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2. 13. 2KGACATCCAGA TGACCCAGITTCCATCCTCCCTGICGCAT CTGTAGGAGAS0A30GACATCCAGA

TGACCCAGT G ok sed CCCTGTC GCATCTGTAGGAGAS02. 14, 3K- - - - - - - - -~
TCCTCCCTGTGCATCTGTAGGAGA262. 12, 1K= < - <= = = = - -

TGACCCAGICTCCATCCTCCCTGICGCATCTG r AC@
TGACCCAGT YTCCATCCTCCCTGI GCATCTGTAGGA

GCATCTGTAGGAGALS4. 9.

GGGCAAGTCA GG CATTAGA .
GATTTAGLO0A30CAGAGI CACCCACTTGC, CGGGCAAGT CAGCATTAGAAGATTTAGIOOZ 14. 3KCAGAGTC
ACCCACT TGCCGGGECAAGT CAGGCATTAGACGATTTAG762 12. 1KCAGAGTCACCCACT TGCCGGEGECAAGT CA

50C0nsensu
. 13. 2KCA

2KGACATCCAGA

PCT/USO01/51113

SRR

; GGATTAGAC% Iggéégsm GTCASGATTAGAGATTTAGLOCCons
ensus CAGA d i%ﬁﬁemc@igi 50

2.13, 2KGCTC13@A\GQAGAAACCAGGGAAAGC CIAACI:G@@@T TGOAT CTGTAGGAGA 26
GCT150A30GCT.GETA o LT T T T T TGCAT CTGTAGGAGA
CTAAG. N GCCT-GATICTAh' GBCARTB6R TMQ@K@CT@@A@@@@AWWA@@EM;CG@CTGATCTAT
GCT1262. 12. IRErTGSCABCAT AN AT SCARINCEIRACE XSCCTTSATISEAT (QIEIATGACGK) . 256 GCTGRCAG
CAGAAACCAGGGAAAGCT AAGCGCCT GATCTATGCTAE0Consensts CCIBREACCAGAAACCAGGGAAAGCTA
AGCGCCTGATGIATGRT 150672 T T [ A ;Tag?pce
GCAGTGGATC 200 A30 (GAIGLrE G JBGAJC 200
2.14. 31C GCATEC:IG G a:aﬁpTaAd 2. 1K GCATCC
G T A G GG GGTCRCAT CATCOG GG
GGTCCCATCA ACENCAG RGTGASTES | GBTCCCATCA
AGGTTCAGCG ‘CCABTEEATESHES BCAS: CHTTREA MERAEAIS| CEAGCAGCCT
GAAGATTTTG250A30TGGGACAGA_ ATTCACTCTCACAATCAGCCTGCAGCCTGAAGA &502. 14. 3KT
GGGACAGAATTCAGTGT CAGAATGAG COTE e o DI S TTCACTC
TCACAAT CAGGOGT CCAGOIE GAAGA] JEI@%&:,Q Gmaecammf\@m&rﬁwwm GCAG
CCTGAAGATT T G2 50Co N 58St u} GCGACAGAKT T CAGTETHACAA L QACCCCREOAGEET GAAGATTTTG25
OCDR32. 13. 2KCAAGTTA NCCATARATCCET GRAGR AT JTRERCCAGIBOABICAACTTATTACTG
AC ~CATAAT T TEEN - 16CTGE A OC A3 RERAESE CA| FGCT 150
TCGGACGT' ~ 762 PR AP A RPN T AAFCCGCCT GATCTATGCT| 150
TCGGACGT TCGGCCAA2 654 AFFACTG ACCATAAT
TCTCACTTTCGEZEEA300 Gl G682t AR AHIMICAGCG GCAGTGGATC] 200
TYBSNSKTTYGGCSRR3 00 RcABccRKS GEACATCAARGTTeAGER 2AR0rccaTe| 200

288241% 3K seu E3022TARCA KOBTACTEAGETGGAAATCAT

ACGAAC2914. @éé CAREETT P Coa e S OB HI IS COATORMIS T BBARATCAVAC
GAAC326 1 Atons 21,63 lccarctfir * l’r gc%r gggﬁ P@@FZQC GTE3ATC| 200

4.17. 3K
7012 GACATOCAGAT GACCCAGT CTOCATOCTCOCTGT CTGCATCTGOGAGA

50Cons ens usGACAKRCCAGRTGRCELAGT G ECEACRCEA -Cﬁ'@'ﬁ"gi. CHdsCAECE C X dAEB TT TG
S50CDR14. 17. BRCAGAGT TACBATFCACTTGCC MBOHRANGT IR GAGOATTAGTRRRATTTG
570120AGAGT%A€G&TCA*?‘F@W@T%AW FEETIGRACAGCCT GAAGATTTTG

1G0Consensus( eaueee A elaf W
IC . T

1004. 17. 3KA] f-‘r"v“bﬁu AGSCARAC AR
107012ATTGGTAT CAGCAGARAACCAGTGAAA cuui =TCG
150Consensus AT TGGTATCAGCAGAAA

250
250
226
215
250
250

AGATTTTG
AAGATTTTG
GAAGATTTTG

Ceh

4. 17. 3KGCATCGAGKT AGSERTUBTAT %O TRGTATOCAGTIAPA
| | * GGGGTCOCRPCAAGGTIECA ATFCRAGT TAATGEGGTTBCCATCAAGG
TTCAGTGGCA 0 iAACTTATTA CTGTITACAG TCGGAC GT'’CGGCCAA 276

4.17. 3KT ,?;;‘3;‘?% CACE mﬁl € Bl P TEGACAGATTT
CACTCTCACCA d-CAGGAG e s . CTCACCAT
CACCAGT CTOCAGOT AN PO G e ACTGCAACAGAGT TACATCOCCCCTT
TCGGCGEGA257012CAACTTACTACTGCAACAGAGT TACTCOCCT - - - - - - - - - - 288Consensus CAACTTAC

TACTGT CAACACGASTZRACT COSEETIT OBBOBAB0 4 17, 3K GOGACCAAGG TGGAGATEAA AC 279

o12 85 CoNsensus GGGACCAAGG TGGAGATCAAZEC 322
'"FIG 1B m2(iTu$§E§§A§§£§mg 29113 6. 1. 1K A27 GAAATT

TGACGCAGTC 4 GCACCCAchddmAtd Td&aka 50 Consensus GAAATT
TGACGCAGTC F:BCAGBEARGEXGHET TodARGTomT EARECGA 50 CDRL 6. 1. 1K - T~EAGCCACC
CTCTCCTGGGGCCAGTCA GAGTGTC CCCAG: ACT49A27 FAGAGCCACC CTCTCCTGGGGCCAGTCA
GAGTGTC~CAACT10GCons ens us AGAGCCACC CT(E%%CCACI%UAGTCA GAGTGTC~CAGACT100
6.1. 1K TAGC GGTA CCAGCAGAAA CCTGGCCA ST CCTCATCTAT!®96 27
TAGCCTGGTA CCAGCAGAAA CCTGGCCAGG CTCCCAGGCT CCTCATCTAT Consensus
TRGCCTGGTA CCAGCAGAAA CCTGGCCAGG CTCCCAGGCT CCTCATCTRT ﬁ@WWWM:AK
GGTGCATCCA GCAGGGCCAC TGGCATCCCA GACAGGTTCA GTGGCAGTGG TCCA
GCAGGGCCAC TGGCATCCCA GACAGGTTCA GTGGCAGTGG 200 Consensus GGTGCATCCA
GCAGGGCCAC TGGCATCCCA GACAGGTTCA GTGGCAGTGG 200

~ oA A VNI NI P NI N P A P A P NT""T "R I N"T" VTR AT \R A 7SR P NT" 7N I V"T" A R P SRA™T""T= A N\ RIS 7 NT™ NI R 7N R 7N N 7~




Consensus AGGGACCACG GICACCGICT CCTCAG 226 250 250 276 296 300 326 296 350

352 296 376 FIG 2A WD 02/ 0S3S96 PCT/ USO1/51113 5/ 25

PF2-2. 14. <0G """ttt GGGCCCAGGACTGGTGAAGCCTI%@?A\ VI V-4/ 4.

35CAGGT GGAGT CGEECCCAGGACT GGT GAAGCCTTCGGAGACS0Cons GCACCTG

CAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCGGAGACSOCDRlPFZ 2.14. 3f | . DNACCTGTCCCTCACCTG

CACTGICTCTGGTGGECTCCATCAGT ~

TTACTACT80VI V- 4/ 4. 35CCTGTCCCTCACCTG@(@’EGTCTCTGGTGGCTCCATCAGTTTACTACTlOOCons

ensus CCTGTCCCTCACCTGCACTGICTCTGGTGGCTCCATCAGTTTACTACT100CDRIPF2- 2. 14. 3H. DNA

GGAG GGATCCGGCAGCCCGCCGEEGAAGGGACTGGAGT GGATTGG

GT130VI V- 9/ 4. 35GGAGCT GGAT CCGGECAGCCCGCCGEGAAGGEGACTGGAGT GGATTGEECGT15CCons ens

" us GGAGCTGGAT CCGGCAGCCCGCCEEGAAGCGACT GGAGT GGATTGEECGT150CDR2PF2- 2. 14. 3H. DNAA

TCTATACCAGTGGGAG CCAACTACAACCCCTCCCTCAAGAG

~ GAGT180VI V- 4/ 4. 35ATCTATACCAGTGCGAG
CCAACTACAACCCCTCCCTCAAGAGTCGAGT200Consensus ATCTATACCAGT GGGAG

CCAACTACAACCCCTCCCTCAAGAGTCGAGT 200

PF2- 2. 14. 3H. DNACACCATGTCAGTAGACACGT CCAAGAACCAGTTCTCCCTG AAGCTG

CT23CVI V- 9/ 4. 35CACCATGTCAGTAGACACGTCCAAGAACCAGTITCTCCCTG AAGCTG

CT25GConsensus CACCATGICAGTAGACACGT CCAAGAACCAGITCTCCCTG AACGCTG

CT250PF2- 2. 14. 3H. DNACTGTGACCGCCGCGGACACGECCGIGTATTACTGTGC T AACG

---------- m&nsenmsm&mﬂmﬁ&mﬁﬁsﬁ 50

AACGATTTTT3®®@DR3PFZAQA@A%TMC@@PcWMAM@@GA@E&}HSM creypceacal TSOATCTTTGA

CTA ' GGEGEEC , A4 G 333G 294.

Consensus cl;ngr 5 NCCC. T(:m'(‘A (5T35

CTCCTCAG ?(fg Ag TCACC ATCACT %E% A@i@% e ng
112/ (1 S3~" | dncbhshe Ladadhodbl WAl S RS S AL BRI AT

' AGGTGCAGC TGTTGGAGIC TGEEECAGEC TTGGIACAGC CTAEISGTC TGTTGGAGTC
TGGEGEGEGAGEC TTGGTACAGC CTGGEGEEGGTC ' ~GGTGCAGC TGTTGGAGTC T

TTGGTACAGC CTGEEGER ‘ G
GGTGCAGC Tcégrifgog@gcz\‘r

TCCTH . 9 n &

f- 3CCTGAGACTCTCCTG3P¢TCC¥%@T6F€;CT62 13. 2HCCTGAGACTCTCCTGConsensus CCTGAGA

CTCTCCTG CDR17AG A &G A GE AG
CCTCTGGATT dZACCTTTAGBCAAGAEHET CCABCITPAGG o GO EekAREA A BT TAGC 50
50 50 50 50°cAGTFAT IO 0 MACCTATERGATI @0AAGSTAT GOCA 100
AGCTATGCCA 100 CDR2

6. 1. 1HTGGGGT FCCACEEA X 4.9 _2HTG, TAEGTCCGCCAG
GCTCCA ce a 1 , Y GGAGT
GGGT CTCAT 15025 &3 u 2 HEGd §40ted A0 8eAk o ) kA KL PRSIt ACE R A a b e Glck50Cons ens
us TGPTGGEGT CCBCCAGRCT CCAGGGAAGGRGCT GGAGT GGGT AL 50CDRP6. 1. THAT TGGTGGTGGT

GCAT CTACGCAGACTCCGIGAAGEECCE20Db4 . 9. 2HATTGCTGGTGGT TC|CAT
CTACGCAGA! ¢ {?AAG T %E TTTCGGCGGA 257
[ec Ceer T~ ---------- 288
C TTTCGGCGGA 300

CTACGCAGA

CTACGCAGAcﬁ‘E&EfF LI ‘

BCAT~CTACGCAGACT CCGT GAAGGGCCGZOO 6. 1. 1HGT TCACCATC TCCAGAGACA
ATTCCGCCACGET GTAK GGGACCAAGG TGGAGATCAA AC 279

CTGCAAATGAZBO4. 9. 2| '--GTTCAGCATCTEEAG&GACAATTCCGCACGCFGFATCFGCAAAQT@ZSGDPQ?G
TTCACCATCT CCATREATAKRTIA CCAAATGA2502. 13. 2HGT TCACCATECECCAGAGACA
ATTCCGCACGCTGTATCT GCAAATGAZSOCOnS ensu TCACCATCT CCAGAGACAATTCCGCACGCTGTATC
TGCAAATGA250CDR3 fr

6. 1. 1HACAGCCT GAGAGCCGAGGACACGGCCGTATATTACT GT GCGAAAGC- - 2984. 9. 2HACAGCCTGAGAG

- CCGAGGACACGGECCGTATATTACT GT GCGAAAGCT G3 D0 DP4 7 ACAGCCT GAGAGCCGAGGACACGGECCGT ATAT

TACTGIGCGAAAG: - - - 2962. 13. 2HACAGCCT GAGAGCCGAGGACACGECCGTATATTACTGTGCGAAAGCT T
300Consensus ACAGCCT GAGAGCCGAGGACACGGECCGTATATTACT GTGCGAAAGCTK300CDR3- f or
"4.9.2 and 2.13.2 6.1.1H C_

~2994. 9. 2HGECTACGGTGACTTTTACTACTACTACTACGGT AT GGACGGGEGEECCA

TC350DP472962. 13. 2HGECTGGTCCGACTCTTACTACTACTACTACGGTATGGACGT CTGEEECCA350C0on
sensus GGCTRSKSYGACTYTTACTACTACTACTACGGTATGGACGT CTGGEGCCA350CDR3-for 6. 1. 16. 1
. IHAGGGACTACGGTGATTATGAGT TGGT TCGACCC

GGGGCCAGGGAACCC3494. 9. 2HAGGGACCAC- 3
59DP47 2962. 13. 2HAGGGACCAC
- 359Consensus AGGGACYACGGT GATTATGAGT
TGGTTCGACCCCTGGEGCCAGGEGAACCCA00 FIG 2CG1 W W21 Ua3S ~-G 7~ 2 ~J 6.i.1H
TGGICACCGT CTCCTCAG 4. 9. 2H - GGTCACCGI C~CCTCAG DP47 2. 13. 2H - GGTCACCGT
CTCCTCAG Consensus TGGTCACCGI CTCCTCAG




FIG 2C 2 PCT/USUL/ 51113 367 376 296 376 418 4.17.31] ---------- ----------
- - - CCCAGGA CTGGTGAAGC CTTCGCGAGAC 27 DP71 CAGGIGCAGC TGCAGGAGIC GG CCCAGGA
CTGGTGAAG, GAC 50 Consensus CAGGIGCAGC TGCAGGRGIC
CTGGTGAAS GAC 50 CDR1 4.17.3H CCTGTCCCTC ACC:GCA@(E’E%E@
CTCCATCAGI~AGITACTACT 77 DP71 CCTGICCCTC ACCTGCACTG TCTCTGGTGG CTCCATCAGT
AGITACTACT 100 Consensus CCTGICCCTC GCACTG TCTCTGGIGG CTCCATCAGT
AGITACTACT 100 CDR1 4.17.3H GGAG GCCC CCAGEGAAGG GACTGGAGTG
GATTGGEGN' AT 127 DP71 GGAG GGAT CCGGCAGCCC CCAGGGAAGG GACTGGAGTG GATTGGGTAT
150 Consensus GGA GGAT CCGGCAGCCC CCAGGGAAGG GACTGGAGIG GATTGGGTAT 150 CDR2
0 9.17.31-1i A 1' CTATTACA GTGGGAGCAC CAACTACAAC CCCTCCCTCA AGAG | ~CGAGT 177
DP71 ATCTATTACA GIGGGAGCAC CAACTACAAC CCCTCCCTCA AGAGICGAGT 200 Consensus
ATCTATTACA GIGGGAGCAC CAACTACAAC CCCTCCCTCA AGAGICGAGT 200 4.17.3H
~ CACCATATCA GTAGACACGT CCAAGAACCA GITCTCCCTG A~AGCTGA 227 DP71 CACCATATCA
GTAGACACGT CCAAGAACCA GITCTCCCTG AAGCTGA 250 Consensus CACCATATCA
S'F??Agﬁ%GACCAAGAACCA GITCTCCCTG AAGCTGA 250 CDR3

.17, CCGCTGCGEGACACCECCGT GTATTACT GTGCAGECGTATAGC2 77DP71CTGT GACCGCT
GGACACCECCGIGTATTACTGIGC- - -G - - - - - - - 289C0nsensusCTGTGACCGCTGCGGACACGGCCGT§
ATTACTGTGCAGG' GTATAGC3004. 17. 3HAGITCGT TCTACTACTACGGTAT

GI'CGGECCAAGA CACGGT327DP71A293Consensus AGI TCGT TCTACTACTACGGTATGT CTGEGEECCAAG
A CACGGT350 4.17. 3H CACCGICTCC_TCAG DP71 _Consensus

CACCGFCFCC b&é 3412931304 FiGucdBe roWRR2LL toShBErEICTAAdREEAI  kb13 8/ 25 |
800 1500 a - J200. Weanaafciar 80cEadit GEch@Race chbToTd06r Ord@:a0ds@. 1 50 10 100

Ab Conc, Ng/m FIG 3 WO 112/11S3S9C 9/25 Aprite | GFl Stim - + + + + +
+++24Ab(|ug/rr1)--+++ + +[- 00 ~2 : ~_ 4 8 ~ 1.6 24. 24 74
Co~r. .. ' 6xl.1K AGA,GCCACC CTC’I‘C%_T.GI‘A GGGCCAGTCA GAGTGTICHC GECAG CACT| ~' | a

o CCTIUSBL 2 1 EET (R A b AT PRI 5 P o

]
6.1.2K TAGCOTGGTA CCAGCAGAAA CCTGGCCAGG CTCCCAGGCT CCTCATCTAT 99
az27 TAGCCTGGTA CCAGCAGAAA CCTGGCCAGG CTCCCAGGCT CCTCATCTAT 150
Consensus |TAGCCTGGTA CCAGCAGAAA CCTGGCCAGG CTCCCAGGCT CCTCATCTAT| 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

6.1.1K GTCTGGGACA GACTTCACTC TCACCATCAG CAGACTGGAG CCTGAAGATT| 199

A2Z7T GTCTGGGACA GACTTCACTC TCACCATCAG CAGACTGGAG CCTGAAGATT 250

Consensus |GPCTGGGACA GACTTCACTC TCACCATCAG CAGACTGGAG CCTGAAGATT| 250
CDR3

6.1.1K TTGCAGTGTT [TTACTGTCAG CAGTATGGTA GTCACCTAG NACGkTCGGC 249

A27 TTGCAGTGTRA |TTACTGTCAG CAGTATGGTA GFTCACCTCC ---------- 290

Consensus |TTGCAGTGTIW |TTACTGTCAG CAGTATGGTA GY[TCACCTJS NACGTTCGGC 300

6.1.1K CAAGGGACCA AGGTGGAAAT CAAAC 274
A27 = mmmmmemme mmmmmmm—e— = 290
Consensus CAAGGGACCA AGGTGGAAAT CAAAC 325

FIG. 1C
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ATTACTGTGT
ATTACTGTGLC
ATTACTGTGY

GAGAGATGGA
GAGAGHA----
GAGAGATGGA

CDR3

GTGGAAACTA

GTGGAAACTA

AGGGACCACG

CTTTTTACTA

CTTTTTACTA

GTCACCGTCT

CTACTACTAC

CTACTACTAC

CCTCAG

AGGGACCACG
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CCTCAG

GGTATGGAét
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NI NOt~~1 NONNN _~ .-~ ~ Nw “azis ~own~, WO 02/ OS3S9G 12/ 25
Treatnent: 125 ~g dose |oo -~- |1G--1 Receptor Protein -~ Serum Ab, p.g/m

80 i. U 3,60, L 0., 40 20 0 PCT/USII1/51113 so O 24 Ti
(hour s) wg 85598 144 40 ¢ 30 Q r ~D20as 10 -t 0 I68$gT@§8?%é)jOg2596

PCT/ USU1/ 51113 73/5 3000 250 200 E E 15000 E 0O ~ 1000500 O0 3 6 9 12
15 18 21 24 27 30 Tine, days -1- Veg% --~lr- 31.25 Ng 2. 13.2 + Adria
-~--62.5 g2.13. 2+Adria -~ 125 g2.1 /X ddria ~i E- 250 E,ig 2.13.2 + Adria
--~500 Ng 2.13.2 -~-- 7.5 ng/kg Adria FIG 9 WO 02/ 0S3591. PCT/ USOL

/511

| 3 14/ 75 -1- Control

PF2-2.14.3H.DNA --~-=-==-- =~-=-=-==---- GGGCCCAGGA CTGGTGAAGC CTTCGGAGAC 30
VIV-4/4.35 CAGGTGCAGC TGCAGGAGTC |GGGCCCAGGA CTGGTGAAGC CTTCGGAGAC 50
Consensus CAGGTGCAGC TGCAGGAGTC | GGGCCCAGGA CTGGTGAAGC CTTCGGAGAC 50
CDR1
PF2-2.14.3H.DNA [CCTGTCCCTC ACCTGCACTG TCTCTGGTGG CTCCATCAGT'PPTTACTACT 80
viv-4/4.35 CCTGTCCCTC ACCTGCACTG TCTCTGGTGG CTCCATCAGT AQTTACTACT 100
consensus CCTGTCCCTC ACCTGCACTG TCTCTGGTGG CTCCATCAGT HRTTACTACT 100
CDR1
PF2-2.14.3H.DNA [GGAGCOTGGAT CCGGCAGCCC GCCGGGAAGG GACTGGAGTG GATTGGGCGT 130
viv-4/4.35 GGAGCTGGAT CCGGCAGCCC GCCGGGAAGG GACTGGAGTG GATTGGGCGT 150
Consensus GGAGCTGGAT CCGGCAGCCC GCCGGGAAGG GACTGGAGTG GATTGGGCGT 150
CDR2
|
PF2-2.14.3H.DNA [ATCTATACCA GTGGGAGOIC CARCTACAAC CCCTCCCTCA AGAGTCGAGT 180
viv-4/4.35 ATCTATACCA GTGGGAGAXNC CAACTACAAC CCCTCCCTCA AGAGTCGAGT 200
consensus ATCTATACCA GTGGGAGOMC CAACTACAAC CCCTCCCTCA AGAGTCGAGT 200
PF2-2.14.3H.DNA |CACCATGTCA GTAGACACGT CCAAGAACCA GTTCTCCCTG AAGCTGAACT 23C
VIV-4/4.35 CACCATGTCA GTAGACACGT CCAAGAACCA GTTCTCCCTG AAGCTGAJCT 250
Consensus CACCATGTCA GTAGACACGT CCAAGAACCA GTTCTCCCTG AAGCTGHHCT 250
PF2-2.14.3H.DNA |CTGTGACCGC CGCGGACACG GCCGTGTATT ACTGTGCGGT AACGATTTTT 280
VIV-~4/4.35 CTGTGACCGC CGCGGACACG GCCGTGTATT ACTGTGCE-- ---------- 288
consensus CTGTGACCGC CGCGGACACG GCCGTGTATT ACTGTGCEGT AACGATTTTT 300
CDR3
PF2-2.14.3H.DNA GGAGTGGTTA TTATCTTTGA CTAChGGGGC 330
VIV-4/4.35 =  —--=-mm-ms coemmo-sos moooeomeoss S 294
Consensus GGAGTGGTTA TTATCTTTGA CTACTGGGGC 350
PF2-2.14.3H.DNA CTCCTCAG 338
vIiv-4/4.35 -------= 294
Consensus CTCCTCAG 358

FIG. 2B
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6.1.1H GAGGTGCAGC TGTTGGAGTC TGGGGGAGGC TTGGTACAGC CTGGGGGGTC 50
4.9.2H GAGGTGCAGC TGTTGGAGTC TGGGGGAGGC TTGGTACAGC CTGGGGGGTC 50
DP47 GAGGTGCAGC TGTTGGAGTC TGGGGGAGGC TTGGTACAGC CTGGGGGGTC 50
2.13.2H GAGGTGCAGC TGTTGGAGTC TGGGGGAGGC TTGGTACAGC CTGGGGGGTC 50
Consensus CGAGGTGCAGC TGTTGGAGTC TGGGGGAGGC TTGGTACAGC CTGGGGGGTC 50
CDR1
6.1.1H CCTGAGACTC TCCTGTILCAG CCTCTGGATT CACCTTTAGC AGCTATGCCA 100
4.9.2H CCTGAGACTC TCCTGTEICAG CCTCTGGATT CACCTTTAGC AGCTATGCCA| 100
DPpP47 CCTGAGACTC TCCTGTICAG CCTCTGGATT CACCTTTAGC AGCTATGCCA| 100
2.13.2H4 CCTGAGACTC TCCTGTALCAG CCTCTGGATT CACCTTTAGC AGCTATGCCA| 100
Consensus |CCTGAGACTC TCCTGTRICAG CCTCTGGATT CACCTTTAGC AGCTATGCCA 100
CDR1 CDR2
6.1.1H TGAGKITGGGT CCGCCAGGCT CCAGGGAAGG GGCTGGAGTG GGTCTCAGQET| 15C
4.9.2H TGAIFTGGGT CCGCCAGGCT CCAGGGAAGG GGCTGGAGTG_GGTCTCAG T 1c0
DP47 TGAGCTGGGT CCGCCAGGCT CCAGGGAAGG GGCTGGAGTG GGTCTCAGHT 150
2.13.2H TGARCTGGGT CCGCCAGGCT CCAGGGAAGG GGCTGGAGTG GGTCTCAGQT| 150
Consensus |TGARCTGGGT CCGCCAGCGCT CCAGGGAAGG GGCTGGAGTG GGTCTCAG 150
CDR2
6.1.1H ATTACITGGGA GTGGTGGTHG TACATRCTAC GCAGACTCCG TGAAGGGCCG] 200
4,9.2H ATTAGITGGTA GTGGTGGTAT CRCATHCTAC GCAGACTCCG TGAAGGGCCG 200
DP47 ATTAGITGOIR GTGGTGGTAG CACATRCTAC GCAGACTCCG TGAAGGGCCG 200
2.13.2H ATTAGTGGA GTGGTGGTAC CACAT[CTAC GCAGACTCCG TGAAGGGCCG| 200
Consensus |ATTASTGGKIA GTGGTGGTAB YRCATHCTAC GCAGACTCCG TGAAGGGCCG 200
6.1.1H GTTCACCATC TCCAGAGACA CACGCTGTAT CTGCAAATGA| 250
4.9.2H GTTCACCATC TCCAGAGACA CACGCTGTAT CTGCAAATGA| 250
DP47 GTTCACCATC TCCAGAGACA CACGCTGTAT CTGCAAATGA| 250
2.13.2H GTTCACCATC TCCAGAGACA CACGCTGTAT CTGCAAATGA| 250
Consensus |[GTTCACCATC TCCAGAGACA CACGCTGTAT CTGCAAATGA| 250
CDR3
6.1.1H ACAGCCTGAG AGCCGAGGAC ACGGCCGTAT ATTACTGTGC GAAAGATC-- 298
4.9.2H ACAGCCTGAG AGCCGAGGAC ACGGCCGTAT ATTACTGTGC GAAAGATCTG 300
DP47 ACAGCCTGAG AGCCGAGGAC ACGGCCGTAT ATTACTGTGC GAAAGA---- 296
2.13.2H ACAGCCTGAG AGCCGAGGAC ACGGCCGTAT ATTACTGTGC GAAAGATCTT 300
Consensus |ACAGCCTGAG AGCCGAGGAC ACGGCCGTAT ATTACTGTGC GAAAGATCTK 300
CDR3-for 4.9.2 and 2.13.2
6.1.1H = —-mm—mmmem mmmemmmeme mmme—mme—-m —————ee-m— = j; ————— c- 299
4.9.2H GGCTACGGTG ACTTTTACTA CTACTACTAC GGTATGGACG TATGGGGCCA 350
DP47 = emmemmemmmmm s mmemmme s mmmmmmmm—m — e —m— - m—— oo ——ee 296
2.13.2H GGCTGGTCCG ACTCTTACTA CTACTACTAC GGTATGGACG TCTGGGGCCA 350
Consensus GGCTRSKSYG ACTYTTACTA CTACTACTAC GGTATGGACG TCTGGGGCCA 350
CDR3-for 6.1.1
6.1.1H AGGGACTACG GTGATTATGA GTTGGTTCGA CCCJTGGGGC CAGGGAACCC 349
4.9.2H AGGGACCAC- —==rm—=m-mr mmmrmemc s memm e —mm= moe—— e 359
DP47 = mmmmmmmmme e e e e mmem mmmm— o - Se——e— oo 296
2.13.2H AGGGACCAC- -===rmmm== —mmmccemme mm——mmem——— ——e———o—- 359
Consensus AGGGACYACG GTGATTATGA GTTGGTTCGA CCCCTGGGGC CAGGGAACCC 400

FIG. 2C-1
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NHawPCT/USI Il /sl | 13 W O 112/ 0S359( <110> ABGEN X, I NC. PFlIZER

I NC. 1/31 SEQUENCE LI STI NG <120> ANTI BODI ES TO I NSULI N- LTKE GROMH FACTOR |
RECEPTOR PF2 <140> <141> <150> 60/ 259, 927 <151> 05 <160>
60 <1705 B éfogﬁffEXVer 2.1 <210> 1 <211> 291 <212> DNA <25§9R%form Sapi ens
<400> 1 tgcatctgta ggagacagag tttaggctgg tatcagcaga ccgtttacaa agtggggtcc

t ct cacaat c agcagcctgc taattatcct c tcg tcaccttcac aaccagggaa

cat caaggtt agcctgaaga gccaagggac tt gca agctcctaag cagcggcagt
ttttgcaact cgaggtggaa PCT/LJSOL/s1113 agtcaggaca ttagacgtga 60 cgcctgatct
atgctgcatc 120 ggatctggga cagaattcac 180 tattactgtc tacagcataa 240
atcatacgaa ¢ 291 <210> 2 <211> 136 <212> PRT c213> Hono sapiens <400a 2 Al a
Ser Val Ay Asp Arg Val Thr Phe Thr Cys Arg Ala Ser A n Asp 1 5 10 15 Ile
Arg Arg Asp Leu Ay Trp Tyr An Gri Lys Pro Ay Lys Ala Pro 20 25 30 Lys
Arg Leu Ile Tyr Ala Ala Sex Arg Leu Gn Ser Ay Val Pro Ser 35 40 45 Arg

" Phe Ser Ay Ser Ay Ser Ay Thr Au Phe Thr Leu Thr Ile Ser 50 55 60 Ser
Leu @n Pro Au Asp Phe Ala Thr Tyr Tyr Cys Leu @n H's Asn 65 70 75 80 Asn
Tyr Pro Arg Thr Phe Ay A n Ay Thr Gu Val u lle Ile Arg 85 90 95 Thr
Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Gu @ n 100 105 110 -
WO U2/ CS3i91i PCT/USO h 1113 2/31 Leu Lys Ser Ay Thr Ala Ser Val Val Cys
Leu Leu 20 125 Pro Arg Gu Ala Lys Val @n Trp 130 135
<210> 3 @m@pﬁ%g%ﬁ%éﬂb Hono sapi ens <400a 3 gggaggcttg

gt caagcctg ttegpgact actatatgag tcatacatta gtagtagtgg tgra
gggacaacgc gaggadacgg ccgtgt atta tact acggta tggacgt ctg <210>|4 <211> 174
c212> PRT c213> no sapmeNfGRIJIREEd gter Passt@dac t agt accaga caagaactca

ct gt gt gaga gggccaaggg agactctcct caggctccag gactacgcag ctgtafctgce
gat ggagt gg accacdgt ca gLgcagerhin W2 ] actctgtgaa aaat gaacag
aaactacttt ccgéq:tcctc tggattcact 60 § tgggtt 120 gggccgattg 380
cctgagagcc_240 actac 300 ag 352 c400> 4
3 £
- =
° =
60 ) - 30 2
£ S
2 ®
£ s
- 20 &
o 40 l
- %
h. [
T =
]
20 41° = ]0
0 T T T | L) 0
0 24 48 72 96 120 144 168
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Ay
Ser
Pro
Thr
Asp
Au
Phe
Val
Al a
Leu
" 160
Thr

Val

Leu Ay G@n
Phe Thr Phe

L\X/?') SHo¥zsheU
g Asp fyr a

Al a Lys Asn
Thr Al a Val
Tyr Tyr Tyr
Val Ser Ser
Cys Ser Arg
Lys Asp Tyr

Ala Trp
Ser Asp
Gu Trp
Asp Ser
Ser Leu
Tyr Tyr

Arg
Tyr
Val
Val
Tyr
Cys

Tyr Ay Mt

Al a Ser
Ser Thr
Phe Pro

Thr
Ser
du

Ser Leu Arg Leu Ser Cys Ala Ala 1 5 10 15
Tyr Met Ser Trp Ile Arg G n Ala 20 25 30
Ser Tyr Ile Ser Ser Ser , 40 45
Lys Ay Arg Phe Thr Ile gé’?ﬁi?%"%g 5 60
Leu Gn th Asn Ser Leu Arg Ala 65 70 75 80
Val ﬁaf @y Val du Thr Thr 85 90 95
Asp! 5Trp Gy Gn Ay Thr Thr 100 105 110
Lys Gy Pro Ser Val Phe Pro Leu 115 120 125
Gu Ser Thr Ala Ala Leu Gy Cys 130 135 140
Pro Val Thr Val Ser Trp Asn. Ser 145 150 155

WO 112/ (1, 3,9G PCT/USOL/s1113 3/31 Ay Ala Leu Thr Ser Ay Val His

Phe Pro Ser Cys Ala 165 170 .

<210> 5 <211> 322 r212> DNA <213> Hono

_ Sapi ens c400> 5 gacatccaga tgacccagtt atcacttgcc gggcaagtca gggaaagccc

ct aagcgcct aggttcagcg gcagtggatc gaagattttg caacttatta gggaccaagc

t ggagat caa <210> 6 <211> 107 <212> PRT <213> Honp Sapi ens tccatcctcc
gggcattaga gatctatgct tgggacagaa ctgtttacaa ac ctgtctgcat aatgatttag
gcatcccgtt ttcactctca cataatagtt ctgtaggaga gctggtatca tgcacagagg

caat cagcag acccgtgcag cagagtcacc 60 gcagaaacca 120 ggtcccatca 18C
cctgcagcct 24C ttttggccag 30C 322 c400> 6 Asp Ile A n Met Thr G n Phe Pro

Ser Ser Leu 8800ANa Ser Val Gy 1 5 10 15 Asp Arg Val Thr Ile Thr Cys Arg
Ala Ser An Gy Ille Arg Asn Asp 20 25 30 Leu Gy Trp Tyr&d n A n Lys Pro
Gy Lys Ala Pro Lyls Arg Leu Ile 35 40 45 Tyr Ala Ala Ser/ Arg Leu H's Arg
Gy Val Pro S&00AHg Phe Ser Ay 50 55 § Thr G u Phe Thr
Leu Thr Ile Ser Ser Leu An Pro 65 7(Q Ph¢ Ala Thr Tyr Tyr Cys
Leu G@n H's Asn Ser Tyr Pro Cys 85 9W 95 Ser An Gy Thr Lys Leu
GQu lle Lys 1122)8) )b ¢210> 7 c211> 373 <212> 3> Hono Sapi ens <400> 7
aggt gcagct g agtct cctgtacagc ctetggattc 3 gct ggagt gg
cagact ccgt maagggcrgg tgcaaat gaa cagcctgaga 1 ctcttactac
gggggaggct dcctttagca gtctcagcta t/t caccatct ), tactact acg
t ggt acagcc W@atsw@erat ttagtggtag ) gt at ggacgt
t ggggggt cc Haact ggpt ¢ t ggt ggt accytt ccaggacc ct ggggccaa
ctgagactct 50 cgccpggctc 120 acaltctacg 1807 & 240 aaagatcttg 300
gggaccacgg F360Qy5o WO 02/ 0S3S91r/ t caccgt ciX : 8 . c211> 124 <212>
PRT <213> Hono é)ap ens <400> 8
500 A
O i T ) T ¥ o T

—@— Vehicle

9 12 15 18 21 24 27 30

Time, days
—&— 31.25 pg 2.13.2 + Adria

—®— 62.5 ng 2.13.2 + Adria —5— 125 pg 2.13.2 + Adria
—K— 250 pg 2.13.2 + Adria —©— 500 pg 2.13.2

—m— 7.5 mg/kg Adria
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Val G n Leu Leu Gu Ser
Leu Arg Leu Ser Cys Thr
Met Asn TWI@)(M%L.;*% An
Ala lle Ser Gy Ay
Ay Arg Phe Thr IIe Ser

Gy @y Leu Val An Pro Gy Gy Ser 1 5 10 15
Ser Ay Phe Thr Phe Ser Ser Tyr Ala 20 25 30
Pro Ay Lys Ay Leu Gu Trp Vi 0 45
Thr Thr Phe Tyr Ala Asp Ser vngﬁﬁ%”sﬁ 5 60
Asp Asn Ser Arg Thr Thr Leu Tyr Leu 65 70 75 80
A@n Met Asn Ser Leu Arg Au “‘r}]? a Val Tyr Tyr Cys Ala 85 90 95
Lys Asp Leu Ay Trp Ser Ser Tyr Tyr Tyr Ay Met Asp 100 105 110
Val Trp Ay dn @y Thr Thr Val Thr VaI Ser Ser 115 12 0 <210> 9 <211> 302
<212> DNA <213> Hono Sapi ens <400> 9 tcctccctgt ctgcatctgt attagacgtg
atttaggctg tatgctgcat cccgtttaca acagaattca ctctcacaat ctacagcata
“ataattatcc ac aggagacaga gtatcagcag aagtggggtc cagcagcctg tcggacgttc

gt caccttca aaaccaggga ccat caaggt 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> Honp Sapi ens 4/ 31 PCT/USOL/s1113 <400> 10 Ser Ser Leu Ser
Ala Ser Val Gy Asp Arg Val Thr Phe Thr Cys Arg 1 5 10 15 VWO 02/ US3591
PCT/ U S111/S 1113 5/31 Ala Ser G n Asp Ile Arg Arg Asp Leu Ay Trp Tyr Gn
A@n Lys Pro 20 25 30 Gy Lys Ala Pro Lys Arg Leu Ile Tyr Ala Ala Ser Arg
Leu Gn Ser 35 40 45 Gy Val Pro Ser Arg Phe Ser Ay Ser Ay Ser @y Thr
G u Phe Thr 50 S5 60 Leu Thr Ile Ser Ser Leu A n Pro GQu Asp Phe Ala Thr
Tyr Tyr Cys 65 70 75 80 Leu A n H's Asn Asn Tyr Pro Arg Thr Phe Ay A n Ay
Thr Gu Val 85 90 95 Gu lle Ile Arg 100 <210>%1 Cpatel 338 <212> DNA <213>
Hono Sapi ens <400> 11 gggcccagga ctggtgaagc ctccatcagt aattactact

gattgggcgt aggp@t-acca caccatgtca gtagacacgt Coukgas@C@edreatyt att
ctact ggggc cagggapccc <210> 12 ¢211> 112 <212> PRT <213> Honpo Sapi ens

cttcggagac ggs@st-jgat gtgggagccc ccaagaacca acigtg gﬂa ggg caccgt
cctgtccctc ccggcageccc caactacaac gttctcggtg aacgattt ctcc cag acct gcactg

gccgggaagg c4@h@cttca aagct gaact ggagidatta tcgg g g 120
agagt cgagt 18C ctgtgaccgc 24D ttatc al 30C ﬁ&mg@%%@ ’Gy Leu
Val Lys Bro 3003 u Thr Leu Ser Le s Thr 1 5 10 15 VaI Ser Ay Ay

PEROE>0
ToosOK 9 o

Ser Ile 8er Asn Tyr Tyr Trp Ser JgBArg A n 20 25 30 Pro Ala Gy Lys
GyLajguimmnecyymgll PAr iSer Ay 35 40 45
c73 2500 -
T
£ 2000 -
- 1500 o _!_—,————’!
1000 A
500 +
O 1 { T T ( T T T T T 1

Time, days
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Ser Pro Asn Tyr Asn Pro Ser Leu Lys Ser Arg Val Thr Met Ser Val SO 55 60
Asp Thr Ser Lys Asn @ n Phe Ser Leu Lys Leu Asn Ser Val Thr Ala 65 70 75 80
Al a Asp al Tyr Tyr Cys Ala Val Thr Ile Phe Gy V. 0 95
WO 02/ 11@@ %031 ber) L1S(11/sl | 13 Ile Ile Phe Asp T?lr”wm&ﬁ ?GI ndy
Thr Leu Val Thr Val Ser Ser 100 105 110 c210> 13 <211> 322 <212> DNA <213>
Hono Sapi ens <400> 13 gacatccaga tg f gtc atcacttgcc gggcaagtca
gggaaagccc ctaagcgcct aggttcagcg gcig ggatc gaagattttg caacttatta
gggaccaagg tggagatcaa <210> 14 <211> 107 <212> PRT <213> Hono Sapi ens
tccatcctcc gggcattaga gatctatgct tgggacagaa ctgtctacag ac ctgtctgcat
agtgatttag gcatccaaat ttcactctca cataatagtt ctgtaggaga cagagtcacc 60

" gctggtttca gcagaaacga 120 tacaccgt gg ggtgecat ca 186#eaat cagecg cct gcagcect
240 accctctcac tttcggcgga 300 322 <400> 1% Asp Ile dn Met [Thr G n Ser Pro
Ser Ser Leu Ser Ala Sex Val Ay 1 5 10 15 Asp Arg Val Thr 1} eXThr Cys Arg
"Ala Ser An dy lle Arg™Ser Asp 20 25 30 Led Gy TrglPhe A ph @ n Lys Pro

Gy Lys Ala Pro Lys Arg Ly e 35 40 45 TyrsAha Al agSer Ly Eeu Hs Arg
Gy Val Pro Ser Arg Phe Ser &y 50 55 60 Ser d Ser y G u Phe Thr
Leu Thr Ile Ser Arg Leu A n Rro 8570745 80 A u HigE atTBr Tyr Tyr Cys

Leu Gn H ssAsn Ser Tyr Pro Leu 85 90 95 Thr Phe Gly t‘ y GI y Thr Lys Val
Qu lle Lys3100 105 <21Q 11> 376 <212> DNy <213seHono} S@pgens <400>
15 gaggtgcagc tcctgtgcag ccagggaagg gcagact ccg ctgcaaatiga ggct aggtg
tgttggagtc-Bctctggatt gyctygagtg tgaagggccg acagccngagljactttt &ga

t gggggaggc "€acctttagc ggtctcagct gt t-cacte agccgaggpeaitt act act fc
ttggt acagc @gctatgc tggta t ccagagagca acggccgtpt |ggt atgedtg

ct ggggggt c WQct gagac agct gggt ccgccaggcet 12C g gtggt at cacat actac

18C attccaagaa cacgg,tg 4C attact gt gc igeaagat ct ga304Ht ct ggggcca
agggaccacg 36C —WQ 0 S9(~ PCT/ I 801/5 113 7/ 31 \gttaccgt ct cctcag 376
<210> 16 <211> 185 c212» ,I?_RT 213> Honp Sapi ense<A00>ibge A & WYal A n Leu
Leu Gu Ser Ay @y*Ay-Léu Val Gn Pro Ay Gy 105 Ser Leu Arg Leu
Ser Cys Ala Ala er‘"GIY‘P Thr Phe Ser Ser Tyr 20 B0 Al g Met Ser Trp
Val Arg An Ala 4{3 Gy Leu Au Trp Val 354OSe Ala Ile Ser
Ay Ser Ay Gy_l Ile Thr Tyr Ala_Asp Ser Val 50 55 60-Ly¢ @y Arg Phe

Thr 1le Ser ArgoAspbAsrbSerOLysoAsnoThroLeuOTyr065 20 7% 80cLeu @™ Met Asn
Ser Leu Arg Al EE:GI LgASp:oThl’\oN asVal NTyroTyer/S\O85 50 95 Ala Lys v&sp Leu
Ay Tyr Ay Asp Phe™ Tyr" Tyr " Tyr T 6, %% @% Met 100 105 110 Asp val Trp Gy
An @y Thr Thr Val Thr Val Ser 5° 125 <210> 17 <211> 27§ <212>

DNA <213> Honp Sapi ens —
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<400> 17 caggagacag agtcaccatc acttgccggg ggtat cagca gaaaccaggg aaagccccta
aaggt ggggt cccatcaagg ttcagtggca tcagcagtct gcaacctgaa gattttgcaa

cact cact tyy ggg accaaggtgg caagtcagag aactcctgat gt

cttact act%ogggfqgggac cattagtacc tttttaaatt 60 ccatgttgca ?g?}g%@??'é? 120
gacagatttc actctcacca 180 tcaacagagt tacaatgccc 240 279 <210> 18 <211> 92
<212> PRT <213> Honp Sapi ens <400> y Asp Arg Val Thr Ile Thr Cys Arg
Ala Ser An Ser Ile Ser Thr 1 5 10 e Leu Asn Trp Tyr Gn A@n Lys Pro
Ay Lys Ala Pro Lys Leu Leu 20 25 30 WO 02/ US3~9(i PCT/USOL/ SI 113 8/31
Ile Hs Val Ala Ser Ser Leu An Gy Gy Val Pro Ser Arg Phe Ser 35 40 45
Gy Ser Ay Ser Ay Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu G n 50 55 60
Pro Gu Asp Phe Ala Thr Tyr Tyr Cys G n @ n Ser Tyr Asn Ala Pro 65 70 75 SO
Leu Thr Phe Ay Ay Gy Thr Lys Val GQu Ile Lys 85 90 <210> 19 <211> 341
- <212> DNA <213> Honp Sapi ens <400> 19 cccaggactg gtgaagcctt catcagtagt
tactactgga tgggtatatc tattacagtg catatcagta gacacgtcca ggacacggcc
gtgtattact ggacgtctgg ggccaaggga <210> 20 <211> 113 c212> PRT <213> Hono
Sapi ens cggagaccct gttggatccg ggagcaccaa agaaccagtt gtgccaggac ccacggtcac
gtccctcacc gcagccccca ctacaacccc ctccctgaag gtatagcagt cgtctcctca

t gcact gt ct gaagggac tccctcaaga ctgagttctg tcgttctact 9 ctggtggctc 60

t ggagt ggat !°P90] gt cgagt cac 180 tgaccgctgc 240 actacggtat 300 341 <400> 20
Pro Gy Leu Va] Lys Pro Ser Gu Thr Leu Ser Leu Thr dyeptyek Val 1 5 10 15
Ser Gy Gly Ser Ile Ser Ser Tyr Tyr Trp Ser Trp IIeTArg Gn Fro 20 25 30
Pro Ay Lyg, oy Leu Qu Trp Ile Ay Tyr Ile Tyr Tyr {Ser| Gy #er 35 40 45

Thr Asn Tyr n Pro Ser Leu Lys Ser Arg Val Thr Ile |Ser Asp 50 55 60
Thr Ser Lys Ash @ n Phe Sex Leu Lys Leu Ser Ser Val Ala 65 70 75 80
Asp Thr Ala Va| Tyr Tyr Cys Ala Arg Thr Tyr Ser Ser Pyr 85 90 95

Ser 100 105 110

Tyr Tyr Aok Asp Val Trp Ay An dy Thr Thr Val
oB80 Bgobns 9/ 31

Ser CVO f 12/ 0S3~91~ <210> 21 <211> 274 <212 > DNf

<220> <221> nodi fi ed_base <222> (240) <223> a) c¢, f,-g,,Other or unknown
<400> 21 atrt;%)%c,accc tctcctgtag cagcagaaac ctggccag tat cccag acaggttcag
agact gga paagattt acgttcggcc aagggaccaa ggccagtcag/tcccaggctc

t ggcagt ggg tgcagtgttt ggtggaaatc agtgttcgcg ctcat/ctatg tctgggacag
tact gt cagg aaa¢ PCT/USOL/ 51113 gcaggtagtt ggcctggtac o0 gtgcatccag

cagggccac-cg dgP acttcactct caccatcagc 1g ) tcacctcgn 240
e
(=}
E 100 mg/kg 5-FU
& 600 -
400 -
200 A
: . 500 pg Ab + 5-FU
0 ‘i T i T iv T i T T Y T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48
Time, days
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274
Ser
Adn
Ser
Thr

c210> 22 <211> 91 <212> PRT
Cys Arg Ala Ser A n Ser Val

dn Lw@(Bon_;, y Gn Ala Pro

Arg Al y Ile Pro Asp
Asp Phe Thr Leu Thr Ile Ser
Tyr

Val Phe Cys An dn Tyr Ay Ser
Gy Thr Lys vVal Qu Ile Lys 85 90
Sapi ens
ggctggagtg
t gatt at gag
ttggttcgac
ccct ggggcec
t acat act ac
" agggaaccct
PRT
Au
Cys
Arg
Ser
Ile
Leu

Arg Ay Arg
Arg Leu Leu
Arg Phe Ser
Arg Leu Qu

ggt caccgtc 360 367

Ser Ay Ay Ay Leu Val Gdn Pro dy Ay
Ala Ala Ser Gy Phe Thr Phe Ser Ser Tyr
Gn Ala Pro Ay Lys Ay Leu Qu Trp Val
Gy @y Ser Thr Tyr Tyr Ala Asp Ser Val
Ser Arggdep n Se n Thr Leu [Tyr
Arg Ala Qu oﬁﬁ'c@; Tyr Tyr LCys
Thr Thr Val 11ée
Val Thr Val gSer
<400> 25 gaactg

er

QG*t—gZabSHZ cs0gagct gcetp
gcaaggacag caccl gcagc aacacaaagt ctacgcc
gtcttcatct @0Qctdaafx € @éﬂéb'@'gga 13iZagca
acttctatcc actcfkcagga ccctgacge

<213> Hono Sapi ens <400> 22 Arg Ala Thr

}-(chl '?Osb\ﬁgg%gl;{;psm <212> DNA <21> Hono sapi ens

Leu

Tyr 1 5 10 15 Leu Ala Trp Tyr
Ile 20 25 30

Gy 35 40 45 gé&“g’%@‘? Ser

Pro 50 55 60 Gu Asp Phe Ala
Arg 65 70 75 BO Thr Phe Ay Gn

Pro
7?02523 <211> 367 <212> DNA <213> Honp
<400> 23 gaggtgcagc tgttggagtc tcctgtgcag cctctggatt ccagggaagg
gcagactccg tgaagggccg ctgcaaatga acagcctgag gggact acgg
tcctcag tgggggaggc cacctttagc ggtctcaggt gttcaccatc agccgaggac
tt ggt acagc agctatgcca attactggga tccagagaca acggccgt at
ct ggggggt ¢ cctgagactc 60 tgagctgggt ccgccaggct 120 gt ggtggtag
180 attccaagaa cacgctgtat 240 attactgtgc gaaagatcca 300
WO (12/ Cs3;
<213> Hono Sapi ens 10131 PCT/LIS(11/s1113 <400> 24 d u Val

9(~ <210> 24 <211> 122 <212>

A n Leu Leu
15 10 15 Ser Leu Arg Leu Sex
20 25 30 Ala Met Ser Trp Val

35 40 45 Ser Ay Ile Thr Ay
50 55 60 Lys Ay Arg Phe Thr
65 70 75 80 Leu A n Met Asn Ser
85 90 95 Ala Lys Asp Pro Ay

100 105 110 Ay n Gy Thr Leu

cagagaggcc aaagfacagt 120 gagt gt caca gagcaggaca 180 gagdaaagea gact acgaga

240 gagct.ggéee -
Sapi ens <&00> 26 Thr Val
Gu dn 1E5 10

Phe Tyr 2@ 2803p WO (12/0S3s91 ~ 11/31

Ala Ala Pro Ser Val
15 Leu Lys Ser Ay Thr Ala Ser Val

Val

2
o
>
5 400 A
E
-
[
300 A
200 A
100 1 Taxolqldx5 —
Mab 2.13.2 L ® [ J [ J ® ® ®
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PCT/USI | 1/~1113 Pro Arg Gu Ala Lys Val
35 40 45 dy Asn Ser
S0 5580 h¥dsoper Leu Ser Ser Thr Leu Thr Leu Ser Lys
65 70 75 80 H's Lys Val
85 90 95 Vval
<212> DNA <213> Hono sapi ens <4

Ser
Thr
Lys
Pro
978
ct ggcgccct

Thr

gct ccaggag

Lys Ser

cacctccgag 60!

Adn du Ser Val

Tyr Ala Cys G u Val

Adn Trp Lys Val
Thr

Asp
GQu dn Asp Se

Thr H s

7 gcctccacca agggcc
cagcgg ccctgggetg ¢

2

Asn Ala Leu Gn
r Lys Asp Ser

G%k ?a%ﬁ]qi;e%“{ SS r uSer

Phe Asn Arg Ay Gu Cys 100 105 <2105 27 <2115

catc ggtcttcccc
ct ggt caag

Val Au Ser @
Ser Cys Ala A

Ile Arg Gn Al &/ Pr o Gy Lys

Thr

y Ay Leu
r Gy Phe

Val

acgccaagaa ct cgt at 240 attact gt
e

gt ac cat
¥400>

gactacttcc ccgaaccggt gacggtgtcg 120 tggaactcag gcgctctgac cagcggcgtg
cacaccttcc cagctgtcct acagtcctca 180 ctctact—ccctcagcag cgtggtgacc
gtgccctcca gcaacttcgg cacccagacc t adacct gca acgt agat ca caagcccagc

" aacaccaagg tggacaagac agttgagcgc aadt gt t gt gt cgagt gccc accgt gccca
gcaccacctg tggcaggacc gtcagtcgtc ctcftcccec caaaacccaa ggacaccctc

~atgatctccc ggacccctga ggtcacgigc gt gpt ggt yg_acgt gagcca cgaagacccc

gaggt ccagt tcaactggta cgtggacggc gt ghaggt fc”at aat gccaag ggcaaagcca
cgggaggagc agttcaacag cacgttccygt gt ggt cagrcg tcctcacchotgt gcaccag

gact ggct ga acggcaagga gt acaagt?s ft ct cka®acaaagg Qcégcagccccc

at cgagaaaa ccatctccaa aaccaaaggg 66Q\cagg¢cccgpg aaccacaggtygtiacaccctg
cccccat ccc gggaggagat gaccaagaag 720 ‘tcagdtcagfcTtgacctg caaaggc
ttctacccca gcgfifat cgc cgt ggagt gg gagggcaat g ggcagec caact ac
aagaccacac ctc@atgct ggactccgad )cctt et et getcta g".—':cgagctcacc

gt ggacaaga gcdafgft ggca gcaggggaac t\ctjt ct cat gat ccgtgatnggat gagg

ct gcacaacc act @0acgca gaagagcctc gtctcwcgygt a 578\<210> 28 c2l1l1>
326 <212> PRT €13> Honop sapi ens Al al Ser “Thr Lp8“®ep Pro Ser Val
Phe Pro Leu A'Z=Pro Cys Ser Arg 1 S Ser LThr Ser Set Thr Ala Al a
Leu Ay Cys L%Val Lys Asp Tyr 20\25 3Q/Phe Pro d u7@r offhr Val Ser
Trp Asn Ser A Y¥-Ala Leu Thr Ser 0 454Gy s/anHISEg&?‘ e=Pro Al a Val
Leu A n Ser SeQAdy Leu Tyr Ser WO (12/ (_Q] 1 PCT/LIS(11
/'S 1113 Leu S Ser Val Val Thr PROiSer Ser _Asn RbeAS3y r @n Thr 65
70 75 80 Tyr Cys Asn Val Asp His L bro Her Asn Thr Val Asp Lys 85
90 95 Thr Val Glu Arg Lys Cys Cys Val @AUjCys|Pro Pro+ :E%Ala Pro 100
105 110 Pro Val Ala Ay Pro Ser Val Ph@"®&u" Phie Pro o|Ly ro Lys Asp 115
120 125 Thr Leu Met Ile Ser Arg Thr Pro G u Val Thr Val Val Val Asp 130
135 140 Val Ser His d e “Asn Trp Tyr Val p Ay 145
150 155 160 Val Qu VaB H8sg B aSLB EhiS L?s Pro Arg Gu A U@ n Phe Asn
165 170 175 Ser Thr Phe Arg Eﬁﬂ %J(ﬁglglVal Leu Thr Val Val H's @n Asp Trp
180 185 190 Leu Asn Ay Lys Gu Lys - Cys Lys Val Ser Asn Ly{fHy Leu Pro
195 200 205 Ala Pro Ile G u Lys Ile Ser Lys Thr Lys Ay d ro Arg Gu
210 215 220 Pro A n Val TyrX T Pro Pro Sr Arg Qu G u Met-Thr Lys Asn
225 230 235 240 A n Val Ser Cys Leu Vdl &ys Gy Phe Tyr Pro Ser Asp
Ile 245 250 255 Ala Val Qu Ser Asn Aly @ n Pro Gu Asn Asn Tyr Lys
Thr 260 265 270 Thr Pro Pro Ser Agp L4y Ser Phe Phe Leu Tyr Ser
Lys 275 280 285 Leu Thr Val Arg Trjp An A n @y Asn Val Phe Ser
Cys 290 295 300 Ser Val Met Hi Leu Hils Asn His Tyr Thr @ n Lys Ser
Leu 305 310 3153320 Ser Leu Lys 335 <210> 29 §Q11> 296 <212>
DNA <213> Hono api ens 13; 31 |<4Q0> 29 caggt gc

t ggt ggagt ¢ tcct@} gcag cctct ggatt ccggaagg gdct ggagt g gcagaéﬂ:tg

t gaagggccg ctgdghlat ga acagcct gag AP 30 <211> @8-8:212> 213> Homp
Sapi ens tgggggaggc caccttcagt gttttac attcaccatq;agccg é\‘ t t ggt caagc
gactactaca attagiagta tccagggaca\acgggcgt gt PG/l SD1/73 cgggagggtc
cctgagactc 60 '&gct ggat ccgccagggt

% c:ﬂ,80
@hn l).lf'ad Adn Leu

1 5 10QA5¢Ser~jeu Arg Leu
Asp Tyf 20 25 (3.@

Tor et Ser Trp

Ay Leu Qu\Trp Val 35 40 yr Ile Ser
"Ser Ser Ay Ser Thr Ile Tyr Tyr Ala Asy\ Ser Vat SO 55 L[E y Arg Phe
Ile Ser Arg Asp Asn Ala Lys Asn Ser\fjeu Ty
[ T T T T T T T T T =]
] (=)
888888288
ww ‘azi§ Jown ),



65 70 75 BO Leu A n Met Asn Ser Leu Arg Ala GQu Asp Thr Ala Vval Tyr Tyr Cys
85 90 95 Ala Arg <210> 31 <211> 296 <212> DNA <213> Honp sapi ens <400> 31
gaggt gcadgd Hdsghgcag ccagggaagg gcagactccg ctgcaaatga tg%gqggg@gnlj

t gggggaggc cctctggatt cacctttagc ggctggagtg ggtctcagct tgaag o}
gttcaccatc acagcctgag agccgaggac <210> 32 <211> 98 <212> PRT <213> Hono
Sapi ens ttggtacagc agctatgcca attagkggg% t ccagagaca acggccgtat ctggggggtc
cctgagactc 60 tgagctgggt ccgccaggct'220Ygt ggt ggt ag cacat actac 180
attccaagaa cacgctgtat 240 attactgtgc gaaaga 296 <400> 32 du Va
Leu Gu Ser Ay dy Ay Leu Val dn Pro dy Ay 1 5 10 15 w n2i oa3~yc
14/ 31 PCT/USI|1/51113 Ser Leu Arg Leu Ser Cys Ala Ala Ser Ay Phe Thr Phe

"~ Ser Ser Tyr 20 25 30 Ala Met Ser Trp Val Arg G n Ala Pro Ay Lys Ay Leu
Gu Trp Val 35 40 45 Ser Ala lle Ser Ay Ser Ay Ay Ser Thr Tyr Tyr Al a

. Asp Ser Val 50 55 60 Lys Gy Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn
Thr Leu Tyr 65 70 75 BO Leu G n Met Asn Ser Leu Arg Ala Qu Asp Thr Ala Va
Tyr Tyr Cys 85 90 95 Ala Lys <210> 33 <211> 296 <212> DNA <213> Hono

Sapi ens ¢400> 33 caggtgcagc tgcaggagtc acctgcgctg tctctggtgg cccccaggga
aggggct gga aacccgtccc tcaagagtcg ctgaagctga gctctgtgac gggcccagga

ctccat cagc gtggattggg agtcaccata cgccgcggac ctggtgaagc agt agt aact
gaaat ct at ¢ t csgt@gaca acggccgtgt cttcggggac cctgtccctc 60 ggtggagttg

ggt ccgccag 120 éiagtgggag caccaactac 180 agtccaagaa ccagttct 240
attact gt gc gagaga 296 <210> 34 <211> 98 <212> PRT < Zroyiono api ens <400>
34 dn Val An Léeu G@n AQu Ser Ay Pro Qy Leu vVal Lys Pre Sef Ay 1 5 10
15 Thr Leu Sef®®Lgu Thr Cys Ala Val Ser Ay Ay Ser Ille Sef Sg#~Ser 20 25 30
Asn Trp Trp Ser Trp Val Arg An Pro Pro Ay Lys Ay Leu 3 u p 35746§45
lle Ay GQu Ile Tyr H's Ser Ay Ser Thr Asn Tyr Asn Pro Zr Lpu 50 55 60
Lys Ser Arg \@o Jhr Ile Ser Val Asp Lys Ser Lys Asn d e Ser 65 70875 80
Leu Lys Leu Ser $er Val Thr Ala Ala Asp Thr Ala Val Tyr r Cys 85-90 95
Ala Arg WO 02/1153s9( PCT/U SO1 /S 11 13 15/31,/<210> 35 < > 293

d n Leu

<212> DNA <213> |
ccct cect caaatft™ 1
ct gt gaccge ggggcecy
ct ggt gaagc «£t t cgg

dono Sapi ens <400> 3S caggt gcag
jagct tgcaggagtc tctctggtgg gactggagtg
ragga ctccatcagt gattgggtfat cs
jagac cctgtccctc 60 agttg

atct gcactg ¢®¥agggaagg
atf/cgagt
at at ca t gdggagacg
ggagct ggateccggcagccc

act 12d

atctattacaﬁptgggagcac caact acaac {1B0 _gtdgacacgt aagaacca gtyctc g1 240
36 c211> 9 <21 f%ﬂj 218~ Hono

gccgtgtatt sact gt gcgag aga 293 <210 _ -

Sapi ens <4@> 36{GAn Val A n Les{G@n Au Ser Ay Pr agﬁ?t'b al Lys Pro
Val Ser yi@ylSer Ile+Ser

Pro Pro G

Ser Gu 1§10 13 Thr Leu Ser ALeu Thr Cys T
ys 8y Leu Qu

Ser Tyr 20 253@0Tyr Trp Sep/Trp Ile Arg G
Trp Ile 35 40 45 ,
S,

200

Tamoxifen + Ab
100 A

S .

12 14 16
Time, days

FIG. 15
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Gy Tyr
Ser Arg Val

Ile Tyr Tyr Ser Ay Ser Thr Asn~Tyr
Thr Ile Ser Val Asp Thr Ser Lys
Lys LeuSa ¥p| Thr Ala Ala Asp Thr Al a
Arg <210>"37 PBIE 200 <2155 DU 135 Homy
t gacgcagtc tccaggcacc ctctcctgca gggccagtca
ctcccaggct cctcatctat gacaggttca gtg@c

ttgcagtgta ttactgtcag ctgtctttgt ct 4

Asn Pro Ser Leu Lys 50 55 60

Asn G n Phe Ser Leu 65 70 75 80
Val Tyr Tyr 0 95
Sapi ens <4009§§;N5§gé gt gt
gagtgttagc cctggccagg

g gtctgggaca cctgaagatt
a aagagccacc 60 agcagct act

tagcct ggt a ccagcagaaa 120 ggtgcatcca gcagggccac tggcatccca 1S0O gacttcactc
t caccat cag cagactggag 240 cagtatggta gctcacctcc 290 <210> 38 c211> 96 <212>

PRT
“1le
Arg
. Leu
Tyr
Ser
Au

<213> Hono Sapi ens
Val Leu Thr dn Ser
Ala Thr Leu Ser Cys
Ala Trp Tyr An Gdn
Gy Ala Ser Ser Arg Ala Thr Ay Ile Pro
Gy Ser Ay Thr Asp Phe Thr Leu Thr Ile
Asp Phe Ala Val Tyr Tyr Cys G n dn Tyr

Pro Gy Thr Leu Ser
Arg Ala Ser dn Ser
Lys Pro Gy @n Al a

WO 02/ 11S3;9() 16/ 31 PCT/USOL/ S| |

| 3 <400> 38 du
1510 15 du
20 25 30 Tyr

35 40 45 Ile
50 55 60 Ay
65 70 75 80 Pro
85 90 95 <210>

Leu Ser
Val Ser
Pro Arg
Asp Arg
Sex Arg
Gy Ser

Pro Gy
Ser Ser
Leu Leu
Phe Ser
Leu Gu
Ser Pro

39 <211> 28S <212> DNA c213> Honp sapi ens <220> <221> nodi fi ed_base <222>-

(28S) <223> a, c, t, g, other or
at cacttgcc gggcaagt ca gggaaagccc ctaagcgcct
gaagattttg caacttatta tccatcctcc gggcattaga
ctgtctacag ctgtctgcat aatgatttag gcatccagtt

unknown <400> 39 gacat ccaga tgacccagtc

aggtt cagcg gcagt ggatc
gat ct at gct t gggacagaa
ttcactctca cataatagtt

ct gt aggaga cagagRoaec,

180 caatcagcag c
<213> Hono sapl e

Al a Ser
Ile Arg

Val
Asn Asp

38085
Y 16905

60 gctggtatca gcagaaacca 120 tgcaaagtgg ggtcccatca

apgcct 240 accctccn 288 <210> 40 <211¥ 96 <212> PRT
4p0> 40 Asp Ile @ n Met Thr A n Ser
D 15 Asp Arg Val

) 0 Sgr Ser Leu Ser
Thr Ile Thr Cys ArgpAralSer A n Gy
30 Leu Gy Trp Tyr G n A n Lys PrGIy Lys Ala Pro

Leu l&e
Ser d
Adn Pr
Thr Ty®

Lys Arg
Arg Phe
Ser Leu
Phe Al a

32049,
50 55

@300 04
Tyr

at cacttgcc gggcaagéﬁa
gaagattttg caal

ctgtcaacag ctdtct gpat-
ct gt aggaga cagagt cacc

45 Tyr Ala Ala Ser Ser
60 Ser Ay Ser Gy

75 80 WD 02/0;

Cys Leu A n H's Asn Ser Ty
<211> 2B8 <212’3 DNA0 <p13> Honp Sapi ens c400> 4®—gcat ccaga tgac

gggaaagccc ctaag

tccatcctcc gagcatt

agctatttaa gcat c

60 attggtatca &
180 ccat cagcag tc@goapcct 240 ch

200 A

=

Leu A n Sef Gy Val Pro Ser
Thr d u Phe / Leu Thr Jle Ser
3;90 17/ 31 PCT/ ' S(11/~11 1B du Asp
2r Lo 85 90 95 ¢210> 41
Agt c
ct ccil, A#0gt tcagt g gcagt gdat c

'f gatctatgct tgggac®yat
Bgft ttcactctca agetacdgta
Maaaccagl20 tgctgg ggtgccat ca
288 16>@42—<@11> 96 PRT

__

0

T T 1 1

9 12

—&— Control

—¥— 500

pg Ab (2.13.2)

T T ) T T I ¥ 1

15 18 21 24 27 30 33 36
Time, days

—@— 10 mg/kg CP-358774
—8— 10 mg/kg CP-358774 + Ab

FIG. 16



<213> Hono Sapi ens <400> 42 Asp Ile A n Met Thr G n Ser Pro Ser Ser Leu Ser
Ala Ser Val Ay 1 5 10 15 Asp Arg Val Thr Ile Thr Cys Arg Ala Ser A n Ser
Il e Ser I 25 30 Leu Asn Trp Tyr Gn A@n Lys Pro i Pro
Lys Leu Egu ‘ig?{)és%g 40 45 Tyr Ala Ala Ser Ser Leu A n Ser gﬂ%“‘bﬁﬁ’@ﬁ% Ser
Arg Phe Ser Gy 50 55 60 Ser Gy Ser Ay Thr Asp Phe Thr Leu Thr Ile Ser
Ser Leu dn Pro 65 70 75 80 A u Asp Phg Ala Thr Tyr Tyr Cys An A n Ser Tyr
Ser Thr Pro Pro 85 90 95 <210> 43 <21/_L 9293 <212a” DNA <213> Honp Sapi ens
<400> 43 caggtgcagc tgcaggagtc acctgcactg tctctggtgg gccgggaagg gactggagtg
ccctccctca agagt cgagt aagct gagct ctgtgaccgc gggcccagga ctccat cagt
gat t gggcgt caccat gt ca cgcggacacg ctggtgaagc agttactact atctatacca

" gtagacacgt gccgtgtatt cttcggagac cctgtccctc 60 ggagctggat ccggcagccc 120
gt gggagcac caactacaac 180 ccaagaacca gttctccctg 240 actgtgcgag aga 293

- <210> 44 <211> 97 V1-' O 02/11S3a9(~ 18/ 31 <212> PRT <213> Hono Sapi ens
PCT/USII1/s1113 c400> 44 Adn Val An Leu dn QQu Ser Ay Pro Ay Leu Val
Lys Pro Ser Qu 1 5 10 15 Thr Leu Ser Leu Thr Cys Thr Val Ser Ay Ay Ser
Ile Ser Ser Tyr 20 25 30 Tyr Trp Ser Trp Ile Arg G n Pro Ala Ay Lys Gy
Leu Gu Trp Ile 35 40 45 Ay Arg Ile Tyr Thr Ser Ay Ser Thr Asn Tyr Asn .
Pro Ser Leu Lys 50 55 60 Ser Arg Val Thr Met Ser Val Asp Thr Ser Lys Asn
G@n Phe Ser Leu 65 70 75 80 Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Al a Val
Tyr Tyr Cys Ala 85 90 95 Arg <210> 45 c211> 470 <212> PRT <213> Hono

Sapi ens <400> 45 Met A u Phe Ay Leu Ser Trp Leu Phe Leu Val Ala Ile Leu
Lys Ay 1 5 10145 val dn Cys Gu Val An Leu Leu u Ser Ay dy dy Leu
Val G n 20 25 30(Pro Ay Gy Ser Leu Arg Leu Ser Cys Thr Ala Ser Gy Phe
Thr Phe 35 40 45 (Ser Ser Tyr Ala Met Asn Trp Val Arg A n Ala Pro Gy Lys
dy Leu 50 55 60 uTrp Val Ser Ala lle Ser Gy Ser Ay @y Thr Thr Phe
Tyr Ala 65 70 79480 Asp Sex Val Lys Gy Arg Phe Thr Ile Ser Arg Asp Asn Sex
Arg Thr 85 90 95 eu Tyr Leu G n Met Asn Ser Leu Arg Ala A u Asp Thr
Ala val 1Q0 105 Cys Ala Lys Asp Leu Ay Trp Ser Asp Ser Tyr Tyr
Tyr Tyr 118 120 t Asp Val Trp Ay G@n @y Thr Thr Vval Thr Val
Ser Ser 13? 135 9(~ 19/ 31 PCT/USULh1113 Ala Ser Thr Lys
Gy Pro Ser. vad-1 s Ser Arg 145 150 155 160 Ser Thr Ser
Gu Ser Thg Ala s Asp Tyr 165 170 175 E&%ﬁéo du

Pro Val The Val Thr -Ser- 4180 -1B5- 190 - Hi s
Thr Phe Pr&g} Al a Mal 195 200 205 Leu Ser Ser
Val Val THg ValyiRro | 0091mesk® Tyr Thr Cys
Asn Val H's Lys Pro Ser 235 240 Thr Val
Gu Argﬁff‘gcys Qys Val du 0 255
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Ser Leu Ser Pro Ay Lys 465 470 <210> 47 <211> 236 <212> PRT <213> Hono
sapi ens <400> 47 Met Asp Met Arg Val Pro Ala A n Leu Leu Ay Leu Leu Leu
Leu Trp Phe Pro Gy Ala Arg Cys Asp Ile An I\/Et e Pro
Ser Ser %\3%20%%5%5( WO 02/ 053; 9(. 22131 PCT/LISOL /S | lli_lfeut}ﬁé XHAIa Ser
Val Ay Asp Arg Val Thr Ile Thr Q/s Arg Ala Ser 35 40 45 Gln Gy lle Arg
Asn Asp Leu Ay Trp Tyr A n A@n Lys i Gly Lys 50 55 60 Ala Pro Lys Arg
Leu Ile Tyr Ala Ala Ser Arg Leu 32 4; Gy Val 65 70 75 80 Pro Ser Arg Phe
Ser Ay Ser Ay Ser Gy Thr Qu Phe Thr Le:u.thm 85 80=95uvlhe Ser Ser Leu
Gn Pro Gu Asp Phe Ala Thr Tyr Tyr Cys L&UAG & 20021895 $18 His Asn Ser Tyr
Pro Cys Ser Phe Ay @ n Ay Thr Lys Leu uEII§§15n.1§O 8 Lys Arg Thr Val
"Ala Ala Pro Ser Val Phe Ile Phe Pro Pro % 2308185 % du A n Leu Lys
Ser Gy Thr Ala Ser Val Val Cys Leu Leu EAS 9453180 $55 160 Phe Tyr Pro
Arg Qu Ala Lys Val @n Trp Lys Val Asp “Al & Teu”185 70 17S A n Ser Ay
Asn Ser Gn du Ser Val Thr du G n Asp S&HLyg AspB180 @B 190 Ser Thr Tyr
Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Al ASE Fyr 2195 208 20S Qu Lys His
Lys Val Tyr Ala Cys Qu Val Thr His Gn Glgu_e&’ Ber 280 218 220 Ser Pro Val
Thr Lys Ser Phe Asn Arg Gy G u Cys 225 280Ep3%k K21 485211> 236 <212> -
PRT <213>Homg—sapiens 4005 48— Met Asp M&EM@: ffal EPE # dn Leu Leu Ay
Leu Leu Leu geu Trp 1 5 10 15 Phe Pro Ay «Aka 9. OﬂSmAS[ﬂ: kle An Met Thr
A n Ser Prg .Jgr Sef 20 25 30 Leu Ser Alanﬁ'eﬁ S&spaAﬁig Val Thr Ile
Thr Cys Arg #|a Set 35 40 45 A n e“@rgAﬁﬁAleEeu y Trp Tyr Gn
Gn Lys Prg Bly Lys 50 55 60 WD ozmss@ 28 31 /u§t§/51113 Ala Pro
Lys Arg Lem ble TytcAl a| &l a |8er Ber Leu Ghobers &l y & &b570%7% 80 Pro Sex
Arg Phe SBH gy Set Ay|Ser [Ay Thr du PRe®Thr? Ceu "I’ﬁ B5%90%°95% 11e Ser
Ser Leu 98 Brlo A ¢ Asp| Phe |Ala Thr Tyr Ty& Q/é feu ahin £HH 18503110 Hi s Asn
Ser Tyr Pr4 r Thi Phef@y|An dy Thr L;% LelE?HufHE‘e Bb 1805125 Lys Arg
Thr Val Ala fya Pro Ser| Val [Phe |l e Phe PnomPrcﬁ Ber :Asp B8 1859140 du A n
Leu Lys Ser_Qly Thi Alal Ser [Val Val Cys LddisLed; Bsn opén £48 1505155 160 Phe
Tyr Pro Afg @u Ala Lys|Val |Gn Jrp Lys Vv BAsfi Bisn ®Ra et 1655170 175 @ n
Ser Ay Asth Ser A n G| Ser [Val Thr A u G OASFD Ser o ¥s A.sa 180185 190 Ser
Thr Tyr Seﬁ W Ser r‘S% &hr jleu Thr Leu S a_ysﬁﬂla p gm 16582 205 A u
Lys Hs LyS vl Tyl A@|cys [du VarlThr Hi mEy 8u Seh 2H0=23 220 Ser
Pro Val Th® s Serl Phe|Asn [Arg @ PG u 25 830 285 o> m 1> 470
<212> PRT <243>Hoto—Saprens—<409>Y29 Met Phé Gy tled Ber ETEp Val Phe
Leu Val Ala Ife Il1d Lys|Ay 1 5 10 25 Val G @é’ G%mAla"énmL%u | Qu
Ser dy d v Ley Val |Lys P0 25 €D Pro @yi|GE Eserd Beu g ed ;‘ﬁ
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V1' O 02/03; 9G 24/ 31 PCTIUSOL/s1113 Ser Leu Tyr Leu G n Met Asn Ser Leu Arg
Ala Qu Asp Thr Ala Val 100 105 110 Tyr Tyr Cys Val Arg Asp Ay Val Qu Thr
Thr Phe Ty t.dYr Tyr 115 120 125 Tyr Ay Met Asp Val Tr ¢ Gy Thr
Thr Val 'b(i%bﬁ:m %r Ser 130 135 140 Ala Ser Thr Lys Qy PFET@§1/35P3 Phe Pro
Leu Al a Cys Ser Arg 145 150 155 160 Ser Thr Ser Gu Ser Thr Ala Ala Leu
Ay Cys Val Asp Tyr 16S 17%1%25Phe Pro Au Pro Val Thr Val Ser Trp
Asn Ser Ala Leu Thr Ser 1S0 18 Gy Val Hs Thr Phe Pro Ala Val Leu
dn Ser Ay key Tyg, Ser 195 200 20Q0%.)euy, ger e Vb Val Thr Val Pro Ser
Ser Asn Ay J8 @& Thr 210 215 22E)5Tyr“}él::r Tfs As Val Asp His Lys Pro
Ser Asn Lys W&l Aspg Lys 225 230 2 4% ryval &8 Arg Lys Cys Cys Val
du Cys Pro s B¢ Ala Pro 245 2%%53{350%@ A& dy Pro Ser Val Phe
Leu Phe Pro B\s ag Lys Asp 260 265 2703 thr 3&u NMeE Ile Ser Arg Thr Pro
., Gu Vval Cys W& < Val Asp 275 2809 *283° Yal 5é&r M Au Asp Pro G u Val
A n Phe Trp F VAL Asp Ay 290 293 /B0 I %u VI His Asn Ala Lys Thr
Lys Pro Gu @Y @@ Phe Asn 305 318 ‘;;31%%0 r EP Phe Arg Val Val Ser
Val Leu Val ¥4@ Hi€ dn Asp Trp 325 3%%5 5 &u EGIy Lys Qu Tyr Lys
Cys Lys Ser Bgn LYK Ay Leu Pro 349 k34 ORNEh FEE lle Gu Lys Thr Ile
Ser Lys Lys By @@ Pro Arg G u 3535 Z602 365 PEo @& Val Tyr Thr Leu Pro
Pro Ser Au G Met, Thr Lys Asn 370 475,380 & Mgl, Ser Leu Thr Cys Leu
Val Lys Ay Phe PE® Ser Asp Ile 383 90"?5 AQD S WD (12/0S3S9(~ 25/31
PCT/ US(1 1h1113*AaRVaR W u Trp G u SeérgA4n %l A Prddd u Asn Asn Tyr Lys
Thr 405 410 413 FHE| PEct Pro Met Leu As® iperdAsp Yy Sers Phe Phe Leu Tyr Ser
Lys 420 425 430 § @ré Val Asp Lys Sef Sr BB p $52n @& Ay ¥Asn Val Phe Ser
Cys 435 440 44S Sex “Met Hs Qu AlAMNeutki s Adn Hy g Ty oThr A n Lys Ser
Leu 450 455 460 Sed LgE Ser Pro Ay Ly§ 658490 240580 @Hl> 473 <212>
PRT <213> Hono SHeng 400> SO Met G hed@y fel R TrHpdval Phe Leu Val
Alalle Lys 155310 15 Val dn @y Vag @ ileu @ Gu Ser Ay
Ay Ay Val 28 25 30 Pro Ay (ByaSef 2esArg ey L Cys Ala Ala
Ser Ay Thr 33 A0 45 Ser Asp T¥rs Typ Met2Ser b 1E€ Arg A n Ala
Pro Ay Ay 5 5 60 u Trp Vala Sek olYrald € 264 L, Ser Ay Ser
Thr Ile Tyr 6% §0 75 20 Asp Sefi §/al §lys By ALE P%ETh le Ser Arg
Asp Asn Lys glsg 89 90 953er Leu TErELel 3 npt Bdh B Legy Arg Al a
du Asp Al a 182 105 110 Tyr Ty§ &ysaAa &y VAIS Le% %r g=he Leu G u
Trp Leu Tyr %yag 1$52120 Tyr Ty reTyr $ MBtE Aspgval Trp Ay dn
Ay Thr Val 180F 135 @ Val Sea er:ga ’gg Erz Ly‘é‘*Ggro Ser Val
Phe Pro Al a 1 150 1p5 160 Cy r& g & Sef 13 er Thr Ala
Al a Leu Cys A vgilsél% 1fgo 175 Lyg BspaTyr Phe Pl‘,(% G gPrdlyval Thr Val
Ser Trp Ser g’% ARQ1S0 185 190 Bk 2gdg336§@ 26531 PEH LSOL/s1113 Leu
Thr Ser Val H§E TEBr&Phe Pro Ala Vag éeu‘;(ﬂ:n a VY AdFA95 200 205 Leu
Tyr Ser Ser $ek V& &Val Thr Val _Pr er ier A PHE A § 5210 215 220 Thr
A n Thr Thr Qs Ash.Val Asp Hi sELys & 0pSer Ash TAraLys 225 230 235 240
Val Asp Thr ¥R GHubArg Lys CysBCOyg ¥al 8@u EVS PEQ PrB BOys 245 250 255
Pro Al a Pro YaB ABazdy, Bro SerTVak ®heflibu PH2 cgprgg_/ys 260 265 270
Pro Lys Thr 1%d EI | & Ber ArgfdTh S’rogcﬁu Xak TBre Oy& tval 275 280 285
Val Val Val $kg HSSEd § Bsp Proxd & Yal =GN Er% ASrﬁTr%E‘I'yr 290 295 300
Val Asp Val @& val " Hi & Asn Al agdLys Thr ™ rH Arg At *d u 305 310 315
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Gy Leu Pro Ala Pro Ille GQu Lys Thr Ile Ser Lys Thr Lys Ay dn 355 360 365
Pro Arg Qu Pro dn Val Tyr Thr Leu Pro Pro Ser Arg Qu Gu Met 370 375 3BO
Thr Lys Mal Ser Leu Thr Cys Leu Val Lys Ay Phe T 390 395
400 Ser As%ﬁ(?(“gkg a Val du Trp Qu Ser Asn Ay Gn Pro CT/IFS%]/ 181?3 405 410
415 Tyr Lys Thr Thr Pro Pro Met Leu Asp Ser Asp Ay Ser Phe Phe Leu 420 425
430 Tyr Ser Lys Leu Thr Val Asp Lys ';ff% Arg Trp An An @y Asn Val 435 440
445 Phe Ser Cys Ser Val Met His u2 5Leu H's Asn H's Tyr Thr A n 450 455
460 Lys Ser Leu Ser Leu Ser Pro Gj,y_1 Ly (465 470 <210> 51 <211> 236 WO
o2nu3~~0, 27/31 <212> PRT <213> H3rld [ ens PCTIUS(11/S1 | 13 <400> 51 Met
Asp Met Arg Val Pro Ala G n Leu LEE Aydeu Leu Leu Leu Trp 1 5 10 15 Phe

" Pro Gy Ala Arg Cys Asp Ile G n MItE TR 2G n Ser Pro Ser Ser 20 25 30 Leu
Ser Ala Ser Val Ay Asp Arg Val r"‘P mThr Cys Arg Ala Ser 35 40 45 dn

. Asp Ile Arg Arg Asp Leu Ay Trp Tyr"‘GI n Lys Pro Gy Lys 50 55 60 Al a
Pro Lys Arg Leu Ile Tyr Ala Al a S&r"Arg;g_eu Adn Ser Ay Val 65 70 75 80 Pro
Ser Arg Phe Ser Ay Ser Ay Ser (R THE g3 u Phe Thr Leu Thr 85 90 95 Ile

Ser Ser Leu G n Pro Gu Asp Phe AR} Thr ETyr Tyr Cys Leu G n 100 105 110 Hi s
Asn Asn Tyr Pro Arg Thr Phe Ay i d§drhr Gu Val Qu Ile 115 120 125 Ile
Arg Thr Val Ala Ala Pro Ser Val PR 118 $Phe Pro Pro Ser Asp 130 135 140 Gu
A n Leu Lys Ser Gy Thr Ala Ser Val, Val .Cys Leu Leu Asn Asn 145 150 155 160
Phe Tyr Pro Arg Au Ala Lys Val G;",rféTr@&,’:]_ys Val Asp Asn Ala Leu 165 170 17S
An Ser Ay Asn Ser A n du Ser ’VEI,,T:E&]U A n Asp Ser Lys Asp 180 185 190
Su Lys 11 Lys Val Tyr Ala Oys CRUIVE B Hs Gn Gy Lea Sur 210 216 220
u Lys H s Lys Val Tyr a Cys r Hs n Ay Leu Ser

Ser Pro Val Thr Lys Ser Phe Asn Arg* Gla%% u Cys 225 230 235 c210> 52 c211>
236 <212> PRT <213> Honp Sapi ens B400>%% Met Asp Met Arg Val Pro Ala dn
Leu Leu Ay Leu Leu Leu Leu Trp 131028 WD 02/0S3591 28/31
PCT/L: SO1/ 51113 Phe Pro Gy Ala ARECYE Asp Ile G n Met Thr G n Ser Pro Ser
Ser 20 25 30 Leu Ser Ala Ser Val A% Arg Val Thr Ile Thr Cys Arg Al a
Ser 35 40 45 An Gy lle Arg Asn fsh LBg Gy Tyr An A@n Lys Pro Ay
Lys 50 55 60 Ala Pro Lys Arg Leu Llg Tyr, Ala Ser Ser Leu @n Ser Ay
Val 65 70 75 80 Pro Ser Arg Phe Sgr2d §Ser G%” Ser Ay Thr Au Phe Thr Leu
Thr 85 90 95 Ile Ser Ser Leu G n r%; € 1ty Asp he Ala Thr Tyr Tyr Cys Leu
A@n 100 105 110 Hi's Asn Ser Tyr E\E%Trb ghr Phee@y G n Ay Thr Lys Val Gu
Ile 115 120 125 Lys Arg Thr Val * Al Pro See/ Val Phe Ile Phe Pro Pro Ser
Asp 130 135 140 Gu G n Leu Lys SBrHid§ &hr Ajg Ser Val Val Cys Leu Leu Asn
Asn 145 150 155 160 Phe Tyr Pro“A@g‘g.Gg a Lys Val @n Trp Lys Val Asp Asn
Ala Leu 165 170 175 d n Ser Sﬁ n Qu Ser Val Thr Au A n Asp Ser
Lys Asp 180 18S 190 Ser Thr Tyr A§ Led Ber Ser Thr Leu Thr Leu Ser Lys Ala

Asp Tyr 195 200 205 Qu Lys Hi s J_ﬁjsEVaﬁ Jyr Ala Cys Qu Val Thr Hs dn dy
Leu Ser 210 215 220 Ser Pro Val TBrELy§ 88er Phe Asn Arg Ay du Cys 225 230
23S <210> 53 <211> 326 e212> DNA 243> A tificial Sequence <220> <223>
Description of Artificial Sequencé “Co}:js‘;énsus sequence <220> <221>

nmodi fi ed_base <222> |289) <223> az &, .50, Uqg her or unknown

PS
PS

PF2.12.1 Light chain (A30/Jkl)
MDMRVPAQLL GLLLLWFPGA RCDIQMTQSP SSLSASV
MDMRVPAQLL GLLLLWFPGA RCDIQMTQSP SSLSA
QPEDFATYYC LQHNNYPRTF GQGTEVEIIR TVAA
QPEDFATYYC LQHNSYPWTF GQGTKVEIKR TVAA
LTLSKADYEK HKVYACEVTH QGLSSPVTKS FNRGE
LTLSKADYEK HKVYACEVTH QGLSSPVTKS FNRGE



VF O (12/0S3; 96 29/ 3l <400> 53 gacatccaga tgacccagty tccatcctcc ctgtctgcat
Wt cacttgcc gggcaagtca ggrcattaga nrtgatttag gggaaagcyc ctaagcgcct

gat ct at gcy,odpAk&esT W aggtt cagcg gcagt ggatc tgggacagaa tt?@?hﬁ\?/%ns
gaagattttg caacttatta ctgtytacar cataatartt gggaccrags tggaratcaw acgaac
<210> 54 <211> 322 <212> DNA c213> Arti/Ji ci al Sequence ctgtaggaga

gctggtw ca trcammgwgg caat cageng aycckybsns PCT/ Cl S(11/51113 cagagt cacc 60
gcagaaacca 12C ggtcccatca 18C cct gERYENIE DURTINGt yggesrr 30C 32E <220> <223>
Descri ptiﬂ% of GArti fi gi al Sequence: Consensus sequence c400> 54 gacatccaga
t gacccagtc 5tfﬁ§§%ﬁg§cﬁggcaagtca gggaaagccc ctaarctcct aggttcagtg

~ gcagtggatc gaagattttg Caacttacta gggaccaagg tggagatcaa tccatcctcc

ct gt ct gcatzodapgabbnay 8 Ghwbi had BALRYALOM B8 GeRgifort 99gacagat
ttcactctca ctgtcaacag agttacartr ac ctgyaggaga cagagtcacc 60 attggtatca

. gcagaaacemol2fBxd-peaar gt gg ggtcccatca 180 ccatcagcag tctgcaacct 240
ccccayychc tttcggcgga 300 322 <210> 55 <211> 325 <212> DNA <213> Artificial
Sequence<M220> <223> Description of Artificial Sequence: Consensus sequence
<220> <22%3>nodi fi ed_base <222> (291) c223> a, ¢, t, g, other or unknown
<400> 55_gaaal tgt gtctcctgya cctggeccagg gacaggttca cctgaagatt caagggacca
tgacgcagilqﬂﬂcg ggaGe gggccagtca gagtgttnge ctcccagget cctcatctat
gtggcagtgg gtctgggaca ttgcagtgtw ttactgtcag aggt ggaaat caaac <210> 56 c211>
376 c212>dNAs<213> Artificial Sequence ctgtctttgt rgcagstact ggtgcatcca
gacttcactc cagtatggta ctccagggga tagcctggta gcagggccac tcaccatcag

gyt cacct ewoaapagecacveb0 2caagcagaaa 120 tggcatccca 180 cagactggag 240
nacgttcggc 300 325 <220> <223> Description of Artificial Sequence:
Consensus?®equence ~'f 0O 112/0;3; )() 30/31 <400> 56 caggtgcagc

t ggt ggagtitctilgt gcag cctctggatt ccagggaagg ggctggartg gcagactctg
tgaagggczcﬁigtw%asaatl a acagcctgag gtggaaacta ctttttacta gtcaccgtct cctcag

t gggggaggc “Cacytt cagt "ggtttcatac attcaccatc agccgaggac ctactactac <210> 57
<211> 358,55212> DNA <213> Artificial Sequence ttggtcaagc gactactaya

at t agt agiqrat 66AAIGHMA ASRI et c ATt L AFBEHh BETLMSLEL/cRbgdcqlda Ho9Uagggt C
cct gagactttabfcdggags£icdgadgaC e geagged a cghgotagiat t cakakact-atc 189
acgccaagamtetaaat gitaiga@dd adt@ebgitgyagagagat ggac398q4 chyggogesa 1@gggaccacy
360 376 =A2@rax228zcaPestad pysunaada ArtidecredtaltaSeguencaeacprsensys sequence
220> <2PERStARRALS FERchhsty Q2RIgI¢BIFPasgRrdgea atcatacgaa ¢, ot her @°lunknown
c400> 57 caggtgcagc tgcaggagtc gggcccagga ctggtgaagc cttcggagac acctgcactg
tctctggtgg ctecatcagt arttactact ggagctggat gccgggaagg gactggagtg
gattgggcgf;lqt ¢iatacca gtgggagcnt ccctccctca agagtcgagt caccatgtca

gt agacacgf,.cCgagaacca aagctgarct ctgtgaccgc cgcggacacg gccgtgtatt

act gt gcogtiagoaaloggigiantt at cttt ga ctactggggc cagrganccc tggtcaccgt

<400> 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 Gln Lys Pro Gly Lys Ala Pro
20 25 30

Lys Arg Leu Ile Tyr Ala Ala Ser 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 Sex
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 S5

Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln
100 105 110



<210> 58 <211> 418 <212> DNA <213> Artificial Sequence <220> <223>
Description of Artificial Sequence: Consensus sequence <400> 58 caggtgcagc
tcctgtrcag, 1agg gcagactccg ctgcaaatga ggctrsksyg gt toa
tgttggagtg‘f‘?g’g%g%gggc cctctggatt cacctttagc ggctggagtg gg?’gﬁlgsté‘gft"”

t gaagggccc gttcaccatc acagcctgag agccgaggac actyttacta ctactactac
gttggttcga cccctggggc cctgtccctc 60 ccggcageccc 120 caact acaac 180

gttctccctg 240 aacgattttt 300 ctcctcag 358 ttggtacagc ctggggggtc cctgagactc
60 agct at‘“g‘é&é(sti:ﬁ{r toydgt %@gﬁ%ﬁqg%tvafﬁysaﬁf‘és&e@gﬁ 8?’@@&*169 Wb yacat wct ac
180 tccagagaca dattccargam cacgctgtat 240 acggccg}zar’t attactgtgc gaaagatctk

~ 300 ggat abggacq &Gt ggggggq,aqggﬂgqyfgcg 360 cagggaaccc tggtcaccgt ctcctcag 418
<210> 59 <21%F 364 <212> DNA, 213> Artificial Sequence WO (12/0; 3;9C

31/ 31 <220> <223> Description of Artificial Sequence: Consensus seguence

. c400> 59 caggtgcagc acctgcactg ccagggaagg ccctccctca aagctgagyt agttcgttct
tcag tgcagyegec tctctggtgg gactggagtg agagtcgact ctgtgaccgc actactacgg
gggcccaggal®t éeat cagt gattgggtat caccatatca tgcggacacg tatggacgtc <210> 60
<211> 15<€P23¥PRT <213> Artificial Sequence ctggtgaagc agttactact

at ct at t aca’Ht dg%c 588t §ccgt gt att t ggggccaag cttcggagac ggagyt ggat

gt gggagcag,scaagaacca actgtgceccag ggaccacggt PCT/USOL/ SI 113 cctgtccctc 60

ccggcage Qe CRACL ALRAE el GLALG 240 HREARLANG 00 Lacegtctce 360
364 <2203¢3 a;fﬁsgﬁ&;%g@%géa@egi R e el e © 00~ 60
Gy Ay GeycdohyrSetaddaytéd tabtaecehy REaddeg Gc)‘.ctﬁg)(a cgég\écwtti 3010 15

PCT/ LI Sl 2¢¢8F1dS Appidacamt SakjdedcdidtbeatAgentdastfafcag RidtgRgcbiC40 et al . 20
Decenber 9260Faf¢R0 ct2t By t ANTHBORDRES JROs$4ISHll | abt 4E t GROAFERFEACTOR |
RECEPTORABRCPEY D LPETCI-AEN CEF TIIIREACARFIRTCR FOhet Expert Sol utith? in
Respect of Deposited Biological Material Referred to in the Description The
i ndicatiogps,relating to deposited biological material are all contained in
t he descr&p%)i Qn, The follow ng additional indications are not required to
be part Qk;fherflescription and should be treated as "separate indications."
They rel abesonbio apidie expert solution. The additional indications nmade
below relate to the deposited biological material referred to as Hybri doma
4.9.2 in<th® description on page 75, lines 8-18 The deposit was made in:
Aner i can GTypegCGedu gie Aol Mec Trprir§ ATEC)He 1 080 IleUnbare £3§ tALaBbld evard

Manassas, Virginia 20116-2209 United States of America d8 Decenber 12)

2000, under cgA\che;.hssi n PNurr?erAPTAr 27§9. MTheS adldi tional ig(r)l%i cations are: For
CA (Canadsf Hdst§n EEOFF T reédpelt it théHe¥iPghet R tfhada, sanpl es
of the deposited biological material will be nade available until the grant
of the CapgdiignLpakePtLeu0s1Rt) lvaihgedal e 198 Y 4y she @Appkication is
refused, or is amndoned and no lsonger subject tos3einstatenment, or is

wi t hdrawn, as provided in Rules 107 and 108 of the Patent Rul es under the

Canadi an TRatAngt AgcTyr @mayAsbySer 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 vVal 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



PCT/ LI SO1h1113 the issue of a sanple to an i ndependent expert nom nated by
the Comm ssioner (Rule 109(4)). For EP (European Patent) designation: In
respect o < ignation of the EPO sanples of the depqsi bj ol ogi cal
mat eri al \{/vviq(P%Bsejﬁ?rade avai labl e until the publication of ??erh?r?gln/tlllgin of the
grant of the European patent, or until 320 years fromthe date of filing if
the application is refused or withdrawn or is deened to be w thdrawn, as
provi ded®n ARal w2 8pn)SepfClivheal #pk shenPhingrRetpyl @ts 83 under the EPC, only
by the issue of a sanplfé to an expert h6h nated by requester (Rule 28(4)
EPC). For FI (Finland) designation: In respect of the designation of
~Finland, ypgik the publication of the nention of grant by the National
Board of .Pai.epts and Registration, or for 20 years fromthe date of filing
if the applicafid on has been finally decided upon without resulting in the
_ grant of <zaupatbemnt sbyidnke Nati onal Board of Patents and Registration, the
furni shing of sanples of the deposited biological nmaterial will be nade
avai l abl e¢®ly to an expert in the art. For GB (United Ki ngdom
desi gnat PRFRCLCFRET EGPECRIBT LERR GESF I Fi@ITabfctohesdap t 2Bt sRgdof t he
appl i canf‘%_j}%%é?"e‘bggg'a\?égza EEF &8t ggg?%ﬁ}rta? AEATIA5A2 93024162 1A%i shi ng of
t

sanpl es §g iy} %e 0 iﬁ;@ﬁt’biESF%t a5k g;géF WCETagﬁégrﬁ%éc‘éVQE le only to
J ° Ea :lc g aggaa t c:c ctca caatcagcag cctgcagcc 0 th
A e e e R e g

Patent Ofice, or a final decision taken by the Icelandic Patent Ofice if
the application has been finally decided upon without resulting in the
grant of <al@asent, the furnishing of sanples of the deposited biological
mat eri al <9434 1Bhly be effected to an expert in the art. PCT/USI | 1/ ~1113 -
3 For SE2t5wedEn) designation: In respect of the designation of Sweden,
until th&25pFPEacPBif™as been | aid open to public inspection (by the
Swedi sh Patent Ofice), or has been finally decided upon by the Swedish
Patent OhEL C8 eV INALL ﬁ@vcal@lgppeeep@o!@erds&P%@ut&rpgﬂ! sC, IA§PERL i on, the
furni shing;of sanples ot the deposited {y ol ogical materihal will be made
available only to an expert in the art. For SG (Si ngapore) designation:
Appl i cankspy HAreredly Tt V@enmir ces ofrgml/a0Bér ichh esllyi o1 hhatasaangd es of the
above-identified cukture shall be awailable only to experts in accordance
wi th paragraph 3 of the Fourth Schedule to the Patents Rules 1995.
PCT/ USOLFS IC1Y 1B PABKY iGdBNt LypRropRy NG AletPrgl LysFpredes 28 Decenber 2001
(20.12.01) Title> ANTIBODI ES TO*PNSULI N- LI KE GRARTH FACTOR | RECEPTOR
Agent's - XPF/.2 P i,catiQns. Rel ating,to_the Expert Solution in
Respect E\?L Iﬁ%ﬁoﬁll%t ggr §%8I % ggf A%gtefal&i ng %é?eg?:rgeﬁr% SE? ‘ralsetrh(gleyDescri ption The
indications relating to deposited biological material are all contained in
t he descseptdignserThey frak| omi pge addi tduommt 11B808Gaté0NsSuane my required to
be part ofsthe descriptiormoand shoul d be treated as "separatoe indications.”
They relate only to the expert solution. The additional indications nade
bel ow r eFar sPoPheh 813 dP5sTHredy HiYF ofiic 8l Hat esnafer &veriredCitso as H-~bri donm
4.17.3 in the descripti®on on page 75, |7hes 8-18 The def8sit was made in:
Aneri can I ll.ectio CC). 10801 University Boul evard
I\/Ianassas,SI%/ﬁpP?‘S%\lll}}a%%ﬁf%-%Ogyﬁme%%lgs%%ﬁ g‘gsof Anrerica on Decenber 12,
2000, under Accession Number PTA 2793. The additional indications axe: For
CA (Canada) designation: In respect of the designation of Canada, sanples
of the deposi ted bi ol ogical material will be nade available until the grant
of the CaRath amspatent, or until the date on which the application is
ref used, <8#23 8¥&abandoned and no | onger subject to reinstatenent, or is
wi t hdr awi2 &5 HpPOPRBEISi n Rul es 107 and 108 of the Patent Rul es under the
© Canadi an _Pafept Act, only by PCTI USO01/s1113 - 2 the issue of a sanple to
an indepgg b E4ga3001 ! %% xtt%%, e SO Selanal. LRUlE1Q2( 9)g . For EP
- (Eur opead Bt SUeSdust BR o CoBbL Al TRACHESL GALERn ot he EPQ
sanpl es @hggdiagsleResid@dadiptagital vrabeidial Wgkhodiecnmdecanayl a e until
t he publ icegidtengibabfigycagdtticofctitct heagigitha oftcbigyakdr apragtfpat &t , or
until 20tgezaasgds garutdt@adatoecodgghrs iqygccdtathettappitigcgtdaanatstgefarssed or
wi t hdr awgceg9ticsgal cERERCEec [Fachi atlade camtasesapregogettap redRakea28( 30 of t he
| mpl enent i ng Regul ati ons under the EPC, only by the issue of a sanple to an
expert nom nated by requester (Rule 2B(4) EPC). For FI (Finland)
designation: In respect of the designation of Finland, until the
publication of the nention of grant by the . National Board of Patents and
Regi stration, or for 20 years fromthe date of filing if the application
has been finally deci ded upon without resulting in the grant of a patent by
the National Board of Patents and Registration, the furnishing of sanples

L T e N v o



PCT/ US(I11/51113 - 3 For SE (Sweden) designation: In respect of the

desi gnation of Sweden, until the application has been laid open to public

i nspectio 5 Swedi sh Patent OFfi ce), or has been fl I eci ded upon

by the Swg |@:0 I%Jaa?ent O fice without having been | aid ope %t’é‘ysB?{ ﬁllg

i nspection, the furnishing of sanples g% the deposited biological materi al

w il be made available only to an expert in the art. For SG (Si ngapore)

desi gnat FeATCIRPH FEBAt s) hereby give notice of ny/our intentior7shat

sanpl es of the above-identified culture shall be available only to experts

in accordance w th paragraph 3 of the Fourth Schedule to the Patents Rul es

. 1995. E 1/ZU§; | 1/ ~1113 Applicants Filed Title Agent's Ref. . PFIZER I NC.,
et al. 20,{xkc er 2001 (20.12.01) ANTIBODI ES TO I NSULI N- LI KE GRO6~1TH

FACTOR | <RECERI(RsAR%nPF/ 2 PCT Indications Relating to the Expert Solution

. in Respect of Deposited Biological Material Referred to in the Description

The i ndi eatd>0Bs relating to deposited biological material are all:contained

in the desktCilptiegnleuTReéu fSsicl @wi Ayy &ddi tdwolal Glndirwacliowsy e not required

to be part!of the descr?pti on and shoul® be treated as 18eparate

i ndi cati " They relate onlfl 0 the expert solution. The additional

i ndi cat i g?f% PhadE b o’ T &4t 2% 8%% ﬁ%yd@ﬁogi"f €8 b3 8% C¥F Material referred

to as Hybridoma 2.12.1 in the descrlﬁtlon on page 75, lines 8-18 The
deposit Mas aBRUGpl fa1 ADBId16aMaT¥PE @Yl L4 8180kl eatyi of, GATGR), 10801

Uni versity Boul egard Manassas, Vigginia 20110-22Q8 United States of Anmerica
on Decenber 12, 2000, under AcceSS| on Nunmber PTA 2792. The additi onal

i ndi cat i ¥ Ide eBerFoYy €&r (Qandldarhdeadir getet Ton AlkrRspes@ectl afyst he desi gnati on
of Canada, safples of the deptdsited biologicakomaterial will be nade

avai l abl e until_the grant of the Canadian patent, or until the date on

whi ch thﬁé?ﬁﬁ?l%“ﬁt T I1e Seaf tigelisP AEni SraBEhdBRStrakee ABT I XSHger subj ect to
rei nstatenent, or is wthdrawn, as provi dedin Rules 107 arfd 108 of the

Pat ent Raiﬁem@%rsémeﬁ%dm%f’@t B8LfiCha QUL VY 7y, RETIAS(L1/51113 - 2
the issue of a sanple g® an independentggexpert nom na é by t he

Comm ssioner (Rule 104(4)). For EP (European Patent) deS| gnation: In
respect bfs tRhp Ideseégnatp Geroispt ber ERO Tyaampt asr ofyrt by, tepasipt ed bi ol ogi cal
material will be nade avail abl e untlok t he publicatiom of the nention of the
grant of the European patent, or until 20 years fromthe date of filing if
the appl V?:latTerrFlleclr‘bf; % SR oThr e hdawR loFeT $efeened to be withdrawn, as
provi ded in Rul € 28(3) of the I?’rf)? enenti ng Regul ati ons under the EPC, only
by the issue of a sanple to an expert nom nated by requester (Rule 28(4)
EPC). For,fl. 6Fi nl and) designation: In respect of the designation of

Fi nl and, <¢mitsi ot he publication of the nention of grant by the National
Board of <Pat-emtss and Regi stration, or for 20 years fromthe date of filing
i f the appis>cagnconagiassbeen finally deci ded upon without resulting in the
grant of a patent by the National Board of Patents and Registration, the

f ur ni shi ﬁ‘y’%‘f 9sarrp| es of the deposited biological nmaterial will be nade
avai | abl & g c%\‘-’rfaé%i%:r FIPIPEHER SFFACAEDF2 CREIUITET F2RE FRIED)EO

dos ona (T Sater o G et v K 1
appl i cant 2zl he R @%éa i T fik? 993 tf iiiﬁ@tz ni shi ng of

sanpl es eéactaa@at@ea@ﬁ&s@k ks RGLE g@éaeargg arza 8a 3%'8' e Onl y to
an experhcin the art. For (lIcelan desi gna |on I n respect 2@h th

desi gnation of |cel and, unt|I a patent has been granted by the Icel andl C
Patent O fice, or a final decision taken by the Icelandic Patent Ofice if
t he appl FeEPi ¥ has been final | y decided upon without resulting in the
grant of <%111ﬁaf‘é°nt the furnishing of sanples of the deposited biol ogical

" material € IIP%ThI be effected to an expert in the art. PCT/ USOL/ 51113 -
3 For % Rdést gnhation: In respect of the designation of Sweden,
until thg4@9ph¢ catl on has been laid open to public inspection (by the
Swedi sh Pat eat hfsaehia Ferhds bepnshi Al byl dagimedTmpeps b4t he Swedi sh
Patent O fice wi thout having been |aidwpen to public i m§pect| on, the
furni shing of sanples of the deposited biological material wll be made
available only to an expert in the art. For SG (Singapore) designation:
Applicants) hereby give notice of my/our intention that sanples of the
above-identified culture shall be available only to experts in accordance
with paragraph 3 of the Fourth Schedule to the Patents Rul es 1995.



PCT/USI 11 h1113 Applicants . PFIZER INC., et al. Filed . 20 Decenber 200l
(20.12.01) Title . ANTIBOD ES TO I NSULI N- LI KE GROMH FACTOR | RECEPTOR
Agent' s f s§BX- PF/ 2 PCT Indications Relating to the olufion in
Respect o oDoez%ggg(ed Bi ol ogi cal Material Referred to in tEﬁ'g% ‘s’g?lllg%i on The
indications relating to deposited biolggical mterial are all contained in
the description. The follow ng additional indications are not required to
be part &2 Bt Deskin pte dagahrd BA¢oked B¢ TredvedlasCinséparkape i ndications.”
They relate only t?%he expert soluffon. The additiotfal indications made
bel ow rel.ate tq.the deposited biolqgical terial referred to as Hybridoma
2.13.2 'énlyt E\és %é?cgﬁop ‘Fso%‘rgnl“eblag&;g‘z %gr Platiangfsla %9 ig :‘fh%eudgé%ss’lef was made in:

- Anmerican Type Culture Collection (ATCC) 10801 University Boul evard
Manassasg1yVivk girtoase20310p2208:Usi J edr H13t &5 @hy ARr s kA ped fMiecenber 12.

- 2000, under #ecession Nunber 8TA 2788. The addbotional indications are: For
CA (Canada) designation: In respect of the designation of Canada, sanples
of the depodht ddebfesl g dab diat Bra &luviispl Plive Admddraivai Tabldsunti| the grant
of the Cdéivadi an patent, oruntil the date ®h which the appléPcation is
refused,_ or .is abandoned and no | onger_subject tqQ reinstatenment, or is

wi t hdr awr" Sgn 6?8\/?5(:%5:; AYRUTEsPID 7 adde108 6 t(He B&ig’é“g Rll es under the
Canadi an Patent Act, only by PCT/L:SUf/sl | 13 - 2 tRe issue of a sanpl e
to an ingigpendent gxpert nom nated by the Conmissioner (Rule 104(4)). For
EP (European Patenigo designation: In respect of the designation of the EPO
sanpl es of the deposited biological material wll be nmade avail able until
the publication of the nention of the grant of the European patent, or
until 20<3farslfromthe date of filing if the application is refused or

wi t hdr awfeigr 3 deened to be withdrawn, as provided in Rule 28(3) of the

| npl emen‘fj]@g ul at.ions under the EPC, only by the issue of a sanple to an
expert nofirnated B EQuester (Rule 28(9) EPC). For FI (Finl and)
designatign. Ip respect of the designation of Finland, until the

publ i cat §QpcefgdahecdRghiN cOfcPhgit cbygdcher NakianakeBaak e Lhgfabent s and
Regi str attBrcadt hofca Bacycegg@gz%@@m tBggdatec kcdddabfg dabrddageqppbi cati on
has beengdttagbtgt decdatectaupodpdiabtdrodbadtastbd ickgrddetthegggenbgofisa pat ent by

t he Nat i crraatBoayr dtafackedtentzagandeRegi Stocaty @agctdaect wtaktsvicag 28 sanpl es
of the dejroshrexy BFutabRtabPcraigesdtalrasddtttbe ogagkagavaidtabietonl3Pot o an
expert iftaFEIET CAIBRAEES FERTPEEKICATHSAP designation: In respéét of the
designation of the United Kingdom the applicants) hereby gives) notice of
ny/our injghtion that the furnishing of sanples of the deposited biol ogical
mat eri al _y4l.l made available only to an expert in the art. For IS

(I cel and)2gdesbgnati on: In respect of the designation of lceland, until a
pat ent hasidbersmgeagiead by the |celandic Patent O fice, or a final decision
taken by the Icelandic Patent Ofice if the application has been finally
deci ded ® Wthout resulting in the.grant of a patent, the furnishing of
sanpl es ®fY FrHe Hepby ed WisoPByrenlCliater Fat Sk | t=uofty We ®Efected to an
expert inthe art. PCY/ 1J S01 /s 111 - 3 For SE (S#eden) designation:
In respe f_t i.gpat.i_on o ntid t i ion has been

| ai d opegglt %eﬁu%s’i gffrslgf)glf:ltei éc:enr %Bl;%wle 2®§V\gﬁﬁg sgﬁrP{a]tr eg gérgiac%:lél) , or has been
finally decided upon by the Swedi sh Patent O fice w t%out havi ng been laid
open to piblhile dRSPRCGLPMLeut BB frup Ni1shéRgred Ramplesnofset h@ydeposi t ed

bi ol ogi cal materasal will be nmadesavail able only tas an expert in the art.
For SG (Si ngapore) designation: Applicants) hereby give notice of ny/our

i ntenti ofeX Bap AanpyedsvfPronderabey dvidesn PFE édlctin Uee Sshaldl be avail abl e
only to expefPs in accordance®with paragraph 3%f the Fourth Schedule to

" the Patepts les 1995. PCT/ USI11/51113_Appl.icant iled Title Agent's
Ref . PRI DERTR < B 3o %@C&ecgﬁ%é‘re“%%ﬁ Ltég‘.sf‘z.&cfl)%;ﬁ!'f‘f%’c};l ES TO
I NSULI N- LTKE GROWTH FACTOR | RECEPTOR ABX- PF/ 2 PCT Indi cations Relating to

" the Expekia S@buUtroR1d WaRespee)r efs Dapogdit edr Biiel ngi ea) vateni al
85 90 85



Referred to in the Description The indications relating to deposited
bi ol ogical material are all contained in the description. The follow ng
addi tion i ndi ions are not required to be part of the j ption and
shoul d bgwtorﬂgg'tf‘g} "separate indications.” They relate 8&@ Jééplt‘ e expert
solution. The addi t| onal indications ngfle below relate to the deposited
bi ol ogical material referred to as Hybridoma 2.14.3 in the description on
page 75,114 Adés FBe1BPTHEr depadlivt ClmaSinethe Len VAhemrceal Fypese€ul t ure
Col | ection (ATCC) 499801 University 1Bdul evard Manass®<¥, Virginia 20110-2209
United States of America on Decenber 121 2000, under Accession Nunmber PTA
2790. The,addjfional indications are: For CA (Canada) designation: In
" respect 11t>h§2de3| gnhation of Canada, sanples of the deposited biol ogical
mat eri al .aMsL1 ppe made avail able until the grant of the Canadi an patent, or
until thedatemensadieal the application is refused, or is abandoned and no
| onger subject to reinstaten;ent, or is withdrawn, as provided in Rules 107
and ~J8 ofoothe3 Pat ent Rul es under the Canadi an Patent Act, cnly by
PCT/ US( 19931 ¢9pa- tgaccEp-q Seepscefccacsarpbeatt gt anrgoagke pesrEhcexper t
nomi nat e¥fFPFFrEIE @ﬁﬁ??%%qaoﬁ%&“fl%ﬂaeai%@r?&)g IFEFIEPCK Bargreasr Paf ent )
desi gnat {2 °r € %8?‘:‘351‘ g? S ﬁ%ﬁCFB?F‘toFafarfégEﬂﬁt)gg'é%ﬁfﬁF‘éas 18f the
deposi t 67 hgﬁ)c gc J tegl’l gl’ja ét:rﬁga'éiia\zgfgﬁgf‘ég @fé’f‘-?ciagfﬁte 2@§Ib| i cation
of the % ?(fteg Eur ope%n paf ent, ,years from
t he date of f|||ng 1 f the appllcatlon is refused or vvlthdravvn of is deemed
to be withdrawn, as provided in Rule 28(3) of the Inplenenting Regul ations
under t he1BPCl4 onl y by the issue of a sanple to an expert nom nated by
request er21Rul®@ 28(4) EPC). For FI (Finland) designation: In respect of the
desi gnat 101#>ofRTi nl and, until the publication of the nmention of grant by
the NatitHaP HR¥Qr tPRIE Pat ents and Registration, or for 20 years from the
dat e of f I | n if the application has been fi nal | y deci ded upon w t hout
resul ti n n t he f Patents and
Regi st rat |1on ‘hﬁ qﬁ}r %?xohllﬁgé%%f gsaﬁg?{eéegolfeut% gpom tg E)&I ol ogi cal
material wll be nmade available only to an expert in the art. For GB
(United Admgeompldesi gnatmentys! irg aspact ofn the designatd arpof the United
Kingdom the applicants) hereby gives) notice of ny/xmur intention that the
furni shing of sanples of the deposited biological material will be nmade
avai | abl ¥fAlY T8 2t EXpERR IWF P¥re Cay tLysPbya P (Uveedzandgu ddsignation: In
respect of the désignation of Ict¥ and, until a pdfent has been granted by
t he 1 cel Patent (Xfice, .or afn decisio enb he | cel andic
Pat ent C}a |(&:\‘§§ p? e a S‘|oIL|e3a B oA S8 f}}ééngﬁ mrg K(’t 4 fﬂﬁon Wi t hout
resulting in the grant of a patent, t he furnls |ng of sanples of the
deposi t eskbizo) agircaly MRt eniadheWrhd reflrbeL£kbeatgdidocan wypert in the
art. rcél usons~ i i3 - 30 For SE (Swedem)s designation: Imorespect of the
desi gnati on of Sweden, until the application has been |l aid open to public
i nspect i & fBy RbR A 19 ERN Shir PRytrefys Ckf ide)HisopshagsrbeenPfe nakl y deci ded upon
by the Swedish Patent B fice without h&ing been laid ofen to public
i nspecti h ni shi S f the deposited biological materi al
will be érlrnadgga\elcé e I époﬁﬁy WS X %EDG?U ﬂ Lt‘yns the art. For SG (Si ngapore)
desi gnation: Applicants) hereby gl ve not| ce of ny/our intention that
sanpl es of the above-identified culture shall be available only to experts
in accoréanseisn th paragraph 3 of the Fourth Schedule to the Patents Rul es
1995. PCTA13%(11/51113 Applicants . PFIZER INC., et al. Filed . 20
Decenber<22361PN220. 12. 01) Title . ANTIBODI ES TO I NSULI N- LI KE GROMH FACTOR |
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<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
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gtggtggtgg
gtggaggtgc
gtggtcagceg
aaggtctcca
cagccccgag
caggtcagcc
gagagcaatg
ggctcecttect
gtcttctcat
tccectgtetce

<210> 28
<211> 326
<212> PRT
<213> Homo

<400> 28

Egpaacccaa
acgtgagcca
ataatgccaa
tcctcaccgt
acaaaggcct
aaccacaggt
tgacctgect
ggcagccgga
tcctctacag
gctcecgtgat
cgggtaaa

sapiens

ggacaccctce
cgaagacccc
gacaaagcca
tgtgcaccag
cccagceeccce
gtacaccctg
ggtcaaaggce
gaacaactac
caagctcacc
gcatgaggct

atgatctccc
gaggtccagt
cgggaggagce
gactggctga
atcgagaaaa
cceecatceccece
ttctacccca
aagaccacac
gtggacaaga
ctgcacaacc

ggacccctga
tcaactggta
agttcaacag
acggcaagga
ccatctccaa
gggaggagat
gcgacatcgce
ctcccatget
gcaggtggca
actacacgca

ggtcacgtgce
cgtggacggc
cacgttccgt
gtacaagtgc
aaccaaaggg
gaccaagaac
cgtggagtgg
ggactccgac

gcaggggaac
gaagagcctc

420
480
540
600
660
720
780
840
900
960
978

Val Phe Pro
10

Ala Ser Thr Lys Gly Pro Ser

1 5

Leu Ala Pro Cys Ser

15

Arg

Glu
20

Ser Thr Serx Ser Thr Ala Ala Leu Gly

25

Cys Leu Val Lys Asp

30

Tyr

Phe Pro Glu
35

Pro Val Thr Vval Ser Trp Asn

40

Ala Leu Thr
45

Ser Gly Ser

Gly Vval His
50

Thr Phe Pro Ala

55

Val Leu Gln Ser

60

Ser Gly Leu Tyr Ser



10 110% & ()-10 10 10 310% & ()-G f &OF10% & () - @ S&+F10% & () - @ S& F10%
& ()-@7?bW4, 10 310% & ()-@(8)10%)8&' ()-@?)mcgzﬁ)c(y)&@?)lo%\%\}f)-@3100%&45)@z@iow
flo%&(), HhU4310% & () - @10% & () - 6 & () - b
& ()- ot T‘% l)lelO%& ()-@W | el310% & ()- @10% & () - @%ﬁg}gg’f&& @10%
@lt _?bU4310% 310% & () - @10% & (12s@10% & () - @10% & () - @10%

10% & () - @Z>bU4310% 310% & () - @10% & () - @10% & () @10%

10% & () - @BW.| elnvk bU4310% & () - @10% & () - @10% & gu @W | e1310%

{' &Eé SE@Va&UXBid“%&Va(l) PEB\REF eFT10% &he) i@ Timeds (P @L0%

10}9& ()- @37_2?bUa320% 310% & () - B1O% & () - @B10% &) - @B10%

@

@

@1

& % () @AB 43100 10% & () - @10%
@310@%“86 %%L%‘V%%( p%% F/lﬂ:ir?} |%§1\4§%’Uﬁ 015}) %}Q@fﬁy % & ()- @10%
@W | el 310% & ()- @10% & () - @: bU43310% & () - @W [ e1310% & () - @10%
@BL0% &=
@

109 &1 )1 @ARYLES (s @y2DUMBI0%E Yo EBA0ps&bfd A 1% & () - @B10%
10% & () - @BLB% & () - @nN bU4810% & () - @10% &d ) - @10% & () - @10%

Ro R0 Ro Ro Ro Ro Ro Qo Ro Ro Ro

@10% & ()- @W | el 9 mvt bU4310% & () - @10% & () - @10% & () - BW
10988 U3 @R20OHY&ETT SEd hlopze rLeu Phel PHUR32 09589 L \Aspe1310%
-@10% & ()= @310%& ()- @310%‘& ()-@ e f g 3 j 0SbW4310% & () - BWB10%

) e B MO, 4 e 1%%%’% i B il

mvi bU310% &' () - @310%& () @10% & () - @W|el 10% & ()- @10% & ()- @
bU3109%418&'séy @ V¥ jue A3d 0% &61(u) vAB B0 e Asd@ER %0y& (a1 @ & ()-@!1%0!;
?bU3146 310% & () - @B16% & () - @B10% & {95 @10% & () - 0 & ()- @10%
@ @A Q\!glrloQbU #310% & ()-4 ,#310% & ()-4 #310%& ()-4 ,#310%
MToFER (I @y partAle | Lysl PRSI, BEI1B0% G1¢ )Gl CHBPOSAEN() -4 | #310%

KIML , #310% &¢3-4 , #310% & ()174? I1111110S3bU, #330% & () - 4, #310%

4
4
4 1 0% 0% 0% & ()-4 | 11""""BbU, #310%
-4 /%%%%‘8/& ?%‘ ai#%f éag §§ zAf‘ %%1 %’ G]zP 2R 58 & () - 4
"t DbU, #310% 1 RLML, #310% & () - %#310%& () 4*% #310% & ()-4 , #310%

4 $8100 810)oh S1L L BIGEE DUAID, FEA0SL) 4, #310% 8 () -4
#310%& ()-4 1#810% & ()-4 ,#33806 & ()-4 , #310%08' () -

Wt TABU, #310% & () -4, #310% & ()-4 , #310% & () - 4 ,#310% & () -4
| #310% &AY3) Pro GLRINLY Lye Thrss@bwe#&y@%r& )5 &1y #BHODARAEY AAu, #310% & () - 4
L #310% & () 2%° / KIMLL, #310% &Y5) -4 """ """ #sSTBEP #310% & ()-4 . #310% & () - 4

9 9 <bU, #310% & () - 4
ﬁgig?;o %iﬁ Gin /V|§ NTn'yr#:Tg}]fP £OE§L 1£1)o gro %%%OA{Pg& () Lllu #Nﬁ#t':t##}ﬁ# : bAU ° ()

230 235 240

QDEO?;
w 1 1 1 1 1 1 1 1 1 1

| 21
(
' (
' (
' (
()
' (

Ro QDQDQJQDQQ

W

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 His 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
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<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 80
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 tgttggagtc tgggggaggc ttggtacagce ctggggggtc cctgagactc 60
tecetgtgcag cctctggatt cacctttage agctatgcca tgagctgggt ccgccagget 120
ccagggaagg ggctggagtg ggtctcaget attagtggta gtggtggtag cacatactac 180
gcagactccg tgaagggecg gttcaccatce tccagagaca attccaagaa cacgetgtat 240
ctgcaaatga acagcctgag agccgaggac acggccgtat attactgtge gaaaga 296
<210> 32

<211> 98

<212> PRT

<213> Homo sapiens

<400> 32
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5

10

15
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Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
€5 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 20 95

Ala Lys
<210> 33
<211> 296
<212> DNA
<213> Homo sapiens
<400> 33
caggtgcagc tgcaggagtc gggcccagga ctggtgaagc cttecggggac cctgtcccte 60
acctgcgetg tctetggtgg ctccatcagc agtagtaact ggtggagttg ggtcegccag 120
cccccaggga aggggctgga gtggattggg gaaatctatc atagtgggag caccaactac 180
aacccgtccec tcaagagtcg agtcaccata tcagtagaca agtccaagaa ccagttctce 240
ctgaagctga gctctgtgac cgcegeggac acggcegtgt attactgtge 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
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<210>
<211l>
<212>
<213>

36
97
PRT
Homo

<400> 36
Gln Val Gln
1

Thr Leu Ser

ser
35

Tyr Trp

Gly Tyr Ile

50
Ser Arg Val
65

Lys Leu Ser

Arg

<210>
<211>
<212>
<213>

37
250
DNA
Homo

<400> 37

gaaattgtgt
ctctccetgea
cctggccagg
gacaggttca
cctgaagatt

<210> 38
<211> 96
<212> PRT
<213> Homo

sapiens
Leu Gln
5

Leu Thr
20

Trp Ile
Tyr Tyr

Thr Ile

Ser Val
85

sapiens

tgacgcagtc
gggccagtca
ctcececagget

gtggcagtgg
ttgcagtgta

sapiens

Glu

Cys

Arg

Ser

Ser

70
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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 108 of
the Patent Rules under the Canadian Patent Act, only by
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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.
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The additional indications are:

For CA (Canada) designation:

In respect of the designation of Canada,
samples of the deposited bioclogical 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
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For EP (European Patent) designation:

In respect of the designaticn 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
nominated by requester

of a sample to an expert
(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 applicant(s) hereby give(s) notice of
my/our intention that the furnishing of samples of the
deposited bioclogical 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.
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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:

Applicant(s) 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.
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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 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 biclogical 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

}
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the issue of a sample to an independent expert
nominated by the Commissioner (Rule 104 (4)).

For EP (European Patent) deéignation:

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 applicant(s) hereby give(s) 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.
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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:

Applicant (s) 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.
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BApplicants : 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 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 scolution.

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 12, 2000, under Accession Number PTA 2730.

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 reinstatenent,
or is withdrawn, as provided in Rules 107 and 208 of
the Patent Rules under the Canadian Patent Act, only by
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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 applicant(s) hereby give(s) 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
bioclogical material will only be effected to an expert
in the art.
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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:

Applicant(s) 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
1985,
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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 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 3.1.1 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 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
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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 applicant(s) hereby give(s) 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.
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material will be made available only to an expert in
the art.

For SG (Singapore) designation:

Applicant{s) 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.



