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Figure 1:

human TKVTEEVVANMPEGLTPDLVQFACESELNEVTGTRIAYETEKMDLVQTSEVMOESLYPARQ
monkey GKVTEEVVANMPEGLTPDLVQEACESELNEVTGTKIAYETKMDLVOTSEVMQESLYPAAQ
rat SKVTEARAVSNMPEGLTPDLVQEACESELNEATGTKIAYETKVDLVQTSEALIQESLYPTAD
mouse SEKVIEAVVATMRPEGLTPDLVQEACESELNEATGTKIAYETKVOLVQTSEAIQESIYPTAQ

*kkd _*:.********************_**********:*******_:***:**:**

human LCPSFEESEATPSPVLPDIVMEAPLNSAVPSAGASVIQPSSSPLEASS-VNYESIKHEPE
monkey LCPSFEESEATPSPVLPDIVNEAPLNSAVPSAGASAVOPSSSPLEASS~-VNYESITHEPE
rat LCPSFEEAEATPSPVLPDIVMEAPLNSLLPSAGASVVQPSVSPLEAPPFVSYDSIKLEPE
mouse LCPSFEEAEATPSPVLPDIVMEAPLNSLLPSTGASVAQPSASPLEVPSPVSYDGIKLEPE

Fhhkhkd g hkkkhhArhhhrddddrdhd hkhhr  Fhkh khkk ok k. ok Kk

human NPPPYEEAMSVSLKRVSGIKEEIKEPENINAALQETEAPY ISIACDLIKETKLSAEPAPD
monkey NPPPYREAMSVSLERVSGIKEEIREPESINAAVOETEAPYISIACDLIKETKLSAEPTPD
rat NPPPYEEAMNVALKAL-GTKEGIKEPESFNAAVOETEAPYISTACDLIKETKLSTEPSPD
mouse NPPPYEEAMSVALKTS-DSKEEIKEPESFNAAAQEAEAPYISIACDLIKETKLSTEPSPE

dhkkkkhhd F.oxkk | kR *****.:*** **:******************:**:*:

human FSDYSEMAKVEQPVPDHSELVEDSSPDSEPV&EE@DDSIPDVPQKQDETVMLVKESLTET
monkey FSDYSEMAKVEQPVPDHSELVEDSSPDSEPVDLFSDDSIPDVPQKODEAVMLVKENLPET
" rat FSNYSEIARFEKSVPEHARLVEDSSPESEPVDLESDDSTIPEVPQTQEEAVMLMKESLTEV
mouse WENYSEIAKFEKSVPDHCELVDDSSPESEPVDLEFSDDSIPEVPQTOEEAVMLMKESLTEY

**.***:#*'*:'**:*_***:****:*************:***-*:*:***:**_*_*_
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<221>

<222>

<223>

<400>

2176

PEPTIDE

(1)..(18)

rat NogoA_ 623-640

1

Ser Tyr Asp Ser Ile Lys Leu Glu Pro Glu Asn Pro Pro Pro Tyr Glu

1

5 10 15

Glu Ala

<210>

<211>

<212>

<213>

<220>

<221>

<222>

<223>

221
PRT

Mus musculus

CHATN
(1)..(221)

Variable part of Heavy Chain of 11C7 with leader sequence



WO 2004/052932

<400> 2

Met Asp Phe Gly Leu Ile Phe Phe
1 5

Gln Cys Glu Val Lys Leu Leu Glu
20

Gly Gly Ser Leu Lys Leu Ser Cys
35 40

Arg Asn Trp Met Ser Trp Val Arg
50 55

Trp Ile Gly Glu Ile Asn Pro Asp
65 70

Ser Leu Lys Asp Lys Phe Il= Tle
85

Leu Tyr Leu Gln Val Ser Thr Val
100

Tyvr Cys Val Arg Pro Val Trp Met
115 120

Gly Thr Ser Val Thr Val Ser Ser
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3/76

Ile Val Gly lLeu Leu Lys Cly val
10 15

Ser
25

Gly Gly Gly Leu Val Gln Pro

. 30

Val Val Ser Gly Phe Asp Fhe Arg

45

Ala Pro Gly Liys Gly Leu Glu

60

Gln

Ile Asn Tyr Thr Pro
30

Ser Ser Lys

75

Asn Ala Liys Asn Thr
95

Ser Arg Asp

80

Arg Ser Glu
105

Asp Thr Ala Leu Tyr
110

Ala Met Asp Tyr Trp Gly Gln

125

Ala Lys Thr Thr Pro Pro Ser Val
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130

135

4/76

140
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Tyr Pro Leu Ala Pro Gly Ser Ala Ala Gln Thr Asn Ser Met Val Thr

145

150

155

160

Leu Gly Cys Leu Val Lys Gly Tyr Phe Pro Glu Pro Val Thr val Thr

Trp Asn Ser Gly Ser Leu Ser Ser

Leu Gln Ser Asp Leu Tyr Thr Leu

165

180

195

170

175

Gly Val His Thr Phe Pro Ala Val

185 190

Ser Ser Ser Val Thr val
205

Ser Thr Trp Pro Ser Glu Thr Val Thr Cys Asn Val Ala

210

<210>

<211>

<212>

<213>

<220>

<221>

215

238

PRT

Mus musculus

CHATN

220

Pro Ser
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<222> (1)..(238)

<223> Light Chain of 11C7 with leader seguence

<400> 3

Met Ser Pro Ala Giln Phe Leu Phe Leu Leu Val Leu Trp Tle Arg Glu
1 5 10 15

Thr Ser Gly Asp Val Leu Leu Thr Gln Thr Pro Leu Thr Leu Ser Ile
20 25 30

Thr Ile Gly Gln Pro Ala Ser Ile Ser Cys Iiys Ser Ser Gln Ser Leu
35 40 45

Leu His Ser Asp Gly ILiys Thr Tyr Leu Asn Trp Leu Leu Gln Arg Pro
50 55 60

Gly Gln Ser Pro Lys Arg Leu Tle Tyr Leu Val Ser ILiys Leun Asp Ser
65 70 75 80

Gly Val Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp FPhe Thr
85 90 95

Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Leu Gly Leu Tyr Tyr Cys
100 105 110

Trp Gln Gly Thr Hig Phe Pro Gln Thr Phe Gly Gly Gly Thr Lys Leu
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115

Glu Ile Lys Arg Ala Asp Ala
130 135

120

Ala

6/76

125
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Pro Thr Val Ser Ile Phe Pro Pro

140

Ser Ser Glu GIn Leu Thr Ser Gly Gly Ala Ser Val Val Cys

145 150

Asn Asn Phe Tyr Pro Liys Asp
165

Ser Glu Arg Gln Asn Gly Val
180

Lys Asp Ser Thr Tyr Ser Met
195

Glu Tyr Glu Arg His Asn Ser
210 215

Ser Thr Ser Pro Ile Val Liys
225 230
<210> 4

<211> 3919

<212> INA

Tle

155

Fhe Leu
160

Asn Val Lys Trp Lys Ile Asp Gly

170

175

Leu Asn Ser Trp Thr Asp Gln Asp Ser

Ser
200

Tyx

Ser

185 190

Ser Thr Leu Thr Leu Thr
205

Thr Cys Glu Ala Thr His
220

Phe Asn Arg Gly Glu Cys
235

Lys Asp

Iys Tht
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<213>

Homo

<220>

<221>

<222>

<223>

CDS

<400> 4

atg
Met.
1

CcCC

Pro

gac

ctg
Ten

gcg
Ala
65

tke
Fhe

gaa gac
Glu Asp

cgg
Arg

ccg
Pro

gag
Glu
35

gag
Glu

gag
Glu

gag
Glu
50

gec cca

Ala Pro

gga aat

Gly Asn

..

sapiens

(3579)

Human NogoA

cty gac cag
Leu Asp Gln
5

cag ccc gcg
Gln Pro Ala
20

gaa gaa gag
Glu Glu Glu

ctg gag gtg
Leu Glu vVal

gty cco acce
Val Pro Thr
70

gac tte gtg
Asp Fhe Val

tct

Ser

ttec
FPhe

gag
Glu

cty
Leu
55

goe

Ala

cog

Pro

7/76

cck ctg
Pro Leu

aag tac
Lys Tyr
25

gag gaa
Glu Glu
40

gag agyg
Glu Arg

cct goc
Pro Ala

cog geg
Pro aAla

gte tcg koo
Val

10

Ser Ser

¢ag tke gtg
Gln Phe Val

dJag dgag gac
Glu Glu 2sp

oce goo
Pro Ala
60

aag
Lys

goc
Ala

ggc gcg
Gly Ala
75

cce oy gga
Pro Arg Gly

tcg gac

Ser Asp

agg
Arg

gag
Glu
30

gag
Glu
45

gac
Asp

goa
Ala

dgg
Gly

cog
Pro

ctg

Leu

coe ctg

Pro Leau
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agec
Ser
15

ccc

Pro

gaa
Glu

ctg

Leu

atg
Met

ccy

cca

gag
Glu

gac
Asp

teo

Ser

gac
Asp
80

gee

Pro Ala

48

96

144

192

240

288
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gct
Ala

gtg
Val

tcg
Ser

cce

Pro

tcg

Ser

ccco

Pro

130

cct
Pro
145

coy

aag
Lys

cet

g

" Leu

cCa

225

cct

Pro

cca

Pro

cge
Arg

got
Ala

aag
Lys
210

tet

Ser

cCcC

Pro

tog
Ser
115

tcec

Ser

cce

Pro

gce
Ala

agy
Arg

gca
Ala
195

gag

Glu

gtc
val

gtc
val
100

acec

aag
Lys

ccg
Pro

coyg

ggc
Gly
180

tct

Ser

cag
Gln

ctg
Len

85

gcc
Ala

gtg
Val

cte

Leu

gco
Ala

gck
Ala
165

tce

Ser

gag
Glu

cca

Pro

ctt

Leu

coyg
Pro

ccc

Pro

cct

Pro

agc
Ser
150

ccc

Pro

tog

Ser

cct

Pro

ggt
Gly

gaa
Glu
230

gag
Glu

gcg
Ala

gag

cgg
Arg

cca
Pro
120

gac

8/76

cag
Gln
105

tco

Ser

gac

Glu Asp Asp

135

gtg
Val

goo
Ala

ggc
Gly

gtg
Val

aac
Asn
215

act

agc
Ser

geg
Ala

tca

Ser

ata
Tle
200

act

get

CCC

Pro

ccC

Pro

gtg
Val
185

cge
Arg

att
Ile

gct

Thr Ala Ala

90

ccg
Pro

cog

Pro

dgag
Glu

cag
Gln

cco
Pro
170

gat

Asp

tce

Ser

tog

Ser

falognd

Ser

tet

Ser

ctg

Leu

cct

Pro

gca
Ala
155

teco

Ser

gag
Glu

tet

Ser

gct
Ala

ctt
Leu
235

tgg gac ccg
Trp Asp Pro
110

tct got goo
Ser Ala Ala
125

coy goo ogg
Pro Ala Arg
140

gag ccc gtg
Glu Pro Val

acc cog goco
Thr Pro Ala

acc ctt ¢ttt
Thr Leu Phe
190

gca gaa aat
Ala Glu Asn
205

ggt caa gag
Gly Gln Glu
220

cct tct ctg

Pro Ser Leu
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85

agc ceg

Ser Pro

gca gte
Ala Val

cct cce

Pro Pro

tgg acc

Trp Thr
160

gog coc
Ala Pro
175

get ctt
Ala Leu

atg gac
Met Asp

gat tte
Asp Phe

ek cet
Ser Pro
240

336

384

432

480

528

576

624

672

720
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cte tea

Leu Ser

aca gta
Thr Val

et aaa

Ber Lys

tta aca
Leu Thr
290

agt gte
Ser. Val
305

gaa gaa
Glu Glu

aat aac
Asn Asn

ttg gtt
Leu Val

ttt aat
The Asn
370

gea
Ala

tta

Leu

gag
Glu
275

gag
Glu

tct

Ser

ata
Ile

atec
Ile

aaa

Lys
355

gaa
Glu

got
Ala

coo
Pro
260

gte

Val

ttt
Fhe

cCa

Pro

atc
Ile

ctt
Leu
340

gag
Glu

aad

tct

245

act

teca

Ser

tca

Ser

Lyvs

gtg
Val
325

cat

His

gat
Asp

aga

ttec
Phe

gaa
Glu

gag
Glu

gaa
Glu

gca
Ala
310

aaa

Liys

aat
Asn

gaa
Glu

gtt

Liyvs Arg Val

aaa

Lys

gga
Gly

aag

Lys

tta
Leu
255

gaa
Glu

aat

Asn

caa
Gln

att
Val

gca
Ala
375

9/76

gaa cat
Glu His

aca ctt
Thr Leu
265

gca aaa
Ala Lys
280

gaa tac

Glu Tyx

tot gee
Ser Ala

aaa gat

Liys Asp

caa gag
Gln Glu
345

gtg tct
val Ser
360

gtg gaa
val Glu

gaa
Glu
250

caa

Gln

act

tca

Ser

gta
val

gaa
Glu
330

tta

Leu

tca

Ser

gct
Ala

tac

gaa
Glu

cta

Leu

gaa
Glu

ata
Ile
315

gaa

Glu

cct

Pro

gaa
Glu

cect
Pro

ctt ggt
Leu Gly

aat gtc
Asn Val

cte ata
Leu Ile
285

atg gga
Met Gly
300

gta gca
Val Ala

gag aag
Glu Lys

aca gct
Thr Ala

aaa gca
Lys Ala
365

atg agy
Met Arg
380

aat

Asn

agt
Ser
270

gat
Asp

teca
Ser

aat

Asn

tta

Leu

ctt
Leu
350

aaa

Lys

gag
Glu

PCT/EP2003/013960

ttg
Leu
255

gaa
Glu

aga

tcg

Ser

cet

Pro

gtt
Val
335

act

gac

Asp

gaa
Glu

tca

Ser

gct
Ala

gat
ASp

tte
Fhe

agg
Arg
320

agt

Ser

aaa

Lys

agt

Ser

tat
Tyr

768

816

864

912

960

1008

1056

1104

1152
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gca
385
gaa

Glu

gaa
Glu

aat’

agt

Ser

gac
Asp

gat
Asp

agt

Ser

cac

‘His

acog

- 450

gct

465

cct

Pro

ata
Tle

aaa

Lys

tat

cCccC

Pro

ttg

Leu

gaa
Glu

aca

gtc

tte
Phe

agt

Ser

aaa

Lys

gaa
Glu
435

cca

Pro

ttt
FPhe

thka

Leu

gaa
Glu

tca
Ser
515

aca

aaa

Lys

gat
Asp

gtg
val
420

aaa

Lys

gaa
Glu

aac

Asn

gga
Gly

aag
Livs
500

aac

Asn

aca

cca

Pro

atg
Met
405

gat

Asp

gat
Asp

ggt
Gly

cca

Pro

gat
Asp
485

aag
Lys

cct

Pro

gat

ttt
Fhe
390

g

adaa

Lys

agt
Ser

ata

Tle

gca

470

cct

Pro

goc
Ala

ttk
Phe

aat

10/76

gag cga gta tgg gaa
Glu Arg Val Trp

gct get gga ggt
Ala Ala Gly Gly Lys

aga

Lys

gag
Glu

aag
Lvs
455

goa

act

caa
Gln

ctt

Teu

tta

tgt ttk
Cys Phe
425

agt agt
Ser Ser
440

gat cgt
Asp Arg

act gag
Thr Glu

tca gaa
Ser Glu

ata gta
Tle Val
505

gta geca
val Ala

520

aca aagd

410

gca

Ala

aat

Asn

teca

Serr

age

Ser

aat
Asn
490

aca

gca
Ala

gtg

Glu
395

aaa

gat
Asp

gat
Asp

gga
Gly

att
Ile
475

aag
Iys

gag
Glu

cag
Gln

act

gtg aaa gat

Val

ate
Ile

age

Ser

gat
Asp

gea
Ala
460

gca

acce

aag

Lys

gat
Asp

gag

Lys

gag
Glu

ctt

Leu

act

445

tat

aca

gat

tot
Ser
525

gaa

Asp

agc

Ser

gag
Glu
430

tct
Ser

atc

Tile

aac

Asn

gaa
Glu

act
Thr
510

gag
Glu

gtc
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agt aag
Ser Lys
400

aac ttg
Asn Leu
415

caa act

Gln Thr

tte cce
Fhe Pro

aca tgt

att ttt
Ile Phe
480

aaa aaa
Lys Lys

4595

agc acc

aca gat
Thr Asp

gtg geca

1200

1248

1256

1344

1392

14490

1488

1536

1584

1632
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Tyr Val

aac
Asn
545

agt

Ser

atyg
Met

gca

cot
Pro
625

gct
Ala

cca

Pro

ata

Tle

530

atg
Met:

gaa

Glu

gac

Asp

gca
Ala

gtt
Vval

Thr

cet

Pro

tkg

Leu

ttg

Leu

cag
Gln
595

ttg

Leu

610

agt

Ser

tct

Ser

cca

Pro

aag

Livs

gct
Ala

kca

Ser

tat

gaa
Glu

Thr

gaa
Glu

aat

Asn

gtt
Val
580

cti

Leu

cct

Pro

ggt
Gy

gtt
Val

gaa
Glu
660

gaa
Glu

Asp

ggc
Gly

gaa
Glu
565
caa

Gln

tgc

gac
Asp

gct

Ala

aat

645

gag
Glu

att
Tle

11/76

Asn Leu Thr Lys

535

ctg act
Leu Thr
550

gtt act
Val Thr

aca tca

cca tca

Pro Ber

att gtt
Ile val
615

teo gtg
Ser Val
630

tat gaa
Tvr Glu

gcoe atg
Ala Met

aza gag
Iys Glu

cca

Pro

ggt
Gly

gaa
Glu

ttk
Phe
600

atg

Met

ata
Ile

age

Serr

aght
Ser

cct

Pro

gat
Asp

aca

gtt
val
585

gaa
Glu

gaa
Glu

cag
Gln

ata
Ile

gta
Val
665

gaa
Glu

Val Thr Glu Glu Val

tta gta
Leu Val
555

aag att
Lys Ile
570

atg caa
Met Gln

gag tca
Glu Ser

gca cca

Ala Pro

coc age
Pro Ser
635

aaa cat
Lys His
650

tca cta

Ser Leu

aat att
Asn Ile

540
cag

Gln

gct
Ala

gag
Glu

gaa
Glu

ttg
Leu
620

tea

Ser

agagr
Glu

aaa

Lys

aat

gaa
Glu

tat

tca

Ser

gct
Ala
605

aat
Asn

teca

Ser

cot

Pro

aaa

Livs

gca
Ala

gaa
Glu

ctc
Leu
590

act

tct

Ser

cca

Pro

gaa
Glu

gta
Val

. 670

gca

Asn Ala

gct
Ala
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Val

tgt

Cys

aca

5753

tat

cct

gca
Ala

tta

Leu

aac
Agsn
655

tca

Ser

ctt

Leu

Ala

gaa
Glu
560
aaa

Lys

cch

Pro

tea

gtt

Val

gaza
Glu
640

[slele

Pro

gga
Gly

caa
Gln

1680

1728

. 1776

- 1824

1872

1920 -

1968

2016

2064
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gaa

Glu

aca

705

ater

Met

gat

ata
Ile

gaa
Glu

aag
Lyvs
785

gaa

Glu

gat
Asp

675

aca gaa
Thr Glu
690

aag ctt
Iys Leu

gca aaa

Ala Lys

toc teca

Ser Sex

cct gac
Pro Asp
755

agt cte
Ser Leu
770

gaa aaa
Glu Lys

tot ttt
Ser Phe

gaa gtt
Glu Val

gct

tect

Ser

gtt
Val

cct
Pro
740

gtt

Val

act

cte

Ten

aag

Lys

tca
Ser
820

cct

Pro

gct
Ala

gaa
Glu
725

gat
Asp

cca

Pro

gag
Glu

agt

Ser

ctc
Leu
805

aca
Thi:

tat

gaa
Glu
710

cag

Gln

tct

caa
Gln

act

got
Ala
790

agt

Ser

Lty
Leu

ata
Ile
695

cca

Pro

cca
Pro

gaa
Glu

adaa

Livs

tca
Sexr
775

ttg

Leu

tta

Leu

agc

Ser

680

tetk

Ser

gck
Ala

gty
Val

cCa

Pro

caa
Gln
760

ttt

Phe

cca

Pro

agat
Asp

aaa

Lys

12/76

att
Ile

ccg

Pro

cct

Pro

gtt
Val
745

gat
Asp

gag
Glu

cct

Pro

aac

Asn

aag
Liys
B25

gca
Ala

gat
Asp

gat
Asp
730

gac
Asp

gaa

Glua

tca

Ser

gad
Glu

aca
Thr
810

gag
Glu

685

tgt gat tta
Cys Asp Leu
700

tte tct gat
Phe Ser Asp
715

cat tct gag
His Ser Glu

tta ttt agt
Leu Phe Ser

act gtg atg
Thr Val Mst
765

atg ata gaa
Met Tle Glu
780

gaga gga aag
Gly Gly Lys
795

aaa gat acc

Lys Asp Thr

aaa att cct

Lys Ile Pro

att
Ile

tat
Tyr

cta

Leu

gat
Asp
750

ctt

Leu

tat

cca

Pro

ctg

Leu

ttg
Leu
830
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aaa

Lys

tca

Ser

gtk
Val
735

gat

gtg
Val

gaa
Glu

tat

tta
Leu

815

cay
Gln

gaa
Glu

gaa
Glu
720

gaa

Glu-

tea

Ser

asp
Tys

aat

Asn

ttg
Leu
800

cot

Pro

atg
Met

2112

2160

2208

2256

2304

2352

2400

2448

2496
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gag gag
Glu Glu

aag gaa
Lys Glu
850

att gaa
Tle Glu
865

tca Lttt

Ser Phe

aaa agt

Iys Ser

aca gaa
Thr Glu

gaa gag
Glu Glu

930
aca teca

245

caa gea
Gln Ala

cte

835

gca

Ala

att
Ile

tet

Ser

gaa
Glu

ttg
Leu
915

aaa

Lys

aag

Iiya

gag
Glu

agt act geca gtt
Ser Thr Ala Val

cag ata aga gaa
Gln Ile Arg Glu
855

ata gat gag ttc
Ile Asp Glu Phe
870

aaa tta goc agg
Iiys Leu Ala Arg
885

att get aat geo
Ile Ala Asn Ala
500

cca cat gac ctt

Pro His Asp Leu

atc agt tte tca
Ile Ser Phe Ser
935

gkg ctc tta ttg
Val Leu Leu Leu

950

ata gag age ata

tat

840

act

cct

Pro

gaa
Glu

ccg

Pro

tct
Ser
920

gat
Asp

cet

Pro

gtk

Ile Glu Ser Ile Val

265

13/76

tca aat gat
Ser Asn Asp

gaa acg tit
Glu Thr Phe

aca ttg atc
Thr Leu Ile
875

tat act gac
Tyr Thr Asp
890

gat gga gct
Asp Gly Ala
805

ttg aag aac

Leu Lys Asn

gac ttt tct
Asp FPhe Ser

cca gat gtt
Pro Asp Val
855

aaa CCcCc aaa
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<222>

<223>

<400>

tggcaaggta cacattttec tcagacg

<210>

19

DNA

Mus musculus

misc binding

(1) ..(27)

DNA-CDR' 3-11C7

19

20

39/76

PCT/EP2003/013960

21

27
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<211>
<212>

<213>

<220>
<221>
<222>

<223>

<400>

40/76

Mus musculus

CDs

(1) ..(54)

leader sequence for heavy chain of 11C7

20

atg gat tit gag cbtg att tit ttt att gtt ggt ctt tta aaa ggg gte 48
Met Asp Phe Gly Leu Ile Phe Phe Tle Val Gly Leu Leu Lys Cly Val

1

5 10 15

cag tgt 54
Gln Cys

<21.0>

<211>

<212>

<213>

21
18
PRT

Mus musculus
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41/76

<400> 21
Met Asp FPhe Gly Leu Ile Phe Fhe Ile Val Gly Leu Leu Lys Gly Val

1 5 10 15

Gln Cys

<210> 22

<211> 57

<212> TIINA

<213> Mus ruasculus

<220>

<221> CDS

<222> {1}..(57)

<223> leader seguence for 11C7-light chain

<400> 22

atg agt cct goc cag tte ckg ttt ctg tta gty cte tgg att cgg gaa 48
Met Ser Pro Ala Gln Phe Leu Phe Leu Leu Val Leu Txp Ile Arg Glu

1 5 10 15
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acc agc ggt
. Thr Ser Gly

<210>

<211>

<212>

<213>

<400>

23

13

PRT

Mus musculus

23

42/76

PCT/EP2003/013960

57

Met Ser Pro Ala Gln Phe Leu Phe Leu Leu Val Leu Trp Ile Arg Glu

1

5

Thr Ser Gly

<210>

<21%1>

<212>

<213>

<220>

24

181

PRT

Homo sapiens

10

15
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<221> PEPTIDE

<222> {1)..(181)

<223> human Nig-D20

<400> 24

Gly Thr Lys

Glu Val Met

Phe Glu Glu
35

Met Glu Ala
50

Ile Gln Pro
65

Ser Ile Lys

Sexr Val Ser

43/76

PCT/EP2003/013960

Ile Ala Tyr Glu Thr ILys Met Asp Leu Val Gln Thr Ser

5

10

15

Gln Glu Ser Leu Tyr Pro Ala Ala GIn Leu Cys Pro Ser

20

Ser Glu Ala Thr Pro Ser Pro

40

25

30

Val Leu Pro Asp Tle Val
45

Pro Leu Asn Ser Ala Val Pro Ser Ala Gly Ala Ser val

Ser Ser Ser Pro Leu Glu Ala

His Glu Pro Glu Asn Pro Pro

Leu Lys Lys Val Ser Gly Ile

100

85

70

55

105

20

60

Ser Ser Val Asn Tyr Glu
75 80

Pro Tyr Glu Glu Ala Met
95

Iys Glu Glu Ile Lys Glu
110
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44/76

Pro Glu Asn Ile Asn Ala Ala Leu Gin Glu Thr Glu Ala Pro Tyr Ile
115 120 125

Ser Tile Ala Cys Asp Leu Ile Lys Glu Thr Lys Leu Ser Ala Glu Pro
130 135 140

Ala Pro Asp Phe Ser Asp Tyr Ser Glu Met Ala Lys Val Glu Gln Pro
145 150 155 160

Val Pro Asp His Ser Glu lLieu Val Glu Asp Ser Ser Pro Asp Ser Glu
165 - 170 . 175

Pro Val Asp Leu Phe

180

<210> 25

<211> 3492 -

<212> INA

<213> Rattus norvegicus

<220>

<221> CDS

<222> {1)..(3492)
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<223> rat NogoA

<400> 25
atg gaa gac
Met Glu Asp

1

ccyg

Pro

gag
Glu

gag
Glu

ctg
Leu
65

ttec
Phe

geg

cce

Pro

gac
Asp

gac
ASD
50

tce

Ser

age

Ser

ccc

Pro

cag

gag
Glu
35

cta

Leu

gca
Ala

agc

Ser

cct

Pro

gog gog cce

Ala

Ala

Pro
115

ata
Tle

cct
Pro
20

gag
Glu

gag
Glu

gct
Ala

gac

Asp

geo
Ala
100

gcg
Ala

gac
Asp

ccg

Pro

gac

Asp

gaa
Glu

gcyg
Ala

tcg
Ser
85

gct
Ala

cca

Pro

cag
Gln

ccc

Pro

gag

Glu

ctg

Leu

gty
Val
70

gtg
Vval

cct

Pro

tce

Ser

teg

Ser

gec
Ala

gag
Glu

gag
Glu
55

ccg

Pro

cee

Pro

gag
Glu

ctg

Leu

tcy
Ser

ttc
Fhe

gag
Glu
40

gty
val

cCC

Pro

cce
Pro

agy
Arg

ccg
Pro
120

45/76

ctg
Leu

aag
Lys
25

gag
Glu

ctg

Leu

goc
Ala

gcg
Ala

cag
Gln
105

cce

Pro

gtc tee
Val Ser
10

tac cag

Tyvr Gln

gag gac
Glu Asp

gag agy
Glu Axrg

gee gec
Ala Ala
75

cce cgo
Pro Axg
80

cca teo

Fro Sex

gct goo
Ala Ala

teg
Ser

tte
Phe

gag
Gla

aag

Lys
60

gcg
Ala

ggg
Gly

tog
Trp

goa
Ala

tec
Ser

gtg
val

gag
Glu
45

cecC

Pro

ceg

Pro

cog

Pro

gaa
Glu

gte
Vval
125

acg

Thr:

acg

30

gag
Glu

gca
Ala

ctg
Leu

ctyg
Leu

cgc
Arg
110

ctg

Len

PCT/EP2003/013960

gac

Asp
15

gag
Glu

gag
Asp

gce
Ala

ctg

Leu

cog
Pro
95

age

Ser

ccC

Pro

agc

Ser

ceo
Pro

gac
Asp

jeis[e)
Gly

gac
Asp
80

goa
Ala

cce
Pro

tco

Ser

48

- 96

X44

192

240

288

336

384
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aag

1vs

cca
Pro
145

ccg

ttt
Phe

aaa

Lys

caa
Gln

tct
Ser
225

ggt
Gly

tta

Leu

ata

cte
Leu
130

gce

Ala

gcd
Ala

gct
Ala

att
Ile

gag
Glu
210

cta

Leu

aac

Asn

aat
Asn

aat

cca

Fro

guc
Gly

gcyg
Ala

ctt

Leu

atg
Met
195

gat
Asp

tet

Ser

tta

Leu

gaa
Glu

aga

gag
Glu

gcg
Ala

cCC

Pro

cek
Pro
180

gat

Asp

tte
Phe

cct

Pro

tca

Ser

act
Ala
260

gat

gac
Asp

age

Ser

aag
Liys
165

get

Ala

ttg

Leu

cca

Pro

cic

Leu

gca
Ala
245

tot

Ser

tta

gac
Asp

olals!
Pro
150

cge

Arg

gca
Ala

atg
Mebt

tct

Ser

tca
Ser
230

gty
val

aa4a

Liyvs

gca

dag
Glu
135

ctg

Leu

agg
Arg

tet

Ser

gag
Glu

gte
Val
215

act

tca

Ser

gag
Glu

daaa

46/76

cct cco goco agg
Pro Pro Ala Arg

gcg

gag ccc

Ala Glu Pro

ggc
Gly

gag

Glu

cag
Gln
200

ctg

Leu

gtt
val

teo

Ser

ttg

Leu

et

tco age
Ser Gly
170

cct gty
Prio Val
185

cca ggt
Pro Gly

ctt gaa
Leu Glu

tet ikt
Ser Phe

tea gaa
Ser Glu
250

coa gag
Pro Glu

265

tca gaa

gce
Ala
155

tca

Ser

ata

Ile

aac
Asn

act

aaa
Lys
235

gga
Gly

agg
Arg

tta

cco ¢og
Pro Pro
140

gcyg cce
Ala Pro

gtg gat
Val Asp

cee tec

Pro Ser

act gtt
Thr Val
205

gct geco
Ala Ala
220

gaa cat

Glu His

aca att
Thr Tle

gca aca
Ala Thr

gaa tat

cct

Pro

cct

Pro

gag
Glu

tet
Ser
190

teg

tct

Ser

gga
Gly

gaa

Glu.

aat
Asn,
270

tca

PCT/EP2003/013960

ccg

Pro

teo

Ser

acc

175

gca

Ala

tct

ctt

Leu

tac

gaa
Glu
255

cca

Pro

gaa

ceog

Pro

acg

160

ctt

Leu

gaa
Glu

agt
Gly

cct

Pro

ctt
Leu

240

act

ttt
Phe

atg

432

4380

528

- 576

624

672

720

768

8ls

864
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val

gga
Gly

gaa
Glu
305

tta

Leu

aaa

Liys

gaa
Glu

ttt
Phe

agt
Ser
385

aga

agt
Ser

Asn Arg Asp Leu Ala Glu Phe

tea
Ser
290

aac
Asn

gtt
Val

gaa
Glu

atg
Metk

aag
Lys
370

agyg
Arg

asa
Lys

gaa
Glu

275

tet

Ser

act

tgt

gac

Asp

cag
Gln
355

cca

Pro

gat
Asp

tga

ggc
Gly

ttt
Phe

aag

Lys

agt
Serxr

aga

aaa

Lys

gaa
Glu

gca
Ala
325

gtt

280
gge toe cea
Gly Ser Pro

295

gaa gta att

4776

Ser

aaa

Lys

gty

Glu Vval Ile val

310

gee ctk cac
Ala Leu His

gtg tct cea

Arg Val Val Ser Pro

340

atg
Met

ttt
Fhe

gtg
val

ttg

Leu

aga
Arg

teca

‘Ser

gaa

Glu

cty

Leu

gaa
Glu
405

aat
Asn

gta gta gea
Val Val aAla
360

caa gca tgg
Gln Ala Trp
375

get get aga
Ala Ala Arg
390

gal age ctg

Asp Ser Leu

gag gat gct
Glu Asp Ala

agt
Ser

gaa
Glu
345

cet

.Pro

gaa
Glu

gct
Ala

gag
Glu

tct
Ser

Glu

gga
Gly

agyg
Arg

cca
Pro
330

aag

Lys

gtg
Val

gtg
Val

aat

PCT/EP2003/013960

Leu Glu Tyr Ser Glu Met

gag
Glu

agt
Ser
315

caa
Gln

aca
Thr

agg
Arg

aaa

Lys

gtg

Asn Val

caa,
Gin
410

tte
Phe

395

aaa

Lys

ceco

Pro

285
tca geo
Ser Ala
300
aaa gac

Liys Asp

gaa tca
Glu Ser

atg gac
Met Asp

gaa gag

Glu Glu

365

gat act

380

gaa agt

Glu Ser

agt ctt

Ser Leu

agt acc
Ser Thr

ata
Ile

aaa

Lys

cct

Pro

att
Ile
350

tat

tat

aaa

Lys

ggg
Gly

cca
Pro

tta

Leu

gag
Glu

gtg
Val
335

ttt
Phe

gca
Ala

gag
Glu

gty
Val

aag
Lys
415

gaa
Glu

gta
Val

gat
Asp
320

agt
Gly

aat

Asn

gac

Asp

gga
Gly

gac
Asp
400

gat

Asp

cch

Pro

912

260

1008

1056

1104

1152

1200

1248

1296
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gty
Val

gca

act

465

caa
Gln

val

tca

Ser

cca

Pro

agt
Gly
545

gaa
Glu

aag

Lys

acc

450

tca

Ser

att
Tle

gea
Ala

aag
Lys

gat
Asp
530

aca

gct
Ala

gac
Asp
435

gaa
Glu

gaa

420

age

Ser

agc

Ser

aat

Glu Asn

ata
Ile

gta
Val

gty
Val
515

tta

aca

cag
Gln
500

act

gtt

Leu Val

aag

Lys

ata
Tle

att
Ile

caa
Gln

tceo

Ser

acc

aga.

Lys

gag
Glu
485

gat
Asp

gag
Glu

cag
Gln

get
Ala

gaa
Glu
565

aga gca
Arg Ala

aca gea
Thr Ala
455

aca gat
Thr Asp
470

aag act

Liys Thr

Ect gag
Ser Glu

gca gca

tat

Tyr
440

aac
Asn

gaa

Glu

age

Ser

gca
Ala

gty

Ala Ala Val

gaa gea
Glu Ala
5358

tat gaa

T™vr Glu
550

tca ctt
Ser Leu

520

tgt
Cys

aca

tac

Tyr

48/76

425
att

Ile

act

aaa

Lys

cce
Pro

gat
Asp
505

tca

Ser

gaa
Glu

aaa

Lys

[slale]

Pro

acc

tte
FPhe

aaa

Lys

aaa
Lys
490

tat
Tyr

aac

tat
Cys

cct

Pro

ata
Ile
475

acyg

gtk
Val

atg

Asn Met

agt

Ser

gtg
Val

aca
Thr
570

gaa

Glu

gac
Asp
555

gca
Ala

gct
Ala

ttg
Leu
460

gaa

Glu

tca

Sen

aca

cot
Pro

ctg
Leu
540

ttg

Leu

cag
Gln

430
tee ttt

Ser Fhe
445

tta gaa

Leu Glu

gaa agg
Glu Arg

aat cct
Asn Pro

aca- gat
510

gaa ggt

Glu Gly

525

aat gaa

Asn Glu

gte caa
Val Gln

ctt tge
Leu Cys

PCT/EP2003/013%960

acc

gat
Asp

aag

Lys

ttc
Fhe
495

ace
Thr

ctg

Leu

goco
Ala

aca

cca
Pro
575

toa

Ser

cat

His

gce
Ala
480

ctt

Leu

tta

Leu

acg

aca

tea
Ser
560

tca

Sexr

1344

1392

1440

1488

1536

1584

1632

1680

1728



WO 2004/052932

ttt
Phe

atg
Met

gtg
Val

gac
Asp

gag
Glu

gaa
Glu

cag
Gln
610

agt

Ser

625"

atg
Met

cct

Pro

teo

Ser

agt
Ser

gtg
Val
705

aat
Asn

gaa
Glu

att
Ile

cca
Pro
690

cce

Pro

gaa
Glu

gea
Ala
595

cCcc

Pro

ata
Ile

gta
Val

agt

Ser

gcg
Ala
675

gat

Asp

gaa
Glu

get gaa
Ala Glu
580

cca tta

FPro Leu

aght gta
Ser Val

aag ctt
Iwvs Leu

goa c¢kta
Ala Leu
645

ttt aat
Phe Asn
660

tgt gat

Cys Asp

tte tct
Phe Ser

cac gct
Hiz Ala

gca
Ala

aat
Asn

tec

Ser

gag
Glu
630

aaa

Lvs

goa
Ala

tta

Leu

aat

Asn

gag
Glu
710

act

tect

Ser

cca

615

cct

Pro

gct
Ala

get

ccg

Pro

cte
Leu
600

ctg

Leu

gaa
Glu

ttog

Leu

gtt

Ala Val

att
Ile

tat

Tyx
695

cta

aga

Lys
680
teca

Ser

gtg

49/76

tca
Ser
585

ctt

Leu

gaa
Glu

aac

Asn

gga
Gly

cag
Gln
665

gaa
Glu

gaa
Glu

gag

cca

Pro

cca

Pro

goa
Ala

lolole
Pro

aca

650

gaa,
Glu

aca

ata
Ile

gat

Leu Val Glu 2Asp

gtt
val

agc

Ser

cct

Pro

cca
Pro
635

aay

Lys

aca

aag

Lys

geoa
Ala

teo
Ser
715

ttg

Len

got
Ala

cct
Pro
620

cca

Pro

gaa
Glu

gaa
Glu

cte

Leu

aaa
Liys
700

tca

Ser

PCT/EP2003/013960

cct gat att gtt

Pro

agt
Gly
605

cca

Pro

tat

gga
Gly

gcet
Ala

tece
Ser
685

ttc

Phe

cct
Pro

Asp
590

get

Ala

gtt
val

gaa
Glu

ata
Ile

cct
Pro
670

act

gag
Glu

gaa
Glu

Ile

tct

Ser

agt
Ser

gaa
Glu

aaa
Livs
655

tat

gag
Glu

aag

Lys

tct

Ser

val

gta
val

tat

gece
Ala

640 -

gagr
Glu

ata
Ile

cca

Pro

tcg
Ser

gasa
Glu
720

1776

1824

1872

1920

1968

2016

2064

2112

2160
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cca

Pro

caa

Gln

gag
Glu

gag
Glu

aca

785

aaa

Lys

gat
Asp

ttt
FPhe

gte
Val

cta

gtt
Val

gag
Glu

aca

cta
Leu
770

aaa

Liys

att
Ile

gac

tca

Ser

agt
Ser
850

gaa

gac
Asp

gag
Glu

gta
Val
755

gga
Gly

gat
Asp

tct

Ser

tta

Leu

gat
Asp
835

act
Ala

gta

tta

Leu

gct
Ala
740

geo

Ala

aag

Lys

gct
Ala

ttg

Leu

ctt
Leu
820

tca

Ser

aag,

Lys

tce

ttt
Phe
725

gtg
Val

cag
Gln

cca

Pro

gca
Ala

caa
Gln
805

tect

Sexr

tct

Ser

gat
Asp

gac

agt

gat

Ser Asp

atg
Mat

cac

His

tat

tct
Ser
790

atg
Met

tct

Ser

ceg

Pro

gat
Asp

aaa

cte

aaa

Liys

tta
Leu
775

aat

Asn

gaa
Glu

aad

Ivs

att
Ile

tck
Ser
855

agt

gat
Asp

atg
Met

dgag
Glu
760

gayg

Glu

gac

Asp

gag
Glu

gaa

Glu

gag
Glu
840

cct

Pro

gaa

50/76

teg

Ser

aag
Lys
745

gag

Glu

tct

Ser

att
Tle

ttk
Phe

gac
Asp
825

ata

Ile

daa

Lys

att

att
Ile
730

gag

Glu

aga
Arg

ttk
Phe

cca

Pro

aat
Asn
810

aaa

Lys

ata
Tle

tta

Leu

get

cct

Pro

agt

Ser

oL
Leu

cag
Gln

aca

785

act

ata
Tle

gat
Asp

goc
Ala

aat

gaa
Glu

cteo

Leu

agt
Ser

ccoc
Pro
780

ttg

Leu

gca
Ala

aaa

Lys

gaa
Glu

aag
Liys
860

ate

gte
val

act

gce
Ala
765

aat
Asn

ace

atk
Iie

gaa
Glu

ttk
Phe
B45

gag
Glu

caa

cca

Pro

gaa
Glu
750
tca

Ser

tta

Len

aaa

Lys

tat

agt
Ser

830

[slsle

Pro

tac

age

PCT/EP2003/013960

caa
Gln
735

gtg
Val

cct

Pro

cat

aag
Lys

tea
Ser
815

gaa
Glu

acg

ackt
Thf

gag

aca

tok

Ser

cag
Gln

agt

Ser

gag
Glu
800

aat

Asn

aca

ttt
Phe

gat
Asp

gca

2208

2256

2304

2352

2400

2448

2496

2544

2582

2640
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Leu
865

gat
Asp

ata
Tle

agd

ttg

Leu

acy

945

agra

gtk
Val

ggt

Glu

tca

Ser

tat

tee

dgaa
Glu
230

ada

Lys

tee

Ser

gac
Asp

gca

val

ttg

Leu

cet
Pro

agt
Ber
915

cct

Pro

gaa
Glu

ctg
Leu

cte

Leu

age

Gly Ala Ser

agt

Ser

gta
Val

995

Ser

cct

Pro

aag
Lvs
9200

gta
val

cag
CGln

gca
Ala

tea

Ser

cke
Leu
980

tta

Leu

Asp

tgc

885

gat

Asp

tct

Ser

aca

gag
Glu

get
Ala
965

tac

tte
Phe

Liys
870

tkta
Leu

gaa
Glu

aag
Lys

gaa
Glu

aaa
Lys
950

gta

Val

tgg
Trp

ctg

Leu

Ser

gaa
Glu

gta
Val

gca
Ala

atg
Met
935

aaa

Lys

ttg

Leu

aga

Arg

ctg

Leu

Glu

ttg

Leu

cat

His

teo

920

ggc
Gly

ctt
Leu

tca

Sex

gac
Asp

ctg

Leu

51776

Ile Ala Asn Ile

ccC

Pro

gtt
Val
205

ata
Ile

agoe

Ser

cet

Pro

gca.
Ala

att
Tle
285

tet ctg aca gtg tte age att gte
Ser Leu Thr Val Phe Ser Ile Val

1000

tgt

890

tca

Ser

teg

Ser

ata
Tle

tct

Ser

gag
Glu
970

aag
Lys

875

gac
Asp

gat
Asp

cct
Pro

gtk
val

gac
Asp
855

ctg

Leu

aag

Lys

ctt

Leu

gaa
Glu

tca

Ser

aaa
Lys
940

aca

agt

Ser

act
Thr

Gln

tect

Ser

tte
Phe

aat

Ser

tte

-Phe:

tco
Sexr
910

Asn Val
. 925

tee

Sex

gag
Glu

aaa

Lys

gga

aaa

Lys

aaa

Lys

act

gtg

Gly Val

990

1005

PCT/EP2003/013960

Gly

aag
Lys
895

gaa
Glu

tet

Ser

tca

Ser

gag
Glu

tca
Ser
975

gtg
Val

Ala
880

aat

Asn

aat

Asn

gct

ctt

Len

gac
Asp
960

gtt

Val

ttt
Fhe

acg gce tac att gee tig gec ctg cte teg gtg act atce
Thr Ala Tyr Ile Ala Leu Ala Leu Leu Ser Val Thr Ile

2688

2736

2784

2832

2880

2928

2976

3024

3069
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age

Ser

gat
Asp

ata
Ile

cat

His

gat
Asp

ttt
Phe

tka

Leu

cat

His

agtt
Val

1010

tkt
Phe
1025

gaa
Glu
1040

tea
Ser
1055

gty
val
1070

gat
Asp
1085

act

1100

gct
Ala
1115

cag
Gln
1130

aag
Iys
1145

agg ata tat aag
Arg Ile Tyvr Lys

ggc cac cca tic
Gly His Pro Fhe

gag gaa ttg gtt
Glu Glu Leu Val

aac age aca ata
Asn Ser Thr Ile

tta gtt gat tce
Leu Val Asp Ser

tat gttt ggt gec
Tyr Val Gly Ala

cty ate tca cte

Leu Ile Ser Leu

gtg cag ata gat
Val Gln Ile Asp

gat gcc atg geo
Asp Ala Met Ala

1015

gge gtg
Gly val
1030

agg gca
Arg Ala
1045

cag aaa
Gln Lys
1060

aza gaa
Lye Glu
1075

ctg aag
Leu Lys
1090

ttg tte
Leu Phe
1105

tte agt
Phe Sexr
1120

cat tat
His Tvr
1135

aaa atc
Iye Ile
1150

52176

atc cag gct
Ile Gln Ala

tat tta gaa
Tyvr Leu Glu

tac agt aat
Tyvr Ser Asn

ctg agg cgy
Leu 2rg Arg

ttt geca gtg
Phe Ala Val

aat ggt ctg
Asn Gly Leu

att cct gtt
Tie Pro Val

cta gga ctt
Leu Gly Leu

caa gca aaa
Gln Ala Lys

1020

atec
Ile
1035

tet
Ser
1050

tet
Ser
1065

cktt

Leu

1080-

ttg
Leu
1085

aca

1110

att
Ile
1125

gca
Ala
1140

atc
Tle
1155

cay
Gln

gas
Glu

geh
ala

ttc
Phe

atg
Met

cta

Leu

tat

aac

cct

Pro

PCT/EP2003/013960

aaa teca

Lys Sex

gttt gct
Val Ala

ctt gat
Leu Gly

tta gtk
Leu Val

tgg gty
Trp Val

ctg att
Leu Ile

gaa cgg
Glu Arg

aag aght
Lys Ser

gga titg
Gly Leu

3114

3152

3204

3249

3294

3339 -

3384

3428

3474
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53/76

aag cgc aaa gca gat tga

Lys Arg Lys Ala Asp
1160

<210> 26

<211> 1163

<212> PRT

<213> Rattus norvegicus

<400> 26
Met Glu Asp Tle Asp Gln Ser Ser Leu Val Ser Ser Ser Thr Asp Ser

1 5 . 1 " 15

Pro Pro Arg Pro Pro Pro Ala Phe Lys Tyr Gln FPhe Val Thr Glu Pro
20 25 30

Glu Asp Glu Glu Asp Glu Glu Glu Glu Glu Asp Glu Glu Glu Asp Asp
35 40 45

Glu A.ép Leu Glu Glu Leu Glu Val Leu Glu Arg Lys Pro Ala Ala Gly
50 55 60

Leu Ser Ala Ala Ala Val Pro Pro Ala Ala Ala Ala Pro Leu Leu Asp
65 70 75 80

3492
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54/76

Phe Ser Ser Asp Ser Val Pro Pro Ala Pro Arg Gly Pro Leu Pro ala
85 a0 95

Ala Pro Pro Ala Ala Pro Glu Arg Gln Pro Ser Trp Glu Arg Ser Pro
100 108 110

Ala Ala Pro Ala Pro Ser Leu Pro Pro Ala Ala Ala Val Leu Pro Ser
115 120 125

Lys Leu Pro Glu Asp Asp Glu Pro Pro Ala Arg Pro Pro Pro Pro Pro
130 135 140

Pro Ala Gly Ala Ser Pro Leu Ala Glu Pro Ala Ala Pro Pro Ser Thr
1145 150 155 160

Pro Ala Ala Pro Lys Arg Arg Gly Ser Gly Ser Val Asp Glu Thr Leu
165 170 175

Fhe Ala Leu Pro Ala Ala Ser Glu Pro Val Ile Pro Ser Ser Ala Glu
180 185 190

Lys Ile Met Asp Leu Met Glu Gln Pro Gly Asn Thr Val Ser Ser Gly
195 200 205

Gln Glu Asp Fhe Pro Ser Val Leu Leu Glu Thr Ala Ala Ser Leu Pro
210 215 220
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55/76

Ser Leu Ser Pro Leu Ser Thr Val Ser Fhe Lys Glu His Gly Tyr Leu
225 230 235 240

Gly Asn Leu Ser Ala Val Ser Ser Ser Glu Gly Thr Ile Glu Glu Thr
245 250 255

Leu Asn Glu Ala Ser Lys Glu Leu Pro Glu Arg Ala Thr Asn Pro Phe
260 265 270

Val Asn Arg Asp Leu Ala Glu Phe Ser @lu ILeu Glu Tyr Ser Glu Met
275 280 285

Gly Ser Ser Phe Iiys Gly Ser Pro Lys Gly Glu Ser Ala Ile Leu Val
290 285 300

Glu Asn Thr Lys Glu Glu Val Ile Val Arg Ser Liys Asp Lys Glu Asp
305 310 315 . 320

Leu Val Cys Ser Ala Ala Len His Ser Pro Gln Glu Ser Pro Val Gly
325 330 335

Lys Glu Asp Arg Val Val Ser Pro Glu Lys Thr Met Asp Ile Phe Asn
340 345 350

"
Glu Met Gln Met Ser Val val Ala Pro Val Arg Glu Glu Tyr Ala Asp
355 360 365

Phe Lvs Pro FPhe Glu Gln Ala Trp Glu Val Lys Asp Thr Tyr Glu Gly
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370 375 380

Ser Arg Asp Val Leu Ala Ala Arg Ala Asn Val Glu Ser Lys Val Asp
385 390 395 400

Arg Lys Cys Leu Glu Asp Ser Leu Glu Gln Lys Ser Leu Gly Lys Asp
405 410 415

Ser Glu Gly Arg Asn Glu Asp Ala Ser Phe Pro Ser Thr Pro Glu Pro
420 425 430

Val Lys Asp Ser Ser Arg Ala Tyr Ile Thr Cys Ala Ser FPhe Thr Ser
435 440 445

Ala Thr Glu Ser Thr Thr Ala Asn Thr Phe Pro Leu Leu Glu Asp His
450 455 ' 460

Thr Ser Glu Asn ILiyvs Thr Asp Glu Lys Lys Ile Glu Glu Arg Lys Ala
465 470 475 480

Gln Tle Tle Thr Glu Lys Thr Ser Pro Lys Thr Sexr Asn Pro Phe Leu
485 490 495

Val Ala Val Gln Asp Ser Glu Ala Asp Tyr Val Thr Thr Asp Thr Leu
500 505 510

Ser Lys Val Thr Glu Ala Ala Val Ser Asn Met Pro Glu Gly Leu Thr
515 520 525
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Pro Asp Leu
530

Gly Thr lys
545

Glu Ala Ile

Phe Glu Glu

Met Glu Ala
595

Val Gln Pro
610

Asp Ser Tle
625

val

Ile

Gln

Ala

580

Pro

Ser

Lys

Gln Glu

Ala Tyr
550

Glu Ser

565

Glu Ala

Leu Asn

Val Ser

Leu Glu
630

Met Asn Val Ala Leu Lys

Pro Glu Ser

Phe
660

645

Azn Ala

Ala Cys
535

Glu Thr

Leu Tyr

Thr Pro

Ser Leu

600

Pro Leu

615

Pro Glu

Ala TLeu

Ala val

57/76

Glu Ser Glu

Iys Val Asp

555

Pro Thr Ala
570

Ser Pro Val
585

Ser

Leu Pro

Glu Ala Pro

Pro
635

Asn Pro

Gly Thr Lys
650

Gln Glu Thr

665

Leu Asn Glu
540

Leu Val Gln

Gln Leu Cys

Leu Pro Asp

590

Ala Gly Ala

605

Pro Pro Val

620

Tyr Glu

Pro

Glu

Gly Tle

Glu Ala Pro
670

PCT/EP2003/013960

Ala Thr

Thr Ser
560

Pro Sexr
575

Ile Val

Ser Val

Ser Tyr

Glu Ala
640

Livs Glu
655

Tyr Tle
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Ser

Ser

Val
705

Ile Ala Cys
675

Pro Asp Phe
690

Pro Glu His

Val Asp Leu

Asp Leu

Ser Asn

Ala Glu
710

Phe Ser
725

Gln Glu Glu Ala Val Met

Glu

Glu

Thr

785

Lys

740

Thr Val Ala
755

Leu Gly Lys
770

Liys Asp Ala

Gln His

Pro Tyx

Ala Ser
790

Ile Ser Leu Gln Met

805

Ile Lys
680

Tyr Ser
695

Leu Val

Asp Asp

Leu Met

Lys Glu

760

Leu Glu
775

Asn Asp

Glu Glu

58/76

Glu Thr Lys

Glu Ile Ala

Glu Asp Ser
715

Ile Pro
730

Ser

Iys Glu Sexr

745

Glu Arg Leu

Phe Gln

Ser

Pro Thr
795

Ile

Phe
810

Leu Ser Thr
685

Lys Phe Glu
700

Ser Pro Glu

Glu Val Pro

Leu Thr Glu
750

Ser Ala Ser
765

Pro Asn Leu
780

Leu Thr Lys

PCT/EP2003/613960

Glu Pro

Lys Ser

Ser Glu

720

Gin Thr

735

Val Ser

Pro Gin

His Ser

Liys Glu
800

Asn Thr Ala Ile Tyr Ser Asn

815
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Asp Asp

Phe Ser

Val Ser
850

Leu Glu
865

Asp Ser

Ile Tyr

Arg Ser

Leu Glu
930

Thr Lys
945

Arg Ser

Leu

Asp

835

Ala

Val

Leu

Pro

Ser

815

Pro

Glu

Leu

Leu Ser Ser
820

Ser Ser Pro

Lys Asp Asp

Ser Asp Lys
870

Pro Cys Leu
885

Lys

Ile

Ser

855

Ser

Glu

Tys Asp Glu Val

200

Val Sexr Lys

Ala

Gln Thr Glu Met

Ala Glu Lys
950

Ser Ala Val

933

Lys

Leu

Glu

Glu

840

Pro

Glu

Leu

His

Ser

220

Gly

Leu

Sex

59/76

Asp

825

Tle

Lys

Ile

Pro

val

905

Tle

Ser

Pro

Ala

Lys Ile

Tle Asp

Leu Ala

Ala Asn
875

Cys Asp
890

Ser Asp

Sexr Pro

Ile vVal

Ser Asp

955

Glu Leu

Lys

Glu

Lirs

860

Ile

Leu

Glu

Ser

Lys

940

Ser

PCT/EP2003/013%60

Glu Ser Glu Thr

Phe

845

Glu

Gln

Ser

Phe

Asn

925

Ser

Glu

Liy's

830

Pro

Tyr

Ser

Phe

Ser

10

Val

Lys

Lys

Thr Phe

Thr Asp

Gly Ala
880

Livs Asn
395

Glu Asn

Ser Ala

Ser Leu

Glu Asp

960

Ser Val
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965

60/76

970

PCT/EP2003/013960

975

Val Asp Leu Leu Tyxr Trp Arg Asp Ile Lys Lyes Thr Gly Val val pPhe

280

285

990

Gly Ala Ser Leu Fhe Leu Leu Leu Ser Leu Thr Val Phe Ser Ile Val

895

Ser Val Thr Ala Tyr Ile
1010

Ser Phe Arg Ile Tyr Lys
1025

Asp Glu Gly His Pro FPhe
1040

Ile Ser Glu Glu Leu Val
1055

His val Asn Ser Thr Ile
1070

Asp Asp Leu Val Asp Ser
1085

Phe Thr Tyr Val Gly Ala

R Nalal

1000

Ala Leu Ala Leu Leu
1015

Gly Val Ile Gln Ala
1030

Arg Ala Tyr Leu Glu
1045

Gln Lys Tyr Ser Asn
1060

Lys Glu Leu Arg Arg
1075

Leu Lys Phe Alza Val
1090

Leu Phe Asn Gly Leu

11 Ar

1005

Ser Val Thr Ile
1020

Tle Gln Lys Ser
1035

Ser Glu.Vval Ala
1050

Ser Ala Leu Gly
1065

Leu Fhe Leu Val
1080

Leu Met Txp Val
1085

Thr Leu Leu Ile

anan
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PCT/EP2003/013960
61/76

Leu Ala Leu Ile Ser Leu Phe Ser Ile Pro Val TIle Tyr Glu Arg
1115 1120

His Gln Val Gln Ile Asp His
1130 1135

Val Lys Asp Ala Met Ala Lys
1145 1150

Iys Arg Lvs Ala Asp
1160

<210>
<211>
<212>

<213>

<220>
<2201>
<222>

<223>

27

25

FRT

Rattus norvegicus

PEPTTIDE

(1)..(25)

rat PEP4

1125

Tvr Leu Gly Leu Ala 2Asn Iiys Ser
1140

Ile Gln Ala Lys Ile Pro Gly Leu
1155
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<400

27

PCT/EP2003/013960
62/76

Glu Glu Leu Val Gin Lys Tyr Ser Asn Ser Ala Leu Gly His Val Asn

1

5

10 15

Ser Thr Ile Lys Glu Leu Arg Arg Leu

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

20

28

17

PRT

Artificial Sequence

FRO/SER rich peptide

PEPTIDE

(1) .17

Synthetic peptide

28

25
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Pro Ser Ser Pro Pro Pro Sexr Ser Pro Pro Pro Ser Ser Pro Pro Pro
1 5 10 15

Ser

<210> 29
<211> 25
<212> DNA

<213> Artificial Sequence

<220>

<223> CA-NA-2F
<220>

<221> primer bind
<222> (1)..(25)

<223> CA-NA-2F primer

<400> 29
aageaccatt gaattctgea gtbce 25
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<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

30

28

DNA

Artificial Sequence

CA-NA~-3R

primer_bind

(1)..(28)

30

aactgcagta ctgagctcct ceatctge

<210>

<211>

<212>

<213>

31

33

DNA

Artificial Segquence

64/76
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28
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<220>

<223>

<220>

<221>

<222>

<223>

<400>

65/76

forward 5°'

primer bind

(1) ..(33)

Forward primer

31

gtegeggate catggagacce cttttbgete tto

<210>

<211>

<212>

<213>

<220>

<223>

<220>

32
27
CINA

Artificial Sequence

reverse 5'

PCT/EP2003/013960

33
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<221>

<222>

<223>

<400>

primer bind

(Ly.. {27

reverse primer

32

gttetegagt tatgaagttt tacteag

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

33

29

Artificial Sequence

forward 57'-1

- primer_bind

{1)..(29)
primer
33

66/76
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.27
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gtgcggatce atggattitga aggagcagce

<210
<211>
<212>

<213>

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

<223>

<400>

28

DA

Artificial Segquence

reverse 5'-1

primer bind

{1)..(28)

primer

34

gtttetecgag tgaagtttta tteagete

<210>

<211>

<212>

35

20

Na

67/76

PCT/EP2003/013960

29

28
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<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

Artificial Sequence

5! primer

primer,_bind

(1)..(20)

primer

35

tecaccecegyg cecgogoeccaa

<210>

<211>

<212>

<213>

<220>

<223>

36

22

DNA

Artificial Sequence

5' primer 2

68/76

PCT/EP2003/013960

20
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<220>

<221>

<224>

<223>

<400>

primer_bind

{(1)..(22)

primer

36

aatgatggge aaagctgtge tg

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

37

24

DA

Axtificial Sequence

3" primer

primer bind

{1)..(24)

primer

69/76
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22
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<400>

37

ggtacaaaga ttgcttatga aaca

<210>

<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

38

22

DNA

Artificial Secuence

3' primer 2

primer._bind

(1)..(22)
primer
38

agcagggcca aggcaatgta gg

70/76
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¢

22
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<211>

<212>

<213>

<220>

<223>

<220>

<221>

<222>

<223>

<400>

DNA

Artificial Sequence

5'-VL leader

primer_bind

{1)..(28)
primer
39

aatatgagte ctgeccagtt cctgttte

<210>

<211>

<212>

<213>

32

DNA

Artificial Sequence

71176

PCT/EP2003/013960

28



WO 2004/052932

<220>

<223>

<220>

<221>

<222>

<223>

<400>

72/76

primer bind

(1)..(32)

primer

40

ttaggaatte ctaacactct ccocetgttga ag

<210>

<211>

<212>

<213>

<220>

<223>

<220>

41
31
DNA

Artificial Sequence

5'-VH leadér

PCT/EP2003/013960

32
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<222> (1)..(31)

<223> primer

<400> 41

aatatggatt ttgggctgat ttttittatt g

<210> 42

<211> 24

<212> INA

<213> Artificial Sequence

<220>

<223> 3'-CH hinge

<220>

<221> primer bind

<222> (1)..(24)

<223> primer

<400> 42
aattgggeaa cgttgecaggt gacg

PCT/EP2003/013960

31

24
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<210> 43

<211> 663

<212> TINA

<213> Mus musculus

<220>

<221> misc _binding

<222> (1)..(663)

<223>

<400> 43

atggattttg ggetgattit ttttattgtt

aagettecteg agtctggagg tggoctgotg

gtagtctcag gattcgattt tagaagaaatb

aaagggctayg aatggattgg agaaattaat

tctotaaagg ataaattcat catctecaga

gtgageacag tgagatctga ggacacagec

tatgctatgg actactgggg tcaaggaacc

ccoocatotg totatccact ggcccctgga

74/76

INA variable part of heavy chain 11C7

gogtcttitaa

cageotggag

tggatgagtt

ccagatagca

gacaatgoca

ctttattact

tcagtcaccg

toetgetgeeo

aaggggtcca

gatcectgaa

gggteecggca

gtaagataaa

agaatacgcet

gtgtgagace

tcteoctcage

aaactaacta

PCT/EP2003/013960

gtgtgaggtg 60
actctectgt 120
ggctoctogy 180
ctatacgeca 240
gtacctgcaa 300
ggtctggatg 360
caaaacgaca 420
catggtgacc 480
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73176

PCT/EP2003/013960

ctgggatgee tggteaaggg ctatttceect gagecaghga cagtgaccty gaactotgga 540

tcecctgteca geggtgtgeoa caccttecca getgtectge agtotgacct ctacactetg 600

agcagceteoag tgactgtece ctocageace tggeoccageg agaccgtcac ¢tgeaacgtt 660

gcc

<210>

<211>

<212>

<213>

<220>

<221>

<222>

<223>

<400>

717

DNA

Mus mugculus

mige_binding

{1)..(717)

varlable part of light chain of 11C7

44

663

atgagtectyg cccagttoct gtttetgtta gtgetetgga ttogggaaac cageggtgat 60

gttetgttga cecagactee tcteactttg tegataacca ttggacaace agectceccate 120

tcttgoaagt caaghbcagag cctettgeat agtgatggaa agacatattt gaattggttg 180
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ttacagaggce

ggagtoccty

agagtggagy

acgttoggty

atctteoccac

aacaacttcet

aatggogtcoo

agcacccteca

actcacaaga

caggocagte
acaggttcac
ctgaggattt
gaggcaccaa
catccagtga
acccocaaada
tgaacagttg
cgttgaccaa

catcaactte

tocaaagedge

togcagtaga

gggactttat

gectggaaate

gcagttaaca

catcaatgtc

gactgatcag

ggacgagtat

acccattgte

76/76

ctaatctatc

tcagggacad

tattgetgge

aaacgggcty

tetggaggty

aagtggaaga

gacagcaaag

gaacgacata

aagagcttca

toggtgtctaa

atttcacact

aaggtacaca

atgetgecace

cetcaghtogt

ttgatggeag

acagcaccta

acagctatac

acaggggaga

PCT/EP2003/013960

actggactet

gaaaatcagc

ttttecteag

aactgtatce

gtgcttcttg

tgaacgacaa

cagcatgage

ctgtgagace

gtgttag

240

300

360

420

480

540

600

660

AY



