COMVBI NATI ON TREATMENT FOR NON- HEMATOLOG C MALI GNANCI ES
USI NG AN ANTI -1 G-- I R ANTI BODY Background of the

WO pwebs6en The present invention relates to a PEl/ImBAonf02096
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treatment for non-hematol ogi c nmalignanci es conpri sing
the adm nistration of anti-insulin-like growh factor
| receptor (IGF- 1R) antibodie$, in conjunction with
ot her therapeutic agents such as chenot herapeutic

CAyETNAS IaN FRESTNENTAFOR Ner-EyATOhecinenl.iaiAfdIke WHroeM AN ANTI-IGF-1R
afvazgoor (1 GF) signaling systemplays an inportant role

in the growth and devel opnent of nmany tissues and
regul ates overal | gr owsfakgrbiteibr iha-1hvek®ngr owt h fact or

(I1G-1)_is a 7.5-kD poly tldetatcrcua in .

pl asma "6 AEEANt JBYFE F‘%@?gﬁ% A h°§j 8 ttr@S{rré Fjori fon-hematologic

Nosdlighdnsissl esmprisGE-ttle sdninistzibre of areltihsubin-fifeegrewth i fagtord meceptor (IGF-

anl‘fi{ ﬁtlbodlgg 91 '.1[0 Jt%Fla Q@h olﬂgqhérépé'uﬁgyd%%@um aMw%Fnotherapeutlc agents
or sustalned proliferation.

Tlﬁééémﬁ@r’?' ”t%v?ﬂa/s i ncl ude, anmong others, human diploid

f I br obletissulireiXet di@ith ddctet €IGFS sxgsmgtshsta’usﬁye a0 dihpataniTrole in the

)&H&HP gﬁésg\iel nrenlé%taofbrﬁaenlglttéwg%ﬁ%?%;%Ia?e%l Av@r’all growth Ir‘srlln -like growth
ThHactdri (IG5t-1)9¢ e .5 pdivpeptidgrikal Greulakes Ip@taﬁwgw pug@gqqq@nt{aaons and is

| Gateltantih MdkEds8GesC ﬁiﬁ U'sﬁﬁulﬁé@bél[f&ﬂféiédh@fbnoénd cell proliferation, and is
differentiation is

f
i HE‘EH"’F?\ béfnogtlm?r%raﬂ?g |C%Ft(¥&‘%cf8r su&tg ﬁgé H{Ollfe aI 18?1 S')Flget%E c?lhtgpes include,
| Gifrchg bthesphunan diitied fik@pbldsts, epithpliad cells] sarooth rRYsclegells, T lymphocytes,
13%9%2@9‘“@ Hyeloelis/ f‘?ﬁ:ﬁdt‘bﬁyt@é'I BetBodissts A4 bBhdharersibmickls( a

Fomei e T Peguh e aregons i Eokng 6, o P b ool
953'rwfér§tro&rt$ rfetentiation s bineing of WGFR-h ot IGME tenibsutinet amnﬂaphyswloglcal
Cyl, Rgenﬁgﬁﬁ ﬁﬁqug)rece @F Tlﬂlem# mgeo@BtBF ELSRY 15 %rﬁ?o%)ed of two types

have fects east
coﬁpetmntts 78 |a5ph@ pyiYNh 1agr1gs 59@%@%0@%.%@’% ffacBibiar and functions
as§ Agdratdireihgy\aidla bétrsdbunit (d BBKD asdrailiratsprbtein)weigntransmembrane

VA
phvglc&oglafr‘elgldorgﬁlas]) a(t;ﬁ 1”d'”ﬁ§5§%r ?nsra(o(%:F:BS‘f-"tss)eg@Sa l?rcf']wth |nh|b|tmg effects by,
deat édastimeart, compesiivdly eindna 62 904 pr@ver@g@thatr PeRRciatiNitn IGF-1F. The
| Gherhcfdnk Sodtilehi I@FL‘IV 1B h@ﬁlieé’ndafGF&PSl Hpce n{éhy‘ﬂlpﬁysmlogmal and

pr or ece tor pol t| de t hat ocess

gl W&g gltqr%:ﬁss % eaélcg?i/e?l%onlﬁng g(?glgband ne gbopé/ repulat{on

bondi ngr HedGﬁQ@IH‘hﬂltally sintheaizechésia eingle ThRiD proreceptor polypeptide that is
heﬂrg(!eg&git Wosﬁ_ﬂm?rﬁéﬂeagﬂct MvadedRAd %H\@IHM B&'\dﬂf@QOta\éﬁbmble into a

bet a-su e beta subunit S'zﬁ %)0'31 beta-subunits. Th
| | etHE- 4R05D AR A e PSP IRING S 2R3 PURUPES aﬂﬁq“@ eta-subunits. The
aCKdté/i;LIb)dmi(@ posgeksasaipardi-activadtetyobige sihasegacidty h Waiy sctivity is implicated
rre Itﬁ 4€$}R9a;é%é %’ﬂéa@e acn)\ﬁ & involve autophosphorylation of the

ation o et a-subunit and
phllﬂéfpﬁth'F 2 Pd?ﬁSR‘j‘Pfyla@nq'@f -4BBYtsi'dees. There is
consi detrhd © c@\é’idéfélb[‘eﬁbvfdélﬁce&orr DR fHraGF1Ghd/br BT RN the maintenance
IG-1 Rinth i nt ena f
i nof\}LiJl‘(}%’.CGfS# YI?IO lé?vwevlos rlkgl'-re 1e IQ vglg gfer ed&fé e!d%rb rlrjﬁw}slé %’ L91I93IQ§3er et al.,
( KaiGsecerdtesallin, Opcol. G4ARCE5- 6@&51 99@;|-Moodm§@l} Lifq $giences 52: 1161-1173,

??@f@ﬁaca&@?& ; ol MoQFhYr ﬁés @0 251 ok €7, $0003 et Bdllack et al., Cancer Lett.

A oAty Fopba e ol o ST 0E g ipo; Sl 0, cancer
38Re322Q -728070009 8990; Foesigerbalet/. @iin, [nvedridei41Rekd23,41989), prostate and
7@%81&101%%%&@{”4 en (9’17 @j'nljocmg?nlﬁ%b Res 604@16 1992; Guo et al.,

I n. lnves
14@@8@@2@0' 11@@9)1101p‘r18§t 5?98) arld @9itigh ‘@ﬁehﬁ‘aﬁ’eé"ﬁaé‘m%ta” autocrine
et stidwatorbf h@hih gliomee (Santisdrg-NMetast.et 25:Ca09-FEE653: PIDR2478, 1993),
@Quo et al., Gastroenterol. 102: 1101-1108, 1992). In
addition, I G--1 appears to be an autocrine stimnulator
of human gliomas (Sandber g- Nordqvi st et al., Cancer
Res. 53: 2475-2478, 1993),while I1G~1 stinulated the
growt h of fibrosarconmas that overexpressed | G- 1R
(Butler et al., Cancer Res 58 3021 27 1998) In




particul arly those capabl e of augnenting or
potentiating the anti-tunor activity of other anti

woe@ploessB ¢ agents, is necessary. In view of tPET/IRREF002096
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that 1G--1 and | GF- 1R have in such disorders as cancer

and other proliferative disorders when | G-1 and/or

| GF-1 R are overexpressed, ant?bodies to | G- 1R have

been produced that block binding of IG--1 or IG--2 to

IGF-1 R Such antibodi es are described, for exanple,

in International Patent Application No. WO 02/ 053596

pUASiile $3fed stravlsted the apaydip of fibrrsaicames HhAAversxpresRed IGF-1R (Butler et al.,

AUnk&atdsOBs: N@@LZWQ@@/ Qﬂ-QMYOnaMleM@IQWﬂOﬂkﬁ@ﬂrﬁbrmblotehels of IGF-1
publ i shed Februar

Aﬁﬁy? e%trHC@ﬁsqqor %\?}[)cwirb%a@ﬁirs Icgrtﬂ%?r&ip gcrﬂal ual i\r%%nlbg 1 levels in the

2 0% notrmdi'enangt (Roseanl et Bt Bertds Apgodrinelt Mefab.NG: 1&@51 1999). ' For a review

O4Jf 91%?}8'%3@': W}I@II: H$£b%ﬁ}o:5ﬁ{f&a%ﬂ$?%l%}%@n thé GRdlvth bind fdriaftdr AAdn tumors,
tion 0008, published

Deﬁ?én“r‘@é@“'% B’Zéd%ﬂ”“l”n@fe?ﬁb??ooﬁ%ﬂ Pat ent Publication WO

04/ 087 Mnfperdusiidssdvad afdricofiastic 2dent28O 4urramtig in use. Docetaxel, one of a

L%&J n %@8%‘ @elleg qg)?%é A‘g@%@%ge%d %‘Bm\& Qﬁé Qmsr@e%gl’es of yew trees, is

anuar ecause O elr bi | Iy
dhtbflretﬂﬂﬂ@nwrrmﬁnté‘e'ﬁhowsﬂﬁ'gﬂ'f\‘Pa'I‘t'yﬂ)‘iiJﬂ"HR/\Fﬁ?PO”F‘i rafes’fhan doxortibicin, a very

dea%’m‘eagﬁeﬂt by Wﬁl@ly&ié@d? cI@é’ﬂﬁdtherdpG'_m 1 ﬁﬁtlt-linborféaiﬁﬁsnt of rhetestatic breast
cancer
aB%le[r1 Bﬁc‘t iaxia Oéd?) {Sa%ﬁr} cherﬁ?té%rjg dyghr% nasggls‘n% %h@% demonstrate

' r ehcaeasee smrwvajtaammp@eotame ﬁd\taﬂ@iﬁ*tl?ﬁ%%t canegfi cemgargs e combination
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SUsMBoMy G ctdng v'nﬁl\éﬁrﬂ\%' é)Borﬂ—rh&wlyplﬁééa @éﬁimém\ﬁﬁmﬁ bﬁl’énl opulation. Median
dlrected to a

ORI R GPE SR Mo Sl e e e oAt Sitece than
t Heamli@nycincO pcangiinegiont high sinklpstioé, andthaPet-yaer nng retR significantly
a{%réﬁ%ﬁazq?fbﬁﬁrngpl%gﬁlﬁcﬁ'clz\Jeyal@&gft?e%ﬁ' r’é@oraéfp%‘rt d&etz28 in other human

Mor e partlcular g t he Eresen
 roRlisnansies; SIChiRs @R ung, NaR BRRRIK SGREE PR RRICTERYS GRS
of adnmi H’ucﬁﬁaﬁml Bigo taD téare,phihdseid ndicrotabdléh@ady préants their molecular

2P (gé:alg%é bo %ﬁ?uﬁ g]tkgéls](mg)ﬁ élmsﬁrﬁn@htﬂ%é %dm Ly i place the cell

| east one agent
s e¢aecmteid'ldenrmﬁwge‘feg piap Pedirapldt AY eBectiyhagang) piatiphigreinomas and

ag&ﬂgmmab&ggﬁggwgﬂbggonlst a pyrimdine antagonist, a
cytotoxjc antibiotic num

0
vi nca all—lwmogel &her%{)ytcsgge ggr*éar ed%lée Inq%\p%%?r}% ns@ o“ %&%’CS fbr women
i maithohdropne-repebta-pasitivepriedst pﬁ@praplj'arwéeﬁ is t||1q @eprg\oaqﬂﬂgprapy that has
} g%eﬁ%duhemé lbr’?gegtnﬂ‘neﬁmﬁo %&?&m if bi6ekk ine é?feBtd& ebfodahl BRBreast cancer

e erred odi_nent of t o
| AR PBRInG (R Go A4 Bl PRSI Loy Sl TR I 05 n post
pr @pedphisas worher), aad by B0H50Y iabfermeértopadsel wéToerat alsGHoVIRs éﬂe risk of a
Kd th #rédid Hréat, Bhd EQTsIed dcthrlF’é ression of
be né\%\;eterga%ﬁﬁgrpgﬁrgq &él_oﬁ %Sﬁ G- 1 ert h an | C50 of essﬂgg
t hedyaneed diskeset n anot her preferred enbodi ment of the
pr esent Inirébéﬁmebt%narohbﬁs@iﬁhlbﬁdr%vﬂa bEeraurtet lae Hyrmooaiirerapys This type

2)%%5;1 eavéséﬂgﬁlende% dd%ﬂs %&%&Gﬁa S e%%lﬁt l’ﬁ)ﬁ@&‘%r@@e&or-posmve

f r eadt hencgr: dUWOFWImkIng ¢hegrodpctiop, oj_est@gg_rgm znusge nd fgt tissue, which

4.. tl’ﬁ)e mﬁrn]sz)ur%e oﬁ@ﬁro@erlmluorﬁé’ﬁﬁbe(y&)d @ehdp@lide, aftaiwhich the ovaries stop
aci d sequences of CDR-1, CDR 2,

conpr.i si.n
anflgpse %E?H§We§h? FH8E ™ sel ected fromthe group
consi st Progtaefcalcet B, the mRst8MMEn ganter. d the eond cguq_epfgancer death in

CD&eﬁ intthe» Urfbd @Qess SRRNGER AW 1ﬂigalcd&§éb9&spr6§tﬁmcbrh&r present with
sequences of an antlbod%ﬁselected f

comeiegiglicgsepsen Howeyer, i the rest, metgsiases Wl ge‘f’ P4 e%%‘%sfoea"me”t with
angurgery, radiatios at Wlediex) therapgsanb eosg metekvsdsadll é\reotuﬁﬁyﬁ-ecome refractory
group consisting of conservative changes, wherein the
conservative changes are selected fromthe group

consi sting of replacenent of nonpol ar residues by

ot her nonpol ar residues, replacenent of polar charged

resi dues by ot her polar uncharged residues,

replacenent of polar charged reS|dues by other polar

e 4 a



am no acid sequence of the heavy chain of antibody
2.12.1 (SEQ ID NO 49) with that of germine sequence

wORB085(B34 1)/ D3-3/JH6 (SEQ I D NO 50). Fig. 3BECHIBR685/002096
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an alignnment of the am no acid sequence of the |ight

chain of antibody 2.12.1 (SEQ ID NO 51) with that of

gernm i ne sequence A30/Jkl (SE€-1D NO 52). For Figures
3B-E, the signal sequences are in italic, the CDRs are
underlined, the constant domains are bold, the

f ramewor k (FR) mutations are highlighted with a plus
sitaghorionsl) tredsmest. t Hieavdenof béroothesadydife hampnepRrfractory (androgen

a5t&H drslacrhmdanisidieally b
%ﬁ%%éng%}lﬁ d;ﬁ!r;ggg{éhglﬂws% (gaﬁg thﬁP@)rha c I GFI A ally by poor

asfirzsy andshigh toxiciy. alll\l&w gag@epgcfa\é\%m‘n@;._d‘oi Q)Eell have shown a survival
p hesiheley pesibiepsiagvialegimens TBedp@ils Posttivertsers, thei rgegian sirvival of
S?:%\B? th‘%&{ %gtle? lv% Jocga%ntah&)gﬂa\émgorqe&s?on anh! Sf"njr'oﬁths clearly, more

I'n VvIivo Descrlptlon
ofeffedtiee reginens ?rerﬁeqPﬁéd for e EmtmprhPEHRPE RUFE di rected to

the tr %ﬂlﬁd’(@ﬂtsoﬁfe Md&nﬁyeﬁmléﬁlé)@h@-ceimén geatmeitehave been successful,
i ncl

plcgrgﬁgtlfe g%pﬂrrésgg atH%s ree%wwen[saqrgmfrg aFkiy o%‘éé‘f(/éqagnd tgF patlent population

r eefikctorygs dpheyeatmenta irdstip éanger cBLP, cde&%lwr% of ngy %PPGUH% fegimens,

S%'aﬂt&lér@%s% @batid1bi llgMerting b pateniiihg Bk dﬂmdmcﬁaabtiv}ty of other anti-
advanced (netastatic) cancers are within the

s@ﬁ%‘éasa? aQ‘?‘??p‘P@%‘?ﬁs Ynvention. In preferred
enbodi feries of theerotestthas dGBH anddGpri@shkave in Aydrdisosders gs cancer and
used, {;rgllfgrgﬁ;vetc{ SAfPBMendE Fh ra%@/%F IGFHICRE ové?é@ﬁés@éd? antlbodles to IGF-

d [
O g L A ALBe FRSCE RS oo
I RiettGiBed, ®dr ekdiaplé, rremtelmﬁbnabf’atammphlmﬁrmrd*l@gv(@ §2/053596, PUb“Shed July
%Qébaﬁn%teerﬁ?ttoﬂﬁtpa@én‘? fA?)P ??%ﬁ’&' Rod. Wo WA 16867t AR WO 051016970, both

nhat 1 on resent i nvention 1 blished
emhlph@,d Februeyy 2 2 d@‘@ﬁ‘@&onélr%at%{“@P@@%’“%f“%%g?’/ 13981, publishe
a'd@ébrﬁ&& BINApod3e SThihilidra0 Rakspoi Agphgitiemda: epla CaBa8ofpublished

St \ a%SE'ERD %Iok%h@{ aﬁ?ea@ erf]aﬁ:%stm n@rg{ﬁ]fa%&gltlﬁé’ h\ﬂ/%o RaALEKS, published

hylhcerobﬁbret i261e3; dmgmtentﬂqpl@pwawp-[(péﬁ/qgi[@q)ubhshed October 14,
V\E"Q%Pta(ﬂé Q@ RLEbNEIZANPA ||cat¢d%rNBJﬂﬂO 0@0((533%“3% Sddkhry 26, 2005.

( [@pp@ls Onllflgg&llltglte%ékgcﬁae gr ??SIS%\ IV% ¥1 t |? deswable o unse such anti-
t heFﬂthﬂlﬂbiﬁilesfto tréxe cpmoes @atllchquJmhgmalio@glcal mallgnanmes in patients to

3 SartePbatrRent | |
RUAPIREPLAR ok L O o bt sore
i ne) synthesis. Methotrexate
( IVATREthe invERFOMAE drectddrtb merhetiendafbrethé NEAITREDS Rl agvadced non-
)é%dm%@?gm g)gtu{nplrﬁ%@eoam mnirecattrﬁerﬁtﬁoﬁ@mﬁg the step of

Eresent I nventi on d
aohﬂntlmsiﬁlng@ mpﬂ'enb%ﬂi‘é'tap@%'é@'yé Ve HRPYSH P sa“mwﬁ%ﬁ gptipody-
synt haslﬁor@'ﬁgrtlgjlé/rgl fAa iedent iivbitioh & dretted® £ methyd comprising the step of
tr ans\}gér%gﬁd W%%Ie%? neanstlg)/%c{y%ag ge%ﬁl @:%md% ?’ﬁé#%n combination with a
arthagpnmhsiﬂg effgghivebdnnoughof phieast iopg/adep lqcﬁadrﬁvm the grepreconsisting of an

Syé'flﬁx“a Dl\%gégen{A% f&é{t@'amagém& AR, anta@&Mstaé Sﬁotbﬂi &tibietic a platinum
roducti on

N RTPBEN BB 7 HEGR %@%l?.aohp?‘%%er?ﬁ? R{RF. 29, 5 [phibitor, and a
Pyhidrrmmlal therapy bgamb nPstesabiy ihe aribedyfio pnaitbet spacifidatly imCtSH@ fgman IGF-
1F%:he present invention include 5-fluorouracil

; capecitabine (XELODA), a prodrug of
5' -deoxy-5-fluorouridine (5 -FDUR), which is
enzymatically converted to 5-FU in vivo; raltitrexed
(TOMUDEX); tegafur-uracil (UFTORAL); and genctitabine
(GEMZAR). Ant hracycline antibiotics exert a cytotoxic
effect by inhibiting the uncoiling of DNA by
i ntercal ati on between DNA strands. Anthracyclines and
ant hracycl i nes derivatives include doxorubicin
hydr ochI or| de (ADRI AMYCI N, RUBEX, DOXI L) epi rubi cin

1 R 1N 1 LA PSR A1 IFNE -~ R



progression, including angi ogenesis, netastatic
spread, and inhibition of apoptosis. EG-RTK i nhi bitors

woreyedeteart i vel y target one of the nenbers of POETERGHR02096
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famly (EGFR (al so known as HER1 or ErbB-1), HER2/ neu

(al so known as ErbB-2), HER3 (al so known as ErbB- 3),

or HER4 (al so known as ErbB-4)% or nmay target two or

nore of them EGFR-TK inhibitors suitable for use in

the present invention include gefitinib (1RESSA),

erlotinib (TARCEVA), trastuzumab (HERCEPTIN),

pani t ummtﬁfe(rmgmmem@@qp;@sm@ﬁphon the anti-IGF-1R antibody has the
| 49“%% ioR{-EHiax 0@ tbmﬁnbréﬁ‘anty]g hl%%aG(:Rhldf &, bi 8 SN8OdGess, and (b)

axo mthKlln

g |n |rag:b H\ae IE%' 1d/v él a@i[gﬂgélﬁss than 100 nM.
( Boer i ng enethergneéfhmd‘re)mbo&mhnt ofdhelbreE@iF?’WMlonnﬁe lent-63Fs1R antibody
b t
%Elgg%g dﬁ) %gele{vg gﬁh tcglqgr%r@ RS alnmb&itld £ H@én’c@ﬂaeﬂ OPRMNOCDR-2, and

i Shed Novenber 14, 2 492,
Ar@?ﬁ%ré o @ntspiHOEEIcHEd {RB B 9HURAOTOHING t?é?éﬁﬂ fl3gng 143
préﬁﬁﬁmandl BWGnéridQB) a ot crescotrpesingstee ahinh acidse@lentdsef 8PR-1, CDR-

(g@tD??& g Ih Ianth?)w’ Q eclteq:fro]m Re L@J%\élstlrﬁa&ftﬂ PZU'J @r1|3b 2.14.3,

reat nent O ast cancer.
hoor%ndaw 3 rasd Briehios (@epesneespavingshenasg & e O(S%FmﬁqHa‘ceS of an

si étnﬁl%td'y@elb&&iiﬁ&m tHeSgwfb coﬁé‘&ﬁ@ of ). e 3t2apoABf £92, 4.17.3, and 6.1.1,
citrate vestrant
Si %"ﬁdl seay! cesaplelng %\%l‘?‘_ﬁ? h8|9(5 onsétm t%t%%%ﬁ?tle\/g ech?rbges wherein

antle tédrsewétiye ehanges a@ee‘eielcted fromiee groexeonsistingodf replacement of nonpolar

andLQas by RRe RS Mar Péé?cﬁk@tr@plé&ﬂféﬁtr of pgah @lﬁar 1¥BiBGes by other polar
treatrrents I ncl ude aromaé e | nhi

| .
OSSR <roP RS BB PSP AE S eB s R Sahrescues.
coamesubelmnml bogrtIrdlp sesiar egdurs; afxemglogseraftivepubstitiépse, wherein
3@3 ?br&{%%?ﬁ%vg %Ql{)ﬁltn{n&&e&é Qellted ?}Hfﬂ'tﬁé\%oga cWhsiding Besubstitution of

anastrozol e
| ehatay z:bqarged( rpgﬁmy pol%rx@ﬁ%geéiﬁgsue%m tﬁjltutlcgh%)nonpolar residues for
fa@i@l&kd@e@)ﬁd@umbbm téleionExenestane is a particularly
prefer rﬁf gr%ge w%/seﬁtl nnEI Qé (arrecférz%r tougephlannatcgl?uc?e{:ﬂ%%hon for the

of the i nven stration
antréatyoehy ofs ndm- tmmaéamlq melmaancv reeijsigt(Pla hg@peutically effective amount

( ﬁ&f@h'aﬂ@ob?ﬁat J}%EIMQ bIRACIGHDIRE 85 tiRiapelticalleéftad@eqamount of at least
ar maceut |

gsition cg S bot h_t
R e e R
agmmnitidinecmthgansti acgotexi¢ agibiotil agatingn eor’gmya@ atgxane a vmca alkaloid,

phar f | £ G ShiibRGKE 2@ BEPRdrSbR the? t; and (c)
an?lt%@&kgahnthﬁ) éSFp;%ﬁan theI ot hgr(s) (gorrprl S|ﬁpg ?gﬁg one e s

adefiamassicaivrereniRilR 8 ®gent (s). Further, although co
adpétsiies tDeddription @i Thed@rdiingst | on (conj oi nt) t her apy
gener al II—'%/I qﬁal% éh%@ltahéme (Sf'tﬁ@rq}éle%% s%ﬁﬁ’érké@%he Ilght chain variable

t her apeu gents a m ni st er ed t he same
sregines BODSHOMIMAT il GE 18@8?%‘%3%598%*? AP 2o formine sequences.
Squem bPﬁstQtﬁe &@ﬁméﬁtcﬂ! tisbosLicregtidef sejimceandti tie dari@ble region of the light

aI% n&@ %Séséj? 15e| EBWB qu?ZR{%%Z?%l[%]RIbeQ} b9R 3 (seq ID NO:

m nrs
t heragdehft 2 tSEélg@nM@ 13d tee@ﬁhtq“t@n apgtotthgermiing VA3 seauensg (SEQ ID
CONBOZHNIFRy. 19'3‘915\)@5 the QMg et they nididolded8Ruéricerddve dbbntibody 4.17.3

;S&%%S&o% {]3 aqeéralile%egiﬂaal ! gnc\eiggﬁ Iéh\% %H?uﬁg 1C shows the

anallgnmerﬁ(oﬂihanucagﬁd@ sqquamteiof |gk of anfitzads 6i TVie(SEQERNG: 24)xiel the germliine
}f Ag’ﬁ? x lLEnRY8RESD NO: ejﬁr ﬁ?éjali@%ént@ H§$ bi@‘owﬁﬁ@ RIOR regions of the VL

repitant, ondansetron rochl ori d
g "o eeqwﬁb%&vd 5. RPRSENSYS Se%tﬁacfi%égfd%% pfdf 4 Shqua iy, SEQ 1D NOS:
adpi-ps, sdshadtive may vary in its duration froma rapid
adm nistration to a continuous perfusion. As a result,
for the purposes of the present invention, the
conbi nations are not exclusively limted to those that
are obtai ned by physical association of the
constituents, but also to those that permt a separate
adn1n|strat|on mhlch can be S|nultaneous or spaced

g, o " — o " o s o



animal nodels. It was therefore expected that an
inhibitor of IG--1 R such as the antibodi es of the

WEe@so8639 nventi on woul d reduce tunor cell surRCTE206®2096
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enhance the efficacy of chenotherapy when given in

conbi nati on. Wen incubated with cells, fully human

monocl onal anti bodi es that are®highly specific and

potent inhibitors of 1G--1 -induced receptor

aut ophosphoryl ati on i nduced down-regulation of IG--1 R

by receptor internalization. The doses that

down- r elgg- 2028 shey alianRents of e ndcleqlifg peawrnags YHineieRyy ghain variable
( 3r1ag|3&— fah sﬁ@t)unfahrérﬂsqaan gegtibcdicanbd ld@adythsrommeiﬁtgeahmr@quences.

| nt'?a? slhn%orqgafgn yof%h annug;&eotldze seg?[%/ e of% \;ﬁ?gfd%pticﬁy 2.12.1 (SEQID

m nits Iron O
anNOb%jdcr s geronling Wikl BAPc3Srregeenioe (REIY NQI rﬁ?b sFigf2Btshews the alignment of

t r @ $l@sdiad tedusficelor %eO\YF‘F Bf Er?ﬁ% 5149 M@ Q¢td tht gBline VIV-

resulted in a |t|o

or S 9B S e B a 'p%n&lo? 632 e e atgnments of the
antucleottteceqtdnaés dfdice Vid obOHbartiesvit. 18.2 (SECOIDIN@IT)wWe$2 ZEQ ID NO: 15)
”Uérm‘ 6. ﬁ%é&y lﬂ'goa% t&éa%tﬁgr ag&e (tjo[?% ggr'mllﬁé m-illﬂf47 sequence (SEQ ID

ti-tu I es ‘'were exten hurman t unor
xe’H@g?‘ﬁf tFigrFdeshows Ake 3“%‘["1‘?@‘1 & t%@é'l‘ﬂ"?“‘%ﬁ‘?“—“?@ of ghe VH of antibody
and.ih® (BEEsID Ny 119) foakie gdnelirgnnbR-70kequeres (BEQXR INGY BB The alignment
rm n 0
Q&J sc‘no\lvn (flLe %ﬁgeﬁgr{]%a&tt e iwhL Q%dfle%aggh% LJ] %{_e?l%saéequ%ncgs g)r Fi gs 2A-2D
WI @"h slrmm 'P BERAP NgIS: é%rﬁ%é‘fiﬁpaftlvﬁywas tested in the H460

and EBCFl $)CUBl&fﬂvsmﬁ;nbéfr@rm@i&lﬁ@gTnadmferémd@jl&ms of the heavy and light
bod| es WI th thaos

gacgf:,]g P%g %ﬁn% H%h ?:c}mﬁ)%eda% ﬂerI nh| bse%uences eFlgs. 3A-D show
coalpamerds vidheavino age neqt@h@ﬂsérorrum beayy end ighivbhainshé pitipedies 2.13.2

hegifi 5142, 6 Glitk b §érﬁﬂlné @édih@hdé@'froma\nﬁ*cmy GRd dérﬁ/é(ﬂm FS @8 shows an

i n connection resent I nvent i

| MRS B S Bria e BB S e TR B3y e LR 1D NO: 40
or wlithntaatyof génnllihe seyubine D-47(3-GBYRG- 8/ IHE, (SEQNRMND: db)ir g 3C shows an
USQ nrh&mt%ffh@%%dooéb &’\éebpencé%ﬂthlefﬁ&t‘ﬂr&h&h‘%ﬁarﬁ;ﬁody"ﬂd 2 @ 1D NO: 47)

i W'ngtg?t?ﬂ%6@9‘“”@%@?’1%@3%'@ é%eﬁéy»w 4R i GDSTewssgn gionment of the
ch@ﬁh@taw sdqrntd betle hnea\ﬁyl dhamr & elhhﬁﬂ?.‘ 2wl (SexomnNandd) with that of
gf&%f‘ neysegge g lDE’ 3tS )’D%ﬁ/J‘LE)e(SEa %g tlﬁ% r%as\pg\'ﬂ)% %Z glignment of

V\Aselnlcate eun OOdt

f othe GminecRoifeseriengs ©f e “g%trﬂhP'B@él?"“bP@»f 2131 {JFQMP N E) with that of

t‘ﬂ%' s‘éQMénhé‘A@G/Jm qseq IRNO: QE” +oi F’lgjréle%EpQ r'thé g@nal sequences are in
I nt act

spﬁae?? e B e hetsleRE R Bare P Hireh B (R mutatons
prad ltntgbhbhtgd witacopibs sigm(“+Didbovecthe pinnaesidoesidye andGRRTutations are

or h.&h&t&b&@hh & £34RESRE tHetnfd acitbdiirdi es.
Ant 1 gen-bi ndin ortions, include, er .a

Fab' F'f'glﬁe)‘b S s tEﬁi‘bant'a'ﬁE 150%%8%%“2&1’%% fnd fgg reduce IGF-1R
demre:spmowrcrsgwersiggaldrm3'(:ﬁﬂk}1Fftnmgnsent S, single-chain

anti bOdﬂ:l?\g‘e %%ﬂﬁ gt’hgﬂnﬂ%l‘:QR%HﬁHoQQQ'@%Inh‘mIt@@W|Cﬁ£1 F@pu%or growth in
pol ypeptTdes at contain at |east a portion of

i n'¥ftfhogl obul in that is sufficient to confer speci f| c

antigen binding to tdfmanpd)byﬁﬁﬁﬁdndﬁthelmmmmgl obul in

chai ns gxhi bIe¥1t lt he Sarre energthest % ﬁhematologlcgallgnanmes

. € pres nvention are directed
rel ati ve )PCOI’]SGI‘VGCP? re IOI’]S

t hin@@iﬁwp@ps,tahing,bbr@mr @@p op@riag| g@st@gﬂ hesd and neck, colorectal, gastric,
COHMd@WEﬂa@rést\ag&!l esry ;EHnBIQzaf oegén@é% Qef WQD% solf&hﬁm% childhood.

mthe t ns of e
'gr twsptwfﬁgtalear sta %ﬁ%ﬁﬂwc%? h’mt l{;)ocaa bar&v%/ hgﬂﬁe scope of the

epltope From N-terminus to C—term nus, both |ight and

heavy chains conprise the domains FR1, CDRl, FR2,

CDR2, FR3, CDR3 and FR4. The assignnment of am no acids

to each domain is in accordance with the definitions

of Kabat, Sequences of Proteins of | mmnol ogical

Interest (National Institutes of Health, Bethesda, M.

(1987 and 1991)) or Chothia & Lesk J. Mol . Biol.

A PNIS. NN A N A A NN\ ~~l . 1 o, s PN AN O ONTON NN




proteolysis, (2) reduce susceptibility to oxidation,
(3) alter binding affinity for formng protein

w@eovploasees, (4) alter binding affinities, and Pdi/B2005/002096
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confer or nodify other physicochem cal or functiona
properties of such anal ogs. Anal ogs can include

various nutations of a sequencé other than the
natural | y-occurring peptide sequence. For exanple,

single or nmultiple am no acid substitutions

(preferably conservative am no acid substitutions) nmay
bepreweatsnientianh dn peefaired [empodimenis.rthergpethed gethe gresent invention'is used in

( Rhef kAt ¥ Br@as& %c@roﬁ%été’t@ c%ceF Iaﬁd R&Y- é&ﬁ’é?lﬂiell ey %E&(NSCLC)

t he domai n(s ormn ﬂ% cul ar _cont h for the treatment
conser Vé\ﬁ’e\%e gﬁp)hgasg% a ﬁ'ﬁg%?"?ﬂ?‘it"éﬂrugﬁ Bﬂ"‘e& Wgtuse or the treatm
S Wb Sfoantinaloloyica hetigantibethst arelstitablaforakhaindbe eqntdnatiorsthefapy of the
t eq I

E’g‘?ﬁ%@r rlet m?neng&tné;o(%g]%l% Elkylatﬂ% aﬁmtégw Rfas B0 &Qgsaﬂ:lﬁtdalkylate DNA,

hat occurs in
paewiiating LeReding and gapliGgiian pr?traﬁ‘i’% e/plk)tla;lﬁg 20Q4yts gl@le%eh@/gwmsphamde
SHEYTOMAR), tifdsrhm b ATFREX), b ehBethdiing @ bthisiae (BIVSEARGENE thiotepa

pggﬂ@)%lj_fikr g?pqug{égltng?,&}\leé\%é%B ca%gﬁé%ﬂgzééﬁgi éLI%EFW lomustine
cdﬁﬁﬁNéht@doﬁacarhezwer éféﬂflﬁ'émME)FoA wefaripd elkylietng agent fpdipe in the

MY eth&is dEHRE ?ie%érﬁ rRentRR %Q:y@&;ﬂfoypﬁahfc%e days, while the

additional thera eutlc dn1n| ter

daily. Fejate AMaop Y %%,%‘%eﬂyaﬁfo rstiiucga (]% ? a%drmterfere with
s Ulysimifinerthymidiniy s_‘,arthwat N@thotr@@tedﬂ\@ﬁr%r F@LEX}, TFfEé<ALL) trimetrexate
ad(tﬂ b:r%:ﬁlll\le?tahﬁrpﬁﬁﬁiﬁ&eg (QQWA) ﬁ%la@rarﬁ(ac?oﬁ@@ suitable for use in the

t
s Jﬂgt%@f]fhetpggsglpqﬁ@fenyqpe rh&ﬁg/dltlog d% RIHEEe Lot t%{(#geglsébg})hlbl{s thymidylate

_chse,'ﬁmbdfee B ylyciparaide dipnautieotideh mrra}dytransfserager ywoopthet Fedate-dependent
" enrrﬂ'ﬁn%sn%oﬂlgglln tﬂ—md}]g%}mﬁg sigoneurr ently” and

eous I nt erchangeably and nean the

conpourfdgimitine elogeTist oA BHE? alpyeie t"heyfﬁ?'%@%rﬁymhes's As
i rb&ﬂmd'ir@nar%‘c@s aghay ndiset Riefere( With HINAL bilogiigionl Dy ycdnpetiign®ith normal

IL.fferent Ll NES r h
JH&%%“@P é%{f’}?g??f’ra lon,in (5) <] Dﬂ% nl'lcp er m%ygrg}&&%ea{\faé?rﬁstg swtable for use
usie thelteetikads ofitsg mresart irvaition nr@tuﬂ@ A-flggroyraeil (5 -FU); capemtabme (XELODA)
fig 5%9@%@5"%&%5 Alo-Qvee WF@QFO Rihfeh iéi9matbllycobeseddo 5-FU in

B ]

adm ni sAntiabéysinecdntivioties ererpa ngetoxic effast cioobithcberposeding of DNA by
C%Hte&ﬁlam&kéénebﬁg s@r'a‘r#b%t aﬂﬁtﬁrﬁéﬂc%eh%@nﬁ?e@:%ﬁn@d‘ &&fvatlves include

I rst onent

A HXAETE BIFTRTIENP o(ATRAMYPRG. RUPFGd BPHGr RGP Sydrochiorde
C O(FRDENGCTH, PHAmceliﬁlﬁmcﬂ\l)v@uhmmmmp&EF@QBIDENH, DA UNSXPME) ofemorubicin,
ti lgErugEl%\/erﬂyérgéhIOrN Kléﬂ‘[w%m OEF§BX2A(}EBC§5$nea§15t rr(lt()%ﬂtr&lke (DHAD,

ra onent he term
pra@wemmomaa &d@gr%ﬁﬂtmagyc"w " BT WY e BrFBRYi IRETRHO" include

th&ma@mmabnagm@bbmnan The term "treating," as used
herein a?%% lg %{C'o oc aﬁ'?? iotic %%Eelhugg#upa%tc%ﬁjcer gﬁ%{lﬁherrgp\éﬁtr cségglgts and suitable

al | evi Fogress g
t hier diesio tienresent ioeamdert. | Tese mchgie éavtlsqmwmt(é@tﬁprayfm PeSOSMEGEN),

Orp;eélﬁ & ERFRANP! AfBmRin SMUTAMYEIN)I8dndObieaMpeh t (BLENOXANE).
The tern1 treatnent as used herein, unless othermnse

i ndpcingraygin is parliquiarly grefaiigdact of treating as "treating”
i s def i plethurmmmdipatrelsy esdvovieir Huntrropizstic beffice sbyaviniergalation  and
Celh{rgéaratx&f banlsenRINHPL B, Wﬁﬁﬁ’ﬁh@&ﬁe%c\%ﬁ R hpQ dbi8hum compounds

0Sssess nouse or rat variabl e and/ or constan S
r e@ﬁeﬁhé‘,‘ theplethogs ef tae peegent invertpn | IREIUGE FsRi2tm (RLAG higly) and carboplatin
| GeakRramtiNpodi es. Fully human anti-1 G 1R anti bodi es
are expected to mnimze the i nmmunogenic and allergic
responses intrinsic to nouse or nouse-derivatized
nmonocl onal anti bodies (Mabs) and thus to increase the
ef fi cacy and safety of the adm ni stered anti bodi es.
The use of fully human anti bodi es can be expected to
provi de a substantial advantage in the treat nment of



six am no acid changes, and even nore preferably no
nore than three am no acid changes. In a preferred

weroedissent , the VH of the anti-I1G-1 R anti boRyT/IB2005/002096
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contains the sane am no acid substitutions, relative

to the germine am no aci d sequence, as any one or

nore of the VH of antibodies 27-12.1, 2.13.2, 2.14.3,

3.1.1, 4.9.2, 4.17.3 or 6.1.1 . In another enbodi nent,

the am no acid substitutions are made in the same

position as those found in any one or nore of the VH

of ant iTegatiee randl® agsenPly1d . reicrofubalgs glhlle3|nmlbr_’[|ng meg[ﬂlsgssembly into

4 4 hufn, Herdby biotkind 4 EeISUBHE 1Y BleblY SoviThé Riiteel sindle during mitosis. They
substitutions are nade rather than

e S S

C lradombiratigT Wisheshed cheumtietapg @gehts eQueeTciedinteat ofittee QOIT@Inatlon therapy

S%ﬁr@ g?‘es%rn‘i v@éﬂoﬂ%ﬂ %%%&h%%%é‘%f%@ op&orteh%a}(gé |9fcor%b1A~§(r0|1r with the IGF-

ariBt #nsbodyi gRvilpblsr texases &l L@ﬁﬁ@&PWﬁﬁ?t'O"tw@ W@d% ‘1R Gnibody indude
C@%MWW@%R@TEnB@a@@xd (sRQIgnces that are the sane

gs 1ghg \;PDRfR(a%Edcsm fixa%%se gpeg%};iﬁdl%?)%é aé:gqglin élne mlcrotubules that
atfi@tnhtee rpttcérte&pmé@ eﬁﬂhﬁ)VdPW’é'htm'tO%'ﬁé’YHéfﬁVV'néh‘&'ﬂhm'crOtmee assembly,
CRERiAS B SHhdRITHARA By dfoﬁ%«'ema fa@midat 1néllﬁ%8t'|ndld§meQ§RJISINE)

' %TIbI%th%f thJIgate 2\?!%_73/%\8,0 mgrl m(?L suilf?]e ‘%f% 2 rNﬁ vmorg\blne tartrate
enadEIBINE), A hefdredvipca dlkdloid o npe instes "@thocimofatm gresent invention is
sefyenses from CDRs from di ffer ent heavy chal ns In a

nore preferred enbodi nent, rp nt

heavy Jhsi q@p&t@cebqr‘;gpﬁ%@ctf }hB)MgQ lrir'ébltfn o ztoa%soTerase I, an enzyme
2 clicaBfor BNA replicatiodlaril packaging 7 L&vetsrof aniblsdmerlase lsanehipigar in tumor cells

ar ta?‘ldl}l ﬁgr'}]ri% n{s'{]S EQMF?%E?R ar?{!w gbééfulaiﬂ t@%étﬁéo@z o‘f :M% Cgéesent invention

o fndde itnaieian dCONPTERAR) i foameaR.(-PiGAW Tt kshplgghn  particulary
erdagstragent, the 1G-1 R is human. In another preferred

Zm)?giog@'"tt"ioﬁ E??){z}ltaweé??g H‘ln’ter{‘;Tl élv\{&ﬁ%{% rr]1t§rn‘?al Ejmlpﬂreakage resealing
pQrdcesm (s mrlwutorsmﬁtmqsgmbnan@i)n@dbféew@ecnmte@telw'm thp geparation of

I %wpy r‘é’bl‘c@te@%h”o%@orﬁés 'F@s.uﬁrﬁ@ ¢h ElaﬁﬂgehQOmﬁ\tMloM #hdApotential cell death.
pr ef erred enbodi nent

s R HrbdgrneRte SR ERbSraR by soniy.
t fmﬂlvé'mved\bf pbhiaphlyiCEdXinc amextractroé tie umayeprbs/ thatisy amremtlimtgtlc glu003|de) are

k%?sg}?;gﬂiom?aﬁ@ Alt inhiditbRd. C@Ao‘o}fhyll&ﬂxlrll 2R afR8 shabE8seaA the present

d enb
| gnw@%mum@@e@y)pmlg& (VﬁﬁEék%@fe[té)Ss%%ﬁ%%{éTQPﬁE’ﬁOSE:Sand tenIpOSIde

| NVERDNYNERPFHIdRYSpaicuRny prefefsbd.1 R anti body t hat
pr ev.ent on;f‘po{xrlw sac}irjeagd &fmr{ith%P Fﬁpc}errﬁal g'POV\t/ﬂhPacBF %%@&&?E@fﬂ) tyrosine

| G- . anot her as I nvent| on,
am’rjabe)&y()crgprgwt gHelag ¢lasst qf(ﬁlptlraﬁoplp@s ctqu hatopre giseful in the

c %éth&f ¢t @He&fﬂeé@hi lhveihf'kfh Al BOENN cdnbera efgsrédsanigntiidrs of the EGFR family
2 on Aflq%g‘?lfulfac_ﬁ %IM azl%%giy blgéﬁ%%&% ﬁ%et% 0%23 é'aSCa%e Jo?cé’ﬁular reactions

nprises a he
C Haatmesultiig ncreadeali aell divisiantang éfiudsica @Fhﬁg a?P@ng ®hcaneet @Mﬁlopme"t and

eR0hi RO ﬁq%r%?d’éerb&ns?h@f&%ﬁ’(ﬁsﬂ?é’ad BRA! MhiBitiv oPapoptosis. EGFR-
non- uman ani ma

sone or all e
RGP IRF Y GGl pige @, o’ Bpes.of e St Eaé?{'y (FRFR (also
a Wpbeh es HER1 enbBibei NEER2/teh dalsoknolva raa ErzB2)nEERS &lse known as ErbB-
((QIE@ kno\mlag %rdgasctg%r r%Q;gfanf%?%%r H‘BFéScﬁ k], AEER-TK inhibitors

thgt conpri ses

i reviieiiey rqa SR iith fheorarpse&h envse@oa drdude éﬁf*t'ri'%('ﬁ%%%@ EFRUPIBJGYRCEVA),
priedueirhan. (FERCERTIG),, fahie@iuneb alABXNEGRIr eAgenieiiimgsn), lapatinib
7:13-21 (1994) and United States Patent Nos.

5,916, 771, 5,939,598, 5,985,615, 5,998, 209, 6, 075, 181,

6, 091, 001, 6,114,598, and 6, 130,364. See al so

International Patent Application Nos. WO 91/10741,

publ i shed July 25, 1991; WO 94/02602, published

Febr uary 3 1994 V\D 96/ 34096 and WD 96/ 33735 both

~ 2 o A NN S AALN N A /S~ - a



physi ol ogi cal |y conpati bl e. Exanpl es of
phar maceutically acceptable carriers include water,
wa@ 2006m8863phosphat e buf fered saline, dextrose, BPCTB0@/002096
et hanol and the Iike, as well as combinations thereof.
In many cases, it wll be preferable to include
i sotoni ¢ agents, for exanple, -8ugars, polyal cohol s
such as mannitol, sorbitol, or sodiumchloride in the
, conposition. Mnor anpunts of auxiliary substances
such as wetting or enulsif % ents, preservatives
or(GI@Ps¢3felﬁ1§|ln8&Mﬁlc1W3efﬁfﬁ?fé&‘% YO RlEKISMithKENey EKB-569 (Wyeth), PKI-166

ef(fxl@xﬁahlsy erem ﬂf4 (f-’ﬂ't@r)aéﬁdl HIBRY 38 (BaBigBOMYelROn}. | AduitioNBEGFR-TK

so .be inc a t oS t
AR A 1 B RI"SRE S b IR L0 B rootoon,
| ipybiistied Nevembsol4, 80@nd sol i d dosage forrrs such as

5 1 quid gl érﬁ&ﬁim&ﬁﬁ 6 the LdMRftiGPInErapin6F thé‘f)r‘é§énb|n9entlon includes the
sol utions), dispersions or sus

en
o1t &1 Pt e R mID G LB oG, P antestiogens
priefiter trextmére rombekapteceisero nSdneeharmbest deetmeptiecopipete with estrogen for

adnradliq"uI qté?%'b?&s@f‘s@ue heraReH u'dg tﬁ';'?@#férpé\&ét WOWA@%'and fulvestrant

ositions are In I Nj ect ab
r(FA$#QJ%E>ﬁ| esw?w iahHandregrah RiackcleRpHePre 6‘?F§P‘§'isn?'rdaﬁheref°re are
10 t QsbiiOs heUaehdnosf aﬁ&ﬁ@éanépéﬁHéHﬂ’brdﬂétb esncef. humans with

ot her a(?}{‘ul%?ocirm?%e treat%er‘ia‘tf; %’cll’u%g J;(grggta% gﬂgmrgl Slth“sa&és%nof hormonal

is pare ravenous, s
i regeetp mapttvgw@q)mataqq tharenzymg which c@ﬂvqr’ﬁqugrogeﬂs to pﬁrogens Examples

prctﬁfa%rﬁeﬁ&eeﬁmﬁdirﬂmabletfbreus'tnh| &bﬂ{ﬂ%a}lcﬁw afintRl rerredntibydy include
I nNtravenou or, 1 1. 0N n ano
orraieas BRBRERE AR PR LR  dyor e B ARty gy fadromole

15 i ritydmohierel aExemrestnd dubarsdousri pietacted anomaigsevinhipitdsdor use in the
Hﬁgtﬁ Q,HF,Q p@éerﬁtf}ﬁ,eﬁ}ghl l ed artisan, the route and/ or

adm nistration will vary deB E‘% binati
desi reoCCi'edéTﬂJP'?*éa“°'TﬁEV‘ﬁ§’€Lqu% VEb 0 GO D BAE 4P} (combinaton
MuBérafg edodipabses atthingtetiby e phardhecedtite coopaditih oorsprng both the anti-

”ﬁ@;\:‘ﬁﬁc%nl{,égdga%% énteograngcﬁe aI&\t%on%P{PiE Pé&tfo%e@?nanlaeadmlmstermg two or

ution, m croenul sion | Spers
20 | I'D@fwﬁéaraterphe»tnr%ﬁut@alcr@mas@m (RICLROEPSEING K812 GF- AR gtibody and

driHg SREHESNEdnriking - thet &dditloRal i thekpbaiel @gatfs)t i Bmsheearithough co-

e c{r)v}rl(g& éceejﬁ OFZ 8#@60&,{) gr:qtl)ln ftler}%prygg&er%llg:m V@%E 'tI%og%gtibody and
ormidmpnah thepedsutitangents ok admiideree @t sheeprime e g Aisowther, it also
asen%@rﬁbﬁs%@sdsmﬁ@elnle&)’éegecﬂ)éntfal bit &IparhteSi@dirigl df 28 in@ilidual components of
Genera %rg di spersions are prepared by incorporating

25 ¢ pfBe ¥eq' G- conpound into a sterile vehicle that
cont ai Neneaprossit dnveintipealsd emcomped$se the ddministratian udfr etber therapeutic
Otgb%ﬁts &{dﬁlgl!'l ﬁ)nthec' filst Ms‘e%g %orﬁﬂé”éﬁt%aélﬁgr RN Rntlyl VthtdA€ or more of

case of steril e powders f lpre aratlon%{dster ile
| ntf‘%?‘?t GamRenNKs: A eeﬁgentlglh{e Blll(‘é]f fgela tigeR9RRgINGHde ana gesics, cancer
Preenes! aﬁtnvaablﬂarvaﬁuusnardurmlmataedagémts:eaml ahtiyginetc bgemts. Preferred
30 yl etl%]?heﬁc 8 IFIC|9 5&%1@!’? Jm\ﬁgn eﬂ'grq ﬁ%r&%onﬂe L{fan%@%on hydrochloride,
I ona deSI re i ent rom a previ ousl
st%\dmneéocﬁqpretrweed sol ution thereof. The proper fI uidity

of a Softééhl élﬂnlﬁi&l’btlb@ nﬁ'@%'l Vér@lnﬁlfﬂé ddr@tionexand espiddydiiiration to a

ing,s n

of S uoPSr G A%y Tl Br dR Rkt o e Ao DN M #%Bmbinations

di @rpendsi exnlugivaly tijitechdo tisse dhats anef elfeinert $y Meipab rapeepiation of the
35 ab&%tm{)én%n o élé?i &F 14RL ensopRRRI bi é@ﬁﬁraféa@drhﬂlsbétib\vlgmlch can be

about I ncl gf]g in the conpositi onT og?p : to the

de%'rawen%eowpfnas OptoPVeE B RYICE, Ot s HeaPurRes o egieie

gehwadntion dra pataratay congrokioatismithsan bhedmiistevest meommpaiyuntbowever, these

may be prepared with a carrier that will protect the

conmpound agai nst rapid rel ease, such as a controlled

rel ease fornmulation, including inplants, transdernal

pat ches, and m croencapsul ated delivery systens.

Bi odegr adabl e, bi oconpati bl e pol yners can be used,

such as ethyl ene vinyl acet ate, poI yanhydrl des

e s



conpositions, and that dosage ranges set forth herein
are exenplary only and are not intended to limt the

W@ e@pmossB9 practi ce of the clai ned conposi ti on. PATTEB2005/002096
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anti body may be adm nistered fromthree tinmes daily to

once every six nonths. The adm nistration may be on a
schedul e such as three tines dfily, twi ce daily, once

daily, once every two days, once every three days,

once weekly, once every two weeks, once every nonth,

once every two nonths, once every three nonths and
ormoepesiiiany msly e meminisieredTerallyaaiintisaerjionealy ihéhe case of localized regional
adpighied. ered via an oral nmucosal , buccal i ntranasa

i nhal ab] e, ntraven eou tra

par ent ersaf! L? ﬂ‘fpr“’act'% 0?8%' '83\1 arrg O'ﬁg}{in p‘%ﬁc ?/gents to be
mased @ c@dibinailcmtveiheGF—aR aatitmidies, amslmmmg pidhain use, will be determined in
t ggtrttdli/uougf)g By Qt%é DoAY camRYr tﬁ!atSiQ bgﬁ? rstemgl Isdr%&ﬁrqple in early breast

via a mnipunp. In cer alner;‘oodl 3 diati
tl’f@n%ﬁﬁt(WB%’gthTﬁ?ncsé hag) APtngPesas isigenths (Prepast g%pe%ran radiation are
i ndeakab) Llidwakmy dduyaraehasaherapy- dirl'tﬂjuﬁlmt momfonti therbgy, either of which

di \/I%ydt()eedcoS Oor#e% \P@rlb'Fcll ea%uuhz?e%s iffirfe rq 'o?stﬁ[\.{r@gen@fnventlon Typical

ended use
fadMyenth:hgg@mrapyﬁqreqefly grleast-pﬁr@ebﬁgpqﬁé@émqhe%ham|de methotrexate and

f of.pul Qil\hlﬂf‘% IQJ ddSlSruBileﬁSQrﬂi cyclopBEshhAMIdETRYFADY; docetaxel, doxorubicin,
adm myét éig\Lﬂe (hlg}cf"or :anﬁo(r)ublm r%e (lé/g%@l ‘?fp%nﬁ%e {‘Jﬁbngdé(%blcm and

Pactyelnphosnfamuab 60lowes 1by @ammewum\c Fng6T)aznd &Y. epirubicin, and

(@glgpr@%ghamﬂbe( 'FERIH n?aﬁ%&i%rg & preicRBd Rdrmoha tr@élhiebﬂiﬂmlsf@ége
be neasured

ant i bod§} 'Ry ﬁ?@ag‘ﬂebr%%cﬁ”?f e rbgh(?pm?eécqa SRIePg oy to nearby
ortieuest ar [ymplentlesa thampatient ds ofteriveri robemeiberapy Py to surgery and
Thﬂa&ﬁfﬁy \plﬂfl*FstQC{h%hl ?ollb\ﬁ&lf YWy aBjuPat ﬁd?%%nélh%rarﬁ?ve Aternatively,

eve - because these pati
ha&}eg%éreﬁla&m‘omolloweﬁévead&Nﬁﬂtg‘WeF’OﬁhPf@Ry &P%@@%Y%F?f@ma' therapy.
COIKBF-'DﬁR Gateaks . mSHe de Ragenisteted aih. confmptioa. wilth éhearcherbatblgrapeutic or
| al Oélin d:xg tt!nl%rr]apé/haecgaeﬁgt \pﬁ)egneﬁ)fth gml J%\é(? re'ithé?rbe‘?cﬁg o? %;ter surgery/radiation.

oratilon
deTywisaldbemoeieReiegimes @x IocplW@gy@'@pqi egh cjfcerinclude FAC, AC, FEC, and

ra&tixeﬂua.bﬁlpﬁedaaetéa@nmﬂ or attachment to a pol ypeptide
es t hat et ect.e

of bi ot
avi di n(*é %Stat'c ?fﬁ%%tca'%ﬁeaﬁﬁs Epcgﬁ?cgfl%n%ﬁer Pat guor ebrw%lﬁ? i the breast in
mawlkiel it stertesh zGhreatotterapy toptidnaly mayale mawdbe byl bereonadhasgpy. First line

OPfidrBhal Wer& ! &Hem%l Msdég%me%)\ anl rhnﬁﬁfotzélén First line chemotherapy
situations, the | abel

t h@ﬂ‘ﬁ}?@ﬁt‘i”f{e”tvaPFlb‘ff’g Fﬁ’gt H’ S d(gf:etfvﬁg Eﬂﬂisnﬁ)'rﬁg va gaﬁt%g l paclitaxel,

anehpgtitbiograriosditvise, ane tlesiorumabn $deendlite ciethotnatpph greatments include

US&flotakel a'ﬂmee& J‘P I:onhtﬁrpﬁ!)é Pﬁrféapea apiRE! pt‘l’h&i RrathloBE bURE preBéHt invention

are not limte [ owm ng r adi oi sot opes or
r a®lE SHiRbleifgraise peth gs firskline thergpy and, RFCOG%@G TRy 99Tc, 111
In, 125k, théalmtba Stdtbd)ane so@bihatioalt | cltaxeg and EarbGhlatin has become

g hgc%gp eﬂ Ss the stath qu Carl %}jpg ﬂﬁé%eatrﬁ%ﬁ%mbb&aﬂ@gébé llIB (i.e. cancer

radish per oxi tosid
| uhasfsereag@o st@zpwsmﬁ@r thhap mawra@eyodeé inghie masipsiiBym egitto lymph nodes

bi g4 {h@X)ltheg EidklBfthe Qh@ﬁgl’ Arthd RREr mkymrmagéewe(pe tcape@s has spread to
recogni ze a,.secon rep I
Zi E)tB%rpaB%iﬁ t?‘é Qaﬂ’e‘?{ §n§%‘¥ ﬁ(&’er?g hfq r@%ss?og? a(g chfrﬁl n?f/ancer (NSCLC).

anButblodovesyl respoade rbierigl bmly apfoorimaisly 2&%|fwrcn@éertt%1g@) perfopnance status

35 SO§% |ﬁ®ﬁb@bﬁﬂﬁl§s V\Inlﬂb§|p§ed@ﬁwﬁ1aﬁtyt 86 %g@&ﬂﬁer InAEBpe, first line

of various ths to reduce potenti

i FRATAR dor YRt i SesBRpae b FsRR- .ﬂfh?fhtéeaﬁ%r&éﬁq'mens for NSCLC
i Nvelndd patiitaked aphebewabtiyplaiardryedcifabbm doebtasel talvae or with cisplatin or
express human i mmunogl obul i n genes. Use of transgenic

mce is known in the art to produce such "human"

anti bodi es. One such nethod is described in U S

Pat ent Application Serial No. 08/759, 620, filed

Decenber 3, 1996. See al so Mendez et al. Nature

GEnetlcs 15: 146- 156 (1997) Cieen and JakobOV|ts J.

A NS AN A NSNS\ o o ~ a2 2 —r— N



10: 949-57 (1997)), "m ni bodies" (Martin et al. EMBO J.

13:5303-9 (1994)), "diabodies" (Holliger et al. Proc.
wN2aob/0086sad. Sci. (USA) 90: 6444- 6448 (1993)), BEMIB2005/002096

"janusins" (Traunecker et al. EMSO J. 10: 3655- 3659

(1991) and Traunecker et al. Int. J. Cancer Suppl

7:51-52 (1992)) may al so be prl€pared. The anti bodies

enpl oyed can be nodified to act as inmunotoxi ns by

conventional techniques. See e.g., Vitetta | munol.

Today 14: 252 (1993). See also U S. Patent No.

59&19411:85194 vilRaielbiod aloat ed withtdepsiiahing: ¢iaategans glomreor with gemcitabine;

PLERSF &, Wnk B&titiMB! | - known technlques See e.g.

6229222{%5( %{ﬂ;wg!matt Iﬁg@ﬁ%&\é@% ﬁEi! &% is FS?'ILE%d %é%e%n%rtg]gmcat?%f cell lines
Liap@ hanciseeh sRawretn dedro@e)the cyBdexicity sbchgm@theray.ant thabSlocking IGF-1R

5 ngtglébgﬁ‘?ag %tgé%g&%g neés ’éur(%ggm%r%pllz@%n@gt%vér%atumor progression in

. Part
o ok ulgwmherefprw@@ﬁqee ireb g B % AT T A s tgantiodies
t hosR grsatimedtidnnwbid eedidt itomed cdaswevital Appldnbaridecthe efficacy of
02/ 053596 t her descri bes antlbodles
c&%nvgﬁﬂer%oyl €3 glvéréw%g%gmgtgh 1.1, 4.9.2, and 4. 17.
di scl oé/émanunpubeﬁgi W|MII$ §¢1I§@urgglbmoag¥qnglrgntllpﬁ¢[ﬂs |tl'aa6 ﬁzg§1lghly specific
10 Prp4 H&bﬂ%l’ﬁﬂ"c@@%f fEHA bl@ddeﬂsrec&@@foealﬂmspﬁo@ﬂbtlbmmlhmd down-regulation
d IGF 1R in solid tumor

1,
O e B0 g MRS e, b e RS a2
Dee airbeToddls (3125085} toreheonties oninegy uesiatons AtBP$g/mI ot Day

EM?%Hd%@%@_}&Q@@%%D g 4y o, Intr%%_érgonlealp%uagt%aorz oflfBe AnRIFF-2R &ftibodies to

A-2789 4.
PP TS YRGS S HIP O 28 TIPS, e 1 e g ool ne
15 Ofredufiéatinhedosy deharidast inhibitiorhefrlamorkgrpyth. | Tihgtseruohedngentrafion of anti-
p%lt-' I1 ﬁ%n%od‘eg%dt %Yiqméb‘%rbr&/ﬁﬁ] rbﬂﬁn wag 20 LigAn ki BAH,@%d 13 pg/ml at

am no acl d sequences o0 hese ant| bodi es A
Arﬁav@odﬁsle@area@mnm@tqdwswr%e PRoie ﬁ‘bH“’B%PEPéB‘F'Vg’aﬂ models. As a
RS 8gener é(ntthgh RabhtibBiits exibitty the ajrdvith pseesi Renoadt models
ron1abo f 10"11 M when
n&b&ﬁwggnﬁWP ?ﬁk%&écﬁggﬁﬁéggBr sol ution phase.
20 Anti bodi hegomb,le@ilon rf @ﬂ’ﬁ'éGﬁr@se@FﬁOdIeﬁ\Y\@hP?%'WX@é’ﬁC%QOP'at'“ was tested in

e’inﬁ’é ﬁ@@cﬁshd EB@@'Humlah RS LO a6 )Iehag}afh]vfbﬂélﬂoaamfslﬁétlon of anti-IGF-1R
uences en

F GPHle= B TG PA ST BT I B8 LBEAPRp S Bsach agen

tnmmsfornatlon of suitable mammalian or nonmanmal i an

host cqlss OTﬁé?\néé Qémﬁ'r%%lr?%lehﬁlcbkcﬁrﬂyal kélﬂV\ﬁﬁedTb'é] h&ths used in
for introducing nucleotl

26 | rrerassiiiY e DRV BB SIEUGPIRINT =BT ) A1 Ce o feersioo
a byithess df @Fdiriant skillbin \ther artt. Gepetady, )noenedclaturas geRecin regnrzection wnth and
hqgchn ‘Jtof\%etllgnﬁtﬂ g'cﬁlﬁﬁ?( (rm%ec\ﬁﬁpﬁlelﬁéy %m@%logy microbiology, genetics

ans I on roce ures Known In |
e)@ﬁ}@rqt@n aied Wle[g agid gbgmisiy dqsg@gbedépe@'garg j_@se weugh_r?wdj Lfﬁd commonly

4,.680ind8lart. and 4, 959, 455. Met hods for introduction of
heterol ol nu tQ. & h h
30 wel | o‘?ov‘}3 r}ght)é 1S r, tu%%%%%%érv* % d@fﬁl@%&@h?lgg% gjtﬁb%r?to&f ave the

tdbMMmWUwammaﬁdlated transfection, calcium phosphate

preci pi Ar@tdn%bdyp@fé@ﬁ@@ﬁ |ﬂ§(§dllraﬁ1@ﬁ’odldbaﬂ§fn€fbt arDBntigen-binding portion
pr ot opl ast fusion artic

Do erPar A B T A GOy 16 Pt ATl o Hsp g portons
| | rpa;smmsducpe by retembioant it eshniqdes dr pynenzgmatigrad ch¢miea ccleavage of
35 M G QI NlisG Eoflnt%fen 5 @m?lb@mbrﬁtlﬁbldﬂéc}n%!r aliadVEEATR b af(a@fz‘| Hv, dAb, and

l'ines aval e as for _expression are FE ﬂﬁg £

i rFOETTﬁ’@”@f‘F”%(nEetﬁrm'%éegiﬁhﬁcpﬁ?rﬁfatg@??tie&'”@'&TC i j gpigodies  (sckv),
avai l able fromthe Anerican Type Culture Collection

(ATCC), including but not Iimted to Chinese hanster

ovary (CHO cells, NSQO, HeLa cells, baby hanster

ki dney (BHK) cells, nonkey kidney cells (COS), and

human hepat ocel | ul ar carcinoma cells (e.g., Hep &).

Non- mammai i an cells can al so be enpl oyed, including
bacterlal yeast, insect, and plant cells. Site

Y T T o "

=3

a



response rate and tine to progression; and nunber of
circulating tunor cells (CTC) and circul ating sol uble

WO a6 eREXAMPLE | 1: Anti-1G--1 R Anti bodi es i nPCT/IB2005/002096
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Conbi nation with Paclitaxel and Carboplati p in the

Treat ment of Advanced Non-Small Cell Lung Cancer In

Part 1 of the study, patients-Mith Stage I NB or Stage

IV or recurrent (after surgery/radiation), mneasurable,
non-smal |l cell lung cancer (NSCLC) who have received

no prior chenotherapy received paclitaxel (TAXOL) at a

s tohimgsis intlesiss o fiap@tesngidrRolygertivesi fiptiSpRAIn gfelpasy @ portion of an

h%ﬁ\ﬁmogBBhIWthét% JuBRiBhib Behidd @ édlfk%?ﬂﬁijen bidbing RAthé Bolyptide.

recei ved ic a er gi ¢/ ere
Car bop| 'HF’B %JQA amI%Eﬁ)Mt%e g?ﬂ]ﬁq SFnsf ttragtgre ?q rglap v%ﬁ/ conserved
i Mifaoeivork regi@ts (EB) Bhedibp dhires hypeherialds eecigas aiag ealléch perpplementarity

bagReh A H%k—{éﬁmg@l (YI?FE& 'ﬁ\%rdﬂlisafrdm thB 1ib &rRing %F e&ﬁ @8ir HRRAMEned by the

the curv X mn. After
Cérlamg]gprgtrpgﬁoqsngr@pr@nma@@ feme@l{l% apltogﬁt IFromjﬂ tﬁ_rnwus to C-terminus,
amotnbighti @ haa/ydﬁsm tdragisd tlealomane FB1,2CDR M FRRCBRR, FR3, CDR3 and

b:el]:HV‘:'le eng %g eh?&f%m?no?%&ig‘to Q%WE% i a@&or@angé)mh the def|n1t|ons of

e treat nent ‘%
Wa(gbate@gy@ge%pf é?fotgnq_ off d@;gwn%q:q@l éfg@rgfta@\{agqpabflnslt tes of Health,

?rﬂelthels@t: Md. R1E997t hiodeo1§0%e chafd &\Lesl L2 Moldaigh 1?6 gcln 917 (1987);
e nti ogreSS| on or unacceptanpil e
g“%g‘ B éqr%%)%zdéé §§1 §hi mum of 1 cycle and a

maxi rrumnofISOGat@y ehtibody” Do sans anlivedy &t 41 aisept asseripteh with naturally-

a%?&cﬁ%ﬁéﬂt c,%%pBrﬁetnfsaﬁwbIQanéj Stﬁé%tdﬂéllylabgdcléﬂadéhnm%s dtﬂéttﬁcbdlm)any it in
schem

th
o ORGPVl (WS et Tt Tl O RS Biosty GES (eftted by a cen
S flvjres idifereBuUReigsl amt(4)cdries mbs oatar B nadtre.o prarelesueft isdlatedh antibodies
f lqucﬂdeséﬁ %n(ﬁcr(tBF 3R Jnnﬁ)d‘;; lfﬁe{t f9¢ ggé?'ﬁgffnl\lﬁvgﬁlhﬂéaa@slrﬁel@ﬁ -1R is an isolated

observed a s’ and subsequent su

b 8ibasp<asr antECH- 6'? aqt@o%&hgt hag)hgen salpthpgéeéitdyglcrygwgmaeqﬁpg\er cell line
hay eitrbenn abbser seidGEaR aatidodg aydved ifro@.a, transgepicetadde.one

cycle), e r

Wil l be-E]hleEermPar r?.glré@ gt? g?cﬁ/ %?%Fgg% Jnltlt%bty%at Eg}ﬁalrﬁ (H@/or more regions
r drecoeriezsthody ard QTR A1ORR reelen%fr%yn%qr gt pibpr@tipodigs. In a preferred
andnifRafhént, BnOHdrE ot the BDWE ke qdigdd frowk @ hurdtlanti-IGF-1R antibody. In a

car bopl A cI i taxel [ ' ,
alBye pze%rﬁ,'g §§h {Eq %)a@ o?thgf 35, gre geI"IVF% 7S %thlf@nﬁ QHI @F‘ 1R antibody.
bdb herathes peaferegi erelppdintest, staﬁeCI@]I&Q:, &ges m@fe pael q>rtea;(|@par‘aﬁﬂtl -IGF-1R

C al RORfeRdrd mi@Y &hd MEche @ Ba lchifRrid 8htio6Els . Flﬁﬁe# %d fiinework regions
first part. After adm nistratj

pdPebg derivRd AP el dhe,pape G?t{/@% 1?{13&@8?&%40 érﬁ{nl oqed‘—r morg different
andntitwaiths, sloss es & heyanntisodyi ardrem ahuRsEnized antibbdy. dose i s
det er mi ﬂ\%qerbp ﬁI{O & |9<£luoteg %Wé\%ﬁeﬁb’de@éﬁ@hn&ﬂ'c%ﬁm éf'sbé’cmc binding to an

denonstr at treatnment is ﬂ
afimgungglobutibysT “coligpegpir piiopig dafﬁwnqﬂfﬁe%%#ytcef’s'sta ghepically active
pré@lﬁ‘é@%ﬁbl@iﬁg@ lof kiDlaESESNEua beaimibis iacitd yr gensidesfcbaingand usually have

s&scgj n}lr%e dlrrée%grlrxélléaiar&gf#al g@g&%r@fﬁgﬁ g{ \géro sglﬂEciﬁccghgr%\@“cﬂ&acteristics
an%n anltigpdylis Raid g sipoifigally HAMn anéggnorse thexdissogigtion ¢agatapigs <1 uM,
pr 91%(%%@&%0 nﬁ% drrf%%trp?étér%l}_(fgohﬁ': 1, |GFBPs, and

Conbi na‘l\ﬁm@;?%gﬁ impaseaidssehe 1978 EHP%*%T@Q‘t 'IP%P“FV means that two poptide

Medeagdrabd, whbi smtaum@ﬁ@d shat dsetibe prayiamg GAPt @ BESITFT using default
br eaSt é}?n str'lr%rewl easd%% 38%)r% gerlcgsfée%ﬁtg %@ftemﬁggrét }Ra%st 90% or 95%

asure
i sse:a@ercmuobenmy @Yﬁfbg}'m@mwféﬂ@bib’ @ht&pst@r/os%&ﬁ%@equense @ﬁﬂtszy 1 Preferably,
C MeBucS Phditdhs frht Seaibt McRtich MRBr BPEHdbivaivE affndBdidreusitutions. A
a single 15 mnute infusion. After a one hour pause,

docet axel (TAXOTERE) 75 ng/nR is administered as a

single IV infusion, followed by IV infusion of

anti-1 G- 1R anti bodi es as described herein at a dose

bet ween 0.05 ng/ kg and 10 ng/ kg. Prophyl actic

antl-enetlcs are glven as approprlate The treat ment

o o, Y o o, o a1



2. ,The nethod of claim 1, wherein the agent is a
taxane. 3. The nethod of claim?2, wherein the taxane

w0 goodoessBaxel . 4. The net hod of claim?2, wherePEI/IB005/002096
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taxane is paclitaxel. 5. The nethod of any one of

clainms 3 and 4, wherein the antibody and the taxane

are administered in conbinatidd- with an additiona

t herapeutic agent selected fromthe group consisting

of carboplatin, cisplatin, gentitabine, capecitabine,

epi rubi cin and predni sone. 6. The nethod of claimb5,
whenesryativé emind it isarstiutiont isranedniwhigh ayaimipo pgid residue is substituted by

%g&%}l é?’ﬁlhcpacu? resithl€ hﬁﬁﬁd“@@ld@fchﬁlhE(Rrﬁr&Jp) Whe seiilar EHeenical properties
a

ey qlgrglg?%% ?:rlt 'HS{?SEO%?%M;H& ﬁnﬁrﬂl 3 ga%e{vapvﬁa?ml?% gc%l% Irb%%ltutlon will not

agetstantislyehadmitissoinectioral probertiessdf lagdoteii. mm:ysegmghe@ftwo or more amino
Cla@ig M8 qdendes M&rﬁ%hp%écn%tl{epgy Q@ﬁ@f’\@{l\%géuﬁﬁltutﬂﬁé |tI§H‘ §éht sequence

st can one o
| KpntiyRedesTer o RETIABNTRE %?‘81’%‘%}1 ltpéﬂafq%é‘i’ ¥<§W§H8v ? §°'138?{a“"e nature
C angRIsubskibutior]. NMesrstfbotalig taiadjistneof are el-sowh-18 those of skill in the
wherein th non- lLogiLal ' i i
D T
{ rgid frsh hfsite aheins s progiemicIERTPRARas dYeiude o PERMALF i chains:

rbﬁ/cﬂ@tgi%eot/alﬁglﬂe&ﬂﬁ 4 i€0leRLiAS; Zl-ailﬂr\atl@mm’xylSdldmgt:haMS serine and
t her apeut cm

56@8? r?eC qqa@mlné:s %eﬁaa%%upﬁsgara @u ta@ig agilﬁé}gl}{etl}aéromanc side
efchaiog: lphenmmmt tyofsinat andetigtopbar 2 dpesie S@'élcé%'t‘%dysmeoﬁﬁg'”'”e and

t NG&HGRQURIS r%%lftﬁtcbmgmﬂé sfyd c’ﬁlallﬁy'af—"é bﬁ&l@gﬁﬂt metﬁloﬁlﬂé atodnservative
anta 0n|St di ne anta

arﬁn]ll’[ﬂ 8¢l subé;tltﬁ%( lralieny E‘BIH%%U ne lguc?rgxlgcﬁ ucmg eheﬁglalamne-tyrosme
alijeileairgning ataﬁpmvﬂmammaeateﬁhpdmateoand agparggirgglutamine.
I nhi b tF% rr@d’]?P%ohﬂm%br:ﬁdﬂ@ra@@%cﬁgwoh a(‘lq r@duce susceptibility to

pharnaceutl acce e carrier "
Cmﬁ?jggysllq & rgﬁ)c% ﬁlaﬁcp‘ﬁ)t@@tyvgﬁ Qxidatjons ﬁéalgﬁﬁlblnglaaﬁﬁlﬂ%m{ f%mlng protein
f C&oh@lékébg AW Qi!éﬁ‘ bl’ntjlﬁ§ affiitibs, nehd Ng) adriférnartryodife rotHeu physicochemical or

b?ﬁrm%ﬂbal Bré)f) eesnof ﬁlljﬁpa annaP &% R%I(%[cﬁg%? @I?@é %Hoﬁé Fniu%'ﬂorgfof a sequence
| ediwer thearthe 0@ural-octrringrpeptide AprbieNee: dier gfanaqlﬁ, s&g@ %fmultlple amino
cl Rl updfutdhs ﬁefé*é@ﬁ/edoﬁsért@iv@%mlrhoﬁbﬁ s@IMUiicHES may be made in the

Lﬁ‘&qul}qallgggﬁﬁm@l ﬁ%qugr ou%{ﬁ%‘%rglglgglfw dtﬂg epolrthGC)HC(gf)S tHa B@%ﬁ%ﬁde outside the
Clfsri2in(s) famBpRiterBoletulavontacts. bééynssefla’@@twofac&ﬁubﬁ@lt'on should not
grg %t}&grﬁ%{j&%h%ﬁééﬂge Qtf'ucg.lrér ghéact&rsﬂ& o?the%argeﬂt s%quéwc@ (ezg a replacement

chai n rising the
arﬁ”ﬁ@o a@qﬁ gh%%ﬁwstogxf a&a_—‘heilg I'@bﬁcc‘élrs |8§Ee tfeglfence or disrupt
arﬁthdm@ys slaleestided sfruaure tHatcrgrastenizesdhs pasent seguefice). 12. 1,
2.13. 2 ;ﬂ?ﬁasg "in %oﬁbﬁatmﬁw?ﬂ?" eohcorﬁﬁéis@s éfngitanécnug Jeﬁbjentlal or separate

Sequences avl ng anges romt sequences g

arioen 8 o deeel CPTRMPTRGT gieotﬁ?fre%msu@f Pirgnlsy e o qdy may be

2 a?d%mrastergd bﬂcegeveﬂy Bre2, dags, Whild theaadtitondl thetapestd agent is administered
e%@? grﬂlg?] | r%g} gd aé%ﬂmeﬁ%gpr% UB &BQ \S,Et' tB grthfment of the

er el conservati ve chan

arcesascmr adth éble ﬁddﬂmnelﬁbergm@ue agesths iSiilery tog a"r‘tb'ﬁFa%ﬁlﬁ%de may be
n&aelean r&r@%'dﬁ“&@&e@)@nmoh&ﬁerﬂﬁé}@@ @lichl &Siadib@srapy, chemotherapy,

rep acenent of pol ar é%’ %dues by ot her pol ar

unRiRidyeETie @§r38¥1 auroery QbP é'H@HPO Y290l ar char ged

r esi dueshebigrnot tencupentit anch’sinydtangoesy’dare sisedaintgrchangeably and mean

Sutqué tdh E&dn(ag Plie chn#bqrjr'a%rﬁweyap'?'Wtﬁ@bre&&ﬁ'lrﬂl\é&%n 8 Gdministered (1)

n-conservative sub tions, wherein ireatment
noﬁ'@é‘i?é‘é‘?%b(t in\figes B'bget) |af G'ffﬁrﬁﬂfstm&"rsed%@ﬁ? && %’d‘rsf’rcgrﬂ gqynon freatmen
O SHABAUIR MRreS tarm O'seduehtit®t bd wsédmeedin peber adhaisgain of the a first
resi due for polar uncharged residues and substitution
of nonpol ar residues for polar residues, additions and
del etions. 15. The conposition of any one of clains
12-14, wherein the anti body conprises a heavy chain
conprising the amno acid sequences of CDR-1, CDR-2,
and CDR-3, and a |ight chaln conpr|3|ng the an1no aC|d

o Y NN A NN N P L



151015 1ie Arg Arg Asp Leu Ay Trp Tyr Gn G n Lys
Pro Ay Lys Ala Pro 20 25 30 Lys Arg Leu lie Tyr Al a

WOR@6BEss3Arg Leu G n Ser Gy Val Pro Ser 35 40rPdBIB0¢S/002096
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Phe Ser Gy Ser Ay Ser Gy Thr Gu Phe Thr Leu Thr

lie Ser 50 55 60 Ser Leu G n Pro Gu Asp Phe Ala Thr

Tyr Tyr Cys Leu G n His Asn 65'3%0 75 80 Asn Tyr Pro

Arg Thr Phe Ay Gn Ay Thr Gu Val Ju lielie

ArgPC32 226A. ST2 5 85 90 95 Thr Val Ala Ala Pro Ser

Val Phe lie Phe Pro Pro Ser Asp Gu Gn 100 105 110

L enompgrentdello@pd byTaminpteatiae pf asgeonhgonmpsente Anti-K3F-18 gntibodies may
ARy (R Erstldbhnp grqe%t araQe Q%nfé&npﬁﬁgwt Gﬁxfﬂer%ﬁtnrﬁsyﬁtlo‘vfadf ofd Ebmponent, the
T;,% 1300 130 c istere ?g l > e et %e A8 onent,

FRISSCODRORRY %nl@egﬁcgﬁ'ﬁétﬁasa EU 9’05"81 gaggt ccc P

agncmetscecdndgtcgrmgemtaantlggaﬂmma@re%an teffectiye gt Perlod after the first
ac(%ﬂ'{p@ﬁ&ﬁghe(:éfgegf'fueQ%Cpe?@@ BGh& SR8 9PRRY §i9&T fob BAMRaB0bMmaximum

catacatta gta taccaga gactacgcag
a&e@?fﬁfr@@éh%@@&r&ﬁ@?‘?’bo 'B%"Sci&g@?@leetca gggacaacgc
caagaactheaet 'hinetigludas aiagaasadn e ptaagagobodid®nt, the mammal is a

g acacgg ccgtgtatta ctgtgtgaga gatggagtgg aaactacttt
ttactactac 300 tact acggta t ggacgt ct g gggccaa

accacgglieatest (ireetins't 85 Hgpd3wpein: unipss @thém&%migqe%ﬂ%ps reversing,
P%Te\ﬁgtﬂ=§>lnhblﬂ?ﬁb ﬁ@ﬁir@?@ssﬂ%%ré/eﬁﬂnﬁ ths gistraer &8l gpndliom 8l vehich such

€] 'gr”bﬁ‘g’"‘?‘“h Pr gﬁe °r§é %g”gptc]sfﬁr %(Bh @‘é@ d%‘ 4}10%0']10 Tﬂ‘lgr ﬁﬁr "treatment,”

e
d a5 yakd ha@Bin 281e86 ofreyvisg| iydidaies!, @feys todle qgtgf trﬁabng\@ trépg is defined
TYinldd@teRelboveer Ser Gy Ser 35 40 45 Thr Arg Asp Tyr

éloaASASplAlgﬁgnA\p/%,bB@éss ﬂ%ﬁ(}/ §€&§15E%§9rolﬂ8ﬂg ég%’rcﬁgﬁrdgﬂsn %SDOdIeS that
L epbsdesy mAluse Graff@ridide 8i(0/¢H canstar rebins AMarevaefemgd argyiylly human anti-

@%@ dg@&ﬁ éﬁ%d%g FM@IhuﬁaH aitmGFTm arftiBodié are expected to minimize the

dmmngg%ycyar’g #llecaisy re?plqnseﬁ.' lmtrm@ tq dgoufg vl \yﬁlsql\{ﬁ?rlvé%%d monoclonal
SedgntibsdiesAMabsyand ’Eﬁhﬁ tolifGedsk yheRstiicaSednd\datetyRii éheRrdoirisered antibodies.

]‘ﬁwe’]&fzsg oﬁﬁJﬁy tllun%n nE!go&/egé gg ﬁ%r %ﬂ?{ EL{/ %staQIé’, a@\%rntage in the

Tylrealhent pf SraBia ArRPUTNG PN Yipassersufh ps A&W’S@P” fﬂ% cancer, which
]F-)Slga)ls5&quﬂ=50e@a}éd%rﬂlbb@u adrhinisfgionéd {IR \ilothiek mbbdimBhte the invention
ro > <212> DNA
<2‘ir§‘$ "g %%fag%gé@ﬁ%‘btgé oesa?:og 'crzlé Sl réélhc ccagtt
tccat ccmmomegasppgcdttheetngergug@dgg agthalédrgtht gietbogies bind to IGF-1R with
at ﬁa@’? g@ggg ng gg&@rﬁwg%ng q&caﬁt.tu@ga RAatiGIRA tohrdE tOSFIOY Altiea K, of 1 x
CCC Ctaa

e e e
g Cﬂlﬁ I gatess.t hgnaEvayaard prefared eroodgeent, drryerdigodydings dg - 1R with a
gi’lg %?gg@m K/I:otg {e%é‘21@%B&Eé@rg&grg{ggéggﬁéﬁmeﬁﬁth%%%w binds to IGF-1R with

C

Zoa 65061 €dg LM 90%322%2390?5!%1”%@?[%%9'%6%‘9%&8 & Badiifae 167-1R
Asitd k@ sfantialliie ddnie & Bs Bhanfody Select&e frobhel 23gr2. 1822 2.14.3, 3.1.1,

Seégggh 1853& 51 3 Jrhoar?bi}éo‘% gﬂe%sew%%gt @eeanm&d @(r&is'% 9GF-1R with
TysubSiantietty fhe @g@e By s @ 9nt|99®/ tjn@t&oxp:pr@egyge g(rr@orE@@)ﬁs fr@mﬁl antibody

405z tebtfon™. Q Abazdep 1AsB.Lew b . ipr@1yr. Val Pro Ser
Arg Phe_Ser

y 50 55 60PC3rég ZE I Ser .
Th G aTBHEYRI Bt STRPYA ot SBre st e ot e antoen o
75e80pe as a human anti-IGF-1R antibody. The mvention may also employ an anti-IGF-1R
antibody that cross-competes with a human anti-IGF-1R antibody. In a preferred

embodiment, the human anti-IGF-1R antibody is 2.12.1, 2.13.2, 2.14.3, 3.1.1,4.9.2, 4.17.3 or



G u Asp Phe Ala Thr Tyr Tyr Cys Leu G n H's Asn Ser
Tyr Pro Cys 85 90 95 Ser Phe Gy G n Ay Thr Lys Leu

wW@Rwemss3Lys 100 105 <210> 7 <211> 375 <212> DNA/ER20@54002096
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Hono sapi ens <400> 7 aggtgcagct gttggagtct gggggaggct
t ggt acagcc tggggggtcc ctgagactct 60 cctgtacagc
ctctggattc acctttagca gctatgccHt gaactgggtc cgccaggctc

120 cagggaaggg gctggagtgg gtctcagcta ttagtggtag
t ggt ggt acc acattctacg 180 cagactccgt gaagggccgg

ttcaccatct ccagagacaa ttccaggacc acgctgtatc 240
t gﬁchaatl@@aotb%rq&efﬁg%(ﬂgammggg% &U@@@@a@{%ﬁ IR cpretsge geg o more
aagrd ffdnt h FB0oyGEREEE £GA 20RAl 2.8 14 RCHACEARY4.17.3 or 6.1.1

g;gt gg 1 t Ct %%g%c ia?s} %%%%St?c %%gmg%g akﬁlormg% %Hl‘bo(ag%g comprises

<4@ﬂable8sampnc@s ren¢agad br@ hgmgn Segeng Y Epjefege q_rwdwnt the variable

Gsréql?énees(%ﬂé chdeﬁel’Sy dither e Lo AbBUAZY Sr O g% TN Th la preferred
Al a Phe Thr  Phe Ser Ser

Asqmbppﬁw%){heﬁaéla@ FeH{eqcas, e g\gpdﬁé gy & ki}mr_agu\?@g(g) gﬁr}? family. In a
VahorSeprefdbed! @mbbdivakbra, Hhee lighé rch@hycdBemaris«dl yo Ghgre Than e amino acid

P
hsgb;r XJAIQhAg &é‘rﬁ‘ﬁﬁ géﬁ'émg%lk ySAé)Oor%_’I 26@3%%}ﬁ{ogagggha-ﬁmx dthino acid

B CPUR 9B, %énmgérprefé@bm'go moae @aa hess &RiPC A°K %’Pt“mﬂs Ina
Tydrefely&d dhtvdBiend theYniR{cE2RIAGHstiBITiBSs dry SOné.erpaﬁyelsuﬁtlyma'n’Sp

2ot wartnFobrettbs WhbodidoeTHE Idr (YRl (S RERH ifins e same
11€5n'tl<2€}3'd<%lipétﬂut9n$<2qthe Qiotﬁe gerine gNAC asiq wu%a%gm Qe gr more of

<4QO%L I dneisdane @t1at1, chigoat ¢4, gts 120 gAPaa aga ofjbaaccttca

cttgcc 0 t

gt at c aglg %aotg%{g)é(%%rgeg}geénboglme g%q Qt c%a %%gr?s%g fg 6mlno acid sequence

t abgfds e seme e getwm@a@nggggpf:th@ é/atotaég}gﬂ {eagcdgtdd-1. 492

Eg‘ggﬁc :?Brgg{h ;?%tn?(ﬁggﬁ’ém t t&e@ﬁn%@ﬁ%ﬁt %gglﬂ%ﬁﬁ @omprises amino acid
ac a

R S e e

3081.404.80.24. 723 66.1.0. WWel@&feﬂ%dEmbWeMZthSiighﬂ@hdn comprises an

S aé?'lll @]?CIQT_%%Q%}% Qr%ﬁeaq Ie§§ron1=;%fb Rsr‘gélon%f%eﬁ%lﬁta (%%‘enro%)f % Asiﬁp 3.2,2.14.3,

I |fie1 AP A A9 el GI y Trp Tyr Gn An Lys Pro 20 25
30 Gy tnesprbsent ventloy ScaArdisol Bl chivied Byt ushigaalaati-8&-1RAragtibody or

ég;l%’l rt%‘n egeeorf c%%@r‘.}s%ﬂ%%ﬁax ﬁgg‘,yfﬁg'ﬂ ggg %d%%gcep &%V%ﬁﬁonga Yiuman heavy
Se¢haiBe |In Qr@@n(gopﬁlmpntoth@gavwbaipﬁ@|nA|agld FEGUENSH is vae@gm @duman Vy

70pH.35,80p-4 e Ui 6) [b‘ib-$1 BSWIV%/@ 35 WendFmil\ gn BhgrefBhiéd @hyodiment, the
An Glé?Thr d u. Val

ey Soyge Foediadioh hlinsh G 6687 song gy, 1n e more
Wesecpemb@urmmabe heavyg ghaie camerisee ngdagatige sight eyhagaid changes
;gf%c?ﬁa g?@'g:ﬁé @\.FQF’QQW t@? (318 % Qﬂiﬂgoraﬁvﬂh%aﬁ‘@ﬁ@referably no more than
a CC act.
150 808 6 B0 AR F T G5 GAY 00 O CaAT BRI o Sou changes
ccct cccheapratypargd ephotimdr8Othe ttCeart th¢ eati-Fatiaesatibgdy contains the same
CC%E@Q&&&@&&%Q 9&&%@&‘%5@%&?& aﬁﬁwgtagég&?ﬁ %493 any one or more of
cgcgg\(acac ng % t aacgattt 9t6g1g
t 18 oY tajap M'eét %r&% @gaéé %@3&&% 9t & v%p 1. In another
Ct eecamEn Ik sraind acid 3ubsBililionsldte nedd 2-th@Bame DaSionHenbose found in
Sap! &8 or more of the VH of antibodies 2.12.1, 2.13.2, 2.14.3, 3.1.1, 4.17.3,, 4.9.2 or 6.1.1,
but conservative amino acid substitutions are made rather than using the same amino acid.
In another preferred embodiment, the heavy chain comprises an amino acid
sequence that is the same as the amino acid sequence of the VH of 2.12.1, 2.13.2, 2.14.3,
3.1.1, 4.9.2, 417.3 or 6.1.1. In another highly preferred embodiment, the heavy chain



<400> 12 Gy Pro Gy Leu Val Lys Pro Ser Qu Thr Leu
Ser Leu Thr Cs Thr 1 5 10 15 Val Ser Gy Ay Ser lie

wW®006088839Tyr Tyr Trp Ser Trp lie Arg G n 20 25PGDIB20@5/002096
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Ala Gy Lys Ay Leu Gu Trp lie Ay Arg lie Tyr Thr

Ser Gy 35 40 45 Ser Pro Asn Tyr Asn Pro Ser Leu Lys

Ser Arg Val Thr Met Ser Val 50555 60 Asp Thr Ser Lys

Asn G n Phe Ser Leu Lys Leu Asn Ser Val Thr Ala 65 70

75 80 Ala Asp Thr Ala Val Tyr Tyr Cys Ala Val Thr H e

Phe Gy Val Vval 85 90 95 He H e Phe ASB Tyr TrP Ay
Giepm@isps Fhino peid s&aiences thayare teesanseas theo@PR peiops of the peayy chain of
12 01251%333,22%812? 1t%|ét2<211t3% Jr®1 .S aPhekEr AR lehbodiment, the

cca acccagte tccatcctcc ct gl cat

c 55%1‘@ t°@3‘8 80'8%5@ g %@R°§f§5$eg‘l’e@§% frp 'Bci e §ggC: ga&%FgFe%%g ihe heavy
gghaabiateal, agBga.14.aP- gtidR vt1e s og@d@aaraamem@ferred embodiment,
g%%@lgf&% %QQM%%nO%H%E%&%S At BR&RGH difdeAtiedlB@hains. In

D e eaTehATCRITEY PeURReT DU UABgaL (LG o obtsined ffom

caaelt ats.a 148, cliacag.catiaabagtti. accct ctcac tttcggcgga

Eg(l)zgg acczﬁ%?%mtbg%%gﬁt &@%\@ﬁtloﬁi%?ffb%%%ﬁ ahft I?P?‘llil nt}ogﬁ)éthat inhibits

no sa
Tire i dinos IGHRE to I§§r1Rg§,the|_er’gé)‘f IGXj-2 tod&F - 1%|In @psfzfeireg eqgodiment,
1%&@? 1@( i§ hifadn. TR Bndtihe? p@%’rreﬂ}é&rbé&n@ev&l tae SEI-IGBHR 4dtiyodyiiga human

aﬁth_ogg }_Q g oﬁ}eB e&?g’g) ﬂ?rﬁuwga% lt|>od9 QEIB% g1 %oplnk»}éﬁ’s gfucﬂng between

SeéBF-HRand &EF-Hwigh An g:sgfy]o\pmre thep 1@3@MA|}r‘ga PR rrgépm@dfng‘@ the ICsg

555 P& liha 18 nfeNin Fndbre]| ﬁéfe%dler%t%lrﬂ_éﬁ tlk&l@E,OTQﬁo hb 585 nM. The
Leu @n Pro 65 70

T
T)}&O €9 be mgasares by ny /p\gq,ﬁhoggﬁnow n t@ grt LEYP %ﬁgy ﬁrié% T¥rh be measured
Plvg EGISA dBRYA.Gh y pléierredyesnbvdime® thelGse islnyesre@ b BB <210>

égg;tz:[é% algxr?er te%%gcg B?@Apéé@éﬁlgm ﬁEIZG§4Q%?ItIgO%y that prevents

C

O e o 18 SRR Y5t B2 8L SR Fon, e
a%ﬁtﬂjdg%@set; gr&gaém@ulamgot BFgIR frdCa c@lajgwag@ the antibody. In a
g AR BB &l@%ﬁt‘ibo&z Fs%glteggé 3184 9005ak C3¢AL A6bAF 6.1.1, or

gcagact ccg caccat'c tccagagaca

atcPwptssg a@ee\e{@g@ﬂg@a&c an@r mt'g@a@a@'@%rea'eag@aogag
agccyaggafmnamaieedicah habiatdddtyamaaniaiggttiog-hdMeh animal comprising
g)g acggE gll %féhﬁég%%%ﬁ@%éltggu%{n 2%8% %{it@:ag Qé{;-gR a%%%g\g glﬁ%apreferred
<2hedi@nt hkirend@far 2h@mel lsFa‘XEBSDy@u&ﬁ% g @r?@ epgippered mouse
1@tr§n Llha}@:l)mgls‘és llé?’%é #rgrj?néﬁltévlofstﬁé héshih Erunebi¥buit YocVahd 6 deficient in
S Le @er %?’ A%-q A 1994) and
Safoves iy PRRUBRE. S & (Y5 SooHe8E GIiRn] Tkg] 11094 an
TrLﬂhﬁMﬁStaﬂS@’a@*ﬂ’Nd&l 8,918, 17 15,939.598, &P§5,616u5,898:1208¢ @0%1813@091 001,
14%5@5 Ma @1 :id %48%‘66(%/3(0 %méﬁob(al (aaYen‘( A I-EQtTonTNJs W6 91/10741,
F@'*")@@Bd hd25399 L N0 AGRZERRT pmb@%hew@g@srﬁw% s pifEHoss ana wo
Gloa/3Nk5, Asih [Blishee@ Ocibgr 24, a988; W Ay8/TBh54, Aublisved Af 23, 1998; WO

yd’s/%% .Ipub||s$e<?§|+ﬁ°e" ?bwgiﬁféf\%lggﬁg%y QM&?@' Mo\éﬁ{%eP'ﬁ‘E 1998; WO

G 9p/48D3i @Jvusmsmmb@no-nﬂgg\)é(p @éﬁsogérpuglfgeqlgetogezg1 1999; WO
<2obR2580] poibHet Rebfiar2da? 2000NAn < R1B50/037804, PalisediSlune 29, 2000. The
XENOMOUSE ™ produces an adult-like human repertoire of fully human antibodies, and
generates antigen-specific human monoclonal antibodies. A second generation
XENOMOUSE™ contains approximately 80% of the human antibody repertoire through

infroduction of megabase sized, germline configuration YAC fragments of the human heavy



<400> 17 caggagacag agtcaccatc acttgccggg caagt cagag
cattagtacc tttttaaatt 60 ggtatcagca gaaaccaggg

W@2@g/0e8581 a aactcctgat ccatgttgca tccagtttac 1POI/1B2005/002096
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aaggt ggggt cccatcaagg ttcagtggca gtggatctgg gacagatttc
actctcacca 180 tcagcagtct gcaacctgaa gattttgcaa
cttactactg tcaacagagt tacaatgcé®c 240 cactcacttt
cggcggaggg accaaggtgg agat caaac 279 <210> 18 <211> 92
<212> PRTPC3 2226A. ST2 5 <2 13> anD saplens <4 OO>
18 Gy Asp Arg Val Thr lie Thr 8
| crexirSesi amthr light hetiod SepHTEEALAS A Natrfrep qvwcsd g e Q;%gn Green
Af”% “gé?“é%}g" éﬂk@ /\,Perd01dgy4:33J4§51(1lggs; 20 25 30 lie His Val

eu Ser
40 45 @eyl%e}R @txge%g?n é ﬁdr)flmsfae&g %han aﬂHLﬁ%& tggﬁrﬂﬁgth tt:r)bslmmune
S@Sp&eé Badh ddiuvarB® inblibd& oniete G lucqqg)djatepﬁr@um saadpnllant-rﬁkBl (muramyl
Tm:) pﬁéés) grqsgDﬂl @ﬁﬁuﬂ%ﬁmﬁgﬁhg%oﬁlp%rx@s )2 s gcﬁlu\/%ﬁ)tshﬁéy protect the

<paipsptids e 1apicdgpecesh by SEESIENEIL L © }?86'3‘%/?8?%%9 9‘%6@’ contain

tl&bstaﬁé‘e?atggaeﬁmla@ttgaagmm ‘tecta)g &gec bt @t chernatadic for macrophages
C ct ctagt tagt tactact

g?fecﬁéé%eerapon@ﬁ%e%%cnimg%gﬁi‘gﬁégca?g agt gaat 120

t gggt affae oudlei Beid apiegug @Cg'tgc g variahey iop ©f e light ghgjy may be

9?&%@%&\%4&@0 G@?&Irm@tw geaag bqeeedghaniomighdnt, the light chain is
;pé'fv%%l %E\?that é%{% B’?accgec ! % rezpﬁgfeﬁgtfgﬂg&gﬁgnt the nuclelc acid

t §gcagt tcgttctact actacggta
Seﬁleggjacegtto@tngghgl}gm abaiy g@t%f@a@g@?@dbafbtj’ﬂﬁnﬁ%q e E{“aggf% from the

éérgﬁnggﬁﬁgﬂt]g%nélﬁefél%@ag'%oprﬁa}eqmﬁx Haiie sorptienges<46d=zven more
er GQu Thr Leu Ser Leu Thr

CP?fel‘?ﬁ'y %morf ”??”i'@e‘i%m@% PC'?3° VEFY Ser H e Ser Ser Tyr
Tyr Tr pn &Serembopimdne tharagti@idn céhtain2® @satgUhaer tgn gnyxoLaylg changes in

Serlﬁégi%z\%% Vl_[rg%y%seofﬁeymlﬁé(téd la_"\tﬁGFWR ah 50d§%6m5%r¥d to the anti-IGF-1R

Lypatibgedy prigrdo vetatiph, I ?éﬂ@;%rpf%{ie fé@e@g%@é 1 “%@Preu‘“a” five
L iirdsRidGhandab & shiaér theuH by$L tegionSefrtheSantaldd lanfFHIF- 1R antibody, more

Al a
Tﬁfefefgt}'y g%lmogae%a@??re%%(n rf{‘x‘la%ldv%g% r IrT %ﬁ?t@rﬁﬁrﬁgo@lnﬁﬁg there are no

Asporafhin flitgen @mno@eid c@r&geq’ﬁurthewﬂnstﬂ%fpomms \yglqre S@Fey rajyy no more than
10 iR =6d ch%géé?e\?eﬂa nﬁ?él-plréfe%ﬁl@ ro2hadie RN Tive2h Bz atio nitenges.
R

o A RE R ol 0 P Sl s ot

oys ThrEgP X
GvyridBleyre@ipss Glysix AhtalGE-1R FHight@peinal $EQ 512) § & %, 1@01@520 and 24

3 roq&]re ifd Xm-m racﬁmeq%%s%ﬂthgiﬁlage%e@% &6 éNtlaGGHR Helayy chains.
G%’EQ]-Iﬁ)rN(N@ d@lgts @F?W%a%g g;&%;@le %BcggéQ %RIRIQ{g gﬁplcts XUCIGIC acid
Alsaquiihee &yadify the TbitistaBk 5egith pf By $ghOyisainefdheGangi-IGF+ R@ygpog@s 2.12.1,

7021 %yszoﬁqgrarﬁ/ Qéséglg éﬁ‘ldafs @'1¥ %c&i @’ﬁoThé d@i@ts%{& amino acid

Gsyq@ge And SERY IDAYE: épéiempta t@ 9u<@% aﬂg éefilt?@xaﬁg%ﬂjg the constant
r¥g|§| ¥t 1 Vie&y Sh&l of NedanGYSF-TRranfBogiesi2y120y 2.1812a2.THS, 3.1.1, 4.9.2,
Thﬁ,ﬁ%?nd%;i EQQ 590%2% 8533@33 a%jé%o%gé'g% és%rlgo Gy Y sequences of
13Be det@ling head@l gharnhpP@@D@q @%0 r7w§i r@sgﬁc epl SEQ ID NO:
G'é»é, p%\i?degﬁ% rﬁlc%oﬁeys %c&%ﬂth&@&n&ﬁ@hé&v@ cfiis DPI0. HEQ ID NOS: 38,
170(9 a11§§2@;§/1dlg\|ﬂée %&r)o g %ugn@syf ﬁé%hr%? @Lﬁe g@ht éﬁa%s from which
Al tae § ¥ntidBE-1Bysslightehains are derived.
The anti-IGE-1R antibodies can be incorporated into pharmaceutical compositions
suitable for administration to a subject. Typically, the pharmaceutical composition comprises

an antibody and a pharmaceutically acceptable carrier. As used herein, "pharmaceutically



180 185 190 Gy Ala Ala Gy Ala Thr Thr Thr Thr Gy
Cys Ala Ay Thr Gy Thr 195 200 205 Thr Thr Thr Al a
W@Y®6/08639G y Thr Cys Ala Gy Cys Ala Gy Thr APEI/BER2005/002096
215 220 Thr Gy Gy Thr Ala Ay Thr Thr Cys Al a Cys
Cys Thr Cys Gy Asn 225 230 235 240 Ala Cys Ay Thr
Thr Cys Gy Gy Cys Cys Ala A& Ay Ay Gy Ala 245
250 255 Cys Cys Ala Ala Gy Gy Thr Ay Gy Ala Al a
Ala Thr Cys Ala Ala 260 265 270 Ala Cys <210> 22 <211>
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91 <212> PRT <213> Honp sapi ens <400> 22 Arg Ala Thr
L@gceS@bleQagieAr igciudes any rangy sgg?ntg/acjlspgfsg)n@ Matw§ artlbacterlal
O ahd a%@fuﬁd?a‘li bts, T [sBtori¥ and zﬁbsapﬂori_)dslaﬁﬁg) agents,Giril Mealike that are
Npgysﬂﬂ% céﬁg,cq%}%éht}!# gEzﬁ%}P%e,&rog %E% Ege rlé{a&l %E@hleggﬁlgéré&lude water,
GisylinSe ph@phatd Hiufféep e, Tiextrdseu glygaroll |eﬁwas3érarwtr feLlkg, as well as
cﬂmﬁﬁﬁlo% Qne%é)f 6 ﬂrﬁrﬁgs Pthﬁllllﬂeapryﬂiath@ ﬂMude%&oﬁ: ré\gents for

r
TW?‘a’FIH% ggg)arsa qply@ic9ho’reh rsuq:_i‘y%g %nnltef uso%ng L%/ %odg@ S%Iorlde in the
<2:&|950533n <Mribr aBbints 2lAXIIDNAUNRABEs -Blahms Sehingres erBifying agents,

e%arggt v?g 3% #&gt\ﬂ?&g%@ah&g@mg%glgﬁfet Sr9H-B5 RS of the antibody or
¢ %cct tcctgtgcag cctctggatt

cafottttoﬂv a@'&orag@valﬁ@éwdv@@gct gggt ccgccagget 120

fcaggga;ﬂsgmg@r%lso 8989t BmPasiths aggtbedih taaiigy gd f@nggTiege ag‘,lude for
acat act ac. act

3580881 SRR AR PRSPl SECRLoe . oo
acad it seldtoog)a digparsiansgef CEBReAFIoRY: ttq{ﬁqt@tp@lé @chgigbsay%gmes and
3QUp et aRR0 plottrkl abigR Bedeh @0 bh GRRAMidIEI6d GB@YCE administration and
T oS e AR08 i o
Glifuditéel stletion&l suciSes c@hyos@pys ginjfar|te thoge lusey for Passiveipmunization of
Phem%F]sS véﬂ Jtﬁ Sgr{tlbbcﬁé’s A( %réf@r%dsﬁﬁd@@ aﬁh%lsﬁaﬁons%r p%b‘teral (e.q.,
Arl@}ra@rﬁ)uN guqsp@nggu? Lrygp@ytgpeele dnt@mwswlY% V| m%:glo&o Izsa preferred
SQJmlﬁ:i]vhehﬂ ehelatib&dyyis Seimir@taredSby irfievenbhs infysionTgrrinjégtign. In another
':er?ef%gerd \é%l)o%geéisth%oﬁjjn%%_yqsy %@anlstp Fb% B—)? int ah\%s&%ﬁ' o‘?‘r $libcutaneous

Ekiestion Sae Wb bonegpasialed by KepsHikd' AIEERVATe fwtew]d/m mode of
Q’a%nﬁﬁstr%ﬁbr&ﬁn @érﬁdé@éﬁdu‘@ onige desyedrasulEhr Val |ie Met

ée:] g 5!‘ h?mpel[u&j:ovg?smpﬂg tyP/'a%lygge)Lr%t ée’lgtgﬁég%g%‘blgrﬁ% ﬁeycondltlons of
<Z2tdrmufaBRce aﬂlﬂwamﬂhezgrgpos}tlgmarsgepfognlgatedlggg splgtion, mlcroemulSIon

: ?tﬁ%%%{og?ﬁbogaﬁ@% et oﬂﬂéﬁéﬁts@r@ét% sudbfgRoadcdiug @bihaateAign. Sterile

adﬂjﬁl‘éﬁlﬁq églut_‘,%ﬁa%g;t %Fetggrgta i gt ?ot %ﬁl% gtg;%g? 'i(?F 1R antibody in the
{ aaqed cAmountdi GYgErEomEIeEC smmagg avitl a@tegDC@CQOFQ*a@QS'a@ i ciagredients
180, 6AMIAHHGY a%qgﬁliréﬁ: quFbw@H bR ERSHES Qteﬁl&ﬁﬁcﬁaGGﬁgrally dispersions are

gagcaaagca gact acg aacacaaagt ct
g dﬁ@?%@c@t'nﬁ‘?re%[@tﬁ@ctg? a@%(@(f?@ﬁ%"@é Eltg @a@ﬁ@%gﬁh"ﬁ%g‘at contains a basic
g Cdidperamated 9 aghgie géquad otdrlifgredénts 2drh thab @nuridrated RRIVe. In the

Vgﬁ]ééﬁ HOIIT‘PH %ﬁko%%s forépg T é%gra@{ oy @!erllé‘l |ﬁ]eégl§e Fé()ﬁ.’ltl(%%]r_ the preferred
Lw@ew @werfﬁrﬁﬂowa@ wuwry'%wbvgeze@mmgemawﬂd%rPOW"ef of the
PhgiJey fng?é&lea#_’ pﬁa@ any additional desired ingredient from a previously sterile-filtered
solution thereof. The proper fluidity of a solution can be maintained, for example, by the use
of a coating such as lecithin, by the maintenance of the required particle size in the case of
dispersion and by the use of surfactants. Prolonged absorption of injectable compositions can
be brought about by including in the composition an agent that delays absorption, for

example, monostearate salts and gelatin.



Pro Arg Gu Ala Lys Val Gn Trp Lys Val Asp Asn Al a
Leu An Ser 35 40 45 Gy Asn Ser G n Au Ser Val Thr

W@ERWoes3Nsp Ser Lys Asp Ser Thr 50 55 60 Tyr Ber/1B2605/002096
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Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Gu Lys 65

70 75 80 H s Lys Val Tyr Ala s Qu Val Thr Hs dn

Gy Leu Ser Ser Pro 85 90 95 I Thr Lys Ser Phe Asn

Arg Gy Gu Cys 100 105 <210> 27 <211> 978 <212> DNA

<213> Honp sapi ensPC32226A. ST25 <400> 27 gcctccacca
agggcccatc ggtcttcccc ctggcgccct gctccaggag cacctccgag

60 agcde esyteiienhodimegiscihg 26tve GenRUAE NN EF Atappee with a carrier that wil

C%&ﬁqgé}tcorgﬁ&ﬁngt@aﬁﬂt 12 R Ciehdas]) 6 gnBbiBacrelease formulation,
cot cacctt a tcct aca
g %@E@@aéﬂp%’?‘%t rgﬁ d%an% ?atéli%g ac%ndg trrélgrc Crtxcgésgjlaé%og adell\{ery systems.

c Biaeggeaaite, 2d6cotmpetite thglyaersc ganageat ksad.c aktic e gijtylene vmy acetate,
a?%ggt asts! QQI%%G@%CQQH)%Qﬁ gﬁolﬁﬂtgo&?@é géﬁcgthIylactlc aC|d Many
CCC accC

ccca gcaccacct tc
3emeﬂaqdétf?rdeecer@p%fa%?fég%foga%ﬁ 2o a?ﬁ%% FiBuga koW to those
ggateChitgnay feeae gt Gostdiad atdglyintoted Reteege @agd@@very Systems, J. R.
CHRBRGT g, ﬂg%&tc%?(e&tm& Cﬁ&ﬁ&gt@?&gtggacggc 480

gt ggaggt gc’ a Ccaa gacaaagcca Ccg ggaggage a ttcaaca
A3

cac gt t clbgrhgracetier) ceraRRsEor BRY E‘S‘é‘% pgerlticalpgiective amtbunt” or a
gaﬁﬁogﬂﬁcﬂ@llﬁ‘éﬂ&f A agaugt ar aaghigodp 00 aatggy ebeicd of the invention. A
gg@(%llggega& gc Cr%%&nt'arte egsq? %ﬁ‘%o& Q %Ff&,ttl%c %ﬁd(ﬁgg&%eg&%enods of

aCcCaoag ac accc

ggwwaryg@@ya@g%@g @g@ddi@j@}e@%t@éult @atb%rp@@@?ally effective amount
0 Wr GRAMIKy Lok A8 BeHidICHACArE 86tofiiyde @él:tdﬂg subB @s the disease state,

gaga? %eggt@[gi @%&8%& B%tq%\%@f gi ?bé}ﬁﬂgfct %P@agrcgnﬁg%tpomon to
gtelgine dagj@d gespguogegig dize @dulggajg/hmr@@@tlcglﬂyl:@ffegh\@aqmoum is also one in

9 @%ﬁ%@ &@@gé\ﬁ(b@fv@ hed b
SRR AR TR eas deater sanatagasininen

PR 4Pl DSBS eeiRo08 PIEPRIFIEdy SRFIVE, PTG refes fo an
Pra@no‘aar efitativePhae dBs=ged @nd Abrapdinds @y tmSercehsary,ltoSach@ve Bhe desired
Ser T,

)Prop Iac ergsufol’i'%égﬁlé %o&l&%cﬁcgébgg\% les@i;ﬁr} E\ﬁ)ﬁéc}égdrlor to or at an
TrosriRs gy oiGHigeea ”Eee@fomv'a®é?"yssffe&w’e48m@"i} Wl bejless than the
Thﬁerg’ﬁ‘&,t.&i@eﬁgcave\émouheu Adn Ser Ser Ay Leu Tyr Ser 50

&y ThroeeR s oty oFcecptie B BRI gy Sifonse. For

Asaxaviale, Agpng|b§Iu§y'gayqu-)acmmstp(§ﬁ qqyeraLg,igld%qjosAg@ay;})esadmlmstered

80v8R tife ofthe ¥dle ﬁlay Y Brobdﬁolnlg(i}ﬁ S%g&edvéﬂ inCellsedySs MbRated by the

Seqmg?aqlespﬁéhiggﬁra IC lg‘(a@tlg}, oPeraqutbcaLgaf)éanggoriGci%ﬂpﬁégg the antibody
12& cbhpridigia Metnbinat@nSeeragy gonTitisin@itiee @tipodyagndThre @yrgore additional
Vather%utly aall%;eﬁ pi*n;);)’Q)el%ﬁnJ}é]th \(é\'l Sl§@é 4 ﬁu%g 0%5%83 Prg is especially

1 68ivgriagegys; tq/afprnpﬁlage /@ﬁan}ﬁra&l iwoq%?nsu? d%age AH”E]t éru for ease of
G atnfAigtrafbreantisumifdrafity 3)1‘7@)35@5 DSexge Thit fofh@s Aseyl Néadin Néddrs to physically

Seélscl&ge u@;%uuy as\@ltar_}c {%35 fog*/rna rﬁ‘aﬁﬂm%ra s&éQcts‘l-ﬁ)%e]{%ted each unit

G spntaiingPr gregggmgm Q@gtlt)a\pgaqﬁy% cpm@u@ &alElg)gteq'Fﬂ, pqo%té:e the desired
Setheﬂ\ey\(éjtla_ Bifect ¥ 2is§dc)atiéd WithRhe reQigkd@ntirmatbutiddiza?i2f) TRE specification for
al

r Thr L Pro Pro Ser GI al.
oy e jBtposisit J9fe S ind el &5 piesf o7 gha bl lonbent on (2) the
Vainidugshésagteriities Tlythe Retiye Sempog ang éhezrz%tlcz@otr@@@emcapr prophylactic
Vaéffeg tU ba_ 5&&(;&1 ang 5b AN infRhionSGiriRelZhn (Helartd$ BorfoindiYd such an active

Lys Thr Pro Pro

€] %P”&?@F”qv‘ﬁk"hﬁﬁsatm?ﬂt OF PPNty '”L@Pé"h@?'é %ﬁ%g'éﬁl‘éﬁﬁﬁmm“‘am” 's 5
Val Asp Lys Ser Arg Trp G n Gn Gy Asn Val Phe Ser

Cys 290 295 300 Ser Val Met His Qu Ala Leu H s Asn

H's Tyr Thr Gn Lys Ser Leu 305 310 315 320 Ser Leu

Ser Pro Ay Lys 325PC32226A. ST25 <210> 29 <211> 296

<212> DNA




<213> Honop sapi ens <400> 29 caggtgcagc tggtggagtc
t gggggaggc ttggt caagc ctggagggtc cctgagactc 60

W0 ewbgosgeng cctctggatt caccttcagt gactactaca tPREIIB20eH02096
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ccgccagget 120 ccagggaagg ggctggagtg ggtttcatac

attagtagta gtggtagtac catatactac 180 gcagactctg

t gaagggccg attcaccatc tccagggd@a acgccaagaa ctcact gt at

240 ctgcaaat ga acagcct gag agccgaggac acggccgt gt

attactgtgc gagaga 296 <210> 30 <211> 98 <212> PRT

<213> Honp sapi ens <400> 30 G n Val A n Leu Val
Sey/ndH apti-G -1 Rolaytitlogy) inva buffey o RRroM Gpgiurgy djfrate, BH1H5, ﬂSOrsMrNaC' and

L@lé”@ gébrb'%@éf sdys Al a AI a Ser Gly Phe Thr Phe Ser
yr 2 Tyr Met

Tr
Gy Lyaneaybrsved i wignga pokrecss. a7 ofpnfisfredsfos ormore
Sétan Sace 16 ¥t 1&Gast thElperidd af tfgruniMyite Ginditigsis t8eted,\ralliated osgired. The

6
S%P ‘bﬁgh%ﬁé dﬁ‘%%lll}% afy}gstérbg lfJo$%§ r|1 Gs /ﬁ%otﬁﬁégl? 'ﬁt&%gﬁ{ﬁovﬁ%ﬂ that the
Naatlbgincep@?ﬁ gy pumey ar ogaq:ermtoprg;pwm gr tgegrpasgdn Nelght /Q? Zjolume The

<%A&Bd§3ﬂull §8dskaily 23 @dmiisterediRTparidt 3 phblorapegiagicompositid0 8s described

2R sy el B o0 B 8 T B, o

GlpyefaBabjy GD§-5GMe/kal yo mefgayly@(&ﬁ 2@>/§g/h'g1 ranq-ﬁyerQr@orQEpregqably 0.1-10
Grﬁ@/ L Yt Tshfo B Aoty thafldBsdgh Walkds nfay Sralyhwithang ti@eyard severity of the
Ncgndé&pg tol-lpf%/ aI@ylgteng' |§ &i’r@er fﬁerf%erga%’dégatg{{ aglé rﬁlﬁﬁargyect specific
Cyissafik aedBingn<CytwoulByise Adjusta®y gveTHimeGogording ta\the Hividg ,neg@ and the

-
%ro?%?fggarﬁ%%m%htagrfﬁ%{é %béén Z&}ﬁmfgﬁﬁng-rblr S ﬂ/lsﬁ’g)&h&\.éﬁmyﬁlsﬁatlon of the

Ncam@sg;m@,san\f}htpat@%;agg VANERS/ Se}tﬁoxz)%re@ relwmf@g/ _rlqu and are not
Glinterfdgs toQyisit thd scofd yr fBhoficdlyfsheldaim@ysonPpsiticd.a Gy Gy

3 i e i 5 4 0 o

Ofive Aﬁrgm@t@tlogy‘gay'mﬁ onpg achpﬁliale FHGh tgre@tveﬁ‘rﬁﬁllydvvcec;i)y once daily,
Trb'hce%\@ry]taé déﬁooﬂo'é%vé@ hréd dayd, incdhvyeks, yncBleverGlwo WBieks, once every

Hri]onm gnaévea@vo(g}ont% on = éave%’mreAl n%n%lﬁSangOQCé' Z@er%& months. The

Thantik@idy mag e aﬁﬁln@’@(pdpdlqaanmr@{ r(gp%psqy lgpcg;l ynt@ngsaﬂy@a@pl}{ intravenous,
Gs\ﬁbc;[lmnea-d},r m@rﬁusﬂ:l@r @;(rént@éﬁ infb@mOSr tcﬂ:ﬁl@ 0. Thr Cys

Q/S 2 16’ h%_agtlbzmgb n@ée @dgunﬁt%/{ :ga&a %@ dlsA:an fr&(/nath |Ee ?g}ﬁe tumor. The
G aptikodg mbk plsGby adrhinistéled cotinu@RE VEZOMPEEMR40 QIS Thr

G >S/ %’12 A%-% r(%rﬁ‘od%ln?en@fhe%%o@ %a%é‘a@rﬂﬁlst@ré@i i) a@¢§ol or inhalable

A|fgrrrg Pn@pgoml 4n @ifzsfom an ép@y eg 65@“(& ?é'ﬁ;%? 5% A 5dlssolved or
Gls)ﬁs;%yec();ﬁs aOyquidClaye Biso wdetul Timrthe\ practibe oTHne Arese@y évention. The

Thr elﬁb‘é f&éﬂ%@%@%ﬁ?& é’eéwgﬁgezn%ﬂ ;?_eégﬁln@té‘eﬁ)fhe form of an
saqgr@glsspeayo@mgjgr ga(pp{%p n@btﬂlzgreﬁjclﬂéa ti@sa dg%qub%g ﬂ?n%lsy Patent Nos.
G s da281:\at03GB; FH6n 4G yan@H)638,627.10 15 Ser Leu Arg Leu
g(e)r A%a/ST'\f)élts%gg} goFggntret qnyc')&rt eéTQJd,&I&%lgg%%?%ﬁgg E?ﬁzmeﬂ?iéd known in
Gltbe Fmt.prhvantit®@gy my@@o %mdmi@tqnpcépr%wlaglggllggror@rﬁo @pyent a cancer
Sedr b fr-g)ﬁroc&‘/rl:lngAI ﬂnsﬁﬁﬁy bs,eésp\!élblly%efﬁﬁn @@tldnié&héﬂhﬁveﬁé Chigh normal”
Ieve-lnc?f IGII;| 1 becausepﬁgse paP ents have%een XhowAsicr)] h;\r\lﬂe a |ﬁ Her %IE of developing
common cancers. See Rosen et al., supra.
The antibody employed in the method of the invention can be labeled. This can be
done by incorporation of a detectable marker, e.g., incorporation of a radiolabeled amino acid

or attachment to a polypeptide of biotinyl moieties that can be detected by marked avidin



65 70 75 80 Leu G n Met Asn Ser Leu Arg Ala G u Asp
Thr Ala Val Tyr Tyr Cys 85 90 95 Ala Lys <210> 33
WO 208008836 <212> DNA <213> Hono sapi ens <400> BGI/IB2005/002096

caggt gcagc tgcaggagtc gggcccagga ctggtgaagc cttcggggac
cctgtccctc 60 acctgecgetg tct ct%gtgg ct ccat cagc

agt agt aact ggtggagttg ggtccgcc 120 cccccaggga
aggggct gga gtggattggg gaaatctatc atagtgggag caccaactac
180 aacccgtccc tcaagagtcg agtcaccata tcagtagaca

agt ccaagaa ccagttctcc 240 ctgaagctga gctct

ac
cg(é@g SHepiavidit eRaiyIg? f'%?%efftgmaglger Qé@%@@atzﬂg%cﬁggfbg can be detected
é4 BA coloTmStri<Ahbhad98 Ik 2dan Bidhticrdl Bz IH@or sapkeena also be

Der%qutlfia\garp}ls mggpdscgglabfh% pfgpghé%%an%edéyu %XtePE%re wn in the art

Q/@dAha/ hmuseSerE@wylegoylagg;a fqripelyseitideseinclags; bgbarg@oghjmted to, the
5 ASBiiolidd: Trra9i0|§§5pe-grc9 ry@rdmuef(ﬂs@ B., Bn0“ErenGey, gﬂ\ys%-Q Y, 125, 131)),

égfﬁogﬁ?en el?y(re gASFﬁ'?'Q, @o%aé‘?lxiganl%lﬁ c%Sp%)apl'Lorsi %éZP’mN"y labels (e.g.,
V&iorsﬂ’d’dldhl e fBedxidded, AgpgdiacsiBese, Ly suchemsdd n afaineSer pr@JSphatase)

%evlhfmlqescgn]tbg%@?%@gg oégéeteXﬁwkneirrgoly%&gN %} £B5gnized by a
ggcargiggb rqpm@r<9_61$> I ) gwr e Q@@gy;egﬁ b@glg%t%t&%der secondary
10 ggé?rﬁgafét ﬁe?%ﬁ&mﬂﬂw@t §abgaaesy. o dngoagadinatsghibdsare attached
accltgcac C cat.c t .
e g
gat t gggtret ardibadiest ¢repteyed tig thg aursent @wgcpragrgazfefg_rggly derived from cells
Cft@%t?%(@ﬁ&@@ h%ﬁ%gfggﬂﬁg blosiRk Gakaat C@segﬁf%?%ﬁﬁtml&& RAYOAS Githe art to
C. aca
qcRiGe veh ‘BT GETRRY cqRns s I s HERGER b Paept Appication
15 PFB'erlélZﬂI8>08Htﬁ9[B29 afpe(EDecemfb@OS BBH6 G See\&iso Bendezeaty alg Nature Genetics
H‘) ﬁ%r‘l 5?&)@9@’ %re@h%n&@ékoyéults L‘yé(p PM@d $@£§ 4@- g@§1é§98 @:’uﬂa’éean Patent

Soto &0 JH AT GRS 96 1BI9G iyt INRtagAl Paiept ARplcation Nos.
Ar g 0Q4702802 pBsIRh&d Febrysy § 1994;aM0 G6(34T96) plibliehedSOctdbed 51, 1996; and
Ser Thr Asn Tyr Asn Pro
Se%/oL%OMEé; p%%'s%egy“@aésg é/g Val Thr lie Ser Val Asp
20 Thr SerAeLygtedx@hO\@ tli\em@nsélrer@@np%esrese Owt'wyu‘gpgmega Antibody
Sefragafints Valch HRIFvAF @b a’;hd%ﬁ nT be%répa\/éd byl Méavhyd ofG}8 intact protein,

élbg’géggyagg?%ge 328@@1 ?2 C@afgﬁd R” ngg‘,’ﬁlya aTﬁuncPRJ g&%&' %s.l_?]emgned For

A gxaifipte, Fhhin@rig gehe e@yastingl 3y paijen aof He Flablp frAgraer@vgpumhlnclude DNA

q’§eq che@éﬁcé&!’r%/tﬁ%aclﬂ Yiofwhik éﬁﬁshlﬂeare@bﬁ &YBe @Y Shdif! foldlved by a
s Thr Thr Th{em”}f)( Thr Cys Thr Cys Cys

25 AI féa"@a?m‘@l $JORFAFOBER ViR %‘3 g &S Ala Gy Ala Gy
Cys CysinAiha afjysadby son&yrsud brquycss imodibf teShe6y aDgdigigyehain J regions
Thﬂwa&é/ \ys?ﬁ;%@%ﬁ% gh%on Yotided fo%s% a@’ﬁln@ﬁo gtr)ﬂdlmrus@ﬂsrestnctlon sites
CyistoAhe @gypndyrssUAﬁ%ﬂueaf;}mwg ogY) fwngﬂfgmﬁ?tsm ha“"a? c *’ﬁ%’i"” segments.
The réYich SBINA éyiDe@ysifithby Steydiletigd Tutagbhesis@y platly s rebBBtion site at the

30 10> ggus&/!o%m%/% t%ﬁchn%% %Cé_’?_‘lzg é:;‘ Al a Q’g %? &h;
Q/S Cy sExfiression yvecipip foy gseT iy ol{l}glglnm epﬁ%odles employed” in the invention
Q’ﬁawgl%%dgﬂ%ﬁowruses cosmids, YACs, EBV derived episomes, and the like. A
convenient vector is normally one that encodes a functionally complete human CH or CL
immunoglobulin sequence, with appropriate restriction sites engineered so that any VH or VL
35 sequence can be easily inserted and expressed. In such vectors, splicing usually occurs
between the splice donor site in the inserted J region and the splice acceptor site preceding

the human C region, and also at the splice regions that occur within the human CH exons.



130 135 140 Ala Thr Cys Thr Ala Thr Ay Gy Thr Ay
Cys Ala Thr Cys Cys Ala 145 150 155 160 Gy Cys Al a
wW@op68p3sE y Cys Cys Ala Cys Thr Ay Ay Cys APEI/IB005/002096
165 170 175 Cys Cys Cys Ala Gy Ala Cys Ala Ay dy
Thr Thr Cys Ala Gy Thr 180 185 190 Gy Ay Cys Al a
Gy Thr Gy Gy Gy Thr &ys Tt'"Gy Gy Gy Ala 195
200 205 Cys Ala Gy Ala Cys Thr Thr Cys Ala Cys Thr
Q/s Thr Q/s a Cys 210 215 220 Cys Ala Thr Cys Ala
Ala Cys Thr Gy Ay AIaGIy2252308
ownstream
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y Cys Ala G
23@'3@4@1}/@}1@,“ mﬁgtranﬁwp@rytem'%?tw acaqy §t nefive efgmopRmatiips
Thyr tfd dbd@jfﬁegﬁslna TreYestfting 2R eASMtibody rahyybeljbinedoaany Birong promoter,

27'6‘7]@'&9 r%ﬁ?wrﬂl IaTR?h -CI-SE{/_A' earlﬁ_ﬁ%mﬂg (g a aaet E%I%géell Bio. 3:280

Al (4983))s R@yessadomaXirgs Q%(Cz@sa@tsel &yrec. z‘«@tb /chqOSCI 38:6£07 ((1982)), and
96mcﬁgn1e§ miRE [edkeaTa WRID LSRPIRESCA0@P aB8cdr 44:885 (@843 native Ig
Leu Thr Gln Ser Pro Ay Thr Leu Ser Leu Ser Pro Gy 1
5 R[@“‘itgrsét% Arg Ala Thr Leu Ser Cys Arg Ala Ser G n
Ser ValArEbsodisethatSare géfer2ibd 3@ ubyrin treuinvainboriTngedThot in@aly possess a

T )}Qrtéﬁl%r %s?e(gs&y% nR%b@r R‘é%nﬁLon la§ léethé?é’te@éarﬁ&s@éss"én? isotype and

Phean ey P@z@ezzwhe@’ﬁ?sea%er 5%”%90"(2?’9/“03@r"9@"§ﬂu‘5,%r Té?iﬁ ifipde direct
é&ﬁcdﬁ%aﬁhﬁacﬂnﬁmeg Bee bige USR PafdhtNG. el 816307 )6and7d@Il-¢8l fBfon techniques
r yr Tyr C&ys An Gn Tyr G
Sev et @%gpggﬁé\@' %gybi‘?f > 39 <211> 288 <212>yDNA d
<213> Hnpotshpbevres thepdifpstor funpiompisthe rantpqsies of Ahe dnvention may be

( 2éﬁ%)lged dy%%be%&@é’hﬁmgﬂo b8 1g81, IgB2, 1983, 1G4, 1§D <I§,QQ§E 3 IgM for various

t
CAGRgRA oo AT Pt Sa e da e o 3 HRYR avoides

aam@agrt thagsgyftbiggedifics.dmyoagieninsc ordadiclalelsy iy awg\iﬁ: C
ct aagc 9@9&ecﬂ@%ﬁﬁb@5@§ tar® S@b&ﬁ?ﬁé& thbgé‘cﬁﬁﬁgé ggt\nﬂginﬁl%aﬂisc&e with a

180 tt
Casg@g Ca%%? 6 g gr@?oq at (f:% ags%g%%trﬁtﬁ?cgl E:@g%f IEIQA? ta\rétlbody that has one

ct glantspediy foalGkatRagridia sexond caim Pe8fic<i 6 3echdd apletie, 9B (iif) a single
<2&1%> g gocﬁ/zégfh%g?& FFQiR/' BP?Gﬂﬁ% d4t9e'%?l%r|n'1cﬁec@\|en y&&h b|spe0|f|c

Leu Ser a Ser dy
15arm§?5ilg§r ePVRR generateqd ésn'rgh rwebkgow éecmuguegele el F@n@r et| erl Immunol
Ar getheds AspsPP198%); Irighe andSRarrib| pupkyr ardl Traﬁﬁenkdr)Etsal.FlnD J. Cancer

ad LysArgLeuIie354045Tyr AIaAIa
&@%95%53@5 Ser Gy Val Pro Ser Arg Phe Ser Gy

55 60 Santib@igs fGeusedn )ihe'nnyen@malﬁ aclygg “kpepabadigs” (! &t gelf'rotem Eng.
Sef0:440L57F 1897, Onfifoobfes amath Gt . AspBBhe £4:5808r (1994)), “diabodies”

bt e i B R g rnce

Hoetoal SEMB@NS 1636553659 (4280 hot Atpaneafaceicalghnt 4 Geates SugwRl. 7:51-52

Ct gbehphaf a &t i RGRBAGA cagagtcacc 60 atcacttgcec
gggcaagtca agcatt C agctatt tatca
120 ggg E?,d'%gt%ﬁ%‘bﬁee(f‘?n @gt”&‘%glﬁg g@étl@wgﬁ? {»gnsaby conventlonal

t geaaagby 0S@gyé.0.c MitbteanBihohdgytisyc agesP (10ad)t gfed elso U.S. Patent No.
t gg %qat Rédﬁo?a%gfegtaﬁtﬁ)oglgggm ﬁr&;;agéaa.%% tweg'ﬁgown technlques See

gadgattttg caacttacta t caacag gBttaca ta ccc ch
2889.cdurgbanget ab im Canggr Chemotherapy and iotherapy 655-686 (2d edltlon Chafner

and Longo, eds., Lippincott Raven (1996)). See also U.S. Patent Nos. 4,681,581, 4,735,210,
5,101,827, 5,102,990 (Re. 35,500), 5,648,471, and 5,697,902.

Particular antibodies useful in practice of the invention include those described in
International Patent Application No. WO 02/053596, which further describes antibodies
2.12.1, 2.13.2,, 2.14.3, 3.1.1, 4.9.2, and 4.17.3. As disclosed in that published application,

hybridomas producing these antibodies were deposited in the American Type Culture



<212> PRT <213> Hono sapiens <400> 42 ' Asp lie Gn
Met Thr G n Ser Pro Ser Ser Leu Ser Ala Ser Val Gy 1

WG 206/00883Asp Arg Val Thr lie Thr Cys Arg Al a SeCT/B2005/002096

10

15

20

25

30

35

Ser lie Ser Ser Tyr 20 25 30 Leu Asn Trp Tyr Gn Gn
Lys Pro Gy Lys Ala Pro Lys Leu Leu lie 35 40 45 Tyr
Ala Ala Ser Ser Leu G n Ser G3-Val Pro Ser Arg Phe
Ser Gy 50 55 60 Ser Ay Ser Gy Thr Asp Phe Thr Leu
Thr lie Ser Ser Leu Gn Pro 65 70 75 80 G u Asp Phe
Ala Thr Tyr Tyr Cys G n AGn Ser Tyr Ser Thr Pro Pro 85
9@ oistiar? (ARCA310891 Drivesity Bouowsrdoienasspss>VABHRL! 02289-e9fs December
<49008 ditk 894196 AG QeidBE AGHRISE:C gggcccagga ct ggt gaage
cttcggagac cctgtccc c 60 acct gcact tctGlagtgg
ctccatcagt agttacta {j’ﬁg‘@ctggat c&EGE®AgCee 120
gccgggaagg gact ggagtyiygyat t gggcgt atkRtAaR@2ca gt gggagcac
caactacaac 180 ccctceeisa agagt cgagpriafggat gt ca

gt agacacgt ccaagaacca ttctccctg 240PC3 2226A. ST2 5
aagct gagct ct gt gaccge!tYcggacacg gcc&ﬁ?ggtt act gt gcgag
aga 293 <2 10> 44 <23.11> 97 <2 12> PR¥2FA 13> Honp :
saplens<400>44 n Val Gn LegrfHfpeG U Ser Gy
Pro Gy Leu Val Lys APro Ser Qu 151 1 Thr Leu Ser
Leu Thr Cys Thr Val &83Gy Gy SerPTAé’%er Ser Tyr 20

25 30 -ﬁihéseTélﬁhbSQés FFePeithee fully %ur@bm 1§20 oAlgB4PAeavy ¥isaiksl with human

Szgap g %ht&ﬁ F %%CU%F i‘neéréve J:err?ss?f)é%lrg\[? @gsl: h%ré amino acid

VaslequlélnceSI\MtheSeanthadlesAsp Thr Ser Lys Asn G n Phe Ser
Leu 65 A%gbgo@sgépnpﬁ{@d lnke ﬁ@énh&?breﬁ?dbly_r s¥sse el highASidiities, typically

Ig)g?iélsgq%/algszf gorﬁ,ﬁg)ol%§3; rpbqpo g%?% &M‘%@ e&%urﬁé%y either solid

Gphaé%lmﬁhyonmaséser Trp Leu Phe Leu Val Ala lie Leu
Lys @ yAné?o% eéouséi le p%s@nt@{\?en%#cé@ll)e g(d?esls&yml-&l" lifdother than

Ser Pro
Lé’l){br}qog\au‘@ Il@r Qgﬂgenpﬁ‘? emoglngél?e @I\%Wegemm%ﬁ?gg%gr Mg particular
453n$ﬁfd|e8€tfan TBer ustl dorMednsiamatibn pf Yaitablr gar@neliaAl @ fenma@malian host

ellsgﬁar@eorm%ﬁ)n %%:hge ta%nlsi_lsx wh MQE@EQQL g% Eolgﬁleegﬂdﬁs into a host

o:emsrppltsmg fqaqexanya@ r@p&agmgh%wﬁﬁoqdw s Aprgntpgpyiralaygetor) and
SQFanﬁ!’ugm Brhogﬁce(ﬂc}wtﬂfthe-rﬂrus LkeWedtph) ok 8y trimsfectit précsdu@erknown in the
Leu %xw@m% 5y % qutﬂoﬁ ¥§b9 %‘%O 4é)q§ 0%(} O %56 %/gnd 4,959,455.
TWIetliokE o2 Ortro@fs:tidry of @btyrokz}gpusqggyr\wgleotﬂep m}pym@prnal@ ycells are well
Th{noﬁw fn t\é@l rt-Sqr‘\G ﬁ\;ﬁ]ldesﬁﬁ a%el'ﬁot]ﬂ%(ﬂec;-%5 déARnMRiaRRrtrahbrection, calcium
AR UGN B LT -
GI gart@,es bbbarfakntL yencAsplafionr ol 66e 17@yrLigBotlkés) Pnolig@somes, peptide
18 njf% g%ndéﬁlers d Tr[e@c neﬁgmpg&fong’ e DA ihtS HucTé?f Ser

a_Val
Ser Se er@gnyal@g @elfrWs g\éqﬂalj_ggs begts @OSX&%IOEQFG \@él kn%n in the art and
Vahciddar mMa/ imitioitalzed c8elineAsavaiivie @y tehAm6ican Tilype ZLlBure Collection

TﬁTég |r\c7‘aF1|nT|%{Jt r%f?mﬁ%gto%epé@ 'Elljg !?%Fy @I—ﬁb) gﬁrs ﬁ§60, Hela cells,

L yrsbThemes kit EHE) G, Mopkepr ey ok (808 qart Bhrmapahepstocalular
Z%r%%apééﬂs \(@b 'Ne@ &Y RerPmaamaléal cditbh @ah-@lso Aeerfiioyed, including

rb%cteygi yeast |r¥sect aRd pént cgls g 99 directed mutagenesis of the antibody CH2
domain to eliminate glycosylation may be preferred in order to prevent changes in either the
immunogenicity, pharmacokinetic, and/or effector functions resulting from non-human

glycosylation. The glutamine synthase system of expression is discussed in whole or part in



Thr Leu Met lie Ser Arg Thr Pro Gu Val Thr Cys Val
Val Val Asp 275 280 285 Val Ser Hs GQu Asp Pro Qu

wy/aloess3Phe Asn Trp Tyr Val Asp Gy 290 295 3POT/RD05/002096
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Gu VvVal H's Asn Ala Lys Thr Lys Pro Arg Gu Gu Gn

Phe Asn 305 310 315 320PC32226A. ST25 Ser Thr Phe Arg

Val Val Ser Val Leu Thr Val Vad3-Hs Gn Asp Trp 325

330 335 Leu Asn Ay Lys Qu Tyr Lys Cys Lys Val Ser

Asn Lys Gy Leu Pro 340 345 350 Ala Pro lie GQu Lys

Thr Iie Ser Lys Thr Lys Ay Gn Pro Arg Qu 355 360
3eBnmctonGvith &mpew Pateh Nese O 2p¢ 84620258 €P5.ang 0323 97 and European
h/mate\T}mlﬁpdh)fﬁloﬁ\%lB s?g@@e,g%za 380 Gn val Ser Leu Th Thr Oys

eu Va r. Pr

400 A PR g BFLmisaforiih 4 becirRadEe rgRgenigaly throuon the
AggendrgtionLofsa mammdlOod pldh thel 5 t"néimsgdﬁlcO‘OIPme invietindgtiulifstpavy and light
S%’halﬁ%gq@n%(esﬁﬁrmtg Q§ aﬁ@ ‘&Ja@éﬁﬂf thé%ﬁhﬂoﬁ? |n4§%06\%5ab‘fje'3lgrm therefrom.

PrarSgPnCyRbade apbchesprd g nyahe FepvergLaEp (T plgpats. cows, o

Hi ghefSmarhingls TY ISed,he.gd .SL yPatebe rNdse 15,823 690155, 78688756, 750,172, and
%{76? Pro Gy Lys 465 470 <210> 46 <211> 470 <212>

P f§> Hono sapi ens <400> 46 Met Gu Phe Gy Leu

Ser Tr pThgqulvqwﬁ@es_@Uthq@resgptan\{ep@nL@{] q_e)fgrtr@' ?pp_[ecptq_(bb)ﬂ_gference to

Vahe @I@Nn@ é(agplésvahes@ drampibs bétve fetdeneb illgbtyatébrgfefsby embodiments

30 P L
qP:L-fth& ra/eﬁlog agg?re ynolgf_|er8¥1)s|.lp| e}qgﬁ? thrgn‘?E[ﬁ ﬁgctl gcoég gf t?g&alms
Ala Met Ser Trp Val Arg G lEXMPEBrly Gy Lys Gy Leu 50

35 60PCRRRIEFA AR BodR N -&)Fﬁbi\'@ﬁon%@lﬁ DBk@aslel iB tHeETredthn¥ntSf Advanced

Ay Ay Ser Thr Tyr Tyr a 6| 75 80 Asp‘Ser Val
Lys Gy Arg Phe Thr | Hen-depat 0 er'Lys -Asn 85
90 95 Thutiehte withyadvaread-Sape heb-hésaiolSgic nalignaAcigs Aheas@able disease

AS refla e is =2 cm x
o%fu:lsr é feaéladne%é;%n cgnll% Jééﬁra-@ﬁ)’mgééﬁ eé\llgd bMSs %z)é s =2 1

VI
Tyt‘rm by 90%"@“0&@ ﬁOWQl{l’leq‘?)@ogay dQ’lT)GF?’ qhz 1 Ay X Q/&[“ q*y‘ﬁplral CT scan)
V&bcm Setandaad dds3bof ldb@etdteh (BR(OTHRE) l(ys toGF 5/ migne, Ssing actual body

\S/ZV!r’e' Eculaéeb%dglstﬂ'faxr“.%1 gre%@S/iF By C[rg/eéﬁé (é@ wa%ﬁ)ﬁ %@rq hour on Day
Ly‘rsorA‘gg eRgh cyos Aftep theTigcetpnel piusiowgs p@r@plq}aq! anfinfGR74R antibodies as

Sed’esﬁl’b@d @ﬁr‘émSﬁére %Mmﬂe@e&ﬁtrbvfh&us@ﬂﬁ aé@ﬂgﬂ:ﬁﬁqd@%rrﬁll&hon at a dose
| S r a U n e

Toenesh oigaalg rbubphd &8t redifeqiaforia] wiiferits Ry 21 deys, wit
Sea‘scanAzfrthePIaetl -GFRy 1R lantitGHy) dosw, apd (every212daysTheregfter until disease
q’p?o Qo ek uARRefthiste le¥Rit el foA§ Pidillimley § cYsds :ﬁ@lﬂa maximum of

25 230 235 240 Thr “Val A%( li% (% g% i 8
ot Bies.pr e romeyeeten cognen BF dosifenlg e sfathasone 8 mg
Al taic&ldyilyPorahiSe dayéastartPigeonk day ive toRfooetRxed adryisistRation.Lgrophylactic anti-
t lie Ser Arg Thr Pro Gu
CafndP el @%Qd%}w%pp@ﬁaﬁ 275 260,285 Val ser His

Gu AS qspoe@platl%ps@ an Fih:éeg@ ﬁ) |qurde§ygn uALéztngPydose doubling
293nhahd Wik 3- Nﬁlbjeﬁsupe\/&ibsé'lleS!elﬁ(Bdihoﬁb aWitid Bt nkyScoRsrbthere was no

Sergqullrﬁr ngHg &rrlod 92&\@%?’ %bb%(eéré %LPS%&Q’N %ﬁ%ﬁ%&/ﬁ%@'@fbpﬁﬁgé until the first

G sybjasimt vnep@ucs% deggevelimdlhean plservep for RY daxgiand yysequpst subjects had
O/b%ehxgse}(@hf&qad n Lys Gy Leu Pro 340 345 350 Al a
ProlleGI r lie Ser sTh An Pro
Arg G uTr‘?SQH%‘é@ §KBOIHP JVEg A redTy?aflér%rtOIEé%"'ﬁ-y’r Bhagpgcokinetic (PK)
SararsnagierSlalil 1B @niviSF-TR rantibegy; AsrmB7 ent3WB=p satigdy rgaponse (HAHA);

S
%sdgg%b %%% a@'@g%mleety pytﬁ}ylresEM§ éﬁdyund_:l_)rﬁl%r -EVE"‘CI; Eﬁ?nisﬁﬂnoﬁ%ﬂlls (CTC) and

GI“r‘fc'iﬂﬁttﬁ‘9@1"&!*"%@1F M Tyr Lys Thr



405 410 415 Thr Pro Pro Met Leu Asp Ser Asp Gy Ser
Phe Phe Leu Tyr Ser Lys 420 425 430 Leu Thr Val Asp

wWhyweBess3®rg Trp G n A n Gy Asn Val Phe Ser (BGT/IERB05/002096
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440 445 Ser Val Met Hs Qu Ala Leu H's Asn Hs Tyr

Thr G n Lys Ser Leu 450 455 460 Ser Leu Ser Pro Gy

Lys 465 470 <210> 47 <211> 2384<212> PRT <213> Hono

sapi ens <400> 47 Met Asp Met Arg Val Pro Ala G n Leu

Leu Gy Leu Leu Leu Leu Trp 1 5 10 15 Phe Pro Gy Ala

Arg Cys Asp lie G n Met Thr G n Phe Pro Ser Ser 20 25

30 Leu Ser Ala Ser Val G yEXAMPREY: val Thr lie Thr Cys

Arg Al a Sgpi @3- @Aﬁk%o&%ﬂn@oﬁblnbﬁ)ﬁl’@ PAGIRaxA4hdlRibdolalin in the

Trp Tyr Andn Lys Piag 0,76, 1050322204 ST25

Ala Pro Lys Arg® r i

Arg Gy Yalt 6bf T §15d380)aﬁh‘r(b$ #ih Stagy HBeorSBlegdly QBe’ﬁCUFrent (after
sgrggrg)’raugtnxn mea%rébleP I?lgn Iltr\éll k&lqurﬁ:Earéé' @@C@é) wh& h&RY received no
Gpnorlcet@mftb\sramoeqqlvgd Rgﬂ't%%'r(T’f‘ifP prlpa gﬁgdﬁsér“%@f é?%/mg’m by IV
GirfusianyovEh B Houis. Lrer €3 tectivieg paditak@0 alll R&tiehty Sedkivgd Pnephylactic anti-

1§xlberq|§/a mpﬁfbm lgne%er até%hlaﬁhg’ﬁgA%Lgllﬁl)%Q a%fnﬂls@ﬁard u@ﬁp infusion over
Vd b-30yminutesy the dlasenuas celoHiets Beseson farECa s il aﬁ?r@et area under

Ay Ghvé ALB) &%Sm%;lxﬂm AHePthb YErbY@htinA6Msidswasiompletad, anti-IGF-1R

é%ﬁtutéﬁ%s gaesggl?ed geuw%r Aéralnfg-,\é cﬁa 5@3v§wé’hsl§ %@Ag/@ngrmulatlon at a
L @luseSsatwesmro. 0B ma/keandTIormd/kay The rtrea_tygntc(pgmpg p'aq'sppeq‘_tgcsafter 21 days,

Z%h égg’alaq)h‘ of-the ah@n fGFl-'}'ﬁ aM@bdchycfseAér@ W Xd dayd/tkrebfdr until disease

Leu Pro V,
S@fogmﬁ;@o&ghur}@p@ep@b&g t@p(ﬂty éﬁ‘éel%’ﬁisforz%ﬁ‘ %g’n fgqlfyg,?a fé'% %ﬂaigmum of 6
230cle212> PRT <213> Honp sapi ens <400> 48 Met Asp Met

ér % Ovi oﬁ%é)wéjeaes%lélec})&%ﬁwg]-ﬁ#ac%lléral&%trgﬁﬁ &é@lﬁn 'uﬁﬁlim%rapdole -doubling

Casevsi it 5 Suledobor 50hcsl AT SR5 M Ao gl Wi oGy gied waling
Agiérleﬁsf BetWédn stbfects| Suﬂ'iwuéaf solrtg wakeand@per®8 uhll the first subject at the
P

CS%ZO%%AIJ]es\/Eé l'éaspr een t)éerlt/%@ f@roglséag Oﬁ%\lpsulbgr ugltysugfegts have been

0 Lys Ar
Lexbséﬂ/eeiffwmwya Ala Ser Ser Leu An Ser Gy Val 65 70
75 80 R5feSRMedt glxpﬂéﬂer&ha@ Neeseébsavb‘d f2r21Gays [he., Enbpleted one
Phe Thr Leu Thr 85 9 %e S‘rd S%rb I_leu -@n Pro du
ASYCbe fgngomizpd E‘r‘ifP”‘%ﬁ”%fé SIE °288 105 110 Hi s
Asn SerPafyz offthe sflijly isEhiwoRive ra@idpmized, r@nycomparalivesstydy pf anti-IGF-1R

G%ﬁtlt&(}i &%nﬁoﬁetlaﬁfgltﬁaﬁ%clggg i@d’ cyl%bpléﬁra A(NnaAPraﬁd $ﬂ?rpaclltaxel and

Lé@rbgylgtlrsgfaned&pm Bhir ORP3Y $oF P%? t%/apan&g}@ uﬁ%mﬁh ﬁrgﬁ aﬁg ﬁlven the same
Asddsdgs of paLiitbed aﬂ]ﬁ@ar@hﬂat'ﬁywer sAmg ti@lepeAibds, by i thafirst part. After

G a%m}“n; ragnyn ofé%lbo@tp\ CI rf‘AanﬁN aljeea'i_’so]é]\%n s bnBREF-1R antibody

Agj@sq_g@y e ggm igEart -]th'lrhemse dspdletergyped iy views Iof l?ﬁ lsatJ_ E{uemd tolerability
Tmenieﬁé{raw inLy&st Al aTs pedtiyientli® SregddBed2 8fer @1uddyysartd svery 21 days
i) R V 2 cycles and
ergalaf{g %gléﬁogées% ogu%acPe%.ﬁbTQ%XItﬂyzocgj Efqua |l'r|ﬁ+’grn'§§g c))/c es and a
Glrua@lsﬂ 0% 230 235 <210> 49 <211> 470 <212> PRT
The following endpoints are measured: PK parameters of the anti-IGF-1R antibody,

HAHA, response rate and time to progression, CTC, circulating IGF-1, IGFBPs, and soluble
circulating IGF-1R.



<213> Hono sapi ens <400> 49 Met Ju Phe Gy Leu Ser
Trp Val Phe Leu Val Ala He He Lys Ay 1 5 10 15 Vval

w@Rweys39d n Ala G n Leu Val Gu Ser Ay Gy G@I/IB005/002096
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Val Lys 20 25 30PC32226A. ST25 Pro Gy Ay Ser Leu Arg

Leu Ser Cys Ala Ala Ser Gy Phe Thr Phe 35 4 0 45 Ser

Asp Tyr Tyr Met Ser Trp lie ArfpGn Ala Pro Gy Lys

Gy Leu 50 55 60 Qu Trp Val Ser Tyr lie Ser Ser Ser

Gy Ser Thr Arg Asp Tyr Ala 65 70 75 80 Asp Ser Val

Jjys Gy -Arg Phe Thr lie Ser Arg Asp Asn Ala Lys Asn

85 90 95 Ser Leu Tyr Leu GEXAMBLEHNEh Ser Leu Arg Al a

G u Asp Thuiti-I8Fa RVA CohBRatbAWith Dacekyel JrE piMisiciVil Meistatic Breast
Asp Gy Val Qu Thr Thr Phe r Tyr Tyr Tyr 115 120

125 Tyr Ay Met Asp Val Trp n Gy Thr Thr Val

Thr ValPaBerts Sevind 30etdstSic 1reash| can@erwithhat lepsf @ey lepipp that can be

Seé'cc&@tlely%sﬁé@ml-hﬁy dlﬁ'leﬁs@{soan%o@&ze% @&214dx 1o8 b]j5:5nventlonal CT
Gu

o aAIalé %%/&é le 15 ute
varan §is=hep Xhysm @6"5’"1'70& Sf‘?‘@ A RVeBER T A PrBIVRRS ?ﬁPg e 15 min
VahfuSer. Afer Asie IBer pGisg, Abcataxel( TAKOTERE) 7580g/trE s, adidipistered as a
GsYng%éalk/ ghssion-rgt@ \g%be A ggnfﬁéléh ééaalntllr@l'-uﬂgaﬂtlb%@fés §§ Ge@ﬂed herein at a

Leu eu Ser Ser Val Val Thr
prepsebetve 0 famobnendy Ymykig. BIoRNVIAHC 2EPretiss ?2(9"’?9 PS appropriate.
Thihe @65trda1Ts Xpkatds pitdrios dhysswitRreacafition Althe Filit-IGEYIR afdibody dose, and

AS verLy231 é}/ 2:')r’cg,)a 23§nt&ége%?gpr%?%ssgpO%r%%cc%é%bl%%ic&?evelops for a

Vahlnlmual @QyﬂymscﬁnS@rmalamU”PPf@ Leu Phe Pro Pro Lys Pro

Lys ASFDC%@Q arkP&scA4Rd Bihg laf bcddtdrated Qtrﬁbh degign UiliizinEra0dose-doubling
d u, Val Val Val

28%%2’ I'és )§6 }Oect%war Xa'vg thé)ﬁac n WF5) hothere\} nOée%mred waiting
Pherids betiWeqn sTipjectvaBuisguedl goh@dmapmot gggpqy@[i ugjl ¢he\fisgt subject at the
H SrB%udsk %\}eyﬁasTBéenLM&eR@@ OV S Ghyd SAdUsBbEquBResubfts have been

305 310 315 Thr Phe Arg Val Val Ser Val Leu

THPsRed fo514 W% GI n Asp Trp 325 330 335 Leu Asn Gy

Lys QG uThkyflidwigy éddpoihty aré/imbastesd: A parpmeielsy HABIA, Fsponse rate and

3 P ' i S El]lét d th
4@“ Gilo p%ggsééna n‘?e g grogfgs'%%n%—%gergtr gurégn Val 2 Tyr ed using the

THﬁapLa@d\/lw@rqdﬂ@t"@émemoa Gu Gu Met Thr Lys Asn 370

375 380 GExavmLEder AdieisrXiRin Cymbihation Math Doystaxel ahdPhednisone in

Tyr Pro Ser Asp lie 385 3 Au Trp
Gu Ser Asn Gy Gn Hgrion S?pefr o%sr po%t éa\églj Thr 405

410 415SUpiectsRire pRiepts\ith melastalippadsaecareeme §f thepropiplg who, after at
Phgadiebhe Wornwital Lideatndbad (ﬂrz:ﬁle&&Qy L@strobBhs, VEHRIAS hetap§, etc.), have

4 Lﬂgstg%?ro%lqu%@s thn % ﬁg/@g)rcﬁ ?Pﬁieglfligl%ﬂg% ZPSIAj rabc]ur?%o ng/mL, and

G an ihgreasBean PBAR 5050ovkE FadiBBIu8en HoguprgktherPpyomepsurqdyon 3 successive
4604k Q’nsﬁjiga%t qowe Ef<:|-ép>art47)§ p$&ﬂr%a|c£fi8?ﬁ rgﬁﬂagﬁ fd)‘rbd'ﬂéetaxel mcludes oral

sapi ens <4 Ay
e@xg@pthﬁoae |8i g\g nge Lcygaycpverl fQj 316&13@53 Q}ang @E(?] d@p grn@ W docetaxel
Vaédrrﬁlﬁtrdnau Va5 @gim™Sese GF Yodetayel GMXQEERBja(Lisihg sct@d) bady weight to

f %i%%z%%)%ﬁ“ Eﬁtgreg)y | |r¥u5§§rovgrephﬁ‘ﬂ' 9n 'B%V F1J %FPE/ o@a;h cycle. After

thhe Séacetaxg) |pfu§|orAr|§ agmplegdg apH J)GI-E-;[I@ ﬂygod@sy ap Jesejied cherein are

60aoﬁnhlsta_r%‘|@ ln\%{éenS&sﬂy? EYJ E()) Hgsﬁ*nlfﬁgﬂld S@nulsedn. Grydri@nhe Bhgiveni daily in two
r r a e P

ripren ¥ mecifenpy dp SaBRO DT, L KBl Gls ks e oven oo

Tyapplapriatel nTkMgtrem(gentSemmg@Ls ;:\quatp@ 2vey (21Adgys g days until disease

Vaéro QQichQ? uﬂécgep-[éﬁle tgy 5|tyg)é§eléﬂsafo/\§ BaMalimlotto Aic@s.Phe

u_Trp Leu
The fp ollowing engpomtz are n¥easured PSA response, population PK parameters of

the anti-IGF-1R antibody, HAHA, total number of CTCs and CTCs expressing IGF-1R.




115 120 125 Tyr Tyr Tyr Tyr Gy Met Asp Val Trp Gy
Gn @y Thr Thr Val Thr 130 135 140 Val Ser Ser Al a
W®2006/00853ys Gy Pro Ser Val Phe Pro Leu Al a Pr@I/iB2B05/002096
150 155 160 Cys Ser Arg Ser Thr Ser Qu Ser Thr Ala
Ala Leu Gy Cys Leu Val 165 170 175 Lys Asp Tyr Phe
Pro Gu Pro Val Thr Val Ser Tr3$-Asn Ser Gy Al a 180
185 190 Leu Thr Ser Gy Val H s Thr Phe Pro Al a Val
Leu Gn Ser Ser Ay 195 200 205 Leu Tyr Ser Leu Ser
Ser Val Val Thr Val Pro Ser Ser Asn Phe Gy 210 215
220 ThrAltgughThe faregointhinventien Ags besn desgibeg é” Egge plegil by way of
Sqiluststion Thd e*aﬁﬁ)lezfgﬁp@@geggﬁlﬁﬂoof\éaher&érﬁmdgy 8 willde r¥adily apparent to

25'5059(’%0{&%3010#@ r&%% a¥é{] “Qﬁ é!j t@/t;':(?agpngs &L s&(\i‘%nﬁ%ﬁh% rtain changes

Prmd PraifiPatond yrey 260maG5the’e Ritwut yeparing fronT tH@e&P'W@t scope of the
[ Thr Pro G u Val Thr Cys Val PC32226A. ST25
5 Brgfba Bhthelnl Un Asp Val Ser Hs Gu Asp Pro G u
Val @ n Phe Asn Trp Tyr 290 295 300 Val Asp Gy Val
Gu Val Hs Asn Ala Lys Thr Lys Pro Arg Gu G u 305
310 315 320 G n Phe Asn Ser Thr Phe Arg Val Val Ser
Val Leu Thr Val Val His 325 330 335 G n Asp Trp Leu
Asn Qy Lys Gu Tyr Lys Cys Lys Val Ser Asn Lys 340
345 350 Ay Leu Pro Ala Pro lie GQu Lys Thr lie Ser
Lys Thr Lys Gy G n 355 360 365 Pro Arg Qu Pro Gn
Val Tyr Thr Leu Pro Pro Ser Arg Gu Gu Mt 370 375
380 Thr Lys Asn G n Val Ser Leu Thr Cys Leu Val Lys
Gy Phe Tyr Pro 385 390 395 400 Ser Asp lie Al a Val
AQu Trp Gu Ser Asn Ay AGn Pro Gu Asn Asn 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 Ser Arg Trp G n Gn Gy Asn Val 435 440 445
Phe Ser Cys Ser Val Met His Gu Ala Leu H's Asn His
Tyr Thr G n 450 455 460 Lys Ser Leu Ser Leu Ser Pro
Gy Lys 465 470 <210> 51 <211> 236 <212> PRT <213>
Hono sapi ens <400> 51 Met Asp Met Arg Val Pro Ala G n
Leu Leu Gy Leu Leu Leu Leu Trp 1 5 10 15 Phe Pro Gy
Ala Arg Cys Asp lie @ n Met Thr G n Ser Pro Ser
Ser PC32226A. ST25 20 25 30 Leu Ser Ala Ser Val Gy Asp
Arg Val Thr Phe Thr Cys Arg Ala Ser 35 40 45 G n Asp
lie Arg Arg Asp Leu Gy Trp Tyr An Gn Lys Pro Ay
Lys 50 55 60 Ala Pro Lys Arg Leu He Tyr Ala Ala Ser
Arg Leu Gn Ser Ay Val 65 70 75 80 Pro Ser Arg Phe
Ser Gy Ser Ay Ser Ay Thr Gu Phe Thr Leu Thr 85 90
95 lie Ser Ser Leu A n Pro Gu Asp Phe Ala Thr Tyr Tyr
Cys Leu G n 100 105 110 His Asn Asn Tyr Pro Arg Thr
Phe dy Gn Gy Thr Gu Val Qu He 115 120 125 H e
Arg Thr Val Ala Ala Pro Ser Val Phe He Phe Pro Pro
Ser Asp 130 135, 140 Qu Gn Leu Lys Ser Ay Thr Ala
Ser Val Val Cys Leu Leu Asn Asn 145 150 155 160 Phe
Tyr Pro Arg Gu Ala Lys Val @n Trp Lys Val Asp Asn
Ala Leu 165 170 175 A n Ser Ay Asn Ser A n G u Ser
Val Thr Gu Gn Asp Ser Lys Asp 180 185 190 Ser Thr
Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp
Tyr 195 200 205 Gu Lys His Lys Val Tyr Ala Cys Qu
Val Thr Hs Gn Ay Leu Ser 210 215 220 Ser Pro Val
Thr Lys Ser Phe Asn Arg Ay Qu Cys 225 230 235 <210>
52 <211> 236



<212> PRT <213> Hono sapi ens <400> 52 Met Asp Met Arg
Val Pro Ala G n Leu Leu Gy Leu Leu Leu Leu TrpPC3 2 2

WQ2@®400868T2 5 1 0 1 5 Phe Pro Gy Ala Arg Cys PSPIB20€5/002096

10

15

20

25

30

35

Gn Met Thr Gn Ser Pro Ser Ser 20 25 30 Leu Ser Al a
Ser Val Gy Asp Arg Val Thr lie Thr Cys Arg Ala Ser 35
40 45 G n Gy lie Arg Asn Asp2l-eu Gy Trp Tyr An GQn
Lys Pro Gy Lys 50 55 60 Ala Pro Lys Arg) Leu lie Tyr
Ala Ala Ser Ser Leu An Ser Gy Val 65 70 75 80 Pro
Ser Arg Phe Ser Gy Ser Ay Ser Ay Thr G u Phe Thr
Leu Thr 85 90 95 lie Ser Ser LetAl®Bn Pro G u Asp Phe

Ala Thy Tyr ATNé'tho@fér ﬁa@ lt‘regﬂ'nréntlcgq,\ ﬂdﬂie%%lddlc&nd}@ﬁ\a@?m a patient in
Tyr Pr o Trp Thr Phe

L
Lhese of 2088 heptnany compig o Db onprnp e tee iy 4 Bprgpeutoaly
| bfecRReaR6unt IBF @n Settibddy pthdt3§betiBdalil 0 dSte I@:ﬁRngLpom}bglatlon with a

Sgﬁrafgtélci@&ﬁé}qn@e %ﬁ&u% at\@gt o% %gén@ Qelé&éﬂ Mth@%l:bu #énsisting of an

s Val

L ghsylatiab agen A iBH‘”ldi"OP anf%wéyfhagét?%%?“" idc. a platinum
S@&m Rd: @ tdxapR! a Vinka Eialoid & tdpbiBospsSahibliyr sarAEBFRibitor, and a--

SS 19% Ser_ Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu
SBermMEpR HRFpY A8 Tyr 195 200 205 G u Lys H's Lys Val
Tyr Al & Cys T metiad of thaim fj whemgimthejagent &2 1@&Ne210 215
2 &) St o ey S 5

< < <

Ati1iGial STEReLPCD Son R Be o PeaBhaL
Descri pt i onToé mattodfdf cinplonGefvleimse3 aThrs wherals the Goideey and the
<?a%<gne arg %aﬁlnglem @(ﬂ'ﬁtﬂﬁeﬁ o witan 4dafidhal thetapB8P)c gértIeletted from the

: > 53 gacatccaga t y
t @fp&p C@qr@@tlr& g){ Cfaé[?,oﬂat'e’t (ﬁsalaa'gggeracgagg? C 8%0 %8) n% epirubicin and
WpfRBkr@CC gggcaagt ca ggrcattaga nrtgatttag gct ggtwt ca

gcagaaacca 120 agaaRagCysmC SAHAGT tind 3dbitiéHad Gherapeutic agent is
gcatccnrwt trcammgwgg ggtcccatca 180 aggttcagcg

gcalerjefint ¢ t gggacagaa ttcactctca caatcagcng cctgcagcect
24 0 gaagat tThte theGda ot diaintsawhdrgh yHeamaitiorahthampautic gent is epirubicin.

Kk 3
356 <shoo sane s HEss o ddnd SRS Ind GBI MeBRARE Cogent s
Seepdeiace. <220> <223> Description of Artificial

Sequenge: Cofgefstsd SEHAGNER 6f408itsdo48gabatemC &ganon-hematological
tgacccagtc tccatcctcc ctgtctgecat ctgyaggaga cagagtcacc

60”3&9'?,3@8315 ig §reesi§8®5agt ca gagcattagy asctwtttaa
att ggt abca ghagaethot »f 29 gggefadgosci-St aapeincde non- -hematological

garﬁe%ﬁ%ﬂr%‘h@%’% ll‘g@@g&%pgtt trcaar gt gg ggtcccatca 180

atc tgggacagat ttc ca ceatcagea .
t(:tg(:aa1 ct 2 e @afgﬁ%toftat“é %"ﬁagft P'ﬁ'gtsa?% 8?5‘0%6 SiefictRatologioal
aghdiigeemey s petagayiedic tttcggcgga 300 gggaccaagg
tggagat1r2aa 2&; d)ﬁléﬁ%aé;gﬁltgal §gfn<p%§é&r? f§2§1e<?régtﬁle% Q%&?hematologlc

Artificial Descri ption of,
ArralighancnaccSisingéntbe Metiod 9EFYLASe SEERIBA LE T PIFESIG 21 >

m sc_f e@tﬁé’rﬁ@euﬁgaa?éﬁe(cﬁ&]émoun(&%ﬂt)anhb%ﬂﬁmatrspe@ﬂ(ally bigds, IGE-1R,

or t < OO> t c C.LC g
ct ot ot 3 GerprRealoa i St B 8 R8s kb HERROEE T rrom the aroup
ctohsisingyoh aggifvteding eeend sy folfte ABEIINGS a7y BYIH¢INg a@té%‘i%taacymmx'c
c Cﬁgﬁgtg:agaplall%@m ColnPa G Faxshe C4 AEL bika6itl CatidpoRbmerase inhibitor, an

catcca gca cac catccca 180 gacaggttca

gt cPa'QE“E'Q’r gﬁ”étgagg ' tb%%m 958% 2% caccat cag cagact ggag
240 cc,4d @a&gaieUtlchﬁygamgﬁ@ﬂe/\carmmct gtcag cagtatggta
gytcacc C S n@’%%%l%@&ﬂﬁ% PG A2 AHYEH GR AP FRARE FRGARE properties:

325 <21
a bmdmg affinity for human IGF-1R of K; of 8 x 10° or less; and




<212> DNA <213> Artificial Sequence <220> <223>
Description of Artificial Sequence: Consensus Sequence

W 46/608689 caggt gcagc t ggtggagtc tgggggaggce tt gerTERgEs/002096

10

15

20

25

ct ggagggt c cctgagactc 60 tcctgtgcag cctctggatt

cacyttcagt gactactaya tgagctggat ccgccaggct 120

ccagggaagg ggctggartg ggtttcatéc attagtagta gtggtagtac
cakakact ac 180 gcagactctg tgaagggccc attcaccatc

t ccagggaca acgccaagaa ctcactgtat 240 ctgcaaatga

acagcct gag agccgaggac acggccgtgt attactgtgy gagagat gga

300 gt gyiviiac bebinding behwesnaugten deadR 46d @?bw@@a& s0 of Iess than 100
t ¢jj999gcca agggaccacg 360 gtcaccgtct cctcag 376 <210>

57 <211> 358 <212> DNA <213> Artifjcial,. Seqguen <220> .
<223> BéscriTpeiGRPEFIR ofi PP °%5é’ Ui d? lrrlggé'vﬁgrﬁg‘ 8 antiody
SegupizeeatdieidOone<? tbyroupsondisting of e <222> (337)

(337) Z ?agh>ea\§/ cihaiﬁ c@mgris‘i:ng tBe afiho taci&é&qQ@nc%Z o?@gghg.@@QQ, and CDR-
t gcaggadt c gggccca ct

ga, ggt gaagc cttcggagac_cctgtcc
60 dicoagikedy gelg@e@fb?%ﬁ%gre@%g%ﬁ@%of%&h&@@t th4% 25% 4.17.3,
ggAgelggat ccggcagecc 120 -gccgggaagg gactggagt g - :
gatt gg t. atctatacca.qt € - -
glfc)%ahgﬁtgciuap Ccorgart‘”flsl tgeggr?g§ ggd g{@@%ﬁ%@%@@Dk&Q CDR-2, and CDR-3

ccctcc o accat gt c LQ% gacac t ccaagaacca
giof en eibedy 2itoted Fgutiomeretp eangisi Pt 4d eg%@ga,@aw, 9.2, 4.17.3, and
gGCOf.gh@tt actgtgcggt aacgattttt 300 ggagtggtta

ttatctttga ctact C cagrgancc ¢

358PC3IDIEHERISERYA] 633”89%’%&%§Dﬁ%a‘i%?[§§‘sfﬂﬁk@%§§%‘e°ted from

Atttid §rbwi @insiSiagueAdR. 12202 X<P2B 4.9 % 4dF Bpenddh b said sequences being

Arbiobibg 1Rk #RA lt;’f%ﬁ‘& @ondiARG I SdbRscPRAVE RRghge4 OlFerbin 8he conservative
ga

t tgt tct 1t ggt t t
o chagnereistet BB Jis €a COrRr g gAIPLaiel b npoler 1esidles by otner
agohpdldy easiiubg aspticgmght of pgarchgged res@uds ycdlitry galarggwcharged residues,
%gg&&%%%ﬁt f%gFSP{; treé&&e@é%gﬂ@ pBibOSHaA Ak 3bsidR6 28naCduBSiitution of

gcagac gaagggccc gftcaccatc tccagagaca .
atstroeterplya rAineilge gresigues: anfh WQ’@%&?&@&‘&? eﬁ&‘ﬁ%}@&'g@%g wherein the non-
AQGRIARERLC s fginglad sabitad frgingibe GAPg@hsiting3of Olibstitution of polar
ggctrsks actyttacta ct .

O 48 S P AP AL AR 39990553
c aggigmacuiditionggnd delelinsct cct cag 418 <210> 59 <211> 364
<212> DA <Z33%oMpbditloh &F Ay cre@eaaRme 15220rhered2 B antibody comprises

Description of Artificial Sequence: %Eﬁf Seguense
<éﬂ)bﬁﬁ‘v59h%@‘§?@@'§8(§hetm’ﬂﬁﬁggggqlﬁaﬁe&%aggéﬂc g9 'g%ggc 3 and
c tlighig grada conmbiny doe RmirdOacit seqyeawss oft GRR 1 g§PFp. and CDR-3, of an
Cta%ﬁ@c}dg@glgct@rgirrc%nﬁ’lﬂe%ﬁupggr?sgbﬁﬁ@?@%1291:,:gg@.@?ﬁﬁ@&m », 4.17.3, and 6.1.1.
ccagggaagg gactggadtg gattg at atc ca. ac

caact ac®ac 1 %@E?W@P&%yég“gé’f @ﬂ%\“ﬁt&%g’c@ﬁ%‘?%g%g&%gy IS selected
gt fRgf R CgbupC maigiaCa aangdritisédycmyridd a degot grinyemino acid sequence
ct ataaGeac L in AfhirlRRIGRGuHRE BERE@GEM h
Sob T PRy DR E % GG il R tudes m hamen
goeepe A8ggt caccgtctcc 360 tcag 364 <210> 60 <211> 15

<212> PRT <213> Artificial Sequence <220> <223>

Description of Artificial Sequence: Consensus Sequence
<400> 60 Ay Gy GlLyy Gdlyy Ser dy Ay Ay Gy Ser

Gy Ay Ay Gy Ser tr 1i 0 15



