ser Gly Leu Tyr Ser Leu Ser Ser val val Thr val Pro ser
77 180 185 190

ser Ser Leu Gly Thr GIn Thr Tyr Ile Cys Asn Val Asn His Lys Pro
195 - 200 205 S

ser Asn Thr Lys val Asp Lys Lys val Glu Pro Lys Ser Cys Asp Lys
210 o215 = - 220

Thr His Thr Cys'Pfo Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro
225 230 235 . ;- -240

ser val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met iTé‘Ser
245 250 255

Arg Thr pro Glu val Thr cys val val val Asp val Ser His Glu Asp
260 265 ©270

Pro Glu val Lys Phe Asn Trp Tyr val Asp Gly val Glu val His Asn
2275 . 280 285 - .

"Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn A1a>Thr Tyr Arg val
290 : 295 300 S

val Ser val Leu Thr val Leu His Gln Asb Trp Leu Asn Gly Lys Glu
305 310 : 315 _ © 320

Tyr Lysatys Lys val Asn Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys
- 325 330 - 335

Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln val Tyr Thr
- 340 345 _ 350

Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn val Ser Leu Thr
: 355 ... .360 , 365 o

Cys Leu val Lys G1y‘Phe Tyr Pro Ser Asp Ile Ala val G]u-Trp:G1u
370 375 380 R

ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro val Leu
385 ’ . 390 395 h 400
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Anti-alpha2 integrin antibodies
Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr val Asp Lys |
405 oo 410 415

ser Arg Trp GIn GIn Gly Asn val Phe Ser Cys Ser val Met His Glu
. 420 : 425 . 430 -

Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser.Pro Gly
435 440 445 -

Lys

<210> 55

'<211> 449

<212> PRT .
<213> Artificial

<220>
<223> heavy chain anti-VLA2 IgGl E269D/S298A/S324N

<400> 55

Gln Va1‘G1n Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 - 5. 10 i 15

.Thr Leu Ser Lgu Thr Cys Thr val Ser Gly Phe Ser Leu Thr Asn Tyr.
20 25 30 -+

Gly Ile His Trp Ile Arg GIn Pro Pro Gly Lys Gly Leu Glu Tfp Leu
35 . 40 45

Gly valfile Trp Ala Arg Gly Phe Thr Asn Tyr Asn Ser Ala Leu Met
50 55 60 .

ser Arg Leu Thr Ile Ser Lys Asp Asnh Ser Lys Asn Gln val Ser Leu
65 70 75 o ‘80

Lys Leu Ser Ser val Thr Ala Ala Asp ggh Ala val Tyr Tyr Cys Ala
85 oo 95

Arg Ala Asn Asp Gly val Tyr Tyr Ala Met Asp Tyr Trp Gly Gln Gly
- 100 105 : 110 .

Thr Leu val Thr Vé1 Ser Ser Ala Ser Thf Lys Gly Pro Ser Va1 Phe
115 120 125 ’

Pro Leu Ala Pro Ser Ser Lys Ser Thr ser Gly Gly Thr Ala Ala Leu
130 - 135 140
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: Anti-alpha2 integrin antibodies
Gly Cys Leu val Lys Asp Tyr Phe Pro Glu Pro val Thr val ser Trp
' R © 155 160

Asn ser Gly Ala Leu Thr Ser Gly val His Thr. Phe Pro Ala val Leu
v 165 - 170 - 175

Gln Ser ser Gly Leu Tyr Ser Leu Ser Ser val val Thr val Pro ser
180 N 185 ‘ 190 '

ser Ser Leu Gly Thr G1n Thr Tyr Ile Cyé Asn val Asn His Lys Pro
195 o 200 205

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

Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu G1y.G1y Pro
225 S 230 235 _ 240

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

Arg Thr Pro Glu val Thr Cys val val val Asp val Ser His ASp -Asp
- 260 265 T 270 -

Pro Glu val Lys Phe Asn Trp Tyr val Asp Gly val Glu val His Asn
275 280 285

Ala Lys Thr Lys Pro-Arg G Glu GIn Tyr Asn Ala Thr Tyr Arg val
290_ o _;295 300

val Sér Va1 Leu THr val Leu His Gln Asp Trp-Leu Asn G]y Lys Glu
305 ' 310 315 320

Tyr Lys Cys Lys val Asn Asn Lys Ala Leu Pro Ala Pro Ile GTU‘Lys
325 330 335

Thr Ile ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln val Tyr Thr
330 - 345 350

Leu Pro Pro Ser Afg Asp Glu Leu Thr Lys Asn“Gln val Ser Leu Thr
355 : 360 : . 365 s

Cys Leu val Lys Gly Phe Tyr Pro Ser Asp Ile Ala val Glu Tkp Glu
370 375 - 380 '

Ser Asn Gly GlIn PfdiéTu‘Ash Asn Tyr Lys'Thr Thr Pro Pro val Leu
385 - 390 395 400
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Anti- a1pha2 integrin antibodies

Asp Ser Asp Gly ser- Phe Phe Leu Tyr Ser Lys Leu Thr val Asp Lys
, 405 410 415

Ser Arg Trp GIn GIn Gly Asn val Phe Ser Cys Ser val Met H1s G1u
420 425 v 430 - :

Ala Leu His Asn H1s Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro'G1y

435 440 , 445
Lys
<210> 56
<211> 213
<212> PRT
<213> Artificial
<220> ) i
<223> 1light chain anti-VLAZ2 IgG4
<400> . 56 ”
Asp Phe val Met Thr GIn Sser Pro Ala Phe Leu Ser val Thr Pro Gly
1 o 5

10 15

Glu Lys val ;hr Ile Thr Cys Ser éga Gln Ser Ser val Asn Tyr Ile
0 30

His Trp Tyr Gln GIn Lys Prb-Asp GIn Ala Pro Lys Lys Leu Ile Tyr
35 oo 40 45

Asp Thr Ser Lys Leu Ala Ser Gly val Pro Ser grg Phe Ser Gly Ser
50 55 0 »

‘G1y ser Gly Thr Asp Tyr Thr phe Thr Ile Ser Ser Leu Glu Ala Glu
65 70 75 - - 80

Asp Ala Ala Thr Tyr.Tyr cys GIn GIn ghp Thr Thr Asn Pro Leu Thr
. 85 T 0 95

Phe G1y C1n Gly Thr Lys val Glu Ile Lys Arg Thr val Ala Ala. Pro
. 100 105 o 110

ser val phe Ile Phe Pro Pro Ser Asp Glu GIn Leu Lys SerIGTy Thr
115 120 125

Ala ser val val Cys Leu Léd Asn Asn Phe Tyr Pro Arg Glu Ala Lys
130 .. . 135 140 :
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Anti-alpha2 integrin antibodies
val G1n Trp Lys val Asp Asn Ala Leu GIn Ser Gly Asn Ser Gln Glu
145 _ - 150 155 .o 160

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

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

cys Glu val Thr His Gln Gly Leu Ser Ser Pro val Thr Lys Ser Phe
195 200 : 205 - -

Asn Arg Gly Glu Cys

210
<210> 57
<211> 446
<212> PRT

<213> Artificial

<220>
<223> heavy chain anti-vLA2 IgG4

<400> 57 | ‘
G1n val Gln Leu GIn Glu Ser Gly Pro Gly Leu val Lys Pro Ser Glu
1 s 107 15

Thr Leu Ser Leu Thr Cys Thr val Ser Gly Phe Ser Leu ;hr Asn Tyr
20 25 0 .

Gly Ile His Trp Ile Arg Gln Pgo Pro Gly.Lys Gly zeu G1u.Trp Leu
35 L 4 - 5

Gly val Ile Trp A1a'Arg g;y Phe Thr Asn Tyr Agn ser Ala Leu Met
50 .- - 6 o

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

Lys Leu Ser Ser val Thr Ala Ala Asp Thr Ala val Tyr Tyr Cys Ala
85 -~ 90 95

Arg Ala Asn Asp Gly val Tyr TYr Ala Met Asp Tyr Trp Gly Gln Gly
, 100 - ‘ 105 . ©110 - -

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

Pro Leu Ala Pro Cys Ser Arg Ser ThfvSEr Glu ser Thr Ala Ala Leu
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GIn

Ser

Ser

Cys

225

Leu

Glu

Gln

Lys

Leu

305

Lys

Lys

ser

Lys

130

cys
ser
sé}lr‘
Ser

Asn

Leu

Gly

Ser

Leu
195

Thr

210

Pro
Phe
val
Phe
Pro
290
Thr
val

Ala

GIn

Gly

‘ser

Pro
Thr

Asn

275

‘Arg
val
ser

Lys

val

Ala

Gly

Gly

Lys

Cys

Pro

260

Trp

Glu

Leu

Asn

Tyr

Lys

Leu

Asp

Thr-

165

Leu
Thr
val

Pro

Tyr
Glu

His

Tyr

Lys

Asp

Ala
230

Pro

fYAj'
‘val
GIn

G1n

. 310

Met

Pro

Gly
Pro
Thr

Ser

Anti-alpha2 integrin antibodies .

135

Tyr Phe Pro Glu

Ser
Thr
Lys
215

Pro

Lys

val

AsSp

Phe

295

Asp

Leu

Arg

Lys

Asp
375

Gly

Leu

Tyr

200

‘Arg

Glu

Asp

Asp

Gly

Asn

Trp

Pro

Glu

AsSn

360

Ile

val

Ser
185

"Thr

val

Phe

Thf

val
265

val

Ser

Leu
ser
Pro
345

Gln

Ala

His
170

Ser

Cys

Glu

Leu

Leu

250

ser

Glu
Thr
Asn
Ser
330

Gln

val

val G1ux

Pro

155

Thr

val

Asn

Ser

GlIn

val

Tyr

val

Ser

140

val Thr val ser.

Phe

ya1

val

Gly

Ile

Glu

His

Lys
Glu
Tyr
Leu

Trp
380
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Pro

Thr

205

Tyr

Pro

ser

Asp

Asn
285

val

Glu

Lys

Thr

Thr
365

Glu

PCTIB20 11/ 900344

Ala

val

190 |

His
Gly
Ser

Arg

Va]
175
Pro
Lys

Pro

val

Ser

“Pro

Pro

"Phe

240

Thr

- 255

Pro
270
.A1a
val
Tyr
Thr
Leu
350

Cys

Ser

Glu

Lys.

Ser

Lys

Ile

Pro

Leu

Asn

Pro

val

Thr

val

Cys

320

Ser

Pro

val

Gly

.
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Ant1 alpha2 1ntegr1n antibodies
Gln Pro. G]u Asn Asn Tyr Lys Thr Thr Pro Pro val Leu Asp Ser Asp
385 390 395 : 400

Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr val Asp Lys Ser Arg Trp
405 410 418

GIn Glu Gly Asn val Phe ser Cys ser val Met His Glu A1a Leu His
420 o 425 ‘ 430

Asn H1s Tyr Thr G1n Lys ser Leu Ser.Leu Ser Leu Gly Lys
435 _ 440 : - 445 o
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