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particul3ply' SN e BISEBFHANOR aticHIR ienah anarioglonal antibedyusetul for the
diagnosfsOindRFeafH&{t 08 cihcgRnocl onal anti body, as wel | as

nonocl onal anti bodi es produced by the nethod. The

pat ent.§.Pagrat Noc 5,869,045 chlatemntotantibixties antibrelyi ferpndntsq Antibody

. ti -HD human nonocl onal anti bo useful for the
comuga@e@ and smgPe—HPaln 1Immunotoxins reactive wﬂ% 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

6



di agnosis and treatnent of cancers. U S. Patent No.
5,869,045 relates to anti bodi es, antibody fragnents,
w@nioslssigl conj ugat es and si ngl e- chai n i mmunot oRCTIEA2007/002029
reactive with human carci noma cells. The nechani sm by
antibodié¥iHaRe tHROHRILH RS IRGHRRR WithiA thedhrdiRorhiCel{sOstbsedudnt {¥inding,
. the noleculeS are reactive wth cell nmenbrane antigens
makingfhers especipilytusefud forffanningfantibordyrdrog and autitedy-taxid conjugates. In
. : i ot nti bodi.es have .the abili t
their urt{AE fold) h Rl BR Moo R VG BBt b et ¢ o
concentraticthisng, maki ng t hem especi ally useful for form ng
ant i b??l -drug _and anti body-toxin conjugates. In their
unnodiY: e%at?‘gﬂﬂ-ﬁﬁ@éﬁﬁ id!ﬁsth@fsthartl%otlr@e\h%?am@mdleg/f%mwcﬂlerapy
t . g
and proghOREE it PRSEbbR SRR Aaniboy (it B belfinammal.
In this ¢agenghe adtearibpdyncisait wifeydnasxtyse ofHaneaiemtibody fuadtn thedymmune
' tinucl ear, aut oapti bpdy f ed mammal ., In

i.s_an om an ,
system Rocgtise e aulopnribily SameF fom, ‘an2eed pampeal hahesm i 16, pabiggment that
the autd¥tiBddy ackidllyQehes FRmD thepatit it Sel g AR dS Y8 beMioBRePaRAt discloses

the autoanti body conmes from "an aged manmal ", there iIs
natural gad megasleastmptinediear apteantibady{rm b dgedamamaial, yand @rhybridoma cell
. ' i reat. In addition the patent
line pmfg ngkgggg&%!a({nﬁréﬂt&gﬁlggrn%l rﬁ%a%}lgg%' ant i nucl ear
aut oanti body from an aged mamal, and a hybri doma cell
l'i ne produci ng SUMMARYNAF T&HE INVENGZ&ONaut oant i body.
SUM\/A?E.G:iITHE.INVI\I'I'IO\ITisa licat|on u,tilize,g .
met hoddFsARplFBlongtbattmahodalpe . Hir PEilicing Ratigp: specifin @ati-cancer
tibod@Rtape irPehe NAY 180,857 PReddfor isBlattBPhybridoRALR i i
e i sollgg?i ng ﬁyby i doma ce ol n.elg,&\%hi chﬁ%@ggg‘e&%lrn@&hwh encode
for cangespuscdisnase aiodifyiag mangclopalrantibodios | Thest antihddisdiae de made
. t.j ] ecificall Qr_on iy
specifichlF 36t e {BREAR HhEMaRE obBitle FRESHHV AL ol PiagShferapy. Withn
the conteancfethist dppliegrion, Mitl-bdndet &itibegiet Bading Eithiddicéll-killing (cytotoxic) or
g‘gﬁl.l cation, antj-cancer antibodies hawrrréa ei ther
cell-growth intibifing (eytostaticy peperties avill higrepttes badefered i Bs eytaigxic. These
tibodfeS ¥hPBE ald if b réaaf b&d"
entibodleS AP BE Ak IR PRLANE d Wan AR T3 chfer S din BE R et rumor
metastagesadheny antibodiesicancdicsbenised farcthe preyertivn of @andee by ey dfo

MNP M S e T
paradigfispfiiboaiet igendriited il i way iy @é&"iﬁél@éiﬂéseﬁld?gaﬁﬁ&ﬁ% @6t previously

accordinagtotraditional drv;? i i

) r i scovery paradig
shown tg hejintsarad to e geqvathaadion senvival ofmakignant tissyetFurthesmoresthe binding

finitic@R¢ . 1 h t.0..be in ral .to
R S T e -
may nothg drhenabiler 1o, strbhgerhffiviltynigtepdctions. tAles i0lk with®$the purview of this

. . antt I bodies are suited to requirenents for initiation

inventiog 0t0ﬂ51u§9tp(§{aa in‘g c@ggtﬁ%rqpﬁl.étgc wagaliiss, e ra‘ﬁeﬁ‘ﬁ:ﬁldéﬁa with the
CDMABL?\%E%}CM iE\'&h'i ;fo‘h thefeBy F5¢sfiyhe e saidichbmoteldNelitids" orhe
CDMAB 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
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i nvention to conjugate standard chenot herapeutic
nodalities, e.g. radionuclides, with the COMAB of the
w0 p®BAsH38i nventi on, thereby focusing the use oPCEHAA207/002029
chenot herapeuti cs. The CDMAB can al so be conjugated to
time offpReseition, a8 bamkdd, MRbMithi@SamBRZIERSMEr in HRI t?]%]édrfrom a panel of pre-
. . conjugated enzynes, or hematogenous cells, er eby
existing eangeneys diseasamaskiyyngoantibadias. e Therpatiept wilbbe¢onygntionally staged but

i 0dl, v L] nki-cancer treatnment wll. bri bout
e aval L s 020 A DG S TEh THEpRaPESt e e
immediatel nivixh Ithes &6 stitig tibsdit$) ahd @ pahdTRF anigdied specifid tadhe @gmor can be
‘2‘% .thetime of presentation, and banked. Fromthis, L
producedgifheg using the; metpdcamling hepgin ar throwahath ueccef Rhpegdisplay libraries in
_ i ; i £ vi ti - '
comondih AR SERERS Rl A 523 AR L, 1) B IR ES e win e
added ta ¥l likrbtyeofamtiidanchirestibadiesminaefthere és a possibility ehat tteegiturors can

t he .pati ent. .The ient_can be trea I nedi at el
bear solf 3 it a5 PP AR PHUBFGS DoRR FoR e Agpocies proficed
accordiag td th@tinethod By Bel seful td fi€at bAERFouS Ake R iR ARV HGRBer ohf patients who

el ther using the nethods outlined herein or” throug
have cappess thae bisd tp izege antibndiesy | i braries in conjunction wth

the s I h het.ein discl osed. Al .
ant bk Fa Rl R BB dled R RBR a ScT fy rpsive fhe currently
recomnamiled terapies a3 iphaitlod dingsti shedud rdgivaéeof seatmpts Jihifhdt ttlyat the
.. 4 hat other tunors can bear sone of the sane epitopes
antibodjes ijqlafed, iz theResery msdhadplogyease Bdptivelienogioxisdaingg-cancerous cells
allows fr QHRGRALIBACEH éiilltiBSdiEé)attﬂ???d&%E RPGkE J5RY, aﬁmef‘aﬁ%&lortﬂ?c njunction
~ treat cancerous disease I'n any nunber’ of patiénts Who
with copgensiopalrthenapy.t ibe hiigh thkrapeutib érslex avitliabbogiessit ré-treatment on a short

. i ti ti-cance. t i bodi h tient

time s e i) BePire REoRIM ot arivalirnt Reisupl els
as palft th®patientill refral®fAlo the Mitil Rodtke bf @@t ok meflifises develop,
fact that the antibodies isolated via the present

the progess pbermeBipe specifieaniitiodies yo therftumexean hegepratedcfan tetreatment.

_ nath ona. : ; .
FurherG, 3 Ll SRR AR Ao LR, S om
patient amxhnecinfused &br ttdaeman wf mekmtabésy ITHekhehiavpdetn few effexiveitdehtments for

ta gl so%er it re-treatnent on _a short tinme scal e that
metastallf GHICET ARt MELasasqssupliyRariend 3PosF oWRYPe Essukingsin death. However,

metastatit @A ¥R Yre LSS v vAEllhSzed afndttﬁ@défiﬁ&hﬁ&aniti%ancer antibodies by red

refractory to the initial course of therapy or
blood cefls epsthaye thecpffeet oficoncentraping thesmitibbdigeatshasitenef thp amndri Even

. i i he tunor ,can,be r at ed. f or ) .
pio o308 S Sk AT DGR o AR opp o i suvive
and an amAiRcdneecanibb@ptafuiated @ded brod ce®d dan tREfRLARIadaidn situ tumors

and re-infused for treatnent of

th ?t pat i en&1 d re f
as well. npitgaptively, theprsitodipsyenytssioniugatedite ether bemategenave ells, e.g.
lymphot ks, WedcfsphakeC nfb'ﬁlB&ﬁEs, ARG ealt&akaﬁgétcys uall'y portend a

poor outcone resulting In Wever, netastatic
cancellBeraaee fivaiclhssys ofdntibodies ahdiedch ddasaoclatet svithed fuvietion that is

anti-canger anti bodies by red bl ood ce]ls can have .
conterrd 7§z OB ks deraly gt dhay et oriCiing Phvesket pesbodics
are medidted éiehel thrdagh dn¢idad P defendért cBREIASEASORIcitYOF EoRBIRAfRAt dependent

cells are dependent on the host's ‘bl ood Supply for
CYtOtoXiCHX; ?Jorsw%munne IgM and IgG2a antibodies can activate human complement by
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and an anti-cancer antibody conjugated to red bl ood
cells can be effective against in situ tunors as well.
waQ\Ldosose38i vel y, the anti bodi es may be conj ugatBCI/Ca2007/002029
ot her hemat ogenous cells, e.g. |ynphocytes,
binding#6 (0P B ' ; i
e plerit s e ¥ ac ey b Lfssical pathway
of complemeni astizatian which cam tead ito tumdrdysis. sFardwirenraetibddies the most

. T PP ngrally th th anger. cell ..
et R BN B TR oA e in Shdbois o
the IgG2h and G Risotypedye eitteene ervecttidgdyitokiy cellsOthhtHalv¥ Felreceptors
. . conpl enent. dependent cytotoxicity. For exanple nurine
which \ygﬁg

ahte qeddpling by menacytes.dasrrophages EEAnHIAeHISS avdpirtaidnt

L nehi t . f
tympho A it SURP B Th P and N RURPE BRI XPICRET
ac: i vamiother {}ﬂ)i&iﬁk n?nl:]tr;iesgrg tof mtthmgp n;dgm%c?cagg?fklglthy be through
apt i bodi es t he nos iV . ) i vati ,
the use F oo ?eééh%&anfélé’ﬁé? Sihly=¢ eATarEp ! vagtont faemical bonds in the cell
membra@i¥ dndQfdi BSocRited H§cd@ER s lyICGEﬁd%,%EI&H@d edt8lyhé hARJaYes.

at recruiting cyfotoxic cell’s that have Fc réceptors
whi ch There are thaer adslitienal methanismy dfyantibedyemedigted cancer cell killing.

. . n Ltaln | hocyt es.
The iCAERSE 0P S BUA0 SRR, AT SR RSV Bumune response
against theoputhtéve/inGgen thaotesieles po dfei daheer et hThe setond isah ufoehantibodies to
nmedi at ed cancer killiq% may be through the use of

target EEOW fBERPLYS ARk interfrse MitheIb fungtion gute domm mglats thasiracegtor so that
its funckidh is¥fecGRAYI6R! TRARAS id e Eﬁ‘&ft%? ls+cﬁ%§95&‘i@§ oftd tg@ation of cell
gl g pi ds, e

associ ated gl ycoprotelns or ycol i SO-ca

surface genietiestthat map leadth dissct dlkedeathnsech dsrlization df déatnmeceptors such as

TRALEENRAFE R, offflisdl i hredphcv sei end oo 1.
i nduc&ht BRnibAdMiliP of OieeEdraR id BALDSn IRIRABHOFABRHRS under an
utative antigen that resides on the cancer cel

t he. !
accepta‘ﬂ?élﬂ%d%ﬁl& tp therpasients In eancerrtherepyl puryivabhascgegerally beea the most
' r ' ' tion ta, do .
sovah S8 SRHOS DAL B L8l B ARG ERePhrt faicon o
prolongixig kifet Thesk pthen benefitfiaviiche trehtinent dves abf Riverselly affectsurvival, include
antibodi es on direct ligation of cell surface noieties

symptop palliep. Profestipp agAp adVerss §venisapIRlongation WSme ipepassence or
disease Ffee QAL ThI! ARIGRbRASatIAGH iRk tgﬁére&onpﬁ‘hggﬁg:ﬁegﬁfﬁ% 8nerally

integrin nol ecul es such as alpha V beta
acceptedl jape regpipsory| Hodies giichuasi the UyS.dfood and Breg Admimjstratidna&ddlA.) approve

; ) t ahl [
drugs tfif plcRficOHIE benefils HiRetetdt: 1 Sl AR AGERP I ncniaHpmatotey
42:137-44312062)| In dudétiont toehe¥® Stitetia Ucil twelll fe@IgnRd et therd MK endpoints
sre are a nunber of other mell-recognlzed benefits

th
that may presage these{ypes of bsnefitsi [narti the accplgsate appreralpspesss geanted by the
U.S. F.oDeRekddvaad : gﬁnﬁtg%l@?aﬁ%hnﬂgﬁgg tﬁ?ﬁ! 66'{19121&%9 redith iﬁﬁéﬁ%\k’ Benefit. As of

i ncl ude sy Iat1on; protection agalns
year-ené @803, sherp haveobagatsixteeni drugs apprdaved nederrthis peecesy, and of these, four

| seasg-free survival, and prolongation in time to
have gofl 3EFS RN dpPorilae ehow-Bpisabied ooyg Homamipied cmpt cnhenerit a
predictedegiuniopity cRSHiNS. O finfottaht\hdpoft fSrRRErARMINSING effects in solid

Adtgn' nistration (F.D. A ) approve
tumors is the assessment of tumor burden by measuring response to treatment (Therasse et al.
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drugs that produce these benefits (H rschfeld et al.
Critical Reviews in Oncol ogy/ Henmat ol gy 42: 137- 143

WQO®R)N5838N addition to these criteria it i s wePCT/CA2007/002029
recogni zed that there are other endpoints that my

JournalpsfebeaNatiorud Sanéer Pasingtt IREN2051296 20000 Thé clikiba cntena (RECIST
accel er at ed approval process 8r anted by the U S

criteriajfqg spch \@W@é@fe@emm?mmgﬁc baRespanst Fyatuation Giteria in Solid
Ny 1 [—
effect qnftumopbmnies,sa,s shoein by objeetivg mﬁpnjiscsfmmerdmg"te RECISG‘ dritédia, in

approval , i.e,, foll st .udi es haye denonstrated
compariie g he Anpronriata cantrol groyp tendde vifiwgicly, pesiuce disect patient benefit, In

the preRAHRAI Rithg (hfr | b{mi@ﬁ §gnefil ?Qﬁ’drg tst.r£.1 SR {8 435840 afld HScument.

ffectsm solid tunors is easse snent of tunor
In that prgralimicabgtudies san beganséasgrbiogbe tlinical settingdrugsTthet predecegtrolonged

.l - Joup.nal ona Cancerln Ltute.
survivably b e g e REles! R eecd i e ngpons o
produciigi positiva YesbOlises s liryA kieadnieat d lﬁ?%&h:kﬁ@dhc@ "t@iﬁb&l Iﬂﬁf&&ﬁmtme pre-
Response Evaluation Criteria in Solid Tunors Working
chmcal@eguﬂg may @}pq)m’/ecﬂgmfm@r digeqt dnpact o ther diseasey Adtheugh prolongation of
t
seiva 0 i By CIPUSHER B 5 TR L b e ot

benefitcthiat kaviealinical wilitpand fanclear thivdumppbenden addactici) twm&h may correlate
tend to, ultimately, produce direct patie

to a delgy ffisgase PrPEFgsaiopy extended somtval gy 'Pqthgcapmrlemodhwcﬁ Benefits and
have clﬁh@&? [rﬁfgicl’ (E@Eﬁrcﬁ Lt &l Eg{'élg[?rﬂﬁ{tgl 'f"ﬂ% &éss SF&Q %9 &?Eﬁures of

pre- clini cal stu es can rans
Chmcaanah l@@sugrs@fﬂargxeddﬁmgpomda;mwematmml Boge 39" Annual Meeting,

[V n pre-clinical nodels have the greatest
2003, pggci p?a]tgéd clinical utility. Anal ogous to producing

posi t IThe prRemanFSioh AesdribBi ﬁ@ldebélsﬁth&ﬁ%d usk HORRUEASS. 3
reduce tunor burden in the pre clinical setting may

identified By itheffectdn ggytoraxinassay anstin anapimal model hEhuhareeasieer. This

v ASEHD, 0BG B Bl BB BB SR on e e

molecuteh endcthat fls@hverin virreéytboxicabpdiass ach hilheﬁallntlbl&dyi b.%édnst malignant
it is clear_that tunor burden reduction,

tumor CEQ?‘ Pty not orrpal gelirs and, whishplsaedirsstly megiate; 5 emak@wmb@éﬂ inhibition
a t
o b4t S ten 10 Pha e G S GGhoA RO oA e
tumors Fxpresspreatdgnate astigeemarksrsan delievd unes gm‘thImlﬁbmah andi dther
Tar get ed Corrpounds ASCO Educati onal Book,
positive PRI ff gonsind GErimET2003, pages 200-219). The present

| nventr §N thie $eni6s tdalifes IRy e MRIARAHA34!5 4
AR46A35. 3 identified by its gffect In a cytot %enasatargetfora

therape'a%%wnra iept iwheg administared reatl edduoé theunmnr burdereof a ddricer expressing

vient ts th bi n ficall
the antipHH hARRHE AL AEEIG ek e B P 8f RIS Ghifoais . and
their deamh\teb,eundaslnagedﬁam&mgrfra\ghiehﬁ thotk6f, axd @yt@tbﬁ&ﬁ?tihcﬁxilngq afids
aked antibody, against malignant tunor cells but no

thereof, {{ fagget Their pntigeq Q) giFe thedumer brenof acangel| expesssiag the antigen in a
mammal qbiﬁﬁ‘leﬁﬁ&ﬂebﬁﬁjsymvédﬁ%h%sto' 0404 the WP br & n%%g thqcA A&H@\Eﬁ 5 antigen in

advance is of the use of anti-cancer a
as this to target
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tunors expressing cognate antigen markers to achieve
tunor growth inhibition, and other positive endpoints

wo@Roosassser treatnent. In all, this invention tBEDOas007/002029
the use of the AR46A35.3 antigen as a target for a

cancerquiEe il b4 (ARERl 1, GRS PAREh O Biec iR adpidRovis of

mammals brearing tumbls thai expesst tlinamtigen. t eaches the use of CDVAB
(AR46A35. 3), .and. their deriyatives, and qntigen _
bi ndi P 1§ anypbjechye Ogﬁe inxenEen i wilizg amethed fry producing

cancerdus @iRase &B&fﬁﬁ% anfitddicd r(@MBﬂdfiseﬁ@ghl%@&ﬁ@ctB@@&ﬁ@ dglti@ed from a

_ tunor burden of a cancer expressing the antigen in
particulgp indéviduat e dnerormase patticelai cangert Getllinek,swhitke €EYMA Bt dre cytotoxic
. f fecting.the ARAGA3S. 3. antjgen i ncancerous
with el ' cafie B, PHé HEufBneststy iR Yol lirl st tope ston paerous
cells, imbrdehgrigglite hyBHIGHS BE1PEAS Al tRPCHIFRsSorldBR isldtel UidHo1onal
. Lhat exgress this antigen. Accordingly, 1t is an
antibodjgs; apd pny genhindimg fragmentsithareefforwhichsaid:hybeidewa celbtines are
roduci ng cancerous di sease nodi fyi ng anti bodi es
‘CDMAB) rai sed agai nst cancerous cells derived froma
parti ¢uisan additionaldbjdctivoof the énvehtiom fottek daneib@dy disease modifying
., cancer cell 1ineg, whi¢ch COMAB are cytotoxic wth
ant‘bOdl‘eésE%".(f’fis ‘EE%?&BQ?DR%% g"a%?méﬂ@?“r?ﬁ taneously being
rel at iiviglaYufRd-dbfttice Bptlhle %‘tﬁﬂﬂfv@ﬁg&f‘wﬁ&&e chhke?d edésease

_to isolate hybridoma cell Tines an orrespondin
modifyinggingibedienwhoss] aytetbxiaity isooetiated thrdughnaritibedy Bepetidery cellular
toxicit)jragments thereof for which said hybridoma cell Iines

are encoded. It is an additional objective of the
I nvent i9Yet 4h dddatdhaCebjeQive 6F Y infasan vaitioh Yo PEbduce cancerous
antj bodies, |jgands and antigen binding fragments

diseasempeditydng antibodies avhosg eytetoxisiy éxmediated throngh coraplament dependent
llular tBY:& 1 on to produce cancerous di sease nodifying
c uaantll g%dl es whose cytotoxicity is nediated through

ant i béwdy stile pémdesnobjeetivelbfathe irtant infvéntidr toiprodiRE caiterous disease
i nvention to

dif addi t.hg&ml gb' ective of the instant .inve )
modifying sgtpedies,Whetesytotericitnisa fypetian of thein ahilitydgicatalyge sydrolysis of
cellularchbRic@Xb&idsy 1S nedi ated through conpl enent dependent
cellular toxicity. It is still a further objective of
t he i Asttdhfurtherahjedtion of thegnsigntdrvention ér toysodlice earx@rous disease

. i f.yi apt | bodi e ase .cyt.otoxicity.is a function
ot R AR b 105 G5 e ol et and
monitoSiest @atebonds. A still further objective of the

instant invention is to produce cancerous di sease
nodi f (Atheg oRisctsiad iadvangages lof thivinysrsion willdrecome apprrentifram the

followil?gséé’%rifn%n FhaBROSE Set fgtttﬁ%rgfov‘s’zilysof iﬂlrl]s(liration and example, certain

embodiments of this invention.

encode

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.

11



nmonitoring of cancer. Other objects and advant ages of
this invention will becone apparent fromthe foll ow ng
wa@e®sn5gssi on wherein are set forth, by way of PCT/CA2007/002029
illustration and exanple, certain enbodi ments of this
I nventHigute 2 BeprEfentdHadih P 6f AN46A 33 B0 ckAdeEmdh@HiaEcdll lines. The
. C ares the percentage cytotoxicity and binding )
data is Fag{;greéi tgPrspet the Blear Hrareseppes Huenaity as afeld irarease ppove isotype
controll i Nes OCC-1, OVCAR-3 and CCD-27sk.Figure 2 represents
bi ndi ng of AR46A35.3 to cancer and normal cell Iines.
The ddtigure 8 incliddsaepresentative FAEIS histogramsaof AR460X35:3 amtanti-EGFR
y as a fold incregse above %@ t‘%/pe control.

. d.nt jt
antibodies dieegteq 2o RBpt igueral capperaer nap iR F ABLLARSC L ogr ams of
ARG A5, AUk SR AR P AT G5 BORATh

several cancer and non-cancer I I'tnes. Figure 4
prophylgetio BsPEad pancreatic edrfagr model. Al eexBisal dlashedtlines mdigatenthi period

P I I.c .BxPC- 3 pancreatic canc nodel .
durng by Bich o6 ARIBOOR i T P ENEL St PG BRR o
t he aFiguredyenastadés the sffedt of ARIGASSBdbSdy" ﬁﬁ%ﬁﬁﬁ Atprophylactic
he nmean +/- SEM _ Figure 5 denonstrates the effect of

BxPC- FEREC SaRaer Bigsl. viedta Reintsrearessns dheymean +/c SEMPC- 3
pancr @/?gdréS? E&@&%ﬁgﬂdﬁeﬂgé gffél%? AR 3 GRS gtov%tp %na

mean + enonstrates the e
prophylaRd6 A339 Bingreancarmodgt. Gkkelveitivabdgshephindsdndicate Adferiod miyring which

.cancer del. The verti cal dashed |ines, indicate the
the ancf3 Rhs SRRt DA AP DRt e aSHN or o
Dat 2 ppiudé 3 deRBhQERE! the BRTRRARNGEA 385N Bddg gt i i
dermonstrates the effect of AR46A35.3 or{1 bcﬁy V\%l?glﬁta plrc%[)hylactlc
e ortmt 1 he maam. ) SEvt DeTA LeD DESCRY PIY N OF
represen e nean +/ -
THE | NVENT ; i or
phrases ha\i/)e@ii @%@?@Q‘Eﬁ@bﬁﬁ%ﬁ&m’%ﬁf din the
sunmmailty gerbes cthe [poll cwing wordPdrgshrasa§Have! thé Helicatddalefiaition when
st SR S o B 1 o
P ! ’ >« si ngl e nonocl onal
ant i bqglk @§nf ‘*aﬂﬁ{)&g”’ggu?&qg 'ﬂ?ébroﬂgs@&ggu afd sp@&ﬂcally covers, for
neutralizing antibodies, de-inmunized, nurrne,
example;single mosadclonallantibedies(@induding agtinés ) antagohish ady neutralizing
. conmpositions. with pal.yepitopic specificjty, i .
antibodfes g‘?‘%’i‘%‘H‘éﬁzﬁd’éﬂ?‘?’ﬁo‘%ﬁl@,ﬁz?“ﬁ‘gﬂ}ﬁ’&%ﬁﬁeﬂgﬁ&ﬂ%%dv‘%%om‘é'HP%%ﬁ}Posmons
with polyepQoFio specifi€ey, BigkRWhain 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
may be present in minor amounts. Monoclonal antibodies are highly specific, being directed
against a single antigenic site. Furthermore, in contrast to polyclonal antibody preparations
which include different antibodies directed against different determinants (epitopes), each
monoclonal antibody is directed against a single determinant on the anti gen. In addition to their

specificity, the monoclonal antibodies are advantageous in that they may be synthesized
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The term "nonocl onal anti body” as used herein refers
to an anti body obtained froma popul ati on of
wG@ipsnse3si al | y honogeneous anti bodies, i.e., tPEI/CA2007/002029
i ndi vi dual antibodi es conprising the population are
uncontdrﬁ!i%ﬁfeﬂ%g ot GRfbodi&Y. TROFRUHER “RidhbEiBhdY uﬁ?&wsrdlé‘&laracter of the
mutations that may be present In m nor anmoun
antibodMaa (bcin@mdvkalmni ﬁrdzmdl substmtmllbnhghiogenq@as pbplﬂandmmfnmtlbodles and is

ainst a sin ntigenic. site. Furthernore
not 0 U OB ER 48 Fed Rz ot R Y BY epEpuBPIACSIoLFor
example/ @k ﬂﬂﬁio@ﬂoﬁﬂ%ﬁﬁbdl@ﬂd tRaftk® ; sbcbRh&OwAR ﬁierb?ésent invention may be
di fferent determ nants (epitopes), each nonocl onal

made by the Iydhgidoms (guriae e Humami method figst dgﬂcelb@kbbxemhhant aloiNature,
t I t ificit
25649 DTSR B el BB L SN ARGH (e 508y
No.4,8 Tm%beTWhhmncﬁﬁﬂmtﬂmﬂie@ﬁhﬁwaﬁd bbysﬂdt&ﬁfromrliﬂabé) dlhtﬁfody libraries
modi fi er | opal " indjcates _the charact

using thyiEcHAYeS JagFIRE Bl HGRIBNeAPhcbiaitco b 054098 K140 B Markcs e al.,
J. Mol. \B35Y0 225t l}lggpqugla}tfopgxﬁﬁpl@ntl bodies, and is not to be

construed as requiring production of the antibody by
any péAhtled;aﬁragmmsi’obonﬁmme epartjpinenf ah istacrandbody) preferably

conps AR Y3604 SN S B s
includeles¥ahan ﬂiﬂtl&%h Bhtﬁlﬁidléieﬁﬁ 'F{QS'dFM')KQHh 2% fFatgnﬁHts 8aboUiEs; linear
256: 495 (19 or be made reconbi nant DNA

antibodjgs; single- g@@ntlbo@ molgcg;es pingle- pmmamlxﬂlqsssmgle Tomain antibody

T e L T Y e ——

antibod¢dmeniehas). i n C ackson et ah, Nature, 352 624- 628
(1991), apd Marks et alL, J. ML Biol, 222:581-597
(1991 AN fiRfacts aribady is onpg, Whﬁa&ymw@ge%émngs@rable region
1l a%igm: { &6h |
os well BEENghfttln Ahotalt @hai NG ALK ea Rl Sl SlsknC QRHS L, Cu2 and
Cu3. T@@mpﬂaesdcunmammab bd ylatﬁvemqutcs comdnn demhis e. g hiammdnndtive

en th ant i bodi es, . Fab,
sequenqe D anAllimaifelsB it id rlpiosanBpufEot Ersfgeble fsinact
antibodghbs bexdlyr MbleaFfec RS furfctibgd. €- chai n anti bodi es, single
domai n_antj body nol ecul es, fusion proteins,
r econbleReiting e theiamina aeid ﬁ@ﬂqengp@fctgfi P@nsamt dpwdineof their heavy
: t r S ntact'. anti.b
chains, WRATRAitJARED AR e B0 ncd G Cbiasteh Al G v EpaSeses of

intact antglyidies: EgiA dgD]| Im IgG | ang Mg MG and Sbveﬁm sf ﬂlﬁ§e ﬂ@ﬁﬁb furftek divided into
chai &(ﬁ?at domai ns and CH3 .

subclasfﬁqg g ?n" &j veGd lgGi K&A %L&ﬁ?@g‘ hg daavyaehain constant
domain§l ARt A PespSndto AY Hﬁfér&iﬁtcla\é?es f %?@éaf_l,ﬁﬁ;aér &g%yeﬂﬁi) u,

or ami no acid sequence vari ant thereo
respectively. The subunitistri¢sorey ahd thremdinmmsivnalecoafifamations of different classes of
lmm“m%gﬁﬁ{lfngﬁ%d‘geﬁg endi ng on the am no acid sequence of the

0"51? their heavy chains, intact

ant i badtibsdycaffeb®r agfetionetefep tcdﬂlt)ﬁeeﬁlgfbtglcaff‘ﬁcﬁﬁlﬁ% attributable to the
There are five-mpjor classes of
Fc region (a native sequence Fc region or amino acid sequence variant Fc region) of an antibody.

Examples of antibody effector functions include C 1q binding; complement dependent
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intact antibodies: 1gA 1gD IgE 1gG and IgM and
several of these may be further divided into

w0 swBoss8ses” (i sotypes), e.g., 1g@, 1g&, | gE3r/CAI84/002029
I gA, and 1 gA2. The heavy-chain constant domai ns that

cytotox@‘c‘i‘{yIc Fé P&@Sto? medlﬁfg thﬁﬁo%&%bex?deﬂ?@e@ﬁm@&a@ﬂtckg)?(gﬂ' @II?CC);

respectively. T
phagocstoskacdqwresﬁgalﬁ@on hf e@l mrfasn gicopiats (€@ Bi cgllrrestenpmnsBGR) etc.

ant i bomy P EHFaERNS HEPRARELhrarityg i ADCE" Rl o 0 cen.

medlatéai @hﬂﬁinﬁﬁ Iwaet hotispécific ftblokietibtifat ExpréfREFchecdplsts FeRs3 (e.g.
| ve sequence FC_region or amino acid sequence

Natural K Ipp (YK FeeliseRubiphish, a6 MARtopBeasy) reeagizs kapngmnibody on a target
ol e QR PLUSEV A, JAIE LSl 15 5, B 8oy ppcc
cells, emressﬂ%chHdi eplyndzhaﬂ:eas:mlohedmm apmsls BRI BoyiRIT nd FARUL) FcR

express? @blg%ﬂtugtg}%qséetbc se§q gtf’l:I@gtI% &f %::gln ﬁc’aé{: fé%& of Ravetch and Kinet,
Annu. R&nirhrﬁ&’rgﬂ 9@%@991)0 ?Uasﬁ?éjma&%ﬁ 0P inkd mﬁéﬁlc}}@ﬂﬂterest an in

DCC' refer to a cell medi at ed reactl nin
vitro AB@ES?}?@U, fsuch asythatdes¢ribedan IUsS .t RaatN e 01085362 Fkr 55824 337 amay be

perforriedy st Etbaors@ T ouh ool SmBimu e =500pgetr cons

(PBMQ) eh&i NangtalsKidiee VK NELK. ARemEtiVelP, oF a8ditibhgly, ATHEC aé@ity of the
The primary cells for nediating ADCC, NK cells,

molecu&éﬁr%gesmgﬁbp RSsGPeq in ihierehs wedel gpehoasthytdjsalosed in
Clynes Eﬁ?{ PNAQQQS§§@8@5§CF5%(‘( pr essi on on hemat opoi etic

[s"1's ‘sunmari ze abl e 3 on page 464 of Ravetch
and Ki‘Bfectoreails” afedeukocyies mblichSzxpiess Bi2e ()ﬂlﬁ@l?e)FcKEmnd perform

e RIS TR B i O B
functloxﬁ\kExa&p'i&cbf :ﬁﬁﬁmﬁ NeukoBytbs WRchRMiRE Aﬂﬁﬁé ‘i’ﬁdﬁ?& H?ﬁéﬂdi blood

effector cells for such assays i nclude per|
mononygless GCM&M@ saruradiiller (NEBWE)s, aranopytes rcatotcmnt E@pll( and

el addi-t i act
neuteopffl igh PRI ity Sind by 8 The ety by otaced from o
native soutge théréofae. gniroml bloatied PBMCS adedchibéd Béréial osed in

Clyne%het al . _PNAS (USA) 95:652-656 (1998). "Effector
cel | sThe fezms Fg BegPOE” OhiEER” asgonsed fo deseribg a paseptor R binds to the

315 B ] NI S8 S S O .
preferred e iis one Wﬁxdn@h&amfg(hanmmy éugamuyh eceptor)cdndimclidds@eceptors of

the FCY%C@S{HCl u iﬁlHﬁ% %FSCENRY glé\gF 8 T&%ggsta%glalltemanvely spliced
forms ot:me@é faéeptoPé FeRIS r@eﬁo&%&m@@ h&hﬁlA\oﬁx{ *hcﬁ@b@ 8Dt and

being preferred. The effector cells nay be
FCYRHB éaén aﬁlﬁéltmgdm&atqm)t whichdhive sienilan aminsf acid: seguerices tha Hift

rnecept or
primarin S TR0 Ml 0 PG
immundrbeepFay tyreginesbasdd aarivativin dodfy(ITAN iptite fc?fobﬁdmﬁﬁcﬁ)mzﬁn qnh1b1t1ng
nl§ k\fleB qmence human FCR.  Moreover,
receptor Fcy contains an immunoreceptor tyrosine-based mh1b1t10n motif (ITIM) in its

cytoplasmic domain. (see review M. in Daéron, Annu. Rev. Immunol. 15:203-234 (1997)). FcRs
are reviewed in Ravetch and Kinet, Annu. Rev. Immunol 9:457-92 (1991); Capel et al.,
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preferred FcCR is one which binds an 1gG anti body (a
gamma receptor) and includes receptors of the FcgRl,
wo-e@Bosssand Fcg RIIT subcl asses, including alPer/ica2007/002029
variants and alternatively spliced fornms of these
Immuno{n@ﬁlgm §98:34RG5)! A LEEREA' S al. N T4BeCHE.PRed. A26380-41 (1995). Other

I'vating receptor") and chRI IB (an ' | nh| biti nggc ”
FcRs, lncledmgtthose)to bddentifind ireths ifkrea ATCARFPIBPAETHDY; g ferL iR herein.

o e 5 e PR P S S 0TS 0 e

maternal IBO416 HRCRAIAGuldi 2 %l.N\E Thinsad]. ad:l 582(1996) amst Kim e alAljur. J.
inits ci/to pl asm c domain. Inhibiting receptor FcgRIIB
Immunob @A 242AS194)). rmunor ecept or  t yrosi ne- based i nhi bition

mot i f., QBN refbR 96 tHedbilaty ofa
in Da éé@ly&nﬁ&*ﬁ%ﬁy{%ﬁ CofRLn et (1997)) yo
moleculE@cREysaﬁwgét\An ﬂwepieselnc&aﬁ/mmlﬂemm Rhereamplemant, acfiation pathway is

1n1t1ated4)y2@2 O!lgpd?rlg-@sf7 g % g& égxgnég%g cgﬁnpﬁejne’ntg)gsye'?ﬂ@fcﬁcf%é énolecule
(e.g. an }ét ? ‘%p }&Pﬁith aEbpfite MRigen. THadsoe ddenpldiaar attvatien, a CDC
nti in

e futlre, are enconpasse
assay, e gFaRieshabeﬁ in. Gazzena-Santoed & ¢l.i hdmmaaal. Wm@ﬁﬁéﬂéﬁ ([998), may be
ceptor, FcRn, which is responsible for the transfer
"maternal 1gGs to the fetus (Quyer et al, J. | nmmunol
117: 58K {ekRFGhridNe f6kdis & thalfact Bhat cerfhin pmtmons:)bf the 4zanzam© domains
(1994)) Conpl erent dependent. cyt ot.qQx
differ extensivedy trbsqqn@ncswmqnwnegodaew psediip ﬂr%éd 18pngd &%“t“ﬁc“y of
Sy RiHow&\Rr GREPARIBRRY is not evenly
eachpah&uli%g{:ﬁ%n pafﬁv\gy 'S |n| I at e%l byrt he bi ndlnz of the
distributedrthtoughoqualneviriable ddmmmfmnehedws §§/1§ cersepinig in ghreg segments

B L

more high coﬂ%rd@@?&rh@ﬁﬁoﬂ Varighle ZaRfainsané edled ehe fthmework regions (FRs). The
hods 202: 163 (1996), may be_perforned 'I;Pe.
variabl¢ domainy af nameéreavsemlsgm éhmmemhspmpﬁaq foug FRs; Iargely adopting a p-
rLions of | nhétting, and
sheet cGRiayER0D. Sonpi o 7 isBbh e AR Ere ks F PRI ponhétiing
in som@é&éesﬁﬂbeﬁaiﬁgl }Qirﬁof, mﬁe Peshebt soacture mhamypﬂwmaiﬂqrdgmnsun gach chain are
particul ar anti gen. However riabilj y 1.S

held tomury clgse proxiBiERY mlﬂiﬁgﬂ’é}wl‘gﬁ‘é" e JS%P%§°‘8T““’ other
chain, c%ﬂ *&ggﬁeﬁe fdﬁnah% GRSk géht ﬁﬂdin'% sitB e Sntﬁﬁﬂ[&? Mée Kabat et al.,

pervarlalerel in the |ight chain
Sequen&ﬂtbﬁﬂmtehsaafjmnduaohgwaf Inséress, 5tb sl Hgbhqﬂealmeévw: d¥atipnal

Instxtut;s? %ﬁ@%%&k%‘ﬁ?%ng’fd( g@;{%r %lc?e/rgr nt, {)ﬁ%&%% rﬁ)gu@ijveﬁ%cﬂy in

binding & éﬁ{fbob? /¥ @Mifheh] Wit exkibRivaG oweTfecnd fpictiens, lsoelr asasticipation of
argely adopting a b- sheet configuration, connected

the antibpdy i asibegp dercadentiselulpeeitewSiciti A Wor m | oops
g?gﬂgg]{}{ q?mb ?ﬂg) n%ﬁl@?ﬁé}@t? ev?hélpl'i RGreffelfer® to theRghino acid

pervari a e regirons 1 n each

residueg b am amtiterdiyertdch ax@eedpansmh fot asigepbinding. (The hyperverigtigregion
general?)rr] (cjomgmnéers] atrmhr?o hél R ?efs\ll ues ?r%lmea L c%%p?emerftgr‘i)trydtepe%)ntmg region” or
“CDR” (e.g. residues 24-34 (L1), 50-56 (1.2) and 89-97 (L3) in the light chain variable domain

and 31-35 (H1), 50-65 (H2) and 95-102 (H3) in the heavy chain variable domain; Kabat ez al.,

perfo
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chain, contribute to the formation of the

antigen-binding site of antibodies (see Kabat et al,
w@egsmessses of Proteins of | munol ogi cal | nter eBCT/CARIN7/002029

Ed. Public Health Service, National Institutes of

Sequenbﬁ%@ote%%?ﬁ%nolwwal 1319e933t,) 5th BaepeeIRNi&dh SEPHBd, Wational

are not i1nvolved difectly in binding an anti body to an
Institutegafi Health, BethesdahMdl. (1994))iandfor gfdse oesutues front 4 Srypervacieble loop”

o iy AREETLEESD 05 A L PR 2.

(HD), 536@(9112} amh%l 108 ed3hiartee ReavgicRais vafalle GomBinf Chathidland Lesk J. Mol.
ues of an antibody which are res onsi bl e for

Biol. 196:44 lg%lr? @PRG) g ramesonRegiomrqraFRE re eénregtbﬂ@r\maple domain
re51due§ Qiﬁ@f H3f ?h@'i@lﬂéfba?iﬁblg réﬁﬁlb%ﬁﬁl(je Esglmrén d% ned, %‘ﬂé ?féegt)fon of

determ ni ng regi on resi
antibodjds|produses 6?60 {deftficah nntiged-idigg Bagments healled §Rib” fheginents, each with

a s1ngle(qqéll)gg$ len(dﬂtggmﬁiggﬂ;lq gfeg%ilqie aécl_’“ : gl%gb gglpgeHz ot egtg 1t% al%ility to

tall g P&RE SEatet BEIBS af ! -bjnding si
s teg&%igliepﬁgﬁ C aHea t)ﬁ SerV|i:$:aI(te)rmtl %}%gfﬁ llhﬁésﬁ(ﬁﬁ%g o%ndmg sttes

and is stil gapable glegrpesskimking/antigen091) ) and/or t hose residues

5052 Tt 23 et G RBL G Fabntl wiiEh SRR & 5plefrieen-
recogmdonranch atipggntindidg 6itd. Thisordgioh cotdyts ansldider b bné téblvyichain and one

t he vy chaln vari abl e domai n; _Chot hia and Lesk J.
light chgjgy va g Igidompagsingieght.cop-qoyalemy gssocigtiogitibindhResgniguration that the

three hyﬂéR/arfaSﬁ' rﬁ%i%ﬁs &f &ach I'\}Flgz?olé/ 8othaR ifte FRIR dA L€ %Jé rq}ét?%enoﬁlng hg site on

pervariable region residues as
the surfd@‘ <Dﬁ’tbd VHF’dpdumr.cE@andy, thé siaritypenvdiistsie mgdxﬁhscneﬂfet antigen-

i d bj.ndi f d "Fab"
i ST S SRR S0 ettt
compnsfiﬂgj oﬂyrﬂiﬁ%e ﬂyﬁérvarﬁ:ébie fe"gﬂﬂﬁﬁﬁécaﬁd"ﬂw?%ﬁ af@gR) hes the Gbity forecognize

ity to Ccrystallize readily. Pepsin treatnent
and bmg ,agqlgpgl akthqughist 3 Joweraffimity tham the dntize binding site. The Fab fragment also

contmn?ﬁfe'c%ﬁ%la&' cﬂ)%a'frg ofih% ?‘%h@&gﬂ{ g’ldsti’l? hést ﬁ%ﬁ] glmni (63&19 of the heavy

cross-11 nking
chain. Hab b@mnw\ﬂllffeh fmm“lFah firgg aentObyPthe taddidioh iof & fiéve eskitiviel aOfe carboxy

ing site. This region consjsts of a
te‘mm“au q}?ﬁgb ggW? P ipchiding,pre 9Timagre cystaings {rami the petibody
hinge e UFALLSH bid &@tdes@ﬁ’aﬂloﬁ‘h\éf’glﬁ Rir FABSAGHALH A c. Lt& nk Sesidhe(s) of the

is configuration th the three hypervar? '
constanf deynains bexr aék—'@ﬁ cm&rfreabhlel gronpi F(ab'hptagtibady fragrokefts orgiasly were

producdfie p80 RS (i S bl S SR Ginis bber gt her chemical
couphngmﬁmlbamyf@gn&mdtmsosﬁwﬁl city to the antibody.

Howev even_ a S|n | e variable domain (or half of an
Fv coﬁ{a? | ight ghagps'yo %ﬂb@lh@z&@m\ﬂamvaﬁemﬁeégmwan be ass1gned to

one of t%%‘féa_frl 1§at%{c$ ggesa%.ll’lézﬁ&ksaagt ?.nqt? (‘)»g%ﬁ]agegi IS o ifo acid

Sequenqihef élntrlcpestmndd»mgxw te. The Fab fragnment al so
cont aj.ns 1t hgl tant domain of the |ight chain _and
the fivoglesrdankyorgsehy ntibegy fragspentseormprisehe Nuppd Vi domains

of antler?g ‘wHekeif) BRB¢ Soslhink &fe ﬁrééém ﬁaﬁslﬁglé ge&g%@d%hmeprefembly, the Fv

ition of a few residues at th
polypeptide further comprises a polypeptide linker between the Vy and Vi domains which
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term nus of the heavy chain CH domain including one

or nore cysteines fromthe anti body hinge region.
wWo-28403438i s t he designation herein for Fab' i nP@iiCabno7/002029

the cysteine residue(s) of the constant domai ns bear

enables"ﬂle k&dsto 8RR e (Fe%:r&chétﬂlcuﬂé ‘? g&?ﬁ’inﬁmgnf?b e’\y %f, scFv see

fragments originally were produted as pairs o
Plickthunan e Phamiiaobo gyay MdvionlpeakArsibedies svddel 13e Rosdnberpg and Moore eds.,

springe ViTagt NEM ¥4 85 O%%Br#igghg“ﬁam of “anti bodi es 11 om any

ver t elThat@nt Rt cRitesC d6TelR Qo amall ﬁﬂtﬂfbd‘y%%ﬁﬁ:n&fwmo antigen-binding
cIearIy di stinct types, called ka and | anb

sites, Wmh AEASHE OMBIise axarinble heay m@ﬁ%m@mneqtmora variable light

d cFy". anti %Vd
om0 HER e 0 LT b, i v
pamng\bbtw&en the tvasdomginnom theaame Rhaiapthe domaihs Ardréed to pair with the

o RGeSl bbb hor BN s
describ8dhoM-ful9TRI 35 eXdhh QWEM@?‘ hﬁ n1 169: rﬁ%lflﬂ T et al., Proc.

desired Structure or ant 1 gen | ng. For a re w of
Nail. Aged-$cis ESAPP G4 0448(19A3). Phar macol ogy of Monocl onal

o e RSO o 88y

recoveree from slcahpehiens of itehdial érﬁru%ﬁﬂkht @ohiaBafbnt Lo Gf&rﬁtssof its natural
with two antigen-binding sites, which fragmen

environgsahptedBatgrials whigh wowd intorfers vethdiagnastie on etapeérlq wseafor the
ant1bod¥hal X %f/ﬁ {)Qslatenggﬂ@ug?%éﬂaes,i al?lrdrker ri&ﬁ{a{?nlﬁ)%oﬁpglpﬁ% %??telf%ceous

solutes.dkdlated patlbcvdygndatimaher antiteodty\im sitiowithinsrecsmbihentali®since at least one

marns are. forced ir wth _the .
compor Aot an oy R s ok R PSS o ERRaile: hesver,
1solatemﬁ1beeﬁwﬂraélp@a&utb%t 1&5@&1@ Bific éﬁo‘% cribed more
ly in, for exa 097; WD 93/1 1161; and

HO| | i Ageantibpdy|'whi bmds l\m antlg&o@ﬁ int@est 1§ e capable of blndlng that

S L MR N

agent irr tangwreg adell epplessinOMp afitgin. Wherd the Aatibéd! is ©RY Wh@AMBIAds the
mponents of its natural environment are

Cont am na
antigenigIpoiety-it y]ﬁmreﬂymﬁ@nnﬁr@m@ that gRtigenisi mejietysasi appesed to other
receptofsN SRS bFind e 1r§é?c.rlen %uﬁﬂﬁé ORf%s nR g%&?fy F@&;nlﬂgc? or binding to

enzynes, hor nones, protel na
post-trapglatyenal momfmeumss csmhmbmam omemdnagaﬂ; mdtmd;dﬂayonerwllnulﬁi é6es not

nti bo itu reco i.napt c¢el l si nce at
SlgnlfICMF A ross- ?@Fﬁ pr8 qsh bégb 91e CFF&?IH]P gf an antibody that binds

an antlgeﬁ of Erﬁétﬁﬁnire\wéli kridin ﬁ'ﬂlQheDi@ gfd\éan ibtIdIOBE Jré’ not 1R E(o assays such
sol ated anti body will be prepared by at | east one

as FACﬁtﬁqleIeI%W‘é’te@Smbiﬁt anti body "which binds" an
anti 9gu 40dq lhéﬂélﬁrt?étexgrﬁs(?&f% Capanl g, of 0 ﬂg{j‘ ﬁ LREE> are used

anti gen with suf 'Rl Ty su
interchaageabbpdpd iall sustedesignations inbledaprigthy. 107 atboagidersidod that all progeny
may not be precisely identical in DNA content, due to deliberate or inadvertent mutations.

Mutant progeny that have the same function or biological activity as screened for in the
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agent in targeting a cell expressing the antigen.

Where the anti body is one which binds the antigenic
woreiosnys3st wi Il usually preferentially bind t heeT/CA2007/002029

antigenic m)i ety as opposed to other receptors, and

originallg QGRsfAfh %g Enchitfeli IR Wit lbe Qleﬁfjfrﬁﬂl the!l6bnté&d& where distinct

on- speci c contact, or binding to
designatnmshretmmnelbchtl onal nodifications comon to ot her

ant i s and ma he ,on i.C :

cr osg %F%%@F“Wrt i e’i"’?eﬁ%%olaﬁ g‘e?%epﬁé g&t&?o{ dn?ﬁié%ﬂ;%lacnc of
preventa‘&%& BfclabiRBs, Wheddin Q{Hdﬂj&ﬂ ¥s tolpaéveht orckiow Elownt(legﬂn) th‘e targeted

Interest, are well known in the art and C

phologiomiormoncisarien Shoreon asStyTagERT 4 Ssealiepdi Bt ihe
disorder EX éqq\ﬁéas ésg:lqtl)'or?et to ﬁe Hi%gﬁs,ol?&{r%lr thost Iﬂ'?wﬁiﬁﬂrtﬁé&l's&ﬂér is to be

i ne ture are used
preventdd) HRAEH) amaﬂnhm toatchrendd Igaveih mkeyshagn beérodisgrased agfeaving the
pr ogeny is al so und@ sto d thadt all progeny nmay

d1sorderm§tmqyebepgr§<31§g@|eg OF $RSAERt BRR9%bnt ent, due to

del i bﬁﬂéa{eﬁné) feadnB&d Yx?cﬁ t &ﬁkeﬁ\i& alefe@ S or déé&ﬁlﬁﬁ thephgeolpgical

that have the sane function or biological activi ty da
condmo&an eeamadalf dhat istypiceldy chgaramrlz;ad by amegelatedcedlgrowth, ¢r death.

Ty e

and 1euﬁénﬁabk RénpHoed ShaBghacke! Motdirdagartdxambles af sebtcanesds include
prophyl actic or preventative _ measur wher ei

squamogb Aoeancer (ecg. AL BRmep o GRRET) B A R R small-cel
lung carthc%r& %{ L eatkﬁql.u?gkﬁlc&lo ggé ifdmatif I RAE ana— oduB carcinoma of

I nc se already with the
the lung] lcsmfed of thaq;emmnbumsmplamelhnamwcmgasmﬂeon stemafthsegpgrsrincluding

gastroinipsiBe) capees. RANARRIC GBS AioBpen ReR RREN XAt cancer, liver
cancer, @la@gé‘lo&ﬁgexaﬁeﬂ'&?d{hz{‘ HrdEcHL&OESI6H cﬁfceﬂ%btﬂ&aﬂcfee Cbodmea&bbancer,

or susceptible to the di sorder. The terns "cancer" and
endomeétiane etains' t:aroafcena tsdn@ry gland F&rséwmeklén%?folleaéu canger, Prostate

cner SRS AR Bl Yt esinoms. o

well asg@mﬁ{dﬁdaﬁlcuﬁt@; but are not limted to, carcinons,
| ynphora, bl astoma, sarcgoma,  and eukem r
mal i ghardeBwtheganentic agent cijaghe ffb"']yngﬁﬁ grggtg'ent of
cancer. 'ﬂ?ﬁ%mlfﬂje% of U Srap&ltlc é;g@ﬂﬁ €i‘l'iclﬁd’e .’QkylSﬁ’thé tsaucks ﬂsmmepa and

cancer ung cancer i ncl udlng -cell lun
cyclosphﬂﬂ;ﬂﬂ[mdm(ﬁY’f@X]AN%i dlkylsuifosatercarct a&b@qvéf@aflmmmabﬁnd

| d
pposslfE P T R AR Skt e85 blenimines
and medyPATBEIRMERE GRdludifg hiudianting) aﬁémplleﬁérﬁelamm trizalnderephosphoramide,

pancreatic cancer, glioblastoma, cervical cancger
triethylenethiophospheraarde and mimeshylelomelanmingidirogenp s such as

deC Adeflbreth

cnorsf 50, APy AR, DR phERLENEARG Rl (B AoROrmine

mechlosahamﬁfewxglea@drmlmdeonmlphklad,rmyemblqhan phengateioe, prednimustine,
prost at e canpﬁg vul val cancer, r0|

eofostHTEiac acik A oM SEat 15 A M- EL A B pisine

lomustfhe, nimustine, ranimustine; antibiotics such as aclacmomysms actinomycin,

authramycin, azaserine, bleomycins, cactinomycin, calicheamicin, carabicin, carnomycin,
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wel | as head and neck cancer. A "chenot herapeutic

agent" is a chem cal conpound useful in the treatnent
w@boosassser . Exanpl es of chenot herapeuti c agent BCT/08k09d@02029

al kyl ati ng agents such as thiotepa and

carzmoﬁﬂﬂllnoélﬁbﬁﬁﬂﬁéfﬂs Aeactiforh PN b dubici, i&\élor@ﬂi&flo@ @ia%% SHL-

busul f an, nprosulfan and pi posul f aziridines

noﬂeucmfc Hoxerubising gmmlnc@pm:nnéamhmm n@mqﬂamyamd mitomycins,
mycopﬁﬁ%tgﬁ«g ?%ﬁi rﬁ&&g}/atﬂ%l:} I e‘ﬁ%ﬁgf ﬁéxy%{}le pg gn%?c:lh nlg:ulrgmly&g

quelamyclneltoﬂyhfbttﬁmfmepﬂbﬁfgaﬂm stfeptdzotia) hbbRidh hibepinsp Pinbaafisl ©orubicin;
and_trimethyl ol onel am ne; nitrogen_nustards such as

anti-megabolfes fBeitas me@mremmaszﬂnemum<aﬂasmameanalogues such as

d b @i ]
evop 5, FANIR 08, AT LR Sy o gt
mercaptigueni thiannprlrph dnegatanmenp:ynmldmhmnmmgs suh, as ancitabine, azacitidine, 6-

t r of osf mde rac nust ureas .such .
azauridlle AR, Et Bl e RRHaIne A e, Enpejio e fxuridine, 5-FU:

androgétis¥uét hMus&éBhéndﬁ&h&Qano?&fe'ﬂ%ﬁBhﬁé epHfdstaRS], mepitiostane,
acl aci nonysi ns, actinonycin, authramycin, azaseri ne,

testolacgney Wtacﬁrgnalg g@qh' a;s@nymp giuteﬁmdghmc,rmlqsganabﬁobp |aq:1d replemsher

e s AR A Pt SCRONEAT Sy AOELIRRIN Ao

bestrabulaik disahirenen cdz&:ﬂxbwbdéfbfamﬁa%ﬂﬁb@lbﬁhc, didzigadrie Eormithine;
ceIIo cin, nmyci ns, cophenaol i ¢ acj d,

elliptiniyg Aetais; ctaglucie' SRUHFE FHERLE: BEIoBMERsIentingnt lopisiegine; mitoguazone;
j

i EING B kS e AT, bt it 2

ethylh}’dmz | pionarbazine;-REK @brakzoxans; muﬁrmasspnegdmﬂanmnattmmzﬁw acid;

sz PP HE B b hine, Sk e oSS Baghgmustine
nutobrdmw)l MeitlAAb19 Pipobrithnd Badytdseie aﬁbﬁﬁsldé(“mt@&)péwhb%mde

t hi am pri ne, thloglgamne éﬁ_lrlm di ne anal ogs such as

thiotepa; faxanesh erge paciitanel {TAKRES, saﬂd\mrel Saeibb Qncateigyy Princeton, N. J)

MR e T —

gemcitabires) étthlognzﬁunej mrmmmnGMemb&exm @lemnuﬁmﬂaldgs tsﬁtﬂpzis msplatm
iti os st ol actone; anti-adrenals such

and carliifats Vi EAHiRe R cipaNe (VP1iOsSrosAaTide itemyein €

mtoxm{tﬁﬂbeﬂh&lﬂﬁfnesﬁﬁbx‘cﬁﬁné rn‘al/élﬂl'ne viaflirofe ?&ﬁ;ﬁ}sﬁféegaunomycm
al dophospham de gl ycosi de; am nol evulini'c aci

aminopgfigakelpdas ibandsanatey GBI 1 1; woprasomerare inkibinon RES £€00;

ciftuor R B Afre ARIFGP bR a R Epneihinglahd

pharmad:‘quﬂlcaﬂ(g/wceptablefsalts @alﬂs ot @éﬁ\dﬁ%sﬂﬁ' an§lof E2UHEPEGAlso included in this
t oxantrone; nopidanol; nitracrine; pentostatin;

deflnltl?jhfgﬁ AR anpaé lagm% that acéé(agﬂgﬁyqu xprnlpblbgchogmoma action on tumors such
as anti- &t&g&&xﬂa@&&]g for dX: Qo en, rickirine aﬂ'o%gﬁégﬂﬁnbmng 4(5)-

si zofiran; spirogermani um teénuazoni ¢ ac
imidazofgs; éﬁ)quu@mcmﬁn tpiox feriec ke axifehe, IS HyD &8t onapristomd, AAd toremifene

(Faresto}'# glﬁ an 1-qhd90'a§%13%§1%§ ﬁluta@ga qg]g\s“ g%x%@%gkﬂgiohde and

goserelifi}' AidpHaithaceu}icdl SRABIEkAIR; adidd &td’e?ﬁatl%'é)@ BRy of fhe Gbove.
paclitaxel (TAXOL(r), Bristol-Mers Squi bb Oncol ogy,

Princeton, NJ.)
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and docetaxel (TAXOTERE(r), Aventis, Rhone-Poul enc
Rorer, Antony, France); chloranbucil; gentitabine;
W@G2a08/088380Ni ne; ner capt opuri ne; met hotrexate; PCHCAZOMN02029

anal ogs such as cisplatin and carboplatin; _

Vi nbl apfaniifal" POrGhurfses ottERNAShtIErets B aA$ hnimdl RSAfEA S a mammal,
) .mtonycin C mtoxantrone; vincristine; vinorelbine;
includipgslyermnnsnaices §¢ARtor onds micerirstraing of mikeudomysticrand farm animals, and
Z00, Sp?tggp %? E%t%l;plrirgglg,x Sl%l gg .Sl{e'g?’ad&%éq%%gi ca%?gév%’s,le’tc. Preferably, the mammal
herein idihfinaar onet hyl orni t hi ne (DMFO); retinoic acid;

esperani ci ns; capecitabi ne; and pharmaceuti cal Id

accept panucigotides”are shorslengty pipgler grdouble-grapded ¢ he
olyde AR Bleortied A Ml syiMnSsiokd by lkddyim
4 ant i -ﬁ%rrmnal agent sct]ﬁ§PGac%lgﬁaﬁ%du at gﬂlgcrls ?sﬁﬁlll %Slt
phosphpigiester: @hasphite norqphos phenarsidite cheras trpnisingewlid phesestechniques such as

L incl udi r le.ta j fen al oxi fene, .aronmaf ase
descrivt i 1P P05 puP RO SRS, of Y lPisiilsnnioe FERRosphonate
intermeldiatéddsideBRibel B Frodtilét er klY] Nilcf0A&ds RER A4 59995407 8196, They are

taorem fene (Fareston); and anti-androgens such as
then purifigd apipalyacrylamidagelde, bi cal ut ani de, Ieuprolide, and
oser ' AQr [ GRen S i g ot
aci do EhpetgudiiCe RASIAPEEN Rl o CRaRMAZeA ik Penipgpic” forms of
non-human (og.esurnide) imeanoplobuliefrefes td antibogiea wihich contais spelcifitchimeric

G i S P e s SR o
other arti¥en-biRfhd Subsedueeds cﬁ”%ﬂ%ﬁesf) 26;12%1 RSulBNE ¢ déé?efﬁ%of a human anti-

horses, cats, Cows, etc. Pre y, the manmmal herein
mouse 3n§ibedyril AM A, hyman ehéchinkris antibods (HACA) enghhmas antjheman

. r - st randed l.ydeoxynucl eot i des t hat .are .. i
oA 535 M S HON S5 nd QR rcuisic porions
(e.g. CIPR@S pi€igén Bintig, re bREN Vatigble AbmaineH ARG 58 6h ddrfved from said non-

chem stry, using solid phase techni ques such as
human yemupoglelilin, neqessags taygprodpemihe drsierdptivrt whilegimetangpusly
eini O RS ARS8 1P AT g mmunogloutin. For
the most pas.30@nBu@d anib@Bes ahbyman émmivaoglpbulirfsi(fedipient antibody) in which

TR AT EIC Ty T STRORNCIL T,

replaced B rd3uiiRE frofh the CDRY 6 ndrTREASOIHRBIL (dbhof Bft®odyPsuch as mouse, rat
ant i bodi es which contain specific chineric

or rabbit havipg g}edl;éjr%g)’ecifmmfgnﬁb aind eppeeity. b seme instagoesn Fy framework

. L Flab or _other..
eion (5055 et 541 B o oy e o buman
FR residues UFurthermote thedmatanired anfibalymagpconistise Fesidees aHiétPae ¥ound
neitherlg#ﬁm . .human anti-chinmeric antibody (HACA) or_a human_

i f:._r agﬂp? 1{1 m%popeg E&%@r, émp@fﬁ. 'ﬂyesp pmeodifications

are mad@'té GirftRk réfitlel A ptimAanEiBOE P éif&rﬁﬁnéée%ykéieﬁ'ﬁ, uﬂg Fh{lhlgﬂﬁed

i (gﬁﬁ. CDR(s), antigen bindi'ng regi on(s) T variabl e
antibody yith comptisewhstantially) albiefr 4t Veast dnepandstypitalip ey variable domains, in

which alel%gl?s%n\?ﬁw Iélﬁ é’f %@Eg‘%gﬁicc{ne sﬁgn%utgethgsg %f (aj.%soln-rh%(rjnan

immunoglobulin and all or substantially all of the FR residues are those of a human

\J

immunoglobulin consensus sequence. The humanized antibody optimally also will comprise at
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retai ning binding characteristics which are conparabl e
to said non-human i munogl obulin. For the nost part,
wheovansssed anti bodi es are human i nmunogl obul i NBCT/CA2007/002029
(recipient antibody) in which residues fromthe
least a partiph efremiramiibgglolatlmravnstamgegion i(Be)stypicaiRg thao bf 4 heman
. rgci xﬁi ent antibody are replaced by residues fromthe
mimnun Yk a non- human speci es (donor antibody) such as
MOUS € D dinnfliniZed Bhfibdtes 08 ichiGnsiBSbUIRE (18R e fdnCinintunogenic, or
_affinity and capacity. In sonme instances, Fv frameworKk
less immapegeniq; KRy given isprsiss. Be- inbroutization damba aokjevdsithiqugh structural

. e 0 ' -hunpan ER resjdues. ... ..
B e PR A R s v o
be employsd ddmssuitableltecintquedondk- rim'gtdhﬁﬁng' ﬂltiggﬂieﬁ eCdestiiied, for example, in

i body . nor _in t orted CDR or sequences.
WO 00%%%%29%&}‘?‘? E‘Hﬁ 104;30 ‘e made to further refine and
opt i MaAzEaRiBbiP AH¥chRRGETRS fosish s &E‘Wﬁi@fl indub&s pro Frag}med cell

humani zed anti body wll c rise substantially -al
death byany gwsas, diustrated dytbpp notdiiged tadinding bidrinexoioviaiasgase activity,

i.ch or bstantial .y all of. the r egi .
fragmelf B ofONA” eof REEER et it snoRii PivsS oY PBELR eemeptasin,
and/or fdriatién 6{HBSMBAE FLdidlesdalled agdpeoticbodfs).dues are those

of a human_ | mmunogl obul in consensus sequence. The

humani®$adedhereiso aitibestyi indnqed catosexiqify”’|is uadgsstpedto mean the
cvotos AT o RN 9 e ALY AR 5K o

depositédDerith i D AEAS acaessibw dumberal 8870601 mdichodfedct isnot hedessuridy related
to th dnon-i ggurclo enic, or less immunogenic, to a given
0 the AEHIER PERMAME: | muni zati on can be achi eved t hrough

St I UCTTHFGHgh8ht!tRE AHstalD SpekMichfiéh, AYbHRAAY cel¥iesOR; well as the isolated
i mruni zation techni que known to"those skilled in the

monocignal agtibodies whish ateeprod@ed therefrom| are mBeiativaly rdferredite-by their

: [ )], Z 1 {al ' | S..descri be far I in WO
imenal AT ARRARES e85 WistagSbon, IBAC BRI, o
i nducés usepbatinsiastibddy-10saad WMiichidet 1 eHei@s whicHKxRBIBGinding
.. Ccell death by any nas, illustrated by but not )
specificy ot dcastons TRIORG obfhe firgesaniest g spudemay be gy frfact antibody
molecufe! SBIAY FalgRRNAT add\h Iﬁﬁle{: 1€ Fﬁﬁﬂgfeﬁglgast dh laﬁtri%eﬂfyiﬂfiing region or
I r¥1 ‘f rag nd/ or

~endopl asm C reticulu ce ntati on,
portion thareaft(i.e nthefvariablb partmnwd ah ahebodyondleadea paptantAvanolecule, Fab

og] . herei n "antihody.induce . .
molecul§)PUF Htedife ¥OR0. SR AP Benlf 4 bebini REORy dsign proein.or any
geneticAly @pinedfsd ncldciile MRidh ebiriballyRESgni+HR aha Birdd at Rhst one epitope of

e

.ant bod){%(produced by the hybridoma deposited with t
the antigenapound bythe1selaind monasional auitody produedtby tiethybridoma neli line

B 1T ugﬁ‘g u% 8’0t7ﬁ)§ @n@?%ﬁ?As pe g ??@ @ g??tg%e,ns)'hy bridoma cell
| i nes Asasedkdréind'saridesous slieadeatiodififinglaatibbdieyTt(CDMABS refers to
whi.ch .ar roduced.therefrom are alternativel
monocl?réql gpplg%ﬁ?ngWH ngffty the cancerg]us disease process in a man>;1er which is
beneficial to the patient, for example by reducing tumor burden or prolonging survival of tumor

bearing individuals, and antibody-ligands thereof.
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i nternal designation, AR4A6A35.3 or Depository
Desi gnati on, | DAC 180706-01. As used herein
wO 20808838y - | | gand” i ncl udes a noi ety whi ch exhP@i/Ca2007/002029
bi ndi ng specificity for at |east one epitope of the
targe, e Gtfibn 8fihe@si¥cule which
nol ec}lﬁ ‘gsghg‘gt |ﬂb %Bg?%in%ilﬁﬁglogngﬁ%§y§%ol ecul e havi ng
recogniza$ tHeeta:gbtamlgmntl gen- bi ndi ng regi on or portion thereof

éi g ’A%Weg\;\\é%tlp gcg){mepé: g%}%%ﬂﬁﬁé "3 ea%gbénggqgle%’ lre%%ghi% and bind a
detenmxﬁhé\&lte) toSWiel? mh&fdélcﬁxal ambap pﬁidﬁbai @nthe hgbhydoma éa]h]mtm
protein, or y geneti cal |é7 (%]dneered nol ecu

designarespoc TDACAS0706-5 e AC AR hihpay oA direxif opg popentional
rmlprocglna(qu@8 ant rho?l lﬂgasf b(ﬁe ﬁgg%rsok tvé‘s‘ire Bllﬁﬂé‘ﬁr D. (1973),

uce i do [l ne
Enzymedﬁﬁde@ ﬂﬁhﬁdo@iaﬂ foAaIph8@etofirofiin by tdsrnp«ttha@ an@ eR@kvich procedures.

n). As used here| n "cancerous di sease nodif ying

Chnlcaﬁhtni“% Actasd8, ATh\VpB) refers to nmonocl onal anti bodi es
whi chy @ g@ﬁ 8 i<the EBAE 0P069$ ahfigeéh drgidRtsns
whi ch |sgébene€%1Fc?ag elpatl ent, for exarrp%e by

thereof.r educi ng t unor burden or prolonging survival of tunor
bearing indivi.dual,s, and anti o.d-li h
used ﬁg Péﬁf\%ﬁf%{ﬂt%émﬂﬂ&?‘%g“? g‘?(oaﬁsgﬁggﬁ)é&uﬁr&ﬁ?lgﬁug such as

an ant1b9fiy Ehéniemie %l@lo‘gﬂiaﬂfﬂ lihREPON cestokifpa taﬂi@eﬁvcmgeng @nzyme, toxin,

used herein "conpetitively inhibits" msang ?‘BL E
an anti- tamhcafdmg o bigrapeeticagenbiThe antibpsyar GOMAB way fe figkgghiodhe

cl onal t 1bER1GR
cytotox{n, ﬁ’é‘n‘%of& ""gﬁ%"t“é il ‘{‘&%%’“gé’g%gg‘%fw ?%‘E‘Z %%rc 1807(%&1 5'
molecuRi¥bilONLS)it {ssabll troeﬂiidads usgenEamplemfiimmainocaygugatesdaslude antibody
ant i body conpetjtion assa Bel an L., Sylvestre
toxin chemigg] gomyeyet any 1%96} OX1 Eﬂﬂ(ﬁ’eprm H%ed i mmunoassay f or
al pha S%tS&Pﬁ%ﬁl 4 "Mloﬁ%&@fn'" tre4Rs HABEYDHein wherein an antigen

procedures inica Chimca Acta 4 15). As used

bindinghregien s ¢dnaected tcambnog@mallwctmempm@ea@gwwre ENEYIPS, PERrotein
or portions thereof. As used herein, an

"i mmunoconj ugat e" neans any nol ecul e or CDMAB such as
an antsi bRRY tHahewiisaintiyn hereli ddsogbedahiybd inokeefillly anderstood, the
cytotoxin, a radioactive agent, enzyme, toxin, an
following descrintion isset@9r¥ a t her apeuti c agent. The anti body
or X | AB) which
ot ey HBh s QL IDAC 008 COMAD)
specifidallg @édognizaland diridrthe HDA€C]18IO@O@-61 laptigenas it is able to

0SS oGBS o RS SRR Gl ricoms

deposng(lil Wlﬁi%@f@ﬁxé‘ RSiccSioH HEMbELT§706-02 mdy s 1ﬂfhn9 Tf@ﬂn@hﬂ’llong as it has an
means any chineric protein wherein an anti
antigen-binding region which competitively inhibits the immunospeci c bmdmg of the isolated

drug.

monoclonal antibody produced by hybridoma IDAC 180706-01 to its target antigen. Thus, any
recombinant proteins (e.g., fusion proteins wherein the antibody is combined with a second
protein such as a lymphokine or a tumor inhibitory growth factor) having the same binding
specificity as the IDAC 180706-01 antibody fall within the scope of this invention.
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bi nding region is connected to a biologically active
nol ecul e, e.g., toxin, enzyne, or protein drug. In
wo@e@ensg3Bat t he invention herein described mayP@ECARN02/002029
fully understood, the foll ow ng description is set
for t hin fheeb&sifRht oI tHE Hvetom HRCORA K RMABIDAC £80706-01
| DAC 180706-01 CDVAB) which specifically recognize an
antibodyj nd t he | DAC 180706- 01 antigen. The CDMAB of the

i sola [ roduced hy t.he hybrido
de posith? gg‘%%ﬁ@ﬁ%ﬁ%ﬁé@ c8 @i%ﬁg%%‘ilpg {%‘é‘?ﬁ%t- ﬁﬁ%h may be
a Fv motagul® éuch agayinglerdhaisFy olkcale),ia Fadbafioldgule, a Fab' molecule, a F(ab')2
nti_gen- bi ndi ng regi on which conpetitively inhibits
molecuie, a fision, ProlHBA BisRecHicantihed o hetesoansibpdy etrnygrenmbipant molecule
having ﬁﬁtdngg%bﬁfdﬂgﬁsﬁﬁ%\f HIIAE 9867 6%@9&%%%%15?1&5 Bf the
target anti gen. us, any reconbl hant proterns (e.g.,
inventidruisidivectod 0o therepitopectoeiinich the IDAC bRAA06HE mondulsrad anitiddy is
dhmxaf second protein such as a | ynphoki ne or a tunor
‘nhi bitory growth factor) having the sanme bindi ng

speci fihe ADMASB bthie dIehtidBRAP Be Bibdfrid, PO MYy bfitro 44d Rbfifications

.. the scope of this invention.1n one enbodi nent of the
within thayralequim so ek to mPIRE desivative mojaciles Chesu@l madifidatioy may also be
powﬂﬂ%n ot her enbodi nents, the CDMAB is an antigen binding
ragnent which may be a Fv nol ecule (such as a
si ngl Pecikative rvleculkeeohk)retath tha!furiteibasl Préper®y df @ik polypeptide,

w%gec le, a F(ab')2 nol ecule, a fusion protein, a )
namelyp ﬁé(ﬂ?cm‘k‘ch%mg BisA Fubstitpians vl still peayit Bie bipding of the polypeptide to

the ID ACE SO LRI nt 15Bh BF HorBioRéMeRGs t he anti gen-bi nding region
of the | DAC %g{‘)?og&-’oi’ antl&%gdy. The CDMAB of the

i nvenilhese angind acid substitytionss fmecleds, butre hot ndoesshrilylamitddXG, amino

. 706-01 nmpnogl onal .antibody js directed. The CDVAB

acid Su%s?lgflr?gm%ﬁ?/‘gﬂﬂ ; aﬁa%? 5%“8%"8?{%? ed, i.e., by anino acid
nodi f Fepéxagiife, M i i well-ERabh&LpHiRipl8 6f otdiR cRIdHE that certain

derivative nol ecul es. Chenical nodification may al so

amino aGid pbslitulipas, enitled, sonspevative eminacideubistitutions| ean fiequently be

. i . tide, | Vet he, .
s A B SR T
t he bBudi clgngés intlade sbspeping day bbisbleacih®AY; vaBiad 08y, Aad leucine

antigen 0 rtiops, .thereof. These am ng_acid L
(L for gysatfi of thesk SYraphobic AmiRR acidss amartic acid AL Elptamisiopid(E) and

i v 1A, ) BR300
vice versg. QEep IS@bS@tutbinsp@i ase hemrsideyed deasergativieadepending 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
residue is its charge and the differing pK's of these two amino acid residues are not significant.

Still other changes can be considered "conservative" in particular environments.
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am no acid substitutions, entitled "conservative am no
acid substitutions,” can frequently be nmade in a
wEe@Bess3Iswi t hout altering either the conformatP@ONCAR007/002029
the function of the protein. Such changes include
tituting any of isoleucine (lI), valine (V), and
EXAM gﬁ%l ne (L) for any other of these hydrophobic am no
HybndoﬁﬁlldsducasparHyhnchmad?e{l[]),me HAR4FAMSi ¢ aci d (E) and

Ver s dhedubtiddm £t s ARFoARRPoBR ORI inf @Rt e

BudapesY $tcify, Wl YRE IRkRation D@Bﬁt&ﬂ F\uﬂio@ﬁy becmxmen Bureau of
co nservat lve, dependl n on the environnent

Microbiplagy j HealtrCaniing 045 Adlisgten Street; Wignipge, Migtoba, | diSda, RIE 3R2,
on July Lé: gfﬁﬁ?’ un'EriET 5'8(?&:%%'0?3 et ll'ﬁ oglot rl? &Qé&aﬁ{cg witto37 CFR 1 808 the

and anlne can frequently
deposudr@is@ﬁ{éftﬁitgﬂ&bétﬁcu(&& 1ﬁ1@ﬂs@!l anthe evailabilirpid the p(x&)c of the dep031ted

mater1.'1112/E Mtéﬁ :‘98 R%Q\S%cb@y ;Wgyegﬂ.g)ﬁﬁé%ee!gﬁgﬁl Vge%%acﬁ)%%uoﬁlaeoc?ép%sn A1 be replaced
if the deggﬁ{owgét{h?hﬁiﬁg sé%%ié Bl th valine. Lysine (K) and

frequently interchangeable in
| ocat Topsodupe tkhﬂxyhrldhaa dagprodiessiihe artheancer yyibpdg AR46A35.3,a

single c%Es@%s%%qﬂ os’%ea%%gﬁﬁtls& 88%1%&1%1 Atk dafior ﬁkgug REGEMShics

resi ues are

CollabopdtldR] CakiBAdge, MIA) WwaOprepired hﬁBESSIMMWNEAASBH‘% (Qiagerd Venlo,
conservative" in particul

ar envir onnl'gnt S. EXANPLglglIg BALB/
Netherlaads) acuwalt Pras TRPRTEgr{or us iy Seatlprinitiag Five FLseXph ¥R ¢
mice weg'g ee: ot Ieg %\sr(ﬁ‘i”%&%’t% Jugﬂgraﬁgﬁg Tfnﬁlh*ﬁ'ﬁ%eﬂiseﬁoiﬁ thReolitk of the

apest reaty, wt
antlgenlaﬁ}lﬁ'ﬁﬂtakbmﬁlly pogaoai MIgyn-AdjuhmltIWq5 u@éd todmgtathe immejized mice

intrapergoReDD, 2 WA MSGES SRR B e AC e briioh cEf 630

rmcrohtl;iss’ 253)@&11 WARE] AT FESSH ﬁﬁeé\lﬂﬂw QftertB TdBimkthunibftion. The hybridomas
ccordance with 37 CFR t he depositors assur

were pmpmd by Fusiresthe usnaat@ch@lmpm@e Wi NSQd myelomapRrtnery.

Supemai“i‘\t%g‘c'}&fb? Q‘Sfoﬁg”(e/eé% %D%g ci%g SJRE()?\{} B ﬁle‘fqy{)hd atent. The

deposiTh détdriniewhandrabe dntib‘odteb eecdetpd) by tlwlwbcrdnmatcells are of the

di spense vi abl e sanpl es. pr.o e.th pra t hat
1gG or [aMdswters. SMELESA PS@UNGSE ﬁesoiﬁff glisg/ el G g g mouse

IeG + Igf?/i n{)H-ﬁt':‘)Sé? %%%h%%en‘aﬁoﬁ bPZ 8t IR P)if cé&iﬁngﬁiHe@ (o

i ssue nom cs Co orative, Canbrid VA

)
carbonam/blqarlmnatednhfﬁen pPB%2-9. M\Aﬂm@ﬁ@ deed(tQt}nghISA/E]ﬁFeé overnight. The

s P EEETISL B0 AR A TR Ry, At

blockldgmﬁ‘ﬂfék £eperbintinlieimiv A8 butten i Andaetsiothe latd ﬂok il chbur:al tbem
O mcroliters of the antl%n adj uvant . ﬁ %Q/
temperynmdeuetawaﬂgérﬁhmﬂ inweashingRyfigs 4 §0 micglitssy/well of hybridoma
I
spern{ P BTk S RELRRBLR o £ 308, Bt s wer

washedtheit@witharshing thffeead WA60,08@dildtin dfieithemgdahane mbays12G or IgM

after the last i munizat The .hybri doma
horseradish peroxidase conjugate (diluted in ] OI;}BS contam% percen? milk), 100

microliters/well, was added. After incubating the plate for 1 hour at room temperature the plate

was washed thrice with washing buffer. 100 microliters/well of TMB solution was incubated for
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were prepared by fusing the isolated splenocytes with
NSO | nyel oma partners. The supernatants fromthe

wo cBosssswere tested from subcl ones of the hybPCHON2®7/002029
To determ ne whether the antibodies secreted by the

1-3 minfydara SoUmR teifierfu! Thefcolod Peaclbn Ras tetidiratet B’}pzﬁidn?%ﬁo
ELI SA assgysvvas enpl oyed. 100 m croliters/vell oat

microlitgry welglYs H2§Qy@nd thegmewye& at#450 ancwith adierkin- EimeQHIS7000 plate
fof
reader RPN P A AR AR imy e gty pibodiesof the

IgG isoggded t o the ELI SA pl ates overnight. The plates were

washe rice i ng_ buffer (PBS + Q.05 percent

TaeenTo OEtsemehe,fbediss BBIboRY seaeriRy b dierBbAgema cells,an
isotyplr%eér)@%ﬁﬁleﬂl Whs pérotmel ugﬂgfa%éus\é@ioﬂﬁf@ I\Hn&};&ég@&tﬁtﬁg Kit (HyCult

1 hour at room tenpérature and then was
Biotechnplogashiontstraati Netherlawis).nd @ midrolges/ofibuffernfoluticnrwasomdded to the
test stnﬁ ugr?tr nargg? rgg?ﬁwas agérj sfh%ﬁ gg sl}Fglglc&ngf)gdgé G @az{)dggq{xg%% o} hybridoma
supernatdiit wae addédto“ﬁéfélsﬂﬁb@ ahd @ﬁbrﬁél@ed-ml g&tﬁ%ﬁﬁéﬂltd}é}ﬁu&ﬁ mouse

ei ther goat anti-nouse G or orseradi sh
immuneglebling ucse defagted) dtl‘@Cﬂ(YchM aeeand it p@soelgmlanhbw which is coupled

to collo}cp}%frgglgg Thd mblﬂlg? nnz#ﬁﬁ&l 'tﬁg E)?&té‘@g reaé@@? v%%gﬁﬁgndf‘uge%fto analyse

ating t room t enpeéra
the isotypre THeadngi- msemﬂbﬁdiy ARAGABS Biis bf a3l hkappd fsetype. 100

m crol,iters/well ™B | uti on was i ncubated for1-3
m nut &dte5eng Wtogfﬂ%ﬁl%& %?wnm@r@ep@rsupgam@ iVefR tested for

antlbodleﬁ At DRk ed tdMr @ U1 RGn ngl‘i‘E‘HS’A 'aEsﬁ'&g /I‘gngILI fa ch'\%g% c&¥r cell lines

plate was Tead at 450 nmwit
and 1 hpmgy goang) skinecel dimgavere Mtedn@Cé‘at AVCARFB gud €CD- Z’ldkerespecnvely

{
A o ffECOSR il KSR ARGARAT Bl IRLL GHhEBEh DRTLES Bl v
The pla&ﬂcueﬂt exérdoﬁxetdmm@ bl OTHR pl&tkd Weredashs®thyiek R@th PBS containing
ment was perfornmed using a Mouse Monocl onal
MeCl. gt fﬂé‘@ $t 1098t S?H}PEE?“KF’( IQWPgtea ft2eRamerst egyformaldehyde diluted in
PBS wds raﬁa&isttore%@ﬁ we mmﬁs)at oSl et Rhiel S S dlpéﬁfrée%r The plates

sol ution was a ded to the test strip contalning
were againt Washod sathsRBS b(alat&nmgdﬂgﬁlzcand @alChahifee sime's @E)room tempcrature

mcroliter. hybrid rnat ant, was e t he
Blockins s Yo vith, 1 BiephHsF S Ber g “GRsheant s o e (DS £ 0 05
percent TweRR) fOMTLHHAEhBEM tBHp¥Rhie. d’?ﬁ@ﬁlﬁ@@' werd ®adtey ﬂﬁyce%th wash buffer
second rat nonocl onal ant| body which is couple

and the hybridnraa sipemagans was Fdedcas 109 mierobitersiwel] ﬁ@slehqmt room temperature

mhe i S BRSPSy DA OB KPS o

of goat mg()noukatgﬁhmtmay penjuéété@ to lwtﬁbrﬁdlsmpbrﬁildhsmﬂhteﬂ in PBS
¢ |Iut|on rido ernatants were tested fo
containifgl; Bex nég‘l ¥as g %Frtla*}ogétncemwl 3t poqm éeénpergmest\e plates

were wARSRY timEvitHWEh BINAE hAd 1%?&511%9%? wg{gw{%ﬂcubm&

normal skin cell line were test
for 1-3 mumteszas koqreﬁqjemramm ylheAkactioplwas Itcmasatwiawahdbtrmlcnﬂders/well M

H3S04 ak\g%@ S@Qt% ré\rgre 4%6 a-Bcr %188} h‘i‘&%ood” plgte reader The results as

tabulated in Figure 1 were expressed as the number of folds above background compared to an

in-house IgG isotype control that has previously been shown not to bind to the cell lines tested.
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The plated cells were fixed prior to use. The plates

were washed thrice with PBS containing Mg 2 and Cad 2
W@200B08838t enperature. 100 mcroliters of 2 perP@NCA2007/002029

par af or mal dehyde diluted in PBS was added to each wel |

The antiddiekFrdfh Hel 18Bridbmb ARAGATTIE{Rdked YeRfhblcBRdif $S Mk @SH! hnes
The pl ates were again washed with PBS contai ni ng Mgd

tested vaﬂutheé\mhzsttmn@eg tq the ovaman @@m:rtceﬂﬁ@p ANCAR-B| oc Ki ng

=t ) APl S0 f o o

hybridonta mpemataamrxe:fitaﬁddnyeigduEEe cptlogix@%tw\ﬁfae testedlif thet dellilaes: OCC-1,
er_ and the ridonma supernatant was
oveadiand BED ek, Faicam AM Sryaitained fomMajecalar Pisbes (Eugene, OR) and
J, h
e s ORIAES T ORURLERP IO e B ETRe bt

predetephingd appraptiate cionsity. If’gf(er@rdalyb,dd)@ nuorqhtgabésil}tmatant from the
.ont.al

oo AR P SR B P ERRRBAA Y Spereen: o,
incubatb OIS ?Pe’[‘ﬁ’é WERSs thA€sePedl £ Th\Bdsi vl &6ls veré Mptralddiuntil empty
wash buffer and 100 microliter/well of TMB substrate

and 10Qgicrolitersndsediumopzide QNaNsn(t percent, Sigo Dekiyille.L2N). eyclpheximide
d
(X DEEHIRIESIA A TANEIONP 4TI Bl T, .

microg S0 Cerlazliane, erdley ONhdissobwad|ih sulre nedditmt vesh ddded. After 5 days
wWer e ressed as. the nun:?er of folds above

of ‘reat@sg‘k 6{5??85 ¥ Lempiedhy inyenine aad plpgingsdiyy FOoBLisMmpgTature
DPBS ecB@’% pﬁbﬁ)ﬁh&%fﬁéréﬂ%%ﬂn@)%%d} % Mg@?ﬁﬂ!ﬁe&@h Wae dﬁﬁéﬂsed into

i nes tested. The anti bodies fromThe hybrid
each W%mgm:aangltlghmbsqmmm éapiped ditingest emptics b,sellnlveﬂswnemd then

e B3P S s KR8 ol RS GBI RSP ARES wecr am

CaCl, vmtaldbaﬂy) dach dtellgmdﬁllitﬁlbﬁt}éﬂ at IXCCinf S giten® CO, ifcubator for 30 minutes.
bri doma supernatants (anti body i nduced cytotoxicity)
The plawaév% dn p Retiie Edmer HITS /0 flugrescenceqlatareadergnd the data was

analyze@gpl\rﬁz oft E3bQe 'Tg& AYYe Sre Qi BE th Fi é\lgﬁfp ll\%lgﬁﬂla t from the

Probes (Eugene, and the assay
AR46A3643| hylbeldome Ipmducabbpwlﬁnmyeotphamedf bhpcm:mtbheheaeﬁlﬂyl a¢lls. This

th redet er rop n After days, .
was 24 451 FREPEH R BB Phiafhie ot Dot gtrolivipaton azide and
cycloheRirfide} retpeRtipd1t Sﬁed&ﬁé BytbloR Sy 12 Pefcent W& AL J)bSQH@H%ﬁ the
and i ncubated in a percent "CQ2 i ncubator for

days
OVCARg¢ellp| I[hlStW‘ﬁitZ@d\?éd)ewnt ofcthp oytotaxicitycabteinesd Ulth\lﬁlea)OSltIVC
' ' 100 microliters of sodium
Contmlg:\c}‘igggl@%%gﬁg,%é %%ﬁr'}g%ﬁéeﬁfgy 'Sigma, Cakville, ON),
cycl oResiltsifeben Fige 1 Gglﬁgmtt(atmzzsﬁ)ﬂ tﬁdlé C}étSt(ﬁiH?cffMIAR%ASS 3 were
a anti1 bogy (c g
o o B B b5 TSR b s o
all cell l‘iﬁﬂsttéb"t&i iﬁ%ld:!y%fbx%ﬁf’ afe8ad 6tcl1 Qﬁ’d’ SVeAR ! ge%flgm@kt tabulated in

thefl ates were then enptied by inverting an
Figure [y ARAGA fhém@é pmduceacmsc(t@um Hedd@D<7sh nexpmﬂmaman skln cell line.

.cont |n|n 2 an
The knc&b{{ spe nggaﬁl n 00%’88 ﬁg Cll?ql?ﬁ S@ﬁa rﬂ@qﬂ@@‘i@d
cytotoxioity b expectedpThe ﬁltI-E(HER, aﬂﬁ'l’fﬁﬂy @mﬂ){'odlﬂiéﬁ le§tofdkidRasterPleted on
SW1116.

26



blotted dry. 50 mcroliters of the fluorescent calcein
dye diluted in DPBS contai ning Mgl 2 and Cad 2 was
w@owems4381 each wel | and i ncubated at 370C i n aPGI/CA2007/002029
percent CO2 incubator for 30 mnutes. The plates were
EXAMPEE@ i n a Perkin-El mer HTS7000 fluorescence plate
In vit ﬁag.er and the data was anal yzed in Mcrosoft Excel.
VHTOTHRYM8sul ts are tabulated in Figure 1. Supernatant
from WReI6ABRSBARenck16hAD hhtsHaG wis YeotrREd B 8aldring the hybridoma in
cytotoxicity of 11 percent on the OCC-1"cells.” This
CL-100Qftasku (B Biasgieneess Oakvide, ONe withtcotlestions ayd miseegingercurring
. ' bt | s _sqdium.azi de.
twice/wlbh, St Rl BuBREN{ it RObil B0y TE saharpt  Bpst Flow
(Amersham BiowidiiceyyBaicd BefépQES weadf liowed. It B/@ARinhe 6¢dpe .of this invention

... Thi s s 26 and. 24 percent of the cytaotoxicity. .
to utilizg %%O?f@&&ﬁwﬁogﬁé thap aterdegigmpyrizeds humanized, ghigesizad oppyrine.

c225 ' Ry Jusle € »
c220 BRuSEH XRUACsTUpknld O, Sy o etg b, s 2,

Lovo angt $Y)dr i 6) paicreasict(BaPOrh LS arel/A$RC-d) lonp( A8 evadat (OVCAR-3,

52, oG A2ERTER A TR0 B HracoRl0h A Bl A el ang predtt B ma.
231 andMOFR7 Bcanérl, 8nd fsn-Eiek celigthek Frofr Gini RCAD-2Y¢0MaTusg (1888 Lu)
not %r oduce cytotoxicity in the CCD 27sk normal human

was assgsspsh by dlow ¢ytoraetryr (FAGHL WAl sedidingp.exicent dotthe srajarity of ovarian cancer
. i ' | e
el inBR L OHEH Aenish ANETAEE AR BT s, Vi,
A2780-pp,OARTSEES, ?IQF(DYZ@DSZ %/sga Hi-)ypGCIBFI amlos‘ma-_ngg g)éﬁ\/ﬁﬁtﬁnad from the
Vit I nal n , nonocl onal anti bo was
Ottawa E&&W&é@%‘ gﬁ?‘gﬁ@?‘f@% E’@%hybr i doma in CL- 1_0036 f1asks
(BD BreasweRCRepart®IotiHAES bPWitiaMyl Washld (RE EélPHﬁ)g?ﬁQer with DPBS

M
. reseedi ng occurring tw ce/ week. é{ andard anti bo
(withoup (iaj fandavigon Eeld disdesiationdiuffer Anvitwigen, Buskipgtan,d3X) was then used to

. t.El ow rsham Bi osci en ie dlUfe re.
distodg} Bt o AR B RTRIY Bl T AReforuniokianieoligttion, he
cells weut idsuggent@dmcDPBS lco@ininoMig€s, Chel, add 2 peRentTBlANb@AAe serum at

humani zed, chinerized or nurine. Binding of AR46A35. 3

4°C (staiging msdhiajagd cpented. aliguesed toappropristessell domsity, spprdogn to pellet the

16).. j : 45 ar
ol g0 e B Bl Aty i
or contraPFBibodies (R2FPE eﬁ)trd];-za;}BEGl;R?\’)bIFsQ%i}@ Q&twdn@ﬂ@gte&%ﬂ)ibody were
n r east - - an - cancer an .
assessed) 8‘2202% faé\gﬁﬁ p/"r‘B‘ﬁ'@és it ROER Way assgssedrald) migrepram/anL on ice for
30 mim{tE$ PBBr tothe WGBS SEARSY P@ﬁ'orfﬂ.@l%ﬁiﬁgglg? tsééf)néig‘gcﬁhbo the cells

cell lines, except for the majori ovarl an cancer
were wasiipd ongeriith staining mbdiai Tbd Alexarklodred46pemiugated Bnfibody in staining

media ws S addB G0 Bihabdsit wecy TR S Wargithen viashoc o e bupl time and
resuspe@dein Tl ﬁ@&iaf(itﬁiﬂiﬂgr}ﬁedia containing 1.5 percent paraformaldehyde). Flow
cytometric acquisition of the cells was assessed by running samples on a FACSarray™ using the
FACSarray™ System Software (BD Biosciences, Oakville, ON). The forward (FSC) and side
scatter (SSC) of the cells were set by adjusting the voltage and amplitude gains on the FSC and

SSC detectors. The detectors for the fluorescence (Alexa-546) channel was adjusted by running
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O tawa Regional Cancer Center (Otawa, ON). Cells were
prepared for FACS by initially washing the cell
worouslossper wi th DPBS (without Ca++ and My 1 ).P@BICA2007/002029
di ssoci ation buffer (Invitrogen, Burlington, ON) was
unstainedhealisissetd thaocalisdlad damifoite pest with farmaedidnf@iaoreseehd intensity of

o B ey i B I B Bl e v
cells) wepicjuited SoriSlydis abd Hle RAGs ArPFresadd ihehiglre BOVI Ne

serum at 40C (Stai ning nmedia) and counted, al i quot ed
t o appiswee £ aresents the meansfluorescemerintgosity fiold imeteiasst atolve isotype

C .re nded. | i ni dia at 4C.ipn.the
conot gt B0 € BUERFRSESE ARELT S ABERdaast bt B .
AR46A3613 deathretated SdidyctoaheédDlines adktdd: EfEB)was!stohy Biding to the colon

wer e assessed at 20

r(:angrol and the test antibod l

DLD-147tPdpiddril ]9 (dhdrfeldd: breast N@e{ﬁr R (3R3-faldycoyadan QVGEAR-3 (31.6-fold),
n L - € r T > 3 . -

OCC1 EDFBIATIS 1ok o0 LRI B (416, ovaves o

fold) andmoairmebiskin €T: 27 dks(3dbrfieldpaFlrere warm amdetatenbiadiag nd oglon Lovo (13.8-

role, PR s P R om0 B S B ! s e
(16.5-folg DARI1US (VT -Lold}) P1.- 458660181 Turld 8549 13l0-f1die oRHhn Hey (8.0-

resuspended in fixing nedia (stalning nmedia contalning
fold), E$-Z(13e3-faddhy, QD4 AT43P r(rg'r'-@éhlﬁdi and He3&8Lic (3. @fied).i These data

h [ sessed by .punni.n .
demondSAE ARDASE 3 bBGn ) R BRAE ARl PR pves o ncign
expressfonst em Sof t ware (BD Bi osci ences, Qakville, ON). The

forward (FSC) and side scatter (SSC) of the cells were

by adj usting the voltage and anplitude gai ns on

EXAM?E§3FSC and SSC detectors. The detectors for the

In vivo ThoioF Bsp@fifént M@ BXITA8)Cefifannel was adj usted by
runni ngunstai ned cells such that cells had a uniform

peak Wramplgs duai 2rdemonstrated that AR46ARS3thad @nti-cancer properties

. ' .1-5 .unj . gach sanple .
I —
indicatiom. Méith veferencectq FHigaes 4 and SvbtoyGweekostd féhsle E@im thite Mefe
. e ed..in,Figure 2. Figure 2 presents the nean )
implantp] §3H ALK bR DR RSIcréae shtrer REIUBSECAD 0 dOp suepees saline
injectedCBEt@heouI§RA BRERMET bf’ glg Iﬁ?gﬁr | %ﬁ%g%gr@%é&@i&%ided into 2

anti bodi es“were conpi
treatmegegrones ofal. @n Hierddiyrafter implivgatie, 20 mgfles of ARY6A35. Bhest antibody or

e RS R B e B o it g it

after dilGh6iARom the dtobk tonaddhtra¥sGrith & dftuéht Rt ddntaitdd 8% /M KCI1, 1 mM
(32, 4-fo|%%, A2780-S (29.4-fold), C 13 (30.2-fold),

KH2POg\J36 g Naf- leand 20 ral! NeadIRQy: e a8tibedyGod-contril samples were then

. ] r . i ndi t ol on, _Lovo

w0 By U ARG M o A B v

measurgdlaboutleveoy shventhsia@-with dalip@est dihe study wes icain@ldtéa ater 8 injections of
tib d§ 1&. g-fol , 145 (19.1-fold), PL-45 (9.6-fold); .

antibody. §Inys %sl 1he Y@ WegG &5 HEGe per weekifgr the dugation of the

tudy. AflBe Snd of the, Y- #hi s ideli
sty AR e G Ak L SrCl BB SN pidtis

boundARG6848%reducet! tyraeregrowtiin| the BREE-Jnintivosrophylactic model of
human pai¥fhic OincBP  T8&Mhent with ARIUS antibody AR46A35.3 reduced the growth of
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expression. EXAMPLE 3 In vivo Tunor Experiments with
BXPC-3 Cel | s Exanples 1 and 2 denonstrated that
WQORBAIBSB had anti-cancer properties agai nst PCITEA2007/002029

cancer cell lines with detectabl e binding across
BxPC-3RM&Jraby g1 fp&%&ﬁ’tr(b 0 @O%r cérﬁﬁdx@dﬂd tﬁ@ §uff¢W t?ﬁtédgrsﬁﬁ,% Betermined
to Figures 4 5 4 to 6 week femal e D mce

on day ﬁérﬁedaym@ftahﬁle dasmiow ;] anmb¢dydﬂlg\m¢rﬁh Tbamnewl resultsnineronjunction

it £y ) b Bt 63 SRUGRSS 5 8 i

BxPC-3\wxlElinieq adwaﬂms mdﬁcdey&otoamyzn hrpeﬁurmtcagw wBBo@hft model
t he d% after i | ant ati on, of AR46A35.3 test
A

antib dyers ge chpicalongnsaf t%&l%nglm%hgweth@ study. Body weight
measured 4 VAR&IY inB26 L bodis 5911&@%% fb? lU\erﬁltb ﬁndv B850 MriviO%here was a

mcrolltre ter romt
significanfrioemasedn nlumrnvmt body wekéighterfithe inite tmatwaivlﬂeARZ6K35rM(p—O 0075)

o 5 A o e 3, 0 JBREECE )

was no Si3aHidase diffeRicd Bétw%&?tl{éltfeﬁieu%'ﬁd QBntEJl%r&Iﬁ*ﬂXhé éhd dthe study.

same fashi on. Tunor grovvt was neasured about every

sevenihsupaman, (RO Fewas walhtolemied andidscreane the wanor burden in
this huxg%rli BinclbatiBLEidt Q8% %ﬁ&%&lb"dy Body weights of the

S were recorded once per week for the duration
of the study. At the end of the study all animls were
EXAMEBLEHani zed accordi ng to CCAC gui del i nes. AR46A35. 3

duced t he BxPC-3 in vivo
Invivo Ee uc;ﬁ%ﬁjﬁntﬁg’a@\%gﬁ ﬁiﬂf‘f‘an p)a(mcr ealt i cwc\a/mcer
Tr eat ReRiltsWirdrh EAlnpe PRtleRatbnd RO Sifteront ﬁf@d@l‘?& Hubfan cancer.

. rowth of BxPG-3 tunors by 7 1 percent (p=0.
With fegf‘éﬁwrte driguses handy (44 terd weakeald zﬂergalg SEDanicel meeer lmm@ruecwath 1

million qi‘)ﬁ}ﬁaa@un cag@é/rsteﬁg E1§549t) I?x? 16@315&93&:65 s%.{l?eaﬂlﬁ]é %?%b% t%lgeougly in the

vivo results, In conjunc
scruff of deuieck. fi‘he ﬂﬁd:‘d welreirandonalydivided] incte2raestinieat grohpadf S. On the day

. 46A35. 3 1 s able ' to the BxPC-3 cell I|ine,
after IH\ARE"P“Q& 2918’@@@ qfﬁ‘%?%%ﬁ fest antibgdy, aF By L CPRtrelgpRSidministered
intraperk8AQAIab tadPcthort il Q%ﬁm‘(@é@éﬂ%ﬁl‘d&ﬂf& thexﬁd%n Hom gme stock
toxicity throughout the stu y wel ght neasure

concentygiom| \ylth ttldnend ithat gontained ar7rrolgfhK€l flomM\EH,POg,i 137 naMdN aCl and 20

e DR B30 Gl R S et A9BSR el o e
durat10n°5¥l4ﬁéx351d§ i freGafie fashid) Qutdee ghiwth Was @Riakired about every seventh day
I% 048 fromthe belnnlngtothe end of the sfudy

with Calg Hu }éf’ %y&y YAbFenplsted e nieqtions af antibpir Bady weights of the

ammalsh%r@@&%rdeﬁeon% E@It wekiaid R%?éxk%;@)ln rtﬂ)éjﬂuv\@f {]tﬂF epd {)P %16 study all

t he study. umary, erate
animalsgygte éethamaedsdcc'lotdang tonOC AlGLguddelines t hi s hurran

panct gﬁ46%3§ ANeduced Fimor garfo%vth in dtleme ASmN\E:vo prophylactic model of

human lung cancer. Treatment with ARIUS antibody AR46A35.3 reduced the growth of A549
tumors by 60 percent, compared to the buffer treated group, as determined on day 48, 5 days
after the last dose of antibody (Figure 6). Results were not significant (p=0.19) due to the small

number of mice in each group at the end of the study. These in vivo results, in conjunction with
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In vivo Tunor Experinments with A549 Cells Results from
Exanple 3 were extended to a different nodel of human

w@2008/05838\Wth reference to Figures 6 and 7, 4 PCI/6AN®2K02029
old female SCID mce were inplanted with 1 mllion

the resul AIBRnled Y EXARGRT2, febasttAEhE) ARDCASS3 i aletd bind so the A549 cell
sdaline 1njected subcutaneously in the scruff of the

line, as wiiCds. indire aytatexicity in 7 bing canoer gendggstimogelo 2 tr eat nent

grou of 5. On.the, da ter..i i 0 ;

o ” AR e e negimih il B O eic, Ffp SRl g Buyes, pioRy ki
measure@4PBEIRY Rit&Sals WAsANREoE a8 €6 Well-being and failohototthiive. dhe mean body

vol une of 300 microlitres after &‘itlutio fro

weight dgd netidecrpassintaithes of thegtomps ovsr|the: fa&“Pfh?P‘EB ﬁ‘i“g]?' KE‘E“‘? 7. The
K 7
o S Ty S e e g . o

48. once per week for the duration of the study in the

fashion. T wt h _
S evernmeati ARTEA S Stk wellRIe TR o oo RASH wE i burden in
thishun?aﬁl.tlﬁrg%ganic@d&%' ARSn&derant i body. Body weights of the
ani

S were réecorded once per week for the duration
of the study. At the end of the study all aninmals were
EXAMBILE hani zed according to CCAC gui del i nes. AR46A35. 3

. reduced t.unok. wh in the A549 in vivo prophylactic
ISOIatlorfTBgéPmB?nte?r%ﬁg%rgng cancer. Treatnent with AR US

ant i bgehenARAGABANYS an Erdtivcidohl toindingpilyskilled fin e /0t qan ggneyate a

by 60 percent, compared to the buffer .treated.gr
competigiyelydpibiing P MAR;dgr pample aawé*ﬂge@“{’ﬁ ’!Wg‘é?}’g‘ SHg
recogni%%il&%’%ggfe %ﬁig@g (Bel@ger Re3 Wl Iinte! Ehinfdta AbgABIISCER(1973)). One

o the snmall nunmber of mce in each %ro(%)
method @htailk émedizirfg Witk as imuynogendhat expregses she asigen gecogized by the

v §oFREEbRE B AU R, RSB g s
Resultifhybridoftfis c8fldWelstreased usthpcecapetition iassayywhich & onerthat identifies

_ carcer xenograft nodel. There were no f: : Qi & S| gﬁsse
anubodwf ﬂlaéxml};blﬁ fhettrinding Rbthe tesh @@%yﬁ“hi{?& Ifﬁ% oSN ﬁg“ f

. a i

bloting? Y ofet ] SIE AT & kit S8PY, grodrd o P

ibodits ahi hize at lehstrone fepit aidpmtigereRubinstein el elnAnel Biochem
s 198 f?@gnnfzﬁ%r ero?)e' p-gd#g Q‘érgan %%{cght e%i ttﬁ?' %ﬁﬁ@}; E)ddisplace the
314:294, 30 S ibeifisr Srgrinabodiet o e Rara e ool Al
bindin%{lfxé_ tQﬁ?QﬁlQHPel@J afliod§ & at!18asé bRETESidope SRIS 3ot Antigem. Such

of erated and decCreased the tunor burden in this
antibodirsrveanld theeforermssesx theshemrterisiied recanigipg #t lsast oBe epifaps of the

. of Competitiy i nders G ven an anti body, an
antigen;ag g pragingl 2 ?‘g?‘%ari ly skilled in the art can generate
a

EXAMPLE 6
Cloning of the Variable Regions of the AR46A35.3 Monoclonal Antibody

The sequences of the variable regions from the heavy (V.H) and light (V.L)
chains of monoclonal antibody produced by the AR46A35.3 hybridoma cell line can be
determined. RNA encoding the heavy and light chains of immunoglobulin can be extracted from

the subject hybridoma using standard methods involving cellular solubilization with guanidinium
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conpetitively inhibiting COMAB, for exanple a
conpeting anti body, which is one that recogni zes the
W@ 2008/08838t1 ope (Bel anger L et al. Cinica Chin PEI/Ga2m7/002029
48: 15-18 (1973)). One nethod entails imunizing with
1soth1o®ﬁnét8’(@ﬁ‘i?§@ﬁ ét Bﬂ@l&qu@%% '599@(‘1@79@”’[‘&'?&% £8fbd¥sed to

he anti body. The sanple I ncl ude
preparequN A éor wbsequestiselatiorsof \éﬂ{emhquch ginag by PCR methbdology known in

e . 5o ke PS4, 080 R AR R BoRE SRR Sl BBorwtories
Press, NaYL (1939))e Thé Nederthinl &hinotddR delietic of e Heley 4RFlight chains can be

anti body, such as ELISA, FACS or Wstern blotting
indepenslgpi y determined By awomateddidmarsequmcinga furtearspptapes of the CDRs and

ﬂankm?pkk Ra¥ish bo hﬁﬁe@gg DAY s%]?érécgllg%b ?'\Fﬁ AB¥ L fragments.

ecogni ze at east one epi t ope
SynthetiRufmerstcen be fenelesighed fémaﬂoldﬂonmlﬁ@lm B Hakby - I.Bﬁhes from AR46A35.3

TN NG NI N

sequendiig A @netaadelifRrid Ahd ROE¥nit& @G Iﬂ?@@.ﬁmﬁl@%@?hﬁ@%a@k heavy

its target antigen. Such anti bodi es woul d t herefore

domainp gars bes %cmeé intp 48 @ppriopriate vestor forepressiony at | east one
epi tope of the antigen as the original antibody.

(i) Monplang Antébadyoni ng of the Vari abl e Regi ons of the

AR4GA nal ody., The, se es of t . )

o A EINA PSR 8RR Morofionalatined 63 SRS F R ambIEY) jsreacity
isolatedcdidi seg uedicedRAAE ba@htidnHl bRREJured @A a8 tushyg &ﬁg%mucleonde probes that

AR46A35. 3 hybridoma cell |ine can e “det er mi ned. RNA

are capghle phibindingispediieally taizandsiegreding therheavy andmgm@gmob of the

o580 LGSO, 540 55 B AR ELRG p. e

iSOlatethefDlg'Aanaﬂbmp]am&mtdnmgssi@atvecbﬁhWIhgaM die tHen gﬂansfcctgd into host
5294-5 9 The nRNA can_be used to

cels sl BEE <Plcsh NBHTLIDS el e ARGy GHP R o myeloma
cells th&tefat BiheRiRe Bﬁfdﬁ@éjﬂuﬁgﬂoéim r&efnhﬁ) @Htﬁm Mﬂﬂgﬁ Jft

al, eds., Ml ecular doning pt er Spring
monocl%%l k&aﬁbwmﬁomébmep@@bme@mst ¢¢lhr quqpsm also frlag be modlﬁed for

cxamprh S A S35 Y P3G 50 ol coman

in placeEif mhaﬁmeam mgrind-s8qubees. &I}ﬁfﬁeﬁb Gﬁhgfnd sribodies al@G ¢hay be
ki ng, FRs can al so be determ ned am no acid

prepareg érdﬁ’éﬁ‘?cqsf@ Igowngetods ig fgmtbetic P%ﬁé‘i‘ﬁ@s%ymlﬁémg ¢hose involving
crosslinRin grﬂ\%éﬁts CRdt eQﬁm‘ fee Hmﬂﬁﬁbtggﬁg rrfngrbe c%ﬂétﬁ{de%'l{ H{% 4 d&]?ul}{dyexchange

enes f om ARABGA nocl on
reactiony fPfé)}’i fgﬁnmgeadthg)@ﬂ@r bemd. lﬁe(ainlp@atoé suitableoreagensgfor dps papese include

uenci nerate chinmeric and
iminoth OE%%%%e “PYS%g"‘FWSPR‘?gP (ga%?l ght and vari abl e heavy
domai,n be subcl oned into an appropriate vector
(i) Hur?ad\l g%%?t@’é’gly (i) Monoclonal Antibody DNA encoding

t he nRﬂﬂﬂléﬁ%H aﬁﬁﬁém oh8%r Ridte A abfll EAHR! ifitrdduckd into it

readi |
from a non- human source. These non-human amino acid residues are often referred to as

"import" residues, which are typically taken from an "import" variable domain. Humanization
can be performed the method of Winter and co-workers by substituting rodent CDRs or CDR

sequences for the corresponding sequences of a human antibody (Jones et al., Nature 321:522-
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i sol ated and sequenced using conventional procedures
(e.g., by using oligonucl eotide probes that are
we apassssof bi ndi ng specifically to genes encoRCTIGARI02/002029
heavy and |ight chains of the nonoclonal antibodies).
525 (1986 Rigdhmata waak ANatuec3326323:32 7 1988 Verhedyenaslat. eScitnce 239:1534-

h DNA. [ | d h | d
1536 (138Y satovnne aatsy Emmiple Rodetk Rshadz GROPRet od i nt o
host aghy rﬁmﬁi&%ﬁﬁo czﬁlq;e' gr&?a'rédsby 2 g{ﬂc@n{/}» JEARaIGES 'oP the parental

Chi nese hanster ovary _ | oma”cel
sequendel and dmmteoocmmgmangdpwduamng tired>dimensionak mpdnls of the

prena o L B KRARho Bt b commonty

avaﬂabmti fareefhmifito eHcyaRkitted By the WBs ChiplifeR ﬁrdgﬁ&ns?zﬁé lafgilable which
guence for, human heavy and |ight chain constant

llustratg @ﬁéldﬁﬁlai}’r?fﬁb‘l’aé’?eth@e dimsnyional copformatianal struckugyeltelosted candidate
immun bl?((ﬁ)fn'usgl lgégncEé’ hhd gcﬁt@r{l#fgggs:en sg?;zlr}é %eﬁmés EJC}{gfesiecﬁ%eeﬂkél{; role of the
residuecinethe fiincyipning of e cagdidhtedmmuneglobilkg sequemel, i.elkheranalysis of

e TR T o L Eu T, SR,
way, FR FdspRried €4n BOabctdaadidofibinid f‘ﬁdihﬁfétﬂo%séxﬁﬁ‘gﬁﬁi ifnpoft'sefiinde so that

ur pose include i mnothiolate and

the deﬂﬁvék a\fibody %ﬂf@cam%suwhammqaéed finity fprthe targsd amgﬂrlﬁi)dy
achievefl ifRBlt if; CEIR 1880 28 BB ROt o RERAY Lt n

1nﬂuencThgsmgmrb1ﬂdiﬂgn am no aC| d residues are often referred
to as "inport" residues, which are typically taken

(iii) Anfibedy Pragmemgort” vari abl e domai n. Humani zati on can be
perfornmed the nethod of Wnter and co-workers
subst VRUPR§chguastharphesnglevelpped; fog thepredudtion qf n@nbody

R T o

Curr. O3 [IB28a82T1 1648587 (19990 ﬂaetleeai aEI hmutsli Tode 23%413513)4(2000)) For

o PR e S L Ay L T

form F(Rb'SFedg@itbny(CArtef Q‘Qﬁs BidtbcHAbR ¥$05169f16t7 N9955. &R bAbther
sequences and vari ous Conceptua humani ze pro ucts

embodlni@nh thetlF{ale' 118l formed iusing|thersueine zipper G@Nﬁap @riradte amd:mbly of the

P BRSNSy T RS ER B TRABEBA SR s

directlytftvms eccokibidantdhos célhaﬂ&rré. Conput er pr ograns are
avai l abl e which illustrate and di spl ay probable
e- di nensi onal conformational structures of
EXAMILIQ‘fEth ed candi date i nmunogl obul i n sequences.
AComﬂd%&Rﬁl@d;rﬁ?h %ﬂﬁ%ﬁm@ﬂ? Bt A PreRhfintentfpal ysis of the
likely role of the residues in the tfunctioning of the
candi dbg antibedy @b Qlecmi@ﬂehhnls'eqmme be jusegl ast dEDnmwitm| for

th [t .
prevendifeEh g LEReh TR sbBiutl R Fos i elroeedingicatel®. yhich fpmprises the
antibodyvaf/the ipResemtsinckirivonc a8 16w-t6:6¢ @fd efh R dlintfikRirtess thePietifthe form

Fonsensus and i nport sequence so that
of liquid preparations, or as pharmaceutical compositions of suitable preparations to human or

mammals (e.g., rats, rabbits, sheep, swine, bovine, feline, canine, simian, etc.) orally or
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the desired anti body characteristic, such as increased
affinity for the target antigen(s), is achieved. In
w@eeensidgl t he CDR residues are directly and noBECT/CA2007/002029
substantially involved in influencing antigen binding.
parentefalliyi (3. gAitravastyuldriyg fromperitonedllyo subctanbrusty) ek, )l Ehecankibedy of the
devel.oped for the production of antibqdy fragnents.
present fyegtio P2y he i giRigigregdn w@glﬁsg&y HBHRiisFed AN an fpBtopriate

compos§tdil, The tEBMDEWESh hiftdTHABE RdmiMStkatiofdth colnEHﬂx’Q gharmacologlcally
11:548-557"(1999); Little etal, Inmunol.

acceptable: cagipr vith the @ohody afshe presamp inyentieror 13Haitr :agﬂmmt or exgipient.

Such a g«%n%su‘iea l Bf)]:ovrl %\é(fl; dSoffrrn?o ggmﬁcgutzcé&eggr%g] ﬁuﬂXble for oral or
parenteBl admohistaitiogy 10: 163- 167 (1992)). In anot her

enbodinment, the F(ab')2 is fornmed using the | eucine

zi ppeExamRles oh ﬂﬁrcemémag derrparstesal admunisirafien gre injectable

preparaHQﬁse Qﬁﬁﬁsmﬁ‘fé‘so&g' THE { % %‘Bﬁtﬂ}g}fxagt gglr gﬁ'{)hncl de r o% e fdrms such as

2 tragnents e i's
lntravenmcmubcmmouh,ostrawdeowmduntramWMﬁealoﬁs (@rippinfisidne

N 3 Y AN T

known. (Fbﬂ'eﬁﬁhﬁlb Ot!he hﬂéctﬁlﬂ@ﬁﬁﬁbﬁfaﬁ%i mebé Pep ﬁ&ﬁ%%rdlssgﬂ@n suspending or
rrp03| tion far preventing/treating cancér, &R

emulmfwﬁﬁh? atibody of mgrwaymmmttome)rpﬁségléma $tﬁ12ﬂ@rﬁmlm1ls rmdeum or an

ey L L

are, for emmp:ls; physivdogidal salllrteahlh Sopnish@tionwoatdiing) gli%ﬁseQ{nd other auxiliary
sw ne, bovi ne

s, RS 5o o S i i s
alcohol ((@ %9 ethahéth, raap@%éﬁlﬁﬁ & %_hbr'&bffl%f?@ gng@ln ?&%ﬁt}‘lyle g'col) a nonionic

cut aneousl y, etc. ntib

surfactaph{Fod pqmsqrwe 80, IzlGﬁHQ @muemyﬂem €581 ol padduyoftiydrogenated

o LA 3 K A OB B AR SRR e, .

which nuhalsenesed |1mgd>rﬁb:|nhg(orﬁ®£tﬁ RtsalubizZdy ddeft sush b bérd¥§1 Bétzohre db/enzyl
resent invention or its salt, a diluent or

alcohole%ze.%e ctiag) thys prepared dsnyurliy filled gy an anpsepriate ampovle Fhe
supposifiry BERY fSR ftdl la8Rlini REARA Ry l%}ﬁ' n%#éés ﬂ;gt:l%{l% RE o Eﬁltlbg y gf the

parenteral adm ni strati on. e corrpos
present irmenp@n enitesalt wittdoonviestioral bases &rreuppqs&otléd:iﬂﬁ: composmon for oral

A T T A
film-codted tadlefd)Opifls, graider, ?8&9&‘? pprépabdtdallica Pﬁﬂ’éés(nﬁﬂﬁmg soft capsules),

|ntranuscular injections, drip infusions
SYyrup, eyl yienss §1FS@9‘P%‘Pnsb #ic e Suctom sompositionTis esanufashured by pebhcly known

r t hods I|c
methodPé]rngxiﬁﬁ or ex ;%y’f B a%@gﬁﬂn?%e c?ﬁbeln c%‘rvgﬂté(?%ﬂy i e fjgld of
pharmacmuap;drpe@abgﬁlddls.s Eﬁhmpl@l of thesieRialél dt@x6ipient for tablets are lactose, starch,

sucrose, magnesium stearate, etc.

Advantageously, the compositions for oral or parenteral use described above are
prepared into pharmaceutical preparations with a unit dose suited to fit a dose of the active

ingredients. Such unit dose preparations include, for example, tablets, pills, capsules, injections
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emul sifying the anti body of the present invention or
its salt in a sterile aqueous nedium or an oily medi um
weovsesissonal |y used for injections. As the agReDUs2007/002029
medi um for injections, there are, for exanple,
(ampoujssy, suppasitoried, emal'ﬂhnamoant ofshe afvresaiiodonipoand conthiaed isnggnerally 5
| ucose and .ot her . auxiliary nts, etc., wiich na be . .
to 500 g 6 2@ FRRY i Riefres ot e epibody Gescibrbfvpan § gontained in
about Swﬁmutqgg lihgf‘ésp@aaﬂ’if e kox{rfv‘ofg _'ecﬁ&h ahe hr) 10 & 250 mg for the other
pol yal cohol™ (e. g.,” propyl ene gl ycol, polyethylene
forms. gl ycol ), a nonlonlc surfactant [e.g., polysorbate 80,

R C R NEOR TR (TN f——

the antib&dy 6f the pregémlinyedtion enaf. varysdridingiupon Subjdee éb®administered, target
etc.,. which may be .used in conbination wth a

disease cGopilisions ZPHI§ %@émm&tt?éwna%tc bERgHampig, shen @sed,fon st purpose of

Cc
ceaingf by, 4 el S0k L A S nARREER SolBgll Ko gy
of the pfesentripvandiion dutnavensustyaini odosemy abent Br0dtanboutt) hi/kp Body weight,

thea d resent .invention or. ifs salt wt

preferablg 3kl DRERboBL L Henly SR ehaaH e wRGerbif b bl about
mg/kg Bodly vadight, abiik Nit6 5 rtﬁﬁdsﬂﬁ?' piefebbp atiuk 1 Qo Qltimds/lidly d In other

preparations, specifically, tablets (including dragees
parentegghahd Plfahﬂ%la’ﬂ%@tlt’aﬁh%ﬁ&%ﬂt cgn b admigistared ws dqsewawesponding to the

t

dose gl@l‘ﬁ}%?@.e‘\q{% tléér:]go%ﬁguogﬁg % Sﬂ}% %QQ sc’(:}t%gé‘ %@%‘a obr?'pl)&%rc sed according
to the corditiemuf actured by publ icly known net hods and may

convetie gniody O e ptestn Heopian ma be MEred s i sfands or in the
form of??%?ﬁf@hh&%mﬁﬁ%ﬁl Pite &fmﬁﬁﬁo‘ﬁ‘?ﬁé&f& Y adPrifisRhESH mb§ Contain a

ets are | actose, starch Sucr ose, nmagnesit um
pharmaeglegieali wacceptable adirien mag:ebq afoyesaidhmmtibodyporsits sattns dibent or

excipiexﬂr %lucfP g?l%r g%u r?s ro ?lgcgglr %#‘%ﬁg %q\%\é% arﬁ?;{f E%géa%ons suitable

for oral on pmedtet‘aﬂ aﬂmﬁmﬁrzﬂmé{e f, inthagitdr et tiva! StbicBhSous$Hiebtion,
dose preparations include, for exanple, tablets,

etc.) Eaf} poraposyinsednsbabed ahpoue maaﬁ%r@laﬁrﬁemqa@setherwpmmmw%
F
urthengﬁe)ﬁee Fh?h%}t/lﬁ%’}t“g‘f tgg%retsgﬁt F}g{éﬁ grz %g ﬁﬂ?&’#f;r it ﬁ]%t?onr@gh beher drugs,

for exampplef alkyleting agentst (ees. a:lytlopb@bphaiaﬂier ifosfamadepste. ),l 1etabolic antagonists
ntained in abou especi a in the

(e mfBBAHE S HDBREHL I ARG el €58 Skt Mgimycn, e,

plant-dérivedantithfiRr d?éﬁ s @ g.I Vifcrivtial SAAdedine, Taxol, etc.), cisplatin, carboplatin,
ophyl actic herapeutl C agent or regul atof’ conpri sin

etoposufr hEINORABGEG The anibogdy of thetpresentinvensionrang thedygs described above
may be g@rﬂﬁﬁ‘ﬁét@@ s%&né&ﬁf&t attsgégng&‘qng kosé% pa ﬁ?%t ar get

di sease, rtron rou m ni etc. For
ex arrp'[hf; prehemdesaned of evidérve showpaeARI6A35.3 mediates ant1 -cancer

effects hioSEh HEAOAH FL ratiOn¢ Breaclonicancer oelhBnei PRIyt I Pshown that
the AR%%@S%tibBH? Béﬁl& Be 'u@&f ﬁ‘ﬂ%g:@ﬂ&jl of Lellls %v}g&f&lp&){)s %}Qtope which

01 to about wel g
spec1ﬁc@lnlplgd%@gmto mlmgvgngc}mms uuusghted byld)utmoehmlted & BACS, cell

ELISA &9gi¢6, 0. 1 to about 5
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ng/ kg body weight, about 1 to 5 tines/day, preferably
about 1 to 3 tinmes/day. In other parenteral and ora
w@eoivsnssssr at i on, the agent can be adm ni st er edPCTICA2007/002029
dose corresponding to the dose given above. \Wen the
condig| piedss afFARTicHid AEHRREI irl s Posiicatin dieindicative of the
i ncreas according to the condition. The antibody of .
Jevels oftthesepkitled i theraretotwlieh theyinveatin pertaing. dvlbpptenis and pyblications are
. ,or in the farm of appr opr.i J: b |
herein inggmpBTd FFTTERSE Pape PHE St ot Bpaf PERALE Bubticifion was

ificaPlyAnaBAAY REAP ndicatdas bt altogpoested be tefedehde. t he
Spanlcapgéésaid ant?body or its salts, a di

, ent or. .. .

exci pt isrto be Snderstgod Hiap Bdile ASAIHE fme% dednyeRtionis ipsrpred. itis
fmf2 L Pform ' | i9E@hndhown. It will

not to be U RAFIATRE SR torh o BRAICLAT of e letéln UKciBE bndéhown. 1t w
be apparefif t8Chésenkilled e thecunethatsvariopechianges mey be jnage tithout departing from

conposi tion described above further '
e scopg O RSt rihe S RS PoL PP b USRS ARGy BhlE o an
de“xﬁmQQﬁﬁﬁn%eaﬁggﬂﬁion may be used in conbination with

ot her drugs, for exangle,.alkqutiqg 2&§nts e.g., .

cycl dphogphehinghe att B readily eppreciate)thatihe prssqnt dnvention is well

nt agoni.sts (.e..9. t - hdd:
adapted 1 LPOUSHE ot ang FRAMIL EXR! i atvddehS iehAGRCA: as well as those
inherentaBéreMMAGybligoinecldotidps, peptidbar polgstptides, bintwgicallyemtaged compounds,
(e.g., vincristine, vindesine, Taxol, tc%‘ids . £ the
methods; pEgspaerenandigehpigesdescringy Sty %,P_f?SFP‘ﬁibfeé? fRtaRye0
preferreé %&b@ﬁ@g@?g ¥YreShtehB& E)r &S&@fnplaz%/ &Ry hreMofiteride& adlli@ations on the

escr | above may be adm nistered sinul taneously or
scope. Citangesatheremenhdtdtheruisesowilheccpatol these. skitled ip thepshwbich e

of evi.dence sh that ARAG6A35. 3 ' j =
encomp Qs S EET 5 304 s 0o BT LB B 205 o500 e
claims. Qﬁﬂﬁﬁgh @R invértidashas bedrl degeritidd ifi @bhitbction shthwpedifiaprefdreed
_AR4A6A35. 3 anti body coul d be used in detection of celéi mited
embodigante hit shxqé be undeasteqd thaptbe ipveatior prelpimed shpyldgiot he unduly limit

o Ubilizi * g . )
to such SR nbliineh Bledd”Oek it RRifgq iR} pEIE S Rtibed Hiod®Pfor carying
out the ipnbrhtionawhioh aresbvicusne thdse skilled insthe aitfareciatanded torlee within the scope
indicatjye of the levels of those skilled in the art
of the fQlowipg liMfe i nvention pertains. Al patents and
publ i cations are herein incorporated by reference to
the sane extent as if each individual publication was
specifically and individually indicated to be
i ncorporated by reference. It is to be understood that
while a certain formof the invention is illustrated,
it isnot to belimted to the specific formor
arrangenent of parts herein described and shown. It
w Il be apparent to those skilled in the art that
vari ous changes may be nmade wi t hout departing fromthe
scope of the invention and the invention is not to be
considered limted to what is shown and described in
t he specification.
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One skilled in the art will readily appreciate that

the present invention is well adapted to carry out the
wokjsosssand obtain the ends and advant ages nePtT/OAz7/002029

as well as those inherent therein. Any

ol i gonucl eoti des, peptidegain® ypeptides, biologically
rel ated conpounds, nethods, procedures and techni ques
What is claBned 8ed herein are presently representative of the

preferred enbodi nents, are intended to be exenplary

e ngt it end REPEeposited with the
Clalmlﬂwang@? lf‘ﬂg‘iﬁg %ongﬁlg)%alﬁmlbb{%é ygcg%h?&tlo those.
IDAC a$#dckésesh humbdra 88706-0hi ch are encorrpassed within the
sprrrt of the invention and are defined by the scope
of the appended ¢l aj Al t hoygh th |nv tion ha
Claim 2peen Q&W@@W%ﬁ&ﬁlﬁ?}ﬁt ‘H’°§ o ?J’f% (Elrlcljedbythe

hybndoﬁ%gﬂr{)m twith thf, Iﬁn@’ds%c&?ssﬁﬁ %ﬁ%pmbmbfm drlaf antigen binding

nvention as claimed should not be unduly linmted to
fragmens prddusgkiromi saidemippaiizedrantibodyndeed, vari ous

nodi fi cati ons of the described rmdes for carrying out

cuin 12 RO P8 NP Sl o,

e scopé€ of th
hybridofraldep¥dited véittathe EDEIC ds\ocodivh numbet 580704- msar amaangecmbmdmg
The |sol ated npnocl onal . antibody produced by the
fragmerty pErdugedéro E’eﬁ&@s hiwgrgatibodiie | DAC as accessi on nunber

180706-01. Caim2. A humani zed anti body of the

| sol a felGaH thyIDAE ab yédesdomaumber
C1a1m4 os??gdmrn%}%ﬁgbn%ﬁglggggg%s& on nunber f807(§:6 01

180706{&1 an antigen binding fragnent produced from said
humani zed anti body. Claim3. A chinmeric antibody of

he | !
cuim $7.* oh A TSRESL AR AP BHBOAER i ctin
tissue s&ﬁ@l@&é}e@t}d @roned haman ganortonghirisimgf r agnent produced fr om

sald chineric anfeﬁgody aim4. The isol ated
RPAding Adis e spmplefzom spid UM WPPh the EDAC as

PRAAARE B 1801508 moh 8BRS Aiibody fotibded b tﬁ@h?ﬁiﬂofnﬁfdeposited with

g anti y i nduced c tOXICIt cancer ous
the IDAC2h4 acckssion nimsberd 88Z0fp0h thehmnmabdfamhp pilithe solatesbmonoclonal

antlbOdF %‘{“CC% Fg\'ﬂe’g{y \é'dg h‘g 9%38%%“'85 nO c*‘o na la%@s?i 8‘5 ‘ila&wiaﬂzmoeo L

the chirRéREIMRRBIY VS tHedsdlxted nﬂmmodﬂmﬁbé@dpmdﬁdwtuwhé Dﬁﬁmma deposited

accessi on nunber 180706-01, the hunanr zed an MOB
with the HAA s |ageassionsuebenL H0 70618 i DM A theree H%é% AB 1s

charact%%d&%?%%bﬁﬁg Q8 LoGifettvely lifid tifindSr 856 fs%ﬁa't&irhleﬁm&{al 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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the chinmeric anti body of the isol ated nonocl onal
anti body produced by the hybridoma deposited with the
wo DAgossssaccessi on nunber 180706- 01, or a CDVARCT/CA2007/002029
thereof, which CDMAB is characterized by an ability to
Claim T.onpetd EDMAB df it Rirhar?idadinfiBody ofSdhith 2.50! at ed
nmonocl onal antibody to its target antigen; and
. contacting said isolated nonocl onal anti body, said
Claim &, raniA € %AB.%&Whl@an@mhmﬂfélaam& body or CDVAB
thereof with said tissue sanple; wherein binding of
aid I [
Clalmgaf\n |bg(dﬁye/,lﬂé§?% Cc |rrgrglpgball\2glhbtg Xf °§ t her eg;1 % ’h 7or8
conjugated withijagueraberanierted froduthe graupt cmnsnstmg oficyt@bricnméietiok, enzymes,

of the i.solated nonocl onal antibody of claim
rad‘°a°§V‘E:F°‘PPH“PdS/£~“€%ﬁK’§E S nmani zed anti body of claim
2. Caim8. A CDVMAB of the chineric antibody of claim

Claim B). C & method bh &eatﬁr@ Alfarafiiriod eek¢ceptibl CtVNBibo bR Iftfated @ftotoxwlty
1, 2, 3, 6, 7 or 8 con gated Wi th

in 2 maw?{ﬁég\;]’ﬁ%fg{négi RN EXRfPEHAeRss Pag ‘FIHB’PSP é@’@’éﬂ&?’él"chmh
spec1ﬁdiﬁy BidR o tHRNEN! md'nggloﬁﬁ%%gﬁgdi@gﬁﬁéég(i%fth?ﬂg)r%doma deposited with

hemat ogenous c
the ID AT anaccessiay msmlmrdﬂﬂmﬂ @1 boa EDMABdereof) shixh CDMAB is
t { {
charactlaca nabiity Qe SpPa el oTAng i i GBI hpRasional antibody
to its taﬁg%eﬁmfgeﬁaédtﬁpﬁﬁm%ﬁlrﬁﬁlsié?ﬁn git8 94id e ARINAfd ABRCcIGHA bﬁﬁﬁ%y or said
gr oduced by th bridoma "deposited with the I DAC as
CDMARhergef nanamayat gwg@o esultin & redpriian ofsaidoammaliis ¢mor burden.
CDMAB i s characterized by an ability to corrpetltlvel y
Claim 110N birhe B ! g,
am it e ?are(gm(iftdrkglfnc?:"lIl %‘Z‘? ‘glé%)rﬁi%rslg}sdﬁg%l%g %%or’rll %glﬁ)g b?%'% conjugated
to a cytetakid meietyal sai d nonocl onal anti body or said CDVAB
thereof in an amount effective to result in a

reduc urden. Claim]11l. The
Claim (22110 gh feflogh ot op befin i odii6 A iy v eotope.
anti body is conjugated to a cytotoxic noiety. Claim
Claim 1132 Thike mt}hﬂbe@Ialml 101 whekdin\shidriedl ted aohoElohAlladtibédy or CODMAB
thereof % ggradloactlvelsotope Cl aim13. The net’hod
ereo B‘I"“V@F iCRPE M Er ei n sai d i sol at ed nonocl onal anti body
or CDMAB thereof activates conplenment. Caim 14. The

Claim 14et hoWh@©metlod chila@mee&l?é fin 38
ant i body or CDMAB t her eofr Ir}e g%déétg%nt?l clng{l%gh e%rtCDMAB

thereof piefliates ntibgd yodepgndsnt 9elllﬂ}lr&ymtd}ﬁmtﬂ'he et hod of cI ai m
10 wherein said isol ated nonocl onal antibody is

t hqd of cl 10 .wh
Claim lgglngn':,['lg%?l %hgg%fngir%xgll gﬁg}Fﬂ%ﬁ ts'Tug 6§§§atf:§n®hﬁnﬂ.8?arlf8§£ody is humanized.

Claim 16. The method of claim 10 wherein said isolated monoclonal antibody is chimerized.

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 180706-01.
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Caim17. A nonoclonal antibody capable of specific
bi nding to the sane epitope or epitopes as the

w0 s@Bass38l nonocl onal anti body produced by the PyDCA2ZIDMA02029
deposited with the | DAC as accessi on nunber

Claim lg‘ 807 % n%qg & Vt\ﬁaﬂﬁ% a RufiBh BRforah alrhfahl) O/herein! Sed hint e tumor

n sald human tunor expresses at
eXP‘-“’fSSdS aakiastmm eppopdxpfemcmmgm whtqhg‘»ewlfMﬁlb’fbleéﬁetéltm ’éallatf‘&’ monoclonal

w0 s RO O AR B A oo,

or a CDMKQ%er@gp MPDGDMAB i NP tdrived 9 fan abllitg to @Iﬂlp@ﬁtllvsly inhibit
characterized by an ability to conpetitively .inhi
binding bf srid irglased manecipash patitady p s raT RS FB‘BB%SW% aﬁ"l“g‘ls“"““g to
L %?fe@tlve to resultin a
said m awgﬁa%%‘dsalngg%%loagﬁ%gﬁ% §1la(2t§| ody S%ﬁcmﬁhﬁ‘%m?ﬁ%tr eof in an
reductioargp uiid nefrhmal’ s wendrdurdenul t in a reduction of said
mammal 's tunor burden. Claim 19. The method of claim

Claim 1éon iu gel nth?)a g @qu&% 6‘3?56 mﬁg%éltlﬁ%ﬁ]ﬁff %‘.r&rhb%%%hébo 1?1 c%njugated

toacyt&g,ﬂgln@dl%w wherein said cytotoxic noiety is a
radi oactive isotope. Caim?21l. The nmet hod of cl aim 18

wherei n said isol ated nonaocl o ant.i bOdg? %%?BMA A toDe.
Claim 20her ebhe a@thodaaf@hal@dﬁml&%w y%ﬂt?ﬁ‘??m & HEPagHYs isotop
clai m 18 wherein said isol ated nonocl onal anti body or

Claim 2@'3'\’“51119 effdl JTetis! 1%%1%?&1!:1 RerVsSIfBE RERBEI0EA antibédy or CDMAB

ytotoxicity. Caim23. The nmethod of claim 18 wherein
thereofaamitassomptmnbmmnocl onal antibody is humani zed. Caim
24. The net hod of claim 18 wherein said isolated
. nocl.onal [
Claim 737 "0 180 Frﬁzéh di20h sﬁvrvrgér‘reﬂ%aidzl%iateéjﬁd RRal BB MHCDMAB
thereof Hiéﬂﬁi?estdﬁﬁbbd)edﬁfeﬁéﬁﬂ&elmmﬂ @astbxiong epi tope of an
anti gen which speC| fically binds to the isol ated

Clim Thopos THE MeHEEPT AN MAPheleingarlUNEA MRBIEPA Ty o b pumanized.

or a CDVAB thereof, which CDMAB is characterized by an
Claim 201 | | tifie bRt dredditn MewNertinhiatd ikolbied dhdigclhalsaitiBody is chimerized.
|soI ated nonocl onal antibody to its tar get anti gen,
npri si n& adm nistering to said manmal

Claim 2hsonoc Aonethod of B RurEHVEIOL fbd BRMMA]. Yf ‘T'{F‘lﬁ‘r?@’(q fgyman tumor
exprcss@% %ll'\er?stt oh€ @ﬁ{orpg IS¢ laﬁ Iﬂﬁﬁ@nﬂﬁh ifﬁ:aﬁ 8itds 't@ t}fériscﬂ:ﬁgd‘ fHonoclonal

ective to |nareuc ono sai d mamal
antibodly pmuducbd: by ¢ire. hyBiridoma2igposited witht tho DAL aslagiassieg nm@rﬂélfim% -01

o <O BT RS BBy P Pk oo
binding¥ThRY iBolaRd tnénocRinakirtibbBy &) iYs tafgeBaritid@h Qdipriséng administering to

I sotope. Caim28. The nmethod of claim25 wherein said
said mamemalgakimpnedenad antibagyior SAMAS theronfily conjunction with at least one

chemotherapuetic 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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thereof activates conplenent. Claim29. The nethod of
claim 25 wherein said isolated nonocl onal anti body or
w@DNBBsE3Ber eof nedi at es anti body dependent cel Pai/aA2007/002029
cytotoxicity. Claim30. The method of claim25 wherein
ai d ' aRshiBRN6tddc HOTRY iz fdidat @ Tsot
Claim 22 ﬁ@h@&ﬁﬁaﬂ‘e P&ﬁlzglqﬁke% v\/ll‘%1 I n s%u d |gol at e%j otope.

m)nocl onal antibody is chinmerized. Claim32. A bindin
Claim 28s s ay The mgthtodrofichéma Sprhesein saidasolated mwnoclona @ntibodyror{ ' DMAB

I el ected froma human tunor, which is
theredsa?&yes Cg‘%?’? rI%“abgund by the isol ated nonocl onal ant i body
produced by hybridoma cell |ine AR46A35.3 having | DAC
Claim 28ccesThomettiod of 8Tl @504her¢ih saidusmated enacibnd adiibady éarf(GDMAB
I sqQ] at ed ocl o bod oduced by the hybri doma
thereOleSﬁ@éﬁ%%H%&‘?F ‘2@"1‘5% S on nunber  180706- 01
or the chineric antibody of t he i sol ated nonocl onal
Claim 380t | bURY mfHod WERhiR\2 5tvikréi RhiddsuRed aIASEILRS aMtibédy i Bumanized.
| DAC as accessi on nunber 180706-01, conpri sing:
providing a tissue sanple fromsaid human tunor;
Claim 3] i dhegeghod|of slam aovasreia sad ifalapa medoploRdlantibedy is chimerized.

anti body, said humani zed anti body, said chineric

Claim 32Nt i bﬁ%&ih% AR, BRemARt a ?f‘@.&nffe%‘e%&&% cEﬁ@mSﬁﬁ@ue sample

epi tope or épitopes as those recogni zed by the
selected; &mhatb@amdnmor,owach rspedificallyhoudd by dheuigolated yiporiodbomal antibody

produceify yidGma et ing Ak 4sA% Phaye THHEC 8&Rerndfe dagroo o1 the

humani2edt dnbibed L 6f Hie 1@@(&5{1{0&1&]&@{1 adibdtlysproduced B ke l&ﬁﬁﬁd’oﬁm deposited
and determ ni ng bi ndi ng of said at |east provid

with theam% 38 yccspsiempmbenidEes-Ohior heshirgeriq @g@edx ameesolated
monoc Moy B389 el 650B1 0 BERDAC D 28ltion e

180706f&1ngmhm3hg:anti bodi es for reduction of human tunor
erei ngﬁay d hu n tunor expresses at |east

bur den
Brrlé?gug‘ﬁg? pre §pm. UM M Qeci fical |y binds to
ﬂb@ldﬂ?&tﬂé@@ oﬁ@él%i@ﬁ@l'ateﬁ%érﬁ)@%apmldgﬁ Gafdhunkiized antibody,

bri doma deposited with the | DAC as accessi on
said Chlﬁl?ﬁ*ﬁ entigpiyos CdaMeﬁrB theqDiB ravogriats thasimh e@RIPRBT epitopes as those

recogm%e%?lﬂfaft% o a@gcg | g}{?cgg? il an él')&r%l rPrg u ?é'hlybé&gé {:{:}ml?eskR46A35.3

having ﬂhA&@eﬁtccamo@dn 1800001si ng adm n| st ering to said
nonoc| onal, .anti body or CDMAB thereof in_an

manmal
%ﬂ%ftfﬁlflgéf F—é&qne Said provided ntibgdigs ppGDMAB thespolowjthy said tissue
sample;f@gMel ' s human tunor burden. C aim 34. The nmethod of

clai m 33 wherein said isolated nonocl onal antibody is
dasermigimgdinding of said at least 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
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to a cytotoxic noiety. Caim35. The nethod of claim
34 wherein said cytotoxic noiety is a radioactive
WO swBofs381 Cl ai m 36. The net hod of cl ai m 33 wheP€i/aAs®@7/d02029

i sol at ed nonocl onal anti body or CDVAB t her eof
180706-0d tar vaCBM ABrthreafe mhichdTAMA B 1s chiteeterized byl an hibitityaformodetitively
. ... Wherein said isplate nocl onal _anti body or CDVAB
inhibit hipgipg of _8%_2 ol m_aﬂ%qﬂgﬂgﬁnmﬁa é‘ﬁfar%eéﬁpﬁz% comprising
adminis?éﬂn%ttQ %48 nhanm&d BidMndRocldite aﬁ%c?jl?‘ll)_r eDM WS theR3f WAY Shdunt

sai d i1 sol ated nonocl onal antibody is humani zed. C aim

effectivg & reFhleimateductiarr ofsiaid madgalih braan twaerurdast at ed
nonocl onal antibody is chinerized. Caim40. Use of
Claim rlpnoclrgg Ieth%la.to'f %Pagﬁlgi% \Ll?erreifl‘igiﬁ%dlﬁgd ﬁfoaniH}?{i aBFGPJSy is conjugated
urden, erei n sal d-human tunor expresses at [ east
to a cytooRicapdiegpe of an antigen which specifically binds to
the isol ated nonocl onal anti body produced by the

Claim 3340704 oot 1Ry HTEB A LTI I Tt FATDACENE sotope.
characterized by an ability to conpetitively inhibit

Claim 381 ndi e afettfodi ¥ claa@l 33t whkrsmnReid isslatd aivnobled)l anfibdédysor CDMAB
target antigen, conprising admnistering to said

thereof pefietas corIPéEMMoc| onal anti body or CDVAB thereof; in
conjunction with at |east one chenot herapeutic agent

Claim 377 N TREBEHod&ff cBfitl %ewﬁ&ei@% |i§olh%i SndnBEiBRAI MRSy or CDMAB
said mammal ' s human tunor burden. aim4 1. The

thereof mediataet anfibedyadepeddenshelhdancysatpxicitgol at ed nonocl onal
anti body is conjugated to a cytotoxic noiety. Claim

. 2. T ne, d of .clai . el 8l i Q | €. .

Claim 3 o 355 PN e P DhsteB bR Gk RS fbfy iy humanized.
of claim40 wherein said isolated nonocl onal anti body

Claim 38t CDYA8niefteidastfclamt 3I3vwahersincaidiibslaed monGtlonah abfibodihis chimerized.
nmet hod of claim40 wherein said isolated nonocl onal

. nt i hody. or t her.eof. nedi at es _.anti bod ependent . .
Craim 1) | JRESF BoResTone o7 paieatan T ion pf BORR RGHOT RO e rein said
human tHenoMeRpRisses atiedstionelepitGist STAAQGLSEPWhRAsp&PGVALIlyDinds to the isolated

humani zed. d ai m 46. The nethod of claim40 erein

monoclgagl gniibesdyanreduded by chohyhiridemai dspasited svighthadPALeas. acepsgiom number
18070671 o EVSMRH the:Bs SHALEDNEARY M LALI AL 1§ I 4Ry 1 competitively
uno anp g i ha i 1 body yp

cancer ous rc rr-srng rn co ron’ an a
inhibit bihdiﬁ@MﬁBaidfi?cﬂz[tyc_i gfa)ﬁoﬂ_fnéal ?ﬂﬁlﬁﬁdy]to dts 3a1_§et7a.nﬂgf_:rn (f;_ofhffrisiag
...conjugate of sajd, anti body or an antigen DI ndl ng ) )
adminisferyig{R spid ammat sajf menaclpatpatibady o (IMMAR Biraokdn spaiypction
with at FANSIRchBloferdpUheR! At Fin Rl AP effEARK IS Fosult if'h RAGEAMPOf said

conmpounds, an
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.
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hemat ogenous cells; and a requisite anmobunt of a
phar maceutically acceptable carrier; wherein said

w@oooposs3si on is effective for treating said hup@&nCA2007/002029
cancerous tunor.

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

thereof activates complement.

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 chimerized.

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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