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Having recognized that a significant difference between cancerous and normal
cells is that cancerous cells contain antigens that are specific to transformed cells, the scientific
community has long held that monoclonal antibodies can be designed to specifically target

transformed cells by binding specifically to these cancer antigens; thus giving rise to the belief
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selectivity. It was not until 1998 that there was a successful clinical trial using a humanized anti-

Her2/neu antibody (Herceptin®) in combination with CISPLATIN. In this trial 37 patients were
assessed for responses of which about a quarter had a partial response rate and an additional
quarter had minor or stable disease progression. The median time to progression among the

responders was 8.4 months with median response duration of 5.3 months.
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P Preclinically, there has been some limited success in the use of monoclonal
antibodies for melanoma. Very few of these antibodies have reached clinical trials and to date

none have been approved or demonstrated favorable results in Phase III clinical trials.
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U.S. Patent No. 4,861,581 discloses a process comprising the steps of obtaining
monoclonal antibodies that are specific to an internal cellular component of neoplastic and
normal cells of the mammal but not to external components, labeling the monoclonal antibody,
contacting the labeled antibody with tissue of a mammal that has received therapy to kill

neoplastic cells, and determining the effectiveness of therapy by measuring the binding of the
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U.S. Patent No. 5,869,045 relates to antibodies, antibody 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
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reactive with human carci noma cells. The nechani sm by

whi ch these antibodies function is two-fold, in that

antibodiel davethe abilli@stodhRriatiae it the tircimehla cﬂﬂmﬁw&Qum to BiRding,
present. on the surface of human carci ngnmas, and

makingfthgen Reeciay pful Toh AmEnSibedy- Hexgaandjsatibegiytfoxip qogjugates. In
i PUERF S B e IS, FRATLTRIR SR o P TSPATRS ©°
concentgationkody- dr ug and anti body-toxin conjugates. In their

unnodij fied formthe antibodies al so manifest cytotoxic
pr opebt: é’§teat N@p?e2$9 V3 disrlesentheatse ohautorntibodies ferrumpp therapy

B NN —
In this daSe alie anddnribedyeis rsaldlﬂtb baohd 1§9dwf hatoril amibade (fouﬂﬂlriﬁﬁlhe 1nirﬁune

hi s case the autoanti body is said to be one type o
system. r%ﬁcﬁﬁsﬁlt eawt?a@aég)dsr s from ¢ ﬁbageﬁmm@nglys@@ws géeeaugément that

the autotanﬁb(ﬁiguagﬁfé ng Q?ﬂ%{%ﬁ?ﬁﬁﬁ ef)%ll,l Eﬂo a&F% @gaggd 2@{ G‘c iqon tﬁ%ﬁ%@m d¥scloses

natural hidiohddorpd hntéiclebaungantibedy #6m anhgad eabringdl, iﬂd&l Pdirdina cell
di scl oses natural and nonocl onal anti nucl ear

line produgipgamopeelonal aptinyalcas galgantthodsl , and a hybri dona cel |
| i ne produci ng a nonocl onal anti nucl ear autoanti body.
SUMVARY OF THE k Wlﬁg[!g n utilizes
nmet hodol ogy for pro uﬁg%@?gﬁy%e?}g c anti-cancer

ant i b®hiis eppli@tigﬂnhtl]lnshkwhddoﬁmgyfforllﬁﬁd&ﬁﬂg pateBnépebidic anti-cancer
hybri do | ines which encode for

antibodieh UG ANI o £ 8035 PPIFTHGT FOIRGEE HbidG ssllidnes svhich encode
for canc-gﬂﬁﬁ %hs%ﬂsf? Iﬂﬁcﬂgﬁﬁ Bhodién ?ooﬁ 8C 'ﬂllf n ﬂéocilgg ca?lr@ made

tunor an e possi e CUS om za

spec1ﬁcaﬁy'|ﬁﬁroné hen@pwd tMistrhake [Iobﬁble Qlitt @stontizationl &f cancer therapy. Within
plication, .anti-cancer antibaqdies having either

the conteg qf.thi BPPligtipR ANt icanses pnighodiss havige sither ge Hiﬂéhngu(%gotoxxc) or
t
ool AR DR ISR R R O

antlbodﬁ:b agi bgused dn didageaging a0l diaghediscer a canber, aadcdiebelsed td @eat tumor
eat tunpr netastases. These anti bodi es can al so be

metastaﬂ@erghqsg ﬁntfbg)élleﬁ cay alse g ysesk fop gﬁmveggomgca@f)er by way of
o ARG 1 AL BB O 0 BRI Beove

paradi gms,t anhbdcih%gfglefm‘dahehis my&ﬁuﬂabg%ymﬂﬁyukﬁﬁﬂﬁﬁatmbﬁﬁwt Pfeviously
at hways not preV|oust shown to be integra
shown g injFeral B e aul/on ShEYV ot sl besue & more, the binding
affiniticE BF 1HR&S SMibEdiet B sQit&ijﬂorfgqlﬁieﬁﬂemst fof Rittdtioh R % Gytotpxic events that
anti bodies are suited to requirenments for ini |a?|on
may notdfe aniemablg tto stooriger affimity sntedactionsaxxIsnpit 1mltmn&hmlburelehmfthls

[ h th
1nventlor51L}? \(}Prg\%rg%\? gt%h(?:gé Xheln%t errgl():gutlg r;r?odaﬂles €. gI radlonuch(iesI VQ’lth the

"ﬂ“

CDMARB of the instant invention, thereby focusing the use of said chemotherapeutics. The
CDMARB can also be conjugated to toxins, cytotoxic moieties, enzymes e.g. biotin conjugated
enzymes, or hematogenous cells, thereby forming an antibody conjugate.

The prospect of individualized anti-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 at the



i nvention to conjugate standard chenot herapeutic
nodalities, e.g. radionuclides, with the COMAB of the

w0 p@Ban299 nvent i on, thereby focusing the use oPCEHAAZ08/000553
chenot herapeuti cs. The CDMAB can al so be conjugated to
toxins, cytotoxic noieties, enzynes e.g. biotin

time of ?&@éﬂt&%n‘? En®Bako® S Fropi tHiesmaipde) eiotuin o ehn be typb® i®ha panel of pre-
orm ng an anti body conjugate. The praospect of

existing eparerparudipsasemodiying eatibasties; rlhgmadent will be cpnyengonally taged but
| ' | dyA Likel
e sy SEAABD O UKy REE b PERANERC s ey vemed

immediafelyt With tHeR:xGkinP aesiydial ard paDotmtibedics peoificttbitlte tumor can be

sanpl e, the tunor can be typed froma panel of pre L
produceshqither wigng-the aeatinds oytlined bererroeri thipugly therise 196 ahags display libraries in

. iept,. W || i . a . )
coiund e i RUATALERT o SRR PR germag it
added tb e 1y &ftinti-ChcePadtibddies 6imde terd is@glossibiliogibei ethed timors can

with the existing antibodies, and a panel of

bear somgof Bsdpms cpibenss Bp therape thas it being treased. Jbe gpigkpdiesproduced
b . g . _
ccors s HEPOS0 8= TRl S LSEL IEEEL . O B O who

have cahb@s gt biadie heseididdaichier ei n di scl osed. Al the
anti bodi es generated will be added to the library of

ant i - batditiondatanbeances astibadéest the patigns can pleetdp Bgaeiveythe currently
t hat , @t.h t b f 4h Bt
recomngeg%%@wrgﬁrées tag g?rrt ?’g § a%.ltl—%l%gialsr%g%lae% o.F regtn%t%ggggepggp B&tthe

eing trea e antl
antibodi¥s st edlviaekeoprdicigmicthotlbliogy BRI roREvER oLt &f Mdn-Ecerous cells
treat cancerous disease_in any nunber of patients who

allows fos ¢gembmatensoiapabodigsay high dosesste bgwseds itherplonepor in conjunction
. ddi ti t o _anti ~canger i i es h at i ent
with cofGibh fIndrinf (e R iRl 10 SRL Ak RerBft ieriBlanfift on a shor
time sc&l8 th¥aERoudd détréndt tHe-1IRRHRbod FENTBREENOE of fr&AMBRITEsistARE ells.
fact that the antibodies isolated via the present
met holfdhepaticat is refsacieryve the inibial easecofitherppinoraasigstasss develop,
| [~ COndi i f antibodie t hi.gh
the proGS4 bEecictfF oS i MBHAE L URE nfihor¥h kBRHCERA B filimmen.
Furtherfiof] € dndit@hcdratiBities chi®e Rbbifugitb tadea biddd des e¥taitiell lfrom that
al so permt re-treatnent on a short tine scal e that

patient gngbierinfused fas dkatmeng of MR@ptases o d here hare beparfew ebfective treatments for
metasta&irg?%égf glﬁdyﬁl?%kt?%eg l?llgll;]aﬁls'! ;Jé) 'en& L. B&eoﬁ&%r%e:&éblgﬁ%irn death. However,

course o
metastalié casdeBSES uslen vall, vabhigariyed 684 theeli 98 OF ahti-@enceP &&itodfes by red
anti bodies to the tunor can be repeated for

blood celis ¢andy prihsteffert pficrreaniaing the antibadiesc Heesite o thejgmioas Even
. i | | i . .
rir 0F 0 REE AL ORLEFLA s AL B AR S b P i

and an ami-edicasasibodhermgudatddao bakblobe velBfcha Ot effectiveaghiiei Vi Siru tumors
for netastatic cancer and nefastases usually portend a

as well p Afermatiypriae prithodies mpyi be cometed fpobshemategcastnealls, -2
]mnmuggﬁgﬁé%?@gﬁ%&§H@hg%ﬂ&@h&uﬁﬁgﬁgtggkzag.and the delivery

ncef anti'bodi es 1ood cells can have
t he efTheetrofivecdasendfiamtibodied el caoh isusshotgedivith Adusdtion that is
%L the tunor.. Even priqQr to netastases, npst cancer L
conferreqby s hgaxy gbgjan danecnsinl oy thag caicgioeplishiime pymgked antibodies
are medidted EittR i¥bYAH antibody dependent cellular cytotoxicity or complement dependent

cytotoxicity. For example murine IgM and IgG2a antibodies can activate human complement by



and an anti-cancer antibody conjugated to red bl ood

cells can be effective against in situ tunors as well.
wa\eaosnnape vel y, the antibodi es may be conj ugat BGI/CA2008/000553

ot her hemat ogenous cells, e.g. |ynphocytes,

macr ophages, nonocytes, natural killer cells, etc.

binding kR&CEl &rBpdnkdtofth@ssigSleMbntaRiteMARéey Qcﬂﬂ'aﬁﬁ’g?ﬂhelcﬁasswal pathway
associated with a function that is conferred by its

of com}ﬂ@a@y aghedtion which eandeatetodnmgr bynisu gt hurnan andibadies theanost

ottctvf o lsthe a5 ARbRARSHE LeBRUT DT e L M gpivodics of

the IgGQ@Hﬂiﬂ %@Bﬁhggﬁ@&e Qeraétivedt edchxitifg t:ytoto&wceﬂx ﬁfﬁph@dﬂﬂﬂe&ﬁptors
a antibodi es can activate human conpl enent

and |
which Vo%ﬂfsaddp il kilingby movapytesemactophages, gramoeitesrand spaiam

iympho - MR B hOR i Y FsP3 e e iigtT

ant i badb@er pdasibimatcHahisecdf aﬁﬁb@%‘?ﬁécﬁ&i@& a@t killadg M8y be through
anti bodi es are generally | Miri ne

the use ghantibedies thap funchien tﬂg@B?éYZ&rt e hjgtlselmg of yét@o@wée@fqabbwnw én the cell
cruitin otoxi.c cells.that ha
membr i apf oo Hiba e BbRsfs Gy B, s B el e B s,
macr ophés afe thiteAAdHOAMirREchaRioms 6f érﬂibﬂd%r :ﬁfeamgd/émer cell killing.
Human anti bodi es of both the Igd@ and | gG&3 isotype
The firgtiscthe pge oitambock\msrﬂe\racg@gm ipiducentbe hady mrgduemnum@uyle response

against SR BT Tho i BT Yol Gt SR TR R G otangibodies o

target g¥Wth @l F@h@aﬂdqa{eﬂ@&rwﬁh theirtfigctionl or taBEWA AfpRIaA hat xteéeptor so that
associ a gl ycoproteins or glycolipids, so-called

its functien ksl offeritvedntosb ddie dyrd Fitke effest of sugh antibodtistongheect ligation of cell

surface TRAORE Tl 1o 0B T ERe B BEEG on F e eeplps suen o

TRAILIRIO3CER AN ER DQHIntk SiPMOeGIRs Sithi TAPHE V BERIAHE (RSt
the putative antigen that resides on the cancer cel

The sé&boslihi¢al utiiy ofsecapéersdmg is bdsadoontthe bemefie of tjlﬁ@\mghunder an
h their .function

scoeptapGgER AN ALthe pRlig Bl-Sud Hatebr vl s el Ben Bos

sought @ﬂér%ﬁéﬂ»t%dbvév@ﬁihereﬂ?@ahﬁﬂnb& éf%tl‘ié?%ve@lf-lfeg@mi%fd beHEMRs in addition to
anti bodi es on direct |i i gation of surface noieties

prolongﬂrkml@fen"élyew ethgr benedits; @/bt:red@latmm dws nost, adhermy hﬁfg‘atsuuywal include

sym tom a?llaetltoh re% torsls (Eve € t r@lo t n4n t

YRR OR RISICE LU ¥R CES é{FIbeaP B%*}‘é’é EH}? Djggtirence or

dlseaselﬂele%urv'fm #allipRdl6@datigh llﬂ t11tn¥ t@f)ro@re%ﬁﬁﬁ €Thedé bitetis a&ag%ﬁgrally
on the benefit of the %un er an acceptable risk

accepted and rqgalatasy ppdicp suchens tthe US. Eapdtend PrigrAgmindsiratipy 8. Divhg approve
benef i
arogs (BB Ko QR TR0 9L ALy ey NO% oGt

42: 1374m3 aoe)t Incidditionpo eHesd riiteda Ltiig @ell Té’iﬁgﬁlz@d et theeNeE biher endpoints
where treatnent does not adversel l\(g‘raffect survi val ,

that may pegsegseihespriypes el banatitadn part, the scelerateshanpgenahgrocasnasned by the
U.S.F.BYE %l?nov@&geeg ﬂﬂtﬂﬂep@ rE @ultrﬂégﬁ?estt atrvﬁﬁlffkeﬁfrb%gdlgt patlertlt benefit. As of

di sease- sur vi va ongati o

year-enfd 2003, el ¢ hive bebR Sikteeh Idh%’slapp@lved gedeetld$ procacait dhésdfour
regul atory bodi es such as the U S. Food and Drug

have gong A 9 gtlqu;)pr(bzﬁl (£ follow-up stydisy Bave demonstrated direct patient benefit as

predicted by surrogate endpoints. One important endpoint for determining drug effects in solid

tumors is the assessment of tumor burden by measuring response to treatment (Therasse ef al.



drugs that produce these benefits (H rschfeld et al.
Critical Reviews in Oncol ogy/ Henmat ol gy 42: 137- 143
WQedN1620N addition to these criteria it i s wePCT/CA2008/000553
recogni zed that there are other endpoints that my
presage these types of benefits. In part, the
Journal ?€ iR/ Mdtidh & ey IviahitePODERNS -T6DV00Y Tih clifialldriteria (RECIST
F.D. A, acknow edges that there are surrogates that

criteria){pr suchiexelugtiqn hayF beerppromeraateddrycdResponssdvatuafien Criggrip in Solid
rumor 03y RSB, D LS50, DG s
effect oapmn@tkairden, aeshowhdyl abjectipe sdsporises adtandingl @ RPSIS Tadriteria, in

direct patient benefit as predicted by surrogate .
comparisag otha aRPropyiie copse o teitionitimately, rieduse dirsstigatignt hgnefit. In
fr ; . .
e pre EEEAL L A AP0 A ARBBIRD P B agpumenc
In that grb-cligidalnsaldi& cah ibe tiaslhted & thealisral sefifilg) dtz®that produce prolonged
. 92(3):205-216 2000). The clinical criteria (REC ST
survivalipipreeliniyal mepdelsihane thegrepiest anficipaied ¢avenl prbiyulApplazgunip
. aise Eval yation Criterjia j Lid,Tunor ki n
producifl BEEARGeUBtAb LA etk bt e SR Pl TR B KB Mt pre-
clinical B¥ttifg maly talsohadke siphisicar tdadcteiifpasitonahe Hideae. )Qlﬂlﬁ(ﬁ%ﬂ ;préiéngation of
. shown by objective responses according to RECI ST
survivalip theanpy soyght aliersdinicgbenteme fremugapeassirigireatmont; there are other
beneie4BvE Efifled Ryt T ok o BF SRR Bufleh S OB b ey cometace
to a delgieinelihseyproBricssiG, eRfefidd VRl br bethasafsso RBE t@iedeiBatetits and
I'n that pre-clinical studies can be translated to the

have cligjcphimpart (Fekhardicer af Dgyslopmgntah T berapautips: Sueergees and Failures of
- ival | ¢l injcal .t h .
Clmica 5 U B BB PS5 BRSO Ay Vet

2003, pa@s2092¢9y. esponses to clinical treatment, drugs that
reduce tunor burden in the pre clinical settin

m
Al so RbeBresingHIVERGirdeseribes the davplapmestandnise of ARSd A630.3

cq ol opgati on of survival is the st _sought, .
dentiic 04 o T e B el ]S PR on SRS T
inventidnhRE& Rk ecagt s thabBin@fspéciddlistito BRYSItdPei o efRdped bidsbhtdon the target
and it is clear that tumor burden reduction, which may
moleculgpgnddhaftadsothave injerayeytotoxds popsmicpras gmeked antibodytagaigsinalignant

e O B e AR A e
of tumor BRIVAREA! fiirfier adHBEERTFSheARd of anti daRer MtitoldichisGéM asthisab target

Desi gns of Targeted Conpounds; ASCO Educational Book,
tumors ggyessIngsaanatd/aeigen gnarkkys ® achigye sumeragrowty) inhipfitéony ared ether

ce ' ' he devel opnent and use of
pOSlthA‘f&éﬁﬂé@%?ggl%gg{r{%é%ﬁ%%% by its effect in a cytotoxic
as s ayInadild tHigtinentiuni tezdhesihe @ke of thd WRE1 AG30Geintigditassa target for a
i nventigon describes reagents that bi n%p%{igm frcally to

therapeygi¢ aggnt Bigbwhen adiningyirred srngsdune thntumas &f 2198PGEE gKRressing
_ pEs | ; i :
e a0l iy 01948l M B AL B OB ATIAR, 9. n
their deriedtivas, ané hhtsgenditing fragmaits theghof. emdIcytommdéiat @dudg Hgands
naked antibody, inhibition of tumor growth. A further
thereof, 1| {asgft gheisangigen tareguce the tumpribugdenof p canger BERIEssingsthe Antigen in a

mamma®F utrtmaﬁn(;rg, thRihtion also teaches the use of detecting the AR51A630.3 antigen
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tunors expressing cognate antigen markers to achieve
tunor growth inhibition, and other positive endpoints
wo@kosaneey treatnent. In all, this invention tBEDOa008/000553
the use of the AR51A630.3 antigen as a target for a
t herapeutic agent, that when adm ni stered can reduce
in cance¢roes ¢tallsvhat loam bensedidl far thadiagnosx prasdiong itieamn tnd)prognosis of

ai %arinml. This invention al so teaches the use of CDVAB
mammais pearing dugors that Gxpreps 1S anfigen- v at j ves, and anti gen

bi ndi n@cdd At ) : G ' [ .

[i gandsct hglgg%?fé?%afﬁg?geepf%%n?&gg{nﬁgIgﬁh%fyoa }rﬂe%g%ge t r(e)ducmg
cancerdug discaseumaik{ying andiboding €¢ DI )aasedagditst carmeroye nellsdeaived from a

; l. -ur t her nore, thi i nvent i al .te t he .
particulE BBH L0 OB R P PR RET0S C5l e TGS 8 Cytotoxic
with re:ﬁﬁl:ﬂ 18 chil@t cARMWHRE s ﬁftz&ﬂeo{&#’ b&lﬁ%rrcginﬁgtg ?Qﬁélﬁtoxﬂ,rt%qfoﬁléaﬂ&rous

of th of nmm s De

erapy, and prognosi s aring tunors
cells, irt drder tesiglats bytridomangellilmen andhe contespohging iidoldted monoclonal

. Qbjective of the_.invention uti.lize nmef hod [
antibodi 5 i s GEBTANS et Ruash w0 BTt ssb Tnes ae
encode§ CDMAB) rai sed agai nst cancerous cells derived froma

particul ar individual, or one or nore particul ar
canceft isah hdditiored pbjettivelof @RMABerion to ydaoh oaticerowts divease modifying
ct, to, cance whi | e si mul taneously bei ng

.. [fespe . cell
antibodiesy EQW%P‘W HErgen g&[‘%@gtfgagﬂﬂﬁ‘ﬁsctaﬂé ous cells, in order
to i sqliah furkhebpid ink |
i sol at eld nonocl Jngf%aﬁ#%lggﬁag@ﬁgﬂggghg ?E;"gﬁ%ﬁ‘g?ﬁgé dcase
modifyingagtiboties whese egfotdxicityvikineldiasal thrdugh ahidlesdy depeéddehi ¢edlalar
... are encoded. It is an additional objective of the
toXICItY; yent i on to teach cancerous di sease nodifying
ant i badi es.. | g gihoe oo
L 00 5 0 O AR Uiy AR o
diseaseimmdéfyirigomtibodips whoreeytaowd eityois snedig ebtheouphdiofmpldh@ent dependent
1 ant.i bodi es whose cytotoxicity is nedi ated through
ce “laréﬂ’flf'&bdy dependent cellular toxicity. It is yet an
addi t yqpadi 2RiBet b%gctﬁfe JriiR i'(rj;&?ﬁtﬂﬂ&en'ti%‘ ?(g%f Alcd él)%lcerous disease
produce cancerous disease nodifying anti I es whose
modifyimgtagtibodies whose sytwenkicityas a firionivgiof teiribilive & cAspaRRslysis of

111ccﬁllul toxicity. It is still a further objective of
cellularchem; g “invention to produce cancerous di sease

modi f i gy ' ' kCjs ' i .

o -t iy T Bither ke URP okt B GG 1o pibafled iflrb W discase

modifymgeniibaliesowlnicls arcAissful fdr ifl abindatg askdyefot diagneiis, pRsgnosis, and
. Lnstant invention is to produce cancerous di sease
monttorREREANE- ant i bodi es which are useful for in a binding

assay Otk obfeB9AAS hdvanRip@IOHIsSnvédBitn will become apparent from the

following description wherein are set forth, by way of illustration and example, certain

embodiments of this invention.

BRIEF DESCRIPTION OF THE FIGURES
Figure 1 compares the percentage cytotoxicity and binding levels of the

hybridoma supernatants against cell lines OCC-1, OVCAR-3 and CCD-27sk.
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nmonitoring of cancer. Other objects and advant ages of
this invention will becone apparent fromthe foll ow ng
walemsniqve on wherein are set forth, by way of PCT/CA2008/000553
illustration and exanple, certain enbodinents of this
i nvention. BRI EF DESCRI PTION OF THE FI GURES Figure 1
conpaFigarethepresémebindpg of WRA1A630i3tty camwdr tndabrAgl cell lines. The
. levels of the hybridoma supernatants against cell
data is tabylated togeresent thoangandlugrrgcenepintonsity as g dold increassabevsnisatype
control PI ndi ng of AR51A630.3 to cancer and nornmal cell lines.
‘The data is tabulated to present the nean fl uorescence
i nt enBiighse FisickldéDlePresertatbadtr @ histgrand yeR 63003 and anti-
Figure 3 includes representative FACS hi st ograns of
EGFR mﬁg@\@s@re&@ma@ﬁ&ﬁeverE'csﬁRC%rramm@mce%cea celblingsd agai nst

severa] - C | | <2l '

demoroer e el B RN A A0 Bl B,
prophylaéticP1p4 ® padréticicand@e mbde) ARE K editalclasiasdd fies ifii&ke thd Pperiod during

vertjcal dashed lines indicate the period durin i ch

which theyantibady pesigdminésteredyi Rpepemisreprseny thromeas - SEM s ent

h + ' h f.f f
e R ar i BT o RIPAER P b Bhlgh

prophylB&RCFIEAS benceéutic Rande® dfddel. Irita pHidtsteprescmP fHRSHEHN £/NSEM.
nmean +/- SEM Figure 6 denonstrates the effect of

AR5 1 ABBRred damanshates hedhiept Qfﬁ\%? %@QM@?@O@ gowphiin a
oo 020580 RS e PRI AR R

|
T
was admn ni st er

which th®4raibpay Was adbipistaedt Dhtﬁ?xoﬁ‘ﬁs’ifégrb/sent eMnedr gUISEM.
denonstrates the effect of AR51A630.3 on body wei ght

i n a bigsisnideseanstrates helefiget A RBIAS0. nervleady wright in a

i represent the n +/- SEM Fiqure 8
prophy BIcOBDF ERAGT Flkerappael D toiasd sy b, et SHMwe
i N a PigoRYidEdnstatdX HecBfePdTA RAIA 63 0CRRE RInoTReRIth id Be
vertical dashed |ines indicate the period during which
prophylaois BHG-B paycroatis cariedr modebribe vertisakaashidings iuieae tetperiod

. the an..i+/ : SEM . Fi re enonstrates. t,he effec
during ‘AEh MRS Body Pt atd, DSBS RRGERS IS SER
pancr Ei%tﬂe@ deantsiBirate® el effebladfa IRV AY3D. ¥ GPbREARMIchtS a
mean +/- SEM DETAI LED DESCRI PTI ON OF THE I'NVENTI ON | n

prophylaetiedp el C-3 tpaacreaicl canpan gnassh ddate poinity igpessert gheameadnet/- SEM.
i ndi cated definition when used in the sunmary,

descri pti ORI iSSP IGN B THE INVENTION

In general, the following words or phrases have the indicated definition when
used in the summary, description, examples, and claims.

The term “antibody” is used in the broadest sense and specifically covers, for
example, single monoclonal antibodies (including agonist, antagonist, and neutralizing
antibodies, de-immunized, murine, chimeric or humanized antibodies), antibody compositions
with polyepitopic specificity, single-chain antibodies, immunoconjugates and antibody fragments
(see below).

The term “monoclonal 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
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The term "anti body” is used in the broadest sense and
specifically covers, for exanple, single nonoclonal
wa@nioshotpes (i ncludi ng agoni st, antagoni st, aneCT/CA2008/000553
neutralizing anti bodi es, de-inmunized, mnurine,
chinmeric or humani zed anti bodi es), anti body
may be pREBATH hlifGSan¥uhly. MRINYEIBhAI ARtiGoBEEHE Eig{ﬁl}l specific, being directed
si ngl e-chai n anti bodi es, | mmunoconj ugat €és and ant |%ody
against f isengleesamtiger(is ete. Fattbeymord he corerast torppiyaddnaharntibedy iplapdsations

., .45 Us herein refers tp an antj bo obtai ned f.rom a
which iS5 GFTeBA Sitbetls At prhO S LS BHRY GUioBE). cach
monoclbnd antibd¥§ is e FupalnsPR§ih PR UeRImMARMPSH Bk Afti 4} In addition to their
popul ati on are identical except for possible naturally

specificgiy cthe mongclomal aintiborbiest dre hdneantageoysrie sheat thelymayi brosynthesized

anouynt s. nocl.onal .anti bpdi es are, highly specifjc,
uncontsGERHEd By pUE Giroagar10F mOQ o AP TR Be chirieter of the
antibod§§ biRE BBafed onf L MtsBatiallPh@RbatARopaRLibP B ntibodies, and is
preparations which include different "anti bodi es
not to bdicomttued asuggiimsg pdoductorof thdeniébadyrigring paeisuta peshod. For
NG T TR RN T
made by BRAybHEbhY (miifte SORAEIY ARthodTirbRRUrfRd ¥y Kohler ef al., Nature,

advant ageous i n that they may be synthesize
256:490(035, amnapbe thady bp révembarant DO msthodh &eemdi.f U Pat.

y onal " indicates.the character of the antibody, .. .
No.816:3835; 116 lomas Rl SR BHiG: SUDTNE a0y oo BERRS ooy lbraries
. . i n -49.
i (EIBIRLLEN B2 AR AN B2 18 08 Q095 s ot .
J. Mol. Banls R2Ub&r-59E€198), féraxampkenpl e, t he nonocl onal
anti bodi es to be used in. accordance wth the present
i nve nt"&%‘ﬁ)%}ﬁ%aggleﬂtﬁg EOTHHISAAPHYB P tachiitibedy.direterably

compri-f e LB SAAAGDE DA LyBRRALLRRIN AN B ERIECLs diibody fragents
include RiNA thamtfhld temg(hsmtibodieg Fab \Fab!, FRdt'),, ddd. B, Baghten® djabodies, linear
.. ,.honoclonal antibodi es”" may al so be jsqlated from, .
an“b"dﬁﬁ;a%‘égi‘érﬁ 911 BrkPdy el rulss: ﬂgglﬁgfiﬁlﬁ@nflbedaﬁﬁ, gipgle domain antibody
molecub S0P B s FDRIERRR Forchhs qn MG Eri3086850 Blimed from
antibody fra@ment(for exanpl e. "Anti body fragnents" conprise a
portion of i ntact antihody, preferably conprisin .
the adf lyé%?g%fﬁwpﬁ}g Isfme s graprisey A Antigrarhipding variable region

-of i . i . |
o el BB ERcpA R (PR L A0, 1112 an
Cu3. Thercaystertidemaitisataychearsitive seypanceatvhbthnic oesiinss(ergg hemarh fattve
seen RS e e B tr s B
antibody BETHI dF@kbre BfO4t6d ffc@d. nul tispecific antibodies
ormed from anti body fragment(s). An "intact" anti body

i s onkepsinding cnchpamgwsacalsegnericg ofi theicodstay doaraimdf their heavy
as a | nt domain (CL)

. region.as. well i ght..chai n const !
s, 0 RRDD L Bk AR BaSORSS M p Blnbbscs o
intact antibodies: IgA, IgD, IgE, IgG, and IgM, and several of these may be further divided into
“subclasses” (isotypes), e.g., IgG1, IgG2, IgG3, IgG4, IgA, and IgA2. The heavy-chain constant

domains that correspond to the different classes of antibodies are called a, 5, €, v, and p,
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CH3. The constant domai ns may be native sequence

constant domains (e.g. human native sequence constant
wa@lvsiingy? or am no aci d sequence vari ant ther epET/CA2008/000553

Preferably, the intact antibody has one or nore

effector functions. Depending on the am no acid

respective§UERE subRhit kitectGes ahdfhtecddiffiRthslofd] coR@duratit@R\of diffémiglasses of
intact antibodies can be assigned to different

immunoglplydins gre wethkpawmr e fi ve- maj or cl asses of intact

gpt It g%g’gggd e%f‘ctfo} ﬁ{%ﬁtlergsg’reijelg%' h@&dmélgg*c%laa%ﬂvﬁ%éf gtrtﬁl!)utable to the

er divi de

Fc regldﬂ @qiaﬁpe%e@eg c.regigfdor athfifodicid @denck &dantFgAegianihf an antibody.
The heavy-chain constant donmai ns that correspond

Examplegof ansiveily £ rabon funstisgs dsste G blb@age@nml@nermdlep@dsnt
cytotoxﬂ:‘ltaf f%l%ce Ldblmlmg Sﬁa?%‘éh Vﬁeﬁ/enur L ons nqlgted g)%t(?t%)%ltm Y?XDCC)

I Mens bna

phagoc glogis; &Rﬁwﬁ%gulﬁﬁ&ﬂ@lﬁieﬂ*%dﬁh&sre@éﬁor\@l@é & IKB&RecepAbt; BTRY etc

effector unctions" refer to those blO|0?IC&

act i vi-fnigodyrdepensdentesllemedjated eytotoxiciy end [ ADGHE| ngéer to a cell-

mediat FEHEN S phich Tk Bl ST R nANRRY o PuPRUEEy (e
NaturalfKi[l@ﬂ (NKO)Scel 18, GleutepHilsJartdl mskirHishiage) el o2 AEB bo GRPANHBAY on a target

cytotoxicity; Fc receptor binding; antibody-dependent

cell andswibpequentlyseasge bygis of thei taiget cellADBoprimatynsde faranediatinggWRCC, NK

L A

expressﬁmtdiilﬁhia%ﬁdetlc&)aﬂs isAblamarized BY Tdble 3ok Phed ol GHLReHetch and Kinet,
reaction in nonspeci fic Cét otoxic cells that

Annu. I@Xpﬁfwow 46%198;\51%9@ Toresmess ALACY . actgtyuelzd mls(lelculerof {mtgest, an in

o AR S S ey SRR PR E RSP LAEASOYE o

perfornfell. Ubul g cEl8Y for subR@sik [fﬁldﬁe%hbﬁerﬁl(lﬂodﬂeﬁbﬁédtﬂﬂaar cells
ADCC, NK cells, express FCgRIII onl wher eas

(PBMCr)rmbNytue@l Killpr Q8 delig R lfermiiyRly oravditkoglty ) ADCEGRLivity of the

X ssion on hemat 0|et|c cells.
molecu B8N G STRAE B G AR kET Sk hekipclosed in
Clynes bAaTUPOUS DUGRY 99858-698L)998) 0 assess ADCC activity of a

nol ecul e of I1nterest, an in vitro ADCC assay, such as

t hat dleldeatorssls’; are @ugocm whmb exreSame I8 Mave FER 81 B3form

effecor Res s et G o 3R e St S5 Bt o ABCC effector
functio. @Wble@'&)‘ﬂ hﬁﬁbﬁl [e%k dsl vllick M@ilaﬁ‘eeAb@C ﬁkﬁl@é B@ﬁf}ﬁéﬁh Ylood

or additionall aCtIVItB/ t he nol ecul e of
S

mononudﬁaé?‘ébt(PBWbeam ke NKhcallsymonecytes, C)rtﬂtoalcéhcﬁ’!hland

neutropp—ﬁé%n}glgﬁlglg agé@?{ (iegb eln%.S edff:rergq d]]% iﬁef:tgr c%{ semay e isolated from a

native sbetek Gydotse. pitidrh bRyoaoe PBMOEasHesEfilied HeedRs. and perform
effector functions. Preferably, the cells express at
| east TRz igRns [Farcaenier fos HeBbeie ussd todiesgribewrresdptor that binds to the

Fc reglm %ﬁB(gJ 'Tﬁ?p&;éﬁdkﬁg{y& Gt ge'&ugece Hahfn 13 oreover, a

nel‘ude
preferred FcR is one Wthh binds an IgG antibody (a gamma receptor) and includes receptors of

the FeyRI, FeyRIl, and Fey RIII subclasses, including allelic variants and alternatively spliced
forms of these receptors. FeyRII receptors include FeyRIIA (an “activating receptor”) and

FcyRIIB (an “inhibiting receptor”), which have similar amino acid sequences that differ
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nmononucl ear cells (PBMC), natural killer (NK) cells,

nonocytes, cytotoxic T cells and neutrophils; with
woBMBa1@md NK cel | s being preferred. The effecP@r/CazioBs00553

may be isolated froma native source thereof, e.g.

from bl ood or PBMCs as descri bed herein. The ternms "Fc

prlmanlyfiﬁ &R Gftople¥mic B6Maind iR rabTeActvatide %?@?Fé‘yl{lﬁ& @Phtains an
that bi noFs to the Fc region of an antibody. The

immungyeestar tEgsipe-Rased aatlwaélon\motzfébﬂtehvﬂd én tiyepoplmymc domain. Inhibiting

receptol PRI EEondin il bifteds bl 1rafRE b Sl BlbE Racit g3y in is

cytoplaéhie doG@. (seE¢SREW M.anbakroa, Rhl. ReMOmIms»E5:208c1344i 997)). FcRs
allelic variants and alternatlvely 4£I i ced forms of

are revigwed i R@/@@bta@d Kingtcgmp. Resclpmond %437+ Udd 9Pty Rapd o ah.
Immunome%oc%é i%] % [ (/\%62)2 oéd%fl%?sdrﬁtﬁzg.lp\ al:‘ﬁ% é‘?‘ " C]}/[Iadn qgg{}ghﬂg 5‘(1995) Other

FcRs, 1ﬁdhﬁ11ngjthﬁ)§@tbﬂfel id&dtiflell in thetfi@ire; ¥eOPlcamphBedByBicNSrm “FcR” herein.
t hereof. Activati ng receptor FcgRI| A contalns an

The termmlmnmlb@%ph@nemyta rcepioh HsRa, which isaresponsitis: fof theitmapder of

matesnd]Bod B, 6 I, R G SR B o8 nb P BTBEER im{ Ao/

Immumﬂoy 242(9|(T9M,&n| ni ts cytoplasm c domain (see review M
i n Daeron Rev. I nmmunol. 15:203-234 (1997)).

FcRs a@@nplemﬁemelildﬁ:nmﬁ@wwitandr HGPEY refemtaithembulity of a

molecufgqmérsg 2 t%r§gt3£)ﬂ?ezlg%%§:%§%2)wgﬁgpe hT}?eJéq_ngggruneﬂ_t%%{i%gg)% pathway is
1n1t1atedlg thd By &fﬂtﬁg ﬁ}st cglfi&{en{: 6fhe cbrﬂﬁie%hf‘@sfe'ﬂp(f(q ) @0 Bolecule

entifie he fut ure, are encorrpasse y the term
(e.g.an amlwdyh ewmplnxemwéh a@ognaéﬂ vigen. CTQJ@B@@SIChmpbamnaacaivatlon a CDC

sy, o SR LS S TRAAR. LB S B0 my

perfonﬂe{munol 117: 587 (1976) and Kimet ah, Eur. J.
| mmunol . 24: 2429 (1994)). "Conpl enent dependent
cyt ot Bl eimyvangble”efers tioehefast 1thet tentginggmirtiprisyofslie eariable domains

diffe C%%Ye&mequ%s S P BHics 3o ArARFE T DA PiE gnd specificty of
each paftﬂ:lutalr ahtesbdl o iep i ArgtiSén. H@ﬁveﬁ/éf ?ﬂe \%ﬁaﬁﬁﬂeﬁtnopéve&lﬂe

| ement system (Clq) to a nol ecule (e
dlstrlbumdtt oelout dheriariakle dowatrty of antiydiaselt mqng@:tratemnahrse segments

e SRR PR S 5 OB SEAE A
more higAIY Whseifd poetidRIof Qhfi@le ddMiné S ®alldPBihe %hi%woﬂ@f‘e?i(fnst(pRs) The

the fact that certalngortlons of the variable mal Ns
variablegjorasns efynativie heayly yng hightedaing @@clmmmglsa fourddksi ksgedn ddoptlng a -

B A T —

in somel'@m\f&ﬁmng pert vathaPishdet ¥trilcburd OFheWpRIMridhIe trégl&&)stlﬁ ‘éach chain are
t hroughout the variabl e donai ns of anti bodi es.

beld togethse brglesetnserimitytyrtbe FB e greb vith thehyeatvariablr maxona &bm the other
. ' th 0. | ght and the.heayv

chain, céxgt?i:bg%ﬁ% E%ofﬁg}ll%lsomﬁﬁ%é &ngeﬁ-%ﬂldmg site otf ARt bOE y(seet}eabat etal.,

Sequences of Proteins of Immunological Interest, 5th Ed. Public Health Service, National

Institutes of Health, Bethesda, Md. pp 15-17; 48-53 (1991)). The constant domains are not

involved directly in binding an antibody to an antigen, but exhibit various effector functions,

such as participation of the antibody in antibody dependent cellular cytotoxicity (ADCC).
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nore highly conserved portions of variable domains are
called the framnework regions (FRs). The variable
walewsiinenf native heavy and |ight chai ns eachPCDONRG08/000553
four FRs, largely adopting a b- sheet configuration,
connected by three hypervariabl e regions, which form
| oopsThowne Chypegvarabld regiosdOwhere ased hefebr raferg tgpdietandfio acid
the b-sheet structure. EF hypervari abl e_r ons
reSIduCSe(af@ﬁ anfhedy whish e rasnoggiblerfer antigeny gaﬁé*ﬁ%ﬁpwawl% Fsgion
er,
generalfEEnffies MG Al SeoTURE UL L ROURIERGUERS ol AMAErRlohor
“CDR” @i rgedudai2del4n@. 13i50e560fL2qaitd 867 €S3)(ia dle: g ahairtvaddble domain
ences of Proteins of | munol ogical Interest,

and 31 %(% Pudf-p& (HRxandiP5sk2(H3 in tisheaviaghaimariaple domain; Kabat et al.,
sanen 65 PR A ot B, 3 BB AR T

Institutedof #ehitth Bbyhdsda, Md. iﬁbt 1I59ET;1 A8LA3t (199)) bhﬂ/ov &fols@t:E&dues from a
ef fector functions, as participati

hypervaﬁeblﬁ&w (%e afﬁ%lﬂ%@;@%l élp@n oag () and|% r%@iﬁétrbsbp dight,chain
vral 3G KL ST BYBSLD{ AP0 ELOT (150 S i
domaing@Ohdthiadyid Wesic)) Aele BiogsIverssil 511¢ (1987)prFiagewdik Rejiog” or “FR”
The hypervari abl e region generally conprises am no
residuesate those ¥pipbles damaipresidugy ﬁ%’?éﬂ’éﬁ therhyipgrvaeiatle fggipmegsidues as

herein dreﬁgécg g’agzgﬂ El}_gggz% tt%ﬁgb?cflgiérghlﬁas ﬁ\é(\)/ giﬁélné%%l )anté%egl lggdlgl% gr)agments

called “Bdb 3pagnidn)s, eafh-oith 4 kﬁgle&ﬁdg&ﬁblhﬂﬁlg (sttid)antia redigudn GB@’yfragment
chai n_varj abl e domai n; Kabat et al., Sequences o
whose namsireflerts 6 abilignin srysigilizaireadily ePepsin tranerEdleldzim F(@b )2 fragment

vt 55 B 08 L T .

resi dtfag if ﬂﬁl'ﬁliﬁin'ulim @ﬁﬁU@iy fedphtent @8Rh coftaths ardéﬁipqiéte 8ntigen-
2632 (LI), 50-52 (L2) and 91-96 (L3) in the |ight
recogniteiping anagﬁlabménxmﬁm i3 Fegionecopsisisigf p dimer @@n(e rhzavyani@m and one

light ch%ﬁ %ﬁ&blé rb indn klgﬁt Hﬁ}g\fégva%hglﬁsnso%lgéorg 811 Séllg‘l %i(g%ig}lsatlon that the

three hypEfvaiiBmie kdgidRe @if each Wiriableona@intidas @ &idchasatiyad-ballng site on
domai n residues other than the hypervariable reglon

the surfaceif daee¥nds. diraere Colleivelye the shahwriervagiablegegions esffer antigen-

blndlnggpéclnk?&ﬁ}tts%h@J ?%Hg)‘? S,fll_(}v%eve# X ag n%gl?llglea\lg}g%lﬂe Olikl)lhln d(log ﬁﬂ& Pgan Fv

comprlsﬁﬁg o) e thréd ivPengriablegegiamtbpacifie $ordinaintigér) hab HRUMARY to recognize
se nane reflects its ability to crystallize

and bmql @ﬁtﬂepyalthpé& ptrp lpwea@fﬁi@ﬁy thandhejentise bmding sjte. Thelphefiagment also
containd ﬁ@%g@t Px\fgl?iglggt 'cﬂgh gﬁd ﬁletfﬁ§t c‘%ﬂgtahtsdo?r%am kgH I}Tuf the heavy
chain. FahTfrdgﬁMtsfdlﬁgnmm P\ab mgmema ba ItlIiESadﬂhtﬁﬁi'@ afe® residues at the carboxy
nrec and anti gen-binding site. This
termmu? éé g Beardpy Hbﬁogeam ifglpdige opr er MEER Sy sterngs Arogh thegnebody
h I
ige G0 HERLTEA B R AL s o

constant donesndyqae andaast abéd free ﬂngoltgm(mpoF (abjeimtibady flapments GBigihally were
i_nteract gefl ne an nt i gen bi ndi.ng site on the
produced 5 PAELOTIHaDY ffaEARy B hisher hioss Pysiqingsdiefveqniber; Qther chemical

couplinYHShHBEdy AR findnBr@ 9o kRONET ant i genbi ndi ng
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specificity to the anti body. However, even a single
vari abl e domain (or half of an Fv conprising only

wao boosa1d2yper vari abl e regi ons specific for an antT/gan)s/000553
has the ability to recogni ze and bind anti gen,
al though at a lower affinity than the entire binding
site. TH&faxgﬁabhaﬁﬂsagﬁenﬁboai@cfrmMﬁbmbtdnespwmsbanbe assigned to
domain of the light chain and the first consta

one of tygigaHy @@ﬂnﬂ)typﬁr& ¢atled fkapray (g pad lambra 90, bassdpp mesammo acid
I%tggn{t: gnents by the addition of a few
Sequenc(rééers)flﬁl‘(‘%léglg at ﬁgmfé%l?boxy term nus of the heavy chain
CH  dSingle-chaiaFvtiongscbme awibodp fragmgatseompsisé therw fdnd V) domains

anti body hinge region. Fab'-SH is the desi at| on
of antibgy. ayhereris epagPmAIRS o PEseRlB aewfeew%pqp@é? leslire%fablya the Fv
eI t
plsperfBE CHRE LA O TbRRRIRL: el B0 S Gt which
enables }Dllf.oséﬁc edlfoam thatésired btriabre for agigenbmdnly. Ebr zhaaw&:vhd)MEv see
cystei nes betvveen@lt hem O her chem cal couplings

Plicckthym in Hedh/iarpagiesm o MerockinebArihasesTre- 113, Rosenbuig %‘ ‘Moore eds.,
) : ebrate species can be
Sprmgegfsyg?‘g%el@d&?o Oﬁ%ﬁg%@f% ggée@fl y distinct types, called

kappaThdermdiabéeditaefets to shatietibeyt frepnasitn@ith Owélantigen-binding
sequences of their constant domains. "Single-chain Fv"
sites, wals:h frggmonts spmpR¥e/variahlerisays %%KVSECQWCW%WIG light

domain qgnﬁnglﬁen galmé:%g o}(p%g cl%gh e@ﬁﬁh} I@ru‘% n% n@k@? tl*%%?s tﬁ& Sivst o allow

pairing PehwWg¢peileitde df)tﬂatﬂﬁ% tROsRd Rk, ﬂlepmméﬁlﬂﬁré dacdd okRir with the
bet ween the VH and VL donmi ns whi ch enabl es the scFv

complemgntpeyrdamaies efaaptherichain and qeate e anfigendénding sitisnidiabpdjes are
describ &181%' fﬁﬁ\%ﬁ{ értq'):(%mgféeEEu%KtOB}?LW F16F> h%{d‘ﬁ&?'g yet %f Proc.

nocl on I'es, vol osenbur

Natl. A®ASSci. G§W, J0geI44\E1B &n93New York, pp. 269- 315 (1994)
The term "di abodi es” refers to sl | ant| bodg
f r agrBat solgiadh antieedyrs paewhishhgs hepngdendified gngl s¢parated and/or

T L R A

environfiehty4¥€ Biatedrl chigich woltd Mte}fere With iabAektia ok th?:k%f eutib'ades ifSr the
too short to allow pairing between the two domai ns on

antibody rpad eayenelhds enzymes l@@ﬁan%saramhwmr@t@mamup &F poxgretginaceous
solutes. tlgbefat&? EEH b%H? nﬁcﬁ n%)g%{t ggd gg}l | éﬁ re%?rgl glgg %II%%@%E at least one

comporféﬂtf (ﬁ” tﬁd:llirltibodyf 5 nﬁtﬁfal @%ﬂfﬂhﬁ&nt Wil ﬂ&%@ﬂgsentv\@r&ﬁérll 1i&Fkever,
and Hol | i nger et al Proc. Nat|. Acad. Sci.
isolatedgtibodyswdlbeeprenauehby atdgast pagpustiicationsiepbody | s one
whi chafy l?r n‘\)\'f’h@&%lhéé”%ﬂ aififen (%efggtre?etsF 15 gne %é[g :i)}eo% rpétrll(%mg that

recovere m a conponent o ura

antigen Gatht saffiaden hfmmymaleﬂiamhe fantib&lyriatisotall as@nliéra it vl dikRostic
mat er.i al s {I\/m ch would interfere with_di agnostic or

agent intargelipt pelbexpsessing dhe autigerntherg dge araw@dwnervmlembmds the
antigenic ML It Wil IR ﬁrefquiglaﬂgf R&Hd tﬂﬁt%ﬁkaﬁg %%llje?y Q¢ opposed to other

nonpr ot el naceo
receptors, and does not 1nclude incidental binding such as non-specific Fc contact, or binding to

post-translational modifications common to other antigens and may be one which does not

significantly cross-react with other proteins. Methods, for the detection of an antibody that binds
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solutes. Isolated antibody includes the antibody in
situ within reconbinant cells since at |east one
weowponess of the antibody's natural environnePCT/@bdos/000553
not be present. Ordinarily, however, isolated antibody
wi Il be prepared by at |east one purification step. An
an antigemof intelgst, andriveh kbownl st tha artaantl icge mcbideibut aeest liingted treassays such
hat antigen with sufficient
SFACé’fcgﬂ%L%X gﬁg‘fsltﬁg ioﬁe antibody is useful as a
t her aReilciheRin, th Skiofis BQANT “ckl liha? 3/l HOA &l are used
expressing the antigen. \WWere the anti’body 1 s one
interchanféably, bndal$ sudhelesighatpmn iireclurdei progeniyt Itws dlso umiﬂ:adtd)qd that all progeny
referentjal Ly bi that ant i geni m)i et
may notrRg REPHESY w@e%%ié Aa?ﬂﬂlt%éﬁl o eifherit, G tneeerGBRaiations.
Tus@RAIdibfolsicA ARG ARL as LF 9 S RO
Mutan HACh{ BaHED RSB ARRE kol B KA B
originalhntangfomaediogll @ayndhedednk wih ibe keledofremrtbe C(mt@m\ﬁheoaadlsﬂu}ct

gross-react with other proteins. Methods, for the
deSIgna@%‘{S@é? nfgnded- an antibody that bindsan anti gen of

| Nt er egtamhCortRalind Y iobdi{M heflpbud Qnt'aﬁ U(%ﬁa lacti
but ar eE%tot rm ta{é%éet o asss?ays sSc lés FeA , Fllp Iyac 1ot
preventative nviiastres, wheken theAsbjacs esdo Ipesventnor sldve dewp (lemn):mhs targeted

"cell”, "cell lLing", and "cell cultur
pathologif 9%?%%@&4%%9“ Lhgredn Pe%éjﬁrea%%qn@ ebuds ot AR irawith the
dlsordelpcfsqgcﬁfgéé F}Irl(lés% | pléoﬁ}e%) %g\éé"nftﬁlg ?gsf)}d%i) dr Dﬁ%@é 1n6\1/lléor{1? k W?égqy to be
preventele Hehed, ﬂte&nﬂhmahtmcbberda&ﬂthemm atay hage bddntdiaynopydagdiaying the

t hat have the s me functjon or biaqlogical activity as
disordersQr iy predy ?qu Ph%%qﬂt'éleﬁaﬂhl i89rdefsf or med cel | are
i ncl uged. » & é"@f‘w_f
di stinct desi gn%étrl glﬁds Jgﬁggr?é]sf 9%1@8} @%ﬁ@gééﬁftét&% sﬁﬂoglcal
conditidnn& atainngals ttef Brtgpitall yoshiatnctehieedbe uregulbted atlirgriwthiog death.
ylactic or preventative neasures, wherein the
Exampleﬁo? tlcqranl‘edepb@t\?éwotdﬁn%qddw RO a-dxmahgma fhlastoma, sarcoma,
e
and leulle‘ﬁ{l% 6f qu}ﬂ?lgg{mglﬁ]%aﬁm%o Iﬂgd ltp%%lé:gfag ‘g)%a%g]ggs e sugll? ?%%efsqnclude
squamo(l el Gacerds.gV@itheldd shlids@isRel 0andes), iy @aﬂid&ﬁ irdheiigdanall-cell
or those in whomthe disorder is to be prevented.
lung canqer, @gn-spall cath hngi capesTiadenocarginema el e ungeandisgyamensegreinoma of
d r.der
v oL AQBR30: A AT b SR 6T B L BB
gastrointestimd e ames, paﬁﬁ‘éﬁ[c daficer! gléteiastanie cbivicaptanse boghandlancer, liver
condition in mammals that is typically characterized
cancer, Bled CRGI -A¥eRomay pregst 6HCRE GPlopSaRgsT rg@al(ﬁgpg@, gsflorectal cancer,

i BASEGCHRELY 05 Ay GPL A OHE, prp
cancer, velvalgancee, thgroidizmeerphepatic vhrainoenaganzl esrcimbnmypdhileaarfioina, as

guanous cell cancer (e.g. epithelial squanous
well as laﬁ‘ércilan@a ‘ia)“cerl ung cancer including small-cell |ung

cancex <chbiRdrpdutie %gént’l’ W HeAGE ?omﬁaﬁf&%éﬁﬂ: {8 e Xinent of
the lung and squannu carci nona o
cancer. Examples of chemotherapeutic agents include alkylating agents such as thiotepa and

cyclosphosphamide (CYTOXANT™); alkyl sulfonates such as busulfan, improsulfan and
piposulfan; aziridines such as benzodopa, carboquone, meturedopa, and uredopa; ethylenimines

and methylamelamines including altretamine, triethylenemelamine, triethylenephosphoramide,
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the lung, cancer of the peritoneum hepatocellul ar
cancer, gastric or stomach cancer incl uding

w@amBnoi2ed esti nal cancer, pancreatic cancer, PCT/CA2008/000553
gl i obl astoma, cervical cancer, ovarian cancer, |iver
cancer, bl adder cancer, hepatoma, breast cancer, colon

trlethyla&ﬂﬁ@phosplﬁﬁ&rﬁlde Gad ﬁﬁﬁethy‘l@lcﬂllicﬂﬁhﬁ;b HAOEE muShde RBdH dsal
or uterine carcinoma, salivary gland carci noma, Kkidne

chloramfucil.higmanhaciag, chglophesphamidenestiamustine, doslaamdss mechlorethamine,
T T, .

trofosfairithe nedchlananadf nicroqgentsich & @nabigifeccllooaspountbianativt,
in the treatnent, of cancer. Exanpl es of )
lomustipe, airppsie aigaimYstng geHbistichich as a%lwwraﬁlw@ agliOMYSIt uch

authran@/%m{, Qﬁéﬁ{eﬁr?ea b?egﬁmyg%g | c%??l@llf&)?r? 'paﬁlcqqeg glg)%ﬁcfnﬁ )c’am%nry)é{

onat es’such-as busu rosu
carzinophifipsdhkdracry@is, ﬂadinmcﬁu dﬁllrﬁﬁuﬁiﬁﬁ Z&ei6BicinG 8L IBAUDBRe-L-
met ur edopa, and_ uredopa;. ethyl eni m nes and

norleuciigy ql@;qoglﬂzg(pla,rﬁmblcph @ﬁ%blﬁ]@ arybaginmarecllomycin, mitomycins,

mycopepb iy A S B R EhePising: peplorgy indek TSNS L RUPENC R

quelam?cﬁﬁi Ibdd)rﬂb‘l"k:hly kt@é}ﬁ&ﬁgﬁﬁnsﬁeptofbdiﬁ QIR AnS hsdnithiess Yatbs@fin, zorubicin;
chl granmbuci |, chl ornaphazi ne, chol o hospham e,

anti- me@@ph@&g@,e\qéneﬂpqt@gﬁtgmpdé ﬂq@g@tﬁp@} et hdhifelic acid analogues such as

denoptqulge n_@wﬁf% a%énpl&% eru{ii n‘%&exagrk)glrlh%%ga[l?%es%% as Hudarablne 6-

mercaptobﬁlﬁﬁ@ftlﬁﬁmﬁﬁme bthﬁighbnlmﬁ)@/ﬂﬁﬂdma hihdlOSWueRas S1eeBbiAS, azacitidine, 6-
carmusti ne, chlorozotocin, fotemustine, |onustine,

azauridine pgasmp e, Cyfasehing sidemsyuriding, dpwifluriding ritecabine, floxuridine, 5-FU;

i cin authra zasey.
andros 8 AL ACTHSIERSe, AR OBRSHCopo PR ine SRR e
testolac@me @ty adréhal CACE b SR okivfethigh 46 imitgieN frilodaset FSIRMLE Rplenisher
daunor ubi ci n, detorubicin, 6-di azo-5-0xo0- Lnorleu0|ne

such as diolipicuside Reeglasene: aldpphasphasaide ghiceside; aminelanilinipacid; amsacrine;
bes’crablfc@lr B%Lljltpe'i% Céd%trfnr(gté Wo? 1nep<i%ﬁ Q ﬁl}ir?eg ldia%](S]?l?)P? (S:Il]ti(?gplﬁhme

elhptlmﬂﬂlfa@mﬁf‘d Bt,ogﬂidﬁi gﬁﬂlﬁﬁmrhltrﬁt@WdWy%kd&; letih &R I SHM B inB; mitoguazone;
streptozocin, tubercidin, ubeni'mex, zinostatin,

mltoxané@msml@l?lﬁamelntlltraﬁ%@fam@mpsté@n Pheransgt; presrhlicine pedophpitidic acid; 2-

ethylhy(gragldk<I oﬂ’eré))tlyaﬁglazule gg%(r éx%ztoxane Elggﬁ%gequﬁggﬁjmy g&lgllzgmc acid;

tr1a21qu@mler Q[ﬂ&2aﬁﬂihﬂﬁ6trﬁﬂ@m&e furela; Wdé@lneﬁdac%ﬁﬁﬁ@txﬁﬂﬂfohﬂﬁtme
hi am_prine, thioguanine; pyrimdine anal ogs such

mltobroaﬁgll, matelasiol; ' pipehrpmpg; gqutogne,aiz@ym(}sgﬂer( Arq:@r )mfqupphosphamlde

thiotepa é%ag(gl:iet%g%gﬁéacﬁ%gagﬁ%%%&?%nﬁgstgmygﬁtg 2@1‘1%0&%%1 ggnceton N.J.)

and docetak¢l STAXDEERER®OADS ItBNRhAREP qul&iei Rurért Ant&ﬂ' Fiaasd)adibrambucil;
pitiqstane, testolactone; anti- adrenal s such as
gemcita ‘r’i’Fn -&P%@Pmenins@apﬁwvmeaﬁ@thqtriew@smlata@m aml@gs saeh ds cisplatin

onf
and cartfo‘f)gfitﬁr;lﬂ{é@g tlrﬁiu gﬂmﬁ?’c étg s[i]de (r\ﬁf] !)@é{/tﬁ?g[% gl&oaqycm C;

mltoxarmlmnemnmanfstmdqe/mdrdbum ﬂlavebin&aﬂbvmﬁene Qéﬁﬁ?éﬁd’@ﬂ@unomycm
orm t hi ne;

def I di
i SRS bttt e
dlﬂuoroﬁ%q{}%%ﬂﬁlﬁ@ (DMF'@)l Raloic! a8f21l gs?)g}a?rllclns caggcl’lf’JI bine eztlnd

pharmaceutically acceptable salts, acids or derivatives of any of the above. Also included in this
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m t oxant rone; nopi danol; nitracrine; pentostatin;
phenanet; pirarubicin; podophyllinic acid; 2-
w@edvgiibopely azi de; procarbazine; PSK(r); razoxaneCT/CA2008/000553
si zofiran; spirogermani um tenuazonic acid,
triaziquone; 2,2',2"-trichlorotriethylamne; urethan;
Vi ndesi ne; dacar bazi ne; mannonustine; mtobronitol;
definition dre hat¢-hotmorpl aEbtschatract @aegilats ionathilzr dynoas aceon on tumors such
. ("Ara-C'); ..cycl ophospham de; thiofepa; taxanes,.e.g
a5 nti-GSHQRIT LI RRERDe BT SLe0h I leSC S B BN i)
imidazogﬁ', m-‘l‘q?cth‘éﬁ?/taﬁlo;lifén, ki A6 AleBXBhne T AXPIHRELAdprisONE UndSoremifene
one- Poul enc Rorer, Antony, France); chlorambucil;
(Farestopgrani taathiandrogénst suclo guiutaméade, ndutempleo pigalutemide, leuprolide, and
Jret hotrexate, pl ati num anal ogs, such.as. ci spl atin and
gosereligzrg; agm%y&%“mgﬁ% fa?‘ﬁvl a%quyﬂﬁ feriiyBo et o qies sbove.
16) ; iNigRfaMm fgl_ep')ur?b&:g QY Gbmbnt FFd-OHARY f81kal classified as a mammal,
vincristine; vinorel bine; navel bi ne; novantrone;
includingdninpas.imie¢, S{AD@mpde micaom stapisef mge, demesta; and farm animals, and

i bandronate; CPT-1 1:; topoi sonerase inhibitor.R
200, sposBo 0 PRI, SHFBCER S IesPrIGH RSO OV o Ta B, the mammal
herein i€RRBLAM Ci ns; capeci tabi ne; and pharnmaceutically

acceptable salts, acids or derivatives of any of the
abov e Olidonacleotidestat shorttdrigtid sfnighe- br doutde-stranded

anti - hornonal agents that act egul ate or inhibit
polydeogynyglgotidss thatare shemig %yngﬁéﬁeigy kngyn pef g Exveh as

. di . . C ol Oxi
phosphd i HbRApAY, o BRITPhGalRTR UL Ay’ R LT o BT 8 Such as
describedrin &8 F66r032, pudishdded May L1988, 10 31:Bde oapmpri¢ sidertd-phaspionate
) orem fene (Fareston); an ti - androge SUC
mtemeﬁﬁlr'itfﬁ ghfleheribad by, r&ﬁhlaé?t & @g%ﬂfl% @és,-, ?%5}5%?40353% dhey are
then puﬂﬁéﬁ&@b&l?%fé??@;ti Jraceutical |y acceptable salts,

acl ds or es of any of the above. "Manmal" for
pur pobescatiatceertntha prasedteneention,dhymanized!! andlas shifrieeid” forms of

as mamal , . i ncl udi_.ng humans, mce, SCI D or .nude, e .
non-hurggn 5y, A GC bimRRAEIONYRBETdo AP Fh fRfitain spegdfic chimeric
. . i | 0 ' 1
1mmunc%2(%uhﬁg Ynhimo@obRat cHfisT? ﬁ%g%ngir‘hg E???of?ﬁ%ﬂ% Fq'i Faﬁh g?léf l;(ab )2 or

ses, cats, cows, etc. Pr
other antigeftbimding stdqgamnas battibddisl) wiiieh sdsoltd inl therdédrcass ofig heman anti-

or.. doupl e- st randed pol ydeoxynycl eotides that are
mouse a@ﬂsﬂﬁ?yc&frvﬁéyhﬂ%%ﬁmm NG q dlumaggnti-human
. e . o . . .
o DN 1 o BUEE RN BRSBTS s porin
(.. CIRIS); mintiygend bimdiFPre@ 60 32ariaplehloinsiig) ahddbyon] 88Bveddton isaid non-
i GRS EA LR L TRRSIEN, e TEL 285 Pty
retaining $ind R harieibrisd&8bhicH e ¥oRiparabltan SQiHFﬂoﬁilﬁl%a?l']mmunoglobulin. For

pol yacryl am de gels. In acCordance with the presen
the most part iuingnized antitediez et hvared iomunoiglobelinge(redipiemtsantibody) in which

residuesgtg&fl Elgednc?)n lgmggwqtg%&%ﬁ{lg%gfo% E‘Pﬂhlﬁ)rrl‘ifrtl;% ﬁe%{pién? antibody are

replaced HFHRRAAELRShItRSC DRI A 48h-BHah Bp&Ri(ASn R anfib &Y 88 Sas mouse, rat
thereof (such as Fv, Fab, Fab', F(ab'")2 or

or rabbit having the desired specificity, affinity and capacity. In some instances, Fv framework

region (FR) residues of the human immunoglobulin are replaced by corresponding non-human

FR residues. Furthermore, the humanized antibody may comprise residues which are found

neither in the recipient antibody nor in the imported CDR or FR sequences. These modifications
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ot her anti gen-bi ndi ng subsequences of anti bodi es)
which results in the decrease of a human anti nouse
wapdoshotyy (HAMA), human anti -chi neric anti bodyPCHE&E2908/000553
or a human anti-human anti body (HAHA) response,
conpared to the original antibody, and contain the
are made @6| Rirthict Rfine ahd 6HEmize adtib Shrmaitt] BeRnéral) thdhmanized
region(s), variabl e domain(s) and so o%é derived from

antibody wllzlj corppitiserpahstantially ol 106 BLieRH onpand dxniealyttwop ¥R damains, in
which aLl Q)? a&%ﬁnﬁ%& Sﬁ %)F{f‘l% ﬂl@ ng&]n%'cﬁﬂ §p%ﬂ8 %’ﬁlloge %iieé r?érphlﬂgan

eri s I'CS
1mmundg<l)c5bu|[ibllﬁﬁ@ all BAsULSGhaSIL} dlhof the FRtrBﬁdtliESSﬁe thaﬁct of huraay zed

ant i bodi es are human i munogl obul i ns (recipient )
lmmm@ﬂhweeyysenwsmqlmw ddee dnu@@ntzpd) Antibedy @eﬁmaﬁmh@ aill cgmprise at
least a p%?ttéoen;% pmage glo Hls in <(, ungsang reglo (E(é) b@#%ec a %H% o?mr}]llub(érrq%
lnmnmégwmm@s (donor antlbody) such as nouse, rat or rabbit

having the desired specificity, affinity and capacity.

In s o?@e immueigedE santipodiey @me»mewmoglégulm t{artra)re R@singmBROgENic, or

. of the h are re

less im Qe oy TR e TP el 6 PEPieRtd thepueh spgra
alteratidiy fdihe 286bdyt ARQ dy- 1mmﬁmhlt&@mrqe@ ikeloRh toUHoSAsIaN&] in the art can

found neither in the recipient antibody nor in the
be emplopigsh ng guitidie sehiffue oy deniowsunizing setlbm%ﬁsﬂ's desciibers doreexample, in

urt e and optim ze anti body
WO Oogg?ﬁo?mﬁl&eéiﬁ 1%2985 t he humani zed anti body w ||
Conpr Af anbiAstvaith ﬂﬂdhé’esa‘bbo;%slﬁ’tls bB@hicANRducefProgrammed cell
typically two, variable domains, in which all or

death by aysmenasi léllust;ated by biit noh im@pkia blgdmg@f ennaxgs Yoeaspase activity,

h
fragmentgl 0o v A, FETLPHRRR. RORRP B8 b BuC R lsuf["ﬁbgs“ fjpementation,
and/or {BHH@TdNi o WWsicms ({2:1)5]; Fét&oﬁ@@étﬁ . The humani zed
anti body optimally also wil rise at |east a

por t i dpugsd herein ﬁan!nb@éy ubiuwdrm@@nsmém ispupdérsteod Feinean the

eytoroxtSBtelCieked i s b Pt P PR P Biprorucediby hg papridoma

depositdiORith RAUNAUEAY decesdionl Rfifbel OTOMIIANVEIch EFed 1sghd’(%@cessarlly related
speci es. De- imuni zation can be achi eved t hrough

to the degreqiefihinding.al t er atl ons to the antibody. Any de-

art o TRObR R Rap R BerdheliPe dradpBR AR oS Pt e solated
monoclbriNRiBIdRG vt Q@@k&ﬁcé@th@&%hi Qﬁ:daltefr&hv@lz%‘ﬂ%h@d td 15& ek
00/ 34317 published June 15, 2000. An ant |

internal idggigasion; ABS pA630.3 or Depasiterybesignatinal D’ th?g)ﬁaﬁmed
Cel | g? ﬁ%é& hg:y r?n%tl%gg)a-ﬁﬁan&" |1 c‘cI %glgg%g blggle F@} E)lys binding

imted nexin

spec1ﬁcfty zﬁgrme Rdagtdne l%pﬂi)peﬂf‘%he el aﬁﬁg’ehnéfrﬁﬂ\@hlcﬂ nlagtbe@i 1ﬂtfact antibody
endo E asmc reticulum cel| fragmentation, and/o

molecule pnihedy, fragipenip apd ane n\@éﬂw@l @ymg@alqaétcanaa@@gwbmémg region or
portion ﬁ\%péo? Ve, Ctﬁ?v ?a;%ije é;bel"g a%glttlltbgg)ﬁéloiegﬁ%ge €.g., an Fv molecule, Fab

yt ot Xi
molecule Fab' molecule, F(ab'), molecule, a bispecific antibody, a fusion protein, or any

genetically engineered molecule which specifically recognizes and binds at least one epitope of
the antigen bound by the isolated monoclonal antibody produced by the hybridoma cell line
designated as IDAC 010207-01 ( the IDAC 010207-01 antigen).
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cytotoxic effect derived fromthe hybri doma
supernatant or anti body produced by the hybri dona
waelessided with the | DAC as accessi on nunber OROROZ2M8/000553

whi ch effect is not necessarily related to the degree

of binding. Throughout the instant specification,

hybr i doaRddRldin Fdanesrouddiseiet modiiyidEaritiboliR’e@DMAB) refers to

nonocl onal anti bodi es which are produced therefrom .
monoclepabartibhodien ahichengdifiethe cpregrqus dispascHapeess i @maaner which is

necE AR B0 o AR 30 AR 1L B AR vt of o

bearing ifiVid@es aad apiitRidy-lidahddthesebf.bi ts bi nding specificity
for at |east one epitope of the target antigen, and .
whi chAsrasedthsream "antigar-binding egigy” metrscupation af the gepjecule which
fragnent and any nol ecul e having at | east an
recogm%’rﬁ?%gtgrng-e ?rﬁltﬁe?fg region or portion thereof (i.e., the
vari alt gsed®etdi® copipetiflvelp inHieiely nidahebeihg hble@o Bcogiiie Mmd bind a
.ol ecul e, Fab nol ecule, Fab' nolecule, F(ab' [ 2 .
determipggit siéq logvhigh Hiegpenacianal antibpdippspdueedihysthe Ry el line
. td [ | scul. i.ch. iflc .
designaf¥bl BREAIO 1S TRUPEE PR Gt Bt DS BrSREf it Bional
reciprocaliritibedy beripeitioy akdgs.i(Belanb&d . "SN0&te T lan@dDufhedy. (1973),
produced by the hybridoma cell |ine designated as |DAC
Enzymeglinkgd rmprunpassayefor pipta feteproteinoty eqmpetiding apd sanduadchprpeddyres.
.. reancenous,di sease nodifiying anti bodi es” ( CDVAB)
ChmcarcglﬁrélﬁgAt%%“r?glrll ¢l onal antibodies which nodify the
canceA9useddietst Starglt ARRSA" isMhAI RO 80200 F Antigén or portions
beneficial to the patient, for exanple by reducing
thereof.t unor bur den or prol ongi ng survival of tumor bearing
i ndi vi,dual and antibody-1igands thereof. u
ner el S LRTFEA- B, HAMHGoT BiteR” rahngnanplsplF shCHMpRguch as
an antiboBy EamiCalWdrBiolbgicAgNiiARE td ARyl x@eta radibh@RB agdt, &F9fhe, toxin,
_herein "conpetitively inhibits" means being able to
an anti-fugos grie-ar adherapiutig agentellks aritibady osCDMAB myyi eHlinkied to the

nmonacl onal  antibo roduced by the hybrido cell
extotox{fy BoaRi b i BB GEDeHbuk et R el Gions e
molecul@Rb dHpck)it ik ablité BRIIGR thigtN ExSAPNE B inffidhochRibREPRRIude antibody
anti body conpetition assays. (Belanger L., Sylvestre

toxin chemiegh goriugairsrang an{ib@lyIpxinHusignprdi¢inked | nmunoassay f or

al pha,f et aprotei n:by conpetid tive and .sandw ch. . .

pr 0 eAUIRS Mot SRS ey sy hific Bl yhrein an antigen
binding R&ién 8 cohRdcgltto AMidlgLiBally SctitvB endldtfe, 050 26kin Lhzpmb] G §otein

or portions thereof. As used herein, an
drug. »j nmunoconj ugat e" neans any nol ecul e or CDMAB such as

an angi i - i Leal ly . Link t
o AL P OLABLERLL K WA o, e
following description is set forth.

The present invention provides CDMABs (i.e., IDAC 010207-01 CDMAB) which

specifically recognize and bind the IDAC 010207-01 antigen.

The CDMAB of the isolated monoclonal antibody produced by the hybridoma
deposited with the IDAC as accession number 010207-01 may be in any form as long as it has an
antigen-binding region which competitively inhibits the immunospecific binding of the isolated

monoclonal antibody produced by hybridoma IDAC 010207-01 to its target antigen. Thus, any
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an anti-tunor drug or a therapeutic agent. The
anti body or CDMAB may be |inked to the cytotoxin,
w0 a808a2P ve agent, anti-tunmor drug or ther apeRtT/CA2008/000553
agent at any |l ocation along the nolecule so long as it
is able to bind its target. Exanples of
recombinmtypnateinn | eigjafusonipnetting evherdin theciyntibadyi in cambimied aith a second

. copj ugate nd anti body-toxin fusion proteins. As used
proten g AT b PRl R e S B
specificitd'8¢ BL TDAT AVLOBON akiiBily' a1 WeGirPihe sSofeUTRAS iRdniich. 2

b1 ol ogically active nol écule, e.g., toxin, enzyne, or

pr ot dnendemdodienbeiibe invieation, ke CRYVENB iothe HRAE H10207-01
descri bed may be nore fully understood, the follow ng
Mescription is set forth. The present invention
pr oVi deshereMBBginidnts the CIDMAPEAAQAHd l@%%)fra efifwhich may be
specifically recognize and bind the | DAC 010207-01
a Fv modmtulegeuch dfheirghivitinFv irudedukg) el ahomaiorde) e’ matecilzoaf(ab’),
progduced by. the. hybrido deposited.wi.th the | DAC as
molecull 2 WSION P i BIsPESTAOSHAYY e HSRATUROLH G 415 ropofabipglguolecule
i hilgells {draFIhOIBAC 9 0500 P AnkbdHN The CDMAB of th
hawngtg%ﬁa%tg%epﬁﬁl\lfgﬁ%/@n% its the immnospecif(fyg b?ndi ng o(% _e
inventionhediretddatb elae epptope koowhich dlret IDYYA Y 19205dicmdndtorra) bntitwdyras
. | DAC 010207-01 to its target antigen. Thus,
dlrect"*d'clnyreco_rrbi nant proteins (e.g., fusion proteins wherein
the apid GERYAT 81 HRTNAGHN Wal be InRBRAN e PP bR RHEModications
a | ynphokine or a tunmor 1 nhibitory growth” factor)
within thamolgulehw® sadoprdiuoeldery agpemiofdcules.\Clemitd enddifi@tion may also be
010207-01 anti body fall within the scope of this
N nvention. In one enbodi ment of the invention, the
COVABD L9y atiRe ol WA rebiin BRI al frBp@hy §Tthe polypeptide,
enbodi nents, the COMAB 1s an antigen binding fragnent
namelywhé ololecalg haeing skch subkttotibes Widlutitl peemi thed igdieg ok gierpobypeptide to
, a Fab nolecule, a Fab' nolecule, a F(ab')2
the ID%¢®§§J{'§)' aﬁ“%ﬁ‘s‘?ﬂ?ﬁ“ﬁ’r“éﬁ@“ﬁ’f' a bispecific antibody, a

het _er’Pl?é%% LARYach] subRtuliSFORRLBE Bt é?@'n%FHéc%séaﬁ? 1ited®, amino
anti gen-bi nding region of the I'DAC 010207-01 dy

antibod

possibl

nt 1 body.

acid subFhmtiGDMABvof inttheart as/&ohseovativs".di rected to t he epitope

to which the I DAC 010207-01 nonocl onal antibody is .

di rﬂ%ﬂamal& SOV AL ﬁs?hE%FQQEH?‘P'Gﬁ?MGIBéFEWBéFWiﬂéad certain
- . . o 1 h 0 .h . - s

amin oS B S NS 38 M ks P el be

made inrapatbfeircaithan aleyngdithor the cpofosmbtien orlbe funatiow ef the protein.

gg: Be/g%ll&gisc&\én?g%ls gncrlueéeasiugst}tlrl]t?ngf e{'lnr}]fcotf iis%l?e%lci er(B?\ezaﬁlEI%é (Q’S, efntﬁeucine
(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
alanine and valine (V). Methionine (M), which is relatively hydrophobic, can frequently be

interchanged with leucine and isoleucine, and sometimes with valine. Lysine (K) and arginine

(R) are frequently interchangeable in locations in which the significant feature of the amino acid
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nanmel y, the nol ecul e havi ng such substitutions wll
still permt the binding of the polypeptide to the
WO DAg10:20R07- 01 antigen or portions thereof. TREBEEA2008/000553

am no acid substitutions include, but are not

necessarily limted to, amno acid substitutions known
residue isfitstchargaahd e difaipepK/abvf thele twoamiex aciglresidues atesnad significant.

. wel | -established principle of protein chem stry that

Still othgreghapgas camvph sonERdeaFds (FBBYCT YaliVE oiisPartigiar epyigonments.

"conservative am no acid substitutions,"” can
EXAMIfIfI:?Euem ly be nmade in a protein without altering

elither the conformation or the function of the
HybridopiaoRreductiobudiiy e fdengaSell iak ARS 19B88i t ut i ng any of

oG e g e g, () Ter o
Budape{( %re%tﬁ rwit 8k %ﬁlagﬁl}aﬁblje% sét%\f}lfjAﬁ{h%ﬁt})’ S Cdhad® (18} 80, Bﬁrseau of
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single célboapémsivg offfroabn hibmbhendvingitiofd aendcak@adms ewnadr tiskee (Genomics

am no_acjdresjdue is its c,ha(rﬁ%g and the dif,fering ﬁK' S
Collabogtivefeayabridgs, Midt)erspeerareddgitdire SMMENRAS Ys " dRliggeBaNenlo,

Neavert by RLIEac BERAES a0 B cSRRARLE iR oG kIR B
mice wdre afimahizedby inbdoin dabaatdnedusly 2 nallitRTAEBE03nEhditers of the
bridoma cell line AR51A630.3 was deposited, .in

h
antigen-g2ieyar alheeenily PrePRISE apvigearadiyvant way ysed ip bepst g immunized mice
o GASIEEE SRRk o g RN R0 icoirs

A spleeibivag esed U fusiopealyce Ny dflebthe 1451 irachanizBBdn. IME hybiridomas were
February 1st, 2007, under. K Accession Nunmber 010207-01.
preparcq Ry fisingr tha iselates spienggyteswith N6 T myslomprptiicrsod §e supsmagants
kG j . avai lability to
from the [R1onShjord @54 il BGChERAMRE MRS R | 0
I rr evbe ditbiyninewhethdr thp antitididéesgeanted g thd hybrigdatrariells dieef the

deposit w || I dif th it t .
196 or 156 Sakbe “piaRE “siorESmpioysgr QNN TS PHGHA anfimouse
IgG + Iggggguﬁﬁt 4 Qi catttioh 3P QQrmi%FHL%HQQQ%LﬁB\%%ﬁﬁ%?oﬁfer?o.? ivpgl e

suspensi on of frozen human endonetr
carbonatedecarbarats i, plll Gr9.6) atsii€ wWaSadded toshd BLISY platetsiovernight. The

plates wg%n\g%sbg(? ﬁ%gﬁ‘ W\lesl'né) {)1? e?r(ﬁgs i+n0.5)? Eércel:nl\t/hvaJvNe%sY{OtOrQﬁcroliters/well

blocking buffer (5 percent milk in wash buffer) was added to the plates for 1 hour at room

temperature and then washed thrice in washing buffer. 100 microliters/well of hybridoma
supernatant was added and the plates were incubated for 1 hour at room temperature. The plates
were washed thrice with washing buffer and 1/100,000 dilution of either goat anti-mouse IgG or

IgM horseradish peroxidase conjugate (diluted in PBS containing 5 percent milk), 100
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Net her | ands) adj uvant was prepared for use by gentle
m xi ng. Five to seven week old BALB/c mce were

w0 pavsniezed by injecting subcutaneously 2 m || ipeI/Cabdos/000553
in 50 mcroliters of the antigen-adjuvant. Recently
prepared antigen-adjuvant was used to boost the

microlitbrSFRI, %8 addedeA bt 1&1&&15%&1&1% ﬂ[&?ﬂbﬁay ford h@&?Kﬁo@ﬂt@tﬁlgélﬁﬁlre the plates
initial inmunization mllion cells in 50-60

were washest brice wrtb waphigg lbutfer. w9 nigenditéreiwefl of THMB splutien way incubated
nizat i Theh bridomas ., wer.e.
for 1-3 s oL 19, Bty WEE OB e BB olFhinec
microlitBMALIMEM RSO &dSthe EM&SW@f@ahWS@nm WatA 4 P&kfdJElnﬁHﬂSHTSNOO
were tested from subcl ones of the hybridomas.
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fth I&r:k{ orm cells are of the 1gGor IgMisotype, an
ot the }sg ssay was enpl oyed. 100 microliters/well of goat

ant i - TOY&ermia&ht sh%sfs'd’fhﬁtﬂ%dy%e&@@ﬁ fb?/lttﬁ@ﬁ}bb?ii‘loﬁfa céll$ an
m crogranms/nL in coating buffer

isotyping &x perrmeré Mais parfomreslt usinguf Mense Mlsn@:lczna@ Asyibedy LogpwgKit (HyCult

Bioceh ISR S NRRUBS, ST P R Bl o e
test strip ¥6@Ahing %Q%ﬂlrﬁélﬁl: ishig 6 \Wedclfidddrtibbdiegl  S0U tfkoliters of hybridoma
percent mlk in wash buffer) was added to the plates

supernafapt was #sled tathe tesd inbecandesubmerged by gentheagitationedapthradarouse

immunagfpniftFt ik dasletrsEy b SScha bt mientelap Gt hEh Ts coupled
to collofd3fartlel¥0! q’he%bnﬂbﬁﬁﬁbﬁ Sm%eaﬁ#é)r Iﬁotem%ré&ké%taeﬁsd&? §ignNRSELE analyse
thrice with VV&SIQ%U fer and 1/100, 000 dilution of

the isotygiet He arjbeancerranitibadiud 851 4GS b3 iy @Mlhlg% katipahisotype.
per oxi, dase co ate (djl.uted,i.n PBS contai nin
Per cenfi Topsd o BierBlupbsPillpa Syt A e for
antlbodieE‘ ﬂiéb%dr{dgo tdIBetREAS B éeWELJISl&%anatTw&HﬁHlﬁﬁmh?faﬁchﬁ&:r cell lines
the plates were washed thrice wth washing buffer. 100

and 1 hurhar win-¢aacey/ skel ¢elldine e sastedt OCK- VVE(EVCA&:JB) ankdCipR7sk- 3

respectipily L e L indsyveth P8 0o (e A ersas Tngr (1 oN FoBShoRAATCC:
Manass%_#gfgl.o 8"11@ PlatEd &l1§ %?e AlediROr LM tﬁeﬁ)l:ﬁ@sr ¥k v@sﬂ@d’ thrice with

S late reader. As 'indicated Figure 1, the
PBS COIARBEWQCB ang KlaCiorrmome mmmmr ilG@mitrplitens oibbpleremtof

paraforrtggg?lggigdhﬁg;h %IIIE EBﬁTO d géﬁfg {ocaf g/eﬁ g(%ull grlaft@l?ﬁs ogro%% tempe}/ature
and ther?éfl@@cfrdiélp ”Fhe"i@@teé’@é&%@%@vdéﬁéd“@ﬁﬁ Pm%ﬁtamﬂ Mg@2hnd CaCl, three

ti body Isotyping Kit (HyCult Bi ot echnol ogy,
times atﬁo@mttgtlpeaature Nlbékang wasidgne Biip 1 08 miablites’welbbf fbpérf:@n milk in

s BRSSP B 12 v

washed Mirfde it Wish BifffeP YR hd BiyBridoRE SRR WaS aditdad 73 ﬁu&laﬁters/wen
test tube, and subrerged by gentle agitation. Captured

for 1 hoppalgeon iemprseiuesh (T herplatoreweredashed & am&s M@@twa,shtbjaffar and 100

mirol QST BTN g SOSHERA Br GBHRG R

horseradifiope@bXidaser(@idited irfPRS sordhinflgd Frcdis ﬁﬁllk') YasBddeds After 1 hour
incubation at room temperature the plates were washed 3 times with wash buffer and 100
microliter/well of TMB substrate was incubated for 1-3 minutes at room temperature. The

reaction was terminated with 50 microliters/well 2M H,S0, and the plates were read at 450 nm
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the isotype. The anti-cancer antibody AR51A630.3 is of

the 1g&b, kappa isotype. After a round of limting
walpdoatiianmg hybri dona supernatants were tested POF/CA2008/000553

anti bodi es that bound to target cells in a cell ELISA

assay. Two human ovarian cancer cell lines and 1 hunman
with a PREIn-FAASEN TSRO0 itk keadem eTheartgulds @S tddlatddGhHigur®YGAIre éxpressed
and CCD-27sk respectively. Al cell lines were

as the ngibberi i delds pbavetbaek giprnd comparsdie arlruuség@secmﬂ ig@dypeggentrol that has
CC, .Na
previoul b g WATEY Baiand ) e ST BHSEGEL B SripPils fobRpmepridoma
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wasnat e BAGIE RGP IR P e FoRls R dne

hybridofa shpéiaths iBbdy BdusddasidteeciopSvaatiediintthe délllines: OCC-1,
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OVCAR-301nd C2¢entCatopse AM fgs obtaingd droat Modesilar Enghss ftugeae, OR) and
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predetelfnﬂﬁedlaﬂiﬁétﬁla@é denSiyN ARBPRARLSUT SmickbBteR! FlsBferifbf Yéhs ARd
times with wash buffer and 100 microliters/well of

hybrldomzmcemmemlatm wern trahsfgaed toghe pelhplatse andj®cobat¢dyivia 5 percent CO,

incubat ot S5, THIMEIRORS shed a1 BE RPT:YE shEroR iR S5l dry Smpty
and 100NAi¢Folitdls BPRIdi@n agide (198NN, tOATREdeAL, @ﬁgné famph&t O )V8Jcoheximide
washed 3 tines with wash buffer and

(CHX, Gvb origioimodar/ Siginia, Qakvile (Mb@tanat%GE\&gnﬁlbudyk(al%Sd 1@k, kapm, 5

i A B L PSRt v
of treatrRéifL B pl’ﬂ?ers%ve{r@ @fn %anﬁ@@ b Wehhlgganaeﬁl&hﬁ o By Tatoda] §m9ature

plate reader. The results as tabulated in Figure 1
DPBS (elbecaxppluspeae bufferné salimbemtaining Mgl abd CeChacls gispamsd into
o ared an .i n- hou e con t hat . has

i
cach welT 0 B G hoEe “Gheh e YorPadt P e by ImvPrRICand then
blotted Hlﬁ's tSQ‘ilmcr-Uﬁ?er@Bf 1hB ?ﬂb%cefnf @zﬂ&élﬁ' ﬁy@&l‘iﬁtédj H@Pﬁgééﬁﬁfﬁ@ng?’MgClz and

det ect abl e binding t he cell lines tested
CaCl, msadudetdhe ehdhgivels anchmc@bat@tﬁt&m 10:] ﬁugenccntt@@z i@@®ator for 30 minutes.

the ot ek B Al b IS0l a0 BEL PR ob B 48 wes
analyzell mbml@iemt BXGREr mé @9&1& a(r@ﬁtbhf&fé@)‘in rFi}gH@ ¢d s%yérﬁ 190 fFdrk Yhe

was tested in the cel i nes:
AR51A@E§D3 hY@won@apreémwdAMmﬁcsm@DmcrtE of ﬂ8 pmcmtloeadhd: @CC 1 cells and 40

pren B ARSGEIER R s 0 B LR SRS B v

posmvetdaﬁtr@l& eedlRIrFideefd @?ﬁbwmﬁfe%%@&ﬁ\}el)yfor@@@fl ahd SR¥Wise 64 and
75 mcroliters of supernatant fromthe hybrido

89 percet of Beicytotoxititit efsr2de prd @Ymémﬂe gesperctivialy foe QVCp‘L&t&e sThere was

v oseEOFRBARL B e e TR CCLEAR, Pl Bt

cytotoxi@gsgertat RiloheRirhide @H@I\MN3 generally produced cytotoxicity as expected. The anti-
EGFR antibody ¢225 produced cytotoxicity as expected on OVCAR-3.

Results from Figure 1 demonstrate that the cytotoxic effects of AR51A630.3 on
the different cell lines did not correlate to the level of binding. Although the highest level of
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and 100 mcroliters of sodiumazide (NaN, .01

percent, Sigma, Gakville, ON), cycloheximde (CHX, 0.5
wore@sonbar, Sigma, Cakville, ON) or anti- EGFRRE@NCAbEY00SS3

(c225, 1gd, kappa, 5 mcrograns/nL, Cedarl ane,

Hor nby, ON) dissolved in culture nedium was added.

bmdmg'wats% the ey @Il link SRt RRIAkst 1&&&opéﬁ&@§1cw%ms dii8&ted against the
enpti ed by |nvert|ng and blotting dry oom

OVCAR-8rep tine.uARSDARBY).3 Did i prasiuse pytotopivatyanalibditit did bind to, the CCD-

275k nofZand Mt o Be R ooy ARreoTe b RAN GRS, which
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QO mnutes. The plates were read in a Perkin-El mer

0 fluorescence plate reader and the data was
anal yEAR81A830\M aioas6lbhal Bx&Eddy Wokero@red b cﬁl’tlﬁlr{g&ﬁé' h#b@fbma in
in Figure 1. Supernatant fromthe AR51A630. 3 hybri doma
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cl Xi m.de res ect far R-3. There, was no
were fofighfed® E I U st SRR S pvenfian RS Thero SR AR that are
humamiédr@e-%l@lzéd( chfﬁ%c@%rﬁon specific cytotoxic agents
cycl ohexi m dé and NaN3 general |y produced cytotoxicity

as expedingdf ARHE A630i3-to BERRtaRG-Badg 12255 )prado(RBD-1, Lovo
and SWE ¢ @ittt GRR G4 B 2nS R b BT M3 G MCF-7),
lung (Aéﬁﬁ%n&\@??&a% (@Vdﬁﬁ-ﬂdcf@'i e@$ 20?@786 ﬁ%zﬁ&b% @Ofs Hey, OV2008

correlate to the | evel of |n|n ’t hou
and OVE|Ag#1299tca1I1®v etll biidsiandi lnng-cmr tdl hﬂms foBCskin C@CD Msh)aand lung

s LB s b S TS B BB o
ovarian e¥ice} & l?ﬁets}’wéle ’Ob%llI%I fforh EhedAﬁe}?éaﬂle{jpg Tilse Cg?g%tlo%%ikaC

non-cancer skin cell Tine. The y ther
Manassasx NiA)i t@d%mp%ﬂﬁﬁh& CSpI:dWIQﬂSt ES Ahleg NOGAS] am:tOVCA 429
necess rel of bj ndi ng,. EXAWP
ovarian Safcqr ¢q q{]llr&y { st amﬂ ga%st Rseioobe ancst Cs@sy(%@va ON).
prod |
eD. E'Iéggcx?%f% %iéﬁgtafé%a falngbs bwmmywasq g f é%gt nfoha@é#\%nh DPBS
(Wlthou( Ea'shad Mx e r(fallfdlssoc@wlahmﬁfer@nvaimgw)l B@dinkteot ObIl) was ltht:n used to

ot FRSET % SR SR X SRl 5P Mo,

cells weROtck@peRRidtih @)Bﬁcﬁhﬂﬁlﬁhg b m@’z a4 Q'[fek&ﬁi fe@an 1 bovine serum at
procedures with Protein G Sepharose Fast Fl ow

4°C (stafripe msiakam] eswiednelépioteddp eppropridte cel@gnsﬂy, spun down to pellet the

cells and resuspended in staining media at 4°C in the presence of the test antibody

Invitro

(AR51A630.3) or control antibodies (isotype control, anti-EGFR). Isotype control and the test
antibody were assessed at 20 micrograms/mL whereas anti-EGFR was assessed at 5

micrograms/mL on ice for 30 minutes. Prior to the addition of Alexa Fluor 546-conjugated
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were followed. It is within the scope of this
invention to utilize nonoclonal antibodies that are
woeovaniezed, de-imuni zed, chineric or nurine. BITIGARI®S8/000553
of AR51A630.3 to prostate (PC-3 and DU 145), colon
(DLD-1, Lovo and SW 116), pancreatic (BxPC 3, PL-45
secondatsﬂﬂltMH’ﬁltHe)c,ellbWeﬁ:&tfashé@éﬂd%Bvﬂﬁstim&fgdné@E The AIlexagT luor 546-
(A549) and ovarian (OVCAR-3, OCC-1, ES-2
conjugaisg pg0b&ly igsteingmpedianaaben added EvGR mmoies @tai‘féé rTlaf‘eﬂtqlls were

oo 5 AR oRSTSESOE e D P T i 1.5
percent pardforhaldéhydes flowl d)ﬂ?&ﬁetrl@ %64t 606F thb CelMPlvAY dskdss&@f by running

ovari an cancer cell lines, were obtained fromthe
samplesAmer F AGRarTayp¥ uding shed’ A8 areyt™ Smstémﬁ@ﬁwam(dﬂé chwwes Oakville,

ON). ThsforvarsFS0a i ssaieh (SSE) of el Weleoebi aitineforqhae
and am H@de(%'irﬁ"}ﬁl tRed ?g?ﬁg E@@Q&?&to@? MR ddi b3 e th%ore%bé (Alexa-

repar ed y itnitrally washing the cel
546) chammebway®tjustéd by MRRRg (unksthined telBsteh &radcél@-ihﬁ)i a.unffetrh peak with a
i ssoci ation, buffer (Inv

. t urI in
median {iHaR XFBLEBGP m’a@%m@wiev [ ST 25 atmbmps approxitiitely 10,000
gt
gated evc‘eHi (Eét%ﬁlleg EIQE(F eell%c\évgfe%c @i‘;réedefrbé gISc{;% n%‘}eé%ﬁie E&B]ﬁ%gg presented in
Figure Zont ai ning Mg 2 CaCl 2 and 2 percent fetal bovine

serum .at 4C (staihing di a) and. count?d aliquoted.to
appr oV PTERNIS the AR uo@ﬁﬁﬁﬁcedmﬁﬁmﬁb al¢ jncgqase pRove isotype

|
o SR, TGP RS L) TR o o .
AR5 1A63ﬂ B Hadbmra(dd%tdmgétdlhél telblinesaaited. EEEErR)wasls&Ohg bmdlng to the colon

ntrol and the test antibody were assessed at
DLD-1 (1119&50@1%@76%_ MRAMBs2 Hn (7 95@1:) %M%Ege@%écfogk) %Varlan OVCAR-

> 20.5-B] PRICTEI0TS 00 GF3 LR S RILEVHBR 520 b O3 A4 a2

fold); p@@ﬁatetll(dy (898-foldl;| panvvestic Mlaah ¢2D.83416ld) id BxBC-3i (nB ngfold) and lung
The Al exa Fl uor 546- con(ijugat ed anti bo

A549 (BTl regners P iness ThHE B alre RGP BRI BDES a1 4Efold) and
J fJ
Lovo ( 16“/%? %agme}é,ﬁ A%aig@ Ny rrg) éf)t%siia{éjﬁU 1 4%3985 8 %F(ﬁj ovanaél A2780-

I XIn

cp (2.7- ﬂol@ ,IAQW&@-EIQ Ozfdslaj CESJEIKKBEhY(dé) andHHQX/‘(ldyl-fhitdétoﬁncer cell lines and non-
cquisition of th | s was_assessed b§ r unni ng

cancer S§iiofDe2 ok (5 Oraldsand e IRFEELh ALy EHodr mqe;ay?heﬁs data
demons?%t?&\}ga{rpé\%y;_l é@bgn%ﬁs' &ggﬂg @?ﬁ?epg%ﬂﬁ%s v? F]h Te\fels of antigen

expressiv@l by adj usting the voltage and anplitude gai ns on
the FSC and SSC detectors. The detectors for the
rescence (Al exa- 546) channel was adjusted by
EXAM]%]#;‘;% ng unstained cells such that cells had a uniform

In vivo P&Rb: E‘kﬂeﬁnﬁn&%’t@pLWSt@ilgscem intensity of
approximately 1-5 units. For each sanple,

appr olxamlel yleﬂa@nﬂﬁiﬂec@hate‘ﬁRéWﬁ()SB Kl%Bi amtln@xﬂcén' ptepbrties against
human %nlg(lgs 1i@£§ ith geléérgr?c‘fftg Iislgaurr]easI I dS 5, % to1 wee ?(i’l %etrnsalea gSID mice
were implanted with 5 million human pancreatic cancer cells (PL-45) in 100 microliters PBS
solution injected subcutaneously in the scruff of the neck. The mice were randomly divided into

2 treatment groups of 5. On the day after implantation, 20 mg/kg of AR51A630.3 test antibody
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Figure 2 presents the nmean fluorescence intensity fold
i ncrease above isotype control. Representative
whe@sograns of AR51A630. 3 anti bodi es were conpPCEGALWB/000553
Figure 3. AR51A630. 3 denpbnstrated binding to the cell
lines tested. There was strong binding to the col on
or buffethﬁtﬂol k9 Adrhmfisidre] inttaperitehealiphe bihddhadrt (17 4 vShuhre! af)30@maicroliters

afte il o ShaoekcsoTentaon gﬁgl&%ﬁéﬁ@g@%’a&;g& ot T

a0 QSR B S BOp TR 2okt S e

administefel dried pervdék fbf'_’ﬁle'ihﬁaliod)of danstely. Tambor pioves wad hreisuradisbout
al so_binding to colon SW 116 (15 4-fold) and Lovo )
every 7 daowith calingys. Herreudyawasccompieted aftey Sxdasey ofjantigpdis t Bedy weights of

the anm%s}\&ﬁr% ééc%)gdegi 4n% } @%%tgy ?’f él?lfjat@é l%g&e as‘rfll.gi))(r_é/&hé A6 the study

all animalb4vdde E@hshizedaeadirngabICAA®gaidalgksnoncancer skin
CCD- 27sk (5.0-fold) and I%;% Hs888. Lu (19.8-fold) cell
| i nesARTHaeY. Hepduceddnmes gioaeth in tha PLaFsmagnopraphdagtis megdel of

human geﬁl%:/éeer @c c d Ic!:rf ef?eg%tﬁen? %@Q@%Xﬂtfb@dy %Ryﬁl.}g%ﬂ) 8Y géhf‘ce((l) fthe growth of

Pt esK

PL-45 tl &8 bly BB Serdént (p=101.2048, Gest), s:o@paﬁalt@t}ib HERPRsite@ERAp, as
t hat AR51A630 3 had anti -cancer erties agai nst

determmﬂﬁimﬂada’i‘lcé daysedfier thedass dosy foﬂnﬁlb@@' ge th fhfg‘tfﬁé@ﬁyzﬁeen with

d
the s &t ARSH i KRR 5 TR By P 8RRy g doseof
antibody WhedmbgrbGfh Wh§fe@hd:éd96y533DB§er§é’ﬂt th+=0208280}-@&t)€6bmpared to the

subcut aneously in the scruff of the neck. The mce
buffer tigeted grawpdond y di vi ded into 2 treat ment groups of 5 n

t he after . ant.atio

{ oot ‘et st TRAET R origity MRt el e SR opouy weight
measurdd Ht WREE 1iAORARI wastzpsu%gite FSNREN-bdifg and/wﬂufeetoqﬁn{«’eo @he mean body

mcrolifers after dil ion fromthe stock

weight iporeasedtin all igoupsiovér the durhvemef thestudy Ongeaierbed The head/weight gain

betweenaq%yl Ooéaw Y PO4 3K1£¥WF%@) Wetg% IH@A gNa2 Hpﬁ):jtigeg &7 percent) in
the ARﬁ'A%@OBetFan@i%oﬁrp rTRE Wik R di @1i8nt Hﬁ?eréic@gUethWoups at the end

growt h was measured about every 7 day wth calipers.
ofthetr&'zttmesitmmpdwas conpl eted after 8 doses of anti body.

Body hts o e mal s re recor.ded onge per .

neek Hiopminey R SERGR Lo welSo Galed 0 CEresen himon urden in
this hun%%nc@!aﬂlc &%b&%&eﬁo fténdRldf, hani zed according to CCAC

guidelines. AR51A630. 3 reduced tunor growh in the

PL-45 in vivo prophylactic nodel of human pancreatic
EXAMRdhder. Treatnent with AR US anti body AR5 1A630. 3

d t.he gro L-45 tunors by 38.9 percent

In VWOT grcl%g)fgme %tvgﬁ ?L ;Erﬁlzlsr ed to the buffer treated

gr oupExzaasplélet &idd B@fofrattdthe AR A ABYS alkitaati-cah&r! tp?cﬁierties

dose of anti body SFI gure 4). The efficacy seen w
against different human cancer indications. With reference to Figures 6 and 7, 8 to 10 week old
female SCID mice were implanted with 5 million human colorectal cancer cells (DLD-1) in 100
microliters PBS solution injected subcutaneously in the scruff of the neck. The mice were
randomly divided into 2 treatment groups of 5. On the day after implantation, 20 mg/kg of
ARS51A630.3 test antibody or buffer control was administered intraperitoneally to each cohort in

a volume of 300 microliters after dilution from the stock concentration with a diluent that
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the treatnment of AR51A630.3 continued as determ ned on
day 67, 19 days after the | ast dose of anti body where
wao wwsni1geow h was reduced by 33.7 percent (p=0PCOB282008/000553

t-test), conpared to the buffer treated group. There

were no clinical signs of toxicity throughout the
containedt2utinM Bady! il &i,POgaSdrmell MaChvand RIDymMriNa&HPE),s Thesnabody and

surrogate for well-being and failure to thrive. The
control syaRlESey e PGREnIFEREA ©ACBeT weekiTpr 1F duipUoR b ihei sy Tumor

: . Y . i

growth gé&r ﬁ&ésﬁfégg{ll)o%t aﬁéﬂ ’Pdg%}’ \g’;h g\%igﬁlés's 2Thge-§'(ﬂiiia/%rboﬁﬁiléim afé@ Mdoses of

et ween .8 percent) in
antibodyt. NBodyowtights ofj theaninaalsl wireBregor(l8d dnqeerec wath farithe deratidrbof the

1A630. 3 -treated group. There were no signifjcant .. ..
study. Afiths gibolbe SHRY a!égwnﬁfsowg eyfhapiced accare %@bgﬁe%le%w{i&
erio b .-
Focr cars! AT (iffar ot iy MBS i bRb Hh G HAcBE fhodel of
human wduteatil canceogratitmendeith ARXESRnEbddy ARSI A630T3inaluced the growth of
Experjments with DLD-1 Cel | s Exanpl es nd 3
DLD-1 tygipsniy p4¢'e aerpﬁat(laﬂh%%&e gga_s§, ?%Paa‘?ﬁe 'iO-té%E%‘fgffr treated group, as

. ertias [ r 3 n .
g QRIS 559 S8 L ST o R CETESE o) U i
alive onfdapah eTiBGHEdynvvasscontineed tithday8 @ dayg iftéy last dbseohiwa meive in the

col orectal cancer cells (D&D ) in 100 m rgiai ters PBS
control grgrpenhh mich BdhentDedrtrealse SIRIPYVETR rorpyed &y ey 4B fumor
vl IS5 AU GRS FRNER by Aotk s Sirabaiy
reducedalic ABSAINGEBOLD-1 fdioreby 4o ghyroent (ped.0805,¢aery. ol was

adm ni stered intraperitoneally to each cohort in a .
vol unkhess wemorsliskesl sigay of taxicily thapughopbihe sfudi Brdy weight

e GRS IT D S AROE Fie
There whi o sighificastydifierdn@ontnicah bedyrpleiht betheen thergroups at the end of the

adm ni st ered once per week fqr the, duration of the .
treatmenfngrgd. Fhere wagplsann steayicabdiffrreacaingneandndyyverghiayithin each

1 i y was conpleted after 7 doses
aoup i s GBS Rt

wel ghts of the aninmals were recorded
once haumnreek ARS1A430. wasaiveloleftedzad significany dédreased the
end of the study all aninmals were euthanized according
tumor bygglemmnhisfinnas qopaectal ganacggpogsalt Bwdeled tumor growth in
the DLD-1 in vivo prophylactic nodel of human
rectal cancer. Treatnment with ARIUS anti body AR5
EXAM%%O.S reduced the growmth of DLD-1 tunors by 53.97
In vivo PanceiitpetipeitsOO4OBxPC13aSdl)s, conpared to the buffer

treated group, as determn ned on 4 ays before
the |BERIESk 3gnd qnwatyatfcgﬂabég%\gw%?ﬁ@%cmépmpemes
against Svktal dﬁfekéﬁg hRaf B¥hcdfcellTies SWitH Ye MRACC RN &:éﬁ@tahg bl 8 to 10 week

day 48, 5 days after last dose. Three mc
old female SCID mice were implanted with 5 million human pancreatic cancer cells (BxPC-3) in
100 microliters PBS solution injected subcutaneously in the scruff of the neck. The mice were
randomly divided into 2 treatment groups of 5. On the day after implantation, 20 mg/kg of
ARS51A630.3 test antibody or buffer control was administered intraperitoneally to each cohort in
a volume of 300 microliters after dilution from the stock concentration with a diluent that

contained 2.7 mM KCl, 1 mM KH,POs, 137 mM NaCl and 20 mM Na,HPO,. The antibody and

control samples were then administered once per week for the duration of the study. Tumor
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control group and 2 mce in the anti body-treated group
were renoved by day 48 due to tunor volunme; one of the
wGedgieIendpoi nts. However, on day 48, AR51A6GBOT/B8A2008/000553

still significantly reduced the growth of DLD-1 tunors
by 64.1 percent (p=0.0305, t-test). There were no

growth \Giisi iéated ingd8achiwdeR Wit dayiptdsr Ttig bty wakeomplecyl. aflBp8 loses of

ght nmeasured at weekly intervals was a_surrogate
antibodyy. dBocepeizhia PhElcanmaaEIFTEcqrded pdest prekyfar dherduratignepighe
idf

study. A3 0 S AL A nifhals FEREB PaT RADIAHEN CCATThidelipes
Ther eAM@BA@OSDreﬂﬁeeﬂl tambf groavil incthé BaPERY &1 wivo pephylbaitymodel of
wei ght within _each ?roup fromthe start to the e

of
human papercatiq eapeer| nlsaimeat yith AR UREIbIdNAR SMAOLP0 96?(8\%(? thg growth of

oY BB, Mo
determingd\on dhy Al 4 Exypaertiertheti sst ‘dbid’behf?Eode Eadurs8Fxanpl es 1, 3

and 4 dermonstrated that AR51A630.3 had anti-cance
pr opelhereyergdw; Cﬁ@tcakﬁﬁ%‘-’r%ﬁto’ﬂpﬁ thrighopt the ﬁtu@&ngéiiy wejght

measured ?%ek&ﬁﬁte}g@? s@"Miffobdle Fdr = Iz%m aulgﬁo ttlﬁ} \z’leQTYl\@ﬁlean body

mce re

weight 1h¢rewed PeAL peaps Gvee alm:@lratﬁkﬂi (bf&hé Bu&ﬁ(fﬁgure 9).10Re mean welght gain
mcroliters PBS solution i nﬂ ected subcut anequs]y

betweenrdey Osandidey ShiwasHe & ek pervet) 1y the coptrad graipadd Iy & ﬁ/? gefgent) in
the AR§1W6S% ﬁ: EtgetaFegt q&g)o B f&?req{o &%&%ﬁl&ﬁ@fe? é%ltnbt%d% gvcf yght between

the groupyﬁﬂ‘tﬁé eﬁ@@ﬁth@krem&napkmoﬂl stered intraperitoneally to
each cohort in a volune of 300 mcroliters after

di | utinsammasm AR AG39ckwaowelbinlerated 9nd wignificantly ﬂ@fé‘?ﬁsed the

tumorbt&%% Cong]afilﬁ%‘j‘%anrﬂ tlcgaﬂ(ﬁ?%@ﬂ Wrﬁg ?1137 mVv NaCl and

AnCECon sanpl es were
t hen admi ni st ered once per week for the duration of
EXAMERIIE6st udy. Tunorgrowt h was neasured once each week
W th callpers The study was conpleted after 8 doses
ISOlaUOIb?f@@mP%tSﬂ’? Bimdesiy wei ghts of the animals were recorded

once Bk B firl 8}‘&/’1961%{1%&%&1% &r‘&ﬂxa?i §1J‘1f%d31%‘{ﬂé’ aCC%é?lgrate a

end o ani ma anlze

competltlﬁel(ﬁﬁﬂﬂ)lgﬂg QEMABS» forARExilplA&%ni’peﬁﬁgJ meﬁdp umbh w (thhat
in the BxPC-3 in vivo prophyl actic node

recognizes e saanei cpitepmidielang ey ko 8t ¢heftinign Cihinice dstca‘?ﬁ i%é&{(l %RY. One

meos 00 RS PN Oy B g v

antlbod)t r"El&t aehple MU inchsledat Bmvk Htked o dayesH doldedlprpteidb ) @rcell line(s).
| .ast dose of antibody (Figure 8). There were no
Resultm& hyhrle%na%qog%beoscr%eaﬁqi wmgapﬂma@rgmsz% whigh jgigne tagidentifies

L e S A R e
blotting. Another method could make use of phage display antibody libraries and panning for
antibodies that recognize at least one epitope of said antigen (Rubinstein JL ef 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 target antigen. Such
antibodies would therefore possess the characteristic of recognizing at least one epitope of the

antigen as the original antibody.
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wei ght increased in all groups over the duration of
the study (Figure 9). The nean wei ght gai n between day
wO2@ndicday 54 was 1.2 g (5.5 percent) in the cpei/cabko0s/ 000553
group and 1.2 g (5.5 percent) in the AR51A630. 3
-treated group. There were no significant differences
EXAMPIIE pody wei ght between the groups at the end of the

treatment period. In sunmary, AR51A630.3 was
Cloningyé fHe. Yasiablcciesionsind tast 4Rp 1 A3 Mprgelorelzusiboghie t umor

model Meebafafts | SRR ARRGHS Boiing ARRTIVEPAROR (v.) chains
of monoovglnnéiBodnprobadd byahe ARG X633 hybridbnracdll jnesdah be eedtermined.

the art can generate a conpetitjvely inhibiti ng CDVAB, .
RNA engestingtharhsne @nddish ehainrpolammusealpbulihrambe extigrigd dioa the subject

sSSP SO0 ERMRBAR b
isothiocy 4Rt IChira@in\eridl Bibcheiu8S2o4-50hat1999Pr Ehs RN A€an be used to

antigen recogni zed by the antibody. The sanple rra;im .
prepare (ANAUkgE sthsequest iselation af Veand ¥ ieresdyd CR swsthadelpgy known in the

roteinfs), o el line(s)- |t Dr i c
o sanBS4 ) Dy e BB 4.0 SR b
Press, NtV &t 98548 Mithie IN-@$maidl hid@dl R $dqaénde i i Heat P endligilichgin®tan be
the test antibody, such as ELISA, FACS or Western
indepeng¢ndlytdetegminad by afomasediddmaniequensinee Fugherstreighesgef the CDRs and

nankin PSS B Bh 3 a8 AR 8, P
Syntheti(@ ?gggﬁfé&it{é tHdn @Isighkd foisdlatRinQstiiReTV 3 44d ¥9 4edé0from AR51A630.3

. In either case, antibodies are selected based
monocleyal aidlody ard theetisplated gengisian be ligpted iite @n apprepriatp gector for

original |abel ed. ant.i, body. east i f
sequencfi % BPhsat ERTAIAR LIRRZRE 1 R R ERGPE heavy
domainP@HIRIEbA O dGHR MCGpPFdpsibieGretlor FRERPRESGOMY at | east one

epi tope of the antigen as the original

: ' MPLE 7 C oning of the Variabl e Regi ons of
(I)Mon?(ﬂéﬁaiég%k 0. 3 Monocl onal Anti body The sequences of

t he viaNAadnkceding theanendctamal ahibotig fasyou(livitd in Eraimpliedhis readily
i (VL) chains of nonocl onal antibod roduced by the
isolated ppe SeqUERT A SISO BIAN drpee Wé?epén&besla%@égﬁuﬁfsa@dmbes that
caqj: : n
ore capeB g HRCRANY /e R OinE 88, P P and RS0 SH e
monocl@atahadiiodiesk tThe tgbridone cdllngreehs aibeefersal sobirdeiof at¢hodNA. Once

) wi t h_guani di ni um i sot hi ocyanate (Chi.rgwi n et al .
isolated g DAy ecpiasad 306X pres i) Yeciors, Shifi e e tp@sfrsied it host

I1s sud BRACE1 cENAH ALY 8BRSEAY’THindsS ARy, BdisYolmyeloma
cetis st genes cb)} PCR et hodol ogy known i1 n the agi t(dliEIkS)anrsogk &t
cells thaako poedtberwidetyireduce amminogiobigin otent, ¢ olitdin te kyhtiBsis afy

HaEbor l.aborat ori es; .

monoclonal antibodies in the recombinant host cells. The DNA also may be modified, for
example, by substituting the coding sequence for human heavy and light chain constant domains
in place of the homologous murine sequences. Chimeric or hybrid antibodies also may be
prepared in vitro using known methods in synthetic protein chemistry, including those involving
crosslinking agents. For example, immunotoxins may be constructed using a disulfide exchange
reaction or by forming a thioether bond. Examples of suitable reagents for this purpose include

iminothiolate and methyl-4-mercaptobutyrimidate.
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Press, N Y. (1989)). The N-term nal amno acid
sequence of the heavy and |ight chains can be
w0 pabepengent |y determ ned by aut omated Edman PCT/CA2008/000553
sequenci ng. Further stretches of the CDRs and fl anki ng
FRs can al so be determ ned by am no acid sequenci ng of
(ﬁ)HunkﬁﬁngnﬁB&bNL.fragﬁﬁnts. Synthetic prinmers can be then
designed for isolation of the VH and VL genes from = |
AR5 1 A8 Bomanipeshargibody hasaomeios oehre amino deed fesigues iatrodieasd into it
can be |iqgat Into an appropriate .vector for ;
from a ngR B RRIH o T ge e AUR LT R e SRRk st o o
"import't RSV WARh&iré iypltiallf Bkl FohdH 'EmPEAY Varddi®ddibaifi AMudgnization
subcl oned into an appropriate vector for expression.

can be peifyrmgsirthe msthald oA inkes @pd pvoskresbly prpstitvéingsorent GP&Rs or CDR

antibody (as qutlined in Examle 1) is di | Y
sequencfU gy R onitl sh0ee< oo i RoRhed SARREY Bk Mg 21:522
525 (19€6: Riechi¥nrbéridn INehuk@P3MTI 32317 989, Weftoel dinés al Science 239:1534-

capabl e of bindi ng specifical enes encodi ng the

a to

1536 (198amgvigwad in glark,dmaiunel. diodah21:38Hd407 G3940))ant i bodi es) .

The hybridonm, cel.l .serves as a,preferred source

e RSB Eboe R Ei S pRRar AR RRIPE b RHlySS of s parental
sequencBXRId8ESbANcHREStRAIhunRiZl pridRct Mg ithrab.diB&isRshal Mbaels of the

host cells such as E. coli cells, siman CGCS cells,
parental@nil hemenizedssiquences: athyeq dimensiord! immuopglabhdiromades plegcommonly

. that do not otherw praduce 4 mmunogl obul i n _protein, .
availablg i o Serhtier B Bt R a3 e 5 ComRNS Protgtns gl which
illustratd &1 (%i;@;ﬂ%npriolﬁﬂé tHresHinte@kiofial chiforiaborl §Pudt@¥s BEselected candidate
i'e

modi f , for exanple, by substituting the coding
immunogkﬂpubn sexuenges hinspastipe af/thesendisplaystperrohisamalysimsfithe ikely role of the

., domains in.pl of honol ogous nuri ne sequences..
residues o PRI e EPnghe PR BB RRPLG ™ REApeBe o dparet fief
residues\thatiRIEHCE thekBANY oM RAAAAME ifidhSBbbEinb Bk s antigen. In this

chem stry, including those involving crosslinking

way, FRangsidues. cafbe selretap hrd cambinerbfromitheconsgnsoe andimsparissteence so that

.usi ng, a, di.sul fi.de exchange reactd on or by faorn.n .
the desife] oo chABITISES, SN BTGP CR AN HEP doF S SRR B Phiss
achieve®Uh REREall he!(USR rdsfAuURO bR dHeBll PartMlost substantially involved in

met Nyl - 4- mer capt obut yri m dat'e. (ii) Humani zed Anti body
influencgantrgen biadingnt i body has one or nore anino acid
residues introduced into it froma non-human source.
(iii) Antibods & rapmienisiman am no aci d resi dues are often referred
to as "inport" resjdues, which are typically taken

f r om Yiousdgsdpiaues havedsrdeysiages fordperaraduetiong astihodye
fragmenit€ %Qge%rﬁ%?sr%gtgﬁggoé%ﬁg&/%}?feg%%ﬁﬂl%%sy\@aﬁ fe%ifﬁfleg in Hudson,

substitutin seqguences for
Curr. Opiar meswen di Inf8sE5ju@ A2Y)s Lofle e diy frmmuaok iTodaly?2 (: 361830 €000)). For

al .., ure 321 :522- 525 (1986).; R.echmann_et  al..
examplquEet U1 Ggmans capbe %&@ggf?w\v@fﬁﬁé@y&- @i ,Chgéli”éhbf goupled to
form F &3}21&% ints 10A%er bl IBBioteb MGIEWEFD: 1 63- 1 A(1992)) TRURABHH
orm F(zt3 ay§21?§$7- 405 (2000)). {1992 ©f
embodiment, the F(ab'), is formed using the leucine zipper GCN4 to promote assembly of the
F(ab'), molecule. According to another approach, Fv, Fab or F(ab') ; fragments can be isolated

directly from recombinant host cell culture.
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A humani zed anti body can be prepared by a process of
anal ysis of the parental sequences and vari ous
w@eosep2oml hunmani zed products using three-di nBOECAZEB/000553
nodel s of the parental and humani zed sequences. Three
di mensi onal i mmunogl obulin nodels are commonly
EXAMPDBg | abl e and are famliar to those skilled in the

art. Conputer progra re avail abl e which illustrate
A Compgpigion fé’ﬁ}p&?mﬁr‘g‘béﬁil@%’rﬂ?é@ CHEhSVGRY™ conf or nat i onal

stru r 3 i ' L i £y

= oo, LS AMLGE B T0 29 B hon o
preventifig/aepirigscanéert Tige donk@sitiondbepretertting/treesnglemmser, whidhecomprises the

. functioning of the candidate i nogl obul i n sequence,
antibody ofethe preser iCpEPT 267 lopeloxtend camaf afminitiersd as {fg are in the form

ot el SR A R LA B o

mammalzq81i, el rhbtam sHeep,Gonnss bevise, dblind, opond, sivign,ene pomily or
that the desired antibody characteristic, such as,
parenterp iy (et siatraseylaily.yniranerifangaliva sehautangeyship stcg) The antibody of the
chi.eve . 1. ' . i .
e EENRYSHo LELPEIRIALY ' DTSRG "R, e R Al b
compositiondTigconpoisition ABéd fo0 the ddntgisRatich Way ¢oitsin b pblmagulgically
have been devel oped for the production of antibody . .
acceptahile ggjriehwith therpndibody alcthe present apvenHoR P g a gijuent of excipient.

recombi nant h . Cel [ - a
Such a wpﬁ)gl%Pn A é rgyﬁéci}fx t@ﬁ g&%%gﬁ%%}lﬁ%l pﬁ%é&gtonsac%‘{{n’rable for oral or
parenterald@mii@istratigiday 2 1: 364-370 (2000)). For exanple,

Fab' - SH fragnments can _be directly recovered fromE.

col i Brrnplersrfitbasanypassing| feapztr@ntﬁr@} sministration areapigeiable
pepaa 8 o g FOEBEIRL By RUYMRIORIL i s o

intraveno@$! Gubitahle OIS Intfabidndods phdMbiatusasaijeyticrs, ddyeinff{sidns) 2

) ol ecul e. According to another approach, Fv, Fab or .
intraartipylapinjecions; gignEhase injegiate prepaationsanay bepriepgred by methods publicly

v S5E SRR RESl S s NG Ao SHIES S @hane o

emulsif@ng tRAMib&dy bthBe PreS&tf Mvehfivest its9altGaa skeildafR@o@Smadium or an
conposition for preventing/treating cancer. The

oily medigmpenyentionalionsed feviaieciions t'scthe parsosnmegium {omiinjpetions, there

v, for BERAL TS AGAE B B PG b A s

agents, ét0, Wh@h thaybd ehe i PRhBihatUNSWitRhn aproprediereslebilizi@glagent such as an
ositions of suitable preparations to human or

alcohol (amethanallagolyaleahel, (¢ Zaipiyicneaheseh pobigihideneighioRea nonionic
surfacta%g d.el.gg.r.],’epoll)sr“]s?fbggeg%OC ﬁd;?-ﬁg :(pc?l%(?xlj)aeﬁ)hgéel%lte lé% Oe %\rolls?/ ?H&Q:tt of fi'}llcirg genated

castor ol )betut Aanee willy Ynedirt, there hfecerapibydip dy. GEsahlteoi sepradh oil, etc.,
.. invention nmay be adninistered in itself, or may be
which mayhedised By @nbination vgﬁbz} gﬁplplgpgg agent such as benzyl benzoate, benzyl

alcohol, etc. The injection thus prepared is usually filled in an appropriate ampoule. The
suppository used for rectal administration may be prepared by blending the antibody of the
present invention or its salt with conventional bases for suppositories. The composition for oral
administration includes solid or liquid preparations, specifically, tablets (including dragees and

film-coated tablets), pills, granules, powdery preparations, capsules (including soft capsules),
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conmposition. The conposition used for the
adm ni stration may contain a pharnmacol ogi cal |y
waecowepiam e carrier with the anti body of the pP@EeAL008/000553
invention or its salt, a diluent or excipient. Such a
conposition is provided in the form of pharmaceutica
syrup, clRUBRAE aukinsiofisl el tﬂlﬁhfa(kbn?bﬁhoﬂ {s anddteed by publicly known
admi ni stration. | es of the conpositiaon for
methodysmdavayeqoataima mslnclgx 3 é@ue@hora%lnl@nt senveptiangllydjsed iy the figld of
pharmace}l#3 (?a(lijﬁ etpgrgggl% E?)! srb?t @4’6?1?(}19?} &c &R%ﬁ%l@ﬂsaré'r@ftose starch,

age SUC as 1 n rav

mwﬂmesmgﬁggaﬁgﬁgﬁnebﬁiracutaneous and |ntranuscular
i njections, drip infusions, |ntraart|cular :ectlons

etc. Aﬁ@g@gﬁwséfet@mommfsl@sm for ot o1 pargntseal m prakpdmpove are

Eor t
e BB AL R BB RITR) Bl o UGS A0 oot
ingrediefifs. Sﬁb’ﬂ it Md)s‘é@j)réﬂﬁﬁati%ﬁﬁ ifetudly, fof ekdveplp/tablen] plllﬁl,\(ﬁpiul&mnjectlons
or its salt in a sterile agueous nedi um or an ol
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nmedi n1fo

o500 SR LT SR BB TRy B R ATE e

about 5 & 4HRE FOARE copicaRIly dittic! foidi ¥ RGREDS, andlif 10 tod (g rf&ythb ether
used in conbination with an appropriate sol ubilizing

forms. agent such as an al cohol (e.g., ethanol), a

ol ol . 1 | ene I col oI thyl e s
o1 yeol 1 et e dfire B ERPRREci G RpeuR Bt oo feslornggmorising
the anuﬂd@%? the( &Py St Iﬁzﬂ’ava(ri5 @eﬁhﬁ%@@ﬂ Yatje eéifto be administered, target
rogenated castor oi’l) the o6ily nmedi um
disease tchedleom, eou@mf adyredlstretlcgl, ,etCS §Qaweanml¢,,wlmybe<bfor®hd purpose of
used ination Wt

weating Bt 5iem dragneg 6 AP A ED T iAksaiA t Binis the antibody

of the p&k&@ mlenu&{ ﬁmaJéh%uglleﬁswabftaBaﬁt (R0 EfRAHLB Gt 2(ﬁmgﬂ<lg€b|ohy weight,
in an appropriate anmpoul e. The sup€05| used

preferah‘ly)abque@ﬂetb ahmmlﬁlmgfkabodmwmtxt and Ipcpregmfe b'yabou ditevgbout 5

e antib esen | sal.t th
me/ke bogf pETRIGRAN bRsedmrEiSEsaany ahrisd o rimesiodt elfish
parentelfapzinderﬁll ad@fl AR flel 43Bnti AR |bb' ﬂ@&lrﬁsﬂéﬂe&’ 1195 dbde%h@spondmg to the

preparations, specifically, lets (including dragees

dose givandbévd. niWberathe @tomabbretssa)speqnllyl ssverg,rtlm dbsssmaylbewerepsed according

reparations, capsules (including soft
to the ¢ es), s : :
yrup, emulsions, suspensions, etc. Such a

CONPOBhd drffiBodly o T8 ﬁéeﬁtqﬁxee%u@ﬂ nﬁy%laehﬂmkte&ms ekdader in the
and may contain a vehicl e, | bent or exci pl1 ent

form of gn appraptidn abmpoam@d Thg 001!1190#111@1 @Isedifoqdha pdminesitalion Imay contain a

pharmaRIGRENE depTynict BBl B aCtEal Sy REATREI Ot B

excipierfil Sﬂé}ﬁi Eompdsitionid PW@@Q@ usd fBrm O hAaMABAich] ;S}Bfﬁarﬁtﬂfns suitable
use descri bed above are prepared

or al h@i)ar entera
for oral phpa;erpi adroimistiaten (q8- elpaweasc'dnlsmmcmn,aumutanea@s:,@ectlon etc.).

suj t. dose redie
tach coffoiiy betbbe BllE R urdet o i RIS HeE g Plfillermore, e
antibodPof the ; _Fréé@xﬁfihl'lféﬁﬁon nfhly@etus@Nin doRTHoRSYith SHERREES RirleRample,
.etc. The anount of the aforesaid conpound contained is
alkylatiggagents| (., Syclophosphamide, ifosfamide, etc.), metabolic antagonists (e.g.,
methotrexate, 5-fluorouracil, etc.), anti-tumor antibiotics (e.g., mitomycin, adriamycin, etc.),

plant-derived anti-tumor agents (e.g., vincristine, vindesine, Taxol, etc.), cisplatin, carboplatin,
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to 500 ng per dosage unit form it is preferred that
the anti body descri bed above is contained in about 5
wao eooahozp9 100 ng especially in the form of i njRBCT/CamMOs/000553
and in 10 to 250 ng for the other forns. The dose of
the aforesaid prophylactic/therapeutic agent or
etoposidegigmbteta, ceorifheiasiibglytdf¢hapresdnd dyvemﬁort 4ndl the deigndescribed above
vary dependi n t to be

entio n.s
may be %{;Wpﬁfeé? 1@&%aqegp BOT & %@g&ggd t@?ﬁ'ﬁ? ﬂfé ek out e of
adm nfll%tﬂr?ﬁdnﬁé'ran@et& evidRhc AR iRt A"I‘tﬁ')\&@%@n&ﬁﬁt& Bti-cancer
pur pose of treating/preventing, e.g., breast cancer in
effects thuougldLigdtionidf anspﬂmbemnbsagémueanbcr catl rhnm; Fluethert iheould be shown that

the ARSﬁgtglég g%}/lg&gly:cgg elfsgdn tgbglgg%/c%g% Iog.ﬁqlLsnt $ %ggg%gqssldﬁq epltope which

Spemﬁcmﬁ%ratg%%trogg gilgg ge&hxtn ucja_sqggﬁra%&ul%g '{)hﬁng(? Eigﬁbwgg)/ gRlcs2ed]
ELISA ovditght, about 1 to 5 tines/day, preferably about 1 to

3 tinmes/day. In other parenter nd o . e .

i kG pRiaets apd pvw@aawerwﬁe@@ o Beationr ndigative of the
levels oﬂtglﬁ%l st?(ﬁ[erdqﬁ @%gag{ tggulg?l? gﬂggré\\geg‘?igt’l %Pﬁazﬁ]sd %2 a@ent%p&b’ﬁ@atlons are
herein 1ﬂd®ﬁ;i(ﬁ‘ﬂ6@ By &!fé‘r@ﬁdd t0 ghd sanidexten® Bﬂlftehﬂfhndiﬁithlahpﬁblb:aﬂm ahs

present invention nmay be adm nistered as it stands
spemﬁcai}y zmﬁl lnﬁéldﬂlelﬂynr@fca&ﬁ t‘ébﬁ) #I&smoa%t%d BUFRSFENeS on. The
Con‘po[§ fstt %Q uH3 eﬁ'?tof)(? {ha{ g? fﬂer‘iﬂlﬁ I'fcfrﬂlt 6fO[H LH% t‘f(ﬂﬂts "i'l'hﬁtr%ted it is
phar maco o i'cal Ty acce e carrier mn% ﬂ

not to b@ﬁmite@w tte apﬁciﬁm@l;ymw atrﬁﬁige&ﬂalnt of, padts theteireddsctibed and shown. It will
exci pient., Such a conposition is provided in the form
be apparsnt iotboserkibied i e apr By aeEpRoTEnge mapbempds wihent dgparting from
ant.
the scopig %)Jf gr%tlﬁ%eﬁltloﬁgga ﬂ{ez}rlﬁee%hlgg F‘sntgoz (t:(?be cdn@ e?e\ﬂ)qﬁﬁ%@t% what is shown and

describeddip@ssptéifidatiiscr i bed above may further contain other
active ingredients. Furthernore, the antibody of the

pr eselppe $Mnlthﬁ1wtrﬁ/yﬂ readilis appregiate dhb sanressnt invention is well

adapted g@ ngerb]p% ! ilgen%lﬂ? g%anecf< ?abgg ip ghrﬁ ed‘lléilé an %& ta3 e%%rzﬁléngd Yis'well as those

inherent3Réra0 An§ ofigbictbotid € pERIdeS, @l)?ept\'ﬁidy biglo@itaR¢ kdlated compounds,
etc.), anti-tunor anfibiotics (e , mtomycin,

methods @rdcadiyres and techniques éb@nbedjbtrrﬁmeme amefrnllwﬁmeseaa@me of the
S

prefere Epdi Rl s e P ST apRE Y 4 hoidpBadsd asdimitatppgon the

scope. (BHahbd3QRbteinfant t&v@he@ LQS8AL debuan thare slﬁ[l@d {r@e dftWekich are
descri bed above may be adm nistered sinultaneously or

encompagsed withinethe apirif plethe inyentien gk are definegiriy the sqopn@é therfppended
ctams. SpEHTRRIRANN ot S SETHERP. Ao BRI B8 9l fo0RE

embodi@erts,dt shoald bd udaleﬁtooﬂuhztt gy 1nlvéntﬁmuis dldﬂﬁeds Kuid hdtae unbigly limited
AR51A630. 3. anti body coul d be used in detection of
to such gperifis appogimentpirdssds vasioupmedisicatigns i therssembedamedes for carrying

out the @V&ﬂn O:\J}\ﬁl&ﬁlﬁrtg ’é)BWo'uL t_gitk@& sg(gﬁlaqgﬁrfé%it églf: hﬂf{%{eﬁ&& ge Wthm the scope

of the following claims.
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Al'l patents and publications nentioned in this
specification are indicative of the |levels of those
w@RkiBhe99 n the art to which the invention perp@i/as2008/000553
Al .patepts and publicatjon re herein incorporated
'“t,emlatl',gﬁéfbﬁ%’?'ga&glgﬁﬂé'tXﬂ%ee?"Qﬁ f each indivi dual
NationghMicrehiolegy hakoratens iPublia HeglthhAgengynf\anade
1015 Avlingten Streeb be i ncor porated by ref erence. |1¥el:i(304)o7&9e6030
Winnipege Manitoln €anada\RBESR2 certai n f orm of the FaxA204) &8p-2018

is illustrated, It is not to be limted to the
specific formor arrangenent of parts herein described
and shown. It will be apparent to those skilled in the

art that various changes may be nmade w t hout departing
interhdtioRht FGmSIDARIBPI4 t he invention and the invention is

not to be considered limted to what is shown and

described in the specification. One skilled in the art

e A TS T ™

i nherent therein. Any oligonucleotides, peptides,
al egtides bi ol ogically rel ated conpounds, nethods,
ATTAEHUGIRIES OF T ORIGRAL REF QRS CONTBACTANG VIABIIATY STATEMENT
presently representative of the preferred enbodi nents,
_are intended to be exenplary and are not intended as
This [ntematianad @gpwﬂ%éugr@weaccmtgrtg% depesitiafithe gygroergraism
specified belgw, whinhouas reseivad by itaa £ which are
enconpassed wthin the spirit of the invention and are
To (Nﬁmﬁ Q‘éaemsitbl‘) 9 aTH ha is AR Y >
the invention has been described in connection with
Addressci f b5 YorieSteegteSuite b8, Terdm SU01H
understood that the invention as clained should not be
unduly limted to such specific enbodi nents. |ndeed,

IdentifiéatidicofDépddieat i ons of the described nodes for
carrying out the invention which are obvious to those

Refe?éﬁicb'a%g?gﬁ g&ﬁeﬁéét]oﬁre | AR be within the scope

of the ng claims. Tnternati ona positary

Ao e B B DA BRBO R - Prrom st e
The géfost siptfted dBomuls XAMBRRIRE "o m 1 DAG BoY 4

a EESS?LFE‘}}F‘I: FEJCEEP %CnAgs%fggf)AN ORI G NAL DEPCSIT (i ssued

CONTRACT AND VI ABI LI TY STATEMENT Thi s | nternational
D pafyepessayaxenomis desionation(sReqfh_deposit of the

=TT

Signature of person(s)authorized to represent IDAC:

{

[)
Date: February 1% 2007

Receipt in the Case of an Original Deposit  1/1 File 095 (07)
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speci fied bel ow, which was received by it on February
1st. 2007 To (Nane of Depositor) : Valerie Harris.
WORIBS1Resear ch I nc. Address : 55 York Street.PEUCAZI08/000553

Intekhdtion4l'Depesi Wt%ﬁ gpCariadati on of Deposit
Natioial MiErdbiol ﬁ_'agg o&yP ?, ééllﬁ%pf@?‘?éﬁ@%ﬁagh Accessi on
1013 #iGlon°Spdg1ed BY Thi S TDR UTUZD /017 The .‘3'?8{??564 789-6030
Winiyped, M 29'14 e -’é‘%ﬁ'ﬁg"”pa”' et b oo FOX d4§789-2018

designation (specify):. Signature of

person(s)authorized to represent I DAC. Receipt in the
Inte@atienadForm IDACHRIAI Deposit 1/1 File 095

(07) I nternational Depositary Authority of Canada

Nat i onal M crobi ol STATEMENT:OPMABIRITY i c Heal t h Agency

of Canrded pAkhanttbiRUé 90.2Ff tiReBudapest (7Y Régdatishs)

W nni peg, Manitoba Canada R3E 3R2 Fax: (204) 789-2018

Paﬂtyi’ib%ﬁ&tni B/ iabifiy Slade Rt isdssudd EMENTOR VI ABI LI TY

ssued pursuant to Rule 10.2 of the Budapest Treaty
Nanﬁe_g%ﬁ%&@%rty to Whomthe Viability Statenent is
S . Ferris rander AdOress. 2855 PGA
o 2ay

Deposi t or

[e)d

I dentification of the Déposi t Accession Number gi ven
by _the International Depository Authority: 0 10207-01
Depositar of the original deposit (or nost recent relevant

on (nost recent test date) On the date indicated
Addedssy &5 Ydrie Straet, Suite 1680, Toronto, ON M5J 1R7

Identification of the Deposit

Accession Number given by the International Depository Authority:010207-01

Date of the original deposit (or most recent relevant date). __February 1, 2007

Viability Test

The viability of the deposit identified above was tested on (most recent test date)
On the date indicated above, the culture was:
Y viable

O 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 ofpﬁn(s) authorized to represent IDAC

Date: Febgﬁry 19" 2007

Statement of Viability 1/1 File number: 095 (07)
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] viable D no |onger viable Conditions under which the
Viability Test were perforned (to be filled in if the

w0 ndosninep? on has been requested and the resul tBCDEALIN8/000553
test were negative): Signature of gerspn(s) authorized
to represent I DAC Statenent of Viability 1/1 File
nunber: 095 (07) CLAI M5 WORAIMS cl ai ned is: Caim 1.

. The isol ated nonocl onal anti body produced by the

Wha“sﬁ%?’ie e deposited with the | DAC as accessi on numnber

010207-01. Caim 2. A humani zed anti body. of the

Claim 1. SOl a’,TﬁéjisHEfb@%&ﬂ)@lonﬁFﬁﬂti‘B@&iypﬂ%ﬁﬁéBdQﬁC{hQE%Eﬁlﬁmﬁby&rgwi%&with the
deposited with the | DAC as ‘accessi on nunber 010207-01

IDAC agacessiamnigber 0A- fr agnent produced from said
humani zed anti body. Claim3. A chineric antibody of

. the isql ated I I t.i baod d by th
Claim 2,0+ A dmaisss anady the ottt muos Onal anibadvoprofiyssddy the
hybridoRhQRBdsif2d vAth O IBATI A2BcdbibH hiSbér BOTBT01 RF 8 HEEsnbiRTThe
said chineric antibody. Claim4. The isol ated

fragmerpiodudedrrometald hunmmizt¢dposbadyd with t he | DAC as
accessi on nunmber 010207-01. daimb5. A nethod for

. Jnitiati ti. i hd tot oxi cit f
Clim 3,01 | o ettt i ot BF OB R Db e By e
hybridoffRRpbsited Sviththe YD AICTHS aBedsbish HBmB&NMI0207 00 By aA hakided Fiiting
t unor ; ggr ovi di ng the isol ated nonocl onal anti body

fragmeng poetivcedifrom saidechimini¢ atdibadrieposited with the | DAC as
accessi on nunber 010207-01, the humani zed anti body of

. he ispl at oGl onal,, ant ik body pr.oduc the .
Claim 4,00 564 B0 B9 TR PRGerRGRG L A PR e DL ot Afgssiseymumber
010207Q40207- 01, the chineric anti body of the isolated
nonocl onal anti body produced by the hybri doma
~ deposited with the | DAC as accessi on nunber 010207-01
Claim Sor a &DvaBod fosimbatingvntibpd YODRIME ) aytasbreicity ogangerduspeellann a
" abill [ tlé tﬁggcon%)lgt it itvelo¥ i nhi.bi t binding of said
Issue SPRIL SPIEHCHERBT SHA WA FYEY$88 t s target antigen;
idigd st Bﬁnﬁlé'ﬁ%niﬁﬁkﬁﬁﬁrﬁ&h fmpecl onal antibody, said
umani zed anti body, said chineric antibody or CDVAB

pioadaag thejisotaterdhingnedlenali antthodp peaduced by the hybridoma deposited with
the IDAC as accession number 010207-01, the humanized antibody of the isolated monoclonal
antibody produced by the hybridoma deposited with the IDAC as accession number 010207-01,
the chimeric antibody of the isolated monoclonal antibody produced by the hybridoma deposited
with the IDAC as accession number 010207-01 or a CDMAB thereof, which CDMAB is
characterized by an ability to competitively inhibit binding of said isolated monoclonal antibody
to its target antigen; and

contacting said isolated monoclonal antibody, said humanized antibody, said chimeric
antibody or CDMAB thereof with said tissue sample;

wherein binding of said isolated monoclonal antibody, said humanized antibody, said

chimeric antibody or CDMAB thereof with said tissue sample induces cytotoxicity.

Claim 6. A CDMARB of the isolated monoclonal antibody of claim 1.
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wherei n binding of said isolated nonocl onal anti body,
sai d humani zed anti body, said chineric anti body or
wEDBB1d2ber eof with said tissue sanpl e i nducesPCT/CA2008/000553
cytotoxicity. Caim6. A CDOMAB of the isolated
nonocl onal antibody of claiml.Caim7. A COVAB of the
Claim ‘hurmaniAzéDMxB obthé huofanzedamitivdy Gf alamm 2. A CDMVAB of t he
chinmeric antibody of claim3. Caim9. The isol ated

) nti bqd B t her eof .one of claims 1, 2,
Claim g 6, %#Bg’{‘ﬁ‘?ggﬁieﬁbg’?e&f aptip ‘Eyagtﬁ‘é - selected from
the group consisting of cytotoxic noieties, enzynes,
Claim q adl 06¢ i¥RtGIHRBBNIS) CBNVA B SR TISHAY D ok l:lﬁlmsq 3, m 6,7 or 8
. A nmethod of treating a human tunof susceptibl’e
conjugaaqrd with dynthm s@dct@yfromdm gioup comsistingefieplofoxihmositias, enzymes
di ﬁa i d hurrl\%a resse lat | east one epitope of an
radioachyg FYRRPURAT @ ?rg’élfslcél %inds to the isol ated
nonocl onal antlbody produced by the hybri doma
Claim KEPOSIAl @ekh¥ll bhtrédtia |a%§1aﬁ9cuxﬁ6§§1%§ép@ime'w 'ﬁﬁﬁboc@]iﬁa&éd Q}totoxwlty
or a CDVAB t hereof, which CDVMAB is characterized
in a magimidlj whereio saldri'patanttumelt Sxpiresdsigit iealst ondiepgops ofsai auhtlgen whlch

spemﬁcgﬁ*lbat eg(hgio go lt%? g]pg?qqﬁréz? ?ugglg)élpr Mﬁ?ﬁ{; lgzgnd ma deposﬂed with

the IDA@ Q@&Jc@s&ﬁin it 0 f’()?()‘? Lo 156t ACIOMMIB &I eRhich @WAW unt
fective to result in a reduction of said nanmal

charactcmwdrbykamabény toGtcampretiti vely Tidebitrbindog affsaidl wulated mmbeipnal rantibody
i sol at ed. nDn cl.onal. ant#W£ is,.cq ted to

to its taa%?f i)ﬂt&?fl omﬂrg{rgg I%IPW&% 0 g 1m 80 fl{ltlgody or said
CDMAWNBERMNin%fliath ot SEREVE tdREEE ¥ d Rddctiof Y 948 bhah§mal’s tumor burden,
i sotope. Claim 13. The nethod of claim 10 wherein said
i sol at ed nonocl onal anti body or CDVAB t her eof
Claim Het i vahemethodpif elaimtl0 vdiesdinsaid isofdted menéorenadantihoalyris ddhjugated
t0ac V\:{;I? rein said isolated nonocl onal anti body or CDVAB
YIOR&ICIB “Wedi at es anti body dependent cel | ul ar
cytotoxicity. Claim15. The method of claim10 wherein
Claim ©92i d_TROhRIHM oTeRas 19RMerdA 54i8 @fbtdxdc ﬁH{E?}nis%elgdloQt%%otope
16. The nmethod of claim 10 wherein said isol ated
nonocl onal anti body is chinmeric. daim1l7. A
Claim IPpnociTbnatethedial blsiry 10 apfwentie said issiased mogodlenadaniibady or GOMAB
thereof%@t”\? eesplc)}no e O epi topes as the isol ated nonocl onal
At aﬁ)o&y |8r oticed by the hybridoma deposited with the
IDAC as accession nunmber 010207-01.Cd ai m 18. A net hod

Claim 1e|f t r €8¢ idthod JYIRA 10WHREcih Baid iSERATEMon YIS hﬁhbﬁﬁwr CDMAB
human t unor expresses at | east one epltope of

thereof gediaigsaniipedsrdepprdsnt celllargytotaxdeityt o t he i sol at ed

nonocl onal anti body produced by the hybridoma

i 8250l A SRS RSl R0 Py

~ability to conpetitively inhibit
Claim 16. The method of claim 10 wherein said isolated monoclonal antibody is chimeric.

Claim 17. A monoclonal antibody capable of specific binding to the same epitope or
epitopes as the isolated monoclonal antibody produced by the hybridoma deposited with the
IDAC as accession number 010207-01.
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bi ndi ng of said isolated nonocl onal antibody to its
target antigen, conprising admnistering to said
woreovsale2sai d nonocl onal anti body or CDVAB t her BGF/CARZNOSM00553
amount effective to result in a reduction of said
mammal ' s tunor burden. Caim19. The nethod of claim
Claim 18 whérmethod af dedtisgladivathninocinaahmaint, ivieein ssid human tumor
conjugated to a ¢ytotoxic noie hod

expressgs a F‘%ﬁ[ Ane epitpRe PEAHardigen V@%lmpgckliﬁgal%ﬁng@%t%, the gola?e%t monoclonal
i HSGRSH b AT RN P P LB oo o

or a CONRAB diercv€}whviah €DMABE elvadteriZed diyrn 2Bility kecompdtitidtelyfinhibit
claim18 mhereln sai d jsol ated nonocl onal antibody. or

bindingyhvar ipelated sronpelanaltagtibedyttp bis dareefeiplipee sSompESing piinistering to
said ma‘f% sgfﬁ' rﬁbxﬁ&é cfmg thmp&ﬁ { EB?&?R%RQE}?QOQB aﬂl'omlt]e fe éz;\ i{% rrIicj,sult ina

sa| I'so nonoc unmani ze
reducti@dlof shitemamirfabid tofiorduadem. 18 wherei n sai d i sol at ed
nonocl onal antibody is chinmeric. Caim25. A nmethod of

} eat n tu in.a |, wherein _ said human
Claim { L[Eg B}egg)gl c}ﬁgm dvgltergﬂ éggnﬁ%%n@po%[ﬂn ﬁ{ﬂilw 1s conjugated
¢ ﬁﬁk ifically binds to the isol ated nonocl ona

Oacytn |bod§8§roduced by the hybridoma deposited with the
| DAC as accessi on nunber 010207-01 or a CDVAB t hereof,
Claim 2thi c¢h TePhéBadsof chimndOtvelierai e dail w y@ioxabmboidty istaradioactive isotope.
conpetitively inhibit binding of said isolated

noc naI tibod oits targe tig onpr i
Claim Zlypi n| }WB %fSPaé%i M‘%mpalégﬁat?@weepgﬂ%? aaﬁ*hqdw%DMAB
thereof%tl\g@gl%@ in conjunction with at |east one
chenot her peutlc agent in an anmount effective to

result in a reduction of said manmmal 's tunor burden.
Claim 22. ai mI'hé mettod crfwtalimd 8ofherdinisand 24wl atbrbmehoc] sl dmilbmllyair €«iDMAB

no | ona n on ated to a cytotoxic
there(’fmﬁ% g?%ﬁ %’/i‘é %@ﬁ%&&tog?m%‘%l m 26 wherein said
CytOtOXIC nnlety is a radioactive isotope. O aim 28.

Claim 280 mehoaduRl of |cﬁ1'nm 183vREH §a‘uﬂ 1s?@dt9d fn%ﬁ!)ﬁ&ﬁﬂ antlbody is humanized.

m)nocl onal antibody or CDMAB thereof actlvat
~conmplenent. Claim29. The net hod of claim25 vvher ein
Claim 254ai d Themsthed ofslago|18rvetiereinsail dsjated mEDdMAGhal hetitecdy is chimeric.
nmedi at es anti body dependent cellular cytotoxicity.

. ai m3 of claim.25 wherejn, sai.d i.sol ate
Claim 2?Dnoc ongpogﬂﬁﬁr%aglg§ gl AP MR i id ﬁﬁ’ﬂ’ﬂ’&&‘mor
expressed atQbaat m@@mg@ b arikAl whidhl s@éﬁﬁcmﬁas%%e ABfatddqi¥noclonal
is chimeric aim 32.” A binding assay to determne a
antibodjy peadugedby the diyhtideraadenosit¢dswith the IALS asacsassidnenumber 010207-01

or a CDMARB thereof, which CDMARB is characterized by an ability to competitively inhibit
binding of said isolated monoclonal antibody to its target antigen, comprising administering to
said mammal said monoclonal antibody or CDMAB thereof in conjunction with at least one
chemotherapeutic agent in an amount effective to result in a reduction of said mammal’s tumor

burden.

Claim 26. The method of claim 25 wherein said isolated monoclonal antibody is conjugated

to a cytotoxic moiety.
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sel ected froma human tunor, which is specifically
bound by the isol ated nonocl onal anti body produced by
whysitdesn cell |ine ARS1A630. 3 havi ng | DAC ACPEBSANN8/000553
No. 010207-01, the humani zed anti body of the isol ated
nonocl onal anti body produced by the hybri doma
Claim ZEPOS IThe thetodrbfichem 28Athedin 358 @§fkHic MetEReTs Drh8id8diisotope.
or the chineric antibody of the’isol ated nonocl ona

. antibody produced by the hybridoma deposited with the
Claim 3Hac 48 gethodaf slpim2ddiergin o2id Tsodated monpelprdl agtibody or CDMAB
thereof%t‘i’yd.tegida%p‘]’?ﬁ%n?sue sanpl e from said human tunor;
providing-a €ast one of said isolated nonocl onal
anti body, said humani zed anti body, said chineric

Claim 2t i b@ty nethodPYRBih PSNaEeih Baill isobaeMoaedond) anSul§ or CDMAB
epitope or epitopes as those recogni zed by the

thereofimgdiatescantihodhodapspdant sgltulassoptoiieitiuiced by a hybri donm

cell line AR51A630.3 having | DAC Accessi on No.
. 020 : : . . [ ided , . .
Claim 38 o e KRl 28 fer S oo s humanizea.

and determ ning binding of said at | east one provided
Claim Hnt i b@tly nethodfBRih RS vaRkeiisiitl isokitel fbfsdienas ambddy is chimeric.
wher eby the presence of said cancerous cells in said
. lissue sanple is indicated. Caim33. Use of
Claim T30 c AdHBYIEATSTE SAiems 2 peeskice o6 Rariseras fells inarissue sample
[ Ly S t | east .
sectc BSOS R 30 R TR EHPIRSAIR T S gy
producddisy hyboidamedelitine alRSN Al 3@ 8 thabiag YDRIOAt&esdo®Not E)207-01, the

o S e o oSS T Db s
i ARt i 10 01 SRS BT Pl

monocloaal gatibaiytprgdueed bp therliybridemadeposited @ithile IIPAGS Ak decession number
mral sai d nonocl onal anti body or CDVAB t hereof in an
010207HHp GofPatRECt i ve to result in a reduction of said

E&mll' e, LU im 34. The net hod of
al m%%tlgv\%ﬂer el I?ﬁsal d?‘alli@gﬁ%g%%é}nﬂnghocl onal antibody is
ponjdigpitdeast onccofaidibelated nbelbial abliBody, Sdid hikeniZed Affhody,

.. ,.0f claim34 wherein said cytotoxic noiety is a _
said chimegic gnibqdyori(dYVIAFktherephithat reeognizes thasamsepiibpe Prenitopes as those

: 0 ; Sade i I t i pody, or B
ecomiMES PS4 h3ALR A afOGE ALY LA B R At
having H)ACAc3assidnaX@in 02647-d1;i sol at ed nonocl onal anti body or

CDMAB t her eof nedi ates_ anti body dependent cell ul ar
EntatIg% pde@i; one said provided antibodies or CDMAB thereof with said tissue

sample; and
determining binding of said at least one provided antibody or CDMAB thereof with said
tissue sample;

whereby the presence of said cancerous cells in said tissue sample is indicated.

Claim 33.  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 isolated
monoclonal antibody produced by the hybridoma deposited with the IDAC as accession number

010207-01 or a CDMARB thereof, which CDMAB is characterized by an ability to competitively
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Claim 38. The nmethod of claim33 wherein said isol ated

nmonocl onal anti body is humani zed. C aim 39. The net hod
w@booshaizne 33 wherein said isol ated nonocl onal Be/Chdg/000553

is chineric. Claim40. Use of npnoclonal antibodies

for reduction of human tunor burden, wherein said

inhibit Bid8TB off H4TR lisoRéXET BEARForAl ahtfRAY tONStaBiMt hAPRNnOEordtising
antigen which specifically binds to the isol ated

adminisigringdp srid mammplsenl menesdenabentibpdy ee CRMABdbergof in an amount
. ited with-th > s ' 010207-01
effectwg?@%%%m%dhgk}o&&%@ﬁ‘% r"'&%ﬁﬁ%ﬁlﬁs&c ogllrﬂ)gg@é'ri zed by an
ability to conpetitively inhibit binding of said
Claim 34s 0! aTaé m¥tHvdOf eaath 33 Whiekafl ¥aill @soidted dhebnat AbtilgR is conjugated
conprising admnistering to said mammual said
to a cytpieXsdN@A® anti body or CDMAB thereof; in conjunction
with at | east one chenot herapeutic agent in an anount
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administering to said mammal said monoclonal antibody or CDMAB thereof; in conjunction
with at least one chemotherapeutic agent in an amount effective to result in a reduction of said

mammal’s human tumor burden.

Claim 41. The method of claim 40 wherein said isolated monoclonal antibody is conjugated

to a cytotoxic moiety.
Claim 42. The method of claim 41 wherein said cytotoxic moiety is a radioactive isotope.

Claim 43. The method of claim 40 wherein said isolated monoclonal antibody or CDMAB

thereof activates complement.
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Claim 44. The method of claim 40 wherein said isolated monoclonal antibody or CDMAB

thereof mediates antibody dependent cellular cytotoxicity.
Claim 45. The method of claim 40 wherein said isolated monoclonal antibody is humanized.
Claim 46. The method of claim 40 wherein said isolated monoclonal antibody is chimeric.

Claim 47. A composition effective for treating a human cancerous tumor comprising in
combination:

an antibody or CDMAB 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, and
hematogenous cells; and

a requisite amount of a pharmaceutically acceptable carrier;

wherein said composition is effective for treating said human cancerous tumor.
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