<110>
<120>
<130>

<140>
<141>

<150>
<151>

<160> 6
<170>
<210> 1

<211> 1859
<212> DNA
<213> Homo

<400> 1
gcaggcacaa

acctcattgg
acaatcccac
atggtcaacc
tactacaacc
ccctctgtga
gtggactacc
cctccacact
tgtgtcaccc
agcagttaga
cctcatttcg
aggtaacact
gtttgactga
tatttaatat
tttattttgt
aaaggtaaaa
aaaaaggtga
ggcagtgcaa
tttaaaagtt
aaattttgca
taaaccctta

ttctcattaa

GENENTECH,

INC.

GNE-0344.PCT

61/165,677
2009-

04-01

sapiens

actcatccat
tgtcactgct
gaaatccagg
tgaacatcca
gatccacctc
tctgggaggc
acatgaactc
gccccaactc
cgattgtcca
ctatggagag
gactaaactc
tggccaagat
gtaccaattt
gccctgagat
ttgtcttttt
cctgtattta
aaaagcacta
aatttctgag
ataacatggc
atttgttgag
taataaaatc

atgtatttta

GNE-0344PCTSequencelListing
SEQUENCE LISTING

PatentIn version 3.5

ccccagttga
actgctgctg
atgcccaaat
taaccggaat
accttggaat
aaagtgccgce
tgtccccatc
cttccggcetg
ccatgtggcc
ccgacccagce
attagagttc
atgagatctg
gcttcttgtt
aactttgggg
aaagaagata
tttgagctat
ttatcagttc
tctttacaac
tgaaaagaaa
gttttacaag
cttctgtaat

gcaaactcag

ttggaagaaa
agcctggagg
tctgaggaca
accaatacca
ctccaccgcea
cacttgggct
cagcaagaga
gagaagatac
taagagctct
ccctcaggaa
ttaaggcagt
aattaccttt
tactttttta
tataagattc
agattctggg
ttaaggatct
tgcctaggta
atacggatat
gattaaacct
agatacagca
aataaagttt

ctcttcccta

1/8

TREATMENT OF INSULIN-RESISTANT DISORDERS

caacgatgac
ccatagtgaa
agaacttccc
atcccaaaag
atgaggaccc
gcatcaacgc
tcctggtect
tggtgtccgt
ggggagccca
ccctcatcect
ttgtccaatt
ccctctttec
agggctttaa
cattttaatg
cttgggaatt
atttatgttt
aatgtaagat
agtatttcct
actttcatat
agtctaactc

Ccaaaagaaaa

ttgggaagag

tcctgggaag
ggcaggaatc
ccggactgtg
gtcctcagat
tgagagatat
tgatgggaac
gcgcagggag
gggctgcacc
cactccccaa
tcaaagacag
aaagcttcag
aagaaggaag
gttatttatg
aattacctac
ttattattta
aagtatttag
agaattaaat
cctctttgtt
gtattaattt
tctgttccat
tgtttatttg

ttatgcaaat

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
1320
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tctcctataa
tccaagttct
tagccaatgc
gaggaatggc
aagaagttct
caggcttcct
tcaagcaaca
gagctgatgg
actcaatcac
<210> 2
<211> 155
<212> PRT
<213> Homo
<400> 2

Met Thr Pro
1

Leu Glu Ala

Asn
35

Cys Pro

Asn
50

Leu

Asp
65

Tyr Tyr

Asp Pro Glu

Leu Gly Cys

Ile
115

val Pro

Pro Asn

130

cys

Thr val

145

Ccys

<210> 3
<211> 535
<212> DNA

gcaaaacaaa
cgatttcaca
tgtagacaga
atgtcattat
gggaggagac
ttggagatta
ctcctagggce
ggcagaacga

attcaattcc

sapiens

Gly Lys
5

Ile val

20

Ser Glu

His Asn

Asn Arg

Arg Tyr

85

Ile
100

Ash
Gln GIn
Phe

ser

Thr Pro

Thr

Lys

Asp

Arg

ser

70

Pro

Ala

Glu

Arg

Ile

GNE-0344PCTSequenceListing

gcatgtcttt
tgccttcaag
agcattttga
taaagatcat
attgtcttca
aggcccctca
ctggcttctg
actttaagta

agagtagttt

Ser Leu

Ala

Gly

Asn
40

Lys

Asn Thr

55

Thr Ser

Ser val

Asp Gly

Ile Leu

120

Leu Glu

135

val

150

gagtaacaat
actgaacacc
taggaataga
atggggaaaa
gactacaatg
gagatcaaca
tctgatcaag
tgagaaaagt

caagtttcac

Ser Leu

10

val

ITe Thr

25

Phe Pro Arg

Asn Thr Asn

Asn
75

Pro Trp

Ile Trp Glu

90

Asn val

105

Asp

val Leu Arg

Lys Ile Leu

Ala
155

His val

2/8

gacctggaaa
gactaaggtt
gcaaataaga
tgaaaccctc
tccagtttct
gaccaacatt
gcaccacaca
tcagcccaag

atcgtaacca

Leu Leu Leu

Asn
30

Pro Arg

val
45

Thr Met

Pro
60

Lys Arg

Leu His Arg

Ala Lys Cys

His Met

110

Tyr

Glu
125

Arg Pro

val Ser val

140

tacccaaaat
ttcatactat
taatggccct
cccaaaatac
cccctagact
tttctcttcc
acccagaaag
taaaataaaa

ttttcgeec

Leu Ser

15

Pro Gly

val Asn
Ser

Ser

Glu
80

Asn

Arg His

95

Asn Ser

His

Pro

Gly Cys

1380
1440
1500
1560
1620
1680
1740
1800
1859
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<213> Homo

<400> 3
dagccaccagc

ctgctgtcga
gtaggacata
aagcttgaca
agccgctceca
gaagttgtac
atctccatga
ggctgctctg
acccctgtca
<210> 4
<211> 163
<212> PRT
<213> Homo
<400> 4

Met Thr
1

val

Leu Ser Ile

Ile

Pro

val
50

Pro

Asn Gln

65

Arg

Pro Trp Asn

val val Gln

Glu

Lys

val
130

val Arg

Lys val Leu

145

sapiens

gcaacatgac
tattggggct
cttttttcca
ttggcatcat
cctececcectg
aggcccagtg
attccgttcc
tttctttcca

tccaccatgt

sapiens

Lys Thr
5

Leu
20

Gly
val Gly
Gly Gly
val

Ser

Thr
85

Tyr

Ala GIn

100

Ser
Arg

Lys

val Thr

Leu

Leu

His

Ser

Met

70

val

Cys

Met

His

val

GNE-0344PCTSequencelListing

agtgaagacc
tgcctttctg
aaagcctgag
caatgaaaac
gaattacact
taggaacttg
catccagcaa
gttggagaag
gcagtaagag

His Gly

Phe

Ala

Phe
40

Thr

Met
55

Lys
Ser Arg
Thr Trp
Asn

Arg

Ser
120

Asn

Gln
135

Gly

Gly Cys

150

ctgcatggcc
agtgaggcgg
agttgcccgce
cagcgegttt
gtcacttggg
ggctgcatca
gagaccctgg
gtgctggtga
gtgcatatcc

Ala
10

Pro Met

Leu Ser Glu

25

Phe GIn Lys

Leu

Asp

Glu
75

Asn Ile

Pro Asn

90

Asp

Leu
105

Cys

val Pro Ile

Cys Ser val

val
155

Thr Cys

3/8

cagccatggt
cagctcggaa
ctgtgccagg
ccatgtcacg
accccaaccg
atgctcaagg
tcgtccggag
ctgttggctg

actcagctga

val Lys Tyr

Ala
30

Ala Ala

Glu Ser

45

Pro

Gly ITe 1Ile

60

Ser Arg Ser

Arg Tyr Pro

ITe Asn Ala

caagtacttg
aatccccaaa
aggtagtatg
taacatcgag
gtacccctcg
aaaggaagac
gaagcaccaa
cacctgcgtc

agaag

Leu Leu

15

Arg Lys

Cys Pro

Asn Glu

Thr Ser

80

Ser Glu

95

Gln Gly

110

Gln Glu

125

Gln

Ser Phe Gln

140

Thr Pro val

Thr Leu

Glu

Leu

His
160

Ile

60
120
180
240
300
360
420
480
535
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ov.T
0891
029T
09ST
00ST
ovvT
08¢T
0c¢eT
09¢T
00¢T
OvTT
080T
0¢0T
096
006
o8
087
0¢s
099
009
(0148
08vy
0¢v
09¢
00¢€
ov¢
08T
0cT
09

122105631210
beb1>6H61H6H
11>1De1d006
ba1>d>H6bbH1eY
ebeedeldel
o>e1b1dbb1b
116310e1061
edbidbeebe
136e631011
H631>d353>ehbHb
>6o>ebbh1dhH2
ed>dededhdbh
1212266161
ed>6d35ehh1d
1631553101
bbiebedbHed
eebeboe1bb
11>h31deh3E
ed>baibbebha
>bbed331131>
ebbebiebee
61>51250eh1H
2562663361
ebbb111326
bebebh1131>
163d>>63ebE
3122222063
eb1dbbebh

D>1D>ebbedabh

6656563566
beeebdbHoed
15256612661
>hobebbhia
1de1bebebb
edddeehhiy
Hbieboebeee
bbd31>HedPRE
bbeedehHnh1b
6166655156
>b6b1dbebed
2>>d2d>ebbeb
bbes11e1b1
ebiddoeeeee
plelilib ko) :p)
1616>e8d1D
ed>ddbedide
1e1bbabha1da
2612231625631
120b31eebbe
bid>bebeeb
1>ebddebeb
625335366625
556333312310
1222216616
ebe1ddedhb
21616666310
212222262D

ebebbebbel

buLasL124/8

y obed

bHed5363366
lebbeeeeed
61653153006b
>ebieboebb
132>6d312be
556363133120
212122>HHHb
bibbed11H1
1oed1boeeb
6656615616
6313d3>5eH31d6
663115320
331505633001
>ed>H616H6d>
bed>bebbeb
66313356313
1e1521661D
>bbH1H631>516
pliaklelshie):hl
120>bebbebb
bbH1>ed6H621
beebedd61b
1263122616
2bbHH>13311D
ed>ddbeebhdd
1228226366
eb31d>666d3ed
122d2d>6ede

peebb1>b616

26666613106
12313221001
bi>bo>beeDE
bieadbedha
obbbeboedd
dlebedeede
122210eb1d
H61>33d3d€EID
ebhbh113111
1oedbbdbee
1oebd3H31debh
bid31eoeebhd
1bb631d3>EhED
JdoeEREREIDIDD
D>1>163eEH]
2b1131363>bh®
leeboeibbe
ed>1b6h3111b6e
d>od>e1ddbbe
16666ed3108
e>61633661
beb1>616621
1ed>ebbbhid
H63dedd3d3e1d
bbbHb1d>edHh
H61>3066ed1D
ebededdded
d>bedddelD®E

d>d1dedbeee

'€0-3INS

d>>1bdebbed
11232111
d>d3jedeleee
216163066
1d>beeedbe
bbe>333>36H
bb6H1611061
d>oeddbbeee
plibkl:R okl
be>653533H631>
>23>26d33b6eed
ebbe11bo03
ededdeehl]
2>bbbed31b
5116610185
dbedededed
bibebbbeld
2616112026
2211051D01D
bid>bedbebb
10e>2316106
>bebedebed
5615563131
boebbed1dd
1021632613
o>bbbededbHe
5>H1133336ed
eededbhibeb

boeeeeedeP

suaLdes

eeebH112126
b6>H1>36313621
o>ebbiedd0dd
ed>31b6ed3613D
>d>>e1dEd1)
eboedebebb
bebbed63>6
615611320
Hb1oedd6edd
bo1>631b6108
b661>1>0eEL
>ebidoeebb
d>oeiledaeb
bed>yeebbid
61bo>eedebha
deedldeebb
d>obH1dbbebhd
1o631d>H1b6%
H61bd31bH6eEDD
ebbi1iibeee
616165363101
baidoeodhoea
eledebibed
66661621106
21166315306
2666666666
d11ebbbebe
ebedebbHedd

BdObbHydEDE
S <00%v>

OWOH <§€TZ>
VNQ <¢TZ>
08€¢ <T1Z>

S <0TC>
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ctactcagcc
ccagctgcecg
gcccgtggcet
cttgctcttc
c€gggcccegygg
cgacttcttg
ccacccggac
actgccagac
agagagagcg
cccggggact
cgggacttaa
<210> 6
<211> 705
<212> PRT
<213> Homo
<400> 6

Met Pro
1

val
val val

Leu

Pro
35

Cys ser

Pro
50

Leu Gly

His Gln

65

Leu

Asp Leu Cys

Glu Glu Pro

Glu
115

val Glu

Gln Ala

130

Phe

Pro Ala Ala

145

gatgactcgg
ctgcgegtygg
tggtttcacg
tctccecggtyg
gcgcacggec
cagggccggg
gccgtacccg
ttcctggggg
gagcaagtgt
ccecgegeegg

ataaaggcag

sapiens

Pro Trp Ph

5

ser Gl

20

Leu

Gly Leu Se

Asp Ile va

Thr Glu Le

70

Leu Arg Vva

85

Glu Gl

100

Asp

Pro Arg As

Tyr Pro Th

Gl
15

Leu val

GNE-0344PCTSequenceListing
gtttcgagcg cctggtgggc gccctggegt

ccgtagacct
cgcagcggceg
cggtggcgcet
cgcacgacgc
cgcccggeag
cccttttecg
ccctgcagcea
cccgggecct
gacgcggggt
acgctgtttt

e Leu Leu

u Arg Leu

r Cys Arg

40

1 Pro Ala

55

u val Leu

1 Ala val

u Glu Lys

n Ala Ser

120

r Ala
135

Arg

n Phe
0

Gly

gtggagccgt
ccagaccctg
gtgcagcgag
cttccgcgec
ctacgtgggg
caccgtgccc
gcctcgegec
tcagccagec

gggaccaggg

tctaaaaaaa

Leu Ala

10

ser

val
25

Gly Pro

Leu Trp Asp

Pro Gly Pro

Gln
75

Arg Cys

Leu Ala

90

His

Phe
105

Gly Gly

Leu GIn Ala

Cys val Leu

val
155

GIn Ser

5/8

cgtgaactga
caggagggcg
tggctacagg
tcgctcaget
gcctgetteg
gtcttcacac
ccgegttecg
ctggatagct

gcgggacctg

Leu Gly

Gln Asp

ser Asp

45

val
60

Leu
Lys Glu
His

val

Ala Ala

Arg

Ala

30

Ala

Thr

Gly

Asp

cggccctgtyg
gcgcgcaggg
gcgtggtggt
atggggtgtc
gcgtgctgcec
acaggctgct
tgccctccca
ggcggctcca

acttccatcc

999cggggga

Ser Pro

15

Thr His

Leu Cys
Pro Thr

Asp

His
95

Trp

Ser Gly

110

val
125

Gln

Leu Glu

140

Gly ser

val

val

val

Leu Ser

Gln val

val Tyr

160

1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
2380
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Asp

Thr

Ala

val

Asn

225

Gly

cys

cys

Ala

cys

305

Asp

val

cys

Trp

Thr

385

Gly

Gly

cys

Gln

Leu

Leu

210

Gln

Pro

Ile

Pro

Arg

ser

Pro

ASp

val

Ala

370

Arg

cys

Glu

Phe

Pro

Pro

195

Asn

val

Gln

Gln

Phe

275

Leu

Leu

Cys

Lys

Gln

355

Asp

Gly

Thr

Tyr

Glu

Arg

Trp

val

Gln

Ile

val

260

Arg

Arg

Pro

Gln

val

340

val

Ser

Pro

ser

Leu
420

Ala

165

Tyr

Leu

Ser

Gly

Ile

245

Trp

Glu

Leu

Ala

Pro

325

Leu

Asn

Leu

Gln

Leu

405

Leu

Ala

Glu

Asn

Glu

Pro

230

Thr

Pro

Asp

Leu

Glu

310

Leu

Glu

Ser

Gly

Asp

390

Pro

Gln

GNE-0344PCTSequencelListing

Leu Gly Ser Glu val Arg Ile Trp

Lys

val

Glu

215

Pro

Leu

Leu

Pro

Thr

295

Ala

val

Phe

ser

Pro

375

Asn

ser

ASp

Glu

Ser

200

Gln

Lys

Asn

Glu

280

Leu

Ala

Pro

Pro

Glu

360

Leu

Arg

Lys

Leu

Leu

185

Ala

His

Pro

Pro

265

Ala

Gln

Leu

Pro

Leu

345

Lys

Lys

Ser

Ala

Gln
425

170

Asn

Asp

Phe

Arg

Thr

250

Asp

His

ser

cys

Leu

330

Leu

Leu

ASp

Leu

ser

410

Ser

6/8

His

Gly

Gly

Trp

ASp

Ser

GIn

Trp

LyS

Gln

Asp

395

Thr

Gly

Thr
AsSp
Leu
220
His
Leu
val
Asn
Leu
300
Arg
Trp
Gly
Leu
val
380
Ala

Arg

Gln

GIn

AsSn

205

ser

Lys

val

Arg

Leu

285

Leu

Ala

Glu

His

Gln

365

Leu

Leu

Ala

Cys

Gln

190

val

Leu

Asn

Pro

Thr

270

Trp

Asp

Pro

Asn

Pro

350

Glu

Leu

Glu

Ala

Leu
430

ser

175

Leu

His

TYyr

Leu

Cys

255

Asn

Gln

Ala

Gly

val

335

Asn

cys

Leu

Pro

Arg

Gln

Tyr

Pro

Leu

Trp

Thr

240

Leu

Ile

Ala

Pro

Leu

Leu

ser
400

Leu

Leu
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Trp

Ile

Ala

465

Trp

Gly

Arg

val

val

545

val

Trp

Ala

Arg

Pro

625

Pro

Pro

Leu

Pro

ASp

His

450

Ala

Leu

Arg

Leu

Ala

530

Ala

val

Leu

Phe

Ala

610

Asp

Ser

Arg

Gln

Gly

Lys

Leu

Arg

Ala

val

515

val

Trp

val

Gln

Ala

GlIn

Ser

Pro

675

Arg

Asp

Arg

ser

Leu

Ala

500

Gly

Asp

Phe

Leu

580

Ala

Gly

val

Leu

Gly

Ala

Gly

Leu

Trp

Leu

Leu

485

Leu

Ala

Leu

Leu

565

Gly

Ser

Ser

Pro

Pro

645

Arg

Leu

val

Gly

Ala

Ile

470

Lys

Leu

Leu

Trp

Ala

550

Phe

val

Leu

TYyr

Ala

630

Asp

Leu

Asp

Gly

Ala Leu Trp Ala Cys Pro Met
440

Leu

455

Leu

Gln

Leu

Ala

Ser

535

Gln

Ser

Ser

Ser

val

615

Leu

Phe

Gln

Ser

Pro
695

GNE-0344PCTSequencelisting

val

Leu

Asp

Tyr

ser

520

Arg

Arg

Pro

Gly

Cys

600

Gly

Phe

Leu

Glu

TYyr

680

Gly

Trp

Leu

val

Ser

505

Ala

Arg

Arg

Gly

Pro

585

val

Ala

Arg

Gly

Ala

Leu

Lys

Leu

Glu

Gln

Ala

570

Gly

Leu

Cys

Thr

Ala

650

Ala

His

Gly

7/8

Ala

Lys

475

Ser

Asp

Cys

Leu

Thr

555

val

Ala

Pro

Phe
val
635
Leu
Glu

Pro

Pro

Cys

460

Asp

Gly

Asp

Gln

Ser

540

Leu

Ala

His

Asp

Asp

Pro

Gln

Gln

Pro

Gly

445

Leu

Ala

Ser

Leu

525

Ala

Gln

Leu

Gly

Phe

605

Arg

val

Gln

val

Gly

Ala

Asp

Leu

Ala

Ala

Gly

510

Pro

Gln

Glu

cys

Pro

590

Leu

Leu

Phe

Pro

ser

670

Thr

Gly

Lys

Phe

Lys

Ala

495

Phe

Leu

Gly

Gly

Ser

575

His

Gln

Leu

Thr

Arg

Arg

Pro

Asp

Tyr

Ala

Gly

Arg

Glu

Arg

Pro

Gly

560

Glu

Asp

Gly

His

Leu

640

Ala

Gly
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Thr
705
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