
;.e3eX-U---<-H--6B-T-06WO U2/lIS3s9l PCT/USUI/S1l l3 ~,zs ii~uAU~iniiuisiiA
2.13.2KGACATCCAGA TGACCCAGTTTCCATCCTCCCTGTCGCAT CTGTAGGAGA50A30GACATCCAGA
TGACCCAGTCTCCATCCTCCCTGTCiGCATCTGTAGGAGA502.14.3K----------
--------------TCCTCCCTGTGCATCTGTAGGAGA262.12.1K----------
-------------------------GCATCTGTAGGAGA154.9.2KGACATCCAGA
TGACCCAGTCTCCATCCTCCCTGTCGCATCTG'rAGGAGA50ConsensusGACATCCAGA
TGACCCAGTYTCCATCCTCCCTGTGCATCTGTAGGAGA50 2.13.2KCAGAGTCACC CACTTG C
GGGCAAGTCA GG CATTAGA .
GATTTAG100A30CAGAGTCACCCACTTGC,CGGGCAAGTCAGCATTAGAAGATTTAG1002.14.3KCAGAGTC
ACCCACTTGCCGGGCAAGTCAGGCATTAGACGATTTAG762.12.1KCAGAGTCACCCACTTGCCGGGCAAGTCA
GGATTAGACGATTTAG654.9.2KCAGAGTCACCCACTTGCCGGGCAAGTCAGGATTAGAAGATTTAG10CCons
ensusCAGAGTCACC InCACTTGCCGGGCAAGTCAGGATTAGAtdGATTTAG100
2.13.2KGCTGGCAGCAGAAACCAGGGAAAGC CTAAGCGCCTGATCT
GCT150A30GCTGGTCAGCAGAAACCAGGGAAAGC
CTAAG.^_GCCTGATCTAh'GC`P1502.14.3KGCTGGCAGCAGAAACCAGGGAAAGCTAAGCGCCTGATCTAT
GCT1262.12.1KGCTGGCAGCAGAAACCAGGGAAAGCTAAGCGCCTGATCTATGCT1154.9.2I<GCTGGCAG
CAGAAACCAGGGAAAGCTAAGCGCCTGATCTATGCT150ConsensusGCTGGCAGCAGAAACCAGGGAAAGCTA
AGCGCCTGATCTATGCT150 C 2.13.2K GCATCC G T T G G GGTCCCATCA AGGTTCAGCG
GCAGTGGATC 200 A30 GCATCC G T G GG GGTCCCATCA AGGTTCAGCG GCAGTGGATC 200
2.14.31C GCATCC G G GG GGTCCCATCA AGGTTCAGCG GCAGTGGATC 176 2.12.1K GCATCC
G T A GIGG GGTCCCATCA AGGTTCAGCG GCAGTGGATC 165 4.9.2K GCATCC G GG
GGTCCCATCA AGGTTCAGCG GCAGTGGATC 200 Consensus GCATCCrR T G GG GGTCCCATCA
AGGTTCAGCG GCAGTGGATC 2C0 2.13.2KTGGGACAGAA TTCACTCTCA CAATCAG CCTGCAGCCT
GAAGATTTTG250A30TGGGACAGA_ATTCACTCTCACAATCAGCCTGCAGCCTGAAGATTTTG2502.14.3KT
GGGACAGAATTCACTCTCACAATCAGCCTGCAGCC'T'GAAGATTTTG2262.12.1KTGGGACAGAATTCACTC
TCACAATCAGCCCTGCAGCCTGAAGATTTTG2159.9.2KTGGGACAGAATTCACTCTCACAATCAGCCCTGCAG
CCTGAAGATTTTG250ConsensusTGGGACAGAATTCACTCTCACAATCAGCCCTGCAGCCTGAAGATTTTG25
0CDR32.13.2KCAACTTATTACTG ACCATAAT TTGCAG'IfI'TTGGCCAG300A30CAACTTATTACTG
AC ~CATAAT T-TCCN-----------28B2.14.3KCAACTTATTACTG ACCATAAT
TCGGACGT'~CGGCCAA2762.12.1KCAACTTATTACTG ACCATAAT
TCGGACGTTCGGCCAA2654.9.2KCAACTTATTACTG ACCATAAT
TCTCACTTTCGGCGGA300ConsensusCAACTTATTACTG ACCATAAT
TYBSNSKTTYGGCSRR3002.13.2KGGGACCAAGCTGGAGATCAAAC----322A30_________________
_________2882.14.3KGGGACCGAGGTGGAAATCATACGAAC3022.12.1KGGGACCGAGGTGGAAATCAT
ACGAAC2914.9.2KGGGACCAAGGTGGAGATCAAAC----322ConsensusGGGACCRAGSTGGARATCAWAC
GAAC326 1 A *163163*   V4'O l12/(153596 2/25 PCT/OSUI/sll 13
4.17.3K___________________________________________GGAGA
7O12GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGGGAGA
50ConsensusGACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGGGAGA
50CDR14.17.3KCAGAGTCACCATCACTTG C ~GGGCAAGTCAGAGCATTAGTTTAA
57012CAGAGTCACCATCACTTG CGGGCAAGTCAGAGCATTAGCTTAA
1G0ConsensusCAGAGTCACCATCACTTGCCGGGCAAGTCAGAGCATTAGYTTAA
1004.17.3KATTGGTATCAGCAGAAACCAGGGAAAGCCCCTA CTCCTGATT
107012ATTGGTATCAGCAGAAACCAGGGAAAGCCCCT CTCCTGATT
150ConsensusATTGGTATCAGCAGAAACCAGGGAAAGCCCCTA TCCTGATT 150CDR2
4.17.3KGCATCCAGTTAGGGGTCCCATCAAGGTTCAGTGGCAGTGGATC157012GCATCCAGTTAPa
II'GGGGTCCCATCAAGGTTCAGTGGCAGTGGATC200ConsensusGCATCCAGTTAATGGGGTCCCATCAAGG
TTCAGTGGCAGTGGATC200
4.17.3KTGGGACAGATTTCACTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTG207O12TGGGACAGATTT
CACTCTCACCA`rCAGCAGTCTGCAACCTGAAGATTTTG250ConsensusTGGGACAGATTTCACTCTCACCAT
CAGCAGTCTGCAACCTGAAGATTTTG250CDR34.17.3dCAACTTACTACTGCAACAGAGTTACATCCCCCCTT
TCGGCGGA257012CAACTTACTACTGCAACAGAGTTACTCCCCT----------288ConsensusCAACTTAC
TACTGTCAACAGAGTTACTCCCCYCTTTCGGCGGA300 4.17.3K GGGACCAAGG TGGAGATCAA AC 279
O12 __________ __________ __ 288 Consensus GGGACCAAGG TGGAGATCAA AC 322
FIG. 1 B   WO (12/(1S3591 3/25 PCT/USO1/~1113 6.1.1K A27 GAAATTGTGT
TGACGCAGTC TCCAGGCACC CTGTCTTTGT CTCCAGGGGA 50 Consensus GAAATTGTGT
TGACGCAGTC TCCAGGCACC CTGTCTT`1'GT CTCCAGGGGA 50 CDR1 6.1.1K -T~GAGCCACC
CTCTCCTGGGGCCAGTCA GAGTGTC CCCAG^_ACT49A27 FAGAGCCACC CTCTCCTGGGGCCAGTCA
GAGTGTC~CAACT10GConsensusAGAGCCACC CTCTCCTGGGGCCAGTCA GAGTGTC~CAGACT100
6.1.1K TAGC GGTA CCAGCAGAAA CCTGGCCAGG CTCCCAGGCT CCTCATCTAT 99 A27
TAGCCTGGTA CCAGCAGAAA CCTGGCCAGG CTCCCAGGCT CCTCATCTAT 150 Consensus
TRGCCTGGTA CCAGCAGAAA CCTGGCCAGG CTCCCAGGCT CCTCATCTRT 150 CDR2 6.1.1K
GGTGCATCCA GCAGGGCCAC TGGCATCCCA GACAGGTTCA GTGGCAGTGG 149 A27 GGTGCATCCA
GCAGGGCCAC TGGCATCCCA GACAGGTTCA GTGGCAGTGG 200 Consensus GGTGCATCCA
GCAGGGCCAC TGGCATCCCA GACAGGTTCA GTGGCAGTGG 200
6.1.1KGTCTGGGACAGACTTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATT199A27GTCTGGGACAGAC
TTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATT250ConsensusG`PCTGGGACAGACTTCACTCTCACC
ATCAGCAGACTGGAGCCTGAAGATT250CDR36.1.1KTTGCAGTGTTACTG
AGCAGTATGGTACACCTNACG~I'TCGGC299A27TTGCAGTGTTACTGTCAGCAGTATGGTACACCT-------
---290ConsensusTTGCAGTGTTACTGTCAGCAGTATGGTACACCT SNACGTTCGGC300 6.1.1K
CAAGGGACCA AGGTGGAAAT CAAAC 274 A27 __________ __________ _____ 290
Consensus CAAGGGACCA AGGTGGAAAT CAAAC 325 FIG. 1 C   WO 112/0~3~lG ~~ZS
PCT/USO1 /S 1113 2.12.1H ---------- ---------- -- GGAGGC TTGGTCAAGC CTGG
GGTC 26 DF35 CAGGTGCAGC TGGTGGAGTC TG GGGAGGC TTGGTCAAGC CTGG GGTC 50
Consensus CAGGTGCAGC TGGTGGAGTC TG GGAGGC TTGGTCAAGC CTGG GGTC 50 CDR1
2.12.1H CCTGAGACTC TCCTGTGCAG CCTCTGGATT CAC~TCAGTIGACTACT~~ 76 DP35
CCTGAGACTC TCCTGTGCAG CCTCTGGATT CA TCAGT GACTACT 100 Consensus CCTGAGACTC
TCCTGTGCAG CCTCTGGATT CA TCAGT GACTACT 10D
2.12.1HTGAC~CTGGATCCGCCAGGCTCCAGGGAAGGGGCTGGGGGTTTCA~T'AC126DP35TGAGCTGGATC
CGCCAGGCTCCAGGGAAGGGGCTGGGGGTTTCATAC150ConsensusTGAGCTGGATCCGCCAGGCTCCAGGGA
AGGGGCTGGGGGTTTCATAC150CDR22.12.1HATTAGTAGTAGTGGTAGTACC A
CTACGCAGACTCTGTGAAGGGC'~G176DP35ATTAGTAGTAGTGGTAGTACC
~ACTACGCAGACTCTGTGAAGGGCCG200ConsensusAT'TAGTAGTAGTGGTAGTACC
I~A~CTACGCAGACTCTGTGAAGGGCCG200 2.12.1H DP35 Consensus 2.12.1H DP35
Consensus 2.12.1H DP35 Consensus ATTCACCATC TCCAGGGACA ACGCCAAGAA
CTCACTGTAT CTGCAAATGA ATTCACCATC TCCAGGGACA ACGCCAAGAA CTCACTGTAT
CTGCAAATGA ATTCACCATC TCCAGGGACA ACGCCAAGAA CTCACTGTAT CTGCAAATGA 1'
ACAGCCTGAG AGCCGAGGAC ACGGCCGTGT ATTACTGTG GAGA~G GGA ACAGCCTGAG AGCCGAGGAC
ACGGCCGTGT ATTACTGT GAGAG ---ACAGCCTGAG AGCCGAGGAC ACGGCCGTGT ATTACTGT
GAGAG GGA CDR3 GTGGAAACTA CTTTTTACTA CTACTACTAC GGTATGGACG TCTGGGGCCA
GTGGAAACTA CTTTTTACTA CTACTACTAC GGTATGGACG TCTGGGGCCA 2.12.1H AGGGACCACG
GTCACCGTCT CCTCAG DP35 



Consensus AGGGACCACG GTCACCGTCT CCTCAG 226 250 250 276 296 300 326 296 350
352 296 376 FIG. 2A   WO 02/OS3S96 PCT/USO1/51113 5/ 25
PF2-2.14.3H.DNA--------------------GGGCCCAGGACTGGTGAAGCCTTCGGAGAC30VIV-4/4.
35CAGGTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCGGAGAC50ConsensusCAGGTGCAGCTG
CAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCGGAGAC50CDR1PF2-2.14.3fI.DNACCTGTCCCTCACCTG
CACTGTCTCTGGTGGCTCCATCAGT~ "
TTACTACT80VIV-4/4.35CCTGTCCCTCACCTGCACTGTCTCTGGTGGCTCCATCAGTTTACTACT100Cons
ensusCCTGTCCCTCACCTGCACTGTCTCTGGTGGCTCCATCAGTTTACTACT100CDR1PF2-2.14.3H.DNA
GGAG GGATCCGGCAGCCCGCCGGGAAGGGACTGGAGTGGATTGG
GT130VIV-9/4.35GGAGCTGGATCCGGCAGCCCGCCGGGAAGGGACTGGAGTGGATTGGGCGT15OConsens
usGGAGCTGGATCCGGCAGCCCGCCGGGAAGGGACTGGAGTGGATTGGGCGT150CDR2PF2-2.14.3H.DNAA
TCTATACCAGTGGGAG CCAACTACAACCCCTCCCTCAAGAG
GAGT180VIV-4/4.35ATCTATACCAGTGGGAG
CCAACTACAACCCCTCCCTCAAGAGTCGAGT200ConsensusATCTATACCAGTGGGAG
CCAACTACAACCCCTCCCTCAAGAGTCGAGT200
PF2-2.14.3H.DNACACCATGTCAGTAGACACGTCCAAGAACCAGTTCTCCCTG AAGCTG
CT23CVIV-9/4.35CACCATGTCAGTAGACACGTCCAAGAACCAGTTCTCCCTG AAGCTG
CT25GConsensusCACCATGTCAGTAGACACGTCCAAGAACCAGTTCTCCCTG AAGCTG'
CT250PF2-2.14.3H.DNACTGTGACCGCCGCGGACACGGCCGTGTATTACTGTGC T AACG'
ATTTTT2B0VIV-9/4.35CTGTGACCGCCGCGGACACGGCCGTGTATTACTGTGC --
----------288ConsensusCTGTGACCGCCGCGGACACGGCCGTGTATTACTGTGC GT
AACGATTTTT300CDR3PF2-2.19.3H.DNA 35 VIV-4/4GGAGTGGTTA ___-______TTATCTTTGA
__________CTA 'GGGGC ______,___C4 G CCC TGGTCACCGT ___ __________33G 294.
ConsensusGGAGTGGTTATTATCTTTGACTACTGGGGCG NCCC TGGTCACCGT350 PF2-2.19.3H.DNA
CTCCTCAG 3~8 VIV-4/4.35 -------- 294 Consensus CTCCTCAG 358 FIG. 2B   WO
112/(IS3~'l(i 6.1.1H 4.9.2H DP47 2.13.2H Consensus 6/25 PCT/USO1/sl l 13
'AGGTGCAGC TGTTGGAGTC TGGGGGAGGC TTGGTACAGC CTGGGGGGTC GGTGCAGC TGTTGGAGTC
TGGGGGAGGC TTGGTACAGC CTGGGGGGTC '~GGTGCAGC TGTTGGAGTC TGGGGGAGGC
TTGGTACAGC CTGGGGGGTC GGTGCAGC TGTTGGAGTC TGGGGGAGGC TTGGTACAGC CTGGGGGGTC
GGTGCAGC TGTTGGAGTC TGGGGGAGGC TTGGTACAGC CTGGGGGGTC CDR1 6.1.1HCCTGAGACTC
TCCTG4 . 9 . 2
f-3CCTGAGACTCTCCTGDP47CCTGAGACTCTCCTG2.13.2HCCTGAGACTCTCCTGConsensusCCTGAGA
CTCTCCTG CDR1 AG CCTCTGGATT CACCTTTAGC AG CCTCTGGATT CACCTTTAGC AG
CCTCTGGATT CACCTTTAGC AG CCTCTGGATT CACCTTTAGC AG CCTCTGGATT CACCTTTAGC 50
50 50 50 50 AGCTATGCCA 100 AGCTATGCCA 100 AGCTATGCCA 100 AGCTATGCCA 100
AGCTATGCCA 100 CDR2
6.1.1HTGGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCTCAGT15C4.9.2HTG.TGGGTCCGCCAG
GCTCCAGGGAAGGGGCTGGAGTG.GGTCTCAT150DP47TGTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGT
GGGTCTCAT1502.13.2HTGTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCTCAGT150Consens
usTGPTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCTCA150CDR26.1.1HATTGGTGGTGGT
GCAT CTACGCAGACTCCGTGAAGGGCCG2004.9.2HATTGGTGGTGGT TC CAT
CTACGCAGACTCCGTGAAGGGCCG200DP47ATTGGTGGTGGTCT~CAT
CTACGCAGACTCCGTGAAGGGCCG2002.13.2HATTGGTGGTGGT CC CAT
CTACGCAGACTCCGTGAAGGGCCG200ConsensusATTS GGTGGTGGT
BCAT~CTACGCAGACTCCGTGAAGGGCCG200 6.1.1HGTTCACCATC TCCAGAGACA
ATTCCGCACGCTGTAT
CTGCAAATGA2504.9.2I'.GTTCACCATCTCCAGAGACAATTCCGCACGCTGTATCTGCAAATGA25ODP97G
TTCACCATCTCCAGAGACAATTCCGCACGCTGTATCTGCAAATGA2502.13.2HGTTCACCATCTCCAGAGACA
ATTCCGCACGCTGTATCTGCAAATGA250ConsensusGTTCACCATCTCCAGAGACAATTCCGCACGCTGTATC
TGCAAATGA250CDR3
6.1.1HACAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGC--2984.9.2HACAGCCTGAGAG
CCGAGGACACGGCCGTATATTACTGTGCGAAAGCTG3D0DP47ACAGCCTGAGAGCCGAGGACACGGCCGTATAT
TACTGTGCGAAAG----2962.13.2HACAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGCTT
300ConsensusACAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGCTK300CDR3-for
4.9.2 and 2.13.2 6.1.1H___________________________________________C_
~2994.9.2HGGCTACGGTGACTTTTACTACTACTACTACGGTATGGACGGGGGCCA
TC350DP472962.13.2HGGCTGGTCCGACTCTTACTACTACTACTACGGTATGGACGTCTGGGGCCA350Con
sensusGGCTRSKSYGACTYTTACTACTACTACTACGGTATGGACGTCTGGGGCCA350CDR3-for6.1.16.1
.1HAGGGACTACGGTGATTATGAGTTGGTTCGACCC
GGGGCCAGGGAACCC3494.9.2HAGGGACCAC-________________________________________3
59DP47__________________________________________________2962.13.2HAGGGACCAC
-________________________________________359ConsensusAGGGACYACGGTGATTATGAGT
TGGTTCGACCCCTGGGGCCAGGGAACCC400 FIG. 2C-1   WO U2lUa3S'~G 7~ 2 ~J 6.i.lH
TGGTCACCGT CTCCTCAG 4.9.2H -GGTCACCGT C~CCTCAG DP47 2.13.2H -GGTCACCGT
CTCCTCAG Consensus TGGTCACCGT CTCCTCAG 



FIG. 2C-2 PCT/USU1/51113 367 376 296 376 418 4.17.31I ---------- ----------
---CCCAGGA CTGGTGAAGC CTTCGGAGAC 27 DP71 CAGGTGCAGC TGCAGGAGTC GG CCCAGGA
CTGGTGAAGC CTTCGGAGAC 50 Consensus CAGGTGCAGC TGCAGGRGTC GG CCCAGGA
CTGGTGAAGC CTTCGGAGAC 50 CDR1 4.17.3H CCTGTCCCTC ACC':GCACTG TCTCTGGTGG
CTCCATCAGT~AGTTACTACT 77 DP71 CCTGTCCCTC ACCTGCACTG TCTCTGGTGG CTCCATCAGT
AGTTACTACT 100 Consensus CCTGTCCCTC ACCTGCACTG TCTCTGGTGG CTCCATCAGT
AGTTACTACT 100 CDR1 4.17.3H GGAG GGAT CCGGCAGCCC CCAGGGAAGG GACTGGAGTG
GATTGGGn'AT 127 DP71 GGAG GGAT CCGGCAGCCC CCAGGGAAGG GACTGGAGTG GATTGGGTAT
150 Consensus GGA GGAT CCGGCAGCCC CCAGGGAAGG GACTGGAGTG GATTGGGTAT 150 CDR2
9.17.31-i A'1'CTATTACA GTGGGAGCAC CAACTACAAC CCCTCCCTCA AGAG`I~CGAGT 177
DP71 ATCTATTACA GTGGGAGCAC CAACTACAAC CCCTCCCTCA AGAGTCGAGT 200 Consensus
ATCTATTACA GTGGGAGCAC CAACTACAAC CCCTCCCTCA AGAGTCGAGT 200 4.17.3H
CACCATATCA GTAGACACGT CCAAGAACCA GTTCTCCCTG A~AGCTGA 227 DP71 CACCATATCA
GTAGACACGT CCAAGAACCA GTTCTCCCTG AAGCTGA 250 Consensus CACCATATCA
GTAGACACGT CCAAGAACCA GTTCTCCCTG AAGCTGA 250 CDR3
4.17.3HCTGTGACCGCTGCGGACACGGCCGTGTATTACTGTGCAGGCGTATAGC277DP71CTGTGACCGCTGC
GGACACGGCCGTGTATTACTGTGC---G--------289ConsensusCTGTGACCGCTGCGGACACGGCCGTGT
ATTACTGTGCAGG"GTATAGC3004.17.3HAGTTCGTTCTACTACTACGGTAT
GTCGGGCCAAGA_CACGGT327DP71A293ConsensusAGTTCGTTCTACTACTACGGTATGTCTGGGGCCAAG
A CACGGT350 4.17.3H CACCGTCTCC TCAG DP71 __________ ____ Consensus
CACCGTCTCC TCAG 341 293 364 FIG. 2D   WO 02/(153591 PCT/USO 1/i 1113 8/25 l
800 l500 a V 1200 w a ao ;~ 900 c m C7 600 .. N T 300 0 0.01 0.1 1 10 100
Ab Conc, Ng/ml FIG. 3    W O 112/IIS3S9C 9/25 Acute IGFI Stim. - + + + + +
+ + + 24 Ab(lug/ml) - - + + +  + + - 0 0 ~,2 ;. ~, 4 .,.8 ~ 1.6. 24. 24 z4
,;~r...: ';x, , : .~, r~.:: .~;~a~''  .,. . .. -~'<~~-.i..-... .'r~. Ia_.
.. . PCT/USO1/s 1 I 13 Time (hr.) Anti-ptyr blot Anti-IGF 1 R blot FIG. 4
V1%O 02/0,3,9C) 



PCT/USO1/51113 10/25 12o 0 100 80 0 0 60 v 40 20 0 FIG. 5 0 120 0 100 0 80
a~ 0 60 v 40 20 0 0 250 500 750 1000 Dose (Ng) FIG. 6  0 250 500 750 1000
Dose (Ng)    VVO 02/OS3S96 11/25 PCT/USOl/s1113 NO .~IN NV ON00d. Vi 'cd N
'C7aQ) O pCrN O CO _aC~ y-r -E -H ~ 00,~?,cd.c~ .cb ,cd'" :a>aa a a .Ob
NUO00 O_O_O00000 00 ~~0000 O h~ N O M M M Mt'~ N~ N O ~ ^ N Q N N N '-'~n
Nww 'az~s ~ouln~~'l".~ NN NO N00y O N~_ O UO O ~00N T .J ~OfNOO h O~O ~ p
`~ O ~ Q~ Ot~ h N O M M M Mt~ 



N~!1 N O t~ ~1 N O N N N _~ .-I~ ~ Nww `azis ~own~,   WO 02/OS3S9G 12/25
Treatment: 125 ~g dose loo -~- IGF-1 Receptor Protein -~- Serum Ab, p.g/ml
80 i. U w 0 0 60 c L 0., 40 20 0 PCT/USII1/51113 so 0 24 48 72 96 Time
(hours) FIG. 8 12U 144 40 c 30 Q' r ~_D 20 as 10 -t 0 l68   VVO U2/OS359G
PCT/USU1/51113 73/5 300O 25O0 20O0 E E 150O 0 E 0 ~ 100O 500 O 0 3 6 9 12
15 18 21 24 27 30 Time, days -1- Vehicle --~Ir- 31.25 Ng 2. I3.2 + Adria
-~--62.5 g2.13.2+Adria -~- 125 g2.13.2+Adria ~iE- 250 E,ig 2.13.2 + A dria
--~ 500 Ng 2.13.2 -~-- 7.5 mg/kg Adria FIG. 9    WO 02/0S3591. PCT/USO1
/511 l3 14/Z5 -1- Control 



5000 4500 4000 3500 3000 N V~ 2S00 2000 :. E" 1500 l000 500 0 -~-- 500 ~g
2.13.2 0 1 2 3 4 5 6 7 8 9 10 11 Time, days FIG. 10    W O 112/0S3591 1/25
CC ~r ...., U PCT/USO1/5l l .13 0 N 00 N rn ^ T W 'fl O 00 F' N O 0 0 o O o
0 0 0 o O o o T 0 000 ~ ~ ON o 000 ~ T N N .^ ^ ^ ww ~2ZIS.lOWn~, N a ...,
O N 00 d' 'fl N O O N  g $ 8 $ 8 8 $ 8 N N ^ ^ ^ E ww ' azis a owns,
V1~'O (12/1153s9( 16/ 25 1600 1400 1200 M 1000 E v N_ cn 800 O O ~ 600 400
200 PCT/L1S01/51113 



0 0 4 8 12 16 20 24 28 32 36 40 44 48 Time, days FIG. 12   WO 02/0;3591
P('T/USfll/s1113 17/25 900 soo goo 600 r^ E E 500 0 0 400 E H 300 200 -+-
Control _ - __ -~- Taxol, -~- 2.13.2, -e-- Taxol Taxol q 1 d x 5 Mab 2.13.2
~ 0 ~ ~ r'rTTT''T'-W -T~~TT~ ~ y ~ r y-n ~ 0 4 8 12 16 20 24 Days FIG. 13
28 32    V4%O (12/0;3a96 PCT/ U S01 /s 1113 18/ 25 O ca U Q 0 v M N ,~~, .
p(~ M t.,~ o ~ ~~ Uric T O O g ~ O g O O g O o ~ 0 0 ww ~azig aown,L 0
r.NNM'-'NNO~b4U 0 o c g g S g g M g g ww ~azis aourn~,     



VVO 02/OS3S9l 79/2 800 goo 600 .~-~ 500 E v~ 400 L O J () (J 200 10o 0
PCT/US01/S1113 0 2 4 6 8 10 12 14 16 18 20 22 24 26 Time, days . FIG. 15
W'O 02/OS3S9(~ PCT/L1S01 /s 1113 2025 2000 1800 1600 1400 1200 in 1000 800
0 ~` 600 400 200 0 0 3 6 9 12 15 18 21 24 27 30 33 36 Time, days --1-
Control -~- 10 mg/kg CP-358774 -~iE- 500 l,~g Ab (2.13.2) -~- 10 mg/kg
CP-358774 + Ab F1G. 16    WO 02/OS3s9G 21/25 r E o~ E 0 U N M rr N to 0.1
0,01 0.001 0.0001 PCT/USOI/51113 - Ceff  0 7 14 21 28 35 42 49 56 63 70
Time, days FIG. 17   



W'O U2/US3s9l 2225 2.13.2 Treated Adriamycin Treated 2.13.2 + Adriamycin
Treated FIG. 18 PCT/USU 1/S l l 13  Control Treated Tumors Tumors    wo
o2/oa3~~o O'f"~bv ~Z71 ,5rOOOOrd OU?~r~C71v cn-,~1 ~rMo,-~ Ao0UG0~,
rlOd'd7u1UEO.M~NMN '~ri Crfti -rl0000b ~UNNNNOrt~~. vUN ,`~".)CV t~N
`,.C~,N PCT/USU1/51113 23/ 2~a aa. ww wcn mw wasw wa aH H> >H~ ~W Wu4 u,+H
~fiP ~,C7 C7n. A .~xasxxHHxxN N~n m~ c~a aH HVI U)fn c11~ ~U U~ fll V1W !~W
GLW WA AW WH E-~W Ww WL~ C~Lx fx*W ~~ ~H HG4 ~~~a aa*Ha~aa a~v1 NU U~>~~ ~a
~a aa ,~ ~w wa~ Nw waw w~ ~aw wa~ ~H N~ xN Hc~ ~cn cnw wx xo~ o~C7 C'U1 V7~
FCH Hww w~' Ha G a 4aQ ~~W WU U~ ~*v~> >w ww wx xrw ~U Ua7 a H ?a C7 C7 w
wC_ ( 7 x x cn v1NNNUUz ~U ~~t J1c nc n0a 14v1 u1U U~ ~G4
G4PHt~llt~ll~GxUUv tN cnw wx xc7 c7>HH~~asH+~~vcUHA AC9' ~a ava a~ ~~a a~
~~ zA AiN N~ yZ n cnO~ O~C-~ HAw wx xaa aaNCh ChU Ucn CnW wn v1 v1 * cn E~
H a4 G~ A Aas as *a ~a aw w~n cnwa a *NH NH HA AA~ 



3wd df 7 U'Ir,x z> > *a ~nz zw ww woa as *a ~n~n cna ao, wd a~w ww w~ HI~~
~> >N Na a ~ ~~ ~x H~~aszxasx~>HaNHH~~~~xzw wOa Oaw~ ~~ ~~ ~z zc A r   V'O
(12/11;3S96 24/25 PCT/US(I1/~1113 a aEi Ha aw wasw w~ ma aN ~w ww w~ cnH Ha
am m~ ~a. w~ t~xHaxa~nwN E~ ~~ Wr~A AH H17 .~. 7 ~-C7 C~v1 u1N u7v1 Wv1 v1>
> w ~ ~ ~ ~aswa~~wHHwwc nsasww WW ~nA Aw wr~ xCx x~ yz z~ ~w wcn cncn cn~
~A~~~v lv 7* x s~a~ s*xaas*H N ~a aas H Ha ~ H*a m~ ~c n~ a~>w ww wH H3 3H
HFf, r~D, G~R: fL'V1 U1a aas~ aH Nw ww wa arx x> > ~cn cncn cna aa acn cn
aw w~~ ~~ ~~ ~x ~~ c nWD4 WE Hv1 cnEn E~a4 a4x xa acn cnw wx xa aC9 C4a.
wC~ Chu: cxC7 ~cn cnH Hw w~ Y~x hGcn cnr.C aH Hs~ p~w wc~ ~a a> >E-~ Ex xa
a~ ~Uw o,w ww a.x aGasa a~~as~4a c awwwwa arH Hw wa a~ ~r~ wz z> >~ wa sx
xc n c nc n c nHU UH HH~ ~> >z zC9 ChC7 C7A AE-~ Na Ucn cnmoa acn cn~Lcn
cncn c~a a> 'cn cnx a~w a~~ ~ca~ xa~ ~~asaE ~nvww~~~c~a aw w, cn ca> >~ >~
~a aH HA A~ SHG3 3t n c 
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N H a w PCT/USlll/sl l 13   VV O l12/OS359( <110> ABGENIX, INC. PFIZER,
INC. 1/31 SEQUENCE LISTING <120> ANTIBODIES TO INSULIN-LTKE GROWTH FACTOR I
RECEPTOR <130> ABX-PF2 <140> <141> <150> 60/259,927 <151> 2001-O1-05 <160>
60 <170> PatentIn Ver. 2.1 <210> 1 <211> 291 <212> DNA <213> Homo sapiens
<400> 1 tgcatctgta ggagacagag tttaggctgg tatcagcaga ccgtttacaa agtggggtcc
tctcacaatc agcagcctgc taattatcct cggacgttcg tcaccttcac aaccagggaa
catcaaggtt agcctgaaga gccaagggac ttgccgggca agctcctaag cagcggcagt
ttttgcaact cgaggtggaa PCT/LJSO1/s1113 agtcaggaca ttagacgtga 60 cgcctgatct
atgctgcatc 120 ggatctggga cagaattcac 18o tattactgtc tacagcataa 240
atcatacgaa c 291 <210> 2 <211> 136 <212> PRT c213> Homo sapiens <400a 2 Ala
Ser Val Gly Asp Arg Val Thr Phe Thr Cys Arg Ala Ser Gln Asp 1 5 10 15 Ile
Arg Arg Asp Leu Gly Trp Tyr Gln Glri Lys Pro Gly Lys Ala Pro 20 25 30 Lys
Arg Leu Ile Tyr Ala Ala Sex Arg Leu Gln Ser Gly Val Pro Ser 35 40 45 Arg
Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser 50 55 60 Ser
Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln His Asn 65 70 75 80 Asn
Tyr Pro Arg Thr Phe Gly Gln Gly Thr Glu Val Glu Ile Ile Arg 85 90 95 Thr
Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln 100 105 110
VVO U2/OS3i9li PCT/USOIh 1113 2/31 Leu Lys Ser Gly Thr Ala Ser Val Val Cys
Leu Leu Asn Asn Phe Tyr 115 120 125 Pro Arg Glu Ala Lys Val Gln Trp 130 135
<210> 3 c211> 352 <212> DNA <213> Homo sapiens <400a 3 gggaggcttg
gtcaagcctg ttcagtgact actatatgag tcatacatta gtagtagtgg accatctcca
gggacaacgc gaggacacgg ccgtgtatta tactacggta tggacgtctg <210> 4 <211> 174
c212> PRT c213> Homo sapiens gaggtccctg ctggatccgc tagtaccaga caagaactca
ctgtgtgaga gggccaaggg agactctcct caggctccag gactacgcag ctgtatctgc
gatggagtgg accacggtca gtgcagcctc ggaaggggct actctgtgaa aaatgaacag
aaactacttt ccgtctcctc tggattcact 60 ggaatgggtt 120 gggccgattc 180
cctgagagcc 240 ttactactac 300 ag 352 c400> 4 



Gly Arg Leu Gly Gln Ala Trp Arg Ser Leu Arg Leu Ser Cys Ala Ala 1 5 10 15
Ser Gly Phe Thr Phe Ser Asp Tyr Tyr Met Ser Trp Ile Arg Gln Ala 20 25 30
Pro Gly Lys Gly Leu Glu Trp Val Ser Tyr Ile Ser Ser Ser Gly Ser 35 40 45
Thr Arg Asp Tyr Ala Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg 50 55 60
Asp Asn Ala Lys Asn Ser Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala 65 70 75 80
Glu Asp Thr Ala Val Tyr Tyr Cys Val Arg Asp Gly Val Glu Thr Thr 85 90 95
Phe Tyr Tyr Tyr Tyr Tyr Gly Met Asp Val Trp Gly Gln Gly Thr Thr 100 105 110
Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu 115 120 125
Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys 130 135 140
Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn.Ser 145 150 155
160   WO 112/(1,3,9G PCT/USO1/s1113 3/31 Gly Ala Leu Thr Ser Gly Val His
Thr Phe Pro Ser Cys Ala 165 170 . <210> 5 <211> 322 r212> DNA <213> Homo
Sapiens c400> 5 gacatccaga tgacccagtt atcacttgcc gggcaagtca gggaaagccc
ctaagcgcct aggttcagcg gcagtggatc gaagattttg caacttatta gggaccaagc
tggagatcaa <210> 6 <211> 107 <212> PRT <213> Homo Sapiens tccatcctcc
gggcattaga gatctatgct tgggacagaa ctgtttacaa ac ctgtctgcat aatgatttag
gcatcccgtt ttcactctca cataatagtt ctgtaggaga gctggtatca tgcacagagg
caatcagcag acccgtgcag cagagtcacc 60 gcagaaacca 12o ggtcccatca 18C
cctgcagcct 24C ttttggccag 30C 322 c400> 6 Asp Ile Gln Met Thr Gln Phe Pro
Ser Ser Leu Ser Ala Ser Val Gly 1 5 10 15 Asp Arg Val Thr Ile Thr Cys Arg
Ala Ser Gln Gly Ile Arg Asn Asp 20 25 30 Leu Gly Trp Tyr Gln Gln Lys Pro
Gly Lys Ala Pro Lys Arg Leu Ile 35 40 45 Tyr Ala Ala Ser Arg Leu His Arg
Gly Val Pro Ser Arg Phe Ser Gly 50 55 60 Ser Gly Ser Gly Thr Glu Phe Thr
Leu Thr Ile Ser Ser Leu Gln Pro 65 70 75 BO Glu Asp Phe Ala Thr Tyr Tyr Cys
Leu Gln His Asn Ser Tyr Pro Cys 85 90 95 Ser Phe Gly Gln Gly Thr Lys Leu
Glu Ile Lys 100 105 c210> 7 c211> 375 <212> DNA <213> Homo Sapiens <400> 7
aggtgcagct gttggagtct cctgtacagc ctctggattc cagggaaggg gctggagtgg
cagactccgt gaagggccgg tgcaaatgaa cagcctgaga gctggtccga ctcttactac
gggggaggct acctttagca gtctcagcta ttcaccatct gccgaggaca tactactacg
tggtacagcc gctatgccat ttagtggtag ccagagacaa cggccgtata gtatggacgt
tggggggtcc gaactgggtc tggtggtacc ttccaggacc ttactgtgcg ctggggccaa
ctgagactct 60 cgccaggctc 120 acattctacg 180 acgctgtatc 240 aaagatcttg 300
gggaccacgg 360   VVO 02/0S3S91r tcaccgtctc ctcag <210> 8 . c211> 124 <212>
PRT <213> Homo Sapiens <400> 8 



Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser 1 5 10 15
Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ala 20 25 30
Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser 35 40 45
Ala Ile Ser Gly Ser Gly Gly Thr Thr Phe Tyr Ala Asp Ser Val Lys 50 55 60
Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Arg Thr Thr Leu Tyr Leu 65 70 75 80
Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala 85 90 95
Lys Asp Leu Gly Trp Ser Asp Ser Tyr Tyr Tyr Tyr Tyr Gly Met Asp 100 105 110
Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser 115 12 0 <210> 9 <211> 302
<212> DNA <213> Homo Sapiens <400> 9 tcctccctgt ctgcatctgt attagacgtg
atttaggctg tatgctgcat cccgtttaca acagaattca ctctcacaat ctacagcata
ataattatcc ac aggagacaga gtatcagcag aagtggggtc cagcagcctg tcggacgttc
gtcaccttca aaaccaggga ccatcaaggt cagcctgaag ggccaaggga cttgccgggc
aagctcctaa tcagcggcag attttgcaac ccgaggtgga 375 aagtcaggac 60 gcgcctgatc
120 tggatctggg 180 ttattactgt 240 aatcatacga 300 302 <210> 10 <211> 100
c212> PRT <213> Homo Sapiens 4/31 PCT/USO1/s1113 <400> 10 Ser Ser Leu Ser
Ala Ser Val Gly Asp Arg Val Thr Phe Thr Cys Arg 1 5 10 15   VVO 02/US3591
PCT/ U S111/S 1113 5/31 Ala Ser Gln Asp Ile Arg Arg Asp Leu Gly Trp Tyr Gln
Gln Lys Pro 20 25 30 Gly Lys Ala Pro Lys Arg Leu Ile Tyr Ala Ala Ser Arg
Leu Gln Ser 35 40 45 Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr
Glu Phe Thr 50 S5 60 Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr
Tyr Tyr Cys 65 70 75 80 Leu Gln His Asn Asn Tyr Pro Arg Thr Phe Gly Gln Gly
Thr Glu Val 85 90 95 Glu Ile Ile Arg 100 <210> 11 <211> 338 <212> DNA <213>
Homo Sapiens <400> 11 gggcccagga ctggtgaagc ctccatcagt aattactact
gattgggcgt atctatacca caccatgtca gtagacacgt cgcggacacg gccgtgtatt
ctactggggc cagggaaccc <210> 12 c211> 112 <212> PRT <213> Homo Sapiens
cttcggagac ggagctggat gtgggagccc ccaagaacca actgtgcggt tggtcaccgt
cctgtccctc ccggcagccc caactacaac gttctccctg aacgattttt ctcctcag acctgcactg
gccgggaagg ccctccctca aagctgaact ggagtggtta tctctggtgg 60 gactggagtg 120
agagtcgagt 18C ctgtgaccgc 24D ttatctttga 30C 338 <400> 12 Gly Pro Gly Leu
Val Lys Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr 1 5 10 15 Val Ser Gly Gly
Ser Ile Ser Asn Tyr Tyr Trp Ser Trp Ile Arg Gln 20 25 30 Pro Ala Gly Lys
Gly Leu Glu Trp Ile Gly Arg Ile Tyr Thr Ser Gly 35 40 45 



Ser Pro Asn Tyr Asn Pro Ser Leu Lys Ser Arg Val Thr Met Ser Val SO 55 60
Asp Thr Ser Lys Asn Gln Phe Ser Leu Lys Leu Asn Ser Val Thr Ala 65 70 75 80
Ala Asp Thr Ala Val Tyr Tyr Cys Ala Val Thr Ile Phe Gly Val Val 85 90 95
VVO 02/1153~91~ 6/31 PCT/L1S(I1/sl l 13 Ile Ile Phe Asp Tyr Trp Gly Gln Gly
Thr Leu Val Thr Val Ser Ser 100 105 110 c210> 13 <211> 322 <212> DNA <213>
Homo Sapiens <400> 13 gacatccaga tgacccagtc atcacttgcc gggcaagtca
gggaaagccc ctaagcgcct aggttcagcg gcagtggatc gaagattttg caacttatta
gggaccaagg tggagatcaa <210> 14 <211> 107 <212> PRT <213> Homo Sapiens
tccatcctcc gggcattaga gatctatgct tgggacagaa ctgtctacag ac ctgtctgcat
agtgatttag gcatccaaat ttcactctca cataatagtt ctgtaggaga cagagtcacc 60
gctggtttca gcagaaacca 120 tacaccgtgg ggtcccatca 180 caatcagccg cctgcagcct
240 accctctcac tttcggcgga 300 322 <400> 14 Asp Ile Gln Met Thr Gln Ser Pro
Ser Ser Leu Ser Ala Ser Val Gly 1 5 10 15 Asp Arg Val Thr Ile Thr Cys Arg
Ala Ser Gln Gly Ile Arg Ser Asp 20 25 30 Leu Gly Trp Phe Gln Gln Lys Pro
Gly Lys Ala Pro Lys Arg Leu Ile 35 40 45 Tyr Ala Ala Ser Lys Leu His Arg
Gly Val Pro Ser Arg Phe Ser Gly 50 55 60 Ser Gly Ser Gly Thr Glu Phe Thr
Leu Thr Ile Ser Arg Leu Gln Pro 65 70 75 80 Glu Asp Phe Ala Thr Tyr Tyr Cys
Leu Gln His Asn Ser Tyr Pro Leu 85 90 95 Thr Phe Gly Gly Gly Thr Lys Val
Glu Ile Lys 100 105 <210> 15 <211> 376 <212> DNA <213> Homo Sapiens <400>
15 gaggtgcagc tcctgtgcag ccagggaagg gcagactccg ctgcaaatga ggctacggtg
tgttggagtc cctctggatt ggctggagtg tgaagggccg acagcctgag acttttacta
tgggggaggc cacctttagc ggtctcagct gttcaccatc agccgaggac ctactactac
ttggtacagc agctatgcca attagtggta tccagagaca acggccgtat ggtatggacg
ctggggggtc cctgagactc 60 tgagctgggt ccgccaggct 12C gtggtggtat cacatactac
18C attccaagaa cacgctgtat 24C attactgtgc gaaagatctg 30C tctggggcca
agggaccacg 36C   VVO 02/US3S9(~ PCT/IISO1/51113 7/31 gtcaccgtct cctcag 376
<210> 16 <211> 125 c212> PRT c213> Homo Sapiens <400> 16 Glu Val Gln Leu
Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly 1 5 10 15 Ser Leu Arg Leu
Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr 20 25 30 Ala Met Ser Trp
Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val 35 40 45 Ser Ala Ile Ser
Gly Ser Gly Gly Ile Thr Tyr Tyr Ala Asp Ser Val 50 55 60 Lys Gly Arg Phe
Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr 65 70 75 80 Leu Gln Met Asn
Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 85 90 95 Ala Lys Asp Leu
Gly Tyr Gly Asp Phe Tyr Tyr Tyr Tyr Tyr Gly Met 100 105 110 Asp Val Trp Gly
Gln Gly Thr Thr Val Thr Val Ser Sex 115 120 125 <210> 17 <211> 279 <212>
DNA <213> Homo Sapiens 



<400> 17 caggagacag agtcaccatc acttgccggg ggtatcagca gaaaccaggg aaagccccta
aaggtggggt cccatcaagg ttcagtggca tcagcagtct gcaacctgaa gattttgcaa
cactcacttt cggcggaggg accaaggtgg caagtcagag aactcctgat gtggatctgg
cttactactg agatcaaac cattagtacc tttttaaatt 60 ccatgttgca tccagtttac 120
gacagatttc actctcacca 180 tcaacagagt tacaatgccc 240 279 <210> 18 <211> 92
<212> PRT <213> Homo Sapiens <400> 18 Gly Asp Arg Val Thr Ile Thr Cys Arg
Ala Ser Gln Ser Ile Ser Thr 1 5 10 15 Phe Leu Asn Trp Tyr Gln Gln Lys Pro
Gly Lys Ala Pro Lys Leu Leu 20 25 30   WO 02/US3~9(i PCT/USO1/Sl 113 8/31
Ile His Val Ala Ser Ser Leu Gln Gly Gly Val Pro Ser Arg Phe Ser 35 40 45
Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln 50 55 60
Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Tyr Asn Ala Pro 65 70 75 SO
Leu Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys 85 90 <210> 19 <211> 341
<212> DNA <213> Homo Sapiens <400> 19 cccaggactg gtgaagcctt catcagtagt
tactactgga tgggtatatc tattacagtg catatcagta gacacgtcca ggacacggcc
gtgtattact ggacgtctgg ggccaaggga <210> 20 <211> 113 c212> PRT <213> Homo
Sapiens cggagaccct gttggatccg ggagcaccaa agaaccagtt gtgccaggac ccacggtcac
gtccctcacc gcagccccca ctacaacccc ctccctgaag gtatagcagt cgtctcctca
tgcactgtct gggaagggac tccctcaaga ctgagttctg tcgttctact 9 ctggtggctc 60
tggagtggat 120 gtcgagtcac 180 tgaccgctgc 240 actacggtat 300 341 <400> 20
Pro Gly Leu Val Lys Pro Ser Glu Thr Leu Ser Leu Thr Cys Thr Val 1 5 10 15
Ser Gly Gly Ser Ile Ser Ser Tyr Tyr Trp Ser Trp Ile Arg Gln Pro 20 25 30
Pro Gly Lys Gly Leu Glu Trp Ile Gly Tyr Ile Tyr Tyr Ser Gly Ser 35 40 45
Thr Asn Tyr Asn Pro Ser Leu Lys Ser Arg Val Thr Ile Ser Val Asp 50 55 60
Thr Ser Lys Asn Gln Phe Sex Leu Lys Leu Ser Ser Val Thr Ala Ala 65 70 75 80
Asp Thr Ala Val Tyr Tyr Cys Ala Arg Thr Tyr Ser Ser Ser Phe Tyr 85 90 95
Tyr Tyr Gly Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser 100 105 110
Ser   CVO f12/OS3~91~ <210> 21 <211> 274 <212 > DNA c213> Homo Sapiens 9/31
<220> <221> modified_base <222> (240) <223> a) c, t, g, other or unknown
<400> 21 agagccaccc tctcctgtag cagcagaaac ctggccaggc ggcatcccag acaggttcag
agactggagc ctgaagattt acgttcggcc aagggaccaa ggccagtcag tcccaggctc
tggcagtggg tgcagtgttt ggtggaaatc agtgttcgcg ctcatctatg tctgggacag
tactgtcagc aaac PCT/USO1/51113 gcaggtactt agcctggtac 60 gtgcatccag
cagggccact 120 acttcactct caccatcagc 180 agtatggtag ttcacctcgn 240 



274 c210> 22 <211> 91 <212> PRT <213> Homo Sapiens <400> 22 Arg Ala Thr Leu
Ser Cys Arg Ala Ser Gln Ser Val Arg Gly Arg Tyr 1 5 10 15 Leu Ala Trp Tyr
Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile 20 25 30 Tyr Gly Ala Ser
Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser Gly 35 40 45 Ser Gly Ser Gly
Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro 50 55 60 Glu Asp Phe Ala
Val Phe Tyr Cys Gln Gln Tyr Gly Ser Ser Pro Arg 65 70 75 BO Thr Phe Gly Gln
Gly Thr Lys Val Glu Ile Lys 85 90 <210> 23 <211> 367 <212> DNA <213> Homo
Sapiens <400> 23 gaggtgcagc tgttggagtc tcctgtgcag cctctggatt ccagggaagg
ggctggagtg gcagactccg tgaagggccg ctgcaaatga acagcctgag gggactacgg
tgattatgag tcctcag tgggggaggc cacctttagc ggtctcaggt gttcaccatc agccgaggac
ttggttcgac ttggtacagc agctatgcca attactggga tccagagaca acggccgtat
ccctggggcc ctggggggtc cctgagactc 60 tgagctgggt ccgccaggct 120 gtggtggtag
tacatactac 180 attccaagaa cacgctgtat 240 attactgtgc gaaagatcca 300
agggaaccct ggtcaccgtc 360 367   VVO (12/OS3;9(~ <210> 24 <211> 122 <212>
PRT <213> Homo Sapiens 10I31 PCT/LIS(I1/s1113 <400> 24 Glu Val Gln Leu Leu
Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly 1 5 10 15 Ser Leu Arg Leu Sex
Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr 20 25 30 Ala Met Ser Trp Val
Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val 35 40 45 Ser Gly Ile Thr Gly
Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val 50 55 60 Lys Gly Arg Phe Thr
Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr 65 70 75 80 Leu Gln Met Asn Ser
Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 85 90 95 Ala Lys Asp Pro Gly
Thr Thr Val Ile Met Ser Trp Phe Asp Pro Trp 100 105 110 Gly Gln Gly Thr Leu
Val Thr Val Ser Ser 115 120 c210> 25 <211> 320 <212> DNA <213> Homo sapiens
<400> 25 gaactgtggc tgcaccatct gaactgcctc tgttgtgtgc ggaaggtgga taacgccctc
gcaaggacag cacctacagc aacacaaagt ctacgcctgc gcttcaacag gggagagtgt
gtcttcatct ctgctgaata caatcgggta ctcagcagca gaagtcaccc tcccgccatc
acttctatcc actcccagga ccctgacgct atcagggcct tgatgagcag ttgaaatctg 60
cagagaggcc aaagtacagt 120 gagtgtcaca gagcaggaca 180 gagcaaagca gactacgaga
240 gagctcgccc gtcacaaaga 300 32D <210> 26 <211> l06 <212> PRT <213> Homo
Sapiens <400> 26 Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp
Glu Gln 1 5 10 15 Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn
Phe Tyr 20 25 30   VVO (12/OS3S9l~ 11/31 



PCT/USII1/~1113 Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
Ser 35 40 45 Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
Thr 50 55 60 Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
Lys 65 70 75 80 His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
Pro 85 90 95 Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 100 105 <210> 27 <211>
978 <212> DNA <213> Homo sapiens <400> 27 gcctccacca agggcccatc ggtcttcccc
ctggcgccct gctccaggag cacctccgag 60 agcacagcgg ccctgggctg cctggtcaag
gactacttcc ccgaaccggt gacggtgtcg 120 tggaactcag gcgctctgac cagcggcgtg
cacaccttcc cagctgtcct acagtcctca 180 ggactctact ccctcagcag cgtggtgacc
gtgccctcca gcaacttcgg cacccagacc 240 tacacctgca acgtagatca caagcccagc
aacaccaagg tggacaagac agttgagcgc 300 aaatgttgtg tcgagtgccc accgtgccca
gcaccacctg tggcaggacc gtcagtcttc 360 ctcttccccc caaaacccaa ggacaccctc
atgatctccc ggacccctga ggtcacgtgc 420 gtggtggtgg acgtgagcca cgaagacccc
gaggtccagt tcaactggta cgtggacggc 480 gtggaggtgc ataatgccaa gacaaagcca
cgggaggagc agttcaacag cacgttccgt 540 gtggtcagcg tcctcaccgt tgtgcaccag
gactggctga acggcaagga gtacaagtgc 600 aaggtctcca acaaaggcct cccagccccc
atcgagaaaa ccatctccaa aaccaaaggg 660 cagccccgag aaccacaggt gtacaccctg
cccccatccc gggaggagat gaccaagaac 720 caggtcagcc tgacctgcct ggtcaaaggc
ttctacccca gcgacatcgc cgtggagtgg 780 gagagcaatg ggcagccgga gaacaactac
aagaccacac ctcccatgct ggactccgac 840 ggctccttct tcctctacag caagctcacc
gtggacaaga gcaggtggca gcaggggaac 900 gtcttctcat gctccgtgat gcatgaggct
ctgcacaacc actacacgca gaagagcctc 960 tccctgtctc cgggtaaa g78 <210> 28 c211>
326 <212> PRT <213> Homo sapiens <400> 28 Ala Ser Thr Lys Gly Pro Ser Val
Phe Pro Leu Ala Pro Cys Ser Arg 1 5 10 15 Ser Thr Ser Glu Ser Thr Ala Ala
Leu Gly Cys Leu Val Lys Asp Tyr 20 25 30 Phe Pro Glu Pro Val Thr Val Ser
Trp Asn Ser Gly Ala Leu Thr Ser 35 40 45 Gly Val His Thr Phe Pro Ala Val
Leu Gln Ser Ser Gly Leu Tyr Ser 50 55 60   VVO (12/Oa359G 12I31 PCT/LIS(11
/S 1113 Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr 65
70 75 80 Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys 85
90 95 Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro 100
105 110 Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp 115
120 125 Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp 130
135 140 Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly 145
150 155 160 Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn
165 170 175 Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp
180 185 190 Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
195 200 205 Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu
210 215 220 Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn
225 230 235 240 Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
Ile 245 250 255 Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
Thr 260 265 270 Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
Lys 275 280 285 Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
Cys 290 295 300 Ser Val Met Hie Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
Leu 305 310 315 320 Ser Leu Ser Pro Gly Lys 325 <210> 29 <211> 296 <212>
DNA <213> Homo Sapiens   WO (12/(1S3;96 13;31 <400> 29 caggtgcagc
tggtggagtc tcctgtgcag cctctggatt ccagggaagg ggctggagtg gcagactctg
tgaagggccg ctgcaaatga acagcctgag <210> 30 <211> 98 c212> PRT <213> Homo
Sapiens tgggggaggc caccttcagt ggtttcatac attcaccatc agccgaggac ttggtcaagc
gactactaca attagtagta tccagggaca acggccgtgt PCT/1IS01/~1113 ctggagggtc
cctgagactc 60 tgagctggat ccgccaggct 120 gtggtagtac catatactac 180
acgccaagaa ctcactgtat 240 attactgtgc gagaga 296 <400> 30 Gln Val Gln Leu
Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly 1 5 10 15 Ser Leu Arg Leu
Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr 20 25 30 Tyr Met Ser Trp
Ile Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val 35 40 45 Ser Tyr Ile Ser
Ser Ser Gly Ser Thr Ile Tyr Tyr Ala Asp Ser Val 50 55 60 Lys Gly Arg Phe
Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr 



65 70 75 BO Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95 Ala Arg <210> 31 <211> 296 <212> DNA <213> Homo sapiens <400> 31
gaggtgcagc tcctgtgcag ccagggaagg gcagactccg ctgcaaatga tgttggagtc
tgggggaggc cctctggatt cacctttagc ggctggagtg ggtctcagct tgaagggccg
gttcaccatc acagcctgag agccgaggac <210> 32 <211> 98 <212> PRT <213> Homo
Sapiens ttggtacagc agctatgcca attagtggta tccagagaca acggccgtat ctggggggtc
cctgagactc 60 tgagctgggt ccgccaggct 120 gtggtggtag cacatactac 180
attccaagaa cacgctgtat 240 attactgtgc gaaaga 296 <400> 32 Glu Val Gln Leu
Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly 1 5 10 15   wo n2ioa3~yc
14/31 PCT/USII1/51113 Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe
Ser Ser Tyr 20 25 30 Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
Glu Trp Val 35 40 45 Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala
Asp Ser Val 50 55 60 Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn
Thr Leu Tyr 65 70 75 BO Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val
Tyr Tyr Cys 85 90 95 Ala Lys <210> 33 <211> 296 <212> DNA <213> Homo
Sapiens c400> 33 caggtgcagc tgcaggagtc acctgcgctg tctctggtgg cccccaggga
aggggctgga aacccgtccc tcaagagtcg ctgaagctga gctctgtgac gggcccagga
ctccatcagc gtggattggg agtcaccata cgccgcggac ctggtgaagc agtagtaact
gaaatctatc tcagtagaca acggccgtgt cttcggggac cctgtccctc 60 ggtggagttg
ggtccgccag 120 atagtgggag caccaactac 180 agtccaagaa ccagttctcc 240
attactgtgc gagaga 296 <210> 34 <211> 98 <212> PRT <213> Homo Sapiens <400>
34 Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gly 1 5 10
15 Thr Leu Ser Leu Thr Cys Ala Val Ser Gly Gly Ser Ile Ser Ser Ser 20 25 30
Asn Trp Trp Ser Trp Val Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp 35 40 45
Ile Gly Glu Ile Tyr His Ser Gly Ser Thr Asn Tyr Asn Pro Ser Leu 50 55 60
Lys Ser Arg Val Thr Ile Ser Val Asp Lys Ser Lys Asn Gln Phe Ser 65 70 75 80
Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys 85 90 95
Ala Arg   VVO 02/1153s9( PCT/U SO 1 /S 1 I 13 15/31 <210> 35 <211> 293
<212> DNA <213> Homo Sapiens <400> 3S caggtgcagc acctgcactg ccagggaagg
ccctccctca aagctgagct tgcaggagtc tctctggtgg gactggagtg agagtcgagt
ctgtgaccgc gggcccagga ctccatcagt gattgggtat caccatatca tgcggacacg
ctggtgaagc cttcggagac cctgtccctc 60 agttactact ggagctggat ccggcagccc 12d
atctattaca gtgggagcac caactacaac 1B0 gtagacacgt ccaagaacca gttctccctg 240
gccgtgtatt actgtgcgag aga 293 <210> 36 c211> 97 <212> PRT <213> Homo
Sapiens <400> 36 Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro
Ser Glu 1 5 10 15 Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser
Ser Tyr 20 25 30 Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu
Trp Ile 35 40 45 



Gly Tyr Ile Tyr Tyr Ser Gly Ser Thr Asn~Tyr Asn Pro Ser Leu Lys 50 55 60
Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu 65 70 75 80
Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala 85 90 95
Arg <210> 37 <211> 290 <212> DNA <213> Homo Sapiens <400> 37 gaaattgtgt
tgacgcagtc tccaggcacc ctctcctgca gggccagtca gagtgttagc cctggccagg
ctcccaggct cctcatctat gacaggttca gtggcagtgg gtctgggaca cctgaagatt
ttgcagtgta ttactgtcag ctgtctttgt ctccagggga aagagccacc 60 agcagctact
tagcctggta ccagcagaaa 12o ggtgcatcca gcagggccac tggcatccca 1S0 gacttcactc
tcaccatcag cagactggag 240 cagtatggta gctcacctcc 290 <210> 38 c211> 96 <212>
PRT <213> Homo Sapiens   WO 02/11S3;9() 16/31 PCT/USO1/Sl l l3 <400> 38 Glu
Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly 1 5 10 15 Glu
Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Ser 20 25 30 Tyr
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu 35 40 45 Ile
Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile Pro Asp Arg Phe Ser 50 55 60 Gly
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Sex Arg Leu Glu 65 70 75 80 Pro
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Gly Ser Ser Pro 85 90 95 <210>
39 <211> 28S <212> DNA c213> Homo sapiens <220> <221> modified_base <222>
(28S) <223> a, c, t, g, other or unknown <400> 39 gacatccaga tgacccagtc
atcacttgcc gggcaagtca gggaaagccc ctaagcgcct aggttcagcg gcagtggatc
gaagattttg caacttatta tccatcctcc gggcattaga gatctatgct tgggacagaa
ctgtctacag ctgtctgcat aatgatttag gcatccagtt ttcactctca cataatagtt
ctgtaggaga cagagtcacc 60 gctggtatca gcagaaacca 120 tgcaaagtgg ggtcccatca
180 caatcagcag cctgcagcct 240 accctccn 288 <210> 40 <211> 96 <212> PRT
<213> Homo sapiens <400> 40 Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser
Ala Ser Val Gly 1 5 10 15 Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly
Ile Arg Asn Asp 20 25 30 Leu Gly Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro
Lys Arg Leu Ile 35 40 45 Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser
Arg Phe Ser Gly 50 55 60 Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser
Ser Leu Gln Pro 65 70 75 80   WO 02/0;3;90 17/31 PCT/L'S(I1/~11 l3 Glu Asp
Phe Ala Thr Tyr Tyr Cys Leu Gln His Asn Ser Tyr Pro Pro 85 90 95 <210> 41
<211> 2B8 <212> DNA <213> Homo Sapiens c400> 41 gacatccaga tgacccagtc
atcacttgcc gggcaagtca gggaaagccc ctaagctcct aggttcagtg gcagtggatc
gaagattttg caacttacta tccatcctcc gagcattagc gatctatgct tgggacagat
ctgtcaacag ctgtctgcat agctatttaa gcatccagtt ttcactctca agttacagta
ctgtaggaga cagagtcacc 60 attggtatca gcagaaacca 120 tgcaaagtgg ggtcccatca
180 ccatcagcag tctgcaacct 240 cccctcch 288 <210> 42 <211> 96 <212> PRT 



<213> Homo Sapiens <400> 42 Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser
Ala Ser Val Gly 1 5 10 15 Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ser
Ile Ser Ser Tyr 20 25 30 Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro
Lys Leu Leu Ile 35 40 45 Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser
Arg Phe Ser Gly 50 55 60 Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
Ser Leu Gln Pro 65 70 75 80 Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Tyr
Ser Thr Pro Pro 85 90 95 <210> 43 <211> 293 <212a DNA <213> Homo Sapiens
<400> 43 caggtgcagc tgcaggagtc acctgcactg tctctggtgg gccgggaagg gactggagtg
ccctccctca agagtcgagt aagctgagct ctgtgaccgc gggcccagga ctccatcagt
gattgggcgt caccatgtca cgcggacacg ctggtgaagc agttactact atctatacca
gtagacacgt gccgtgtatt cttcggagac cctgtccctc 60 ggagctggat ccggcagccc 120
gtgggagcac caactacaac 180 ccaagaacca gttctccctg 240 actgtgcgag aga 293
<210> 44 <211> 97   V1-'O 02/IIS3a9(~ 18/31 <212> PRT <213> Homo Sapiens
PCT/USIIl/s1113 c400> 44 Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val
Lys Pro Ser Glu 1 5 10 15 Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser
Ile Ser Ser Tyr 20 25 30 Tyr Trp Ser Trp Ile Arg Gln Pro Ala Gly Lys Gly
Leu Glu Trp Ile 35 40 45 Gly Arg Ile Tyr Thr Ser Gly Ser Thr Asn Tyr Asn
Pro Ser Leu Lys 50 55 60 Ser Arg Val Thr Met Ser Val Asp Thr Ser Lys Asn
Gln Phe Ser Leu 65 70 75 80 Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val
Tyr Tyr Cys Ala 85 90 95 Arg <210> 45 c211> 470 <212> PRT <213> Homo
Sapiens <400> 45 Met Glu Phe Gly Leu Ser Trp Leu Phe Leu Val Ala Ile Leu
Lys Gly 1 5 10 15 Val Gln Cys Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu
Val Gln 20 25 30 Pro Gly Gly Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe
Thr Phe 35 40 45 Ser Ser Tyr Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys
Gly Leu 50 55 60 Glu Trp Val Ser Ala Ile Ser Gly Ser Gly Gly Thr Thr Phe
Tyr Ala 65 70 75 80 Asp Sex Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Sex
Arg Thr 85 90 95 Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
Ala Val 100 105 110 Tyr Tyr Cys Ala Lys Asp Leu Gly Trp Ser Asp Ser Tyr Tyr
Tyr Tyr 115 120 125 Tyr Gly Met Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val
Ser Ser 130 135 140   W'O U2/US3S9(~ 19/31 PCT/USU1h1113 Ala Ser Thr Lys
Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg 145 150 155 160 Ser Thr Ser
Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr 165 170 175 Phe Pro Glu
Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser 180 1B5 190 Gly Val His
Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser 195 200 205 Leu Ser Ser
Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr 2l0 215 220 Tyr Thr Cys
Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys 225 230 235 240 Thr Val
Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro Ala Pro 245 250 255 



Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp 260 265 270
Thr Leu Met Ile 5er Arg Thr Pro Glu Val Thr Cys Val Val Val Asp 275 280 285
Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly 290 295 300
Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn 305 310 315
320 Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His Gln Asp Trp 325 330
335 Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro 340 345
350 Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln Pro Arg Glu 355 360
365 Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn 370 375
380 Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile 385 390
395 400 Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr 40S
410 415 Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys 420
425 430 Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys 435
440 44S   WO 02/IIS3S9l~ 2U/31 PCT/IISUI/s1113 Ser Val Met His Glu Ala Leu
His Asn His Tyr Thr Gln Lys Ser Leu 450 455 460 Ser Leu Ser Pro Gly Lys 465
470 <210> 46 <211> 470 <212> PRT <213> Homo Sapiens <400> 46 Met Glu Phe
Gly Leu Ser Trp Leu Phe Leu Val Ala Ile Leu Lys Gly 1 5 10 15 Val Gln Cys
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln 20 25 30 Pro Gly Gly
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 35 40 45 Ser Ser Tyr
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu 50 55 60 Glu Trp Val
Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala 65 70 75 80 Asp Ser Val
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn 85 90 95 Thr Leu Tyr
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val 100 105 110 Tyr Tyr Cys
Ala Lys Gly Tyr Ser Ser Gly Trp Tyr Tyr Tyr Tyr Tyr 115 120 125 Tyr Gly Met
Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser 130 135 140 Ala Ser Thr
Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg 145 150 155 160 Ser Thr
Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr 165 170 175 Phe Pro
Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser 180 185 190 Gly Val
His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser 195 200 205 Leu Ser
Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly Thr Gln Thr 210 215 220 Tyr Thr
Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys 225 230 235 240
VVO 0211IS3S96 21/31 PCT/USO1/S1113 Thr Val Glu Arg Lys Cys Cys Val Glu Cys
Pro Pro Cys Pro Ala Pro 245 250 25S Pro Val Ala Gly Pro Ser Val Phe Leu Phe
Pro Pro Lys Pro Lys Asp 260 265 270 Thr Leu Met Ile Ser Arg Thr Pro Glu Val
Thr Cys Val Val Val Asp 275 280 285 Val Ser His Glu Asp Pro Glu Val Gln Phe
Asn Trp Tyr Val Asp Gly 290 295 300 Val Glu Val His Asn Ala Lys Thr Lys Pro
Arg Glu Glu Gln Phe Asn 30S 310 315 320 Ser Thr Phe Arg Val Val 5er Val Leu
Thr Val val His Gln Asp Trp 325 330 335 Leu Asn Gly Lys Glu Tyr Lys Cys Lys
Val Ser Asn Lys Gly Leu Pro 340 345 350 Ala Pro Ile Glu Lys Thr Ile Ser Lys
Thr Lys Gly Gln Pro Arg Glu 355 360 365 Pro Gln Val Tyr Thr Leu Pro Pro Ser
Arg Glu Glu Met Thr Lys Asn 370 375 380 Gln Val Ser Leu Thr Cys Leu Val Lys
Gly Phe Tyr Pro Ser Asp Ile 385 390 395 400 Ala Val Glu Trp Glu Ser Asn Gly
Gln Pro Glu Asn Asn Tyr Lys Thr 405 410 415 Thr Pro Pro Met Leu Asp Ser Asp
Gly Ser Phe Phe Leu Tyr Ser Lys 420 425 430 Leu Thr Val Asp Lys Ser Arg Trp
Gln Gln Gly Asn Val Phe Ser Cys 435 440 445 Ser Val Met His Glu Ala Leu His
Asn His Tyr Thr Gln Lys Ser Leu 450 455 460 



Ser Leu Ser Pro Gly Lys 465 470 <210> 47 <211> 236 <212> PRT <213> Homo
sapiens <400> 47 Met Asp Met Arg Val Pro Ala Gln Leu Leu Gly Leu Leu Leu
Leu Trp 1 5 10 15 Phe Pro Gly Ala Arg Cys Asp Ile Gln Met Thr Gln Phe Pro
Ser Ser 20 25 30   VVO 02/053;9(. 22131 PCT/LISO1 /S l 113 Leu Sex Ala Ser
Val Gly Asp Arg Val Thr Ile Thr Cys Arg Ala Ser 35 40 45 Gln Gly Ile Arg
Asn Asp Leu Gly Trp Tyr Gln Gln Lys Pro Gly Lys 50 55 60 Ala Pro Lys Arg
Leu Ile Tyr Ala Ala Ser Arg Leu His Arg Gly Val 65 70 75 80 Pro Ser Arg Phe
Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr 85 90 95 Ile Ser Ser Leu
Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln 100 105 110 His Asn Ser Tyr
Pro Cys Ser Phe Gly Gln Gly Thr Lys Leu Glu Ile 115 120 125 Lys Arg Thr Val
Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp 130 135 140 Glu Gln Leu Lys
Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn 145 150 155 160 Phe Tyr Pro
Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu 165 170 17S Gln Ser Gly
Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp 180 185 190 Ser Thr Tyr
Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr 195 200 20S Glu Lys His
Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser 210 215 220 Ser Pro Val
Thr Lys Ser Phe Asn Arg Gly Glu Cys 225 230 235 <210> 48 <211> 236 <212>
PRT <213> Homo sapiens c400> 48 Met Asp Met Arg Val Pro Ala Gln Leu Leu Gly
Leu Leu Leu Leu Trp 1 5 10 15 Phe Pro Gly Ala Arg Cys Asp Ile Gln Met Thr
Gln Ser Pro Ser Ser 20 25 30 Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile
Thr Cys Arg Ala Ser 35 40 45 Gln Gly Ile Arg Asn Asp Leu Gly Trp Tyr Gln
Gln Lys Pro Gly Lys 50 55 60   WO 02/fIS3S9h 23I31 PCT/USO1/51113 Ala Pro
Lys Arg Leu Ile Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val 65 70 75 80 Pro Sex
Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr B5 90 95 Ile Ser
Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln 100 105 110 His Asn
Ser Tyr Pro Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile 115 120 125 Lys Arg
Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp 130 135 140 Glu Gln
Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn 145 150 155 160 Phe
Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu 165 170 175 Gln
Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp 180 185 190 Ser
Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr 195 200 205 Glu
Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser 210 215 220 Ser
Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 225 230 235 <210> 49 <211> 470
<212> PRT <213> Homo Sapiens <400> 49 Met Glu Phe Gly Leu Ser Trp Val Phe
Leu Val Ala Ile Ile Lys Gly 1 5 10 15 Val Gln Cys Gln Ala Gln Leu Val Glu
Ser Gly Gly Gly Leu Val Lys 20 25 30 Pro Gly Gly Ser Leu Arg Leu Ser Cys
Ala Ala Ser Gly Phe Thr Phe 35 40 45 Ser Asp Tyr Tyr Met Ser Trp Ile Arg
Gln Ala Pro Gly Lys Gly Leu 50 55 ~ 60 Glu Trp Val Ser Tyr Ile Ser Ser Ser
Gly Ser Thr Arg Asp Tyr Ala 65 70 75 80 Asp Ser Val Lys Gly Arg Phe Thr Ile
Ser Arg Asp Asn Ala Lys Asn 85 90 95 



V1'O 02/03;9G 24/31 PCTIUSO1/s1113 Ser Leu Tyr Leu Gln Met Asn Ser Leu Arg
Ala Glu Asp Thr Ala Val 100 105 110 Tyr Tyr Cys Val Arg Asp Gly Val Glu Thr
Thr Phe Tyr Tyr Tyr Tyr 115 120 125 Tyr Gly Met Asp Val Trp Gly Gln Gly Thr
Thr Val Thr Val Ser Ser 130 135 140 Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
Leu Ala Pro Cys Ser Arg 145 150 155 160 Ser Thr Ser Glu Ser Thr Ala Ala Leu
Gly Cys Leu Val Lys Asp Tyr 16S 170 175 Phe Pro Glu Pro Val Thr Val Ser Trp
Asn Ser Gly Ala Leu Thr Ser 1S0 185 190 Gly Val His Thr Phe Pro Ala Val Leu
Gln Ser Ser Gly Leu Tyr Ser 195 200 205 Leu Ser Ser Val Val Thr Val Pro Ser
Ser Asn Phe Gly Thr Gln Thr 210 215 220 Tyr Thr Cys Asn Val Asp His Lys Pro
Ser Asn Thr Lys Val Asp Lys 225 230 235 240 Thr Val Glu Arg Lys Cys Cys Val
Glu Cys Pro Pro Cys Pro Ala Pro 245 250 255 Pro Val Ala Gly Pro Ser Val Phe
Leu Phe Pro Pro Lys Pro Lys Asp 260 265 270 Thr Leu Met Ile Ser Arg Thr Pro
Glu Val Thr Cys Val Val Val Asp 275 280 285 Val Ser His Glu Asp Pro Glu Val
Gln Phe Asn Trp Tyr Val Asp Gly 290 295 300 Val Glu Val His Asn Ala Lys Thr
Lys Pro Arg Glu Glu Gln Phe Asn 305 310 315 320 Ser Thr Phe Arg Val Val Ser
Val Leu Thr Val Val His Gln Asp Trp 325 330 335 Leu Asn Gly Lys Glu Tyr Lys
Cys Lys Val Ser Asn Lys Gly Leu Pro 340 345 350 Ala Pro Ile Glu Lys Thr Ile
Ser Lys Thr Lys Gly Gln Pro Arg Glu 355 360 365 Pro Gln Val Tyr Thr Leu Pro
Pro Ser Arg Glu Glu Met Thr Lys Asn 370 375 380 Gln Val Ser Leu Thr Cys Leu
Val Lys Gly Phe Tyr Pro Ser Asp Ile 385 390 395 400   WO (12/OS3S9(~ 25/31
PCT/US(I1h1113 Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
Thr 405 410 415 Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
Lys 420 425 430 Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser
Cys 435 440 44S Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
Leu 450 455 460 Ser Leu Ser Pro Gly Lys 465 470 <210> 50 <211> 473 <212>
PRT <213> Homo Sapiens <400> SO Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val
Ala Ile Ile Lys Gly 1 5 10 15 Val Gln Cys Gln Val Gln Leu Val Glu Ser Gly
Gly Gly Leu Val Lys 20 25 30 Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala
Ser Gly Phe Thr Phe 35 40 45 Ser Asp Tyr Tyr Met Ser Trp Ile Arg Gln Ala
Pro Gly Lys Gly Leu 50 55 60 Glu Trp Val Ser Tyr Ile Ser Ser Ser Gly Ser
Thr Ile Tyr Tyr Ala 65 70 75 80 Asp Ser Val Lys Gly Arg Phe Thr Ile Ser Arg
Asp Asn Ala Lys Asn 85 90 95 Ser Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala
Glu Asp Thr Ala Val 100 105 110 Tyr Tyr Cys Ala Arg Val Leu Arg Phe Leu Glu
Trp Leu Leu Tyr Tyr 115 120 125 Tyr Tyr Tyr Tyr Gly Met Asp Val Trp Gly Gln
Gly Thr Thr Val Thr 130 135 140 Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val
Phe Pro Leu Ala Pro 145 150 155 160 Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala
Ala Leu Gly Cys Leu Val 165 170 175 Lys Asp Tyr Phe Pro Glu Pro Val Thr Val
Ser Trp Asn Ser Gly Ala 1S0 185 190   WO 02/0S3696 26/31 PCT/LSO1/s1113 Leu
Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly 195 200 205 Leu
Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Asn Phe Gly 210 215 220 Thr
Gln Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys 225 230 235 240
Val Asp Lys Thr Val Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys 245 250 255
Pro Ala Pro Pro Val Ala Gly Pro Ser Val Phe Leu Phe Pro Pro Lys 260 265 270
Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val 275 280 285
Val Val Asp Val Ser His Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr 290 295 300
Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu 305 310 315
320 Gln Phe Asn Ser Thr Phe Arg Val Val Ser Val Leu Thr Val Val His 325 330
335 Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys 340 345
350 



Gly Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Thr Lys Gly Gln 355 360 365
Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met 370 375 3B0
Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro 385 390 395
400 Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn 405 410
415 Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Gly Ser Phe Phe Leu 420 425
430 Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val 435 440
445 Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln 450 455
460 Lys Ser Leu Ser Leu Ser Pro Gly Lys 465 470 <210> 51 <211> 236   wo
o2nu3~~o, 27/31 <212> PRT <213> Homo Sapiens PCTIUS(11/S1 I 13 <400> 51 Met
Asp Met Arg Val Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp 1 5 10 15 Phe
Pro Gly Ala Arg Cys Asp Ile Gln Met Thr Gln Ser Pro Ser Ser 20 25 30 Leu
Ser Ala Ser Val Gly Asp Arg Val Thr Phe Thr Cys Arg Ala Ser 35 40 45 Gln
Asp Ile Arg Arg Asp Leu Gly Trp Tyr Gln Gln Lys Pro Gly Lys 50 55 60 Ala
Pro Lys Arg Leu Ile Tyr Ala Ala Ser Arg Leu Gln Ser Gly Val 65 70 75 80 Pro
Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr 85 90 95 Ile
Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln 100 105 110 His
Asn Asn Tyr Pro Arg Thr Phe Gly Gln Gly Thr Glu Val Glu Ile 115 120 125 Ile
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp 130 135 140 Glu
Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn 145 150 155 160
Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu 165 170 17S
Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp 180 185 190
Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr 195 200 205
Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser 210 215 220
Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 225 230 235 c210> 52 c211>
236 <212> PRT <213> Homo Sapiens c400> 52 Met Asp Met Arg Val Pro Ala Gln
Leu Leu Gly Leu Leu Leu Leu Trp 1 5 10 15   WO 02/0S3591 28/31
PCT/L:SO1/51113 Phe Pro Gly Ala Arg Cys Asp Ile Gln Met Thr Gln Ser Pro Ser
Ser 20 25 30 Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg Ala
Ser 35 40 45 Gln Gly Ile Arg Asn Asp Leu Gly Trp Tyr Gln Gln Lys Pro Gly
Lys 50 55 60 Ala Pro Lys Arg Leu Ile Tyr Ala Ala Ser Ser Leu Gln Ser Gly
Val 65 70 75 80 Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr Leu
Thr 85 90 95 Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Leu
Gln 100 105 110 His Asn Ser Tyr Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu
Ile 115 120 125 Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser
Asp 130 135 140 Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn
Asn 145 150 155 160 Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn
Ala Leu 165 170 175 Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser
Lys Asp 180 18S 190 Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala
Asp Tyr 195 200 205 Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly
Leu Ser 210 215 220 Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 225 230
23S <210> 53 <211> 326 e212> DNA <213> Artificial Sequence <220> <223>
Description of Artificial Sequence: Consensus sequence <220> <221>
modified_base <222> l289) <223> a, c, t, g, other or unknown 



VfO (12/0S3;96 29/3l <400> 53 gacatccaga tgacccagty tccatcctcc ctgtctgcat
wtcacttgcc gggcaagtca ggrcattaga mrtgatttag gggaaagcyc ctaagcgcct
gatctatgct gcatccmrwt aggttcagcg gcagtggatc tgggacagaa ttcactctca
gaagattttg caacttatta ctgtytacar cataatartt gggaccrags tggaratcaw acgaac
<210> 54 <211> 322 <212> DNA c213> Artificial Sequence ctgtaggaga
gctggtwtca trcammgwgg caatcagcmg aycckybsns PCT/CIS(11/51113 cagagtcacc 60
gcagaaacca 12C ggtcccatca 18C cctgcagcct 24C kttyggcsrr 30C 32E <220> <223>
Description of Artificial Sequence: Consensus sequence c400> 54 gacatccaga
tgacccagtc atcacttgcc gggcaagtca gggaaagccc ctaarctcct aggttcagtg
gcagtggatc gaagattttg caacttacta gggaccaagg tggagatcaa tccatcctcc
ctgtctgcat gagcattagy asctwtttaa gatcyatgyt gcatccagtt tgggacagat
ttcactctca ctgtcaacag agttacartr ac ctgyaggaga cagagtcacc 60 attggtatca
gcagaaacca 120 trcaargtgg ggtcccatca 180 ccatcagcag tctgcaacct 240
ccccayychc tttcggcgga 300 322 <210> 55 <211> 325 <212> DNA <213> Artificial
Sequence <220> <223> Description of Artificial Sequence: Consensus sequence
<220> <221> modified_base <222> (291) c223> a, c, t, g, other or unknown
<400> 55 gaaattgtgt ctctcctgya cctggccagg gacaggttca cctgaagatt caagggacca
tgacgcagtc tccaggcacc gggccagtca gagtgttmgc ctcccaggct cctcatctat
gtggcagtgg gtctgggaca ttgcagtgtw ttactgtcag aggtggaaat caaac <210> 56 c211>
376 c212> DNA <213> Artificial Sequence ctgtctttgt rgcagstact ggtgcatcca
gacttcactc cagtatggta ctccagggga tagcctggta gcagggccac tcaccatcag
gytcacctcs aagagccacc 60 ccagcagaaa 120 tggcatccca 180 cagactggag 240
nacgttcggc 300 325 <220> <223> Description of Artificial Sequence:
Consensus sequence   ~'f O 112/0;3; )() 30/31 <400> 56 caggtgcagc
tggtggagtc tcctgtgcag cctctggatt ccagggaagg ggctggartg gcagactctg
tgaagggccc ctgcaaatga acagcctgag gtggaaacta ctttttacta gtcaccgtct cctcag
tgggggaggc cacyttcagt ggtttcatac attcaccatc agccgaggac ctactactac <210> 57
<211> 358 <212> DNA <213> Artificial Sequence ttggtcaagc gactactaya
attagtagta tccagggaca acggccgtgt ggtatggacg PCT/US(I1/al l 13 ctggagggtc
cctgagactc 60 tgagctggat ccgccaggct 120 gtggtagtac cakakactac 180
acgccaagaa ctcactgtat 240 attactgtgy gagagatgga 300 tctggggcca agggaccacg
360 376 <220i <223> Description of Artificial Sequence: Consensus sequence
c220> <221> modified_base <222> (337) <223> a, c, t, g, other or unknown
c400> 57 caggtgcagc tgcaggagtc gggcccagga ctggtgaagc cttcggagac acctgcactg
tctctggtgg ctccatcagt arttactact ggagctggat gccgggaagg gactggagtg
gattgggcgt atctatacca gtgggagcmc ccctccctca agagtcgagt caccatgtca
gtagacacgt ccaagaacca aagctgarct ctgtgaccgc cgcggacacg gccgtgtatt
actgtgcggt ggagtggtta ttatctttga ctactggggc cagrganccc tggtcaccgt 



<210> 58 <211> 418 <212> DNA <213> Artificial Sequence <220> <223>
Description of Artificial Sequence: Consensus sequence <400> 58 caggtgcagc
tcctgtrcag ccagggaagg gcagactccg ctgcaaatga ggctrsksyg gtgattatga
tgttggagtc tgggggaggc cctctggatt cacctttagc ggctggagtg ggtctcagst
tgaagggccc gttcaccatc acagcctgag agccgaggac actyttacta ctactactac
gttggttcga cccctggggc cctgtccctc 60 ccggcagccc 120 caactacaac 180
gttctccctg 240 aacgattttt 300 ctcctcag 358 ttggtacagc ctggggggtc cctgagactc
60 agctatgcca tgarctgggt ccgccaggct 120 attastggka gtggtggtab yacatwctac
180 tccagagaca attccargam cacgctgtat 24o acggccgtat attactgtgc gaaagatctk
300 ggtatggacg tctggggcca agggacyacg 360 cagggaaccc tggtcaccgt ctcctcag 418
<210> 59 <211> 364 <212> DNA <213> Artificial Sequence   WO (12/0;3;9C
31/31 <220> <223> Description of Artificial Sequence: Consensus sequence
c400> 59 caggtgcagc acctgcactg ccagggaagg ccctccctca aagctgagyt agttcgttct
tcag tgcaggagtc tctctggtgg gactggagtg agagtcgact ctgtgaccgc actactacgg
gggcccagga ctccatcagt gattgggtat caccatatca tgcggacacg tatggacgtc <210> 60
<211> 15 <212> PRT <213> Artificial Sequence ctggtgaagc agttactact
atctattaca gtagacacgt gccgtgtatt tggggccaag cttcggagac ggagytggat
gtgggagcac ccaagaacca actgtgccag ggaccacggt PCT/USO1/Sl 113 cctgtccctc 60
ccggcagccc 120 caactacaac 180 gttctccctg 240 gacgtatagc 300 caccgtctcc 360
364 <220> <223> Description of Artificial Sequence: Gly-Ser Linker c400> 60
Gly Gly Gly G1y Ser Gly Gly Gly Gly 5er Gly Gly .Gly Gly Ser 1 5 10 15
PCT/LISl11/51113 Applicants Filed Title Agent's Ref. PFIZER INC., et al. 20
December 2001 (20.12.01) ANTIBODIES TO INSULIN-LIKE GROWTH FACTOR I
RECEPTOR ABX-PF/2 PCT Indications Relating to the Expert Solution in
Respect of Deposited Biological Material Referred to in the Description The
indications relating to deposited biological material are all contained in
the description. The following additional indications are not required to
be part of the description and should be treated as "separate indications."
They relate only to the expert solution. The additional indications made
below relate to the deposited biological material referred to as Hybridoma
4.9.2 in the description on page 75, lines 8-18 The deposit was made in:
American Type Culture Collection (ATCC) 10801 University Boulevard
Manassas, Virginia 20110-2209 United States of America on December 12)
2000, under Accession Number PTA 2789. The additional indications are: For
CA (Canada) designation: In respect of the designation of Canada, samples
of the deposited biological material will be made available until the grant
of the Canadian patent, or until the date on which the application is
refused, or is abandoned and no longer subject to reinstatement, or is
withdrawn, as provided in Rules 107 and l08 of the Patent Rules under the
Canadian Patent Act, only by   



PCT/LIS01h1113 the issue of a sample to an independent expert nominated by
the Commissioner (Rule 109(4)). For EP (European Patent) designation: In
respect of the designation of the EPO, samples of the deposited biological
material will be made available until the publication of the mention of the
grant of the European patent, or until 20 years from the date of filing if
the application is refused or withdrawn or is deemed to be withdrawn, as
provided in Rule 28(3) of the Implementing Regulations under the EPC, only
by the issue of a sample to an expert nominated by requester (Rule 28(4)
EPC). For FI (Finland) designation: In respect of the designation of
Finland, until the publication of the mention of grant by the National
Board of Patents and Registration, or for 20 years from the date of filing
if the application has been finally decided upon without resulting in the
grant of a patent by the National Board of Patents and Registration, the
furnishing of samples of the deposited biological material will be made
available only to an expert in the art. For GB (United Kingdom)
designation: In respect of the designation of the United Kingdom, the
applicants) hereby gives) notice of my/our intention that the furnishing of
samples of the deposited biological material will be made available only to
an expert in the art. For IS (Iceland) designation: In respect of the
designation of Iceland, until a patent has been granted by the Icelandic
Patent Office, or a final decision taken by the Icelandic Patent Office if
the application has been finally decided upon without resulting in the
grant of a patent, the furnishing of samples of the deposited biological
material will only be effected to an expert in the art.   PCT/USII1/~1113 -
3  For SE (5weden) designation: In respect of the designation of Sweden,
until the application has been laid open to public inspection (by the
Swedish Patent Office), or has been finally decided upon by the Swedish
Patent Office without having been laid open to public inspection, the
furnishing of samples of the deposited biological material will be made
available only to an expert in the art. For SG (Singapore) designation:
Applicants) hereby give notice of my/our intention that samples of the
above-identified culture shall be available only to experts in accordance
with paragraph 3 of the Fourth Schedule to the Patents Rules 1995.
PCT/USO1/S I 113 Applicants . PFIZER INC., et al. Filed . 20 December 2001
(20.l2.01) Title . ANTIBODIES TO INSULIN-LIKE GROWTH FACTOR I RECEPTOR
Agent's Ref. . ABX-PF/2 PCT Indications Relating to the Expert Solution in
Respect of Deposited Biological Material Referred to in the Description The
indications relating to deposited biological material are a11 contained in
the description. The following additional indications are not required to
be part of the description and should be treated as "separate indications."
They relate only to the expert solution. The additional indications made
below relate to the deposited biological material referred to as H~bridoma
4.17.3 in the description on page 75, lines 8-18 The deposit was made in:
American Type Culture Collection (ATCC) 10801 University Boulevard
Manassas, Virginia 20110-2209 United States of America on December 12,
2000, under Accession Number PTA 2793. The additional indications axe: For
CA (Canada) designation: In respect of the designation of Canada, samples
of the deposited biological material will be made available until the grant
of the Canadian patent, or until the date on which the application is
refused, or is abandoned and no longer subject to reinstatement, or is
withdrawn, as provided in Rules 107 and 108 of the Patent Rules under the
Canadian Patent Act, only by   PCTlUS01/s1113 - 2  the issue of a sample to
an independent expert nominated by the Commissioner (Rule 104(9)). For EP
(European Patent) designation: In respect of the designation of the EPO,
samples of the deposited biological material will be made available until
the publication of the mention of the grant of the European patent, or
until 20 years from the date of filing if the application is refused or
withdrawn or is deemed to be withdrawn, as provided in Rule 28(3) of the
Implementing Regulations under the EPC, only by the issue of a sample to an
expert nominated by requester (Rule 2B(4) EPC). For FI (Finland)
designation: In respect of the designation of Finland, until the
publication of the mention of grant by the . National Board of Patents and
Registration, or for 20 years from the date of filing if the application
has been finally decided upon without resulting in the grant of a patent by
the National Board of Patents and Registration, the furnishing of samples
of the deposited biological material will be made available only to an
expert in the art. For GB (United Kingdom) designation: In respect of the
designation of the United Kingdom, the applicants) hereby gives) notice of
my/our intention that the furnishing of samples of the deposited biological
material will be made available only to an expert in the art. For IS
(Iceland) designation: In respect of the designation of Iceland, until a
patent has been granted by the Icelandic Patent Office, or a final decision
taken by the Icelandic Patent Office if the application has been finally
decided upon without resulting in the grant of a patent, the furnishing of
samples of the deposited biological material will only be effected to an
expert in the art. 



PCT/US(I1/51113 - 3  For SE (Sweden) designation: In respect of the
designation of Sweden, until the application has been laid open to public
inspection (by the Swedish Patent Office), or has been finally decided upon
by the Swedish Patent Office without having been laid open to public
inspection, the furnishing of samples of the deposited biological material
will be made available only to an expert in the art. For SG (Singapore)
designation: Applicants) hereby give notice of my/our intention that
samples of the above-identified culture shall be available only to experts
in accordance with paragraph 3 of the Fourth Schedule to the Patents Rules
1995.   PCT/USII1/~1113 Applicants Filed Title Agent's Ref. . PFIZER INC.,
et al. 20 December 2001 (20.12.01) ANTIBODIES TO INSULIN-LIKE GR06~1TH
FACTOR I RECEPTOR ABX-PF/2 PCT Indications Relating to the Expert Solution
in Respect of Deposited Biological Material Referred to in the Description
The indications relating to deposited biological material are a11 contained
in the description. The following additional indications are not required
to be part of the description and should be treated as 'separate
indications." They relate only to the expert solution. The additional
indications made below relate to the deposited biological material referred
to as Hybridoma 2.12.1 in the description on page 75, lines 8-18 The
deposit was made in: American Type Culture Collection (ATCC) 10801
University Boulevard Manassas, Virginia 20110-2209 United States of America
on December 12, 2000, under Accession Number PTA 2792. The additional
indications are: For CA (Canada) designation: In respect of the designation
of Canada, samples of the deposited biological material will be made
available until the grant of the Canadian patent, or until the date on
which the application is refused, or is abandoned and no longer subject to
reinstatement, or is withdrawn, as provided in Rules 107 and 108 of the
Patent Rules under the Canadian Patent Act, only by   PCT/US(11/51113 - 2
the issue of a sample to an independent expert nominated by the
Commissioner (Rule 104(4)). For EP (European Patent) designation: In
respect of the designation of the EPO, samples of the deposited biological
material will be made available until the publication of the mention of the
grant of the European patent, or until 20 years from the date of filing if
the application is refused or withdrawn or is deemed to be withdrawn, as
provided in Rule 28(3) of the Implementing Regulations under the EPC, only
by the issue of a sample to an expert nominated by requester (Rule 28(4)
EPC). For FI (Finland) designation: In respect of the designation of
Finland, until the publication of the mention of grant by the National
Board of Patents and Registration, or for 20 years from the date of filing
if the application has been finally decided upon without resulting in the
grant of a patent by the National Board of Patents and Registration, the
furnishing of samples of the deposited biological material will be made
available only to an expert in the art. For GB (United Kingdom)
designation: In respect of the designation of the United Kingdom, the
applicants) hereby gives) notice of my/our intention that the furnishing of
samples of the deposited biological material will be made available only to
an expert in the art. For IS (Iceland) designation: In respect of the
designation of Iceland, until a patent has been granted by the Icelandic
Patent Office, or a final decision taken by the Icelandic Patent Office if
the application has been finally decided upon without resulting in the
grant of a patent, the furnishing of samples of the deposited biological
material will only be effected to an expert in the art.   PCT/USO1/51113 -
3  For SE (Sweden) designation: In respect of the designation of Sweden,
until the application has been laid open to public inspection (by the
Swedish Patent Office), or has been finally decided upon by the Swedish
Patent Office without having been laid open to public inspection, the
furnishing of samples of the deposited biological material will be made
available only to an expert in the art. For SG (Singapore) designation:
Applicants) hereby give notice of my/our intention that samples of the
above-identified culture shall be available only to experts in accordance
with paragraph 3 of the Fourth Schedule to the Patents Rules 1995. 



PCT/USlllh1113 Applicants . PFIZER INC., et al. Filed . 20 December 200I
(20.12.0I) Title . ANTIBODIES TO INSULIN-LIKE GROWTH FACTOR I RECEPTOR
Agent's Ref. . ABX-PF/2 PCT Indications Relating to the Expert Solution in
Respect of Deposited Biological Material Referred to in the Description The
indications relating to deposited biological material are all contained in
the description. The following additional indications are not required to
be part of the description and should be treated as "separate indications."
They relate only to the expert solution. The additional indications made
below relate to the deposited biological material referred to as Hybridoma
2.13.2 in the description on page 75, lines 8-18 The deposit was made in:
American Type Culture Collection (ATCC) 10801 University Boulevard
Manassas, Virginia 20110-2209 United States of America on December 12.
2000, under Accession Number PTA 2788. The additional indications are: For
CA (Canada) designation: In respect of the designation of Canada, samples
of the deposited biological material will be made available until the grant
of the Canadian patent, or until the date on which the application is
refused, or is abandoned and no longer subject to reinstatement, or is
withdrawn, as provided in Rules 107 and 108 of the Patent Rules under the
Canadian Patent Act, only by   PCT/L:SU1/sl l 13 - 2  the issue of a sample
to an independent expert nominated by the Commissioner (Rule 104(4)). For
EP (European Patent) designation: In respect of the designation of the EPO,
samples of the deposited biological material will be made available until
the publication of the mention of the grant of the European patent, or
until 20 years from the date of filing if the application is refused or
withdrawn or is deemed to be withdrawn, as provided in Rule 28(3) of the
Implementing Regulations under the EPC, only by the issue of a sample to an
expert nominated by requester (Rule 28(9) EPC). For FI (Finland)
designation: In respect of the designation of Finland, until the
publication of the mention of grant by the National Board of Patents and
Registration, or for 20 years from the date of filing if the application
has been finally decided upon without resulting in the grant of a patent by
the National Board of Patents and Registration, the furnishing of samples
of the deposited biological material will be made available only to an
expert in the art. For GB (United Kingdom) designation: In respect of the
designation of the United Kingdom, the applicants) hereby gives) notice of
my/our intention that the furnishing of samples of the deposited biological
material will be made available only to an expert in the art. For IS
(Iceland) designation: In respect of the designation of Iceland, until a
patent has been granted by the Icelandic Patent Office, or a final decision
taken by the Icelandic Patent Office if the application has been finally
decided upon without resulting in the.grant of a patent, the furnishing of
samples of the deposited biological material will only be effected to an
expert in the art.   PCT/ lJ S01 /s 1113 - 3  For SE (Sweden) designation:
In respect of the designation of Sweden, until the application has been
laid open to public inspection (by the Swedish Patent Office), or has been
finally decided upon by the Swedish Patent Office without having been laid
open to public inspection, the furnishing of samples of the deposited
biological material will be made available only to an expert in the art.
For SG (Singapore) designation: Applicants) hereby give notice of my/our
intention that samples of the above-identified culture shall be available
only to experts in accordance with paragraph 3 of the Fourth Schedule to
the Patents Rules 1995.   PCT/USlll/51113 Applicants Filed Title Agent's
Ref. PFIZER INC., et al. 20 December 200l (20.l2.01) ANTIBODIES TO
INSULIN-LIKE GROWTH FACTOR I RECEPTOR ABX-PF/2 PCT Indications Relating to
the Expert Solution in Respect of Deposited Biological Material 



Referred to in the Description The indications relating to deposited
biological material are a11 contained in the description. The following
additional indications are not required to be part of the description and
should be treated as "separate indications." They relate only to the expert
solution. The additional indications made below relate to the deposited
biological material referred to as Hybridoma 2.14.3 in the description on
page 75, lines 8-18 The deposit was made in: American Type Culture
Collection (ATCC) 10801 University Boulevard Manassas, Virginia 20110-2209
United States of America on December 121 2000, under Accession Number PTA
2790. The additional indications are: For CA (Canada) designation: In
respect of the designation of Canada, samples of the deposited biological
material will be made available until the grant of the Canadian patent, or
until the date on which the application is refused, or is abandoned and no
longer subject to reinstaten;ent, or is withdrawn, as provided in Rules 107
and ~J8 of the Patent Rules under the Canadian Patent Act, cnly by
PCT/US(11/s1113 - 2  the issue of a sample to an independent expert
nominated by the Commissioner (Rule 109(4)). For EP (European Patent)
designation: In respect of the designation of the EPO, samples of the
deposited biological material will be made available until the publication
of the mention of the grant of the European patent, or until 20 years from
the date of filing if the application is refused or withdrawn or is deemed
to be withdrawn, as provided in Rule 28(3) of the Implementing Regulations
under the EPC, only by the issue of a sample to an expert nominated by
requester (Rule 28(4) EPC). For FI (Finland) designation: In respect of the
designation of Finland, until the publication of the mention of grant by
the National Board of Patents and Registration, or for 20 years from the
date of filing if the application has been finally decided upon without
resulting in the grant of a patent by the National Board of Patents and
Registration, the furnishing of samples of the deposited biological
material will be made available only to an expert in the art. For GB
(United Kingdom) designation: In respect of the designation of the United
Kingdom, the applicants) hereby gives) notice of my/our intention that the
furnishing of samples of the deposited biological material will be made
available only to an expert in the art. For IS (Iceland) designation: In
respect of the designation of Iceland, until a patent has been granted by
the Icelandic Patent Office, or a final decision taken by the Icelandic
Patent Office if the application has been finally decided upon without
resulting in the grant of a patent, the furnishing of samples of the
deposited biological material will only be effected to an expert in the
art.   rcTiusons~ i i3 - 3  For SE (Sweden) designation: In respect of the
designation of Sweden, until the application has been laid open to public
inspection (by the Swedish Patent Office), or has been finally decided upon
by the Swedish Patent Office without having been laid open to public
inspection, the furnishing of samples of the deposited biological material
will be made available only to an expert in the art. For SG (Singapore)
designation: Applicants) hereby give notice of my/our intention that
samples of the above-identified culture shall be available only to experts
in accordance with paragraph 3 of the Fourth Schedule to the Patents Rules
1995.   PCT/llS(I1/51113 Applicants . PFIZER INC., et al. Filed . 20
December 2001 (20.12.01) Title . ANTIBODIES TO INSULIN-LIKE GROWTH FACTOR I
RECEPTOR Agent's Ref. . ABX-PF/2 PCT Indications Relating to the Expert
Solution in Respect of Deposited Biological Material Referred to in the
Description The indications relating to deposited biological material are
a11 contained in the description. The following additional indications are
not required to be part of the description and should be treated as
"separate indications." They relate only to the expert solution. The
additional indications made below relate to the deposited biological
material referred to as Hybridoma 3.1.l in the description on page 75,
lines 8-18 The deposit was made in: American Type Culture Collection (ATCC)
Z0801 University Boulevard Manassas, Virginia 20110-2209 United States of
America on December 12, 2000, under Accession Number PTA 2791. The
additional indications are: For CA (Canada) designation: 



In respect of the designation of Canada, samples of the deposited
biological material will be made available until the grant of the Canadian
patent, or until the date on which the application is refused, or is
abandoned and no longer subject to reinstatement, or is withdrawn, as
provided in Rules 107 and 108 of the Patent Rules under the Canadian Patent
Act, only by   PCT/USO1/51113 - 2  the issue of a sample to an independent
expert nominated by the Commissioner (Rule 104(9)). For EP (European
Patent) designation: In respect of the designation of the EPO, samples of
the deposited biological material will be made available until the
publication of the mention of the grant of the European patent, or until 20
years from the date of filing if the application is refused or withdrawn or
is deemed to be withdrawn, as provided in Rule 28(3) of the Implementing
Regulations under the EPC, only by the issue of a sample to an expert
nominated by requester (Rule 28(4) EPC). For FI (Finland) designation: In
respect of the designation of Finland, until the publication of the mention
of grant by the National Board of Patents and Registration, or for 20 years
from the date of filing if the application has been finally decided upon
without resulting in the grant of a patent by the National Board of Patents
and Registration, the furnishing of samples of the deposited biological
material will be made available only to an expert in the art. For GB
(United Kingdom) designation: In respect of the designation of the United
Kingdom, the applicants) hereby gives) notice of my/our intention that the
furnishing of samples of the deposited biological material will be made
available only to an expert in the art. For IS (Iceland) designation: In
respect of the designation of Iceland, until a patent has been granted by
the Icelandic Patent Office, or a final decision taken by the Icelandic
Patent Office if the application has been finally decided upon without
resulting in the grant of a patent, the furnishing of samples of the
deposited biological material will only be effected to an expert in the
art.   PCT/USU1/51113 - 3  For SE (Sweden) designation: In respect of the
designation of Sweden, until the application has been laid open to public
inspection (by the Swedish Patent Office), or has been finally decided upon
by the Swedish Patent Office without having been laid open to public
inspection, the furnishing of samples of the deposited biological material
will be made available only to an expert in the art. For SG (Singapore)
designation: Applicants) hereby give notice of my/our intention that
samples of the above-identified culture shall be available only to experts
in accordance with paragraph 3 of the Fourth Schedule to the Patents Rules
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10%&&'()-t,)?1  MDNDODPDQDRDSDfJ.000 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,)?1  SDTDVDWDXDYDZD~bF.000 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,)?1
ZD[D]D^D_D`DaD~bF.000 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0
10%&&'()-t,)?1  aDbDcDeDgDiDkDzZ:.00 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,)?1  kDlDmDnDoDpDqDfJ.00 100 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,)?1  qDrDsDtDuDvDwDfJ.00
100 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,)?1
wDxDyDzD{D|D}DfJ.00 100 10%&&'()-t,0 10%&&'()-t,0 



10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,)?1  }D~DDDDDDz^B.00 10%&&'()-t,&0
10%&&'()-t,&0 10%&&'()-t,&0 10%&&'()-t,0 10%&&'()-t,)?1  DDDDDDDD~bF*0
10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,)?1  0
10%&&'()-t,DDDDDDDz^B*0 10%&&'(0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,)?1  DDDDDDD~^>*0 10%&&0 10%&&'()-t,0 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,)?1  0 10%&&'()-t,DDDDDDDD}aE)0 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,t0 10%&&'()-t,0 10%&&'()-t,()?1  0
10%&&'()-t,DDDDDDDfJ)0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,)?1 



DDDDDDD~bF)0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,)?1  DDDDDDDzZ:)0 10%&0 10%&&'()-t,0 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,)?1  DDDDDDDfJ)0 10%&0 100
10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,)?1
DDDDDDDz^B)0 10%&0 10%&&'()-t,&0 10%&&'()-t,&0 10%&&'()-t,&0 10%&&'()-t,0
10%&&'()-t,)?1  DDDDDDDz^B)0 10%&0 10%&&'()-t,&0 10%&&'()-t,&0 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,)?1  DDDDDDD~bF)0 10%&0 10%&&'()-t,0 10%&&'()-t,0
10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,)?1  



DDDDDEEvV6)0 10%0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0 10%&&'()-t,0
10%&&'()-t,)?1  EEEEEE Ez^B)0 10%0y10%&&'()-7y10%&&'()-7y10%&&'()-7
"10%&&'()-0 10%&&'()-t,)?1   E!E"E#E$E%E&EZ>)0
10%y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7&E'E+E0E4E9
E:EdH)0
10%y1y10%&&'()-71y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7:E;
E<E=E>EBEEEvV6)0
10%y10%&&'()-7y10%&&'()-7y10%&&'()-71y10%&&'()-7y10%&&'()-75W1^.wEEIEJEKELE
MEQEqU5)0
10y10%&&'()-7y10%&&'()-7y10%&&'()-7(5W1^.wy10%&&'()-7y10%&&'()-7QEUEYEZE[E\
E]EQ5)0
10y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7]E^E`EdEhEnE
oEdH)0
10y10%&y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7oE
pEqEsEuEwExEnN2)0
y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wxE{E|E}E~EEEqU
9)0
y10%&&'()-7y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7EEEEEEE_?)0
y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7EEEEEEEvZ
>)0
y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wy10%&&'()-7EEEEEEErV:)0
y10%&&'()-7y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7EEEEEEEg1)05W1
^.w&y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7EEEEEEEEtX<05W1^
y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7yy10%&&'()-7y10%&&'()-7y10%&&'(
)-7EEEEEEEvZ><05W1^y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75
W1^.wEEEEEEEqU5<05y10%&&'()-7y10%&&'()-7(y10%&&'()-7(5W1^.wy10%&&'()-7y10%&
&'()-7EEEEEEEQ5<05y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'
()-7EEEEEEEhL<05y10%&&'(y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'
()-7y10%&&'()-7EEEEEEEvZ:<05y10%&&'()-7y10%&&'()-71y10%&&'()-7y10%&&'()-7y1
0%&&'()-75W1^.wEEEEEEEvZ><05y10%&&'()-7y10%&&'()-71y10%&&'()-75W1^.w-y10%&&
'()-7y10%&&'()-7EEEEEEEZ><05y10%&&'()-75W1^.w-y10%&&'()-7y10%&&'()-7-y10%&&
'()-7y10%&&'()-7EFFFFFFpT<05y10%&&'y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'
()-7-y10%&&'()-7y10%&&'()-7FF
FFFFFvV:<05y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wFFF
FFFFvZ><05y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.w-y10%&&'()-7y10%&&'()-7FFF
FFFFV:<05y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7FF&F+
F0F4F5FdH<05y10%y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%
&&'()-75F6F7F8F<F@FFFrR2<05y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%
&&'()-75W1^.wFFJFKFLFMFNFOFqU9<05y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wy10
%&&'()-7y10%&&'()-7OFSFYF_F`FaFbFM1<0y10%&&'()-7&5W1^.wy10%&&'()-7y10%&&'()
-7y10%&&'()-7y10%&&'()-7bFcFdFeFfFgFhFtX<0y10%&&'()-7&5W1^y10%&&'()-7y10%&&
'()-7y10%&&'()-7yy10%&&'()-7y10%&&'()-7y10%&&'()-7hFiFjFlFpFtFxFnN.<y10%&&'
()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wxF}F~FFFFFqU5<y10%&&'
()-7y10%&&'()-7y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7FFFFFFFM1<y10%&&'()-7
5W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7FFFFFFFcG<y10%&&'y10%&&'(
)-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7FFFFFFFvV6<y10%&&
'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wFFFFFFFvZ:<y10%&&'()
-7y10%&&'()-7y10%&&'()-75W1^.w-y10%&&'()-7y10%&&'()-7FFFFFFFM1<y10%&&'()-75
W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7FFFFFFFFhH,y10%&&'()-7(y10
%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7FFFFFFFvV:,y
10%y10%&&'()-71y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wFFFFFFFmQ5
,yy10%&&'()-7(y10%&&'()-75W1^.w&y10%&&'()-7&y10%&&'()-7y10%&&'()-7FFFFFFFt>
,yy5W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7FFFFFFFFpP0
y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()
-7FFFFFFFrV60y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wF
FFFFFFrV:0y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7FFGG
GG GN20y10%&&'()-7&5W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7
GGGGGGGpP0y10%&&'()-7&5y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'(
)-7y10%&&'()-7GGGGGGGvZ:0y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&
'()-75W1^.wG!G%G&G'G(G)GmQ50y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.w&y10%&&'
()-7y10%&&'()-7)G-G.G/G0G1G2GU90y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%
&&'()-7y10%&&'()-72G3G8G>GBGFGLGdD0y10y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%
&&'()-7y10%&&'()-7y10%&&'()-7LGMGNGOGPGQGRGvZ>0y10%&&'()-7y10%&&'()-7y10%&&
'()-71y10%&&'()-7y10%&&'()-75W1^.wRGSGTGUGVGWG]GvZ:0y10%&&'()-7y10%&&'()-7y
10%&&'()-715W1^.w-y10%&&'()-7y10%&&'()-7]GcGhGlGmGnGoGM10y10%&&'()-75W1^.wy
10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7oGpGqGsGwGzG|G}GhH,y10%&&'()-7(y
10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7}G~GGGGGGv
Z>,y10%&y10%&&'()-7y10%&&'()-71y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wGGGGG
GGM1,y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7GGGGGGGpT
,y10%&&'()-75y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'
()-7GGGGGGGrV6,y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.
wGGGGGGGvZ>,y10%&&'()-7y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7GG
GGGGGl6,5W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7GGGGGG
GGpP4y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%
&&'()-7GGGGGGGnN.4y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W
1^.wGGGGGGGmQ54y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.w&y10%&&'()-7y10%&&'()
-7GGGGGGGc-45W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7GG
GGGGGGpP45y10%&&'()-7y10%&&'()-7y10%&&'()-7yy10%&&'()-7y10%&&'()-7y10%&&'()
-7y10%&&'()-7GGGGHHH_C45y10%y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10
%&&'()-7y10%&&'()-7HHH
HHHHqQ145y10%&&'()-7y10%&&'()-7y10%&&'()-71y10%&&'()-75W1^.wy10%&&'()-7HHHH
HHH_)45W1^.w1y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7H
H!H$H'H(H)H+HlP05y10%&&'()-7y10%&&'()-7yy10%&&'()-7y10%&&'()-7y10%&&'()-7y1
0%&&'()-7y10%&&'()-7+H-H/H1H2H3H4HiM105y10%&&'()-7)y10%&&'()-75W1^.wy10%&&'
()-7y10%&&'()-7y10%&&'()-74H:H@HDHHHNHOH_)05W1^.wy10%&&'()-7y10%&&'()-7y10%
&&'()-7y10%&&'()-7y10%&&'()-7OHPHQHTH]HaHdHeHhH,5y10%&&'()-7y10%&&'()-7y10%
&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7eHfHgHhHjHlHqHrR2,5y10%&
&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wqHuHyHHHHHiM1,5y10%
&&'()-7y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7HHHHHHHd.,55W1^.w(
y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7HHHHHHHHpT855W1y10%&
&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7HHH
HHHHnN2855y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wHHHH
HHHvV6855y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.w-y10%&&'()-7y10%&&'()-7HHHH
HHHM1855y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7HHHHHH
HtX855y10%&&'()-75W1^y10%&&'()-7y10%&&'()-7y10%&&'()-7yy10%&&'()-7y10%&&'()
-7y10%&&'()-7HHHHHHHvZ:855yy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%
&&'()-75W1^.wHHHHHHHmQ1855y10%&&'()-7y10%&&'()-75W1^.w&y10%&&'()-7&y10%&&'(
)-7y10%&&'()-7HHHHHHHg18555W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-
7y10%&&'()-7HHHHHHHhH8555W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y
10%&&'()-7y10%&&'()-7HHHHHHHqQ1855y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wy1
0%&&'()-7(y10%&&'()-7HHHIII
I_)85W1^.w1y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7
IIIIIIIItX<5W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7%y10%&&'()-7yy10%&&'()-7y
10%&&'()-7y10%&&'()-7IIIIIIInR6<5W1^y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&
'()-7y10%&&'()-75W1^.wII
I!I"I#I$IvZ><5W1^y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.w-y10%&&'()-7y10%&&'
()-7$I%I)I*I+I,I-IV:<5W1^y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7
y10%&&'()-7-I.I/I0I1I3I7IpP<5W1^y10%&&'y10%&&'()-7y10%&&'()-7y10%&&'()-7y10
%&&'()-7y10%&&'()-7y10%&&'()-77I8I9I:I;
I<I=IvZ><5W1^y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.w=
I?I@IAIBIDIEIqQ5<5W1^y10%&&'()-7y10%&&'()-7y10%&&'()-7(5W1^.wy10%&&'()-7y10
%&&'()-7EIFIGIHIIIJIKIZ><5W1^yy10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&
'()-7y10%&&'()-7KILIMINIOIPIQItX<5W1^yy10%&&'()-y10%&&'()-7y10%&&'()-7y10%&
&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7QIRISITIZI[I_IrV6<5W1^y10%&&'()-7y10
%&&'()-7-y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.w_IeIiIjIkIlImImQ5<5W1^y10%&
&'()-7y10%&&'()-7(y10%&&'()-75W1^.w&y10%&&'()-7y10%&&'()-7mInIoIpIqIrIsIZ><
5W1^yy10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7sIuIvI~II
IIIgK+5y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7(y
10%&&'()-7IIIIIIIR6+5y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%
&&'()-7IIIIIIIdD+5y10%y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()
-7y10%&&'()-7IIIIIIInN.+5y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&
'()-75W1^.wIIIIIIImM1+5y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.w&y10%&&'()-7y
10%&&'()-7IIIIIIIg1+55W1^.w'y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10
%&&'()-7IIIIIIIhH+55W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&
'()-7y10%&&'()-7IIIIIIIqU5+55y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.wy10%&&'
()-7(y10%&&'()-7IIIJJJJI-+5y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()
-7y10%&&'()-7J JJJ
JJJtX+5y10%&&'()-75W1^.y10%&&'()-7y10%&&'()-7%y10%&&'()-7yy10%&&'()-7y10%&&
'()-7y10%&&'()-7JJJJJJ%JrR2+5y10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7y1
0%&&'()-75W1^.w%J)J.J/J0J1J5JmQ1+5y10%&&'()-7y10%&&'()-7y10%&&'()-75W1^.w&y
10%&&'()-7y10%&&'()-75J7J;
J?JCJDJEJI-+5y10%&&'()-75W1^.wy10%&&'()-7y10%&&'()-7y10%&&'()-7y10%&&'()-7E
JFJGJIJJJKJLJpT+5y10%&&'()-75W1^y10%&&'()-7y10%&&'()-7yy10%&&'()-7y10%&&'()
-7y10%&&'()-7y10%&&'()-7LJMJNJOJQJSJUJrR2+5y10%&&'()-7y10%&&'()-7y10%&&'()-
7y10%&&'()-7y10%&&'()-75W1^.wUJYJZJ[J\J]J^JqU9+5y10%&&'()-7y10%&&'()-75W1^.
wy10%&&'()-7y10%&&'()-7y10%&&'()-7^JbJdJfJjJnJrJ_?+5y10%&&'()-7y10%&&'()-7y
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