
GNE-0344PCTSequenceListing 
SEQUENCE LISTING 

<110> GENENTECH, 	INC. 

<120> TREATMENT OF INSULIN-RESISTANT DISORDERS 

<130> GNE-0344.PCT 

<140> 
<141> 

<150> 61/165,677 
<151> 2009-04-01 

<160> 6 

<170> Patentln version 3.5 

<210> 1 
<211> 1859 
<212> DNA 
<213> Homo sapiens 

<400> 1 
gcaggcacaa actcatccat ccccagttga ttggaagaaa caacgatgac tcctgggaag 60 

acctcattgg tgtcactgct actgctgctg agcctggagg ccatagtgaa ggcaggaatc 120 

acaatcccac gaaatccagg atgcccaaat tctgaggaca agaacttccc ccggactgtg 180 

atggtcaacc tgaacatcca taaccggaat accaatacca atcccaaaag gtcctcagat 240 

tactacaacc gatccacctc accttggaat ctccaccgca atgaggaccc tgagagatat 300 

ccctctgtga tctgggaggc aaagtgccgc cacttgggct gcatcaacgc tgatgggaac 360 

gtggactacc acatgaactc tgtccccatc cagcaagaga tcctggtcct gcgcagggag 420 

cctccacact gccccaactc cttccggctg gagaagatac tggtgtccgt gggctgcacc 480 

tgtgtcaccc cgattgtcca ccatgtggcc taagagctct ggggagccca cactccccaa 540 

agcagttaga ctatggagag ccgacccagc ccctcaggaa ccctcatcct tcaaagacag 600 

cctcatttcg gactaaactc attagagttc ttaaggcagt ttgtccaatt aaagcttcag 660 

aggtaacact tggccaagat atgagatctg aattaccttt ccctctttcc aagaaggaag 720 

gtttgactga gtaccaattt gcttcttgtt tactttttta agggctttaa gttatttatg 780 

tatttaatat gccctgagat aactttgggg tataagattc cattttaatg aattacctac 840 

tttattttgt ttgtcttttt aaagaagata agattctggg cttgggaatt ttattattta 900 

aaaggtaaaa cctgtattta tttgagctat ttaaggatct atttatgttt aagtatttag 960 

aaaaaggtga aaaagcacta ttatcagttc tgcctaggta aatgtaagat agaattaaat 1020 

ggcagtgcaa aatttctgag tctttacaac atacggatat agtatttcct cctctttgtt 1080 

tttaaaagtt ataacatggc tgaaaagaaa gattaaacct actttcatat gtattaattt 1140 

aaattttgca atttgttgag gttttacaag agatacagca agtctaactc tctgttccat 1200 

taaaccctta taataaaatc cttctgtaat aataaagttt caaaagaaaa tgtttatttg 1260 

ttctcattaa atgtatttta gcaaactcag ctcttcccta ttgggaagag ttatgcaaat 1320 
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GNE-0344PCTSequenceListing 
tctcctataa gcaaaacaaa gcatgtcttt gagtaacaat gacctggaaa tacccaaaat 1380 

tccaagttct cgatttcaca tgccttcaag actgaacacc gactaaggtt ttcatactat 1440 

tagccaatgc tgtagacaga agcattttga taggaataga gcaaataaga taatggccct 1500 

gaggaatggc atgtcattat taaagatcat atggggaaaa tgaaaccctc cccaaaatac 1560 

aagaagttct gggaggagac attgtcttca gactacaatg tccagtttct cccctagact 1620 

caggcttcct ttggagatta aggcccctca gagatcaaca gaccaacatt tttctcttcc 1680 

tcaagcaaca ctcctagggc ctggcttctg tctgatcaag gcaccacaca acccagaaag 1740 

gagctgatgg ggcagaacga actttaagta tgagaaaagt tcagcccaag taaaataaaa 1800 

actcaatcac attcaattcc agagtagttt caagtttcac atcgtaacca ttttcgccc 1859 

<210> 2 
<211> 155 
<212> PRT 
<213> Homo sapiens 

<400> 2 
Met Thr Pro Gly Lys Thr Ser Leu Val Ser Leu Leu Leu Leu Leu Ser 
1 	 5 10 15 

Leu Glu Ala Ile val Lys Ala Gly Ile Thr Ile Pro Arg Asn Pro Gly 
20 25 30 

Cys Pro Asn Ser Glu Asp Lys Asn Phe Pro Arg Thr Val Met val Asn 
35 40 45 

Leu Asn Ile His Asn Arg Asn Thr Asn Thr Asn Pro Lys Arg Ser Ser 
50 55 60 

Asp Tyr Tyr Asn Arg Ser Thr Ser Pro Trp Asn Leu His Arg Asn Glu 
65 70 	 75 80 

Asp Pro Glu Arg Tyr Pro Ser Val Ile Trp Glu Ala Lys Cys Arg His 
85 90 95 

Leu Gly Cys Ile Asn Ala Asp Gly Asn Val Asp Tyr His Met Asn Ser 
100 105 110 

Val 	Pro Ile Gln Gln Glu Ile Leu val 	Leu Arg Arg Glu Pro Pro His 
115 120 125 

Cys Pro Asn Ser Phe Arg Leu Glu Lys Ile Leu val 	Ser val Gly Cys 
130 135 140 

Thr Cys val Thr Pro Ile val 	His His val Ala 
145 150 	 155 

<210> 3 
<211> 535 
<212> DNA 
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GNE-0344PCTSequenceListing 
<213> Homo sapiens 

<400> 3 
agccaccagc gcaacatgac agtgaagacc ctgcatggcc cagccatggt caagtacttg 60 

ctgctgtcga tattggggct tgcctttctg agtgaggcgg cagctcggaa aatccccaaa 120 

gtaggacata cttttttcca aaagcctgag agttgcccgc ctgtgccagg aggtagtatg 180 

aagcttgaca ttggcatcat caatgaaaac cagcgcgttt ccatgtcacg taacatcgag 240 

agccgctcca cctccccctg gaattacact gtcacttggg accccaaccg gtacccctcg 300 

gaagttgtac aggcccagtg taggaacttg ggctgcatca atgctcaagg aaaggaagac 360 

atctccatga attccgttcc catccagcaa gagaccctgg tcgtccggag gaagcaccaa 420 

ggctgctctg tttctttcca gttggagaag gtgctggtga ctgttggctg cacctgcgtc 480 

acccctgtca tccaccatgt gcagtaagag gtgcatatcc actcagctga agaag 535 

<210> 4 
<211> 163 
<212> PRT 
<213> Homo sapiens 

<400> 4 
Met Thr Val Lys Thr Leu His Gly Pro Ala Met val Lys Tyr Leu Leu 
1 	 5 10 15 

Leu Ser Ile Leu Gly Leu Ala Phe Leu Ser Glu Ala Ala Ala Arg Lys 
20 25 30 

Ile Pro Lys Val Gly His Thr Phe Phe Gln Lys Pro Glu Ser Cys Pro 
35 40 45 

Pro Val 	Pro Gly Gly Ser met Lys Leu Asp Ile Gly Ile Ile Asn Glu 
50 55 60 

Asn Gln Arg val Ser Met Ser Arg Asn Ile Glu Ser Arg Ser Thr Ser 
65 70 	 75 80 

Pro Trp Asn Tyr Thr val Thr Trp Asp Pro Asn Arg Tyr Pro Ser Glu 
85 90 95 

val Val Gln Ala Gln Cys Arg Asn Leu Gly Cys Ile Asn Ala Gln Gly 
100 105 110 

Lys Glu Asp Ile Ser met Asn Ser Val 	Pro Ile Gin Gln Glu Thr Leu 
115 120 125 

val Val Arg Arg Lys His Gln Gly Cys Ser val Ser Phe Gln Leu Glu 
130 135 140 

Lys val 	Leu Val Thr val Gly Cys Thr Cys val Thr Pro val Ile His 
145 150 	 155 160 
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abed 

OtLT 1331.361313 6636363366 56=63366 3666663136 33163E66E3 EEE6131.36 

OHT 6e61366166 6PPP6353P3 1P66PPPPP3 1311331331 EDliDillai 63EI13633E.1 

OZ9T 11313E1336 133663661 616333366 61)636PP3P 331P3P1EPP 3P66E3333 

09ST 61336661E1 3636E6661a 3E61E63E66 61E136E361 31.61673366 E316E36133 

00ST P6PP3P13P1 13P16P6P56 laDDbilDEIP 3666P63P33 133EIP7P3Ere 333P13P311 

OttT 3E16136616 =3EE6611 D36161D1D3 31P6P3PP3P 6673333356 P63E3P6P65 

08{1 1.1613E1361 61E63E6EEE 3131336E66 133313E613 6661611361 6E66E36136 

OZET E36136EE6E 563136E3pp 6166E31161 613133EE13 DDUDDMIPPe 6136117333 

09ZT 116E631311 66EDE6616 13E363E,E6 PE65133111 36331?7371.6 613P336P33 

00ZT 613333E666 616663336 6636613616 13E36636EE 6E3633361.3 631361633E 

OtTT 363E661361 366136E6E3 E1333E6136 10E6D6137EI 333EI336PP3 66.3.33EE5 

080T 7DDPD7D6D6 33333UE6P6 6673113333 6131P37PEI3 E66T116331 3E51.33EE66 

OZOT 1313366161 66E311E61 3133613331 16613376P3 P3P33PP611 33E11E31E6 

096 PDE0DP6613 P6133ETPPP DP366166DD DDPPPPDDDD DDEIMPDDln EIP31PP6613 

006 E151333131 33663113E3 6E36E65E61 313161EE61 31165131E3 6163EEDE61 

0t8 661.E6E36E3 16163EE313 6613335133 3E1133613EIP 36E3E3P373 3PP313PPE6 

08L PP6763P166 P3336P313P 1P13316613 1PPE0P166P 66E666E3 3351366E53 

OZL 113613p61p 1p16616131 366661316 p31E61116p 361611.3336 136133616p 

099 E36166E651 3613316361 36333613E1 333P13356P 3311331313 516316PP33 

009 3657331313 133617pb6E 1336E66E66 15665E313u 6136E36E66 E561116EEE 

OtS E66E61E6E.E 61336E6EE6 6613E36661. E361.633661 13E3316136 6151636131. 

0817 613133E616 13E633E6E6 6EE6=616 6761.Db1661 36P6P3P6P3 613373EI37I. 

OZt 33636601.361 6333366EI33 1D613D6163 1PDP56561.D 3E01))61313 PI.7D766PD 

09E E6661.31336 3361331313 3666331313 613P333P13 63E66P3133 6665161136 

00E 6E6E66131.3 1113316616 E333677633 66b13P3661 133161)611 311.661)336 

OtZ 16133617E7 7671D3E066 133E036166 61DD667313 3665P3P3EIP 3666666665 

081 1133333361. 3161.656613 P6176663P3 P6P3P333P3 3613333E73 311TE166P67 

OZT E61366E661 3133333633 133333EI737 36P333P13P PPDP361.6P6 7EIP3P66P3D 

09 313E66E316 E6E66E66E1 6EE6513616 DDDPDETPP EoPPPPEOPP 733E1613P3P 

sua0Ps 

S <00t> 

owoH <ETZ> 
eNa <ZTZ> 

08EZ <FEZ> 
S <OTZ> 

uLD 	LEA S!.H 
6Upsrla3UDribBSIDdttE0-3ND 
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GNE-0344PCTSequenceListing 
ctactcagcc gatgactcgg gtttcgagcg cctggtgggc gccctggcgt cggccctgtg 1800 

ccagctgccg ctgcgcgtgg ccgtagacct gtggagccgt cgtgaactga gcgcgcaggg 1860 

gcccgtggct tggtttcacg cgcagcggcg ccagaccctg caggagggcg gcgtggtggt 1920 

cttgctcttc tctcccggtg cggtggcgct gtgcagcgag tggctacagg atggggtgtc 1980 

cgggcccggg gcgcacggcc cgcacgacgc cttccgcgcc tcgctcagct gcgtgctgcc 2040 

cgacttcttg cagggccggg cgcccggcag ctacgtgggg gcctgcttcg acaggctgct 2100 

ccacccggac gccgtacccg cccttttccg caccgtgccc gtcttcacac tgccctccca 2160 

actgccagac ttcctggggg ccctgcagca gcctcgcgcc ccgcgttccg ggcggctcca 2220 

agagagagcg gagcaagtgt cccggggact tcagccagcc ctggatagct acttccatcc 2280 

cccggggact cccgcgccgg gacgcggggt gggaccaggg gcgggacctg gggcggggga 2340 

cgggacttaa ataaaggcag acgctgtttt tctaaaaaaa 2380 

<210> 6 
<211> 705 
<212> PRT 
<213> Homo sapiens 

<400> 6 
Met Pro Val Pro Trp Phe Leu Leu Ser Leu Ala Leu Gly Arg Ser Pro 
1 	 5 10 15 

Val Val 	Leu Ser Leu Glu Arg Leu val Gly Pro Gln Asp Ala Thr His 
20 25 30 

Cys Ser Pro Gly Leu Ser Cys Arg Leu Trp Asp Ser Asp Ile Leu Cys 
35 40 45 

Leu Pro Gly Asp Ile val Pro Ala Pro Gly Pro val 	Leu Ala Pro Thr 
50 55 60 

His Leu Gln Thr Glu Leu val Leu Arg Cys Gln Lys Glu Thr Asp Cys 
65 70 	 75 80 

Asp Leu Cys Leu Arg Val Ala val 	His Leu Ala Val 	His Gly His Trp 
85 90 95 

Glu Glu Pro Glu Asp Glu Glu Lys Phe Gly Gly Ala Ala Asp Ser Gly 
100 105 110 

Val Glu Glu Pro Arg Asn Ala Ser Leu Gln Ala Gln Val Val Leu Ser 
115 120 125 

Phe Gln Ala Tyr Pro Thr Ala Arg Cys Val Leu Leu Glu Val Gln Val 
130 135 140 

Pro Ala Ala Leu Val Gln Phe Gly Gln Ser val Gly Ser Val Val Tyr 
145 150 	 155 160 
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GNE-0344PCTSequenceListing 

Asp Cys Phe Glu Ala Ala Leu Gly Ser Glu Val Arg Ile Trp Ser Tyr 
165 170 175 

Thr Gln Pro Arg Tyr Glu Lys Glu Leu Asn His Thr Gln Gln Leu Pro 
180 185 190 

Ala Leu Pro Trp Leu Asn Val Ser Ala Asp Gly Asp Asn Val His Leu 
195 200 205 

val Leu Asn Val Ser Glu Glu Gln His Phe Gly Leu Ser Leu Tyr Trp 
210 215 220 

Asn Gln Val Gln Gly Pro Pro Lys Pro Arg Trp His Lys Asn Leu Thr 
225 230 235 240 

Gly Pro Gln Ile Ile Thr Leu Asn His Thr Asp Leu Val 	Pro Cys Leu 
245 250 255 

Cys Ile Gln Val Trp Pro Leu Glu Pro Asp Ser Val Arg Thr Asn Ile 
260 265 270 

Cys Pro Phe Arg Glu Asp Pro Arg Ala His Gln Asn Leu Trp Gln Ala 
275 280 285 

Ala Arg Leu Arg Leu Leu Thr Leu Gln Ser Trp Leu Leu Asp Ala Pro 
290 295 300 

Cys Ser Leu Pro Ala Glu Ala Ala Leu Cys Trp Arg Ala Pro Gly Gly 
305 310 315 320 

Asp Pro Cys Gln Pro Leu Val 	Pro Pro Leu Ser Trp Glu Asn Val Thr 
325 330 335 

Val Asp Lys Val Leu Glu Phe Pro Leu Leu Lys Gly His Pro Asn Leu 
340 345 350 

Cys Val Gln Val Asn Ser Ser Glu Lys Leu Gln Leu Gln Glu Cys Leu 
355 360 365 

Trp Ala Asp Ser Leu Gly Pro Leu Lys Asp Asp Val 	Leu Leu Leu Glu 
370 375 380 

Thr Arg Gly Pro Gln Asp Asn Arg Ser Leu Cys Ala Leu Glu Pro Ser 
385 390 395 400 

Gly Cys Thr Ser Leu Pro Ser Lys Ala Ser Thr Arg Ala Ala Arg Leu 
405 410 415 

Gly Glu Tyr Leu Leu Gln Asp Leu Gln Ser Gly Gln Cys Leu Gln Leu 
420 425 430 
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GNE-0344PCTSequenceListing 

Trp Asp Asp Asp Leu Gly Ala Leu Trp Ala Cys Pro Met Asp Lys Tyr 
435 440 445 

Ile His Lys Arg Trp Ala Leu Val Trp Leu Ala Cys Leu Leu Phe Ala 
450 455 460 

Ala Ala Leu Ser Leu Ile Leu Leu Leu Lys Lys Asp His Ala Lys Gly 
465 470 475 480 

Trp Leu Arg Leu Leu Lys Gln Asp Val Arg Ser Gly Ala Ala Ala Arg 
485 490 495 

Gly Arg Ala Ala Leu Leu Leu Tyr Ser Ala Asp Asp Ser Gly Phe Glu 
500 505 510 

Arg Leu val Gly Ala Leu Ala Ser Ala Leu Cys Gln Leu Pro Leu Arg 
515 520 525 

val Ala Val Asp Leu Trp Ser Arg Arg Glu Leu Ser Ala Gln Gly Pro 
530 535 540 

Val Ala Trp Phe His Ala Gln Arg Arg Gln Thr Leu Gln Glu Gly Gly 
545 550 555 560 

val Val Val Leu Leu Phe Ser Pro Gly Ala Val Ala Leu Cys Ser Glu 
565 570 575 

Trp Leu Gln Asp Gly Val Ser Gly Pro Gly Ala His Gly Pro His Asp 
580 585 590 

Ala Phe Arg Ala Ser Leu Ser Cys val Leu Pro Asp Phe Leu Gln Gly 
595 600 605 

Arg Ala Pro Gly Ser Tyr Val Gly Ala Cys Phe Asp Arg Leu Leu His 
610 615 620 

Pro Asp Ala Val Pro Ala Leu Phe Arg Thr Val Pro Val Phe Thr Leu 
625 630 635 640 

Pro Ser Gln Leu Pro Asp Phe Leu Gly Ala Leu Gln Gln Pro Arg Ala 
645 650 655 

Pro Arg Ser Gly Arg Leu Gln Glu Arg Ala Glu Gln val Ser Arg Ala 
660 665 670 

Leu Gln Pro Ala Leu Asp Ser Tyr Phe HiS Pro Pro Gly Thr Pro Ala 
675 680 685 

Pro Gly Arg Gly val Gly Pro Gly Ala Gly Pro Gly Ala Gly Asp Gly 
690 695 700 
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Thr 
705 
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