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FIG. 2A

Human CD80 CHO cells
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FIG. 3A

CD80 CHO + PMA costimulation
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FIG. 3B
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FIG. 4A

Primary alloresponse
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FIG. 6

Inhibition of PHA-induced monkey T cell proliferation
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FIG.7
ATGEGTGTACTGCTCACACAGAGGACACTOCTCAGTCTGETCCTTACACTCCTETTTCCA -19
MG Voo Lo wliwwTrnQrwRoe T Lm Ly e S LV o LyseseAe w Lime e lyow e Fro m P e -7
AGCATEECEARCATERCARTCCACATGECCCABCCTECTETGGTACTGRCCAGCAGCCGA +42
SrenMmm A n S oMo mRm oM wHow ~ Ve Bw Qe P Boe VeV v L B e S e S R e +14
+1
GGCATCGCTAGCTTTCTGTETGAGTATGCAT CTCCAGGCAAATATACTGAGETCCRGETE +102
GrmImmAmnSenFreVmnCmwEemYem A - PronGmwRr wYmwTow B R eV +34
ACAGTGCTTCCECAGECTEACAGCCAGETEACTGARGT CIGTGCGECARCCTACATEATG +162
P Ve Ly =R o v Qe w B D B Qs W e T e B <V e G A A e Trw e Y e Mo M +54
GGGARTGAGTTGACCTTCCTAGATGATTCCATCTGCACCEGCACCTCCAGTGGARATCAR +222
G~ oo m B Lym T B wLyoe D mDm e Sve T o o G Do o G e T s S e S ol B Qe e +74
GTGAACCTCACTATCCAAGAACTEAGGOCCATGGACACGGEACTCTACATCIGCARGGTA +282
Voo Nm = Lom T T Qe G wDme w R m e Roe eMw D = Toe wGae e Ly Foo e L ime G B Ve +94
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20 VT NS S J - YO T, OO U0 SO YU, S R T O - Y- Y +214
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VesmLim m TV Lim = Hos Qe Do Wor e Ly e Nie o Gre e Kow m Broe e Y e Koo e Qo Ko Vo= S = +234
AACAAAGCCCTCCCAGCCCCCATCGAGAAARCCATCTCCAAAGCCAAAGGGCAGCCCCGA +762
5 OO S R JOUR SO O S, JOOUS  JOOU, SN, DU, SO - SO JEI VU JUOW c TN OIS SO, S +254
GAACCACAGETGTACACCCTGCCCCCATCCCGERATGAGCTGACCAAGAACCAGGTCAGC +822
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GGGCAGCCERAGAACAACTACAAGACCACGCCTCCCATACTEGACTCCGACGECTCCTTC +942
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TTCCTCTACAGCAAGCTCACCETOSACARGAGCAGETGECAGCAGGGEAACGTCTTCTCA — +1002
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FI1G. 8

ATCRGTITACTGCTCACACAGAGGACGCTECTCAGTCTRGTCCTTGCACTCCT@TTTCCA ~19

MeaGeaVawlonlimaTeaQu R e T e nlimmlmmSmm fan Vo alo oA e mLeslin = FowPo= -7
AGCATGECGAGCATECCAATGCACETGRCCUABCCTOCTATEETACTGECCAGCAGCCEA +42
o U W T, JU WU T RO, - (U, | R - WP SRS - R T A e T G B L E +14
+1
GRCATCOCTAGCT I TETETETGAGTATGCATCTCCAGECARAGCCACTGAGETCCEEETA +102
Gl mrAmmS e FeaVewCenBunYmml e SeaPowBee K~ mAe =T~ E~raVe ~ReaVeun +34
ACAGTECTTCOCCCAGGCTGACAGCCAGETEACTEARGTCTCTGCGGCAACCTACATEATG +162
T aVamLima R mDo B D =G Qe wV o o T e e Ee e Veme O e B Ao e T e = ¥ e M w M +54
GGGAATGAGTTEACCTTICCTAGATGATTCCAT CTOCACGGGCACCTCCAGTGRARATCAA 4+222
[ TOU . UG, PR, NUTE, JUO, - 0 JVUOS , NOW; » PPN - BV S el B e BES LIRS =B e B S e T +74
GTGAACCTCACTATCCAAGGACTGAGGGCCATEEACACGEEACTCTACATCTGCAAGGTS +282
VeaNewndm T el =aQuaBemlie~Re~AeaMom ~De = PeaGraLm s X e I~ = Cm e R Ve e +94
GAGCTCATGTACCCACCECCATACTACCTCGGCATAGCCAACCGAACCCAGATTTATGTA +342
o J SRR AU SO - NP - U, - T, SO, QWP JORPE ¢ BENE R ¢ BED : S e Sy IEEH o BEN L £ A +114
ATTCATCCAGAACCETECCCAGATTCTGATCAGGAGCCCAAATCT TCTCACARRACTCAC +402
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CATAATECCAAGACAAAGCCGCGCCAGGAGCAGTACAACAGCACGTACCGEETGETCAGL +642
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GTCCTCACCETCCTCCACCAGRACTGECTGAATGCCAAGGAGTACARGTGCAAGETCTCC +702
VonlimaTPun Vo lim ~HenQw ~DeaWe e Lo e NG e Ko e B Y v n Ko m G e Kov e Ve e S e +234
AACAAAGCCCTCCCAGCCCCCATCGAGAMA‘CCATCTCCRAAGCCAAAGGGCAGCCCCGA +762
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FIG. 9
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+1
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TeeVeslimwRenQeAeeDee8maQm eV P n B e Ve e G e A w B e e P Y e M M e +54
GOGAATGAGTTGACCTTCCTAGATGATTCCATCTCCACGEGCACCTCCAGTGRARATCAN +222
(Catess Bt AR P S Loa TRt sE20 s EET-E R P « SR SO e B, SN < FEPY.- ST < TUOR, | S ; SO +74
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AACAAAGCCCTCCCABCCCCCATCRAGARRACCATCTCCARAGCCARAGEGCAGOCOCEA +762
NewRewAmeLnoPerfmmPrnlmeEeaKenTonlmmSeaKeaAewKmnGrowQo ~PemRe +254
GAACCACAGETETACACCCTGCCCCCATCCCEERATEAGCTGACCAAGAACCAGGTCAGT +822
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FIG. 12
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F1G. 13

ONCOBTATIH M SIGNAL PEFTIDE

¥ ¢ vV L L T Q R ®* L L 8§ L V L
ATG 6GT GTA CTG CTC ACA CAG AGG ACG CT¢ CTC AGT CTG GTC CIT 4S5

#—;1_*
A 8 ¥ A M K v A

GCG AGC ATG GCA ATG CAC GTG GCC 50

—

A L L F P s N
GCA CTQ CTG TTT CCA AGC ATG

Q b4 A v v L A s 5 R G I A 8 F
CAG CCT GCT GTG GTA CTG GCC AGC AGC CGA GGC ATC GeCC AGC TIT 135

Y A ] P G X A T 2 Vv R Vv
6TC¢ TGT GAG TAT GCA TCT CCA GGC AAA GCC ACT GAG GTC CGG GTG 180

S @ v T B V¥ c A

T v L R Q A b
ACA GTG CTT CGG CAG GCT GAC AGC CAG GIG ACT GAA GIC TGT GCG 228

.3 G H E L T P L ) D s
GGG AAT GAG TTG ACC TTC CTA GAT GAT TCC 270

I c T G T s =] G N Q v N L T I
POC AGT GGA AART CAA GTG MAC CTC ACT ATC 315

b4 D T G L X I c X v
ATG GAC ACG GGA CTC TAC ATC TGC AAG GTG 350

GLYCOSYIATION SITE

CAA GCA CIG AGG GCC

E L X ¥ P B P X ¥y L &6 I G N G
CCG CCA TAC TAC CTG GGC ATA GGC AAC GGA 405

T lQ Xz X v I D P z P c P D S D
ACC GAG ATT TAT GTA ATT GAT CCA GAA CCG TGCQ CCA GAT TCT GAC 450

w I L A A v s 8 G L F F
PPC CPE CTC TEG ATC CIT 6CA GCA GTT AGT TCG GGG TTG TTT ITT 455

b4 g F L L T A v 5 L S X ¥ I X
ACA GCT GTT TCT TTG AGC AAA ATG CTA AAG 540

T G Y ¥y ¥ X ¥ P P
CA ACA GGG GTC TAT GTG AAAR ATG CCC CCA 585

T E P 2 c© E X @ F R P ¥ F I P
ACA GAG CCA GAA TGT GAA AAG CAA TTT CAG CCT TAT TTT ATT CCC 830
I H

836

ATC AAT
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METHODS FOR TREATING IMMUNE DISORDERS ASSOCIATED WITH GRAFT

TRANSPLANTATION WITH SCLUBLE CTLA4 MUTANT MOLECULES

£110> Bristol-Myers Sguibb Company
Hagerty, David
Rusnak, James

<120>

<130> 10522 PSP

<160> 10

<170> PatentIn version 3.2

<210> 1

<211> 41

<212> DiNA

<213> Artificial Seguence

<220>

<2Z23>

<400> 1

Oncostatin M CTLAR4 (OMCTLA4) Forward Primer

gaggtgataa agcttcacca atgggtgtac tgctcacaca g

<210>" 2

<211> 42

<212> DNA

<213> Artificial Sequence
<220>

<223> Oncostatin M CTLA4
<400> 2 :

{OMCTLA4)

Reverse

gtggtgtatt ggtctagatc aatcagaatc tgggcacggt

<210> 3

<211> 1152

<212> DNA

<213>» Artificial Seguence
<220>

<223> L1D4EAZSYIg

<400> 3

atgggtatac tgctcacaca
agcatggega geatggeaat
ggecatcgeta gettigtgtg
acagtgcttc ggcaggctga

gggaatgagt tgaccttecot

gaggacgctg
gcacgtggec
tgagtatgca

cagccaggtyg

agatgattcc

ctcagtetgg
cagcctgelyg
tctceaggea
actgaagtcet

atctgecacgg

Primer

tc

teottgeact
tggtactggc

aatatactga

gtgecgguaac

gcacctecag

cctgtttcca
cagcagccga
ggtcegggty
ctacatgaté

tggaaatcaa

41

42

&0

120

180

240

300
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gtgaacctca
gagcteatgt
attgatceag
acatcccecac
ccaaaaccca
gacgtgagcc
cataatgecoa
gtocctecaceg
aacaaagccc
gaaccacagg
ctgacctgec
gggcagecgg
ttecctcetaca
tgctecegtga
ccgggtaaat
<210> 4

<211> 383
<212> PRT
<213>

<220>
<223>

L104
<400> 4
Met Gly Val
1

Leu Leu Phe

Ala Val Val
35

Tyr Ala Ser
50

ctatccaagg
acccaccgee
aaccgtgecc
cgtccecage
aggacaccct
écgaagaccc
agacaaagcec
tcctgecaccea
tcececagecece
tgtacaccet
tggtcaaagy
agaacaacta
gcaagetcac
tgcatgaggce

ga

EARZ5Y1g

actgagggcce
atactacgaqg
agattctgat
acctgaactg
catgatctce
tgaggtcaag
gcgggaggag
ggabtggctg
catcgagaaa
gccececatee
cttcoctateoee
caagaccacg
cgtggacaay

tctgeacaac

Artificlal Sequence

atggacacgg
ggcataggca
caggagccca
ctggggggat
cggacccctg
ttcaactggt
cagtacaaca
aatggcaagg
accatctceca
cgggatgage
agcgacatcg
cctecegtge
agcaggtgge

cactacacgc

Leu Leu Thr Gln Arg Thr Leu Leu

5

Pro Ser

20

Leu Ala

Pro Gly

Met

Ser

Lys

Ala

40

Tyr
55

10

Ser Met Ala Met

25

Arg Gly Ile Ala

Thr Giu Val Arg

)

gactctacat
acgg%accca
gatcttctga
cgtcagtett
aggtcacatg
acgtggacgg
gcacgtaccg
aétacaagtg
aagccaaagg
tgaccaaéaa
ccgtggagtg
tggactcecga

agcaggggaa

agaagagceet

PCT/US2006/012648

ctgcaaggtyg
gatttatgta
caaaactecac
cctcttecee
cgtggtggty
cgtggaggty
tgtggtcage
caaggtctcee
gcagcocoga
ccaggtcage
ggagagcaat
cggctectte
cgtcttctcé

ctcectgtet

Ser Leu Val Leu Ala

15

His Val Ala Gln Pro

30

Ser Phe Val Cys Glu

45

Val Thr Val Leu Arg

50

360

429

480

540

600

660

720

780

840

200

960

1020

1080

1140

1152



Gin
65
Gly
Ser
Thr
Tyr
Pro
145
Thr
FPhe
Pro
Val
Thr
225
Val

Cys

Ser

WO 2006/108035

Ala

Asn

Gly

Gly

Glu

130

Cys

Sexr

Leu

Glu

Lys

210

Lys

Leu

Lys

Lys

Asp

Glu

Asn

Leu

115

Gly

Pro

Pro

Phe

Val

185

Phe

Pro

Thr

Val

Ala
275

Ser
Leu
Gln
108
Tyr
Ile
Asp
Pro
Pro
180
Thr
Asn
Arg
Val
Ser

260

Lys

Gln

Thr

85

Val

Ile

Gly

Ser

Ser

165

Pro

Cys

Trp

Glu

Lieu

" 245

Asn

Val

70

Phe

Asn

Cys

Asn

Asp

150

Pro

Lys

Val

Tyr

Glu

230

His

Lys

Gln

Thrx

Leun

Leu

Lys

Gly

135

Gln

Ala

Pro

Val

Val

215

Gln

Gln

Ala

Pro

Glu

Asp

Thr

Val

120

Thr

Glu

Pro

Lys

Val

200

Asp

Tyr

Rsp

Leu

Arg
280

Val

Asp

Ile

105

Glu

Glin

Pro

Glu

Asp
185

Asp_

Gly

Asn

Tzp

Pro

265

Glu

Cys

Ser

80

Gln

Leu

Ile

Lys

Leu

170

Thr

Val

Val

Ser

Leu

250

Ala

Pro

Ala
75

Tle

Gly

Met

Tyr

Ser

155

Leu

Leu

Ser

Gilu

Ala

Cys

Leu

Tyr

Val

140

Ser

Gly

Met

His

Val

220

Thr

235

Asn

Pro

Gln

Tyr

Gly

Ile

Val

Thr

Thr

Arg

Pro

125

Ile

Asp

Gly

Ile

Glu

205

Ris

Arg

Lys

Glu

Tyxr
285

Tyr

Gly

Ala

110

Pro

Asp_

Lys

Ser

Ser

180

Asp

Asn

Val

Glu

Lys

270

Thr

Met

Thr

95

Met

Pro

Pro

Thr

Ser

175

Arg

Pro

Ala

Val

Tyxr

255

Thr

Leu

PCT/US2006/012648

Met

80

Ser

Asp

Tyr

Glu

His

160

Val

Thx

Glu

Lys

Ser

240

Lys

Tie

Pro



WO 2006/108033

Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
290 295
Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
305 310 315
Gly Gln Pro Giu Asn Asn Tyr Lys Thx Thr Pro
325 330
Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
340 - 345
Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val
355 360
His Asn His Tyr Thr Gin Lys Ser Leu Ser Leu
3760 375
<210> 5
<211i> 1152
<212> DKA
<213> Artificial Sequence
<220>
<223> L104EIg
<4Q0> 5 :
atgggtgtac tgectcacaca gaggacgetg cteagtetgg
agcatggoga geatggecaal gecacgitggece cagéctgetg
ggcatcgeta getttgtgtg tgagtatgca tctccaggea
acagtgcttc ggcaggetga cagcecagghtg actgaagtcet
gggaatgagt tgaccttcct agatgattce atctgcecacgg
gtgaacctca ctatccaagg actgagggec atggacacgy
gagctcatglt acccaccgce atactacgag ggcataggcea
aﬁtgatccag saaccgtygece agattctgat caggagccca
acatccccac cgiceccage acctgaactc ctggggggat
ccasaaccca aggacaccct catgatctcoe cggaccocig
gacgtgagce acgaagaccce tgagghtcaag ttcaactggt
catastgcca agacaaagcc gogggaggag cagtacaaca

Ser Leu

300

Glu Trp

Pro Val

Val Asp

Thr

Giu

Leu

Lys

PCT/US2006/012648

Cys Leu

Asn
320

Ser

Asp Ser

335

Ser Arg

350

His
365

Met

Sexr Pro

380

tecttgeact
tggtactgge
aagccactga
gtgcggeaac
gcacctccag
gactctacat
acggaaccca
aatctictga
cgtcagtctt
aggtcacatg
acgtggacgyg

gcacgtaccg

Glu

Gly

Ala Leu

Lys

cctgtttccea
cagéagccga
ggtcegggty
ctacatgatg
tggaaatcaa
ctgcaaggtg
gatttafgta
caaaactcac
cctetteecee
cgtggtggtyg
cgtggaggtyg

tgtggtcagce

60
120
180
240
300
360
420
480
540
600
660

720
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gtccteaccey
aacaaagcec
gaaccacagy
ctgacctgee
gggeageegyg
ttcetetacs
tgcteegtga
ccgggtaaat
<210> 6

<231> 383
<212> PRT

<213>

<220
<223> L1104
<400> 6

Met Gly Val
1

Leu Leu Phe

Ala

Val

Ala
50

Tyxr Ser

Gin Ala

65

Asp

Gly Asn Glu

Ser Gly Asn

Thr Leu

Gly
: 115

. Leu

tcetgeacesa
tceceocagecee
tgtacaccct
tggtcaaagg
agaacaacta
gcaagetcac
tgcatgagge

ga

Elg

Leu Leu

Pro Ser

20

Ala
Pro Gly
Gln

Ser

Thr
85

Leu

Gln Val

100

Tyr Ile

Thr

Met

Ser

Lys

Val

70

Fhe

Asn

Cys

ggactggctg
catcgagaas
gececcecatee
cttctatceo
caagaccacy
cgtggacaag

tctgcacaac

Artificial Sequence

Gln

Ala Ser

Ser Arg

a0

Ala
55

Thi

Thr Glu

Leu

Asp

Leu Thr

Val
120

Lys

aatggcaagg

accatctcea
cgggatgage
agcgacatcy
cctecegtge
agcagglgge

cactacacge

Thr Leu Leu

10

Met Ala Met

25

Gly Ile Ala

Glu Val Arg

Ala
75

Val Cys

Ser Ile

a0

Asp

Ile Gln

105

Gly

Glu Leu Met

agtacaagtg
aagocaaagg
tgaécaagaa
cecgtggagtg
tggactcega
agcaggggaa

agaagagcct

Ser Leu Val

Val Ala

30

His

Phe Val

45

Ser

Val Thr val

60

Ala Thr Tyr

Cys Thr Gly

Ala
110

Leu Arg

Pro Pro

125

Tyr

PCT/US2006/012648

caaggtctec
gcagccecyga
ccaggtceage
ggagagcaat
cggctcetic
cgtcttetea

cteectgtet

Leu Ala
15

Gln Pro
Cys Glu

Leu Arg

Met
80

Met

Thr Ser

95

Met Asp

Pro Tyr

780

840

900

860

1020

1080

1140

1152



Tyr

Pro

145

Thr

Phe

Pro

val

Thr

225

Val

Ser

Pro

Val

305

Gly

AsSp

WO 2006/108035

Glu

130

Cys

Ser

Leu

Glu

Lys

210

Lys

Leu

Lys

Lys

Ser

290

Lys

Gln

Gly

Gly

jale]

Pro

Phe

Val

185

Fhe

Pro

Thr

Val

Ala

275

Arg

Pro

Ser

Iie

Asp

Pro

Pro

180

Thr

Asn

Arg

Val

Sexr

260

Lys

Phe

Glu

Phe
340

Gly

Ser

Ser

165

Pro

Cys

Trp

Glu

Leu

245

Asn

Gly

Glu

Tyr

Asn

325

Phe

Asn

Asp

150

Proc

Lys

Val

Ty

Glu

1230

His

Lys

Gln

Leu

Pro

310

Asn

Leu

Gly

135

Gln

Ala

Pro

Val

Val

215

Gln

Gln

Ala

Fro

Thx

295

Ser

Tyr

Tyr

Thr

Gla

Pro

Lys

Val

200

Asp

Tyr

Asp

Leu

Arg

280

Lys

Asp

Lys

Ser

Gln

Pro

Gilu

Asp
185

Asp

Gly

Asn

Trp

Pro

265

Glu

Asn

‘Tle

Thr

Lys
345

Ile

Lys

Leu

170

Thr

Val

Val

Ser

Leu

250

Rla

Prec

Gln

Ala

Thr

330

Lieu

Tyr

Sex

155

Leu

Leu

Ser

Glu

Thr

235

Asn

Pro

Gln

Val

Val

315

Pro

Thr

Val

140

Ser

Gly

Met

His

Val

220

Tyr

Gly

Ile

Val

Ser

300

Glu

Pro

Val

ile

Asp

Gly

Ile

Glu

205

His

Arg

Lys

Glu

Tyr

Asp

Lys

Ser

Ser

190

Asp

Asn

Val

Glu

Lys

270

Thr

285

Leu

Trp

Val

Asp

Thr

Glu

Leu

Lys
350

Pro

Thr

Ser

175

Arg

Pro

Ala

Val

Tyr

255

Thr

Leu

Cys

Ser

Asp

335

sSer

PCT/C52006/012648

Glu

His

160

Val

Thr

Glu

Lys

Ser

240

Lys

Ile

Pro

Leu

Asn

320

Ser

Arg
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PCT/US20606/012648

Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu

355

360

365

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

370

<z210> 7

<211> 1152
<212> DNA
<213>

<220>
<223>

<400> 7
atgggtgtac

agcatggcega
ggcatcgcta
acagitgetic
gggaatgagt
gtgaacctca
gagctecatgt
attgatccag
acatccecac
ccaaaaccca
gacgtgageco
cataatgcca’
gtcctcaccey
aacaaagcce
gaaccacagg
ctgacctgcece
gagcagecgg
ttectctaca
tgctecgtga

ccgggtaaat

CTLA4Ig

tgctcacaca
gcatgygcaat
gectittgtgtyg
ggcaggctga
tgaccttcect

ctatccaagg

acccacegee

aaccgtgecee
cgtooccagae
aggacaccct
acgaagaccc
agacaaageoo
tcetgeacca
tcecageceee
tgtacaccet
tggtcaaagg
agaacaacta
gcaagctcac
tgcatgagge

ga

375

Artificial Sequence

gaggacgetyg
gcécgtggcc
tgagtatgca
cagccaggtyg
agatgattcc
actgaggygcec
atactacctg
agattctgat
accltgaacto
catgatctce
tgaggtcaag
gegdgagday
ggactggetg
catcgagaaa
gcccoéatcc
cﬁtctatccc
caagaccacyg
cgtggacaay

tctgeacaac

ctecagtetygg
cagcctgetg
tctecaggea
actgaagtct
atctgecacgg
atggacacgyg
ggcataggca
caggagcccea
ctggygtggat
cggaceccty
ttcaactggt
cagtacaaca
aatggcaagyg
accatctcea
cgggatgage
agcgacateyg
ccteecgtge
agcaggtgge

cactacacge

380

tcettgeact

tggtactgge

aagccactga
gtgcggecaac
gcécctccag
gactctacat
acggaaccca
aatcttctga
cgteagtett
aggfcacatg
acgtggacygg
gcacgtaccy
agtacaagtg
aagccaaagg
tgaccaagaa
ccgtggégtg
tggactceyga
agcagggyaa

agaagageccet

ccitgittcceca
cagcagecga
ggtccgggty
ctacatgatyg
tggaaatcaa
ctgcaaggty
gatttatgta
caaaactcac
ccltetteoce
cgtggtggtyg
cgtggaggty
ggtggtcage
caaggtctee
gcageeccyga
ccaggtcagce
ggagagcaat
cggetectte
cgtetteotea

ctecectgtet

&0

120

180C

240

300

360

420

48C

540

600

660

120

780

840

900
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<210>
<z21i>
<212>

<213>

<220>
<223>

<400>

8
3

83

PRT

CTLA4ILg

B

Met Gly Val

1

Leu

Ala

Tyr

Gln

65

Gly

Sex

Tyr

Pro

145

Thr

Phe

Leu

Val

Ala

50

Ala

Asn

Gly

Gly

Leu

130

Cvs

Ser

Leu

Phe

Val

35

Sexr

Asp

Glu

Asn

Leu

125

Gly

Pro

Pro

Phe

Leu

Pro

20

Leu

Fro

Ser

Leu

Gln

100

Tyr

Ile

Asp

Pro

Pro

Leu

Ser

Ala

Gly

Gln

Thr

85

Val

Ile

Gly

Ser

Ser

165

Prec

Thr

Met

Ser

Lys

Val

70

Phe

Asn

Cvys

Asn

Asp

150

Pro

Lys

Artificial Seguence

Gln
Ala
Ser
Ala
55

Thr
Leun
Leu

Lys

Gly
135

" Gln

Ala

Pro

Arg

Ser

Arg

40

Thr

Glu

Asp

Thr

val

120

Thr

Glu

Pro

Lys

Thr

Met

25

Gly

Glu

Val

Asp

Ile

108

Glu

Gin

Pro

Glu

Asp

Leu

10

Ala

Iie

Val

Cys

Ser

50

Gln

Leun

Ile

Lys

Leu

170

Thi

Leu

Met

Ala

Arg

Ala

75

Ile

Gly

Met

Tyxr

Ser

155

Leu

Leu

Sexr

His

Ser

Val

60

Ala

Cys

Leu

Tyxr

Val

140

Ser

Gly

Met

Leu

Val

Val

Ala

30

Phe

45

Thr

Thr

Thr

Arg

Pro

125

Iile

Asp

Gly

Ile

Val

Val

Tyr

Gly

Ala

110

Pro

Asp

Lys

Ser

Ser

Leu

15

Gin

Cys

Leu

Met

Thr

95

Met

Pro

Prc

Thr

Ser

175

Arg

PCT/US2006/012648

Ala

Pro

Glu

Arg

Met

80

Ser

Asp

Tyr

Glu

His

160

Val

Thr



WO 2006/108035

Pro Glu

Val Lys
210

Thr Lys
225

Val Leu
Cys Lys
Ser Lys

Pro Ser
250

Val Lys
305

Gly Gin
Asp Gly
Trp Gln

His Asn
370

<210>
<211>
<212>

Val

igs

Phe

Pro

Thr

Val

Ala

275

Arg

Gly

Pro

Ser

Gln

355

His

636
DNA

<213> Homo

180

Thr

Asn

Arg

Val

Ser

260

Lys

Asp

Fhe

Glu

Phe

340

Gly

Tyr

Cys

Trp

Glu

Leu

245

Asn

Gly

Glu

Tyxr

Asn

325

Phe

Asn

Thr

Sapiens

Val

Tyr

Glu

230

His

Lys

Gln

Leu

Pro

310

Asn

Leu

Val

Gln

Val

Val

215

Gln

Gln

Ala

Pro

Thr

295

Ser

Tyr

Tyr

Phe

Lys
375

Val

200

Asp

Tyx

Asp

Leu

Arg

280

Lys

Asp

Lys

Ser

Ser

360

Ser

i85

Asp

Gly

Asn

Trp

Pro

265

Glu

Asn

Ile

Thr

Lys

345

Cys

Leu

Val

Val

Ser

Leu

250

Ala

Pro

Gln

Ala

Thr

330

Leu

Ser

Ser

Ser

Glu

Thx

235

Asn

Pro

Gin

Val

Val

315

Pro

Thr

Val

Leu

His

Val

220

Tyr

Gly

Ile

Val

Ser

300

Glu

Pro

Val

Met

Ser
380

Gilu

205

His

Arg

Lys

Glu

Tyr

285

Leu

Trp

Val

Asp

His

365

Pro

1980

Asp

Asn

Val

Glu

Lys

270

Thr

Thr

Glu

Leu

Lys

350

Glu

Gly

Pro

Ala

Val

Tyr
255

Thx

Leu

Cys

Ser

Asp

335

Ser

Ala

Lys

PCT/US2006/012648

Glu

Lys

Ser

240

Lys

Ile

Pro

Leu

Asn

320

Sern

Arg

Leu
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<220>
<221> CD5
<222> {1}..{6306)
<220>
<221> mat_peptide
<222> (7%9)..1()
<400> 9
atg ggt gta ctg ctec aca cag agy acg ctg ctc agt ctyg gtc ctt gea 48
Met Gly Val Leu Leu Thr Gln Arg Thr Leu Leu Ser Leu Val Leu Ala
~-25 -20 -15
cte ctg ttt cea age aty gog age atg gea atg cac gtg gec cag cet 96

Leu Leu Phe Pro Ser Met Ala Ser Met Ala Met His Val Ala Gin Pro
-10 ~5 :

‘gct gtg gte ctg geoe age age cga gge atc gec age ttt gtg tgt gag 144
Ala Val Val Leu Ala Ser Ser Arg Gly Ile Ala Ser Phe Val Cys Giu
10 15 20

tat geca tet cca gge aaa gec act gag gtc cgg gtg aca gtg ctt cgg 182
Tyr Ala Ser Pro Gly Lys Ala Thr Glu Val Arg Val Thr Val Leu Arg
25 340 - 35
cag gct gac agc cag gtg act gaa gtc tgt gog gea acc tac atg atg 240
Gln Ala Asp Ser GIln Val Thr Giu Val Cys Ala Ala Thr Tyr Met Met
40 45 50

ggs aat gag ttg ace tte cta gat gat tcc atc tge acg ggc acce teo 288
Gly Asn Glu Leu Thr Phe Leu Asp Asp Ser Ile Cys Thr Gly Thr Ser
55 &0 65 70

agt gga aat caa gtg aac ctc act atc caa gga ctg agg gee atg gac 336
Ser Gly Asn Gln Val Asn Leu Thr Ile Gln Gly Leu Arg Ala Met Asp
75 80 85

acg gga cte tac atc tgc aag gtg gag ctec atg tac ceca ceg cea tac 384
Thr Gly Leu Tyr Ile Cys Lys Val Glu Leuw Met Tyr Pro Pro Pro Tyr
80 95 100

tec ctg ggc ata ggc aac gga acc cag att tat gta att gat cca ga=a 432
Tyr Leu Gly Ile Gly Asn Gly Thr Gln Ile Tyr Val Ile Asp Pro Glu
105 110 115

ccg tge cca gat tet gac tte cte cte tgg atc ctt gea gea gtt agt 480
Pro Cys Pro Asp Ber Asp Phe Leu Leu Trp Ile Leu Ala Ala Val Ser
120 125 130

tég ggg ttg ttt ttt tat age ttt cte cte aca gect gtt tet ttg age 528
Ser Gly Leu Phe Phe Tyr Ser Phe Leu Leu Thr Ala Val Ser Leu Ser
135 140 145 150

aaa atg cta aag aaa aga agc cct ctt aca aca ggg gtc tat gtg aaa 576
Lys Met Leu Lys Lys Arg Ser Pro Leu Thr Thr Gly Val Tyr Val Lys
155 _ 160 165

10
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atg ccc cca aca gag cca gaa tgt gaa aag caa ttt cag coct tat ttt 624
Met Pro Pro Thr Glu Pro Glu Cys Glu Lys Gln Phe Gln Pro Tyr Phe
170 175 180

att ccc atc aat 636

Ile Pro Ile Asn

185
<210> 10
<211> 212
<212> PRT

<213> Homo Sapiens

<400> 10
Met Gly Val Leu Leu Thr Gln Arg Thr Leu Leu Ser Leu Val Leu Ala
=25 =20 ' ~-15

Leu Leu Phe Pro Ser Met Ala Ser Met Ala Met His Val Ala Gln Pro
-10 -5 -1 1 5

Ala Val Val Leu Ala Ser Ser Arg Gly Ile Ala Ser Phe Val Cys Glu
10 15 20

Tyr Ala Ser Pro Gly Lys Ala Thr Glu Val Arg val Thr Val Leu Arg
25 30 35

Gln Ala Asp Ser Gln Val Thr Glu Val Cys Ala Ala Thr Tyr Met Met
40 45 50

Gly Asn Glu Leu Thr Phe Leéu Asp Asp Ser Ile Cys Thr Gly Thr Ser
55 &0 65 70

Ser Gly Asn Gln Val Asn Leu Thr Ile Gln Gly Leu Arg Ald Met Asp
75 . 80 85

Thr Gly Leu Tyr Ile Cys Lys Val Glu Leu Met Tyr Pro Pro Pro Tyr
90 95 100

Tyr Leu Gly Ile Gly Asn Gly Thr Gln Ile Tyr Val Ile Asp Pro Glu
105 110 115

Pro Cys Pro Asp Ser Asp Phe Leu Leu Trp Ile Leu Ala Ala Val Ser
120 125 130

Ser Gly Leu Phe Phe Tyr Ser Phe Leu Leu Thr Ala val Ser Leu Ser

11



135

Lys

Met

Ile

WO 2006/108035

Met Leu Lys

14¢

145

PCT/US2006/0120648

150

Lys Arg Sexr Pro Leu Thr Thr Gly Val Tyr Val Lys

155

180

165

Pro Pro Thr Glu Pro Giu Cys Glu Lys Gln Phe Gln Pro Tyr Phe

17¢C

Pro Ile Asn
185

175

12

180



