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CANCEROUS DI SEASE MODI FYI NG ANTI BODI ES FI ELD OF THE

I NVENTI ON This invention relates to the isolation and
wEe@dngtsson of cancerous di sease nodi fyi ng ant PODGAZ®S/000149

(CDMAB) and to the use of these CDMAB al one or in

conbi nation with one or nore CDMVAB/ chenot herapeutic

agents in ' ' 6@?19? [ ARFITS . The

i nvention Fgﬁ%@@}‘ﬁeﬁ%ﬂ%% | nd#l\{}(g assa§§ ich
utilize the COMAB of the instant invention. BACKGROUND
OF THE | NVENTI ON MbH#d) OFAHEANVENUHOB as Cancer

Ther apy: gl gk A48 0 PR SR B dtoh b GABSL: didbse

uni que a as a cancer erent tTrom
modifpiag antiodies CIMAB) ahd pahesesa ‘'of thestaCIIMAP. alédesyp irt eontbinasipn

.current t reats all. patjient,s with the. sa type
wifhiong. S et AR e G heralie B i bl sl i BRORe bréBRses.
The @asitiod Guiter fddids 16 binting assapakhicniitlizéiHel CIHMIAB dffige ihsuirkt

| i ne therapy, thus leading to further rounds of

invepOlk nent and the increased probability of treatment
failure, netastases, and ultinmately, death. A superior

approach to tr eBACEGROWNID OREHE INVENSIONT zat i on of

therapy for the particular individual. The on]y .

current YiARAeeagl aptibetics ax{creceriiberapy:(Fgch ipndivishipl Weq Risents with
carRef i§ @hiYue 4HANAPA BRcATNat H W diRGER FoRbilldr 8aHcBR Ak ttﬁﬁ%’é?ébh

. be tailored to the patient, and surgery by itself, inS

ideppityt Despitedhip, sufrens dhempateats all picots vd sanedype oficancer, picthe
t 0 i ' : [10da 1 fy:

B o SR e} pORGH Sl R0 S

therapal they ledling toderthea shundsifitieatthentcad theancieased problabilisy af treatment

.S i tope.. Funt herpore, it is ible t I e
foifb el 43R Byl OBAAPA Supdeor hibriOR T afindy? pBLIAR e
cust@nmizitnlofi teeapy 6dr tepartiynes iddhaduall MTgoalyycuteit theeapy which lends

B hE pl h and e PR A5 Mo
to B€ phtent, Gnd fidderf BNRRAIFOIMSNABEEakEs iS MAdeyuite m}tpjtcﬁﬁa_ﬁ% biad,
are specific tq trapnsforpned cells, the scientific .
communi tY R adyiohaerpclonaankendise; Braessiaiiy plolevelepiagn
megﬁdéjﬁ)‘i’ babisplzd OnSRRChhR@nb bafkGelinde eaéSfnRboBLah 86 lifected to

by binding specifically to these cancer antigens; thus
a sigelgiepiionej Surthesmprgeit ksgropsitile topredues p eembination Kh antihediepthat are
di Y " NBQE G | i m : or.
R § e O il Sl R BB BFARR Sl s o
si ngl e ritavow reevghizechthatrouignificant differomceibatvakh cannerpesnand siormal
f. t . ' ' n
celfl s 0 fero @00 S QD DE e SRR iRy Pl e
scidvtvifio commahitialms ildngdiekighat sminad¢lemhl amtibadiencande desigvetifto t he

RN el % bl BEEES LB B BBSE oo
giving rise to the belief that monoclonal antibodies can serve as "Magic Bullets" to eliminate
cancer cells. However, it is now widely recognized that no single monoclonal antibody can
serve in all instances of cancer, and that monoclonal antibodies can be deployed, as a class, as
targéted cancer treatments, Monoclonal antibodies isolated in accordance with the teachings
of the instantly disclosed invention have been shown to modify the cancerous disease process

in a manner which is beneficial to the patient, for example by reducing the tumor burden, and
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in a manner which is beneficial to the patient, for

exanpl e by reduci ng the tunor burden, andw ||
wo 2008088563 be referred to herein as cancerous PCHEAZ®S/000149

nodi fyi ng anti bodi es (CDMAB) or "anti-cancer"

anti bodies. At the present tine, the cancer patient
usual |y, has few options of tr o T . 2 04
wilt SRy O Rertcl o B Parghrobd SRy P AR COR ) o
“artincagiéedDadtibediessi val and norbidity rates. However, to

the partjcular individual , these inproved statistic

do not | risdleREsent me. she cancer palent ysually has fow, GRudnn,Of egiinen.
Thé RginienRArapproadh t6 ichr¢ad thérpy Had pfodudeld impiéhadoin@ibaldusvival

ut forth which enabled the practitioner to treat,e%ch

anq mARddity fafeh diRyesen i 186 paticilar tliyidualthesp ynprayedgsiaggtics do not

nee@BR Ty cort BieSwithOili Pﬁﬁéxﬁéﬂt irl R6ir PetssHdPsimnoach of
tail oring therapy to just that one person. Such a

cour se ofhustits mpthodplegyavasipybferth whidheaatiedsthe pragtitioaerto geat

cuf 550 AR S £ SORE e B SRR e
apmodch ob thilesngtherappetorjusy thationgipetsoh.i Srichadoume efsberapywould ideally,

. treatnent of human cancers. homas and.l.eukem
il GEE Bl of sy R P R Fkon b Ay R B SR e neca.
f ew pr ol s@echllycht a5 o poltlofid apibodies hasfhesi tised withdimited

there was a |la of reproducihilit nd there S no
el (RO PpBan RS b rpomis el ket have ep Heated
with WiRES pRsiEd) basthére SR fe® PRAGHEEd S sRINUT R priRes. Fifdbrmore,
cell carcinomas have al so been treated wth human

thefyy Wasch laghif igpipdnebility anrhthers g po additignal bepefiticompared i um

chethdiibrfiR! SBRPRRAMALY 2 BHOLsECnEde lefanBRs dndGédaPedll ddfeinomas
resul t's. There have been many clinical trials of

hayeplseheemiagatesiwithdwanaa dldod chiyppangeetsorpy, Bumarhplasiga and dorse serum

. - \@qé r. el rials for human
w1tg?§g§sp¥\f§%@é@nd IC bl{)é}*gdﬁcéa{ﬂ%e%?éym%ne responder from
at | eastThei’ lpae beentnsany slimical enwlls dfouhnedosad antiteties forsolid c

ant i.gen ased on,tissue.selectivity. |t s not ..
rurfi. 1 ol 8o Y Sl ieodr B Sl BLiPt b gl wen
proda¢ed®nly dind Beapontiesiframn ﬁ%leﬂe A2 patietits asihg Maibydies against specl:qiﬁc
Her ceptin(r in conmbipation W, SPLATIN. In this
an &ef‘%\‘i’ﬁ’@%"dﬁ’gt‘?séﬁt%‘%ﬁ& Ia‘é‘gé%‘é’d‘ui &99% Frowas aspeepsial,
clifd wial asiﬂ%@ﬁﬁrﬁimiéa dn@ He ek AhtiBoA$ PREISELHHBYif cAfBin@ibn with
addi tional quarter had m nor or Stable disease
CIYyrIDs dn By trighl petentaereiasiessed fop responsessf ovhichribAg a qvarter
had £5R0N9E&pSnsb@ie ShdanRALiBS Yhdridr ARAhABr Sri8BRMWRLase progression.
duration of 5.3 nonths. Herceptin(r) was approved in
The pigdian e £q progressigaamese therrespordsrs vaasi Sshmonthhwith medign yesponse
b nshiddy results showed an increase in the

durdio
umé lan tine to®di sease progression for those who
r ecei vedlaerptibowys appeavagin 1998 for Tiast din¢ pse i orgbinasionvath

T R0 Lt AL S T B g

forithoseratio aageived antibody therapy plus Taxol® (6.9 months) in comparison to the

group that received Taxol® alone (3.0 months). There was also a slight increase in median
survival; 22 versus 18 months for the Herceptin® plus Taxol® treatment arm versus the

Taxol® treatment alone arm. In addition, there was an increase in the number of both
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survival; 22 versus 18 nonths for the Herceptin(r)

pl us Taxol (r) treatnent arm versus the Taxol (r)
woe@anssses al one arm I n addition, there was aPCT/CA2008/000149

increase in the nunber of bothconplete (8 versus 2

percent) and parti al |esponders (34 versus 15 percent)

corthisaf 12 05 oral i ey RspeneRGHEVR 15 o LR lehoripony

pluklﬂhﬁﬂ@tcbmbrn)lmmgr&@m lc6parisenl tdhxﬁl@]ﬂgﬁae Howener, mammnofvxth

B NN e N T

tredt@le Sedne m(zr x)anh:e N Peitemasspediivly 2 IAllsdr Heréeptin® thepiply was bly
who over express (as determ ned through

effective FREMRURDECHIRVEE $Aprest (aesletermunesishropgh wpmypghigiochemistry (IHC)
andiRisy BleManal EAWErthaf gswfa&slqe&rp&fr z%néézb%a)’ 1 fdédptodwhich

receptor, which currently has no known function or

curmn@y & wmoyvnufvm@m arhiolpgigallydmpentast igandeapproximately 25 percent
Gt
efi Mo BhvebihERE St ﬁt@yepgs?éf L s émﬁgage 6 Sbed for

ere 1s sti e unnet nee
patpmtm veiht tyreast ctahcebr Easgthosewberan @zefn frolrodercepitio® treatment would still

ro B e etk LGSR podd SRR Rt B o sopg e
thetstledéfadts mﬁ‘this klmltoflueaﬁientt 0 sone degr ee t he side

effects hi s kind of treat The .clinic

Civest | ggeRer Pt SRR T e e wdaits
both@RicBproteRDinkd oGlcHND tRdedy. NArRiBEdieN M6 1 1A, tvwtii @FHaS some

An%?: b%gl es sugg]h glg tlagglA whi ch has, sone specifici

speciicity {5 dener rinemess hastindergenedhatsricelipicakigals noyen ﬁ%aquents with
onlly'1i fal 1§nt inBvify £parkll r&@%ﬁs@ NirSothérlfalO %eyof]lﬁf’ltA qrettluc@@wllgl g a

partial response. In other trials, use of
corpplet@ eseense AN 2 minas spenses aWE A patientsdn protacalsiusing additional

crAPARERT" T s TR A1 s 1 0RS E Winre
mumbvedl ecfﬁstacy as aljls/amfmaé’pﬂfm $tggedicolon danven sTheals@of a humamzed

rove uvant. ther.a L sta
o P PGS BL B n R e e B B st e
regaastipinody initially approved for imaging also did not
produce Only recently have.there

nor r Ires
eon amObeceTGadere e beer fypouBTPoLS SR SRl Cancer

cliitdl Biugies with t@ives ofnbiidclohd aHSkbdRk. 02004 ERBITUX® was a proved
antlbodles In 2004,  ERBI TUX (§ g was approved for t

for dhersgpend)ling reqtmenffpptientswithd EIGHsing nr_feswn@sai?r@gtgh Gapcer

whRfeasfratdrf tCighSeMabedcRRREhe MBI FRSEILS'IRING B&th @tWo-hn Phase IT
i ri notecan-based chenot herapy. Resul {s fromboth a

cligiggd st yrandpasirgle armestydyishewedsthat R BIREXa i corehivation withtiviepjecan
ha@:hﬁ!ﬁdﬂsé Alor BREhd Wt&eni ﬁs&@ﬁ% £hellah Bmb td Q&L AN

a resgonse rate of and I5 percent respectively

prq&resﬂoraofn% angh©.3 mgmths msmcsm eRq§u1@gfttes thesame fwosarm Bhage 1T

Chrg% ase f%ﬁ%ﬁ@%@é %/rﬁid#u dg %ﬁ ano él%&g}lehﬁﬁe arms Uda&qg

resgltehie dn 1 hatd @ peecentmesgonyd rate réspitiVel{(with aahmm trmesﬂoldlseake

in an n ercent response rate respectively with
progftfith a1 § P2 BORFE By
Consequently in both Switzerland and the United States, ERBITUX®

treatment in combination with irinotecan, and in the United States, ERB ITUX® treatment
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progression of 1.5 and 4.2 nonths respectively.
Consequently in both Switzerland and the United
WEL@BMO8956ERBI TUX(r) treatnent in conbinati on WETICA2008/000149
irinotecan, and in the United States, ERBI TUX(r)
treatnentalone has been approved as a second |ine

alopﬁ: ?\ f;e[r%g h%;g)r{)ﬁ %ng%cgﬁ t}%@en?%z)}o\éfhcg?c%?\p/ 1ele‘:Js1 ivJ'h%%ave failed
firdtihcRinbictdnr theragy, CAbREIH, li!kél Hewkptzn®) treanderit fn Swnkzxrland is only
approved as, a co¥b|nat|on of nnnochona anti_bo

aPRENEHE A EPRRPation, o SEPAIPTR antibpLAT e therait: (1 addition ! reament

in SOt S¥REdrRATarRe USS 4l Appraved Yor pRinR a8 d sécdhd R thérapy Also,
as a second |line therapy. Also, in 2004, AVASTI N(r
in 2004, ANASENE dwasHpPrpyed for1 “S?dﬁﬁ‘i’fﬁ‘aﬂmm Wit IptraveRqus et fretRuracil-
based CheARSums ;%Ca!s L, P23 6 GORADE BEMBAMatRofbrdctd] S4nckd. Phase ITI clinical
treat nent met astatic colorectal cancer. Phase H
study resultsalemonsidted agpselpngtioreimshesmedianeyrvivah phpasinngs treased with
[ [ ViV t | .
AV R -t iparBol falhts AR $'bclrquracil ajone (20
manths abmas 16 mdmtﬁs-rkskpacxmelymr Howévealagam h((éZHempun and/BRBIRUX®,

6 months respective ver
e RIROTN PO R EEE O O RITAE R P Sfcpemotnerspy
appr ovedrItese dsoccofiueato Bepoof resams @arllﬂrgabrambmmtmmehuc
chenot There al so continues to_be poor r?s
PR3 RSO 5T, AP FTORprOBH g Teiept Fsuls Fesphromallgefude

carfc%p&aﬁmdﬁam Pﬁdse I ENRicAMEA] wheR Telinttat OS10&H a ﬁl@lidéidnﬁl dnfibody
-smal | cel Iun? cancer canme from a Phase ||

(S<elN1 15; dax BRY46, aqm -beX} eonjugaied tq the ellaling dmgleapybigin in
|
cordBiheRAit dtﬁ%ﬁ uﬂ{) ag) _ %E%R TA@&STE@@ PAXGPPRE® is the only

conj ugat e ing drug doxorubicin in
FDdoappraved themottierdpy férehesecondtlive tragmenti of lungeancer. Initial data

oA AU DR e

patimsorto. wdre) retcnmied flatie studg) wattRirdsredeined SGNaIlS)menmbinauon with

O e M T8 3. i

recei@ i SGNI | SENolfbidaliok ¥R TAXIO TERB®, mmWG&ERﬁ(rvl)val\Wshes
t he remai ni ng one- th|rd recei ved TAXOTERE(r g al one,

mopths it ¢ENNIEIGNEA DS Rendhsi fOr PRYemEcel Yine TAX QIR ER alops Qrard!
surl St ERE4r ahd 1@&@@@ way &9 aldl 18efc¥ht \g@épeemély?oﬁpam Reeiling

conpari'son to 5.9 nonths for pati s receivin
Nm%imtéxpmwom@m P4 emir&mm rapeqtivebyfior mnti geceiving

FAW}i’lﬁE@@%ng%uﬁMcﬁ@cQ%ﬁﬁﬁé eCt ively for patients
recei vi ng SNG us TAXCW RE(r) conpared to 24 and

8 per cerfiredlinirply, tthevfeha,s beer soguﬂmemd suqcess é thie pgp of monoclonal

BTGkl Ul SRS Aol B s o
datg ponedmse beentapprovesicor df:mmstr@@di &vatabhmﬂubsmi RhasefIfrclinical trials.
mel ano \(/fsrc r}? 9 R sstg u@eﬂtdls I' erﬁ%&%\aebgrtﬁeaﬁ&e%

clinical triafls an TRt e "Rone €en approve
idedefimariei ofatledant augwﬁdrﬁcmg Iﬂ&qubdlﬁtslolﬁ B@D(aSIemHln gehdsnhat abuld
coni hgggoedé;g% S Sast o Shcolugy reseadh, pordntal S (TpSiS o ofters

selected simply due to the fact that they are over-expressed in tumor cells. Targets thus

identified are then screened for interaction with a multitude of compounds. In the case of
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identification of relevant targets anong the products

of 30,000 known genes that could contribute to di sease
wQaiokogseesi S. | n oncol ogy research, potenti al P@r/ag2008/000149

targets are often selected sinply due to the fact that

they are over-expressed in tunor cells. Targets thus
poteAl®N b i@ thefabiel, MRRe SMuRBREMpSUNdS itk %ﬁ\ﬁﬁ% beveditlobh Paditional

mul titude” of Conmpounds. In the case ofpotential .
megheds efoagnociens! aptitody genesation eegorlingio dhefyngamentalprinciples laid

rii . t Lt t I

ol P Koef N Fikih 1973 Nl 206105 407 SO o MBS 9 ctls
areollentdddtons miceiinnuoized With kKuiger (e.gamtloWckls, edlhfractionsspurified

sn3h} o1y B e Pl Bl g B o

scréened anddeleced €@lstaetionalf hntfbodies which bind uidsf avixtly erthe Gege). Many

and fused with i rtalized hybridonma partners. The . ¢
theFiDeYl 4P glaﬁwflf PR i AR, T Lo g Hepyeptin® and
RIBERIMA BOKave bechiPrbdueet @nghése ehoddlandnslectad biflhy bhsis dffikeir

target. Many therapeutic and di agnostic¢c anti bodjes
affigity o Phe-flavisg B s strategy arsrtwe dpld sFirstly, the chojcg of apnsensiatefasgsts for
thePdpautil of WS AARe aktoGy DiaGing RNGHKASY thSiabdtyl JT&a6wREBE10dS

and sel ected on the basis of their affinity. The flaws
surpqpnding §ssye specidigrarginegenivoprpesisees af the rasylting simplisiisi raethags, such
os CRRGREY AlfexpRL, By pAlen St ARRH lFiafurtly SO e
asskmptidpretiatehesdmg owtediln ¢hat bisdste thepeespfor with shecgreatesbaffioity usually

. Jthe.r.esul ting..sinplisti

o CRERGER BN RS i RiA on el ) iy i BASs pEME e

ar e i derib¢spitcshmepeogresd with thdecaasaw ofreastarditalon ichiecer] theg
..ol ecul e at. binds.to the receptor with the greates
ideiRiafih §nd S eiompeth st tPrmisis BHHOE ot dergs fogie agetis or
co-tr8athiledts,| HAY bédh inddBiuatel foNgll §pdsiof Balcer®y not al ways be

the case. Despite sonme progress with the treatnment of

breast and col on cancer, the identification and
PrigeRAS™hent of efficaci ous antibody therapies, either

as si nglg.sapméi No0$,7 0002 dRR108& M frocekbhddaf Bells TrRAL Aipeticft's

for all types of cancer. Prior Patents: U._S. Patent

turpgs arefrapsfieCtedwithy MILG genes which may b slopgbirem qellsor figsue from the
patRAL. TR tRndfbUiR ceBl fre tHeARSIAE Vadinelthe pMiencenes whi ch

may be cloned fromcells or tissue fromthe patient.
These t ridfisPasent 8. 4861, 3 1alisslos¢sarpronsesomprisiag Blestepeok he
: . Ss
ob Bl Rnosk fan kB3 el e sl o AU lidEo RRE Porp Bt
nephastib el nosmalivals ofitee mpemalftiuc netdo externalicemperientscliabaling the
f | ast | or el | f I
e O DR T s RS POT R i bl FAIRE
recpivebtherapptio kith hédpletic cetlorand détemgining theleffbervenkssiof théxeplyby

i t.h ti f | .1h ived th
e 5 e R B AR o
degehératig neeplasi cofls. tTh prepmingtuitibaks diredted folhaman nitkiacegiutaf

he | abel ed anti body to the internal cellular
ant%:gg% g}?é)men@p r@ﬂ@ki)zes ¥hat maltlgnant cefls represent a convena1ent source of such

antigens.
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degenerating neoplastic cells. In preparing antibodies
directed to human intracellular antigens, the patentee

WO ewemstisees that malignant cells represent a CPCIWEARM®BD00149
source of such antigens.U S. Patent No. 5,171, 665
provides a novel antibody and method for its

product i198. papRESbf 4, m' dos pxavli&sﬁ%%ﬂhn&b%amﬁﬁnémt iton

of a nonocl onal ant’i body whi ch has the pr@gerty of

pradisgtidinn §p@!fiqaﬂlglt§e patenytepches formatigaiof g arpnaclensd anjibedy which has
the&%ﬂngj% ng ?tgo ly tBP%?&elggn&%fs éﬁ8+19,@déﬁﬁi JJIHE}gbum\Bﬁ' J:E those

F'sto a esser egree
of atelnt atdlung whild b6@kigpo wmabepllatqmmhdemr dearse.er

t her apy risi ng
from 5 RO ReRr B NGEr THheTRdes s BHADF e Ribertty " HErcine
surfzivalbieMioning WTUT usaxle Ifmm  huganl canoengatemeutamnga meamhblsnsme to

be vi abl e hut non-tunorigenj a usi ng, t hese.cel
oba naesite SRR Oy A s 5 APl o pOHP OGS Snd dsing
thekd\EHI1D k] priyghrd £64eEine Rt ehefatibrt @aﬁhblemﬂltﬂnﬁitmg&écud&n&e&)f the primary
si mul taneoqusly .inhibiting netastases. The

tunpos Aetile sinulianeously inbihiting melastases, Jbe ANt t%ﬁ‘f%“?sﬁg"d‘i?eé@loﬁﬁ?‘t‘ﬁ’f

maRbQora® A ftodigs Wlutcﬁ' ar WedcBEEW RN SUrABN MtigEnstof Bifior ¢Bllsl As seforth at
set forth at col. 4, lines 45 et se(q., the patentees

colud-i lineg 5 efisemcthe baseniees utilisepntogkthensus fmon eellydy the gpyplgpment of
AR TR, LS AL oA BB HRaBRF RS
5, 693, 768.5t Baatdb. 5,69, Ya3dgachesei glycaprotegreantigen characteristic of
haracteri sti,c n._cakgkcCln ependent
GRSt RotepdifR Dot g AR 36 F BheifloPor e
5, 783, 18[6 Sl Bateht ons,788, 186tis dialen 2o Andi—Hem‘hnebodAt‘SI vattich induce

|nduce t03|s i ex doma
R R pRativR sl B RRaE e Jarodueing e AR HRihods of
treid@%hdéguﬁﬁgm@ EntiboHiegarddhamiiicédiesli cofmpakiibns including said

phar maceutical conpositions including said antibodies.
antfpodiespat ent No. 5, 849, 876 descri bes new hybri doma cel |

l'ines f o gt BRediNAdS! @&9 976 dRbcribRNR% BdRboRNEdINR-E f5F tHeO

muci n antigens purif from tunor "and non-t unor
praduetinmeof sonpeienal almbgdwmtn@wm aqygens pgafiedfggn fumerapgpon-gmor
tis@e TBIAQd for generating a human | ynphocyte producing

an anti body specific to a desired antigen, a nethod

for pr OdUISL Pgers Noo$869. 26866 dawnithopthod for geddratiag a human

.ant b r. ce
rfPRfe B AP RPL R R ek BB ol fbcucing o
maantloadHentibody s weh asinonm:ﬂonarmlbmﬂgs pusited byf the methed. The patent
. di [ d t t S. Patent
s SR fBeilp AT o1 B2 bl g opp By sefel for
the&nignbﬂﬂyndaﬁianmabmn@m si ngl e- C:’lal n i nmunot oxi ns
reactive \g E’atent ‘I'\fms 889a54§ rgl(:)itré? toCa%nl)odxes anubody fragments, antibody

conjugates and single-chain immunotoxins reactive with human carcinoma cells. The

mechanism by which these antibodies function is two-fold, in that the molecules are reactive
with cell membrane antigens present on the surface of human carcinomas, and further in that
the antibodies have the ability to internalize within the carcinoma cells, subsequent to

binding, making them especially useful for forming antibody-drug and antibody-toxin
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mechani sm by whi ch these anti bodies function is

two-fold, in that the nolecules are reactive with cell
wOoreeoBsases ant i gens present on the surface of hREEOA2008/000149

carci nomas, and further in that the anti bodi es have

t he ability to internalize within the carcinoma cells,

con‘? 1&91? 5 %11@ arﬁﬂ %@c@g@% antllbc%ws afsd anitssf é)%tl)%c Hﬁ)ﬁgfﬁlas at

s eamclcbﬁnéytrmmm nconjugates. In their unnodified formthe

ti bodi N £
peci 1 SN diesesiit ip B RSensbe e pgumor
theﬁip?@h@ﬁx%ﬁhﬁzb@s WK ewr, thid aaaody Bogli aagmiciear ztuﬂcrmnbddyefmpgn aged
prophyl axi s. However, th| anti body is
magyral.Jp divease. fig naniitoda is seidd ﬂ’gﬁﬂn‘%\tﬁ%‘) “nafveal Atiborly fqund in the
immBREsysteMEBAULRARL :id@&ﬂﬁbdc@ c§ﬁb§jfr(§rﬂ " Hfagld fafnyia®', Bkre is no

natural antibody found in the inmune system Because

requiremeny thanthe |abf@@3ilb@@)h%‘§1&llv epmesSromy the @am&bﬁwg treafeqe Apaddition
the%%teﬁ?@ﬁél(gsgg?ﬂ% 'ino'ilgﬁoﬁﬂ‘ &Eﬁ}qg%glgﬁ)%@frbﬁ afi 4f&Smammal,

elngtreate tion the patent
andla ByHridems ccihhnerplbduamg amoomoclbual ahtinuplearrautoiantihody.
aut oanti body from an aged mamTaI and a hybri doma cel |

| i ne producing a fy autoanti body.
SUWARY OF THE | ﬁ%ﬁml S appl [ catl on utilizes
nmet hodol Hdyafptication adlizs ngthodolbgnfor p:pdmuig matigmttspecifarangir

o A B, M A e 0y s s

enéodb €& lcanterodb 88&SEmovityihgymoghclonalcantibaids. ahéSekanﬁboelEs can be

These _ant i bodi es can be made s ica
mal TGN 1P gRS HRRCMI S IS DORID e GOt zA5h of Giicer therapy.
Wfﬂﬁfﬂ BRIcohtBRIARs apwtédﬁnbﬂ dnfiRakePirfibbdi€f haidg ither cell killing
pplication, anti-cancer antjbodies having either

(expRCNTICP- a@“(ﬂt {phibtngi(exfosstictRIPPeritsovl Rerepfifr b Fafipgpd to as

cylofokicO Shgle and 1chﬁ RE bd &8 W did oﬁ%fgﬁ%fa!n& Ehagﬁ‘os[segf %‘VCE&@L taﬂd can
as cytotoxic. ese anti bodi es can used in aid

be gsedgo ngatalnmoranq@mt Thes¢ antibediatean, alsarbg ugedrforshe B@é@tlﬂ@) of

ca%céeﬁ%; Y%}F%medﬁgfrag@% t%e?alﬁlg%nt X g @g)% Ro Qén@ﬁteﬁ?@co@&tﬁé’to%dxttonal

dryy dighydrp paradiging catibrelies genﬁndwdoe tlzis wajomdy mgeg owleculeeahd

ccording to.traditional d| SC ver
pai R i PReiontt et BF Fseff 10t 5o SdlorBRVARL TR eenant
tissua OFyreht fivey, She Bihdi g ﬁﬁnmusbmhésb thbotlﬁs lre suitedeg req{nretmnnts for
the growt h and/ or survival f%F mal i gnant tis

inifif ol RS IOUON o il ey BB AERALIE 1 prromggcaliinity interactions.

AINiOR AR ShePudviSiv bf B ihRnliGOEIcHGIRIN Sarldard cheinbtherapedtic
of the cytotoxic events that may not be anenable to

magalitgg s radienustides. wigh de W@f @ jinsgant inyention, therghy fogysing the

usP& s\éidec‘erﬂ;lI)tllI:tlH%e?nuJ:é1 Vﬁn@thMABQaﬁ 2159 bOnfigabd ROBLids, cytotox1c
chenot herapeutic nodalities, e.g. radionuclides, th

mqi¢fies @mmsafg biglin coniwgatd enpypres: GYEskines HulprEergns; mpt@wﬁﬂ
(%&ﬁ:s Hﬁﬁenatog% L O RIS RSt ah -aRSbody] R6njGFAd BhE BDMAIS an be

e conj ugate to toxins, cytotoxlic noi eties, enzymes
usegl gonelyir gt ¢ombimtipw gith eve mw@@MABACbﬂmmapeuﬂc agents.

Interfer Py pmstp%ét%? {nd¥iddafiRA'h& cancer treatment will bring about a change

in the way a patient is managed. A likely clinical scenario is that a tumor sample is obtained
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noi eti es or hematogenous cells, thereby formng an
anti body conjugate. The CDMAB can be used alone or in

W@ o0vBiosEs3 on with one or nore CDMAB/ chenot her ap@emriCAz008/000149
agents. The prospect of individualized anti-cancer
treatment will bring about a change in the way a

at tﬂcaﬁlln@ Bt presentd] Wgﬁdjbaérﬁeadl | FtSih Yhi§ $dnfpI€ fe tHE AR bOtyped frbita

um)r sanmple is nedat the ti me of present ation,
panah@f maamm canerous Hisease mogifding antibodiesroihe patienbwill Beped
co AP AAEHACE B Hbi8er SHSE LR 68 Rgng e i
Thc:patieerrttan w atadtgd mtn&gmd:ljowtth the@xiatimg dntibodiesaand apadéles antihedies

be of use in furt n e trent [
speis i e Erndieatibd irodined AR ipd B° pREbUSigel BoroRrYr fiBheh e
usediTiph AR il lidfigiedinaniahctioh vr&lhtthdmriiemﬁg mﬂmﬂi hereih distlosed.

t unor_can be produced ejthe t he net hod th
A FheRe EsmeRisd 9 prpcbip e LTt B pHGHATHufe sipee there
is 4 Miﬁ!rtyerﬁat'oﬁlef; Qx‘iﬁo‘r'sn&h i@} sWiné Bf thé SanReCdpREis AYtheBhEESIs being

herei n“di sclosed. Al the antibodies generated will be

treaterhi dHe ausibofies prodicad pecordingpithis mawed mahbr B! stregt pRngerous
dls&{g@ {rﬁ anly SufibBF htRints whb ﬂabﬁ&an@ér@ fiat BiHARY tResE @MiHOARS, SOME
e"sanme epitopes as the one that 1s being treated.
Th e anti Ib@ddl&gn oraptigedr antibodies, ﬂng pmﬁm pAngelagbtorrensivenlie
us ef C r YreXHHERET
curf i Splimcpded AG RIS LP Ruft AOAS el e AERE 1t
thaambratmﬂ]d&s isolaredavikothé p@sent methndolegyanmelatlaciy nopthixedto nptre

L L t.he tl
B S SR S PV SR,
or {nf @afufiRidh. withtontertibnal hRtapy.NEhetifh h@ﬂpﬁﬁlc iiiek atilealso/peamit re-

t he present t hodol ogy are rel toxic t
e OR BP e BT U deee D6 T HRd Shenegyence of reatment

resitdnt &9di es at hi gh doses to be used, either alone, or

I'n conjunction with conventional t her apy. The high

t her ape Ul the patiens i rafractors fosthe pitiahreursecf thezapimon metgptags
e e G o T s
treplatene rﬁurthermom‘ ﬂacanmcgncenamheﬁwsman beitonjugated ¢o 15l bioed cellsy

t asf ases er

ob GinefFipPhel ifont s Myt e s BE0E e e fow
effe@ive @aitments formutdshec bmicer, ant hetaatatds usuatly poxtendtal [ioodmmnme

c be cqnj ted to red bl ood cells o tar fro
reide o Orae HONRNET PR AT OBer ) O RPLEY e
delRRIrASHL anE Rancer ARIbEJiBEdiEred BRIV telly caxf have the\eefetm abmemmmg the

for metastati c cancer_and netastases usua J)ﬁrt ea d
antibndies @t e giren! thedymes. (e Arigfda MtasBRsRayest © “r%t 5E% yp fgpendent

onmssblaé@suﬁﬁly 3bd theiVRArVival AR Al dhtilcafekr aﬁtﬂ)oﬁiﬂ Eor\lated & ped
anti-cancer antibodies by red bload cells c

blqorléeleferaeeﬁ effigctixe paagist At Raoryas Wil iAsmativelyhe %é‘gg‘t\{?semay
be Qfm Eéh?edttb’ BTEr hemhedgeRtus @E1Lst @ gﬁ? %acf@ﬁi e§, fiﬁlﬁl@éytes,

cel are dependent on the ost | ood supp
natumékﬂleswlv,rettal and an anti - cancer ant i body conj ugat ed

to red [

turors abteanf v FGBbraiua & hd tin R Biled US flleion tha
is conferred by its heavy chain. It is generally thought that cancer cell killing by naked

antibodies are mediated either through antibody dependent cellular cytotoxicity or

8
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be conjugated to other hematogenous cells, e.g.

| ynphocyt es, macrophages, nonocytes, natural Kkiller
w@eis®es9set c. There are five classes of anti bodPE@ECA®S/000149

each is associated with a function that is conferred

by its heavy chain. It is generally thought that

co Q‘ﬁ Hienk %}lté)tbﬁglt}b Yrdh ekth1eRbROGMEMdAE G2 Bt badi@tan

roug ant | body dependent cell ul ar

actigyte dmmxm cimpjernent byrpinding the (eté semprIgRt of fhesoBipleaient Systery
the%)t() anvgtl L ngss cg% ﬁ@%ﬁ (5’9 ﬁ?xﬁ‘;{ﬂ%ﬂéﬂé&&ﬂﬂa&& Wwhith &milbadab amor

enen conponent of the
lysi80 Eml mrmntantst;pdtee thetrinest e’ﬁsﬁumqnmmmgaqﬂh@tmgl aptibadieglare

B e

ﬁﬂmgl FRdxlic @dik thdeliave Hc ssetptbm cihech will dead mmlladlllhyg bgmoacmws,

. Murine antibodie n
magPhags, SEPOE S SR fymbocgw-ohﬂwg P bl A YRS and
IgGXisstPsenédpds Apicch Wi Il lead to cell killing by
nonocyt es, macrophages, anuloc tes, and ¢ ai n
| ynphocykheSyLolamiey “&ﬁtafﬁgg?ﬂ’%@ the YS‘@W“%"F%‘%? pisegce of

effé&ﬁeflssﬁhm dORed g%ﬁ@m £1Lptord 18 proydiil 0 INK éells,"BoeipRinfeel:, and

hrough the Fc region requires the presence of
T- @fm ecspentively! Imghcamemhef mess@ffpfé@rpmilmgnsf thedispertion o an

o 5,80 9100 NG Ao ATR T ATl e

thmwmsqf_ah antilédy powitd, but inbitrarthia istiobopdyative. i nert .
T o Pty Dby AP B g RY b AR EleBARORT e five any of

an an
the\dfféeror ﬂﬂbktham@myptbﬂdm tahd &re cariadbut pairral These asddys do not have

cytotOX| cit der. which we test ant i bodi es
oH1EgA0 S (A, Mg phBFeS Gt T COPIRBEH RS ete S pct dhosh Bibas hre
coﬁ?l@teﬁir Rfin&d IS)J »eﬁllu %Lﬂddmogétﬁd& Qeachl &R Rnéf Saise dﬁeraaehzdaam
fector cell s (NK, Macrop mgl%énfbor T-cells) or

assapyysP@hatein cmt@senlcv targgticels, sext Fhe gt eelisgp apidiaye
effgtgfnj iﬂ&gmﬁy mmzﬂe&' ate 4%99& derfsQ ?ﬁ)ﬁﬁfasts ORfthout CXOZLRRE telfsathich

aracteri ze assays used herein contain onl¥h
haveaffgetor fuattics, propsdica therds ge r:fsllularhksmteetﬁ that haye thisfugefione

me:al Vd%e Jt %?Ihglﬁ \?él#ﬁ oy aréJ Q€ ’Ithg eﬁ t& ﬁﬁﬁﬁl‘i th(éegk‘év&h f the

exogenous ce
targaftfceﬂstdurnot havetcomplememraem\tltye)s distlesed bwsherwnd@* Iftuthfrrmore, in our

ment.s that ve . this function.
owa d gferpax%}zﬁﬂf ab%eglce %{foglgf ent aFvaySlg?lge s%s Ce{xgg(f TﬂQJRfox’e
ouSwpk@Kideidas thg rfmvtﬂat hé efféues dfahidﬁtlb@ﬁd:sl ase dle entitelynta e effects of

T ERGRBPE BE A Sg TR TOR A B o e i R G et are

secRSRIAGReAbLnpON GHIEMRE Fa, sinvé thity déndt ih&ve&éd&e@tdﬂs?fbd the Fc.
Ther ef ore, our work evi dences the fac

Alisppghy the hybridoma is Rcreliag cuuplgle mu@g&wflv gﬂvﬁ #3S fegd with the

targétfc@ﬂ‘st fhe ShlytpaR of e li@RRnbY16HliR thathteedits witH6 belis @k the Fab,
hrough the Fab. Effectively, the target cells are

whichedchiy aatigen bindingfgagmegtswi t h only the Fab, since they
do not hWYtﬁ résﬁgc% b AL ﬁxs{aﬁtﬁy Liihel Gntibodies and antigen binding

fragments, the application, as filed, has demonstrated cellular cytotoxicity as evidenced by
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Al t hough, the hybridoma is secreting conplete

i mmunogl obul in which was tested with the target cells,
w0 b@sosdsys part of the i mmunogl obulin that i ntePEDCA2008/000149

with the cells are the Fab, which act as antigen

bi ndi ng fragnents. Wth respect to the instantly

cl ai ned  ant | bodi es and antigen bi ndi fir . :
the G5 1T LS brrhs Ban S pildborinincs RermiaPhithso SRR Fe cvidifice
thisCYfeOt vasiehiifely diS 1EMindaHBE the BYH hahdlabhmr tallsTabl e 1. As

poi nt ed out above, and as herein confi rrgad Vi

obj ect i VETRIG prideneg existyindhe.art of antifpcdies mediafing W%ﬁéicit%d“e to
dirdt BigliiRg ofPthe Bﬁlﬁ)oﬁfa)ot?@mﬁé'éﬁ%ﬁéﬂgéﬁpfnd&ﬁh&éit offfeLter Medhdrisme

exists in the art of antibodies nediatin c_toéqo?xi ity
recevifed bytheliFie Bhe bestisuiderpe dor thik i i mtwowaasmfee%vﬁ%dt lgOégave
sup@%&x{eﬂ%ﬁg@&%ﬁ@ﬂ@@ﬁém Qo £650{af§ E?Jludé?ﬂd%@ RieSHMishRE THese fbes of

est evidence for thisis invitro =
experpents hevetteemdurmidd aiowith torhplote immpnigiobulin.fr withjantigen inding

| I ' o
BB BLE P G O SR8l B e

bindidglaginents candwectyoibdiice mpopbusiswif targen n¢lisgach dsiim the ggse of anti-

fragnen uch F(ab). 2 fragnments... | hese f
e B ATERFR Srhresconber et F Gatborion et S Abadne B9 4 us
FDANGr fhfkBGrd iM chtert@rappopt osi s of target cells such as

in the case of anti- Her2 and anti-EGR anti@gﬂi es,

bot h of Austherpersible mephanis pEantibedy meiated cagees killing may be,

thr%%hﬁl@tllste OF altBbied thRGuhdiof BV aliyzk BRMFR61ysAHP vAedus chemical

Ssi bl e nechani sm of antibody nedi ated cancer Kkill] ngl )
bomgsyn the celhmewmbtane #nsl itsqssoginted glycopseteins ot glugolipigssprcalied gtalytic
am&ﬁhgg'yze the hydrol ysis of various chem cal bonds in
e cell menbrane and its associ ated gl ycoproteins or
gl ycol i prhgss ars tuesaidilitidnal atechapising of antibbdiimediated pancer cgle

L hr ddi.t i onal .mechani sis. of. ant.] - i at

o e B AR or OB B ainf 0 AR e ' RStuce an

immahd ROdinasagainstahe/peaive antgen iradresides dnshbombyertcell pTlzdigcend is
an i e.response agai nst the putativ nt L gen that

the e PLARE beies i Areek grosyth psgpptons aLmieriets it et fplcifpn.or i down

regalitd tARGbRBtok S thaViBFincbR WelfestB o160 Fhealiiel is tHeeffearof such
wth their function or to down regul ate that receptor

antshodic gp direcs ligaticn of el sufacerpeigties v@?ylay t5ad to dysegt o8f{ Fpaijsgeh as

ng{l:[tebl%l(ﬁ gga?t? Iéegg;toé K& a8 TRIAPO fh 8 TRAMIRY &5 tintbdrididholedulcdfsuch as

noieties that may lead to direct cell
alpie ¥teta Bandrbhedlikel | gati on of death receptors such as

TRAI L R mar i FRAY dhiiRPof aUandeP i ld BhsdinGhitibeéne ittt didg under

al pha V 'E%tcé‘; and‘gtz?]g%?‘{?e. %e c@rﬁ'ca utli ity of a
an acnepteble diskiprofile th deqdtion. In hanchrtherhpyt suovival hes genergllybaga the

an accept abl e. risk profile t L et . £dfits i
PR Roftuao Tl Gk af arfpbRforRie S8 o Bt n
addifibieto phelonding life Hthasyethertbhmfits, shere sreammebiatoeohotadyeasely affect
survylevlal, incTudd 9?&1&891 pgﬁigg&{, tplsotécplon against adverse events, prolongation in time
to recurrence or disease-free survival, and prolongation in time to progression. These criteria
are generally accepted and regulatory bodies such as the U.S. Food and Drug Administration
(F.D.A.) approve drugs that produce these benefits (Hirschfeld et al. Critical Reviews in

Oncology/Hematolgy 42:137-143 2002). In addition to these criteria it is well recognized that
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addition to prolonging |life. These other benefits,
where treatnent does not adversely affect survival,
WO pBOgis6Synpt om pal | i ation, protection agai nSPCHAX2108/000149
events, prolongation in tinme to recurrence or
di sease-free survival, and prolongation in tine to

e

apgkdwal prosess zgtanmd by [he1J A, F.Dappackmsvldigerg&attﬂmé aprsogegaes that will

1} 3RS BRI, e S G5t pSert Ao Jusie bave bréi s agpioved

unﬂdrehiepmesb i af these] Suriive goRamys idbdppiovall 1. é] e!bﬂov’ﬂup studies

er endpoj. nts a reaetheset
e Bfom B ety patioht et L vt b OB SAAPolgiRpRBs inportant
en@oail E@deRYminig dng%ffeEts @\ s‘blld@ﬁifd}@wmﬁ@e%s&néi@bf fuBRF Burdérfby
surrogates that w |l gre | ct@ﬁﬁatl ent benefit.

MEARITGE TEFRQRsE Maeagm(mer?éﬁeeetﬁ gNﬁm@waerg@snmte
92@99@9yﬁ@zo@0¢ %e Eiisa %@ﬁ@ﬁﬁmﬁ‘ Qmsaﬁ)tfbﬁ%@h evaflabiof!

gone on to appr oval oW u I es ave

pr%ﬂm@thyd%e@mom Ee@@anpaﬂn@m'lm&i@mncasw@ﬂeng Gras, dogroup of
int 5tfdﬁglaéx?er%rlg Qﬁic@tt é?@ﬁth a@&%s"ﬁg&{i %ﬂg& 8h mrm{r%grden, as shown

etermn F&2 s it 80 unors I's
by abjsets mtmsesf achndmg thREGEST driterip ammmpngsonm;m Iappl‘opnmte

coldyTBPF Hhate! DEPEREE pBjesBharsl MO8 e Hh ol R seing
tunbaribusieh & geiﬁﬂl)&ﬁo&rstrhghtf@aﬁ% asséls An®yRumbBAl Pth&i@veclinical

sudgf T brinae 7. 0o oot Rlepis LR n -

clifi¥d Qfdd&ls hii\veQ&{lg?x@e{test Bitiéiﬁlteﬂ"chﬂczﬁ uflBIYP ARhIEER G SloliEGhe PRitive
tunor burden, as shown by objectivé responses

respRIse @i cal repmentsdrugs ihaigpduse timper dBrpmin tBopretchnicalsetting may
als@ REVeQRnifRLA (ﬁx@&tlhg&t Bh EHéthE:%@ dAlﬁR)ugﬁJ‘) oﬁ{gﬁ k\Y)f sxﬂ{q%’l% fhe

direct patient behefit. In the presc
mopt apght pliergdipicaloutpeme froim ganeen rlmgsneatmegh ﬂfemrmotﬂexthoneﬁts that

ha@%ﬁﬁéﬁnﬁpgt g%{i?&% r thd? lnfn'i‘o"’}‘bu of el taxgy‘}' bSTIAED a delay

be tra I'nica |ng
in qiseasbymregrpsswinoextpmdedssurvival at botl, c|an elsd; lend tbailremhéﬂéfﬁs firMave

.t.he.gre t anticipated c ical uti
el e e ERAardit o BRI hiefal Doetibentis] Schoins ahd ESTRS
ClidicalgRrial Dedigrsofl Uageted! Eﬁmp&uﬂ?ﬂsamE%MU@faﬁB&H, B9"CAhnuaL
ave significant direct Inmpact on the
Me&‘%geg@g’ P efgé?%]l?yprol ongati on of survival is the nost
sought alﬂk@fesé:dt lifViefitidn desUribed e HvepERMGAA usl dfNR91A9.2
there are other benefits that have clinical

lde{!ﬁlfﬂ% ‘WS &Ffact i a fLotaxig apsay ki ap ARimabyeded Af husepn cancsh This
inv¥ftiof e sthi¥esredgefits MaCbing sﬁbcﬁ}i%hlﬁyto 'aH eﬂto@@ %?@plth)&th&%ﬁ' ofi'the

ext ended survival or h, can al so to dir
taraﬁéwelﬁewlg agd thapalsehaye i"hYlti’a pytpwm@mpea@map mkeétan@body, against

BN GBE Ay ARSI S UK 59 A . el
antipgdys anhitnvied OfB@mm grQ}@thhA,ﬁurﬂlﬂaadvmns ofghe @08 antpeapesr antibodies
s R TR L L —
inhtbftf(BCitndI (]theapoxytl\&tendp(ﬂntﬁsﬁﬁycea meatinBntan ani mal nodel of

human cancer. This
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i nvention describes reagents that bind specifically to

an epitope or epitopes present on the target nolecul e,
wW@rnsnsmEss al so have in vitro cytotoxic propertPEFCAADS/A00149

naked anti body, against malignant tunor cells but not

normal cells, and which also directly nediate, as a

naked anLtnlaHOtg%’i \!eﬂmnbtle}lc gs%? 1f1setolfI H{%rAlgﬁ%tWt%m&énf alérattz}g& for a

advance 1'$ 0f Cthe Uge Of ant L cancer ant i bodres suc
thesapetitivi agetpthhtavigatadininiaered axpednss tha qunar poaler obnéangerexpressing

mar.ker.s to achieve tunmor growth jnhibitiqn,
e B3 8 iy TRmPoph Al PP et GV BRARSEALSS, and
thei e 0dtived) abEatigasbihdifg Bagnats théreof RN okicytihdicihg Aigarils

tar g{et for a therapeutic agent, that when adm ni stered
thegeof, 19 taget iefr ABtigen i Fedwis throWmgr burdennfacancer pypassipg the apigen
in #MmMERN Fufh@miRNKR invehbibSalld YRR BEud! of Qetb GRS MRSARIEAS.2

use of CDVAB &AR91A9. 2), and their derivatives, and
antigen imeancapyicic Aythatrcap he nsenl fordhedisgnosis prediation ekthesapy, and

i nALC ' . get.-j.peir antigen to
prdlgg%kg(l)e t %&?ﬁ%ﬁn%%ﬁ%&xg&e&@miﬁ%@ ?rmégg'pr essing the

ant i gen Agcordinghymiteib an fhjective ofitbe myention ¢o utiize amethoddbrs o

t h of ctj.ng,. t A9. 2. ant i in
o6 kO MR o SR D AR s bR efcls ot
derpved diont 4 parti@ilartimkvidyay, or amdorpiicrg pattdarehnoenosiidings, which

ing tunors. that express is.antigen. Accqrdingly,
CINRR Ry IFRE Bith Babesy RREF Al bile el Sttopdly BaRgTelidvely non-
toxiefohefl chReroRs &dllGh BleE NSO bridbHe BSIFlided dhd té Bétresponding
anti bodi es rai sed agal nst cancerous cells

CDVAB
isolfsdi myengciopg) I(w@oeise)ﬁ pRcantigen biading fragsmants theregd for whicthiside

hyBHohiaGlll BhesGR\GRbdee! | | i nes, which CDVAB are
cytotoxic with respect to cancer cells while

si nul t arfeisgglagditienahebiective of the inyention to wag¢hcaneprous disease
. . | j . . brid
D6 RS Taffte i hfloPhilihe bl dbbor™ 0L o CT onal
ant i bodile adndhea objectr obiha distagt invengior nt produce cavérofindisease
i.ch. said hybrido cell lipes are encoded. |t i n
molffiie e U bt PORATY b L RERa AP crppcenociler

toxxamgcer ous di sease nodi fying anti bodi es, |igands and
antigen binding fra nts. thereof. It is a further

obj ect i VEISIF! f’t"r?é‘di“ﬁgf’:{ghlf’_ctivﬁ@gﬂﬁi'&ﬁn_f BVien tRroduce cancerous
dis€R0 6RADYA itHBASEWHE ichibloR it R Rl ARroMAPS&Snplement dependent

gliqt otoxicity is nediated through anti body dependent
celRrtQRiG®y- t oxicity. It is yet an additional objective

of the IPgLkanh ridMEEHit@Re 5OP GG RVRANF @ TRRIcHLHEASSs

. hodi fying antibodi es whose cytotoxicity iIs neﬁ. at ed
disease megHyiep Apibediehwhese pEawWaisity isal fangtign of diir ability to patalyze

hydiblyib ofcelithal (emi@Phgiat] ve of the instant invention to
produce cancerous disease nodifying antibodi es whose
cyt ot oxid ptillfurtherspbegtinestaf ¢hre instant fryemtioalis foiprgduc@cancerous
dis&Rt ﬂo&ﬁﬁng antibodies which are useful for in a binding assay for diagnosis, prognosis,
and monitoring of cancer.
Other objects and advantages of this invention will become apparent from the
following description wherein are set forth, by way of illustration and example, certain

embodiments of this invention.
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hydrol ysis of cellular chem cal bonds. A still further
objective of the instant invention is to produce

W@ 200808065 di sease nodi fyi ng anti bodi es whi ch BCECA2008/000149
useful for in a binding assay for diagnosis,
prognosis, and nonitoring of cancer. O her objects and

advant ages of LS pparent from
the foll ow ng %g@#)%%(?@%%rel n-are se Sflfort h, by
w%ayt gf i Figurstl {campng the I;ierernmgp kgtotog @ity mdbmdmg)léwlenﬁ the
0 i S _invention

hy‘rafrd@maéuaer%m%é%% Eﬂfé?@'@%@@t@aﬁ@ W%l and

HsR$8mi.ng | evel s of the hybri doma super nat ants agai nst
cell lines A549, NC - NCI - H460, MDA- MB- 231 and
Hs888. LUFIgP QG?RSGSE“‘F E‘é‘F"é‘g hiRIbhd F"rﬁj‘nﬁﬁ‘ a;a@h@m!egl cgllfliges. The

data ¥ 1aR1ated@ pRQEiTRhe tﬁ@in' fldobeB@Rece ihRRsiFas @ f618 16&3&.‘35 éyoeéjlséﬁpe

present the nmean fluorescence intensity as a
contipdr ease above i sotype control Figure 3 incl udes

fhi
ECER ant B $ Al iepl oSl P by AT AR o W ol i
EGFBrantibeiesrdineeted agarme@verﬁlr qgocee antl mharoaner celt lges.t he
ef fect i ’/'}Rg%Ar%ot%tr%s Ehge ect%ﬁg%pA?.? gg Pﬁ’n(r]oggﬁévlée?nt Ing s

NCI - H52 ung cancer e ver
prdphylhthClt-Hﬂ(n&llg @iced wiodelg The wetticat dusheaninebindi¢atease period

adm ere Data oi nts represent the an +
d“‘r‘:‘?gg‘ﬁ %‘e AR E PR n’rsi?é"'de Baeinty fewng‘e E‘%’h%gw
wei ght i Migire 5'dombistiaet ive effedt o ARO1A9IDen
prﬁga pai nts represent t he nean +/- SEM TAI

25dung gangeqprodsl Blata ROIBREesgNt the fpean 6( Isg\M
wor ds or phrases have the indicated definition when

used in t he pFIAIBEDN DESCRIPTION OF THEXRVENTONAN
clains. The term "anti body" is used in the broadest

sense arl@ gepsanl the foliopingwsipds & phraggs hayethp [ndlicater dgfinition when
usedQA %lsﬁﬂﬁllaryaﬁésb}?&ﬂ)‘ne&baﬁlgﬁg | 4Gk dlrggnsagonr st, antagoni st,

and neutral’i zin | es, nnunrzed muri ne,

chi neri cmﬂemu‘hahb@e’dlsamd i i heegdest sense mPecﬁcaHy covers, for
xR R U LSRR BRSE i pucain
antrlmh@m deompmgmce snugine chnnario@d;mmmdmmmd(es)e mtﬂneﬂpvv)

i bo h f.
conSiioR Tt FOGPGBE aPat TR RO AR ich S ghodies o,
lmmuiaﬁbgngamlaw mmgﬁngm(awbehﬁm es, i.e., the

I ndivid u]‘:?i)e tgnrlllt n?o%g(lzlgﬁal antibody” as used herein refers to an antibody obtained
from a population of substantially homogeneous antibodies, i.e., the individual antibodies
comprising the population are identical except for possible naturally occurring mutations that
may be present in minor amounts. Monoclonal antibodies are highly specific, being directed
against a single antigenic site. Furthermore, in contrast to polyclonal antibody preparations
which include different antibodies directed against different determinants (epitopes), each
monoclonal antibody is directed against a single determinant on the antigen. In addition to
their specificity, the monoclonal antibodies are advantageous in that they may be synthesized

uncontaminated by other antibodies. The modifier “monoclonal” indicates the character of
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conprising the popul ation are identical except for
possi bl e naturally occurring nutations that may be
wWEe@smesHs6i n m nor anmounts. Monocl onal anti bodi BGT/@AZ008/000149
hi ghly specific, being directed against a single
antlgenlc S|te Furthernore, in contrast to polyclona

nlipaR HEEBRAAR A58y ioBcticGmieoil RpRomgfspubodie,

and ot w[e s)msnaeu:ah; raq)mﬁng prodikctiemafi thmaiﬁbo@ by amg paridular method.

a taS| Ied ermn the In , ,
Fof AP e pmpTIETal SGBGUT Paeiged 1o HEHBAGLY Ghe present inventon
ma3 bk indd be mea;muﬂﬂmqnhaﬁ@mmaﬁ) hétRéd ﬁllaﬁdes&méd Be Kohler etal.,

synt hesi zed uncont am nat ed by ot her_anti bodi es.

Nagizei 20p:dp> g Noen Bawhe: mﬁqﬁ&we%cpg@lwlxme&@@éfseww S. Pat,
Nod 8 160589), T8S “R6hR HnRhabRE fa Hi's@béid@ﬁie&%h?dh‘ag/e : antibody

honogeneous popul ati on of antibodi es, and is not

hb@@ﬁ%wrwébe teshniqugsHescibpdin Ghakson ehaloNatune 352i624,628/(1891) and
MARYor RRT L W | E3b1, 83 5‘83’1‘3'597':((?691?%@&;{33nC 1ot he nonocl onal

ant i bo esto be lsed I n ac Wlththe pr esent
i nvent i oh‘\nmbydykfeamds bgmprh;e alpyttion dbHarein(antantibedyppreferably

LB SR o 5 i B B

inchete hessl Eha(n ﬁﬁHengnh gmbo&l!eéSFalP&hb' Pab’, shlivifagmentddabodies; linear

o g i B St b5 s

moltRIes,iflech Jbrﬂtefﬁk A6donibinagt pt@(lems aﬁ&hﬁh@pecﬁﬁ Anfelicd 2&med from
1991 Mar ks etal , . Biol., 222:581-597

am(bfégi')agm%ﬁs ‘exanpl e. Antl body fragments" conprise a
portion Af «afct Bhdokly Rtk Wﬁ% coBPﬁ‘éce? b Rltbe BBk Yafible

the antigen-binding or vari egi on tfiereo
regiovaTved s atightrehiib constant damaim(G) and:heav:becuamnm domaging, Cxl,

F
Cp FRE D, ABE bOHRBR mali a8 Bartei e Atdeon I abnins (g, ymen
natamsmwnlge aopdtant doresins)or agine-acid aequendetviahiard iteseof Firefgtably, the

- tibody ol ecul es. fusion proteins,
lmérjcg%%d%g nf)?%?‘%‘ier?gc"% ﬁ?ﬁﬁ’l"{‘? speci fic antibodies

f or med fmemdmg dibihe ymfrb&glﬂeﬁdl(eﬁae of Ai¢ cohstdn® bmaif Bf ihbR Uyavy
ndiS one whi ri ses ant i x%en bi ndi ng vari abl e
chying, infagt %{%1 %Caa assjgn deﬁ?ra? elasiet aFeryyr iy $romaior ylasses
of M AMEBYMesS [P, TelS, A58, A0 and 94N 413l seelilll of BB AR Fiher divided

The constant domai Ns may be native sequence const ant
Inty SrasIsses £SgyPas fdn efal. i180E2. detili ke Inbriad kah2. dbarbany chain
corR{andBnfiths At @oxﬁ%ﬁ&ﬁﬂ& ale\e%amlagéa@&eﬁg?od’és%@&ﬂ@w 8, 7.

the intact anti body has one or nore effector

andf Wy respecsively- ﬂwebamnrsgu@nms hrd threpWimensiotal senfigurationoéf diffierent
claggepéftlgﬂung@%hg%gfe wellghbwheavy chains, intact

ant i bodi es” can be assigned to dlfferent "cl asses".
Ther e arfmtibpdyeefifagtor funétimss aefenfo those hixjoginat adtivities sttributable to

the 18 giditPnac e k8 rllob SmiRD id R4BRe tpnl HEREOHESf an
antibg@. Exhigfies oﬂ ayEodylegfeeor ﬁlga%l,onﬁmdluﬂgﬂl?q blﬁmﬁg,fb@ﬁxﬁlen&hﬁl n
ant donmi_ns that,.c rres ond to

ff
rgiaL SR FF Botrioe i depengcn g gediated eyotoniit
(ADCC); phagocytosis; down regulation of cell surface receptors (e.g. B cell receptor; BCR),

etc.
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and m respectively. The subunit structures and

t hr ee-di nensi onal configurations of different classes
w@boosmsasnogl obul i ns are well known. Anti body "eET/€a2mB8/000149

functions" refer to those biological activities

attributable to the Fc region (a native sequence Fc

regi on OfARBbd}Cdcpeldn SR #RAGE:d\ ottty Fnd ‘Q@ADVO) refr tddlcell-
anti body. Exanpl es of antibody effector functions

mepligieraepstien ig Whidhdiongpecifie fppiowis vellfby expressTic receptors (FeRs) (e.g.
F t
Na@ﬁl?@ﬁ% ® ? Yells eul R4 nﬁ %@s) r&BgﬁQ@&)ﬁn@m&%@ 04 a

cytotOX|C|ty gocytosis; down
targes gell andisubseqientp tause lysis af e taages pelb rTbe p@mgry cgllscfet mediating

ATICEE S ik ke PR Al R BRSNSt SRR i

Fcy[ﬁﬂchR)expmsmm o henmapopeptic icéllsds aypindriazrd in Tablel 3sont fage 464 of

Raft 68 o bR Clrimre Gt i Sa0cTo el pliorc Sty

moimmem diterénn, ad ut it ADOE hdsayd Bthas BRLAHsOMEed ¥n USIPR. NgSi S
he target cell. The primary cells for nediatin

orr;ksZg 3y glayé)g Ig?rggglef!-,clw pffqyfﬂryellsvgﬂ@ugggssays include
peﬁﬁh@ﬁﬂﬂb@@ mBidHuER & @%M@%Bﬁmﬁﬂ il 9RK) bells F&]Ezmatlvely or

expressi on on hemat opoi etic cells is summari zed in

addpgnally, AHAC etiydty 46 the sroleuulpef étterest enakibp assessehinaivoreg. in a
amhngpié&g&lll sithhs Zha?&s&c]s%(? heyld 238 Pﬁz’i%@@a%géas‘%’dsg& 9%%% 2

e of interest, an“in vit
t hat destiffeptericalls’ ane 3uk@ates wiich e5preS®ne 62more FSRS 21k (R:3form

eff%@%r ggrgctil&?; F’% dgggb p% il%)ip?eg% §Gs O*r'r% ﬁhll glll({ erfogrg ?\?)SCC effector

onu
ﬁn(cﬁ’ﬁii\/lﬁ);amp‘lds cbﬁhmaﬂlleulﬂ)dytes Iwh(dlilﬁ)edmd ABCCAhawerpanpheedlwood

t he nol ecul e
@Rt e It st B (N (rtso mopdegted By ST g and
ne Bils; St PBAECS dnd INKéelis bélﬁ%?refdﬂre@ 'Eh@%ﬁ‘eétbr alls mEP¥Sisolated
USA). 95: 652- 656 (1998) fector cells" are

roF‘eﬂ}P@é‘(Y%%‘S‘:e\XPﬁ%’ e fSoBs o &MQW@GWF&" beminper f or m
ef f ect orrHeydifisk ‘?@ﬁaceﬂ?&re bE“RRM Yre &&?tociﬁéclnﬁe & ¥RERSSthétbinds to

| east FcgRIIl and perform ADCC effector function.

thepEepgioreel a@fanhmnmeamﬁmgd EoR igva natye seqpengedupd@EcR. Moreover,
a p%e@&lreldq:%RQS“ lﬁ}gx&l a?ﬂ?G gﬁ%ﬁg@ ﬁlrmacxgwpﬁ)r)( zﬁlﬁ(@ude

nat ur al ot’oxXi
recepbis of and*chaIumeh aﬁ@cy\ﬂlﬂhumﬁs 1aciddmg<alkahb ivaridmesi and

he effector cel d.froma
oGl sBfson K AL G SCeptoh Pl eon AEb AL R A
“actiegtmgirteegioli® amd FoyRIIBS ah enntbmngoece;aoﬁptvoﬁch have Similat'angin@acid
used to describe a rece t t hat bi t he. Fc
seqbg o oSO SRR il hereoh A4 Ridadpsepir
FeyRaIpn ﬁé’m@ni{mﬂ’ﬁ;ﬁm]ﬁ&gcepwi _rt)gesé@d “baséd gkiedtRnushif ETRM)Sn g;@ e
i C inds an. ] gG anti bo armrarecetor and |

Cytf%ﬂema Egm?lgée@mgg re&ﬁP%%WéHéﬁP taigg gRympmu ﬁergtmsw based
1nhﬁiﬂ!£tﬁi BSEYELIM) 'ikﬂté@'td’ﬁﬂhsﬁﬁd ®Inlatn, V36 tedtwsMaiADaeron, Annu. Rev.

ternativel )é|985)é ced fornms of these receptors. FcgRII

Immrg@é JO03-234 FcRg pye rpvigvied in Ravetch and Kinet, Annu. Rev. Immunol
9:457-92 (1991); Capel et al., Immunomethods 4:25-34 (1994); and de Haas et al., J. Lab.

Clin. Med. 126:330-41 (1995). Other FcRs, including those to be identified in the future, are
encompassed by the term “FcR” herein. The term also includes the neonatal receptor, FcRn,
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"activating receptor”) and FcgRIIB (an "inhibiting
receptor”), which have simlar am no acid sequences

wao bas/oghisbf er primarily in the cytoplasm ¢ donaP@BCA2008/000149
t hereof. Activating receptor FcgRI I A contains an
i mmunor eceptor tyrosine-based activation motif (ITAM

whidh ib FeSpdnibRAbARE Lrfnsf? %P?gtrzmt'aﬂrgtig kd thé %atlxissggﬁfér lf 990l

contalns an | nmunor ecep yrosi ne- tion
1TRH87 €1976) Brd/Kirh et ¢lt, §ucﬁ10m1a9h€‘b2‘&?(9r@994)) (see reV| ew M

e ey B 5 g o

molevnienolys®a thfget hxhg 11199311% of Camplement. Tﬁ'he; cdm;ﬂnmunmﬂwdm pathway

. 4:25-34 994) : d.de Ha t.al, J. Lab., Ci d.

s g TR TRl Fermind ool Gig) B2

maletalet(e.fi efh(hntllsbdyhﬁ)niplé)deﬂ WithalcogrRARCAHNPAS T6dssbys compleinenitm
The term al so.incl gﬁdes t he ne nat al

acthé‘eebtagﬁf B e jhasdgsqribed BGpgpAoaRoR £t of. h’e rerpunol iMgthods

2021 63@He8) Ndhy b obed he fetus (Quyer et al., J.
| mmunol . 117 87 (1976) and Kimet al, Eur. . |nmunol.

24: 2429 Thegem ‘jvaﬂa% earie the fas ghersigin poytians ekthe varigble
dofhins & e f&{ﬁﬁ/ﬁ% if 9: héiRe g@bﬁé dn¥i &flesaanHQ{F% fn tﬁ iR Eard

target In resence conp errent he conp emen
spexificity af ¢ash ppamﬂamptlb@ylfm itsi pattredlabgntlghe Hmmemrnuye wdriability is

notf évFr?]g dﬁﬁ-ﬂ%%% out LF Y)a%%ﬂ? dgm f %%\f)od}%s( ftzlésagogceﬁg%gd in

thresdepments called h;s;memab:le oqicanboth iathe liglttchain ancathé:liéivg Shdy,

L TN T O I

fratrewoik regonsabR o). TheVagiable omiiiCofinat e Keadt ardaighBdhiins each
orti on} of the varj abl e domai ns differ extensively in

CoupFRG A AR IR 2PRtIDS difehee) Sonfigugatign.cqnpested By tipedi ng
hyiehriahIe %gfldtﬁ | WictPfor® 36dps @&ﬁl&tﬁlgl Al 1@§Hn&e%§’éé t@fing lsa'it of, the

Eartl cul ar_antigen. However, the variability Is not
B-s

%R Firypare. skihe ihyparvagiable regings éneach hlaanvw held Me@smucme of

TR iy BTSNk e SRR
theefﬂ@nﬂﬂheo @aw}ﬂgsmbmdmgam: aﬁﬁnebMSqesKab'a'ﬂveamwem«gWy

Pr(?rzg.ﬁgvléz%%n&g lcalqpt%r(e%fr_.ét}ﬂ%.rﬁg)hga e eg\%a% %@n‘:@aﬁ tr‘,sgtuttes of

He{nlﬂt, Bmestmaw (aval)). ll“gohtot?s@m cm.m:afmam nooipelvetdifeotly i¥Ring an
ar 0 sheet _conflgurati o Connecte
e RDE e i Sty s SR oMo foh s gatpaion of (he

ant{hoy GCantibeHly d@péhdeit cBINiTE cyREEcity QADCAY part of , the
b-sheet structure. The hypervariable regions in each

chai n ar@eremy hypeyeariable egion| whea usad herei refpryfp theamingacid
resAIN6s of\Wh aftibold§ which afeaipoadibie fdr%ﬁﬁélﬁ%nﬂ&%?l’h@ﬁyﬂé“ﬂﬂﬁble region

chai n, contrlbutetotheforr‘r‘atlon of .
generlly semPHTes aming asidiresidyes famiap semplemeniariy defpraniniag region” or

cﬁnq %@Fp GERL uei 2435%@%% -2 (Lbyard1R0 'mm)% tHefoRY @in vaﬁme

ervice, National I nstitutes of
domea IaB‘h31 B‘e(fhlésiMS (2) a1 959 102)(H3 indhekpasy ehain vigisble domain;

KabHt 8r HOSeddldN Qs YFFroHils S }rln){urjo?ogpajapﬁtitﬂgvt,%ﬁl Ed. Public Health Service,
National Institutes of Health, Bethesda, Md. (1991)) and/or those residues from a
“hypervariable loop” (e.g. residues 2632 (L1), 50-52 (L2) and 91-96 (L3) in the light chain
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anti body to an antigen, but exhibit various effector
functions, such as participation of the antibody in

w@nioshogrdys dependent cel |l ul ar cytotoxicity (ADOE)T/CAR®S/000149
term "hypervariabl e regi on" when used herein refers to
the am no acid residues of an anti body which are

varlaBRRIBARAINUnE 26 @F (A [bt 5068 1) gl 5& 1017 dlﬁ) /486 hawY CAddh Qariable

regi on genera I'Tglpl ses ami no acid residues from a
t

dottmtogmamddleik . Melt Bkl 6919101 9%). ramesek Regiog” or “FR”
BBt W St B ol

hereindefied] Ppaintdigestion df aetitndiey prodhees twe ientical @uaembmd\mg

oSy ERHERS 3D P L o RRRL S i

Fd rfﬁatgmbhtt Qﬁos@fnallnle adflebys itBatilitg sclerystiltize lﬁ:dxﬁﬁly’e)psmrtnbhmmnt yields

hose residues froma " variabJ.e |
on PR mepenidhy e fwo ansefngiﬁﬁ{ 5@%@ ig i“lg%ﬂgﬁé G Giossligking
antlgefNt chainvariabl e donain and 26-32 (H), 53-55 (FQ)
and 96-101 (H3) in the heavy chain variable donq
Chot hi a NS |thespaingmurygptibody gvpgr&% whish conaing 4 egmplste antigen-

reco i ASTENR kG ‘ﬁ%l‘ﬁf‘n% ’Iﬂ:ﬁegﬁ)ﬁ %brgié%sof 2/d8ndrio9 8 Neavy ealrfand
mai n residues other than the hypervariable region
ong 1@1} dheérs varsbledomiin inl Gghtrmen: COWdfem assoeiptiams ftjivia tjs configuration
[ . )
L e e
bindingisijeon thie naifacg obtht & - andimer. Celdcdvely, tHeraix hmea@nebic regions

cox\ﬂgraaafelg?)ablﬁ%é%e %pﬁgﬁ;&{ :%éeh%nl?'bo& gwg\he? ﬁ%&&?% bél% eanable c{omam

(orthaHof AeBv ¢oMipridinigiogBithiet hybengnsblé eegions spetific $or dnlantlgen) has the

e S s, B 4 i AR s

The Pht SEMAE AN dntaA (R EbnstaitidBMamE BBt chain@nd Eielfﬁst constant
regi on consists of a _diner of one hea¥y%chaln and
A

dommg KEHJhef the heavy ehvine Fal) drapmentsdiffersisom FalHragraspsy byyipe addition
of QE@P&& dsQlthe kﬁrb%xﬁ' tbtihld o ﬂﬁ%@;\}g@ﬂﬁlﬂtd}ﬂmm int10&ing one or
ree hypervari abl'e regions of h vari abl e donai n
maretysteaes frmn thkeintlhed)dnnmglgle Fab'rd wghesdesmmnthh@m for Fab' in
r [
w c‘%i/'llptiex : trelmg suﬁle };fg tﬁ% g(%: 56 %;%%Ier ri]iy né {g@e tﬁfoi(group.
F(a)eitibodyi ﬁggrﬂemstohgmam wexo qbyoduétdvas pairs, of é‘ab’rfragnsntn ghhigh have
vari abl e domain (o al.f of an Fv c 0
hingg ety SRR sty QUsEeaivel el B i, Aot aiso
knbvg the ability to recognize and bi nd anti gen,
al though at a I fflnlt than the entire b|n i ng.
Site. ThBeslighuchantalantiodict SRRy NEMGbH WEFIES S e asbigned o
onélen@orticatly tREndt typbd, calvaikiprand) dndearhbdasgi), me@bm& amino acid
domai n CL of the heavy chain. Fab' fragnments

seqyenqes Pt Péﬁﬂ?ﬁﬁ“kwgﬂﬁents by the addition of a few
r esi dues«gatold-BRif BV bﬁ)«%pwaxmwwfr&gm&moﬂ@a%@baum Vi
CH domain |nclud|ng one or nore cysteines fromthe
domains phanjibedyn yhereinghesp domaips arepresent infsinglapelypeptids chain.
Fodn th@fv dv
ProtfaB e P Rt bl YSiplaR vy BBlom € Viaand Vi
dogains phich enables the scFv to form the desired structure for antigen binding. For a
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F(ab')2 anti body fragnments originally were produced as

pairs of Fab' fragnents which have hinge cysteines
wheirsegases hem O her chem cal couplings of antP@DAX2008/000149

fragnents are also known. The "light chains" of

anti bodies fromany vertebrate species can be assigned

revi®w BN&FPkee M@ckﬁluﬁaﬁ e PhahiWidgyloy MeRocisl AefboiRRRA1. 119,

and | ambda (1), based on the amno acid sequences of
Rasenbure andMaecinedsy Spanges Verlsg, hIgWqushamnm%&lS 19943 c Py

ant i bodyﬁaéms&dﬁgggfegssﬁ#% ifdo oﬁ% %ﬁmnml% daligen-

anti body, wherein t t In
bugjmggqltgs p@p@ﬁgqgmemg corhprisa a vRyiabiecheaky gomaitn €V }Hv:onnected toa

o B8  FOTROLA R RS0 Pl

tocg shoftap aﬂictmlaalmet\e@nsﬂlertwotdummnﬁ on tha Rime¢enin) ﬂmdllomgms Emr

fo AR A R o iale Rpai o Sncth il A e e

bireliig s,ltes‘Sﬂmamgﬂi arVGéslcﬁEed e fofBriks, fop@camgﬁ%ﬁ 164 AR -

abodle refers to snuall
93¢ et Shd HolingR oFals Pract Mgl drn ol YRR 1999).
f r agnent phetRRP ARV S M Rt BBRYY SO the (:M'ﬁ%matlon of three
connected to a variable light domain (VL) in the sane

singlsi chpia patikgdlies nrispodigrargicpnstrugiod with the agind askdetermitvast ofiasVy or
Vi @haflRE twmuagﬂyqﬁﬂ(aggegm e, LB Hal hrde R, QAR P 0"

he sanme chain Ins are parr w
polypeptidenistangesiin arcyckd;ohmdm@-tadffashmt Aepossiblaiconfamahtion efithe

. d
iglfly BehdnBEPIN A i oue DN ARy e riarelect 190 s
frohbd)delanqher Griabidies Rambe mbiadspecifi bidpecthizlor Uﬁﬁecxﬁc
90 6444- 93 The term abo, or
"trival ent ‘f?létﬁi aé‘)“bﬁ’dé(f 13pee yhyc 'ﬂt‘f’élbﬁﬂﬁgl 8l sparpigd and/or
recdidigd Ror AbMpaithi &Fad ingral diviRdhAEht CSordiin&i B%ﬁdh@ﬁﬁ df its
wth the amno acid term nus of a VL or VH dommin,

naturag, ViR @re B5Tialy Yhich wewd interéae with diegagstiel 9r thgspeuuc uses
fordhy AfibbYy, Bepslsy mae é&?m@soh&%ﬂéd Qfﬁﬁ,t@{@ Rl or mt Con

cyclic, head-to-tail fashion, (§033|
nogRoteacepys sobiesyIsplateg anthedy iciudes the-antibpdiinisitn withip re¢ombinant

celis%ﬁﬁ& &edsDort RhiBfenfbs tﬁ@ﬁtﬁi‘ﬂﬁ%ﬁs Rifurds 8 ega%llfnro?gg Srggent

anot her. Triabodi es can nospeci
Ordiparipdombier, isglated angibody will beqxﬂpataddby at keaxn nae pumﬁclmdma;tep

been i de d.se rate and recovere
con‘ponen“gﬁ !"{‘ b&?y wrh' hsb gﬁ? ﬁé‘ﬁ{emﬁ& ﬂ?ea?ﬁpgbdﬁ?&m‘gng
that antigemwith mfﬁélenttaﬁfunatsw}ﬂhatehwannbmyam tisefdl @s dleperdicor

ainffsi ptpt oo B Sroviste e e b apbaty s one which

bindotheantgenic adetp ichan uﬂfaﬂy pieRAaG QIS biad m@m@&h@mﬁ&%ﬁ&%posed
| utes. Isolc@eed ant i body. i ncl udes the anti baody

to Qlfier FeSGPIPR: A<D aRs Hielide cilenal tindiegsugh as ResteRAGTC contact, or

bindiaEOPSR BiraRfatibhed niAificRRhY comMah W dther@MYgehORFERLy BY dnk which

not be present.
does not significantly cross-react with other proteins. Methods, for the detection of an

antibody that binds an antigen of interest, are well known in the art and can include but are
not limited to assays such as FACS, cell ELISA and Western blot.
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O dinarily, however, isolated antibody will be

prepared by at | east one purification step. An
Wa@aoslogadys " whi ch bi nds" an antigen of interestPCEHCAN®S/000149

capabl e of binding that antigen with sufficient

affinity such that the antibody is useful as a

t herapeutic di agnost i c. agent. L tardel i i Y
expressilﬁsgusf‘%éergﬁ?@%%’fﬁmwiés%ge]ﬁhe&zlaln [ bg%nﬁ%lsl%gl?}% arc used
intaYBhadpeabiyn ekl dllvactaddsiggetiune imthide pyogery. Wid dlscusdersiopd that all
preferentially hind that I geni c ety as oppgse
preREmopRERot e pEbisy MenihlingauA ofiehe dufie feibe A B BRBLEn
mulitidHd. Mt progasy RN PAE bdnheCfulrtios ORbidigicalictititywlisageried for
~ post-translational nodifications conmpn to other .
in tha origiaplly tansfopmss sl agriaclydedcly wilbescles from ‘gﬁ pOutext herg distinct

deS RS Slmlendd h ot her proteins. Mthods, for the
e‘léééeft ectsi on c?fn an anti body that binds an antigen of

i nt er est“Treatmenyer tredting eferntotbath therepeatieitreatinent aed praphylactic

o Bl B 8RR By R 5 e e B

pathclekic ‘conditha dr disordet. ,Thesedn hepdloff treatinentrincludgtizose aleehdy with the

.interch abl a al uch, desj gnations.i nel .
aisgPE et o oo biop Bt SU4583er B B WA sl dfcoHify o ve
preveiited @leRte GieSRinymAl GEH treatdd hefeir Ky leava beshtdiaghosed aohaving the
_del i berate or_ inadvertent, E'Jtﬁlti ons, Mutant progeny
disppgt oHBRYCPeRRAispgsRd of Seentiblc to fedisgrshi cal activity as

scr eenedrfeqtmiscidier ahd Slabddrdus” tefes bidedbe @) physiolgical
included. It will be clear fromthe context_ where

corgfidien inananeals Gatde hpirallneharacirignddwanrogtiated cefb growg or death.

Exgnrngﬁg b @ncer Flcflds, HuP a AbNirhiRR G REM Homal 1&%2&5@&[} b1a8dfha, sarcoma,
prophylactic or preventative measures, erein the

ang ba'ugrmia oslympheid enadignangies. Meropertiowarexamplesgf spehecancers include

sal S bAFRALEs Alofor iUl BerPlanfirh il Shncor 8RBk Smatl el
lurgyj caoced eon-amalivedl] luag canharsaieproarvinoima offi ehedurighmd dqwooder

or tho in whomt di sorder ,is.to.he prevented,
cafingind O el it of Fre(paiBhaE. bepseP il RAGH RIHES pr stomach
cafbeA@ogiag gastrolhtostindg cireer, farkfadesancer, glivplablempy edicpcmedt,

or susceptible to_ the disorder. The ternms " c]gncer" and
ovariagcanqen hyer qapgegbladdersanceediepaiona. bFESYSATIER SPI9p FRgPT rectal
cafc@Ndblotedd] tdhcdFPdidBinSribl R uterifie EafBIh6rad, sMi At @rdinoafd, kidney

by unregul ated cell growth or death. Exanples of
or geaAka@Rcer REPSIAKRCanpRT; Vb canser. thyfeid eagcqr lepatia carciRome, anal
ca}cﬁl‘%ﬂﬁ%ﬂe Palraﬁ&ﬁzﬂﬁs wéﬂ‘ﬁ,&l%ﬁ&an@ﬁb@k Lienm a or | ynphoid

mal I gnanci es. More particul ar exanples of such cancers
i ncl ude Addemvdcrapettic agentt isra ghemigal eopippwnsl usefiul indheinestment

ST N ol | .

oSl BT bR EAORR S P bl

and by ldspingypland ds (DEFRXISNES: dkylonifonafes skeh ab busylfan, dmprosulfan and
th 1 | i ,

o BEFAARB o ARG 58, bk eSfendfahd b

ethyienimiees ind neatytamie]anghésaixladihpataetamime \riethylenemedaemine,

Tt SRR Sl SRR OB fomeamine

nitrogen mustards such as chlorambucil, chlornaphazine, cholophosphamide, estramustine,

ifosfamide, mechlorethamine, mechlorethamine oxide hydrochloride, melphalan,
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cancer, colorectal cancer, endonetrial or uterine
carci noma, salivary gland carci noma, kidney or rena

W@ 200808956pr ost at e cancer, vul val cancer, thyr oP@I/CA2008/000149
cancer, hepatic carcinoma, anal carcinoma, penile
carC|nona as well as head and neck cancer. A

"chenpt her apeuti c ent a.chem cal co und
noerTB{aNE DIBESHAS: DR BoE ToNREAAL w2 pRSARE HASEE s as
carf§He ! dhiraRBdH, CotdB@ithe 1orestie] @infdskid, ﬁnllrﬂ(ijsuag&nﬁlsomssbch as
as thlotepa and_ cycl| osphosp han1d$ g CMAg%aq%}é al kyl
aclagifIomyife ASURMRSIN, AUtRFEY PP A aseNipg, PSSy i, mn,

calRhf@sithf @RbicHZ birthSthnes cwﬁh fin, RRIOERHGBIRs, dadinbagHane,
met ur edopa, and uredopa; Ienlnlnes and

daupprubigim detprahicie §- diqu@15m§pr{gncg epeipg, daxerabicin, epirubicin, esorubicin,
ida bﬁcﬂ{ E‘YH#"%EQ’?E‘!‘&%% clrls) nf«%éﬁe%ﬂ PRAERD leﬁﬁ?cﬂ? ohvomycms

I ophosphora and trinme hon onel an ne;
pepiomyamgepntt"mym gerosycin, @elaphycios mdbwmbicin, streptonigrin, streptozocin,
haZ|ne chol o h
tublerrcb(féD Frg‘%‘f‘%‘}» é?rﬁglgﬁpan?inﬁlgg?ﬂh?eits{uﬁ)% %elttﬂ)%‘exa a.nd 5-

am he or et ham ne oxI
ﬂubtysdnraaa:tﬂ EIU) fedic amal apdlaguen suchae ddvioplerin, mqmlmneae,qxamm@nn

redni nusti ne osfa acil nmustard; . . . .
iR e B MBIREh L 58 SRAE e, b TRRAPISPYSS: diprine,thioguanine;
pyfifidfiEsailbgSuch A RASHADIR, azatilEIHe, 6N aurididd, miﬁnbﬁiﬁ,ﬁ:,ytarabme
anti biotics such as acl aci nonysi ns, _actinonycin

didgorymriding. aorﬁlﬂuaéla@émfntebmﬁlf@éw@m -FUG apqrografeah s calusterone,
dﬁﬁJsiaﬁ&S rS%Hnatf? A0t mepHIRANES teltolabBhe: IR Alivehdl$such as

rononyc i nomyci n, daunorubicin, detorubicin,
aminoglugetimisieomisotana, rilpssane) olic acidreplenisherisueh asdrolinisiagidh

ace%a%nlébélgd oS J}h g*@iy‘éb@dﬁ Hiﬂ{nﬁﬁbhﬂﬁ'i}/&c‘nd’ amicHAEeltRBucil;

hen nogal amyci n, ol 1 vonycins,
blspmpalnerm;daurax,atepdﬁftﬁfammydnmepolpnm,ah@uqunne qlﬁ@mauhym ¢lliptinium

r odor ubi streptoni grin ue n,
sodyiE iR B R SR P R e R EL
mlﬁt)‘iarlﬂﬁmh&(lﬁdgﬁd@ﬁmh nitfudribe; pEhtosatatiplenahet( firdriicinfpotlophyHimichcid;

anal ogues such a terin otrexate
2-cidpydazice; mw?ws?’%ﬁ%ﬁ«rémm A PSR fguazonic
acill! tidAGRETE2’ 261 SR BB Pt e Curedhbn; 3i¥idedihd) Gacarbazine;

hloguanlne pyri m di ne anal ogs such as ancjtabin

maawewmrm@bmtalz Enifolagtoh §IPObrRPYBY B3FYtoOTRe: ATBIBPHE HRia-C);
cy#i{) dedilﬂﬁepadﬁ%dn@é r‘é g‘ gdcﬁﬁxel‘ﬁ‘mm@ BRStol-Myers Squibb

I he, U and ns such as cal usteraone,

Omologm‘namrnhlel )and pm@HTAéQQTEEF&Q dvventis, RbosietRoyleng Rerer,

5L ) Sy S i AR e e

plakinai ianalogsaucldas cinptagh andeachoplatidoyihtdaspihe platisuny] stopesidd €YP-16);

ifogﬁ%gx%t gx\éﬁrg?élﬁ ga ﬁtg rrr?ea glréllf)% mb ﬁtzotrfg Cn'ainflbme novantrone;
tenibosidle Claan@nyce; ﬁmlmbtehnmlod&j ibandidnate uﬁP’B-d &t tap(nsomerase inhibitor

t | d; l.ium.n X ro rea Ient nan
Rif Pty o B O i i P s R liabine; and
phﬁhﬂaﬁ@ﬁﬁél@%cc@ﬁiﬂle%ﬁks’ihhﬂs orfIBRVRIVES of aRy 6f3dlbl Eb(ﬁb Mlso included in

po dophyl I'i ni ¢ aci d; 2-ethyl hydrazj de;  pr.ocarbazi ne;
thipdgémition argangizhgmmonal pgags thaiActtq FrErlgtsar ikt hprmone action on

turﬁ@r.@ Hﬁ:ﬁ%‘ h - @s‘éﬂoﬁensﬁﬂc‘hﬁ‘iﬁg%%ﬁm le tamoxifen, raloxifene, aromatase
-trichlorotriethyl am ne; urethan; vi ndesi ne;
mlg{lagw ﬁékim@azoles 4-hydroxytamoxifen, tnox1fene keoxifene, LY117018,
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mannonustine; mtobronitol; mtolactol; pipobroman;
gacyt osi ne; arabinoside ("Ara-C'); cycl ophospham de;
wao hiosngyses taxanes, e.g. paclitaxel (TAXOL(r),PCT/CA2008/000149
Bristol -MWers Squi bb Oncol ogy, Princeton, NJ.) and
docet axel (TAXOTERE(r) Aventis, Rhone-Poul enc Rorer,
ondgﬂt BRY, andfofdMfifehe (FadsRh R ERY &itl- andﬁ%@ﬁd dudPhd Witamide, nilutamide,

hi oguani ne; nercapt opuri ne; net hotrexate; plati num
bicalntamidgs leyprolides andsgoserelin;iand phaimaceptically agdeptable salts, acids or
derY\,appés‘%‘?Bﬁﬁn%th Plld num et oposide (VP-16); ifosfam de;
m t oxantrone; vincristine; vinorel bine;
navel bi rd/fammmal afvr pumpeses t)étmapmfmt chfers dmm@nm classified as a

ma[ng&g Eg‘}é?é]&“éﬁ(ﬁ%ﬁﬁﬁ%g tS ndra gx%%! or Tmsl (l)f mice, domestic and farm

aniftiafs| At@rZ00/Epbiys, Oi mhiﬁnms ublivkssheep; 8bgs/tairees aaispcows, etc.
egspera | ns; eci.tabi ne; and pharmaceutically

Prefcratipt “t in SHURANG  derivatives of any of the

above. Nm@ohﬂwoua’@d ateRhérillefgtfl Sfinglé- lok @bubd-Qranded
anti-hornonal agents that act to regulate or inhibit

pollidoxinsleqtidas dhat ar chepisally synthesized by ﬂmwréglﬁhe@se(ﬁsch as
phésgﬁétg@té? q)hfogfems@@;ﬁ&sgmsme Efilnisthy héhiid Jo%E ‘i‘)has@ QRS Ruch

zol es, 4-hydroxytanoxif
as des¢uhed i BB 26&@32)( pitdisked 4 Mpy 198819, m@xmbﬂ%de HW@OSPhOﬂNB

|
1nt%r?xr ?Hleﬁ gs“&s u?g%%gﬂler %f&g aﬁzﬁbﬁ Ac@g%e??%%r%meﬁ% They are
thegcpanﬁelmrpol;andlqnhdagaimeutl cally accept abl e salts,
aci ds or derivatiyv of a of the,above. ., N&,mm
pur poses 8? q‘%é’%?ﬁ@if“?ﬁ%‘h“ﬁ&‘%m”“%"ﬁ%q ag g\rss(ﬁk"fme
foras ofndrERMIRdn, (e.igMalrid) Hgminoghbslinsiefesto abBddies whithdentainc e
or. strains of m.ce dorrestl apd farm ani mal s

spegtfis dgmugoglohuling, smpaglobula phatps o %@@Ofd (such as Fv,
Fal) ¥ab'SB(ab'}, 3k StheCah¥Ben-Sihding SbBIRERRS ¥ anhb(ﬁnémmh résansem the

i's human. "digonucl eotides" are short-length, sin
decspase| ol pwsnanantiepuge PuibgdiBIAMAD human atischimeric aax.ueody (HACA)
Call
or £ ATt BN BhAtR) BTSAY LSRR HERIRID the it Snibody, and
conghin thegequysite poitiogs @cg COR() cantigenchindingpegionts yarigbde domain(s) and
32 e '
so SRRl Bihorr P DR Rotiel iy 28 Hacethe debfea
effeke swliilelsamulayedus iy @thiaing dindilg, chﬁiaaénsués:whhsh Resomparable to said
14: 5399- 5407 % F The r hen ri. d on
nofs By mar mmunoglghalip, FFe“%P‘&Eaé’nt
1minﬁh!@1tthuﬁfls (reciliiém ﬁntibbdy) ift Wﬂlcﬁ rnes1dﬁh$ Itlie coﬁrplemi:nﬁhty

non- human , | obul i.n ef er
detgripigg greion WBW%&WQ‘?‘W%‘&B@?‘%W &mdﬁl?lﬁ%fj E’X ms‘d“es from the
CDRESf B a6h-abMhd pecied @BALIQBHBIAY) Jubh mﬁbu%s r@trorfrmmmevihg the

t hereof (such as Fv, Fab, Fab', F(ab')2 or other

desirgel ﬂgf@ﬁwtw iy 280 5enacite e somedpstanses By &P@%‘}’OWW%‘PP (FR)
res%cﬁés%fttﬁe mﬂnmmﬁsglmﬁ aff replada! @oﬁé% d)rr 8-Hfiah IPRAY

uman anti-chinmeric anti or a human

resgiyes. F%mhpamoranm bwggnizedapiibody @yp@ﬂ@ensemmﬁ which gre;faand
neittlet B tﬂ@l-eci%féﬂ anﬁ?iggdy or 9’1 the imported CDR or FR sequences. These

modifications are made to further refine and optimize antibody performance. In general, the

humanized antibody will comprise substantially all of at least one, and typically two, variable
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contain the requisite portions (e.g. CDR(s), antigen

bi ndi ng regi on(s), variable domain(s) and so on)
wa@letoswgxded r om sai d non- human i nmunogl obul i n, NECEE3200§/000149

to reproduce the desired effect, while sinultaneously

retaining b|nd|ng characteristics which are conparable

dorp PSSO BT AL O KRR g SRR (b RE of  non-

huxﬁirﬁfﬁhﬂhﬁ@bb@lﬁi dnd @l Yo} subbtaifdhlly Al 6EGE BREEsidued mrettmse of a human
nplenentarlt determ ni ng regi.on

lmme'a,qgm Bhip ccmqswu%% The Bumanized B?“‘?Oééé PB‘Hé%“Yf‘\I%ﬁY‘p gemprise

at 161368 pSioRoNATMABoBURLR ChRtant RRIATFA ybieARMhat D¥ & Aurfisn
nouse, rat or rabbit having thé desired specificity,

Hm@ﬁmmﬁmvynand capacity. In some instances, Fv framework

region (iRl A Cibaitdife RAHRR B R A doh fimuffogenic,

repl aced by correspondi ng non- n FR resi dues.
or ]ésmnmmnngﬂnﬁc,, tot dggvénuspeaidsz Be- 1annunizankgn qan e achigyed thaough

struc Sfilld Séué"x@sltg Fh%%ﬁbod [Q%Yr Hnue 7at10n Egﬁmé e%%‘ﬁ% those skilled

00 nor ed O guences
in l‘]iheﬁ eamtiechnipl@et | @resuasbde teeithique cﬁorfdar inlreunizied antibodiexis

el Sx P oo O ESRe R BB i 1y ol of

at | eastApaRibo@Whitly RidG&ds F‘ypoFmS Mané ¥hick dieds PFogranimed cell
which all or substantiall of the CDR re\gl ons

death by anyyaenas.ibustraisd By byt ngt Wpies IR o ARSI cRIPaseAgtivity,
fra@!nltnt@tfon%f' PNARLH ﬁlrin](ag%l dilaBbn b dbfTasnfie i‘eﬁb‘lﬁﬁmaéeﬂ ffa@ﬁl‘éﬁtatlon

human | nmunog [in consensus sequence.
andimwfanw@u Ofamt’—mb@wvapleis ieelled apeptogic hwdies).conpri s e at

(Fo), Lot Rel ook AR Ay BRI od el e

cytolgici effiecsrier el fr(nm thie ﬂ)gabil@maaupermam naglIUbdxlyI producedbyt thar e

o TEBAREE Ol s e oA RS bRyl B i o
ne@tyaﬁqtrura&htcalhéeé@wmm t he antu body. Any de-
' e known to thpse s

I mruni z on tec in
art can 0‘&%? é&e‘ﬂqa%%“éftﬂai‘%{b hybridomg ¢ Jd‘é?sfaﬁ e(l}é’s

isol 8LRGnOLI0Hal ARGHOARE whchiafe 6 EEd heRfroiDire @XeHativEly réfééd to by
00/ 343 17 published June 15, 2000. An anti body which

thei!rnateeléhdesapwpoéll%mﬂ 2orhrposigary Resignation DALY
cel I deakd,day nétBih "mﬁﬁéy ligdnl Uik fuBd sSCmb¥ty WHich hibits binding

limted to binding of annexin V, caspasé activity,
spacifisifpréortahlens nnmplmof tb@!argesmﬁk apkwhigh may be an ipfact antibody

ma qu&xﬁ‘iﬁgﬁ)ﬁf{{gﬂfeh% uAn‘d%y/ glg 5\? &Eﬂ A8'anti qflﬁfmg region or

ormation o rane l'ed apop
pottioul ﬂwse)Of (iks thesvadabie pertion bfaantambwy mqlm;ubw g, an FV molecule Fab

mO‘i:(%;l r?lbltegulel abt}@gl? gf‘l{oﬁe% e fpbl 1'?icta£@ooﬁ taqilﬁéﬂ &otem or any

derived ri do super na

gemtalb'cndgmpsrerumoledﬂb yvhtch epdogﬁoalil)demgnﬂepmsh Hireld atViegsh onenepitope
S.ac c e not
of gl PP e Py BoppaoHE A EENHOUER By e Fodonlin
line designated as IDAC 051206-04 ( the IDAC 051206-04 antigen).
As used herein “cancerous disease modifying antibodies” (CDMAB) refers to

monoclonal antibodies which modify the cancerous disease process in a manner which is
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Thr oughout the instant specification, hybridoma cell
lines, as well as the isol ated nonocl onal anti bodies
wokioshsese produced therefrom are alternati veP@I/CA2008/000149
referred to by their internal designation, AR91A9.2 or
Deposi tory Designation, |DAC 051206-04. As used herein

"antj body- |.i d" in¢ludes a noie xhi bi ts.
vengfilal 8 greptnilpormpbiedd Slhe Res B o ofpied gy o
tuxﬁoa:b%inlgamﬁh&ﬂlsbmgmluwiyqigaﬁ@mhaeofan i nt alct ajntl Eody

nol ecul'e, anti bo ragpents, nol ecu) e ha

at | east?® gD M“ﬁ’d‘i‘g{?@ei‘t Hﬁgﬁxde&ﬂe{‘*‘feoﬁ“? ‘%?5?‘
1nc(dde Sut 1stnti@hﬁ{@'d| t@baln foal 6f|hﬁﬁ‘1aﬂ)f)r 1R Hafiah BREHOAIEE, a0 EBEAS) |

g., an Fv mol ecul e, Fab nol ecul e, Fab' nol ecul e

frdwm )mtsméy ligapds. @emeélke,aﬂmw@wm\@lymd 94 &Pastém GOMAB
m%r(glg or any genetically engineered nol ecul e which
pecl |caIIy recogni zes and binds at | east one epitope
of the aht'‘¢ogmpetithahintieyis tiderstend|tainchideranydotn aflpuman or non-

i o R e E e ) PRI of b i s pincie

affaity f@anleast Ase GBMi\m&r@tepltbpancerous di sease nodi fying

ant i bodi S to nocl o ant i od| es

i ch oy 1 Tehied B BHEperd Tt e i MRS gy o
refiBioftumdRe Refradtbriglurhérs ifeRidp aimorthat thid to lest)%ﬁ@ bear®yesistant to

reduci ng tunor burden or prol oneé’ng survi va f tunor

(reRgR vwal hemptherapentic agentrplons: 3ngBedies alopsradiationalensor A

com s [tieledf, SRbrRC RO tﬂ&oﬁ%‘fs@%neoxﬁﬂﬁﬁ thoR R A hr 596 Hthibited
I's understood to include, but is not limted to, any

by freatmensiwith svelhagsnts BBt EeeHT ¥R o Ave YeRGROMELMETED toden, years or longer

L RG y ligands, or the like, which
aﬁ%:ronpae?{‘?\%ﬁy}{”%?%g to at |east one CDMAB target

epi t ope. Tuﬁldt&:thmpan e treatedoineldder thmpss that deemot vasclilarized, or not yet

m of.. human, or nonhu ' i .
sus ity Plect il A €1 o PR Re BT BtafiPied G0)iF Bamors, which
canbe acbortliaglylhicadd nacladelbrenst gardimimaalung ed@sibomn eoloviBcarcinoma,

target epitope Tunp to be {reated jnclude primnar
park il Corem Bt AR GmpRoR o S EplS G RigE
epitleAN SrumBRf §qaahBistuinbRDIush hdehd! SRl ﬂewmﬂ batbretmi tambs,
respond or are resistant to treatnment with

Prosiate HIMPS  RIpASLMMOTSs B s fugnogs, dprdnding smal seil ard nonesmall cell lung

mﬂi&gﬂ ng@ﬁdr&ﬁc ArARE 1roif WM A PRATuhHS! B8 fivertehbRC DRMeY examples
rs al so enconpass tunors that appear to be

lnCﬂlNlh iKaposé'd saryorna, £NSrmeaplasis, neusehlastanps mapillatythemangipblagtomas,

meg@tg{o'm\ﬁ? adP@bedral %@%Melmn{a EDin¥S@RaP arff redd? @Q‘@l‘homas and

er treatnment sconti nué Tunors that can
sarcomeast ddbdomybosremay glivbiastomat prafesblyglioplastouh amnltzfemne, md
. ubstantially vascul ari zed, as well| as
1e1<\§/}8%os é\r‘?zed tunors. Exanpl es of soI id tunors, which
can be ascwed herginy antigembmdingiregidn cheeaty muomm moleeyle

L1 L& | or | carcin
which rgco%gizgs 3 {;,'Pget e(l:n%ggn,eCt al carci noma,

As used herein "competitively inhibits" means being able to recognize and

bind a determinant site to which the monoclonal antibody produced by the hybridoma cell
line designated as IDAC 051206-04, (the IDAC 051206-04 antibody) is directed using
conventional reciprocal antibody competition assays. (Belanger L., Sylvestre C. and Dufour
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pancreatic carcinoma, gliom and | ynphoma. Sone
exanpl es of such tunors include epidernoid tunors,
W@ owanenies t unors, such as head and neck tunor SPCT/CA2008/000149
colorectal tunors, prostate tunors, breast tunors,
lung tunors, including small cell and non-small cel

D. (1479, EWesimk&?ﬁﬁﬁlgﬁﬁésgy for MBhStetdplbYdiR byl cdrhiffife and sandwich

varitan ‘tunors ['1ver tunors. O her exarrpl es

prmmd@llmmo@smu@ At ¥4, CNS neopl asns,
neur obl & I ti i
o ngi e e Sftpet Bfikel TEBPIRE BTAR RS miigen o porons
thegg@bt r oi nt esti nal and renal carci nomas and sarconas,

rhabdomypsar 4. obl ast " f gsql

gl i obl aﬁ'go‘ﬁﬁgﬁﬁlﬁpig‘ %“moco é‘fgnnyos éieculeorCD é such
as fiednibody’ cheinicgBynerbiclogicglyrliagedio cyweains, mdlpmtxlve ogentsf C)ttddenes,

npl ecul e whi ch rec&%nl zes the target, ant

interfareis arge LR SERATET MEICUes; FFYBIPS LoXinTeARHSumar %‘d‘g B er?pguuc

agdnBC PRNAHBo@ ¢ (INMA Banleeainkt I ihe @nd@ﬁ Qadiblcate 4gest, cytokine,
nmonocl onal anti body produced by the hybrido cel |

intgrfanen, fsgqt @h@p@&r HOUHERTYP] O5EL anfi- m{l\Oﬁems crypaBis A2 at
an)aﬁtét% 'tl§a AEGE ©dontSisids AR 1@\51‘11%& BRI

ant i npetition assays. (Belanger , Sylvestre
lmmunmomumésomluﬂe i toxifEAheprieal FOTiEaLEs mﬁm@abswnfwon

oi-'tlé nga fetoprotein by conpetitive and sandw ch

procedures Cinica Chimca Acta 48, 15). As used

her ei n "Raligetivesagtityantable SortuseasEDADIOG1REBs 8t kaowh tpethose

tio t her d her,e
s R o e S 245 R e B et o
an@dd@ atihP oshyermioniitechhiqyesae.ghPedley @t /g Bryl. Camter6B, 69-73 (1993))
cyt ot oxi ns, radi oactive a ent

t oki
Alfchaials s Anti-tprPRABE oYt s aiachie ey is s gpume which

activaek B%rodﬁ[gt A mg nch'y%ammsw&r WRENilEredd®Nh §is inkteve form
ant i body may be |inked to the cytotoxin,

un?ﬂaateecav@s Fh@élﬂﬁfgéﬁ? wh@y itaseansertadip B5 exaQtaxn Teray Qe theantibody
co Eg? L fnidTRE R Y in R Bhe ﬁﬁxggéé?;ené}%é cnIERME i4ddniSered to the

rapeuti c agent at any on al ong the nol ecul e
patient hishegdlowed ot logadizein the teawb pfidhe tigsye tcabeg@lawdESl’hmé@g@q‘ then

ad‘é‘bq‘Trl:‘”}{ﬂg‘? %eu%%gﬁt tﬂﬂg‘l:ogﬁi&?%ﬂ :idntlﬂg ggtotlggfé 'ngr g&«e.ﬁps ﬁ?&le region of the
tisiRado bagdatede Adgmatieely thet ahltmnémgem:cenjagatwtb |thet annbmdy isa

cxfifofars et Sl G (rl ube s iy aon
(THFloAClhe dnﬁtsbdy h&ge’:mﬂhb bﬁdMneUfbl thgumonscerhit tenaiokieahedigese

dafi{ﬁ&%? ﬁfﬁ ES ! Of ﬁ*@ ngmr- Wlf‘ﬁﬁfgffpeg@%ﬂ(?%m?sgﬁg 3’3'% é?'?’gf?% ésofused

to the ahtiddai m@gm leel Aing B BRI 0nili réddndidahVBNAIedhniques.
prodrug. A prodrug may be admi nistered which will

IntF’@?Fﬁi‘srf“i‘WI?ot@ wetheti ve form

As used herein, a "fusion protein" means any chimeric protein wherein an

antigen binding region is connected to a biologically active molecule, e.g., toxin, enzyme,
fluorescent proteins, luminescent marker, polypeptide tag, cytokine, interferon, target or

reporter moiety or protein drug.
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until it reaches the tunor site where it is converted

toits cytotoxin formonce the anti body conplex is
waehssnsssered. | n practice, the anti body-enzyneCT/CA2008/000149

conjugate is adm nistered to the patient and al |l owed

to localize in the region of the tissue to be treated.

The prod 1.Ni t :

hat PeonTiSinlehubf AnBAThBlbla, SbMARP heflfisk fithveifon to which
targ@ @ caponsér mdietics apdinked. o Tirgettmaetice are fiddt emibatsiof bindingtphies.

tu ent conjugated to the, antibody is a

Afipinot $8R, 3P Smofed Mo AR 1§ sdcPa BPhbeie ¥ ok R ps ang are
the(rdtﬂy_ dﬂi)c(cjtedl tof thesite Wl&ﬁer the mmgf:ﬁbi;ndfng @fcﬁéiﬂxs(b‘ﬁbﬁi ad coriisinen e);ample

anti hody targets.the i ne otetm)rsotat

of Rt iting RS padih A5 S T 8 Bret el BPEedTBH Bpts 1 gonjufhied to

thel (FEBe an¥iizér ST ulhe GDME bMBe ﬂ%&éﬁ{ inténBishlQ@%d thERBy Bivdes B Burge® for

fused to the anti body at the DNA | evel usi ng

an aBRnHERAriAgERA PT QB RAietH ahich ihgoniugatad focpyidin on smeetawémo ns
ARG MIP Dl di‘%ﬁ(qher'%chutﬁ& i‘ﬁ] to the t. a}é@{:ﬁgrexp{)tgﬁggﬁMAB of

means any chineric rotel ereln an an
they mgqeatrth@tlgmmds@@da@ a repartebifor exginplg lin gfdragnqsmesymnsmm

r | um nescent
deffclfble bl ghhasCIE KR 1 tHBLEROR AN R AR 1oy get
or re po r Detectmle agx;al-prodpcmg gents dreugefihi vivo\aad tn aino for

her cont rrpl at.es B of the present nvention to
iog o Bhop R, TS PP diiie gl prodoe R BT P Enhl vl i
detﬁnaalﬂb bg sxtedeal rﬁéahsﬁm:my’ﬂ&r rﬁeaﬁlftexhéﬂl df élgctﬂ)ﬁ:iagﬁeuc é‘admuon For the

ti-tunpr or . exanp are conjugated to

s B BTGP 285 i 58 RO BODHE. O neh FaRL b

flubRsdehee, Phdsphodi@éme bhEhemilinbRSehde) @h@ncﬂﬁh@fe@ {R1udE dyes which
bound. A conmon exanpl e of such a binding pair is

absarh ight, insthe ultrawielenor Yisiblg regiass andrcag be mibsEateieardegradation products
of by RhiHgMEeactiond Ne target antigen of the CDVAB of

the presént invention, and thereby provides a target

for an aMpteovanmﬂU@s@emthuoﬂle stape pf the presant merttimnususe of the

plt%&ﬁjdﬂmﬁxﬁ(;n b8 ﬁﬁ/d 19 'vﬂroﬁ“'f)r 1§1%s g&@){' Féh n%nogtll Etpﬁis %h.lie well

lotin or an
knowm mgbenarof[n bnider tGloAdyBown fthet dugnpstxeamtﬂods ns/mntanqﬂntmmmmehb

v bbb ISTR) S e CRRTEhF RS ion

Suetnkifs u@Hlbe dsefid fenvitlehitificfion SF {nﬂﬁfhﬂms dt fisk fOPdeRain f cancers by
agents are useful in vivo an

I‘OdUQI
de‘s%&smf o‘?"PEﬁS%%‘%él“? EDMUD® ezet antigen en ells of pich msiewwls
Dl@&@gﬁicﬁgg@ctmses a neasurabl e signal which is detectable
by external neans, usually the neasurenent of

el ect r orthi§iertPEPlid iatilizn thefDMAROS theresgatinventippsin the form
of §ng u@is@a@q{iﬂ B8dAG8iMling e g&s&@ébf fior, O AR\ 1%endthtly

I'i ght bg@fl uor escenc orescence or
be éfﬁ%cmq i) #iPAtEanE Basedon tR pEsensh of ens or nmmmaoumlfmmns e.g.

pro?é?x%%ﬁ/ol' b&?ﬂucle@u&ég%h% egr ggglx&t rGtbiny gladcl?blggllpﬁghtgéﬂ e, SOCH as

can be substrates or ati n pro
blog@,tsgnayqrg)@ and/actuinonbiopsies, which samples will have been obtained from the

patient.
The proteins function as markers which indicate the presence or absence of a

particular tumor, for example a colon, breast, lung or prostate tumor. It is further
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Mor eover, included within the scope of the present
invention is use of the present COMAB in vivo and in

WO Ra0B08456F | nvestigative or diagnostic met hodsPCTHIAZI08/000149
are well known in the art. In order to carry out the
di agnostic nmethods as contenpl ated herein, the instant

co t&ﬂﬁﬁ&! (foQt tﬁ@i(ntfgh’ﬁ BA1BRavk Oty §6t ded de‘éacu&ﬁ]bﬂﬁih& @iﬁc@n‘oﬁs tumors.

resent invention. Such kits wll
Incinsiohin mfedragn@aﬁ pgsay kitstof binding apents Compisgdof &DM@R Of {he present

mvgrﬁf ?36%% r@fateﬁar K e pﬁfs qg&b‘fé‘étdbl@&dﬁ\b? "the%'\@[ Stsaihgéh that

ntlgen on cel such
bindnihi thé a;geaﬂ is the[hlcaiggwd samplaPolypuipatide pnmpn§ ae@ probefgnat kegused to

ti |
oo 5 SRR Sk 35 A s

or jisene bﬁecemfcera It owcew for thia (buﬂmgtassayvtd e djagnestiz 413]3 Wil have been

s el S S5 e B RET  ha fresn
in Mnﬂﬂiéﬁﬂeeﬁﬁ asd6 fendbYi thdreLsp@AIDA of bigbing defirti vely dmgn%stlc for the

bi ol ogi cal sanpl e, such as bl oqd e rine and/or
presm P Waﬁ@p@@m% il canierpplated fat 4 {4 Dingality o Sospatsyivl bR wgpol

for thedTdrid&i PR ?’e the p Fe3Ent REVREEIN S dré!REwWnAD tidSe HBIHiRA skill in the

ich indica presence or absence of a particul ar
artt formaning 4 binding agept to date@tmomeptblp apskers ip asymple. Hor sxample as

. |
R e ARG AT Shod Pl A s
Labaratorys Chalpmt D o988, nFlmher cbtmynpimd ae amysang allicombipations,

bi
P RRRT SO CHRS ot depe i ae Ooic iy POERED)

det ect i OTheQfreseive or ebsehceaff aamtcegnra phﬁmt widl tyﬂmall)obet deermined
by S gopRES HRlgE T TR ORS¢ PR PG B PGE ARGas ) -

de@PERdh 3 sAmple AW ve PEPoBipBptideltiat indstoFhetindingligent; ane(cpf
t he presence or absence of a cancer. In qorder for the

comparingribe lgwal a6 palypeptidegvislyhpretgterminedcyt-qff U5y e been
gener at a%'lesﬁatﬁ@re'ixﬁyb&hﬁﬁt ﬁtxsa(tdnﬁﬂp%dl thiat eCH3salyivaB Mvolve the

| evel s o antlg in rel atlon to that present In
usqefr P M Bskased bisdingagenimmeabilized e sqlid supporttp bind & and remove

thegﬂ ?ng,e helfiol B Wt fhdér O RINRATI. Gnd Q%Tmpﬁalypéaﬁg?u m b8

OUS tunor. IS cont Iate |ty
deetted osimgpd detevtibh rdagenti thef containsra repwcdgramamltwwmwm& to the

the present vent i,on, ar e nomn Q
binghs e PO Biopped ERpIRE T faee G ol B achlag o cMaB
baded bdﬁﬁrfg@gem(ﬂhalj l@mpificﬁlly l:jmdske e p:olj'pqnﬂg npirmnuEaiy or other agent
exa as . illustrated in rlow and La
SRR GRS A0 the AR 48 ST P RE oy B
prdtﬁh A @aQbdtin, AR AV elitbodiAR it iTdohlehPlatetiandt akPhpétive
are any and all conbinations, perputations or

asy ey ibe 4iilizsAsin sthiahippolypeptile dblabsleduich 4reRgrRs erqup and allgyed to

biddb %tlﬁlmoghfzed)&ﬁéﬁg %n@ifm@ﬂﬁ@ﬁh‘ﬁ@n of th@bimamg @genlt Wit8 the sample.
atient wl pi cal be det erm ned bg contacting
Indicative pHige ceapuwamé the swnpla iwi@dhe imspabilized méwg aggnt.is e exigt to

wl@é%hﬁgn&gse(ﬁtthe s(imﬂe inhibit the binding of the labeled polypeptide to the binding
agent, Suitable polypeptides for use within such assays include full length tumor-specific

proteins and/or portions thereof, to which the binding agent has binding affinity.
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detecting in the sanple a | evel of polypeptide that
bi nds to the binding agent; and (c) conparing the

wo ewsloswsts pol ypeptide with a predeterm ned cutPCF/A2008/000149
value. In an illustrative enbodinment, it is
contenplated that the assay will involve the use of a
CDVAB  baggdidahsidt R vt BOprobidEdWith b S8 sGppot width Glay be in the

support to bind to and renove the pol peptldtg fromthe
formefanymaterigfknpwin tosthprsiof ordingey i ep%ﬂv RPHRiR may be

at&cﬁ&f‘ RGalELE ?xg) iRGudd 246k Gell PP micERA& Platd 3 nitrocellulose or

contains are group and specifically binds to
othethsithble memgraagekitetmmlpém jugport@aybeesbeag oF dise, sughjag glass,

iRy Ry S B R RSy R R B il Mpor

ma§ also be d yhagiietio iphicleay e Iﬁbextdpad: sepparcsuch esthbse disclosed, fay exdmaple,

. hi_ndi t.,such as an antiinmunogl obulin, protein
1n @S' gﬁtﬁ%gﬁ%ﬂﬁ&‘- alectin. In an alternative
enmbodi Wﬂﬂisg:ohthmplliteﬂ @gat &ﬁ]blnvﬂim@dﬁédt &iill Be mnmlgma ion éhe solid
assay nmay be utilize in i.C pt i
suppgy @Plea aypety of teehpiguesimoyndg, B‘O%“rfg ﬁﬁﬂ%&?@ ﬁ‘ﬁﬁl A amply
degcﬂﬁed iR atenZ £ sBieMHcBeBRIRN The tdrAM ithi6bi RaktioR refels thbBth
binding agent with the sanple. Indicative of the

nopcondentwsogiatdn, sush as adsprptioniand covalens afigehnent, shichy infhe gputext

or 5o gk i 50407 HIGLDERTIRER:5 o8 b s o

thetsupldnm gr mgehit a lnﬁaget abWey ol oppre-dinkidg sgefnb in g prefemedAlbeit non-
h t

lmﬁt:jjxggte abf(])gan)(aerr]la Blﬁjlz tnon {1%&)%@){1} {o y?@ﬁ %Sa%@wuhé} p a.te ) It% a

meathedne m;aefebubled |Aa1gor§ﬁ<f,n ma)t e athievedi tygrootatting the bmdung hgelue ina

th | id whi ch be, i he.. f
oo et S B4 A S g ok Pl
valtyfbauﬂéﬁlpé@mrm miwmggen@mt 1l i thiifew rafige ftHetwda s dboubl hbverlaine
e

exanp es may inclu atest well in a mcrotiter plate
Idapi t rocel | ul ose or other suitable menbrane.

A' t er nat tyvalet atfaBifinéi BPQAdingHeén8 a%ol'ilfﬁﬂ w18 Grdi Sl be

| ass, fiberglass, latex or a plastic rrater|a| such
ac@@ esislw;fm@ mcmg the mppplm wiith i bifpncgienal Teagens b will reagtyvith both

theasju rpeﬁld oseB%h §ﬁ1 g gﬁ & aeh)fa['o 1 5r'aﬂ§ﬁo %&@ %n ﬁﬁ'ﬁ'&ﬁx'l\gpagent

for ex
Foﬁeﬁﬁ@leﬁ 811: birlding agernt oty deob afently nttmhed theupriorts| havingapeappropriate

h
po&g}af %(favn% FSl?gg%el%?qﬁnggQ %%baﬁﬁ% egse{tirﬁ)g 0P Qxb %laesh&ﬁ% gxg ;ﬁox% ﬁxe support
widhran, amide anld af héaive Mpdrygehasiahe bieding partbee pat ent and

scientifjc |iteratur i nmobi |.i.zati an"

refers t %W‘ﬁmg)ﬁ‘ﬁgﬂ? éﬁg’(?g‘?"é{l? ey lgﬁ‘g{\l %‘&F the form of 2
twadstHoay sadwichnesag OMad fbdy miy R ied buyfﬁralaonmamg lag antibody,

context of the present inventi

. RSB diseiBeA CTMADJlt besitan FReRIURAR 3P Bl BBsT copmonly

thesdv'&p&fatnucﬁﬁndiﬁwt&ﬁqtﬁ thels gﬁesubh’ theepolypeptdles Withifirthé salsipigare
ent. In a preferred, albeit nonli mt| ng enbodi nent

allpw%t@bmdztafhedmmwﬂﬁ%@mpwyo Knbeung sqgaple isjthengempygddrqm e
aﬁﬁ \}épg @d @%nlhﬁxgﬁﬁ%rd@@hﬁm &R A (Pleke?dblyR¥econd
e ac cont

the binding agent, in a
antibody capable of bmdmg toa dlfferent site on the polypeptide) conta1mng a reporter group
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sui table buffer, with the solid support for a suitable
anount of tinme. The contact tinme may vary with

wao esopesEbure, and will generally be within a re€myeAf08/000149
bet ween about 1 hour and about 1 day. Coval ent
attachnment of binding agent to a solid support would

. dj il lish by f.i ' .
s b P R LSRR e Wl ool BB SISl s then
det@h%iﬁ!eéimtdglatdmh&qppmpﬁataﬂﬂ thie sﬁ)ek?ﬁct iegqsr&lr gyupup, suc E as
a roxyl or  amno .group, on in ent.. .For
ex a?/rpl e, I};taﬁBeCEf?crﬁﬂ‘?q’r‘?ﬂ&fé‘é g‘tls Wn@ia%@& oé‘%t @g mgtltqog% Red
imnBbifHARAthSsuPport HHesdtibad R, theeaialg)pi®ein Gimings@es on the
usi ng_benzoqui none or by caondensatjon of an al deh dfe .
supped il B blopkedsyip e ofi 4ok suifable lqeking Agens knayy to\pse of ordinary
skill YiHHh@ AR NsuPlad tRFinR isEtinEhuBRA biMBeen2D™ Gidrd Chdical Co., St.

contenpl ated that the diagnostic assay kit will take
LowisaVp.orTe dlmabiiggsl antibodyorpldsthenibg inenbaied ayth thesagiplesand,
; rfor I t j -
polffepuf yBE Bl LI’ B B TP Bha SO bt o
suilablestiutntzsach asphaspheleitaifferd pdine (PRS)prionioyinquhationeln) gepgralaan

' tit | at.e, . With t I :
oot Bedst L Eng ) i it B FPORY e el i ffespapd tospegiod of
tintefs&fficimdotbf idleieét?ﬂe p’.eiehbnnfb. )pl plyb\‘é}bﬂad e Mithcagatn dpleiofbtai_ ﬁedb grom an
. lenoye romthe. i ilize Q epti de-ant.i bo .
ind G B SR Bl R e S TR PE PO PR & Siiisnyo
actdéVel 0O oCRRARY Bah allbREABIGL 95 perceli dfftifit BdHieved hiteq@ilibiitua

pol ypeptide) containing a reporter groupis added. The
betgivppeund rndianbound palyneptdse Fhose ﬁ&?rdmewﬂq%@n Hrsuatdvitlgeqogize
that HeltiheSHPRM a%%uﬁg@é;%ﬂ%%%z{m reiRii 1) deBrotRdd 1 Chssaying the

appropriate tor ecific reporter group. I'n a
levehefdifding thativoctirnever a periodiof timgnt enpl at ed that once the

anti bodyy, i S ] [ )] t '

above,  {his TR e Bl il b tiBRBle wtly BEEH il by
washipgpthe tsolwd duppdrewith acipdypriaiebuffére The secofid antipodyy iwthich|centains a

bl ocki ng a no to tho of ordinary skill, in.
rerRpE ERE HOSE AL i A G o Pt hison Ob e dgplicn Magon
wi&%@i@i&g@ﬂlﬁﬁﬂ i@gdboﬁylpolg&p&dé.&ghpﬁexdmld t#eﬂ' Eecarﬁvdxbn' it forae gmount
ant i woul d t hen incubated with the sanp|e, .an
of e SHBBINIS SRGTHRF DRTGPe e OBl TR g agent
wollBh &P fio Féaling b@&d‘ﬁele’élﬁ(ﬁﬂ’eé[%ehﬁ@kﬁb@ detdeted Wi URTeporter
such as phosphate-buffered saline (PBS) prior_to .
grquRC GB&?FE‘H?‘ emplogehior datecting the SRROFE STaNRSS aefsesatily sppaific to the
typelof ?epoﬁéﬁﬁi&%k@t@d,tfb%?@ i dadiBachifd &6hRUsdittillation counting or
correspond to a period of tine sufficient to detect
autoradiographismeathasih argeiepgsalpt dpgepriste ipactepseapifonethedsimgyrheqised to
. 9 Lt ' o
aeleb S T B b M ebolenent OIS BISAh iky B bEE AR wsing avidn,
coapéd teagliffertrs veplorterf grinipdommonlp atradigactive drdluorescepbgroumaer an
r t of th achi eve i R
en Bl e Bl s RS BBl e gpllibd e SOdRET et
(gdnbRllg fdr awpedifio seeiod of drae); fodibwediey dpectscupiasritiey atabysis of the
achi eve equilibriummy be readily determ ned by
reag GRS he

In order to utilize the diagnostic assay kit of the present invention to determine

the presence or absence of a cancer, such as prostate cancer, the signal detected from the
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| evel of binding that occurs over a period of tine. It

is further contenplated that unbound sanple woul d then
wheoosesmseed by washing the solid support w th BET/CA2008/000149

appropriate buffer. The second anti body, which

contalns a reporter group woul d then be added to the

ort l.ncu f t he de cti o ent

ey o R vt RS CLht iyl Rl b B ted o
sigidl that cdrss poride td:aﬁprédldﬁdmmeﬂ cttasff @d]ueaﬁﬁth‘amplé atnl 1Ilmtrat1ve cut-off

cient .to detect th ound pol ypepti.de, .
valsﬁ%gréwgwmﬂ of rcBRKH Y B @e e %Béi%fmwgm'ﬁd pihemthge
immePMY&eChnabeliyROindabatkatvathisa@ples Ho6 Patientdwitibub@e daicerC Iegkneral,

using the reporter group. The nethod enpl oyed, for

a syraple generaing B signd shat tsaaboy trge) SW“H’é@é@Q‘&% abgvethe predstermined
cull &f L& FIIEbOEonkiBPRE h&¥it V@ TOMRe SL&CInGH altlhte 8BNBGMEMmENt, the

for radioactive groups, scintillation counting or

cutzaff valeainigh bepdetermined hy usings BeagyaeOpdritor Qe dpeording!to the
metRAGE SLXER ?f di. h@aﬁ%ﬁ) CfﬁﬁYolg@ fRiN ;1 nltctsgle g Elgﬂ&ﬁ i'iedlcuie

uni nescen roups.
Lite Bdstmatd €. ,L19851 @. H6-Ui n sucln aupémbbdimem. thh ¢ut-offeratue could be

oo i S5 RS TTPRL ot APPSR P s

(100epeeend-dpycibi€ity) @iaecdrsponyl td dueh pdsdibld Abofffvalael hﬁtﬂe&hagnosnc test

erally for a specific tine by
restf TR BRI BHIEE ot g PlogieLif LR EIE e Yepet et Hand former (L. e
vallé dtisiichoses! the afgdQ ardaPisid thést Becuifa®: dht-oF Ak, aad @ Sadle Ki t
of the present 1 nvention to determne the presence or

gengrating asigapl that ishigher thas thecubeff yalue determined by dhis methed may be
corsideRAl podie{E megmme@mém 81?%1&@ fna@ bOMRfdd B the I RbAS the glot

bound to the sol 1 d Support would generally be conpare
to minimize itherfalse pasitive eade, oo tytbedghts to miniprizethe fasinpgagive rate. In

e B TR gl sl L S s
nleﬂwdnsmngdabdpdzsitanem@chcahmn t he i mmobi i zed antl body 'S

i ncubat ed. wi t h les f tient
canoor . 15 CRRBRRI Ut e RER S R rehis Y e e

peﬂf@rm’éb @idithehd Bew-Hrauphar ?eest frin@'Whérbia \ige Bifding agent is
redeterm ned cut-off value would be considere

glafizac,n o el £ugh e pitrog ulose. 41 16 Fioxc Brow b fosh PRlygeptides
WIM{%& sHimpM Bind &) HEinTh&HizeR Bindfig %géﬁt Be@e %ﬂ@ bﬁges%rough the

Recei ver Operator Curve, according to th
megihiaag A seeondsilabeledbiding|agensithea binds ighe blAdlBasg‘@t eelveem@ée
corg_lglﬁx 6d Qﬂlﬁﬁah c%ﬁh&b% sebdntiblrfRling 2B fRAE HrShgh tﬂeglﬁénbtﬁne The

6-7. I'n such an enbodi nent, the cut-off value coul
detpetiogef Bpuridsecond binding am%mammepéw perfaymed psdesgrdbsil abaye. In the
. R | .
s S SO0k WL PR B i B imers
in ppdutiop|centaining dlief samaleu@hef sampietpigritea glvog thegnenggtnerthough a

regﬁillx co‘t‘iﬁﬁm f{ecc*@'bﬁn?&%% Enﬁ%m? oq;lfle Ereaa(t)f Lh&noﬁaﬁ“%e& i) gﬁlgg Sgetnp

or ner
Comtrmkma)ftﬂeee&cmd @Bﬂlng&gﬁﬁ)ﬁ uhs atelef mﬁibﬂ&e@ amﬂ:bey mdlcates the

cut-o Valu a_sanpl e er na
Preflic, P ancith RGNS & DBRATT SR A 0 i R, it e can be
reall®isGAE, WY bdiRdicative of a positive test. The absence of such a pattern indicates a

negative result. In general, the amount of binding agent immobilized on the membrane is
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consi dered positive. Alternatively, the cut-off val ue

may be shifted to the left along the plot, to mnimze
wo b@shsdsex positive rate, or to the right, to PCTCAR®E000149

the false negative rate. In general, a sanple

generating a signal that is higher than the cut-off

selt‘!@éd’t@ gBRIRE Envﬁx%ﬂl Rifsctrdibfe piRkRQheh %e%%gﬁ E£Rp1P B dihs/Elevel

for a cancer |s contenpl ated that the diagnostic

of peJypeptidathiyl vemldalye quificiqul to arherate pPogityer signgbia thetwerantbedys
sargiggérf;{;a"s%%m@h@ &sédea%vé gge?&gﬁg gﬁdg@n& R ot i e Hstant

on a ne
diagnastioesshy urt dmanstamiy tdiselofddoantibdiies uglhgitnelsmdmg) tragmentst thereef, and

anf BN, s DEEAE pebh 25 heteln ARoe R g afRltesdy Bitlo0dh,

immebilird onl thdmbmbrate will Being g@biint effective taysteduce atdiagnostic assay,

i ndi n e ptide co ex as a
and gAY s Mot s EBHGRHTS TR, hGRTOStH o N aPiEH S ethay be
perf®HRA K2 vERSnthla8HUNQIT bloghalfghptecond bi ndi ng agent

may then be perforned as descrlbed above. In the strip

test forhdditiongly tha{DWAR efcheprgicptingentign FRy beuisd h‘bﬁhﬁg

1abBEAEdH, | fdr%es@&’éﬁ‘gue% gk aﬁﬁty‘t@]ﬁ%ﬁtﬂ?q’tskﬁ Raffell i ON
contai ning the sanple. "The sanple mgrates along the

menbr anelniordes thghthe megtmrhemﬂe@mhedx gay be gtk follnundegptood, the
fol@ﬁ%ﬁede%}g)tﬁ)&stsja ea of immobilized binding agent.

tion o e second bi nding agent at the area
of i nobTHej mdntamenbmdpmwdckl(dwléﬁ d. b.eﬂ;'ﬁ(éﬁél?@éoéKZWAB)

W OBG Al boaRbe PRl GO sl Bndar . "W 1 T e

i ndi cat i ’Dht CIPMA Bostshd isolted @®hoclohakaniibsdypeeduoéd Buhe hgbridoma

S K e b o R

had aﬁlsﬁhg@mﬂdlh regﬁ)w@éhecoalpummgl ihbibith (€ ﬁﬁrﬁﬁdﬂs&cﬁ@tmﬂﬂg

Ogl cal sanple contains _a |evel

thegenlatecbimenesionalantibedy aredused by liybrideraniDAG %Jé’ﬂé%t@wawrget

enfiR8, T and e Dbunaf priEint W Aot g SO ARy 1 1
combiped wish ﬁpcpméprpwgt suph asci lagmmnemram iphibitary growth factor)
ha#lﬁgﬁé Qime bl?{j]lﬁg e(%??gltﬁgst thp ﬁfi @tO4 qg&\é)lak ?ﬁid\lp%)dn the scope of

gnent s any rela
thinipeerttonas herei n descri bed. The anpbunt of anti body

ef 1 oot B o et oE B PGt e CRBAY sPBRIBAG 5120

andtiodyn about 25 nanograrrs to about 1 m crogram

T [ f d th )
D oo i R 9L S5 bRt i e

be EPM&B]&ﬁlet(hﬁh 213 E—‘ﬁﬁ‘glt: chd]i( B0 roduleR Y Fblﬁmb]i:&ﬂe JaFabhfolecule, a
h due to_ its abili toidentif

¥ be)lg %cor 1faor resear .
@ SiPR gRoRpin. @ bisgeciilg antihody. Rereronuibarty or Awasegmipinant
moqi@arémmﬁgi tHERMtidRR- H'mfueg &%ibh ¥t MO HSAES 08 E6-(shatibody! P CIOMAB

description is set forth. The present invention
of the énveption iedimgsgedte the epitoppaewhish shedDAL QHREP4 monoclonal antibody

is directed.
The CDMARB of the invention may be modified, i.e., by amino acid

modifications within the molecule, so as to produce derivative molecules. Chemical
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whi ch specifically recognize and bind the EDAC

051206- 04 antigen. The CDMAB of the isol ated
worwsoswsrml anti body produced by the hybri domaPCT/CA2008/000149

deposited with the | DAC as accessi on nunber 051206- 04

may be in any formas long as it has an
moarfkh&ﬁih&v A8 RPpos &SI ModMil £6Bn 6P IR inbiaka, Ynektidak bf dtfinity

he i mmuniospecific binding of the isolat ed nonocl onal

maamtw@ontgagpﬁr@zlenc@rcphw shyfBingdeayerl PbpeoB®lR06- 04 to its

t ar get

fuston pr ey ad TRt Aen AR HE ARl BERlordledby sty ChR andior
phenydaninedryptophan (ﬂf“@u@hdlasarai screaping far patigen bindingsises havmg the

et BlRAN K QY PR bASAB0, 19 E0R02H00), Ofk i o

ramihmxzsammdm reistaes arcumbinatooms of residuss se ol arpmpu]auxin d¢fhe

i 1206- 04 ti bod
oo b e R e R
fountiag ulaMpbﬁrmﬁamtbﬁua@v@ ma&tduaﬁsxiaﬁ bé fdabedasverta range of
si ngl e-chain Fv_nol ecul e) mol ecul e

b ]
resrp&%mr@r peong PR mathods K%g:uﬁéwk%s 4 3k %M%%%K@%m 889-
96) P ARt banpl, F&%@ MispRy R&k6tS &ﬁlﬂlﬁlﬁ%ﬂéﬁv hncP¥ipht chain variable

reconbi nant nol ecul e haV| ng the an en- bi ndi ng regi on
regddn genes @@A@p@@m@@mmu@aﬁmsmw Efigeli %wcl@“mt af.hk Mol. Biol,,

LB ERE 3B 30401 B ROl B Rt fi Ot Rl s

knmf'ntOhmelomleH\tntbﬂanray be nodified, i. e. , by amino acid

nmodi fi cafi S W|th|n .the nol ule
derivative rretglmeagﬁefr rm%ﬁas%g nrlrtﬁ(? [ onegr?g&lggﬁ’ggm

invemtée ibtoacarriiodi dhmahufﬁingbwhde rhembavylﬁr aghta:ham mﬁirhmﬁmly)f)mred
affingt ma i.on, ed| ai_n .sh I|n

wifhgyhel héaby GE g Shaigh s pReAReE an b ol bisbrractni) ng s

CDRaf tieatiBidids Ty the Rivuffiet with the coriSpeidiigQTDRs in other
phenyl al ani ne tryptophan (FW residues and screening

anbodiesnt | gen bi nding sites having the desired

char act epirifatifSméRerles wol@taf théfunctichat oBtHel polypeptide,
(1995) 254: 392-403 Sv&e way is tncc) rgnprgﬁrﬁrtzy poypeprce

namely; the mglecule Sayipg me @}tbsa,tahms rvall stitheergt thechindingef the)
@P%dé[btﬁe HS’R@'OE‘I 'b4%§m Wu%ﬁs et i cal antigen

I ng sites, seso f mtvvototvventy am no
aci ds ar”Bleﬁ@amldo acld pabrstifutonsanclplesbut amot necessarily limited to,
ﬁ‘trem qu‘fn nmut at| ons, gan be |nduced over a range

ues ykréowrnol}l 50 PR VALY FlOdS (e.g., Hawkins
et al ., Borekdmple Biioh well{eﬂlﬁlﬂ&)le&;ﬁﬁ]mpﬁﬁﬁ-pr(ﬁﬁ)x chdrmstry that certain

anot h Xa 3 | ay .vectors cont aj,
oA AP O e ot g s D et . i huenty be
maﬁé Qm@aﬁeﬁdmﬂibufmteﬁh@énl&f tha k:&&oﬁﬁanEn ot funC@ondof, thd-p'th)teﬁit

g@ﬁ EI ol . q%996% 250: 359-68), These netho

of nrut agBiih changeyinclpqa yybstiutme pay efisqleHeingRy valine (e §“d leucine
(L) for any other of these hydrophobic amino acids; aspartic acid (D) for glutamic acid (E)
and vice versa; glutamine (Q) for asparagine (N) and vice versa; and serine (S) for threonine
(T) and vice versa. Other substitutions can also be considered conservative, depending on the
environment of the particular amino acid and its role in the three-dimensional structure of the

protein. For example, glycine (G) and alanine (A) can frequently be interchangeable, as can
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known to one of skill in the art. Another manner for
increasing affinity of the antibodies of the present

WO poognsdse is to carry out chain shuffling, whBCECAR®S/000149
heavy or light chain are randomy paired wth other
heavy or light chains to prepare an antibody with

alahin® Qﬁcf V&?ﬁlé W")' tMethlgﬁlﬁe way, Waith iR vaY hy I@ch' &fﬁ‘ﬂe@ﬁemly be
mtmgp@a SO shuffled with the correspon

gedawth lse@n%@d igdgucipg: 4nd somesinaes MI@sva!mm r%usmee&@.aﬁd arginine
(R)E aﬁg fr%ﬂ%ﬁ%% flfb?t#]h cAhE H ﬁ%st | R t}i@ﬁgﬁ%ﬁj@f fegtﬁiﬁiftlﬂhe amino

acig agsidug ist 1tse¢hm¢| elmdntgg dxtsfflénh@plﬁ) '® b&tpeql;:tvlvg gmm@ atcildee@Amre not
sig%%%rﬁ p&gé‘s &51:@?35&5 d%&g "§JL§£r€8Ive" &[]f) nments.
acC ns 1 NncC are not ecessar Yy

Iimted to am no acid substitutions known in the art
EXgeMPighser vat i ve". For exanple, it is a

Hy‘gﬁd‘% ﬁ,gapuioghg@bg‘q t@“;,l L,RBIRGSI N chenistry that

CErtal noam Ro |ons ‘entitled
"conser VHiel hybndmmmllame ARSUAS 2 iwtas teposited, mcaamrdance with the

BogfrEfieheth srian Biara o TBpt Rttty B CBpafThA®). Bureau of
Mlpnroeiltowgp,_ Héillt? :Eaﬁzhﬁnlg}is Armgtmregu llv&hmmg: Mi?ita?yCﬁfada, R3E
i.sol euci ne valine (V),. an euci ne or a
R el pecE O 0 et I MR OSEI60. S tpspitpact i
CHRD), 8(f80fhe abpdsAdrs Gssafeittht afftes@idfonsiimBosé@ bf the adAilabAify ©dShe public
or asparagine (N and vice versa; and serine (S

é\? depasiecomatamaly will berierevecably taoyed uponits eranting of £ DEte®n
SRR wah 6Ore Eﬁc&ﬂf*ﬁx’eq%ﬁﬂo& QAL aiegehgéewab@eeﬁﬁg@s ng on the

enwronms articular amno acid and its role

in the thmedwmmfbnma thatpredugesdhedntitdances prtibeiin ARSHA9.2,
ly be
O L

CoNutidnativnj (met(ﬁﬂ};c, MA) wis prepared| mPBSdMMHWEM Qmger; ¥enlo,
requent J. belnter ed, Wi t

NeleE ity et Forae vy bertle it HeelE Boven sk a4

BAal 1393 ﬂﬁd&&weﬁ'ﬂ)mﬁm&eﬁfb??jwﬁhg yubfcﬁﬁaﬂeroabl?agﬁﬂbh @elisrin 50 microliters
ocations, in which the significant feature o

of thyaptigenafiyvant Regenily; nrenaed aptiggn-adiuyant wag ysed;tp F’%‘FF ‘E‘ﬁ immunized

mn&ﬂnﬁa&ﬁt&@zﬁﬁ@ hitos RBAKR Rft@GhinitabinEhRzafbE w2 million cells in 50

ficant. Still other changes can be consi dered

mlereg seAaleen was used fos fusion e days efter shinkast immupization| Fhey

hyw&hhgbr [ ({% r@ %;ylf&)s lgnﬂelé_%%{eggﬁﬁo\%g&é ghh osit eg}égmg partners.
Tha@mman@ drop th fusipas Bergagseastfrom wtclpnemfm@ hyhgidomas.

Bur eau ol ApIERARI Ik poaRs sdoeu oy Ao are of e
IgGor kgt isotypaan Eé@A Adaai W@mnpl@afhalﬁ) mR@Ete@dRQell qﬁgoat anti-mouse
1o RGBT Pu 2002 A GRS A0 0N | 1

ance
carbonate/bicarbonate buffer, pH 9.2-9.6) at 4°C was added to the ELISA plates overnight.

The plates were washed thrice in washing buffer (PBS + 0.05 percent Tween). 100

microliters/well blocking buffer (5 percent milk in wash buffer) was added to the plate for 1
hour at room temperature and then washed thrice in washing buffer. 100 microliters/well of
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CFR 1.808, the depositors assure that all restrictions

i nposed on the availability to the public of the
waelesnsesesl materials will be irrevocably renovedI/apznms/000149

the granting of a patent. The deposit will be replaced

if the depository cannot di spense viable sanples. To

é’[rﬁi?){q%ge -y Eﬁgsr J?fae&'@ndt Jl] Hglatgrl%ﬁ iﬁ&is fo[‘ Pﬁmﬂ'% {‘00?1%919 rature.

a SiIng suspensi on O [ r0zen )
Thé plags adﬁwmwdahmm wasbing bufferaad (460,000 dilution of either goat anti-

moPERER i e ot ek SRS olplf poreen

miN S 0P iriidralites/wWelll wakssidey Agenintbatingha glateFfbt/Ehdnm asPomN
wer e,

week ol.d BALB/ ¢ inj.ectin
teruPERATE I GORICIVG ke P b o patter oh Pl Pvegof TMB
sothih \ﬁﬁtlh&ﬁﬁh@ﬂir YyvAiinuteRRAGEHH kdmpefaa Tk color reaction was
ant ;egen adj uvant was used to boost the immuniz

terminateg by efiding adicpoliters/el 2M HeSOx andithe plateryyps reaf 2t ‘?59 Ry with 2
Pell of BTS00 LPMtI: Readermak liddR2te8 &4 Figuien, B8 ARV HyBfifoma

sp een was ed for fusion three days after the |ast
sewmmmlymm@mmm were prepared by fusing

t he isol. ]
The su pei;sgn(g:{3 arﬁ‘?l eﬂ?r om 1?% e O&fgs&%%e@éﬁ@ggaﬁlg%lﬁ o
isogyping|eaperinent whhygerfoythed uotgaﬁ\/loﬁe thbdmml mabmlméypmgﬁlt

o B D LR ) A B 08 Sl
add8das ﬂieltésestﬁls witixmag r4y @nd- mdtdel subalass epebgie anmuogws( ﬁBﬂ_l)ncaﬂlters

of uprigon. e AL B BapRIEe Hpir mE e 5. g oS

Caﬂ@@d"iﬁﬁxs@ﬂﬁﬁ&ho&lbbﬁlhﬁ welrd Gl chid Hirest ybyar sebidtrat mdiclonal

| ates were washed thrice_ in_washing buffer PBS +

anighags whishdeeruptpdéepfioidipagicls c Thy sqmhingtin pf thetedwg prpins creates
a vl?sldfilf ?%naflﬁe@%r a91§191re @ isbtyb® YRRl Q%Jeﬁﬁl)ub@@)sAﬂdﬂ@2 [sQf the

ate for 1 hour at room tenperature and then
Ig%hmalﬂqtyme in washing buffer. 100 microliters/well

of hybri . .
ncubat g sp Jepd Rt Aftint QR BBl kpEmaih Mo tesed for
anumdees was baod thiargeecels it ceidHilSdy assay.f ‘Errecaiumaty lmwaoo@ cell

f
il 358 e S 5 S8BT 5y 5 ) o s
AS40/N@I-H2R NCI- mmocmA MB-R)1, andi 3888 rekpeictivedy. il dejl lineswere

obfain Bty Sreregs SssbrCaleied R} Mingitth v AL e Aiped
celibdre Fix r'o &e OfThé Slaeé were lwasted thdize athUHB Sisdnia@ting MgCl, and
i ncubat ed for -3 mnutes at _room terrper ature.

Call) %mwrbts@wremva@o fueralitam o6 4 PRgens aepingmaldebyde ailica in PBS
wala§de@lid ERA WeVBdd 102Mn R4 rodisl téfpRraRlr@i maﬁdlgceﬂﬂd atheipiftes

nmw th a Perkin-El mer HTS7000 pl ate reader.

weragainavashed wilrPRd eentaining MeChragd AaCh ﬂn%ﬁlmm@m@?@@m-
m&&dr{w 'dxn@wﬁﬁ p@tﬂm&&lﬂé y/tvbﬁ of 9feréeiPhYRfn wIsﬁ bqﬁele(pnsnﬁo 05

t he “su c ass o secreted by the
perceit|Taveemyfor & bouypf regmesmparitiien ﬂhmal@tepwplfem thmervyttawash

buPt@r ind ul\éq{grgﬁh&ﬁaaéupéﬂsmﬁ% a!k?eﬁ YfUOr}glthEers/well for 1 hour at room

temperature. The plates were washed 3 times with wash buffer and 100 microliters/well of

1/25,000 dilution of goat anti-mouse IgG antibody conjugated to horseradish peroxidase
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(HyCult Bi otechnol ogy, Frontstraat, Netherlands). 500
mcroliters of buffer solution was added to the test

W@ R00B08%6Mt ai ni Nng rat anti-nouse subcl ass specPdT/CA2008/000149
anti bodies. 500 microliters of hybridoma supernatant
was added to the test tube, and subnmerged by gentle

(dl%%dtlﬁng Bo tgﬁﬂﬂgqrp%QeM% wabRAHRQ I bl hdd$ indEBaBion at room
tected direcfll a second rat nonocl onal anti body

temypigrature the mpve@@wme@ BKimes with wash buffesandriof miereliter{wel ghTMB
sub%(rat% ﬁlt %Med% i §lnﬁr§.1f%sr &t ﬁ;oﬁrc'teﬁg&’aﬁ%al'lhﬁ @dn \k'acsqgmﬁﬁ’ated

ana e |1 sotype anti ncer anti body AR91A9.
w1uh§0mﬁlcmhmsV\g&HZH\d HeShpad theglappread 247456 nmowich ¢ Berkig-Emer

L 5 R R R L 5 e

folfid abbhe Be&kgymndr dungparel toraminthong Ig@rsoeype certtol thankes prelviously

breast .cancer.gcell |ines, and, lhuman pon-cancer
beqhARGwE 7o Pilds el Fiestesten s BySmbngdies B BRRSRBES
ARIPAS YBhewdd smd% bin888 d-the ASSPNTTHIVES, NCIN460 dudlglcaddenexd] lines
were obtained fromthe Anerican Type Ti agaié\gCol | ection

anq r SEDAAR 234 Besastgpieer crtlding v ag dEigsiekle piBpige f g gon-cancer

lun@ck@lind As8683u, The plates were washed thrice with PBS
containing Mg 2 and Cadl at room tenperature. 100
m cr ol i tlarcenjghctipn pathdesting fsmmh@dn’am@@ayb@cmtpm etfeqt af the

I

hybEdSmi o dhilifs GRRRG Indibed oy oRbyictd) ANl LR etfbe: Asdo.
NGiet§23e N CRH460, AEBAcMBt 2311 and Hs 3332 GataginGhM) wastohtained fiome s

t roam er at ock] me
MifihealdPrives FRER) ORFandthOfA s BftoRRA s Ml Recidibu. Cell pere
platedbefize (he rassan bt thevpredeterinired hppropriead densiom Afearelaps, 10E.
mxﬁxyggepscpgt pernay Fﬁ%?ﬁ%@&é& rnéacI Cmeg\é\gutg?e %%Qve?eutfrafn%ferrgg% the cell
plaldsGh@ idcﬁlﬁfte%if ina Islpefc@m doiasubatdt fok 9 @Ryst GRPXeBs t!hﬁt%ervw@s the

pl ates were washed 3 tinmes with wash buffer and 10

POt GORITpla e fepiratest unt] smptyand {0 microliferyf sgdigm azide (e, 01
peRBit! SigRY! S(§*ak'v9ﬁ§ AR} bRGENBh&ERRIdE WBHR 0.5 thidtORSRF, 3¢ Oa])cvﬂle,

peroxrdase(diluted in PBS contai ning 1 percent
ONelissalierbia, culsgre aredinnh 9@ added.Adter S Saysaf tegsent @\?}Wt"lﬂf‘éthen

m&)ggdl% cr%ﬁ%{%{/v\%@fgﬁ' %@hs seﬁugtge%g [ ncucggtpﬂgg)
buffer8d mdline) staating MgﬁiztaedTﬁe@Iaww dispetifed inte aavhiveel] fromsa
t d { 5
AR eaioblhe Apl o e SlpTed By b e ol Gy, 50
mitehieerof theffuoressant tdceirisdyealiluled ircIPB $ cdritaining MlgGl@and CaCl, was
d th f fold d
B BB B iR o ety a0k BesBRST B At Pigs. The
pld%s%ngtésd_lr Lr? etl&ﬁlﬁn-?lhﬁw H lBﬂf X0 ﬂu&’ﬁbﬂ&ﬁn& (plagdleadei Eﬁgdltl'&g aas was
t.est e antibodies fromthe i do
an@ﬁ@ﬂﬁﬂ“@mﬂﬁ A5eh &%ﬁ S 4 e 'Qs%ynbf?@fe E§§
ARYINAG, Z}@Bﬁ&dmﬁﬁohudeﬂ tEt%‘élfi@ REtotdARitYOS é’e’ﬁlloxbﬁhem H46O lung

cancer cell line w no detectable binding to the
capggheedlan Elip wagthandq9 peraeptof theggptaxicity obtained with the positive

controls sodium azide and cycloheximide, respectively.

Results from Figure 1 demonstrated that the cytotoxic effects of AR91A9.2

were not directly correlated to the binding levels on the cancer cell types. Although there was
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In conjunction with testing for antibody binding, the
cytotoxic effect of the hybridona supernatants
W@ a008i0k36y | nduced cytotoxicity) was tested i nP€Ti€A2®BI00149
l'i nes: A549, NCl-H23, NCl-H460, NMDA-MB-231 and
Hs888. Lu. Cal cein AM was obt ai ned from Ml ecul ar
sinfifaPRiRding FHEERRAG afd Dre ADEnEGR e MARRY cyiAOxiEIB \{'ﬁrdﬁlycﬂe&‘étable in the

outlined below, Cells were El at ed before the assay

NQHH%@ celibe A& iahilaed inligure gy ARY bAY2 didinoy prodiyce 6)"0@"&!@ é“ e
3 Y dnl @héer ﬁﬁrﬁarplfu V\%b@qfﬂéaf%o&rﬁ Q8- b8ifld ¥ Dol R WRents

mcrotltrepaes re transferred to the cell plates
cydohgxinndednatNaiN; gencgally ppasiucesiaytogBicityrag expected. f or 5 days.
The wel l's that served as the positive controls were
J[F?‘%ed until enpty and 100 microliters of sodium
azi .01 percent, Sigma, Cakville, ON) or
Inva;raIBmhmg m de (CHX 0.5 m cronol ar Si grra QGakvi | | e,

daysdlo? K re S&k%wa‘?’fl@s a‘ﬁ’ errpt A tgéélé;')})%doma in

CL- 1008 fflasks gBBrBiodoientdSJ (ngcvdreyONRwuhmlmrs and reseclipgSccurring

co'.s buf f ered sal i
i, S ONhO R Bisaton proced, I Ploigi G g Yt Fiow
(Aﬂfu&shmﬁ Banselces Cﬂmﬁﬂe{fa Q) lveere followed] IBiswithizsthe soopé dfdlis
i nversi on and then bl ott ed dry. 50 mcroliter ,
mvsﬁté)wtp ytilizedpeneeiopa]japtihodieg that afp #%rf‘%’&“’?‘?FdD&BE“%ﬁ %r'ﬂ?q%g“
mMaEl and Cadl 2 was added to each well and incubated at

37Cin a 5 percent CO2 incubator for 30 mnutes. The
pl at es viinding eBARPMAR2 pelpng (ARP NET-HRS NI H322M, NCI'H460 and

%%ﬁ?%?ﬁﬂ@:e},:%@ﬁg@gg Wgﬁg:ﬁbﬁcQ%}ﬂB@é 392%%%@@0 ) and

Croso e tabul at ed
ovdrian SOVEARaevancet, rmdnbrheannﬁ%mﬁnﬂi ﬁmbsklm&@-@?skd amblang

GBSty o P ES1 A e By B Tor i ke

careyi @l NAISHI2EM Iwﬁedabmrteh ftohﬁhp Ammcanérwe Misswd Gollection

FOGMeriieev AT R EHENE et Ot ik YN eocktiet Boro

Tuﬁfor/é@@%@R%p&Qb@(Fﬁzﬁet%k[BM)I y correlated to the

bi nding | evels on the cancer cell ty

P hor e SeSa e ORI T EACS oY Fifly iSRG 6 CEABE o ayes gith

D thhblﬂ ”&Mt il dyss¥eition Blibferd BivR ablmrn dnhEN)
P(B%I( - @1 B@éwta usgte 1ol n F?gure AR91 9.2 di :leas

thqnaseqotp ausmgge élytcelisnfm% theif celhouliyee plsesm 3736 rfiRr caniafygation and
colBeHB tl&e%ﬁT & elreslué Hg 9?5%% Bﬁ?ﬁ%@? 'C‘an ahd/3 Qén&?ﬁ't fetal
n ene ro

ag ent’s cycC exim e a uced
bovy@ gram iat4 Cy(staiing mrsiis) and cosmml&uqed © applpp@atecqikﬂengty, spun

e R e e e

antBdy I(J/\RQI Ar(ﬂ\))or \dbrgbl glﬂlbb&nefo (mgﬂ}ipe aaﬂ?'dl e BGHR). mrype comepl and
tW ce e St an r antl 0 rtTi Catl Oce ur es
the st Anigogy wep assesied AL Bisropmatslil hetias anti-BGTR Was assessed at 5

micrograms/mL on ice for 30 minutes. Prior to the addition of Alexa Fluor 546-conjugated

secondary antibody the cells were washed once with staining media. The Alexa Fluor 546-
conjugated antibody in staining media was then added for 30 minutes at 4°C. The cells were
then washed for the final time and resuspended in fixing media (staining media containing
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(Amer sham Bi osci ences, Baie d" Urf , QC) were foll owed.

It is within the scope of this invention to utilize
worwsoswsnnl anti bodi es that are de-i nmuni zed, PCT/CA2008/000149

humani zed, chineric or nmurine. Binding of AR91A9.2 to

lung (A549, NCI-H23, NCl-H322M NCl -H460 and

b
Logsier At omaieBe FHOF FoaaE ot Al Bl s prsessed by
mlﬁlﬂg'%g’%lgék oxcgﬁﬁestm@ndumm@mcsmagmassysgem&mwmﬁm \ll(\ll n
Bics R AARS) Tt iaal (FOr ideacaien (Ot e soifpege s

by %ﬂe g Gk teSloltage 8 Mltﬁh@%ﬁ% oniEd SO RIS STedbidciod THQietectors
an Type Tissue Cofllection (ATCC. Manassas, VA).

fornie ﬂuq@@mcmé%lew&) elagng] s dinged\ey mpming wstained caliscweh that
Iy 1.&£ek:ls
col A STRA Aok i o B POk Qo ink 6 O bfceimpply 1 L For
eachsmmplayapproximde PGSO gatedeyents Gtained fikediglls) yere @asjuired for
|330|at|o buf f er tro Burlington, ON) was
ANRE N §lbore§ aﬂe&‘eéa‘&‘(‘l't“#ég“é"e% s fromtheir cell
cul t ur e Higat @ preaéntSHhe Gearfliicréscara ineémsity fuld increasecbove isotype
collection, the cells uspended in
contighy Rerreregaithisiozamer! ARALAS 2 anifbatles Ve AP fpFigure 3,

ARSEAUMRinofiddfated Ab@EABIE BindRRE kdll GFikk &gum&ﬁ@sme@wm m@tse@hgest
to appropriate cell densi

bingE|BleAg 158 g cHIgeFol Nnes AT AL -t NCRHBZEM (33 7 Aeid) and
N1 f}?ﬁ@'@ dﬁz, ﬁfld)t R diER bifdit m%xwétéfﬁltﬁ@m@ csﬁkerfc@ﬂhhéél NCI-H23

anti b I sotype contr ol, anti-
(11cb Hold bandNCcl- H469 &étfoléhmdbwam @naeswelé h@ﬁOHCAB@ (10.2-fold).

Lo%rclﬁ&%%mi’! &grecvgﬁ%ﬁ?l?e ﬁgﬁlgpé %ﬁ:cRr %iﬂ%oﬂ%ﬁrﬁ'ﬁls&% IEE% These data

mcrorrrs/m_onlce or rror to
deraokwtmue tat ARIPAR.R howidito severhb dxfﬂemjnu:gﬂitlmds witlt varyiag Jevels of
antAl |ebods¥ the cells were washed once with staining

AP IE Al exa Fl uor 546- conj ugated anti body in

staining nmedia was then added for 30 m nutes at 4C.
EXAMPICEBl s were then washed for the final tine and

r.es ended.in fi ' st ai ni ng nedi a
In }@5%#‘2{5%%%%@’@&%1@?2?8% dehyde). Flow
cyt onet rEth@in Uiagd 2 idemomtrated thac ARD EA%B&(ﬁﬁxﬁeﬂﬁ@d ploperties
runpi ng sa es..on a_ _FACSar.r using t
againgERYp ?%:e £P€%\HF K@B’Qﬂ@?&*&?@‘éﬂ&é@mﬂt cancer
indidliys! Weth réRbenceltd Fiduiis\Weund 5(§B30 wAkK oRi feiiale SEID @lice were
(SSC) of the cells were set by adjustin (g t he vol t age

1mrdmfe Wish 5 milien humens lupg, carpiporpaseslig NCERHE2(Q da G wiceolitre,BBS
solgt%xﬁﬁ}e%é steﬁmﬁ&ﬁs@ e maﬂﬁe ﬁ&'ke’fﬁe RAGIwerhARRGhly WRded

adj usted by running unstained cells such that cells

int 3 gredimeni grenpopealin wietday aftmmplamﬁm 80 maberof AR ARZitesy

a“‘g‘%g gg‘?lfr?rfl?tr e: Hg 53 gat &g v r%t&%?ﬂ* %?eﬁgld& |o§ lnda volume of
30@mlldmsl)tmft@ ddutqrm freal tHestock pericgmtiasiom with a lddueng that ¢aontagned 2.7

ml\?:l{%grescencél WSMEN (;:(#%Eﬁ?ﬂ@gg ase ébgeéegﬁlgg? &dcomml

samples were then administered once per week for the duration of the study in the same

fashion. Tumor growth was measured about every seventh day with calipers. The study was

completed after § doses of antibody. Body weights of the animals were recorded once per
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control. Representative histograns of AR91A9. 2

anti bodies were conpiled for Figure 3. AR91A9.2
waleimsnsessat ed detectable binding to all of theP€CECA2008/000149

lines tested with the strongest binding detected to

the lung cancer cell lines A549 (31.1-fold), NC-H322M

et (Bt S Phy. (8t e B o AR R0

acchidink tofAL) gaidelinlCl - H460 (18.3-fol d) and the ovari an

cancer c l wer. bi ndi
was det e@%%‘d\goﬁ ggﬁlé’?ﬁilgéﬂ% t&ﬁb@ th aelie %‘8?‘182 tic model
of ﬁﬁhdn 1hngrtﬁfaceéT][1$§a@n@lﬁwldslﬁull>Js&hﬁmd9 ARVA9ARSIAS] f&el : et of
to several different ce i nes ing.levels_ o
NCEH20 srmarx By 54 pefRent eompanidio dhey ot rptebghop’ The fosut flfed o
reaﬁ'l( REki FeRBE =028 -1 duced e (&) hemBerPdRhieSinleadghowp, but the
dendnstrat ed t hat AR91A9.2 had anti-cancer properties
tumagy size it they antibady: tieated grew was Ipwerat wemn@ep@ettg at of the vehicle
r
copREONE21, 360 REAES AU 8 i 4588 i 8 e
(p=0crFat- estB(E@rtm’r)ce vvere inplanted with 5 mllion human

| ung car no t
ol at 1 onfHeR Ly B et Nehs Aoy drodelibalhe by, BES, vfbhe
meaedd at %admmavaww& 4 sufdgawd for @hembdfng ahdfatiui? t¢ theixe.r#hetmean
rous On_.t he da fter | ntati 2 | k
B 5cseasec iS00 sHps oisa ehratinh PRhe sy (Hiord gl The iflan
weég@nganﬁ sét%&phay Ntahd Ry 62 w&eﬁﬁ 9 117 Q pRREM) ﬁﬁﬁ@édnttbﬂgr@up and 1.4
vol ume of mcrolitres after dilution from.the

g (8¢ aeq@e@HﬁMR%kA%mt@waum i Thgesrivere Ao sighifipans digleppnoes7
et tEbupstt He MhdbBREH  eatthert pifibdNaC and 20 mM NaZHPO4.

The anti body and control sanples were then

admi ni stlase@merye ARGBAY. davak welbtolernied angl decreased dhe tupar burden in
thi$ mlh@émnmnﬁg hidflel, TUMDr growth was measur ed
out ery sevent ay W|th calipers. The study was
| eted after 8 doses of antibody. Body wei ghts of
EXt Idhttmal s were recorded once perweek for the
dy. At the end of the study all
Isogaﬁ)ﬁgfg&n r‘*g‘%ﬁyﬁgﬁ, zed according to CCAC gui del i nes.
AR91A9. iverdarcantibodynran indivalwatordinarilj ekiNi@l inHE20t ¢an geneyge a

cof PRI T EEl fosdXHBP o R oay T Bhe

recbﬁihzdslm:ﬁnld RPpikcpe [(PelargeSL pealce&rhca:@hmame&zttd 48:15E8 (167 3))3 rOne

e The result failed to re S nIfIC
G o iBiing i &% BHmInES il ARG GO BROB BOpTEAA By the
antﬁ:@@? TheOdamplenidy inkl8dd bulBmoblimited 10 tikdues, aolatdaqivein(spat &l
gro was | ower at every tinme point than t hat of

lingfgh .f@ﬁ‘éﬂ%wbpepmscs?uw sgreene Hsipg & FPMPpRIEQN 3553 W%‘%‘ithllﬁ one that

1de?gﬁéétem?$d&ti9)§ rtlzag {Mtrlhé/\ﬁiﬁmhgbf t8é {eSihnRbody 4sulR RS ENISA( BACS or
es I gure
Western blotting. Anothergmethod could make use of phage display antibody libraries and

)

panning for antibodies that recognize at least one epitope of said antigen (Rubinstein JL et al.
Anal Biochem 314:294-300 (2003)). In either case, antibodies are selected based on their
ability to displace the binding of the original labeled antibody to at least one epitope of its
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There were no clinical signs of toxicity throughout

the study. Body wei ght neasured at weekly intervals
wor®saseses rogate for well-being and fail ure toPCTICA§®S8/000149

The mean body wei ght increased in all groups over the

duration of the study (Figure 5). The nmean wei ght gain

targeChMRER S\RY aditbAfks hAMldQRer¥BR sszgs tBe ¢hhracZrift®y oT@étognikifg at
he control group and 1.4 4 percent) in the

leagi o gytope of the antigery ppihp Origt PE“ ¥ no significant
di fferences between groups at the end of the treatnent
EXPMPIOYs | n summary, ARI91A9.2 was well-tol erated and
decreased the tunor burden in this human | ung

Clangief Hisn¥anabls Kseions of i AR 143G Mopeclonaf éavm%n of
Conpet i tTh\é%ecEeﬁ&ﬁ bﬁméﬂvyrﬁameg}?%l&mfmoﬁw hedV (VndiLgheiv,)

ordinarily skilled in the can generate a

chainsrf arone¢lonsl gntibady prpﬂlrcﬁ@ bwm@NM hykedgsmacce}] line can be
det&?rﬁpe%t RRA SBbdi % ¥ hea\Q/P éf Iﬂﬂfnuﬁ Aih Eﬁlsbetegﬁacted

same epl t opé ange I ni ca I'mca
froﬁﬁhdﬁlbjbst Kyb8d&@n) usu@mamimihnmhoeln tnaplvingicekinlan szluhglzamnlwth

gue{nhdémgwt1§ e 0 ah a?% LChérgﬁ(br]e 3o ﬁéloc d&@g %3563 @9%(}? ZI%Q n% A

car bedstewd Iii'e:patel cDNFe for sulsecilﬂhtﬂsblﬂfoﬁtoé Nﬁ(md \Y%o) geneebj' PCR

line(s). Resultin hbrido S CO ree
melfogHkop g s S8 SN < Mofegilar CpBifE aplet 14 Cola
Spay HABEH 185ordtbidds Pk, 'ND’Yt (19993) I7ihe N-teEmiakl ahﬁhﬁ) dcﬁ’ﬁiequence of the
anti body, such as ELI'SA, FACS or Western blottin

hesagh gpdh gt SsiBicRan %m@%@y%@w%a@@%t@pﬁwn sequencing.
Pt SRS b BE 2DRS And NELKARITHn AIGS b@&&ér@xﬁﬂh%? afnfidtacid

recogni ze at | east one epitope of said anti
sequpsingrfitles Y and \at fragimen thetiopiiraers gantbethen ed for isolation

of ﬁmgQJO%)xa Vi g%} F:ﬁ%)&e%%ﬁ% s Qﬁgciolﬂglddn fiody! dhdt ﬁé“l%tgﬁi g&@%ﬁﬁibe

thei r ac et pI ndi ng
hg:ned giaal appra)bahte demrtfbmqk;entlog &to gdeperste chtmne pid lyymeanized IgG,

{ st t i badi l. h
el EABE B B L S B SR o LRI v
expagssioape of the antl gen as the or| gi nal anti body.
EXAI\/PLE5C| fth egi on f . the.
ARO1A. ZR RERIBT BTt mgry ?‘Bﬁéﬁ %%‘gq‘giéﬂlf‘i’se&o@“{’% or
humafnteabaleﬁldnagp&a@ceﬁ b? HX[iréL@mE g auMeit ¥eli erdddink itig Hntibdy)in a

chai ns .of nonocl gnal anti body produced by the, AR9O1A9. 21
trapsgepic amimal. suchthat theantibady fcexpeessed apdiean bempgaverpd Jir syample,

theldiEbAGRNY b Prdsicdlth a GLkak Eb%c&ifc AR IR R DAk YebARBryRad
extraCted fromthe subject hybridoma using standard

purifigation sinjong snohiemfodimnenty, argntibedy S ithe inyantign is\grprgssed in the

maffR) SRLEN R AN onl, Pt @M chnfthl Sl B IR ot
Limitph hise, goatrmd gabbitt i sol ati on of VHand VL genes by PCR
(i) Monoclonal Antibody

DNA encoding the monoclonal antibody (as outlined in Example 1) is readily

isolated and sequenced using conventional procedures (e.g., by using oligonucleotide probes
that are capable of binding specifically to genes encoding the heavy and light chains of the

monoclonal antibodies). The hybridoma cell serves as a preferred source of such DNA. Once
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nmet hodol ogy known in the art (Sanbrook et a/., eds.,
Mol ecul ar O oni ng, Chapter 14, Cold Spring Harbor
WO 20981084565 | es Press, N. Y. (1989)). The N-ter nm Pai/Canioso00149
aci d sequence of the heavy and |ight chains can be
i ndependent|ly determ ned by automated Ednman

1sol§%g Ukt E'N)gma)FHé' pIRRA ifb E}?ﬁr&%ﬁ v&tork, i SHARS the ehatsfe fidiimg host

can al so be determ ned by am no acid seguenci ng of
cells hech\ﬂlSIeﬁw eoligells,simige ROS. celby Fhinate hamgter earys( 95, o Epyeloma

o5 B it o oo
moomioﬂabadubgdlem tmmmnaapmsomus &fihe DN plsp mpay pe modified, for

oS Bl ERE P B PSE, PUPp i e

domubs:inqﬂmé of the homalogqms maypine ségaences IChimérigror bxmrdwgb@hes also

| n anot her enbodi its des
B B by S A Bt S neD cng
thoSX RNVEIS iz REbsFinkikG |aBértts. F6i ckapPlePiginnghotdrins anly ibb ookstrictedsing a
transgeni c animal, such that the antibod xg{gessed .
disylide exphangs reastien,erhyfornpng a tioghsr bond tﬁ@‘%&g‘?s 026 RO RS for
tmgmé&%%ﬂmb Pmfofhiclsd EndR&aRY1I4- ﬁemmeyrﬁmaatef acilitates

recovery and purification.” In one such enbodi nent, an
ant(lbéﬂlylagfledhetlbqﬁiventl on is expressed in the manmary
gland fo A f g&Nhtoduced into it
i el N BEAEE oyt he! o difif ackd RATEboduged oo
fromedbisint hunfan sovon Gbésemeh-hymen omidy acilitesiguescate pienrhisrred to as

"in}”ﬂp‘égg‘fe:s@”a' gﬁgb Q%ga(llaﬁakeﬂtﬁlo}n d'l ﬂMI oﬂan'x YHumanization

e uenced usSi Conven I onal
carpeoefdtmeisthé metod omel& alng cmlwogmmhyl selntibuting podshieSDR et CDR

are c bl e of bi.ndin |f|caII enes e ng
secRheh LR 03 SO PR Qe oo i aibhdy o e 47 1Rkt
328810 mlm leﬁnahm lor did mr&sajﬂ 32380V es)sa)s \aﬁmﬁa‘new akd
Cncelsolated t he

SciPaRaH: 1§ -5 S bR ABrP UV EAa oAt Lmppanbly TofR PSR 402 (2000)).
transfecg ‘ﬁgmhxﬂi&l AB6dy <8 bSprepirtl BySa ProcesPbti ankI9lis S the parental

siman COS cells, Chinese harrster ovary (CHO)  ce
seqyenqey endyrsiousetaneepiish burarsized produsiepsinastbrepdimensional modes of the

pudt LR B L SoBlS et @R Gl ok PRERLRI e

coﬂihxenlyl‘d»alhibmndagc fheiliaogi thase ekillédoin thexaatrbmputpsprograms are

o A 5 SR GRS SRR s

of MmdaﬁmiﬁawﬁmmmgmmluﬁdEQMCesﬂmmﬁdm:ofohesh displayk permits
ntlbodles al so vitro [

na ed.in us.i . known .
anglgyitRfdle Kiehitp 95 d4e) Sl%feaffb f FERgRTg ing qf ghe Gap ik mpgunoglobulin
seueRECi.d. me%wyﬁgoﬁéﬁa@s itiakinRgerR@ &f&tasmtfarth@mmah@

I munot oxi ns may be constructed us a_disulf %
g pR TN FubIEs FAAGE™ B YOV FE AR cAB{o8 87Ioqil AR combined
frofREPdREnsA artiUinbard k&mé&@ 96 Habthé Q&sirbd rftibBdy dHafRterRg, sl as

I m not hi ol ate and met hyl - 4- mer capt obut yri m dat e.
increased affinity for the target antigen(s), is achieved. In general, the CDR residues are

directly and most substantially involved in influencing antigen binding.
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(i1) Humani zed Anti body A humani zed anti body has one

or nore amno acid residues introduced into it froma
woeskgaseh source. These non-hunman am no aci d PEBCAR®S/000149

are often referred to as "inport" residues, which are

typi cally taken froman "inport" variabl e domain.

m}ﬂ,@@% gm perfornmed the nmethod of Wnter and
co vvorkers stituting rodent CDRs or CDR
sequenc e\éarfom techniques have deemdtivelgpesdan tbe produgsion of ansibady

e s

Cugt Opihn, Infomineh d ¢:5283571.8999)1 bibde &Bﬂﬁl)nunr)b\"fp@uéﬁ 36A-370 (2000)).

C ar k | . Tod 21:397- 402 00) ).
ForgsamglsalARe S Tmempne e gy oo ared conh cafhan) TRBI GRS
coupl&l tb BRI H(as'), $ﬁguarwg$mam all ammem@y tep6i+as7 (1992)) In

humani zed products using . thre rrenSJ onacé(,eﬁ}) of
anclis SRPGMER) 4 FAOTATRTAR b6 5 fo promote
assgfnm%"b? kR FRhD' )% HNRRE! ARUIdinY aaths ap;sreadaopmm ¥r F(ab') 2

avai'l abl e a are famliar to those skilled in the
fragments @arhgdtotatedrlipginiiem eembipanthasficell GRS | | ustrate

and di spl ay probabl e three-di nensi onal confornational
pxivprct gres of sel ected candi date i mmunogl obul i n

sequences. Inspection of these di épl ays permts

A Gempapision Gomprisiag ﬂlek%ltl?@)tﬁféhecﬁfe&eﬁ nyeipBues in the
functi Onm%@anﬁtﬁodyfb? \Enﬁ whs%ﬁ% h oAl S

I.e. the analysrs reS| ues I nfl uence
preabitingltgeatpig dahesr. &n@omaosmqummn@mwanng canmrnwhuch gomprises

the agn%&s/ é ﬂ}e?ptésgﬁt inveddon Ex% 16§ %x%lﬁl% cgf?gef pcgmﬁﬁleﬁaﬁtag gne? B8 in the

he consensus and uence so
foremhaéttliquideprepasitioey] oeastphhmdlyetmbﬂrcampﬁsiumls bf:sultshle preparations to
increased affinity far the ta

g BRI (¢ & ity aPOis, ShEho B ey B0, e, Hbjanyete)

oram%r pReAtealP D) nhmﬂaécmanwﬁim@ﬁtomuymubcmw art)iThen
binding. (ii1) Antibody Fragnments Variqus techniques

anfl op B reaRal EVGRACE TRV Do AR EiSEH, OB max R PUpired as an

apér{)@%w@osfﬁgﬁsﬁefcﬁﬁ Sis&PeOr B8 a BN HGEsh B contam a

t host cells (reviewed in Hudson,
phapiagologiealiyracteptable:caagr Wl the rgiimdy of shejpreseny lmvemmweiﬁ salt, a

I

o SRR PO o iy
praphmﬂbmhitgbl«:ﬂm plialaok pacenteral mlringskratich. f r agnent s (Carter

et al. i ot 10. 1 167 n

enbodi me fam &fﬁg%}’?“fo %?%‘F‘é‘ée(‘?l}sa?‘ﬁ‘l‘%%‘ﬁ%h"? %ﬁ g‘} &?arble
pr@hﬁﬁeﬁs %bldsnbﬁesp £t0)THednjag sderpeyaratfons hmy rchide )i&age forms such

cul e. According to anot he
as PRRPPU, Sufe RS OBt Pl P o pigetcngy i iffusions,
mtfa@ﬁrwm mpRtiomO&t. Thede injecthiilel p@paxmwiaﬁbé prop&zedrbp siethbdn
npri si nlg the Anti bo 3/ % t he Present. | nvent,i.o %1

pubhcly known, For example, the injéctable preparations may be prepared by dissolving,
suspending or emulsifying the antibody of the present invention or its salt in a sterile aqueous
medium or an oily medium conventionally used for injections. As the aqueous medium for

injections, there are, for example, physiological saline, an isotonic solution containing

glucose and other auxiliary agents, etc., which may be used in combination with an
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The anti body of the present invention can be used as a
conposition for preventing/treating cancer. The

W@ 0vpo8Istd on for preventing/treating cancer, wWhCTA2008/000149
conprises the anti body of the present invention, are
| ow-toxi ¢ and can be adm ni stered as they are in the

¢  Liguid p t
appégi{?gﬁ’g%’l“ilbgﬁg‘lgéﬁ AL BB 20 S e RS RS B e
gﬁ@élﬁcoq @oBethylefd glycdlphRbdisnic Sutfxeqant (8\gi, pelysdrbaté 8@ HCO-50

B B S A b 08 PSR A,
the RURC HhRBRAUS k,}’ sesﬁh&eﬂ sdyRarPbit, e Whichimd @é&ﬁﬁ@ﬂthbmauon

i nventi on may be a dministered in itse

withdplbidiziag egﬁna@icbﬁs bamayrzoateebeasyhalsohel; % Th?mlecﬂon thus
pregﬁ'g@g%'sﬁ '?ﬂlg& ﬁd}mfaggrogpt a%ﬁ@lﬂé Fhe alppBlitofPised AP k&l 2

rmacol ogl ca carrrer wth the anti body
administragononeysemreparedéntblepding the angibagiy|of theprasentiipentiqpyor its salt

w1t§ fcgn nt?onal b sctgr p 8&88&' @'1!1 O(Q)nlp%sx (%19%) gﬁ.?adnﬂmts@?m;)%dmdes

armaceut! ca reparati ons "sul or ora

soljlaor digtiel Ip&ipaﬂdmsn sr&tlﬁaitllyotab]eﬁ)(mn]uﬂmg dogeashaed fibaroontéd tﬁbiﬁts)

o B ROTES  HAUES Gl B SRR s emtsions.

susPEM VAL, 2td. Bsh HfBandSﬁioh temaRsRaeed byl’piibhayl ldibvﬁﬁmethods and may
I ntravenous, subcutaneous, intracut

contgip a yaRiSle A difuertor exqipient ongpiqnaliypsy in e field & phammaceutica

prepRhfiGR EkEHPIAY ofithd RBlcieMFexcifibht-fortBSISE ateNhc@sE 28dréh, sucrose,
preparations may be prepared by methods publicly

magpasm steasite.€fanpl e, the injectabl e preparations may be
pr epar eyA&(}%émghe p},vmwomp%%emf 541 S'pafeiitat biedeOdibkd foove

anti bod ‘esent 1 nvention or |ts salt in a
aregtrgmarddanta ghamaecutiea ipreparationswithi al upitidosti swited to fit a dose of the

ATt s Ay il I o
inj¢diyad @mpoules)) suﬁpl:lsitmﬁ:s ad Theahoohtof shel afidresaid @mpbamdnqnguned

. glucgse and ot her, auxil.i c.agents

s oAy § <O EBR oo B 2o et i S RO

ab&@@@éon&ﬂ&h iR@boans & OO nf: e@pecially vdthe form df injection, and in 10 to
yal cohol (e.g propyl ene gl ycol, polyethylene

25<8Wéﬁqtsleoﬁerrfems@m c surfactant (e.g., polysorbate 80,

HCO 50 (Rl doexyahdytbRiMd fl%ﬁh%lﬁ/}he&{ﬂ)@ﬁtfctag@ﬁt or regulator

hydr ogenat ed castor oil) etc. As the oi
comprtieg the antibegy of thepregenginyention sy vemt‘@@é%@&% %%blect to be

['n‘lfsteb di¥Eabe tl:%ndﬂﬁ% folite ©P FRhinRfrhRn, ¥t Por®xample, when used

I'zfng agent such as benzyl benzoate, benzyl
forghepipdse Oéwﬁn%@vemynem g dieashencesiarbadall, it is advankagpqus to

dljé'l mgte(whé eﬂilug&i ao?me sk t1§veﬂ&&9ﬂ%&eng£§' in IA?B%;&%P% Hﬁ%i

rect m ni ra ion may be prepare n i ng
abdui éO arfkghody weight, peefratdy et 0.h weaboiol) og/kg bedyswdightwind more

GGG NS SR 54 UM oo
to @flgﬁ??ilﬁ't nl Itg ggafxé %a@?ngdgil:.tﬁgbhyadrmﬁ:bdrm thtl %Igudmgg admindppered in a
QoG RIPIRIIBHG thadese GVER agdvee PUIER s ToBRLOrS R tevere, the

doseVhaiPoe iRETEsEd ARSmin S BRIRSAMMASH, €t C. Such a conposition
i s manufactured by publicly known nethods and may
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contain a vehicle, a diluent or excipient

conventionally used in the field of pharnaceutica
wpe@pasess ons. Exanpl es of the vehicle or exci pCEOA2(08000149

tablets are | actose, starch, sucrose, nmagnesium

stearate, etc. Advantageously, the conpositions for

oral are use d scribed a .
"hto phatarisey ahine BRagE PRbHOR Bl b i ferfd AL or n

the Fokind @intappr)pﬁat@ccdﬁ{ﬁﬁu@ﬁ Thb eompdsition useatfbeﬁie edltmusu'&mi‘may
unit dose rati on®F| ncl ud,

for ex {Es s:eaitg, a

conaip p gharpa Qaadly apGeplaRle carer YiThis Oéeéﬁ“ ?Pﬁﬂésgf %2

dil®hfor eI@iPleﬁé I346H 2 86 mpdiRion isrevadddn @R fbﬁﬁmﬂbh@ﬁmicaltﬁ&lj is
gener al to 500 ng per dosage unit form

prepgratiqns ﬁ@&i‘bfeffa‘t oralns P&‘ﬁt“i"'@b'{‘f?mﬂ‘&%‘foi“ ko8 anypécqll:g injection,
sub?gtrg{ln&h? ﬁxﬁt‘,ch{)h 9 uﬁacﬁ cBnﬂpé&lﬁﬁﬂtdeQegged‘%o% R8¢ fudhkdconfair diker

ect1 on, In 10 to 250 ng for the other
active ingsedichise F@t@;{mn@f:, ttnh gnt@pdy ¢fdhg present invention may be used in

corﬁ?] gﬁxé)}élt\ﬁag)t 'él% r%&%%,qureéé%}g leﬂ%?fﬁﬁm aglrt ! r%gtcg)c\!/lglrﬁ'f&gﬁ{ahﬁdepg

B on
1fosfex|nﬁlaphmg rncpxbnhcsam;genists (@g. bmethotrdxate s3-Huerdyracih eigat anti-tumor

R LSO AR VN (R T

vxnbﬁﬁablmﬂieﬁh@mﬂéu &6,), cipltin, cRibeplafin, eeposide, irmokoarmeic| The
is advanta eous to adm ni ster. the anti bodé/

antﬁwéx afihe pregksh IVBHicn ¢ the dpes desgribed aboyrjuay s d%% frad

stﬂtQHeth aPAYa &s&o%%xuéﬁ@l ght, preferably about
.1to about ng/ kg body vvelget and nore preferably

abo ut 0. TLhetr@etmcﬂfttreamgv%mbe@ roig; Repiculagly foricancers, may also
be Hrﬁgc?()lﬂ@ﬁih agﬁgﬁ%{agplll ¥t SRR dhtibbdie® orcHemBBietaf@iic abdhtO FHET

par entera adm ni stration, the aq%ent can be
exaaje, ah sotghodyl agmnsaEGEBeSUébﬂ&WQ tretuzinahy, napydsodey en

gﬁ’%ered @ ity I&\{l}gwﬁe%rl@gﬁéﬁ?&ldn dcaﬁcsep f%k?#l)ﬁ(@ f 1§) bekf Shown to

crease cor con t1on. The
be affédtive by trefitmichienf prameist Oﬂm/amﬂ)odws ﬁcvagomtenaaldmlm igeludeed

e R B RSl FLRPRATASTI® ity

whefl ffedting coldh lcﬁi&emyl SO Sipditicul fplyavhen ety malshxyll cell lung
acceptable carrier with the aforesaid anti, or its

cancgr. fl&e admigisirafignof gie apiibady;ok fhe presept pnven ‘? Ton is
antﬁ}fda}é‘sgﬁéi‘ndtﬁbriﬂ%ﬁué £letts tfay RBAH SRRfthicoGY, ob képRirtehf, viithe same or

suitable for ‘oral or parenteral adm nistration (e.qg.,
diffewent sapescul ar i nj ection, subcutaneous injection,

t
s i ek

contai n other acti hernore, the
regimen b@dyedaﬁ be hatlrpalb'sﬁemble fou the teatmentegf theepatient @ priltlon

le:fgre t 1%'118&@@%%916? Hﬁq gg gf}%@& dc IHRI ?12?86? bggl’e?&é%ﬁgs.

chﬂsmdnhdsrqbelunc aagehagamls Wsll léeaie@mmébm@pamatp@@mnt basis. in a

fluorouyrac etc‘)ryil ant | ,{rpe
pwﬁ’frfeé]r?%boa‘ g?f e pron, C?’em?thgrg?y 0 lé ie1 AR e ?Yj With or,
mag piefedati sehsequehino ahtiiodi eherapy rdsiduliche eﬁ@hislmed,ehoweyer that the
pre%%:]rg %v%%l!l(?n is g(?trhkr)x% e|d6t1<t) .!mny pale&cg a? rsnleglod orI rrolutre]a% ea&mamistrgttl(g:n
The preponderance of evidence shows that AR91A9.2 mediates anti-cancer

effects through ligation of an epitope present on cancer cell lines, Further it could be shown
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15

anti body of the present invention and the drugs

descri bed above nay be adm ni stered sinultaneously or
wa@reooshsgeered tines to the patient. The net hodP@Ff/CA2008/000149

treatment described herein, particularly for cancers,

may also be carried out with admnistration of other

thatatﬂé @g}\@i aﬁtﬁbo‘a? eoMmy B@ﬁ@@ %P&ét&u@rg@frgeﬁs wEi@ﬁ e

ant | agal ns R, such as BITUX% etUX|na
whnaypearfwlybmnmrmosutém techniquesdlipsirated m@hnqtrhemeri ACS,
er. ERBITUX(r) has al so been shown to be
Celﬁ?‘lrlgg‘toﬁri/‘gef or treatnent of psoriasis. O her antibodies
for co nb\lhmmmrmdspeblmaudmsdmnhmedep thisspedifi¢ation aneindientilg of

el o P et S8 RS oA ARk ARG A MARH ")
puliRidont Ueakich mﬁoﬁ&e ay rdﬂ@em  emishe i o isgh mingdes
puriie, Bdm nistrali o of, Lhg anti body of the present ..

agent s np (96EEHdestodt kHaBRBR BéertainForns 61Bé Mvedtion isvllBstrated, it
the sane or different route. The chermt her apeuti c

is r@g@rhe/lmmwé ito tha spasitpformben amapgement of pagsiherein desgabed apd shown.
It V¥1ﬁ e Qﬁ;ga eld tﬁéfsﬁqmiilgd &%&B{ B abiYusTbi Rl hﬁ¥ HOmadd@ithout
eat e patient’s condition. er ent
degminggrmmme ssope afithe aqranm and thediveppiercis hptdo e eonsidgred dimited to
ant i bodi e nd, s f| Ceifs t herapeutic agents, which
WW%‘FﬂmH@ &ép 1 Sﬁpg:paﬁggnt to patient basis. In a

p r ef er r eOneeskdifedi nrnﬁnhrt ofill teladilyi appmniateaha,t thelpresontiinveapon isvell

n| stere ncurrent nor e refer I
% aﬂ'@mut ?qe S BB@&” ﬁg}eﬂ)@s anldtad\é%&gr: %non ag/ well as
rhoemha‘émmln h&\ly%l%bnudldbﬁﬂest peptifesepalyeplides idlogicallyrelart

limted to any particul ar nmethod royt e of
corgprRfngs, gnethods. PFpcedies 49 dssh wawéﬁ%?&g%’r hezejp arg RrsseUNons

ptra@ﬁtatﬁ%%%ﬁ% p%ef@r%dr ciddinfils ar€ HGRAEd Rtk @kéiplarfyafd 8l not

I gation of "an epitope present on cancer cell |ines.

lntﬂlﬂiﬁd welimitatioppen de propeH{aages heraimandgther nges Wil REGup tfhose
f
skrﬁgdjitn%epzﬁt vﬁﬁlgﬁ eS e%ﬁ}ﬁgsfgii %h% mé:?u}lt%f Ma'lﬁr}?:nmnﬁ%& delfifed by

inds thereto; utilizing
thet secpunfqmpmdbdrslmat exlthbn}gh thesinvension hasHeer desexibed Amspnnection

LI t an
i Spe S e s RaATpee Bl e iBmiopes clames
shduy fdt Be Qﬁdﬂﬁﬁﬁﬂe&d@lsﬁétﬁsﬂeﬂﬁc érhlﬁ)d&nénéd; Ihdﬁdlsd edridub enodifications of
i nvention ertalns tents _ an i cations
theflepetibgd PrdesiBrorasying °BS/‘h? B e gy hicss . basEaled in e
artiafe ifRAled D Eé Withiddhe ERY df i foRswingslammeci f i cal |y and
individually indicated to be incorporated by

reference. It is to be understood that while a certain

formof the invention is illustrated, it is not to be
limted to the specific formor arrangenent of parts
herei n descri bed and shown. It will be apparent to

those skilled in the art that various changes may be
made w t hout
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departing fromthe scope of the invention and the
invention is not to be considered limted to what is
wa bansnsersl descri bed in the specification. Onepekichb@d000149
inthe art will readily appreciate that the present
invention is well adapted to carry out the objects and
obtain the ends and advantages nentioned, as well as
those inherent therein. Any_oligonucleotides,
lnterpastqua!@e ositasyAuthority of Canaglay | el at ed
Natioral Mor@b@bgyrt@bnca!@y Bublicdiraitb\genay otCanadaes
1015 AdingtanSteeeter ei n are presently representati Vel (304) 789-6030
Wlnmg%ﬂdamlmba&mwalﬂaﬁiimi are_intended to be ekex)2C#)y89-2018
and are not 1ntended as lrmtations on e scope.
Changes therein and other uses wll occur to those
skilled in the art which are enconpassed within the
spirit of the invention and are defined by the scope
| ai ms. Al though the invention has
Intem%égﬁlﬁggg@??%lgﬁ% connection with specific preferred
enbodi nents, it should be underst ood that the

MR i

the i nvention which are obV|ous to those skill ed in
4&' art arelntene be with the scope of th
ATTAGH CORIERCE |TstErQR'ﬁ’h“é'f RE'F‘P%\T a¢°ﬁb’&%‘§T ANP MHMSWEMENT
Canada National M crobiology Laboratory, Public Health
y of Canada 1015 Arlington Street Tel: (204)
This lagm%@eel RgnositoryAuthariy eeeap {ﬂnadmo%ef themicEperganisay
specifiegbbelow,swhich wes zeceived byt ony_| Decsrnipe 2086 DT | N THF
CASE OF AN ORI G NAL DEPOSI T (| ssued pursuant to Rule
To (Name af Deposita)id aValetie Hagis, ARRJS seard
OF THE ORI GI NAL DEPOSI T CO\lTRACTAND Vi ABI LITY
Addl"e§§ Y P DL v g X ]
_accepts the de003| t of the m croorqanl sm speci fi ed
bel ow, which was received bv it on Decenber 5th. 2006
Identificatidln of DepoSpOsi tor”: Valerie Harris. ARIUS Research
Inc. Address : 55 York Street. Suite 1600. Toronto. ON

Referéfick égg?gdeawdé‘pbg,ﬁtrl on o%@ggy’ t Reference assigned

by depositor : CCESSI on NUnber assi gned by

AcceésanSNtﬁrP@er @QﬁBQ‘thlyﬁAfdepo gpiified above was
acconpani e SCi en‘ﬁ#@@‘mﬁm—l i | ;

The deposit identified above was accompanied by:

] a scientific description (specify):

a a proposed taxonomic designation (specify):

Signature of person(s)authorized to represent IDAC:

1Y,

Date: ecember Sth, 2006

Receipt in the Case of an Original Deposit  1/1 File 093 (06)
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D a proposed taxonom c designation (specify):_

Si gnature of person(s)authorized to represent | DAC.
woRe@eigHS63 N t he Case of an Original Deposit 1/PAT/EAR@®S/000149

093 (06)International Depositary Authority of Canada

Nati onal M crobiol ogy Laboratory, Public Health Agency

of Canada 1015 ArI ington Street Tel: (204) 789-6030

Interfl i - ax: (204) 789-2018
N“atﬁﬁ i ;@H @gﬁ%@@ %@g aYh ABI LI TY

ape \
omt he V| abl I | ty St eI 61?%9_268?3

Boul evard. Pal m Beach Gardens. FI ori da 33410 Dep05| tor
Nane: Valerie Harris. ARIUS Research Inc. Address : 55

InternaiokalStaredDACEBPI%e 1600. Toronto. ON MbJ 1R7
Identification of the Deposit Accessi on Nunber given
by the Internati oSTATEMENT OBVIABILITYri tv: 051 206- 04
Dat e(l@éueﬁhﬁ:rﬁdnﬂ toRUledO6f the (Budapest!Tresty Regulatibrs)ant
date): Decenber 5th. 2006 Viability Test The viability

Pam?iomnsimmbm Siitehicnt isfasugdas tested on (nost

ecent test date) On the date indicated above, the
Namgg%g#&§ﬁ$@§erV|able D no | onger viable Conditions
The vianilTity Test were perforned (to be
n ed and
Addur{a#§ §§g ggﬁl ngg E.fq;é ﬁ@@'ﬁ%é HNehRend S8 idef |g§)tature d

pet bUII\b) auttortzed—toT gpresent T DACDate:  Decernper

20th. 2006 Statenent of Viability 1/1 File nunber: 093

(Q6) CLAIMS What is clainmed is: Caiml. The isolated
Depegitc| onal anti body produced by the hybri dona

deposited wth
Name:_ Valerie Harris, ARIUS Research Inc.

Address:_55 York Street, Suite 1600, Toronto, ON M5J 1R7

Identification of the Deposit

Accession Number given by the International Depository Authority:051206-04

Date of the original deposit (or most recent relevant date): __December 5", 2006

Viability Test

The viability of the deposit identified above was tested on (most recent test date)
On the date indicated above, the culture was:

F( viable

d no longer viable

Conditions under which the Viability Test were performed (to be filled in if the
information has been requested and the results of the test were negative):

Signature of person(s) authorized to represent IDAC

/M\_—/
gate: De%zmber 20™, 2006

Statement of Viability 1/1 File number: 093 (06)
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the 1 DAC as accession nunber 05 1206-04. Caim2. An

anti body-1igand of the isolated nonocl onal anti body of
w@bk@Bsnsdses Cl ai m 3. A hunmani zed version of the PGDCAL®E/000149

nonocl onal anti body produced by the hybri doma

deposited with the | DAC as accessi on nunber 051206- 04

or an antigen binding fragnEms produced from said

humani zed anti body. Claim4. An antibody-ligand of the
Whatigghimedisant i body of claim3. Claim5. A chineric

version of the isolated nonocl onal antibody produced
Clddd 1t he  hiRhdotdPmsRRRR A8 fby phodub Hyl hybsidaas 8spdkiesd with

nunber 051206-04 or _ an anti gen bindi ng fragment

thedPA§ asageossighmuzhe 0 R0eEfi ¢ anti body. Caim 6. An
anti body-ligand of the chineric antibody of claimb5.

Cldh@. M 7. Al 2Ribb&Olighng Af B isohedymdtociofd] iafltiddy bf gaind.
t hereof, of any one of clainms 1, 2, or 6

3, 4, 5
conjugated with a nenber selected fromthe gro
Clagsi st imgura?m@g;vsismé %ﬁomdég9n%f92§1ﬁa@m§£m%§%ﬁ&hy\}ae
hyBRIGRE WRstiteE Wit the TBAC s BREsi S faiiber (53205804 61 anl ARG KM ding
noi eti es and hemat ogenous cells. Claim8. The isol ated

fragipent ipedneeddeam said hyamanized antibedy-wi t h t he | DAC as
accessi on nunber 051206-04. Cdaim9. A nethod for

Cidifid | 2t | AfariBbdRehd b B SR HaAh eIy of o 30ancer ous
ce

s in a tissue sanple selected froma human tunor

conprising; providing a tissue sanple fromsaid h n
let“ﬂ}%r ;. ph sipsTinYyersine Of tpisalated mAsACErab ARHDOGHPORE by the
hyBHdBH &Rpbsi¥d 1t B YDA CAR ABe e AARIbEF031RH04 Htan! dafi§endsinding

accessi on nunber 051206-04, the humani zed anti body of
fragipent praspenddepnnsnirbehiverid anihedybody pr oduced by the

hybri doma deposited with the | DAC as accession number
C18m%206- Oy ardtB6dy= 13478 OF fhe 3RilcRO AMitRly bf\GailnS| at ed

nonocl onal anti’body produced by the hybri doma

deposited with the | DAC as accessi on nunber 051206- 04,
Clagm7an anthetitdied apsihedy maptddy-Tigpddhereett ¢fsougns oigaas 12 3,
4, $ 596 @fnjuRhied K4th A ¥nediberRildclel YrohPthE 9HORS bodsisug ¥F dyWdxid foieties,

bi ndi ng of said isol ated nonoclonal antibody fo its
enzygiegdadieastiveyeamponnds, exiokings: iniggferons, éarges 67 wpeitpr moieties and

) @nahs.anti body, said humani zed antibody, said
her@%ﬁ%&l c g?iti body or said antibody-ligand thereof with

said tissue sanple; wherein binding of said isolated
Claigrfoc| onHie isplate doma¢edl ling depes iinthe HAAG as aeeegsion
nu&ﬂ&g@{ﬂﬁ{gptibody or said antibody-ligand thereof with

sal d tTssuée sanpl e induces cytotoxicity.

Claim 9. A method for initiating antibody induced cytotoxicity of cancerous cells in a
tissue sample selected from a human tumor comprising:

providing a tissue sample from said human tumor;

providing the isolated monoclonal antibody produced by the hybridoma deposited
with the IDAC as accession number 051206-04, the humanized antibody of the isolated
monoclonal antibody produced by the hybridoma deposited with the IDAC as accession
number 051206-04, the chimeric antibody of the isolated monoclonal antibody produced by
the hybridoma deposited with the IDAC as accession number 051206-04, or an antibody-
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G aim10. A nethod of treating a human tunor

susceptible to anti body induced cytotoxicity in a
worommagosesmher ei n sai d human tunor expresses atPCEa’L008/000149

one epitope of an antigen which specifically binds to

the isol ated nonocl onal anti body produced by the

. hybrid .deposited wi,th,the |D
o i RO et B 37 S G B A
bindiﬁg bbwiymblhi@aﬁd)nbdo@hmmodﬁtblmG?‘gdnyn?enam:dl ity to
Iti1ve S | sol.at
ot idfepiighpotes ptanh pfotad gt gy sad himer

antfsday B %Idedrl?sﬁiygcga?@mdmgﬁfﬁmm@?s@ B ona L a P]E i body

or sai anti pbo -1 Jgan ereo In .e eG

Lo WaseinDIET g 1sied magpclennl antbasbrstid Bumepiged aSibody seid
cmH}éﬁé Eftiboly & MdlehtibotyQigdhd MedoOkittedaiti ﬁ@sd@sa)ﬁlﬁer@du&eﬁ ai d

I sol at ed honocl onal "anti body is conjugated to a
cytowprigityxi ¢ noiety. Caim 12. The method of claim 11
wherein said cytotoxic noiety is a radioactive

Clclll%‘“)o pe. dA‘ geﬁioﬁ’oﬂ-éeauxg & hﬁiﬁﬁxhﬁﬁxo%usé‘épﬁbl@t@-&dﬁb@f Ategai d

I sol at ed nonocl onal anti body or anti body-Iigand
cytploicisy fn awammal, whereigrspiddwman tungr axpresses at iqqe one epitoge of an
r
andyfBich I R, Bl S BOnTRIAELARY ARALRIR 00
hytmﬂohlaldaposﬁgd witho shie IDAY. as @bcasshonimmbEHS 1%6—%(# apfantibedyrligand

d | |
ok RS B FRORE, A g
of §dicdisolatkd mohb&orik hribddyolo i ltaagenadtipenfwdmprising adnhmsmhgtce&dld
e S8 ORRSTOE) B TR RYEoey JEmAdzierest i B b gffetve o

res@it il PREAYCHGA BRI EMRhmEPEGIbE Burldndi Ng to the sane
epi tope or epitopes as the |soIated nonocl ona

CIIBAC a5 TEBREH L8R 206 B R F bl oo

cofjbgdiddasticBioRichneidy. tumor in a nannal wherei n said
human t unor expresses at | east one epltope of an

anti gen i ch s to the isal
CIBHIGT ore bRt Gl Lttt B o Bpip§ah A adoacive
isofpROsi ted with the IDAC as accessi on nunber 051206- 04
or an anti body- I|gand thereof whi ch antlbody I i gand

Clgifiidos 1 e or g IR HRein P LB e by

an&&d&ﬂéaﬂcﬂh&@&f@ﬁaﬂt&%m eRRY | sing adm nistering to
sai d sai d |soIated nonocl onal antlbody or

R AT oA LS

antibody-ligand thereof mediates antibody dependent cellular cytotox1c1ty.

Claim 15. The method of claim 10 wherein said isolated monoclonal antibody is a

humanized version of the isolated monoclonal antibody.

Claim 16. The method of claim 10 wherein said isolated monoclonal antibody is a

chimeric version of the isolated monoclonal antibody.
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Caim19. The nethod of claim 18 wherein said isol ated
nmonocl onal anti body is conjugated to a cytotoxic
worienges6Cl ai m 20. The net hod of claim 19 wherBCTICa2108/000149
cytotoxic noiety is a radioactive isotope. Claim?2l
The method of claim18 wherein said isolated
C1a8R19C! oN@hoARidnaPAYiby @PitidGRpedifiRntng Laheme epitope or
activates conplenent. "Claim22. The nethod of claim 18
epitgpesasithe isclated mowpcianakantibedydiresivasd byrthe hyhwidoma deposited with the
i - i gal s nmedi at es anti body dependent
ID%QI%% gﬁqg%éloklﬁltgﬂl&ggrxqstg?q@@'d aim 23. The nmethod of claim

18 wherein said isolated nonoclonal antibody is a
Clainri8ni z dimedpd pHireating & hemandsmgt 8@ masHBl whesgin sid hypap, wmor

ensi SR Bl ol B Sl T IR, Bl BLELBALE o

mohdrdoriat aritivddytpmuuved by the hybridomssldosited withthe SDARK asaedession

f i h t 1 l . . . )
nofiopr R or e S R 012HR llaf? R MRiop PEAE O thRcfbrized by
an ability 36 Coritybeli€iVel  mibifHintg of shid isdéatddandrivelona ahttiodyl to its target

nmonocl onal apt.i bod roduced hy the. hybrida .
an e gompRne R P IRaNg B g Sei Sl TR 0N pothody gt
antfod A NgAHatthd@stn b SRAG: EHRREiROb restll i Hredilitioh 0fl¥aid ngmidl’s

is characterized byan ability to conpetitively inhibit
tunpr hEfdA% of sai d i sol ated nonocl onal antibody to its

target antigen, conprising admnistering to said
CIARNOR!  SBieGndiiact RN 8 MtreRQail i@latdd thotvRbyAl @ity is

t hereof in conjunction with at |east one
conjpgathshin A cHPORICIORYent in an anpunt effective to

result in a reduction of said mammal's tunor burden.
Cldin@0M 267he HigthddeiriiRdn 09 whkRinFaidZyhRichsieas dradpattiieed
~ nmonocl onal antibody is conjugated to a cytotoxic
150[FPety. Clai m 27. The nethod of claim 26 wherein said

cytotoxic noiety is a radioactive isotope. Caim28.

Claihe1ret hng méihdd GFiciim 28 WhereR) saidSstlded medoeioaa! antibody or
nmonocl onal anti body or anti body-1igand thereof

antghody-Jigansdsherepfigrbyptas complemenh 29. The nethod of claim 25
wherei n said isolated nonocl onal anti body or

Clafthbodyrel fahsh dtfif 98 wiBdinshRiSsolidd Reshélodgnaas&iytor
cellular cytotoxicity. Claim30. The method of claim

antitmdyligans thergefingediases| antiady depeadens pallulag YIPIOBIEEY s a
humani zed version of the isol ated nonocl onal anti body.

Cldgin@3m 31’Ihe-l;ﬁ‘&héﬁ~'k;6fgﬁﬁn 98 whkRinBaidGsoMi8] Bbibcfonhlhntibsdyas £d

nonocl onal antibody is a )
humanized version of the isolated monoclonal antibody.

Claim 24. The method of claim 18 wherein said said isolated monoclonal antibody is a

chimeric version of the isolated monoclonal antibody.

Claim 25. A method of treating a human tumor in a mammal, wherein said human tumor
expresses at least one epitope of an antigen which specifically binds to the isolated
monoclonal antibody produced by the hybridoma deposited with the IDAC as accession
number 051206-04 or an antibody-ligand thereof, which antibody-ligand is characterized by
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chimeric version of the isolated nonocl onal anti body.
Claim32. A binding assay to determ ne a presence of
w@2080806% cells in a tissue sanple sel ected fPOMCA2008/000149
human tunor, which is specifically bound by the
I sol at ed nonocl onal anti body produced by hybri doma
an 8571ty td EdMEpeAiNely RniBit i daGbf kidMsoi6a @fdhoalondNantibodsl &6 target
04, "the humanized anti body of the isolated pnonocl ona
antigan,icomEsipg ehmipisigring torspid iiapmal gy mogegiens] ansigody erantibedy-
i i i i i hi'Brthéduint effective
hg@r@t%%bo i/l?%b? ﬁlt'ii Eﬁe&{@o at edt%gﬁﬁ%é%g?&gﬁ i I(])tgg pr oduced
to resulttih @ réslpbtianchd said depweil’'s gunogibutden.he | DAC as accessi on
nunber 051206-04, conprising: providing a tissue
le f 149 s PR w210 & QYak L aasto
I T P s o o
congugnaied valy cytstakid meftyrer i ¢ anti body or an anti body-1i gand
t hereof that recognizes the sane epitope or epitopes
hos [ . i pieTale) ioacti
Claglﬁtzﬁbodsn% TicHtd of g@?‘p %6 %’5@’?‘%“3%&%9%21 [EiiEry & pladicactive
isotoperi ng | DAC Accessi on No. 051206-04; contacting at
| east one of said provided anti bodies or an
C1ADE LI ANA JF BRI 98 whbrt R s3idbidaNAbiReR AR o) B
etermning binding of sard at | east one provided
antehotly-higahy trecfattivated potplgment. t her eof with said tissue
sanpl e; whereby the presence of said cancerous cells
j: ai d i nk Snb g LAt ' cank
CHl 282 oo AR TR 25 SnbiBiY 6 e el aptdey
antihodyHipandwhereafinrediases dntihodp depiendant callujar eystesicity. | east
one epitope of an antigen which specifically binds to
- I sol j WS :
OO Gone Gt R ELAES wBBE LI A AAHGREIRN chtody o
hufaifi 2d6eB4bnaf theriscated mounbeldnalgativbdyher eof , whi ch
anti body-ligand is characterized by an ability to
G eti tdvel v i nhi hi Ladi f. ol : «
O onthé kel shich 25 bBtefitaf sl mbkRloBliatuoodyis o
chiagnt mersibe of thg isbhatedanahoctamatantitody.d nonocl onal anti body
or anti body-1ligand thereof in an anount effective to

LY,  Rp e PR R ST e oo
seleal fadre d homawwhonavhicns sfeoifigallysbonod pythe isethtedonenoclonal
L e
04, teOhafkhize@lamibod B 6f thd elatsdinivndcloial ahtitiody pidduded bg ihe hybiidoma
deli)o%i%l,da \E/i(telgthg?lggela(s) gg‘cle,ssijlor}ltniugl%gxy OSCI5O6-O4 or the chimeric antibody of the
isolated monoclonal antibody produced by the hybridoma deposited with the IDAC as
accession number 051206-04, comprising:

providing a tissue sample from said human tumor;

providing at least one of said isolated monoclonal antibody, said humanized antibody,
said chimeric antibody or an antibody-ligand thereof that recognizes the same epitope or
epitopes as those recognized by the isolated monoclonal antibody produced by a hybridoma

cell line AR91A9.2 having IDAC Accession No. 051206-04;
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anti body-Iligand thereof activates conplenment. Caim

37. The nethod of claim33 wherein said isol ated
woreoswsral anti body or anti body-I|igand ther eoPCT/CA2008/000149

nmedi at es anti body dependent cellular cytotoxicity.

Cl aim 38. The nethod of claim 33 wherein said isolated

" cof Sl 0k a0t B3 AR RILARL: A5 SR bR oot wit

said|tissuns@Bpledvmdei n sai d i sol at ed nonocl onal antibody is

a chineri.c yersion o he isol at nqcl on .

2 ot DesERGh g e 38 o8 e ond el aBO0g, of Bilhpdysligapg thereot
withedidaiswersamplehuman t unor burden, wherein said human

tumyr expresses at | east one i tope. of an antj gen

mf@w@ﬁ RYsERgel st FRIGETORS qeflbincBidiisnts ABIS BigHed

anti body produced by the hybridoma deposited with the

K) AC as _accessi on nunber 051206-04 or an _
Claipx 33p o djse of anerlenabansibedies fiar reduction ohHlymyen) thgerfmrdes, wherein

salg:ﬂﬁ%@ﬁ%ﬁ%’fr égg?sgéé i aglc}rg:a *el%éﬂrlr%) o{(;:ﬁ ao%gﬁgetgrﬁﬂl%lo%y dtio P?’ ?d s to the
isofatedgaenoglepil@aribody pradnéed byghedbridoma depositpdivathgbe BDAC as

' I ' ' =l i,gand ,.
s TR R (s DL LE AF snfiay o HorelWtR oo Bieha i
charhaerizeth by aipahility to copapetitivaly mhibitibindirtg of §4ié tsolaved thanoclonal

an R4 onl R Sormiso pBFHRLE said AR L PRl
antitody at smibodyRgind tekeod i dAn@dyint cSfeCOR]to! @3hleth 4 redwttion of said

cyt ot oxi c rmie%r. Claim42. The method of claim4 1
m%v?éq(ié' Hman, oL BRrdeni ¢ noi ety is a radi oactive
i sotope. Claim43. The nethod of claim40 wherein said

Cldim@M4at edrhennslidduielai 08 whexdin seid isuktédxashbclongiaimbbody is
thereaof activates conplenent. Claim44. The nethod of

conipgated, 1 @ CHAKISPIEY d i sol at ed nonocl onal anti body or
anti body-ligand thereof nedi ates anti body dependent

Claiml35ul arTheyhelicddf ¢lainy 34 Whareii s4id cytbbRic RéiBQ s Hfadhdive)

. 40 wherein said isolated nonocl onal antibody is a

150[0Bfrani zed version of the isolated monocl onal anti body.
Caim46. The nmethod of claim40 wherein said isolated

ClaiMr36c| OMete niiiddP dhinh 33 WhemBin'¥Ridiifol &S HbridRlonkl ahfdody or
ted nonaocl onal antibody. Caim47. A conposifion

I.sql a .

am@ﬂ"%é‘?ﬁ‘f@éhq’%ﬂf agtivales cogplgmentnan cancer ous tunor
conprising in conbination: an antibody or

Claai B37bodyFHeingstivd 0P tladny3 Whsrefdlsaid i@ tondcBnfl afiibdy OF

17; conj ugate of said antibody or an antigen binding
sniibpiy e o o i e densaqent celular cytotoxicty
Claim 38. The method of claim 33 wherein said isolated monoclonal antibody is a

humanized version of the isolated monoclonal antibody.

Claim 39. The method of claim 33 wherein said isolated monoclonal antibody is a

chimeric version of the isolated monoclonal antibody.

Claim 40.  Use of monoclonal antibodies for reduction of human tumor burden, wherein

said human tumor expresses at least one epitope of an antigen which specifically binds to the
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sel ected fromthe group consisting of cytotoxic
noi eti es, enzynes, radioactive conpounds, cytokines,
WO pi0808%BssdNS, target or reporter noieties and PCT/CA2008/000149
hemat ogenous cells; and a requisite anount of a
phar macol ogi cal |y acceptable carrier; wherein said

isolddmAsHociofl ahBbddl pRiduEsdRy RS hybki@dthd AgpoSiRldWithURRIDAC as
cancerous tunor. Claim48. An assay kit for detecting
acgepsionypumrhe A 206-04 o, anantibedyrligand taersafihich atibody-ligasd isy
WA T i§ td eiPe Rbirding 735l iBRRAGRdoPIBSal
Chigf anegﬁ?iﬁlgg%i ch sggﬁ#iﬁ%%l I }1/ bx}glndsﬁt(l) the isolated

antihonl 60 iHiaTECEARtiReTo Aymprising sdadnifgringtie s#g mamawhaeid monoclonal

anfiRRG o Lol oy BrcE e S RAGP h et RS AOpaARHE apon
in arsampdvat effecave waesuliyn aredadiioniof said mamoaPehinaneingr burden.
i nhibit binding of said isolated nonocl onal anti body

0 its t . ’ Croo ! y od

i L PRI 550 0 Yhely R byl

conjegosd th adytnioxiv thdietyl DAC as accessi on nunber 051206- 04
or an anti bodyligand thereof, and neans for detecting

her ' t ' .. Q S
Ot oy TR it 7 AR Rhnolen s Bogeive
isowipese presence, at a particular cut-off level, is

di agnostic of said presence of said hunman cancerous
ClitiB" - The method of claim 40 wherein said isolated monoclonal antibody or

antibody-ligand thereof activates complement.

Claim 44. The method of claim 40 wherein said isolated monoclonal antibody or

antibody-ligand thereof mediates antibody dependent cellular cytotoxicity.

Claim 45, The method of claim 40 wherein said isolated monoclonal antibody is a

humanized version of the isolated monoclonal antibody.

Claim 46. The method of claim 40 wherein said isolated monoclonal antibody is a

chimeric version of the isolated monoclonal antibody.

Claim 47. A composition effective for treating a human cancerous tumor comprising in
combination:

an antibody or antibody-ligand of any one of claims 1,2,3,6,7,8, or 17;

a conjugate of said antibody or an antigen binding fragment thereof with a member
selected from the group consisting of cytotoxic moieties, enzymes, radioactive compounds,
cytokines, interferons, target or reporter moieties and hematogenous cells; and

a requisite amount of a pharmacologically acceptable carrier;

wherein said composition is effective for treating said human cancerous tumor,
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Claim 48.  An assay kit for detecting the presence of a human cancerous tumor, wherein
said human cancerous tumor expresses at least one epitope of an antigen which specifically
binds to the isolated monoclonal antibody produced by the hybridoma deposited with the
IDAC as accession number 051206-04 or an antibody-ligand thereof, which antibody-ligand
is characterized by an ability to competitively inhibit binding of said isolated monoclonal
antibody to its target antigen, the kit comprising the isolated monoclonal antibody produced
by the hybridoma deposited with the IDAC as accession number 051206-04 or an antibody-
ligand thereof, and means for detecting whether the isolated monoclonal antibody, or an
antibody-ligand thereof, is bound to a polypeptide whose presence, at a particular cut-off

level, is diagnostic of said presence of said human cancerous tumor.
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