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<120> BCR-Complex-Specific Antibodies And Methods of Using Samne
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<150> US 61/041,65%
<151> 2008-04-02
<1i60> 38
<170> Patentln version 3.4
<210> 1
<211> 339
<212> DN&
<213> Mus musculus
<400> 1
cagghtccaac tgcagcagce tggggctgag ctggtgagge ctggggcette agtgaagetg
tcectgecaagg cttcotggeta caccttcacce agectactgga tgaactgggt gaagcagagg
cctggacaag gecttgaatg gattggtatg gttgatectt cagacagtga aactcactac
aatcaaatgt tcaaggacaa ggccacattg actgttgaca asatcctccag cacagectac
atgcagetceca greagectgac atctgaggac totgeggtet attactgtge aagagetatg
ggctactggy gtcaaggaac cicagtcacc gictectea
<210> 2
<211> 113
<212> PERT
<213> Mus musculus
<400> 2
Gln Val Gln Leu Gln Gln Pro Gly Ala Glu Leu Val Arg Pro Gly Ala
1 5 10 15
Ser Val Lys Leu Ser Cys Lys Zla Ser Gly Tvr Thr Phe Thr Ser Tyr
20 25 20
Trp Met Asn Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45
Gly Met Val Asp Pro Ser Asp Ser Glu Thr His Tyr Asn Gln Met Phe
50 55 60
Lys Asp Lys Rla Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 g0
Met Gln Leu Ser 3er Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 20 935
Ala Arg Ala Met Gly Tyr Trp Gly Gln Gly Thr Ser Val Thr Val Ser
100 1905 110
Ser

60
120
180
240
300
339



<219> 3

<211> 336
<212> DHA
<213> Mus
<400> 3

gatgtigtga
atctettgta
ttgttacaga
tctggagtece
agcagagtgy
ctcacgiteg
<21i0> 4

<211> 112
<212>» PRT
<213> Mus
<400> 4

Asp Val Val
1
Gln Pro Ala

mugculus

tgacccagac
agtcaagtca
ggccaggeca
crgacaggtt
aggctgagga
gtgctgggac

musculus
Met Thr
5

Ser Ile

o 20

Asp Gly Lys

35

Asn
50

Pro Arg

Asp Phe

65

Arg

Ser Arg Val

Thr BEis Phe

<210> 5
<211> 336
<212>» DNA
<Z213> Mus
<400> 5

gatgttgtgt
atectettgta
ttgttacaga
tetggagicee
agcagagtgy
ctecacgtteyg

<210> &
<211l> 112
<212> PRT
<213> Mus
<400> 6

Thr Tyr

Leu Ile

Thr Gly

Glu Ala

85
Pro Leu
100

musculus

Lgacccagac
agtcaagtca
ggccaggtca
ctgacaggtt
aggctgagga
gtgctggyac

musculus

Gln

Ser

Leu

Glu

Thr

tccactcact
gagectctta
gtotcoccaaac
cactggcagt
tttgggaatt
caagctggay

Thr Pra

Cys Lys

Azn Trp

40
Leu Val
55

Serx

Asp Leu

Phe Gly

teccactcact
gagcectcetta
gtctocaaag
cactggcagt
tttgggagtt
caagctggag

Ala Gly

ttgtcggtta
gatactgatg
cgectaatet
ggatcaggga
tattattget
ctgaaa

Thr
10

Leu

Ser Ser Gln

25

Leu Leu Gln

Ser Lys Leu

Gly Thr Asp

75

Ile
90

Gly Tyr

Thr
105

ttgtocggtta
gatagtgatg
cgcctaatet
ggatcaggga
tattattget
ctgaaa

Leu-

acattggaca
gaaagacata
atctggtgtc
cagatittcac
ggcaaggrac

Ser Val Asn

Leu
30

Ser Leu

Pro
45

Arg Gly

Ser Gly
Thr Leu
Tyr

Cys Trp

Glu
110

Lys Leu

ccattggaca
gaaagacata
atctggtgte
cagatticac
ggcaaggtac

accagcctee
tttgaattgg
taaactggac
actgaaaatc
acattttecy

Gln Ser

Pro

Val

Ile
80

Lys

Gln
95

Gly

Leu Lys

accagcctecc
tttgaattgg
taaactyggac
actgaaaate
acatttteccg

60
120
180
240
309
336

6C
120
180C
240
300
336



Thr

Val

Val

Ala

Gly Lys

Lvs
50
Arg

Arg

His

<210>
<z21li>
<212>
<213>
<400>

35

Arg

Phe

Val

Fhe

5
3389
PRT

Leu

Ser
20

Thr

Leu I

Thr

Glu

Pro
100

Thr

Ile

Tyr

Mus musculus

7

Cys Ala Gly

1

Ala

Gly

Thr

Gly

63

Cys

Thr

Ala

Ala

Gly

145

Cys

Gly

Gly

Cys

50

Cys

Ala

Gly
130

Gly

Ala

Cys

Thr

35

Ala

Ala

Cys

Gly

Cys

115

Gly

Thr

Gly

Gly

Cys

20

Gly

Gly

Ala

Cys

Ala

100

Ala

Cvs

Ala

hla

Thr

Gly

Thr

85

Thr

Gly

Cys

Thr

Cys
ies

Gin

Ser

Leu

Tyr

Ser

70

Glu

Thr

Cys

Gly

Gly

Gly

Gly

70

Thr

Gly

Ala

Thr

Gly

130

Ala

Thr

Cys

Asn

Leu

55

Gly

Rep

Phe

Cys

Gly

Gly

Ala

55

Cys

Cys

Ala

Gly

Thr

135

Ala

Gly

Pro

Lys

Tre

Val

Ser

Ala
Gly
Cys
40

Ala

Thzr

Ala

Gly

120

Thr

Thr

Leu Thr
10

Ser Ser
Leu Leu
Ser Lys
Gly Thr

Gly Val
90

Ala Gly
105

Ala Cys
10

Gly Cys
25

Cys Thr
Glylcys

Thr Cys

Cys Cys
G0

Cys Thr
105

Cyvs Cys
Ala Ala

Thr Gly

Gly Ala
170

Leu

Gln

GIn

Leu

Asp

75

Tyr

Thr

Thr

Thr

Gly

Thr

Thr

75

Ala

Gly

T™Thr

Thr

Ser

Ser

Arg

Asp

Phe

Lys

Gly
Gly
60

Gly

GLy

Gly

Ala

Val

Leu

Pro

43

Ser

Thr

Cys

Leu

Cys

Ala

Gly

Thr

Gly

Cys

Gly

Gly

125

Gly

Cys

Cys

Thr

Leu

30

Gly

Gly

Leu

Trp

Gilu
110

Ala

Gly

30

Gly

Cys

Cys

Thr

Thr

110

Ala

Ala

Cys

Thr

Ile
15
Asp

Gln

Val

Gly

15

Cys

Cys

Cys

Thr

Ala

95

Cys

Thr

Thr

Cys
175

Ser

Ser

Ile
g0
Gly

Lys

Cys

Thr

Thr

Thr

Ala

80

Cys

Ala

Ala

Thr

Thr

160

Ala



Cys

Ala

Thr

Cys

225

Ala

Thr

Thr

Gly

Ala
305

Thr
Ala

Gly

210

Thr

Thr

Gly

Gly

Cvs

250

Cys

Thr

Cys

<210>
<211>
<212>

<213>

<400>

Gln
1

Ser

Trp

Gly

Lys

65

Met

Val

Val

Met

Met

20

Asp

Gln

Ala
Gily
195
Ala
Cys
Gly
Ala
Cys
275
Ala
Thr

Cys

Ala

113
PRT
Mus musculus

Gln

Lys

Asn

35

Ile

Lys

Leu

Cys

180

Gly

Cvs

Cys

Cys

Cys

260

Gly

Ala

Gly

Ala

Leu

Leu

20

Trp

Asp

Ala

Ser

Ala
Als
Thr
Rla
Ala
245
Ala
Gly
Gly

Gly

Gly
325

Val

Pro

Thr

Ser
85

Ala

Cys

Gly

Thr

Thr

Ala

Gly

310

Thr

Gln

Cys

Lys

Ser

Leu

70

Leu

Thr

Ala

Thr

215

Cys

Cys

Cvys

Cys

Gly

295

Gly

Cys

Pro

Lys

Gin

Asp

55

Thr

Thr

Cys

Ala

200

Ala

Ala

Thr

Thr

Thr

280

Cys

Thr

Ala

Gly

Ala

Arg

40

Ser

Val

Ser

Ala Ala
185

Gly Gly
Gly Ala
Cys Ala
Cys Ala

250

Gly Ala
265

Ala Thr
Thr Ala

Cys Ala

Cys Cys
. 330

Ala Glu
10

Ser Gly
25

Pro Gly
Glu Thr

Asp Lys

Glu Asp
a0

Ala

Cys

Cys

Gly

235

Gly

Thr

Thr

Ala

315

Gly

Leu

His

Ser

Ser

Thr

Cys

hla

220

Cys

Cys

Gly

Ala

Gly

300

Gly

Thr

Gly
Tyxr
60

Ser

Ala

Gly

Ala

203

Alam

Cys

Ala

Ala

Cys
285

Gly

Gly

Cvys

Arg

Phe

Leu

45

Asn

Ser

Val

Thr

190

Cys

Ala

Thr

Gly

Cys

270

Thr

Gly

Ala

Thr

Pro

Thr

30

Glu

Gln

Thr

Tyr

Thr
Ala
Thr
Als
Cys
255
Thr
Gly
Cys

Ala

Cys
335

Gly
15

Ser
Trp
Met

Ala

Tyr
g5

Cys
Thr
Cys
Cys
240
Cys
Cys
Thr
Thr
Cys

320

Cys

Ala
Tyr
Ile
Phe
Tvr

80

Cys



Bla Arg Ala Met Gly Tyr Trp Gly Gln Gly Thr Ser Val Thr Val Ser

103

ctgecegtea
gatagtgatg
cgectaattt
gggtcaggea
tattactget
atcaaa

murine sequence

Ser Leu
10

Leu

Ser Ser Gln

25
Phe

Gln Giln

Ser Lys Leu

Gly Thr Asp

75

Val
S0

Tyr

Thr

ne seguence

100

Ser.

<210> 8

<zl1li> 336

<212> DNA ‘

<213> Artificial

<220>

<223> Humanized version of murine sequence

<400> 9

gatgttgtga tgactcagtce tccactctec

atctcectgca agtcaagtca gagectctta

tttcagcaga ggccaggcca atctcecaagg

tctggggtcece cagacagatt cagcggcagt

agcaggytyyg agyctygagga tyttggggtt

ctcacgttcy gocggagggac caagettgag

<210> 10

<211l> 112

<212> PRT

<213> Artificial

<220>

<223> Humanized version of

<400> 10

Asp Val Val Met Thr Gln Ser Pro

1 5 :

Gln Pro Ala Ser Ile Ser Cys Lys
20

Asp Gly Lys Thr Tyr Leu Asn Trp

35 40
Pro Arg Arg Leu Ile Tyr Leu Val
50 35

Asp Arg Phe Ser Gly Ser Giy Ser

65 0

Ser Arg Val Glu Ala Glu Asp Val

B5

Thr His Phe Pro Leu Thr Phe Gly
100

<210> 11

<211> 336

<212> DNA

<213> Artificial

<220>

<223> Humanized wversicn of muri

<400> 11

gatgttgtga tgactcagtc tccactctce ctgceocgtcea
atctectgea aghbtcaagtea gagectcectta gatagtgatyg gaasagacata tttgaattgg

-5.

110

cecttggaca
gaaagacata
atctggtgte
ctgatttcac
ggcaaggtac

Pro. Val Thr

Leu
30

Ser Leu

Pro
45

Arg

2Asp Ser Gly

Phe Thr Leu
Tre

Glu
110

ccecttggaca

geeggectes
tttgaattgg
taaactggac
actgaaaatc
acattttecy

Leu
i5

Gly
Asp Ser
Gln Ser

Val

Ile
80

Lys

Gln
95

Gly

Tie

geeggeetee

60
120
180
240G
300
336

&0
120



atctccaagy cgectaattt atetggtgtce tasactggac
gggtcaggeca ctgatttcac actgaaaatce

tttctgcaga ggccaggeca

tetgggygtec cagacagatt cageggeagt
agcaygggtyy aggctgagga tgttggggtt
ctcacgtteg gecggagggac caagcettgag
<210> 12

<21ll» 112

<212> PERT

<213> B&artificial

<220> -

<223> Humanized Version of

<400> 12

Asp Val Val
1
Gln

Pro Rla

Asp Gly Lys

35
Pro Arg
50

Arg

Asp Phe

65

Arg

" Ser Arg Val

Thr His Phe

<21C>
<211>
<Z212>
<213>
<220>
<223>
<400>

13
336
DHNA
Arti

i3

gatgtigtga
atctectgea
tttcagcaga
tetggggtee
agcagggtgg
ctcacgttcg

<210>
<211i>
212>
<Z213>
<220>
<223
<400>

14
112
PRT
Arti

14

Met Thr

Ser Ile

20

Thr Tyr

Ile T

Leu

Ser G

70

Glu Ala

85

Proc Leu

100

ficial

Humanized version of

tgactcagte
agtcaagtca
ggccaggoca
cagacagatt
aggetgagga
gcggagggac

ficlal

Gin

Ser

Leu

VI

Glu

Thr

Ser

Cys Lvs

Asn Trp

40
Leu Val
55

Ser

Asp Val

Phe Gly

tececactectce
gagcctctta
atetecaaag
cageggeagt
tgttggggtt
caagettgag

Pro Leu

Ser

25

Phe

Ser

Gly

Gly

Gly
105

tattactgct ggcaaggtac acattttccg -

atcaaa

murine seguence

Ser Leu
10

Sar Glin

Leu Gln

Lys Leu

Thr
75

Val
90

Tyr

Gly Thr

murine segquence

ctgccegtea
gatagtgatg
cgocetaattt
gggtcaggca
tattactget
atcaaa

Humanized version of murine sequence

Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu

1

5

10

Esp [

Val Thr

Leu
30

Lreu

Pro
45

Arg Gly

Ser Gly
Thr Leu
Tyr Trp

Glu
110

Lvs Leu

ceccttggaca
gaaagacata
atctggtgtce
ctgatttcac
ggcaaggtac

Pro Val Thr

Leu
15

Gly
Ser

Asp

Gln Ser

Val Pro

Ile
80

Lys

Gln
95

Ile

gceggectee
tttgaattgg
taaactggac
actgaaaatc
acatttteceg

Leu Gly
15

1890
240
3060
336

60
120
180
240
300
336



Gln Preo Ala

Asp Gly Lys

Pro Lys

50

Arg

Bksp Arg Phe

Ser Arg Val

Thr His Phe

<Z10>
<Zil»
<212>
<213>
<220>
<Z223>
<400>

15
336
DNA
Arti

15

gatgttgtyga
atctcctygcea
tticagcaga
tctggggtece
agcagygtygg
ctcacgttecg

<210>
<Z211>
<212>
<213>
<220>
<223>
<400>

16
11z
PRT
Arti

16

Asp Val Val

Pro Ala

Lys
35

Asn
50

Arg

Asp FPhe

65

Arg

Ser Arg Val

Ser Ile S

20

Thr Tyr L

Leu

Ser Gly S

5
Glu Ala G
g5
Pro Leu T
100

ficial

tgactecagtc
agtcaagteca
ggccaggeca
cagacagatt
aggctgagga
geggagggac

ficial

Humanized version of

Met Thr &

Ser Ile 8

2C

Thr Tyr

Leu Ile 7T

Ser Gly 8

.
Glu Ala G
85

er Cys Lys

Asn Trp

40
Leu Val
55
er Ser

0

Gly

lu Asp Val

hr Phe Gly

tecactetece
gagectetta
atctocaaac
cagcggcecagt
tgttyggggtt
caagettgag

muri

1n Ser Pro

er Cys Lys

Asn Trp

40

yr Leu Val

er Ser

0

Gly

lu Asp Val

S3er Ser Gln

25

Phe Gln

Ser Lys

Gly Thr Asp

75

Val
50

Gly Tyr

Gly Thr

105

Gly

Humanized version of murine segquence

ctgccegtcea
gatagtgatyg
cgectaatit
gggtcaggea
tattactgct
atcaaa

ne seduence

Leu Ser Leu
10

Ser Gln

Phe Gln Gln

Ser Lys Leu

Gly Thr Asp

75

Val
90

Gly Tyr

Leu
30

Ser Leu

Pro
45

Arg Gly

Asp Ser

60

Gly

Phe Thr Leu

Tyr Cys Trp

Glu
110

Lys Leu

cecettggaca
gaaagacata
atctggtote
ctgatttcac
gygcaaggtac

Pro Vel Thr

Leu
30

Ser Leu

Arg Pro Gly
4

Asp
50

Gly

Phe Thr Leu

Tyr Cys Trp

Asp Ser

Gln Ser
Val

Pro

Ile
g0

LYS

Gln
95

Gly

Ile Lys

gecggectce
tttgaatigy
taaactggac
actgaaaatc
acatttteoy

Leu
15

Gly
Ser

Asp

Gln Ser

Val

Pro

Ile
80

Lys

Gln
95

Gly

&0
120
180
240
300
336



Thr His Phe Pro Leu Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys:

<Z10>
S <211
<212>
<213>
<220>
<223>
<400>

17
33¢
DA
Arci

17

gatgttgtga
atctectgea
tttcetgeaga
tctggggtec
agcagggtgyg
ctecacgtteyg

<210>
<211>
<212>
<213>
<220>
<223>
<400>

18
112
PRT
Arti

18
Asp Val Val
1

Ala

Gln Pro

Gly Lys

35

Lys
30

Arg

Rrg Phe

Arg Val

Thr His Phe

<210>
<211>
<212>
<213>»
220>
<Z23>
<4Q0>

1%
336
DHA
Arti

19

gatgttgtga
atctcectgca
tttetgeaga
tetggggtee

100

ficial

tgactcagte
agtcaagtca
ggccaggeca
cagacagatt
aggctgagga
gcggadggac

ficial

Humanized wversion of

Met Thr
5

Ser Ile

20

Thr Tyr

Leu Ile

GCly

Ala
85

Pro Leu

100

ficial

Humanized version of

tgactcagte
agtcaagtca
ggccaggceca

Gln Ser

Ser

Leu

Tyr

Ser

70

Glu

Thr

tccactctee
gagectctta
atctccaaag
cagcggcagth
tgttgyggtt
caagcttgag

muxri

Pro

Cys Lys

Asn Trp

40
Leu Val
55

Gly Berx

Asp Val

Phe Gly

muri

tcecactctee
gagcctctta
atcteccaaac

cagacagatt cagcggcagt

105

Humanized version of murine seguences

ctgccecgtea
gatagtgaty
cgcctaattt
gggtcaggea
tattactget
atcaaa

ne ssgquence

Ser Leu
10

Leu

Ser S5er Gln

25

Phe Leu Gln

Ser Lys Leu

Gly Thr Asp

75

Val
90

Gly Tyr

Gly Thr

103

Gly

ne sedguence

ctgcecgtca
gatagtgatyg
cgcctaattt
gggtcaggea

110

cececttggacs
gaaagacata
atctggtgtce
ctgatticac
ggcaaggtac

FPro Val Thr

Leu
30

Leu

Pro
45

Arg Gly

Agp Ser Gly

60
Phe

Thr Leu

Tyr Cys Trp

Glu
110

Lys Leu

cccttggaca
gaaagacata
atctggtgtce
ctgatitecac

geeggectece
tttgaattgg
taaactggac
actgaaasatc
acattticeyg

Leu
15

Gly

Asp Ser

Gln Serx

Val Pro

Lys I

geeggectee
tttgaattgy
taaactggac
actgaaaatc

&0
120
180
240
300
336

60
1290
180
240



agcagyggtgg aggctgagga tgttggggtt tattactget
ctcacgtteg geggagggac caagettgag atcasa

<210> 20

<21li» 112

<212> PRT

<213> Artificial

<220> g

<223> Humanized version of murine sequence

<400> 20 '

Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu

1 5 10

Gin Pro Ala Ser Ile Ser Cys Lys Ber Ser Gln

20 25
Asp Gly Lys Thr Tyr Leu Asn Trp Phe Leu Gln
35 40
Pro Asn Arg Leu Ile Tyr Leu Val Ser Lys Leu
50 55

Asp Arg Phe BSer Gly Ser Gly Ser Gly Thr Asp

65 ' 70 75

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr
B85 80

Thr His Phe Pro Teu Thr Phe Gly Gly Gly Thr

160 105

<2iQ0>»> 21

<211> 335

<212> DNA

<213> Artificial

<220>

«<223» Humanized version of murine seguence

<400> Z1

caggttcage tggtgcagtc tggagctgag gtgaagaage

tcctgecaagg cttoctggtta cacctttace agetactggs

cotggacaag ggcttgagtg gatgggaatdg attgatcett

aatcaaatgt tcasaggacag agtcaccatg accacagaca

atggagctga ggagcecctgag atctgacgac acggeogigt

goctactggg ggcaagggac cacggtcacc gtctectca

<210> 22

<21i> 113

<212> PRT

<213> Artificial

<220>

<223> Humanized version of murine seguence

<400> 22

Gln Val Gin Leu Val Gln Ser Gly Ala Glu Val

1

5

10

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr

20

25

ggcaaggtac

Pro Val Thr

Leu
30

Ser

Pro
45

Arg Gly

Asp Sér Gly

Phe Thr Leu

Tyr Cys Trp

Glu
110

Lys Leu

ctggegectce
tgaactgggt
cagacagtga
catccacgag
attactgtge

Lys Lys Pro

Thr Phe Thr
30

acattttceg

Leu
15

Gly
Asp Ser
Gln Zer
Pro

Val

Ile
g0

Lys

Gln
a5

Gly

Ile Lys

agtgaaggte
gcgacaggcee
asactcactac
cacagcctac
gagagctatyg

Gly Ala
15

Ser Tyr

300
33¢

60
120
180
240
30¢
339



Trp Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu
33 40 43
Gly Met Ile Asp Pro Ser Asp Ser Glu Thr His Tyr Asn Gln
50 33 60

Lys Asp Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr

65 70 75

Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr

85 90 '

Ala Arg Ala Met Gly Tyr Trp Gly Gln Gly Thr Thr Val Thr
100 105 110

Ser

<210> 23

<211l>» 339

<212> DHNA

<213> Artificial

<220>

<223> Hunanized version of murine sequence

<400> 23

caggttcage tggtgcagte tggagcetgag gtgaagaage ctggcocgectce

toctgcaagy cttetggtta cacctttace agetactgga tgaactgggt

cctggacaag ggectitgagtyg gatcggaatyg attgatogtt cagacagliga

aatcaaatgt tcaaggacag agtcaccatg accacagaca catccacgag

atggagctga ggagectgag atctgacgac acggecgtgt attactgtge

ggetactggyg ggcaagggac cacggtcace gtcteetea

<210> 24

<211l> 113

<Z12> PBRT

<213> Artificial

<220>

<223>» Humanired version of murine seguence

<400> 24

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

1 5 10

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

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

35 40 45
Gly Met Ile Asp Pro Ser Asp Ser Giu-Thy His Tyr Asn Gln
50 55 60

Lys Asp Arg Val Thr Meif Thr Thr Asp Thr Ser Thr Ser Thr

65 70 75

Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr

85 S0

- 16 -

Trp Met

Met Phe

Ala Tyr

8O

Tyz
95

Cys

Val Ser

agtgaaggtc
gegacaggee
aactcactac
cacagcctac
gagagcetaty

Gly Ala

15

Ser Tyr

Trp Ile

Met Phe

Ala Tyr

80

Tyr
85

Cys

60
120
180
240
3060
339



Ala Arg Ala Met Gly Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser

Ser

<210> 25

<211> 339

<212> DNA

<213> Arti

<z20>

<223>

<400> 25

caggticage

tcetygcaagy

cctggacaay

aatcaaatgtl

atggadgctga

ggctactggg

<210> 26

<211> 113

<212> PRT

<213> Arti

<220>

<ZZ23>

<400> 26

Gln Val Gin

1

Ser Val Lys

‘Trp Met Asn

35

Gly Met Ile
50

Lys Asp Lvs

65

Met Glu Leu

Ala Arg Ala

Ser

<210> 27

<211> 339

<212> DNA

<213> Arti

<220>

<223>

<400> 27

100

ficial

tggtgcagte
cttetggtta
ggcttgagtg
tcaaggacaa
ggagcctgag
ggCaagggac

ficial

Humanized version of

Leu Val G

Val
20

Ser

Val

Trp

Pro

Thr

Ser
85

Arg

Met
100

Gly

Ficial

Cys
Aré Gin
Ser
Teu
70

Leu

Tvr

tggagectgag
cacctttace
gatgggaatg
agccaccctg
atctgacgac
cacggtcacc

muri

Ser Gly

Ala

Ala

40

Asp Ser

55

Thr Val

Ser

Arg

Trp Gly

105

Humanized version of murine seguence

gtgaagaagc
agctactgga
attgatcett
accgtagaca
acggcogtot
gteotectea

ne seguence

Ala Glu Val

10

Ser
25

Gly Tyr

Pro Gly Gin

Glu Thr His

Thr Ser

75

Asp

Asp Asp Thr

°C

Gln
105

Gly Thr

Humanized version of murine seguence

- 11 -

110

ctggegeocto
tgaactgggt
cagacagtga
catccacgag
attactgtge

Lys Lys Pro

Thr
30

Thr Phe

Leu Glu

45

Gly

Tyr Asn Gln

50

Thr Ser

Val Tyrx

Thr Val Thr

110

agtgaaggtc
gogacaggec
aactcactac
cacagcectac
gagagctatyg

Gly ala

13

Ser Tyrx

Mat

Phe

Ala Tyr

80

Tyr
95

Cvys

Val Ser

50
120
180
240
300
339



caggttcagce
tectgcaagg
cctyggacaag
saatcaaatgt
atggagctga
ggctactggg

<210>
<211>
<212>
<213>
<220>
<223>
<400>

28
113
PRT
Arti

28

Gln
1

Val Gln

Ser Val Lys

Melt Asn

35

Trp

Met
50

Gly Iie

Lys
65

Asp Arg

Met Glu Leu

Ala Arg Ala

Ser

<210>
<211i>
<212>
<213>
<220>
<223>
<4Q0>

29
339
DNA
Arti

29

caggttcage
tcetgecaagg
cetggacaag
aatcaaatgt
atggagctga
ggctactggy

<210>
<Z211>
<212>
<213>
<220»

30
113
PRT
Arti

tggtgcagte
cttctggtta
gycttgagty
tcaaggacay
ggagootyay
ggcaagggac

ficial

Humanized wversion of

Leu Val
- 5

Val
20

Ser
Trp Val
Asp Pre
Val Thr

Ser
85

Arg

Met
100

Gly

ficial

tggtgcagte
cttctggtta
ggcttgagty
tcaaggacaqg
gyagoctgay
ggcaagggac

ficial

Gln

Ser
Met
70

Leu

Tyr

tggagctgag
cacctttacc
gatgggaatyg
agtecaccatyg
atctgacgac
cacggtcacc

Ser
Ala

Lys

Ala
40

Gln

Asp Ser

55

Thr Val

Ser

Gly

tggagetoag
cacctitacc
gatgggaaty
agtcaccatg
atctgacgac
cacggtcace

Gly Ala

Ser

25

Glu

Asp

Asp

Gln
i0s

gtgaagaagc
agctactgga
attgatcectt
accgtagaca
acggcegtgl
gtctoctca

murine seguence

10

Gly Tyr

Gln

His

Thr Ser

75

Asp Thr

Gly Thr

Humanirzed version of murine segusence

gtgaagaagc
agctactgga
attgatcctt
accgtagaca
acggeegtgt
gtectectca

- 12 -

Glu Val I

ctggcgectce
tgaactgggl
cagacagtga
catecacgag
attactgtagc

Lys Pro

Thr Phe Thr

30
Leu Glu
45

Gly

Tyr Asn Gln

50
Thr

Thr Ser

Val Tyr

Thr Val Thr

110

ctggecgecte
tgaactgggt
cagacagtga
aatccacgag
attactgtge

agtgaaggtc
gcgacaggee
aactcactac
cacagectac
gagagctatyg

Gly Ala

15

Ser Tyr

Trp Met

Met Phe

Tyr
80

Tyr Cys

Val Ser

agtgaaggte
gcgacaggce
aactcactac
cacagectac
gagagctaty

60 . .

120
180
240
300

338

&0
120
18¢C
240
300
339



<223>
<400> 30

Gln Val Gln
1 ‘

Ser Val Lys
Trp Met Asn
35
Gly Met Ile
50
iys Asp RArg
63
Met Glu Leu
Ala Arg Ala
Ser
<210>» 31
<zZ1l> 339
<212> DHNA
<213> Arti
<220>
<223>
<400> 31
caggttcage
tcectgeaagyg
cctggacaag
aatcaaaagt
atggagctga
ggctactggg
<210> 32
<Z1l> 113
<212> PRT
<213> Arti
<220>
<Z223>
<400> 32
Gin
1
Ser
Trp

35

Val
20

Trp

Humanized version of

Val Gln Ser
5

Ser Cys Lys

Val Arg Gln

murine seguence

Gly

Ala

Ala

Asp Pro

Val Thr

70

Ser Le

85

Arg

Met
100

Gly

ficial

tggtgcagtce
ctitctggtta
ggcttgagtyg
tcaaggacag
ggagcotgag
ggcaagggac

ficial

5

2C

Ser

Met

Tyr Trp

40
Asp Ser
55

Thr Val

u Arg Ser

Gly

tggagetgay
cacctttacc
gatgggaatyg
agtcaccatg
atctgacgac
cacggtcacc

40

Glu

Asp

Asp

Gln

Ala Glu

10

Val

Ser
25

Gly
Pro Gly
Thr

His

Ser
75

Lys

Asp Thr

80

Thr
105

Humanized version of murine seguence

gtgaagaage

agctactgga

attgatcctt
accacagaca
acggeocgtgt
gtcteectea

Humanized wversion ¢f murine sequence

Val Gln Leu Val Gln Ser Gly Ala Glu Val

10

Val Lys Val Ser Cys Lys Ala Ser Gly Tyr

25

Met Asn Trp Val Arg Gln Ala Pro Gly Gln

- 13 -

Lys Lys Pro

Thr Phe Thr

30
Leu Glu
45

Tyr
60

Asn Gin

Thr Ser Thr

Ala Val Tyr

Thr Thr

110

Val

ctggegecte
tgaactgggt
cagacagtga
catccacgag
attactgtge

Lys Lys Pro
Thr Phe Thr
30

Gly Leu Glu
45

Gly Ala
15 :

Ser Tyr

Trp Met

Met Phe

Tyr
80

Cys

Ser

agtgaaggte
gcgacaggce
aactcactac
cacagectac
gagagctatg

Gly Ala

15

Ser Tyr

Trp Met

50
120
180
240
300
339



Gln Val Gln
1
Val

Ser Lys

Met Asn

35

Trp

Gly Met

50

Ile

Lys
65

Asp Arg

Met Glu Leu

Arg Ala

Leu Val G1

Val
20

Ser

Trp Val

Asp Pro

Val Thr

70

Ser
85

Arg

Met
100

Ser

Met

Leu

Gly Tyr

r Aszsp Ser

n Ser Gly

Lys Ala
Gln
Asp Ser
Thr Thr

Ser

Gly

.Gly Met Ile Asp Fro Se Glu Thr His
5C 55
Lys ksp Arg Val Thr Met Thr Thr Asp Thr Ser
65 70 75
Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr
85 g0
Ala Rrg Ala Met Gly Tyr Trp Gly Gln Gly Thr
100 105
Ser
<210> 33
<211> 339
<212> DNA
<213» Artificial
<220>
<223> Humanirzed version of murine sequence
<400> 33
caggttcage tggtgcagtc tggagetgay gtdaagaadgce
teotgeaagg cttcectggita cacctttace agetactgga
cctggacaag ggettgagty gatcggaatg attgatectt
aatcaaaagt Lcaaggacag aghtcaccatg accacagaca
atggagetga ggagcectgag atctgacgac acggecgtgt
goctactyggg ggcaagggac cacggtcacc gtctectea
<210> 34
<21il> 113
<212» PRT
<213> Artificial
<220>
<223> Humanized version of murine sequence
<400> 34

Ala Glu Val
10

Ser
25

Gly Tyr

Pro Gly Gln

Glu Thr His

Asp Thr

Asp Asp Thr

8¢

Gln
105

Gly Thr

- 14 -

Tyr Asn Gin
60 :

Thr Ser Thr

Ala Val Tyr

Thr Val Thr

110

ctggecgecte
tgaactgggt
cagacagtga
catccacgag
attactgtyge

Lys Lys Pro

Thr Phe Thr

30
Leu Glu
45

Gly

Tyvr ARsn Gln

60

Thr Ser Thr

Ala Val Tyr

Thr Val Thx

110

Lys Phe
Ala T

Tyr
85

Cys

Val Ser

agtgaaggte
gegacagyges
aactcactac
cacagectac
gagagebatg

Gly Ala

15

Ser Tyr

Trp Ile

Lys Phe

Ala Tyr

80

Tyr
95

Cys

Val Ser

60
120
1806
240
360
339



<210> 35
<211> 339
<212> DNA
<213> Arti
<220>

<223>

<400> 35
caggttcage
tcotgcaagg
cctggacaag
aatcaaatgt
atggagctga
ggctactggy
<210> 36
<211> 113
<212> PRT
<213> Arti
<220>

<223>

<400> 36

Gln Val Gln
1

Ser Val LYS
Trp Met Asn
35

Gly Met Ile
50

Lys Asp Arg

65

Met Glu Leu

Ala Arg Ala

Ser

<210> 37

<211> 112

<Z12>» PRT

<213> Arti

<220>

<223>

<400> 37

ficial

tggtgcagte
cttectggtta
ggcttgagty
tcaaggacag
ggagectgag
Jggcaagggac

ficial

Humanized version of

Leu Val

Val
20

Ser
Trp Val
Asp Pro
Val

Thr

Ser
85

Arg

Met
150

Gly

ficial

Gln

Cys

Arg

Ser

Met

70

Leu

Tyr

tggagctgag
cacctttace
gatcggaatg
agtcaccatg
atctgacgac
cacggtcacc

muri

Ser Gly

Lys Ala

Gin Ala

490
Asp Ser
55

Thr Val

Ser

Arg

Trp Gly

Humanized version of murine seguence

gtgaagaagc
agctactgga
attgatcctt
accgtagaca
acggeegtgt
gtctectca

ne sequence

Ala Glu Val

i¢

Ser
25

Gly

Pro Gly

Glu Thr His

Thr Ser

75

Asp

Asp Asp Thr

Gln
105

Gly Thr

Humanized version of murine seguence

- Thr

ctggegoete
tgaactgggt
cagacagtga
catccacgag
attactgtge

Lys Pro

Phe Thr

30

Gly Leu Glu

45

Asn Gln

Tyr

Thr

Ala Val Tyr

Thr Val Thr

110

agtgaaggtc
gcgacaggec
aactcactac
cacagectac
gagagctatg

Gly Ala

15

Ser Tyr

Trp Ile

Metf Phe

Ala T

Tyr
95

Val Ser

Asp Val Val Met Thr Gln Thr Pro Leu Thr Leu Ser Val Asn Ile Gly

1

5

10

-15-

15

60
120
180
240
360
33%



- Gln

Asp

Pro

Asp

Ser

Thr

Pro

Asn
50
Arg

Arg

His

<Z210>
<211>
<212>

<213>

<220>
<223>
<400>

Gln

1

Ser

Trp

Gly

Lys

65

- Met

Ala

Ser

Val

Met

Met

3G

Asp

Gln

Arg

Ala
Lys
35

Arg
Phe

Val

Phe

38

113
PRT
Artificial

Gln

Lys

Asn
35

Val

Lys

Leu

Ala

Ser
20
Thxr

Leu

Thr

Pro
100

Leu
Leu
20

Trp
Asp
Ala

Ser

Met
100

Ile. Ser

Tyr Leu

Ile

Tyr

Gly Ser

Ala
85

Leu

Gln

Ser

Val

Pro

Thr

Ser I

85

Gly

70

Glu

Thr

Gln

Cys

Lys

Ser

Leu

70

Tyr

Cys

Asn

Leu

55

Gly

Asp

Phe

Humanized version of
38

Pro

Lys

Gln

Asp

55

Thr

Thr

Trp

Lys

Trp

40

Val

Ser

Leu

Gly

Ser Ser
25

Leu Leu

Ser Lys

Gly Thr

Gly Ile

990

Ala Gly
185

Gln

Gln

Asp
75

Tyr

Thr

murine sequence

Gly

Ala

Arg

40

Ser

Val

Ser

Gly

Ala Glu
10

Ser Gly
25

Pro Gly
Glu Thr
Bsp Lys
Glu Asp

40

Gln Gly
105

-16 -

Leu

Tyr

Gln

His

Ser

sSer

Thr

Ser

Arg

Asp

&0

Fhe

Tyr

Lys

Val

Thr

Gly

Tyr

60

Ser

Ala

Ser

Leu

Pro

Ser

Thr

Cvys

Leu

Arg

Phe

Leu

45

Asn

Ser

Val

Val

Leu
30

Gln
Gly
Leu

Trp

Glu
110

Pro
Thr
30

Glu
Glin
Thr

Tyr

Thr
110

Bsp

Gly

Val

Gly
15
Ser

Trp

Met

Ala

Tyr
a5

Val

Thr

Ser

Pro

Tle
80

r Gly

Lys

Ala

Tyr

Ile

Phe

Tyr

80

Cys

Ser



